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FORWARD

In March 2001, the National Institutes of Health issued the following warning: "The number
of Web sites offering health-related resources grows every day. Many sites provide valuable
information, while others may have information that is unreliable or misleading."
Furthermore, because of the rapid increase in Internet-based information, many hours can
be wasted searching, selecting, and printing. Since only the smallest fraction of information
dealing with cervical cancer is indexed in search engines, such as www.google.com or
others, a non-systematic approach to Internet research can be not only time consuming, but
also incomplete. This book was created for medical professionals, students, and members of
the general public who want to know as much as possible about cervical cancer, using the
most advanced research tools available and spending the least amount of time doing so.

In addition to offering a structured and comprehensive bibliography, the pages that follow
will tell you where and how to find reliable information covering virtually all topics related
to cervical cancer, from the essentials to the most advanced areas of research. Public,
academic, government, and peer-reviewed research studies are emphasized. Various
abstracts are reproduced to give you some of the latest official information available to date
on cervical cancer. Abundant guidance is given on how to obtain free-of-charge primary
research results via the Internet. While this book focuses on the field of medicine, when
some sources provide access to non-medical information relating to cervical cancer, these
are noted in the text.

E-book and electronic versions of this book are fully interactive with each of the Internet
sites mentioned (clicking on a hyperlink automatically opens your browser to the site
indicated). If you are using the hard copy version of this book, you can access a cited Web
site by typing the provided Web address directly into your Internet browser. You may find
it useful to refer to synonyms or related terms when accessing these Internet databases.
NOTE: At the time of publication, the Web addresses were functional. However, some links
may fail due to URL address changes, which is a common occurrence on the Internet.

For readers unfamiliar with the Internet, detailed instructions are offered on how to access
electronic resources. For readers unfamiliar with medical terminology, a comprehensive
glossary is provided. For readers without access to Internet resources, a directory of medical
libraries, that have or can locate references cited here, is given. We hope these resources will
prove useful to the widest possible audience seeking information on cervical cancer.

The Editors

1 From the NIH, National Cancer Institute (NCI): http;//www.cancer.gov/cancerinfo/ten-things-to-know.
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CHAPTER 1. STUDIES ON CERVICAL CANCER

Overview

In this chapter, we will show you how to locate peer-reviewed references and studies on
cervical cancer.

The Combined Health Information Database

The Combined Health Information Database summarizes studies across numerous federal
agencies. To limit your investigation to research studies and cervical cancer, you will need to
use the advanced search options. First, go to http:y//chid.nih.gov/index.html. From there,
select the “Detailed Search” option (or go directly to that page with the following hyperlink:
http://chid.nih.gov/detail/detail.html). The trick in extracting studies is found in the drop
boxes at the bottom of the search page where “You may refine your search by.” Select the
dates and language you prefer, and the format option “Journal Article.” At the top of the
search form, select the number of records you would like to see (we recommend 100) and
check the box to display “whole records.” We recommend that you type “cervical cancer”
(or synonyms) into the “For these words:” box. Consider using the option “anywhere in
record” to make your search as broad as possible. If you want to limit the search to only a
particular field, such as the title of the journal, then select this option in the “Search in these
fields” drop box. The following is what you can expect from this type of search:

¢ HIV - Positive Women and Their Care
Source: Positively Aware; Jan./Feb. 1996.

Contact: Test Positive Aware Network, 5537 N Broadway, Chicago, IL, 60640, (773) 989-
9400, http:/ /www.tpan.com.

Summary: This article considers the incidence of HIV among women and highlights the
importance of regular gynecological examinations to detect HIV and female-specific
conditions. The author explains that, following an initial examination, an HIV-positive
woman should undergo the same tests as a man to determine where she stands in the
course of HIV progression. Complications and treatment are addressed, including
vaginal candidiasis, human papilloma virus, cervical cancer, and menstrual problems.


http://chid.nih.gov/index.html
http://chid.nih.gov/detail/detail.html

Cervical Cancer

All women are advised to have regular Pap smears, pelvic exams, and a general
gynecological assessment.

Gynecology for the Gastroenterologist: The Woman in Her Forties and Beyond
Source: Practical Gastroenterology. 20(5): 29-30, 32, 34-36. May 1996.

Contact: Available from Shugar Publishing, Inc. 99B Main Street, Westhampton Beach,
NY 11978. (631) 288-4404. Fax (631) 288-4435. E-Mail: info@practicalgastro.com.

Summary: This article, one in a series on gastrointestinal (GI) diseases of the elderly,
considers gynecology for the gastroenterologist. The authors review a number of
gynecologic conditions that may produce signs or symptoms suggesting GI disease.
Indeed, they stress that distinguishing GI disease from gynecologic pathology may be
difficult. A thorough understanding of pelvic anatomy, a careful history, and strong
clinical suspicion will clarify the nature of the complaints. If doubt persists, expert
consultation and a multidisciplinary approach are recommended. Benign conditions
discussed include disorders of pelvic support, leiomyomata (uterine fibroids),
endometriosis, and infections. Malignant conditions include ovarian cancer and uterine
or cervical cancer. The article concludes with a discussion of anal incontinence and
rectovaginal fistulas. 3 references. (AA-M).

Opportunistic Infections
Source: The News; Vol. IX, No. 1, Feb.-Mar. 1993.

Contact: Atlanta Gay and Lesbian Center, 159 Ralph McGill Blvd Ste 600, Atlanta, GA,
30308, (404) 523-7500, http:/ /www.aglc.org.

Summary: This journal article lists opportunistic infections alphabetically and references
them by common names, causes, symptoms, diagnoses, and treatments. It includes
candidiasis, cervical cancer, cytomegalovirus, herpes simplex, HIV wasting syndrome,
Kaposi's sarcoma, lymphoma, pneumonia, salmonella, toxoplasmosis, and tuberculosis.
It also indexes coccidiomycosis, cryptococcosis, cryptosporidiosis, HIV dementia,
Microsporidosis, Maycobacterium avium complex (MAC), and progressive multifocal
leukoencephalopathy.

Special Edition Women's Treatment Issues - Special Issue
Source: Treatment Issues; Vol. 6, No. 7.

Contact: Gay Mens Health Crisis, 119 W 24th St Tisch Bldg, New York, NY, 10011-1995,
(212) 367-1205, http:/ /www.gmhc.org.

Summary: This journal special edition describes HIV disease in women and focuses
specifically on the different manifestations of HIV and AIDS in the female. It addresses
the barriers to care for women; discusses women, sex hormones, and HIV-infection; and
includes information on fertility, menstruation, and birth control in HIV-positive
women. The edition features articles on sexually transmitted diseases (STDs), with
special emphasis on the stages, symptoms, and treatment of syphilis. It explains pelvic
inflammatory disease (PID), concentrating on symptoms and treatment, and examines
the relationship between human papillomavirus (HPV) and cervical cancer.
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Federally Funded Research on Cervical Cancer

The U.S. Government supports a variety of research studies relating to cervical cancer. These
studies are tracked by the Office of Extramural Research at the National Institutes of
Health.2 CRISP (Computerized Retrieval of Information on Scientific Projects) is a searchable
database of federally funded biomedical research projects conducted at universities,
hospitals, and other institutions.

Search the CRISP Web site at httpy//crisp.cit.nih.gov/crisp/crisp_query.generate_screen.
You will have the option to perform targeted searches by various criteria, including
geography, date, and topics related to cervical cancer.

For most of the studies, the agencies reporting into CRISP provide summaries or abstracts.
As opposed to clinical trial research using patients, many federally funded studies use
animals or simulated models to explore cervical cancer. The following is typical of the type
of information found when searching the CRISP database for cervical cancer:

e Project Title: 2ND INTERNATIONAL CERVICAL CANCER CONFERENCE

Principal Investigator & Institution: Follen, Michele; Professor; Biomedical Engineering
Center; University of Texas Md Anderson Can Ctr Cancer Center Houston, Tx 77030

Timing: Fiscal Year 2002; Project Start 01-APR-2002; Project End 31-MAR-2003

Summary: "The 2nd International Conference on Cervical Cancer" is an interdisciplinary
conference focused on innovative research in cervical cancer. The conference is expected
to attract approximately 300 participants from around the world. The 1st International
Conference on Cervical Cancer" was held one year ago, organized by the same
committee, and was considered immensely successful by the participants. "The 2nd
International Conference on Cervical Cancer" will touch upon subjects not addressed in
the first conference including: decision science, behavioral science, optical imaging,
diagnostic imaging, diagnostic imaging, chemoprevention trials, innovative advances in
the biology of cervical cancer, the role of nursing in cervical cancer prevention and
treatment, and grant writing. Progress in this area will rely on the synthesis of
knowledge from many fields including clinical medicine, epidemiology, fundamental
optical science, biomedical engineering, medical imaging and device technology. This
conference is a vehicle to facilitate the interdisciplinary interaction necessary to see ideas
brought to fruition as research proposals. The conference is designed to encourage
discussion and interaction, not only in the formal scientific sessions, but throughout the
day and evening. The conference will be held at the University of Texas M.D. Anderson
Cancer Center, Houston, Texas. This venue will provide a rich atmosphere for the
conference and makes use of existing resources so that funds for the conference can be
used to support travel for participants and publishing results in a special edition of
"Cancer." An "all inclusive" fee covers registration, accommodation and meals. Formal
sessions will be held from Thursday, April 11, in the afternoon through Sunday April
14, in the morning. There is time at the conclusion of each session to summarize findings
and make research recommendations. The research recommendations, published in a
special edition of the journal "Cancer", will disseminated the findings of the conference
to a broad audience. There will be nine formal sessions. Each of these will be lead by an

2 Healthcare projects are funded by the National Institutes of Health (NIH), Substance Abuse and Mental Health
Services (SAMHSA), Health Resources and Services Administration (HRSA), Food and Drug Administration
(FDA), Centers for Disease Control and Prevention (CDCP), Agency for Healthcare Research and Quality (AHRQ),
and Office of Assistant Secretary of Health (OASH).


http://crisp.cit.nih.gov/crisp/crisp_query.generate_screen
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outstanding scientist, engineer, radiologist, or clinician. These session chairs have
already invited speakers and the majority of speakers have confirmed their participation
in the meeting. Each invited speaker will provide a review of their topic before
presenting the most recent results from their group. Approximately one third of each
session will be devoted to discussion. The session leaders have been selected partially on
their ability to moderate a productivity interchange that will allow the exploration of
topics from the perspective of both the basic scientist and the clinician. Each session
chair and speaker has been chosen based on his/her publications, funding and national
reputation.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: A NOVEL DIAGNOSTIC FOR ONCOGENIC HPV

Principal Investigator & Institution: Lu, Peter S.; Arbor Vita Corporation 772 Lucerne Dr
Sunnyvale, Ca 940853844

Timing: Fiscal Year 2003; Project Start 22-JUL-2003; Project End 31-DEC-2003

Summary: (provided by applicant): Arbor Vita proposes to detect and quantify
oncogenic E6 proteins as a diagnostic test for Human Papilloma Virus (HPV) infection
and cervical cancer. Oncogenic variants of HPVs have been correlated with cervical
cancer at a frequency of 99.7%. Accumulated data unequivocally demonstrate that
oncogenic E6 proteins are crucial for initiation and maintenance of cervical cell
transformation and cancer progression, potentially representing a superior diagnostic
marker. E6 proteins have not been successfully analyzed by standard methods. Research
by Arbor Vita and others has shown that oncogenic E6 variants specifically bind to
cellular PDZ domain proteins. Arbor Vita proposes to exploit this property as the basis
of a simple test for the detection of oncogenic E6 variants. Specifically, Arbor Vita
proposes to develop a PDZ domain-based oncogenic E6 detector that, as part of an
ELISA-based test, selectively detects E6 oncoproteins: first, in vitro; secondly, in
transfected cells; and thirdly, in HPV infected cancer cell lines. To accomplish these
aims, Arbor Vita will utilize its proprietary in vitro assay. Tasks will include cloning,
protein expression and purification, design of a ELISA based test system, and
optimization of cell lysis conditions.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: A-007: IMMUNE MODULATION OF HPV - CERVICAL CANCER

Principal Investigator & Institution: Morgan, Lee Roy R.; Chief Executive Officer; Dekk-
Tec, Inc. 4200 Canal St, Ste a New Orleans, La 70119

Timing: Fiscal Year 2001; Project Start 01-APR-2001; Project End 31-MAR-2002

Summary: (Applicant's Description) 4,4'-Dihydroxybenzophenone-2,4-
dinitrophenylhydrazone (A-007) has recently completed a Phase I clinical trial in
advanced cancer with minimal toxicity and objective responses noted. Preliminary
observations suggest that A-007 is able to stimulate lymphocyte mobilization when
applied topically to normal skin, as well as, to metastatic cutaneous lesions. The specific
objectives of this Phase I study will be to document A-007's ability to stimulate
lymphocyte migration/activation in cancers associated with immunodeficiency related
infections. A-007's functional groups will be modified to maximize pharmacophore
activities. All new hydrazones, as well as, A-007 will be assayed in vitro/in vivo for
lymphocyte stimulation properties. These studies will be expanded for use as a
stimulant of local cervical immunity in a simian immunodeficiency virus (SIV) monkey
model and as local treatment for young females with HPV-associated cervical cancers.


http://crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen
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PROPOSED COMMERCIAL APPLICATION: 4,4'-Dihydroxybenzophenone-2, 4-
dinitrophenylhydrazone (A-007) is showing lymphocyte stimulation and anticancer
activities in clinical trials. A new agent with anticancer/immune modulation activity in
HPV associated cervical cancer would have wide use as a single agent or in
combinations therapy.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: AIDS-ONCOLOGY CLINICAL SCIENTIST DEVELOPMENT
PROGRAM

Principal Investigator & Institution: Levine, Alexandra M.; Medical Director; Medicine;
University of Southern California 2250 Alcazar Street, Csc-219 Los Angeles, Ca 90033

Timing: Fiscal Year 2001; Project Start 11-AUG-1998; Project End 31-JUL-2004

Summary: (Applicant's Description) As survival has increased in patients with HIV
infection, it is apparent that greater numbers of individuals are living long enough to
eventually develop malignant disease. Further, with maturation of the AIDS epidemic, it
appears that the spectrum of HIV associated diseases has expanded, with malignant
diseases becoming more prominent as the cause of death in infected individuals. Aside
from the current AIDS-defining malignancies, including Kaposi's sarcoma, lymphoma,
and cervical cancer, additional types of cancers are now being reported in HIV infected
individuals, with significantly increased standardized incidence ratios (SIRs) of anal
cancer, Hodgkin's disease, lung cancer, multiple myeloma and others. In terms of public
health policy, it is apparent from these data that the appropriate health care of our
nation will require specific training of oncologist in the area of HIV disease. At the
present time, there is no formalized mechanism to provide such cross-training, nor is
there a mechanism to pay for such training. The goals of this Training Grant will be to
train such individuals, who will then be prepared to treat HIV infected patients with
malignant disease; to conduct research in this area; and, in time, to teach others these
same skills. The specific aims of the proposal are: (1) To provide comprehensive,
multidisciplinary clinical training in HIV disease to individuals who have recently
completed one or more years of formal fellowship training in Hematology'/Oncology;
(2) To provide a didactic core curriculum, which will give a broad understanding of the
advances in HIV disease, per se, as well as the opportunistic cancers, infections, and
other illnesses which ensue; (3) To provide a didactic core curriculum, as well as
practical, day-to-day training in the area of clinical research methods, to allow
development of future clinical researchers in the area of AIDS-related malignancy; (4) To
provide didactic training in the area of basic scientific research methods, to allow
development of future clinical researchers who will understand the principles of
translational research in the area of AIDS-malignancy; and (5) To provide close
mentoring support from both clinical and basic scientific mentors, in order to assure that
the candidates will engage in a specific translational research project related to the field
of HIV-malignancies. We will offer a two-year Fellowship program. The first year will
be spent in clinical work, with assignment of a specific clinical mentor to each Trainee.
The year will consist of attendance at weekly general HIV/AIDS clinic; weekly
AIDS/Lymphoma clinic; weekly AIDS/KS clinic; one month on in-patient HIV/AIDS
ward; three months on inpatient AIDS malignancy ward; and attendance at didactic
lectures and symposia. The second year will emphasize training in clinical and
translational research in the area of AIDS-related malignancy, with assignment of
specific scientific mentors, and development of research projects, as well as attendance
at didactic lectures and symposia in the area of research methods and biologic
principles.
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Project Title: ANIMAL MODEL OF PROLIFERATIVE VERRUCOUS
LEUKOPLAKIA

Principal Investigator & Institution: Murrah, Valerie A.; Diagnostic Scis/Gen Dentistry;
University of North Carolina Chapel Hill Office of Sponsored Research Chapel Hill, Nc
27599

Timing: Fiscal Year 2001; Project Start 01-AUG-2001; Project End 31-JUL-2003

Summary: (provided by applicant) Oral squamous cell carcinoma is a significant global
health problem, comprising one of the ten most common cancers, worldwide. Over the
past decade, there has been increased interest in viruses as etiologic agents for cancers of
all types. Human papillomavirus (HPV) is the leading candidate for a role as a viral co-
factor in oral cancer. In women, estrogen has been linked to multiple malignancies,
including breast, cervical and uterine cancers, but, heretofore, estrogen has not been
studied as a possible factor in oral cancer, despite the fact that well-recognized
hyperplastic lesions of the oral cavity occur as a result of hormonal changes during
pregnancy and puberty. We hypothesize that HPV and estrogen interact in the oral
cavity to cause proliferative verrucous leukoplakia, an oral condition, seen
predominantly in women, which is associated with a high prevalence of HPV infection
and which ultimately eventuates in oral cancer. Interactions between HPV and estrogen
in the pathogenesis of cervical cancer have been studied in a specific transgenic mouse
model (K14-HPV16), in which a portion of the HPV16 genome is targeted to the
progenitor compartment of the epithelium; by means of the keratin 14 promoter.
Preliminary data on the oral cavity in this model strongly support its value for studies of
the interactions between these two agents at this site as well. To that end, our specific
aims are: 1) to determine whether estrogen can promote transformation of the oral
epithelium to a premalignant or malignant phenotype in the K14-HPV16 transgenic
mouse model, 2) to perform a prospective analysis of changes in biomarkers associated
with proliferation and transformation in the oral epithelium of K14-HPV16 mice that
have been exposed to estrogen in a longitudinal manner, and 3) to analyze changes in
biomarkers in human specimens of proliferative verrucous leukoplakia to determine
correlations with the mouse model. The proposed study is unique in that it addresses
the question of estrogen and viral interaction as a possible etiology of oral cancer, an
important issue which has not ever been investigated. We feel strongly that this
knowledge will ultimately result in appropriate timing of specific interventional
therapies and preventive strategies for proliferative verrucous leukoplakia and oral
cancer in the future, and will address an oral health problem that is a significant
women's health issue.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Titlee BREAST AND CERVICAL CANCER SCREENING IN KOREAN-
AMERICANS

Principal Investigator & Institution: Choi, Eunice E.; None; University of San Diego 5998
Alcala Pk San Diego, Ca 92110

Timing: Fiscal Year 2001; Project Start 30-SEP-2001; Project End 31-AUG-2004

Summary: The long-term objective of this program of research is to develop, implement,
and evaluate a culturally tailored intervention to increase the rates of obtaining
mammogram, CBE, and Pap smear screens and practicing BSE in Korean American
(KA) women. Dr. Choi's goals during this proposed training are to: 1) Gain advanced
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skills in developing culturally valid instruments; 2) Enhance her understanding of
health promotion and disease prevention issues; 3) Generate knowledge related to KA
women's utilization of the cancer screening tests; and 4) Generate knowledge related to
health care providers' recommendations of the screening tests for KA women. The
theoretical framework of this proposed project is based on Anderson's Behavioral Model
supplemented with the Cultural Explanatory Model. The specific aims of this proposed
study of KA immigrant women older than 40 years of age and their utilization of these
tests are: 1) To develop culturally appropriate instruments and test them; 2) To test the
hypothesis that KA women's predisposing variables; enabling variables, and need
variables will be related to their utilization of the screening tests; and 3) To identify
culturally specific and demographic variables that influence physicians'
recommendation or practice of the screening tests. To achieve the specific aims, this
proposed project will be conducted in 5 phases: 1) individual interviews with 30 KA
women; 2) six focus groups with KA women; 3) modification of existing instruments
and/or development of new instruments based on the results of individual interviews
and focus groups; 4) individual interviews with 10 KA and 10 Caucasian American
physicians; and 5) a survey with a community based random sample of 350 KA women
in order to pilot test and to establish psychometric properties of the instruments. This
proposed project is innovative since no published project has approached cancer
screening services from the perspectives of both recipients as well as their providers to
provide a comprehensive understanding of the reasons KA women have lower
utilization rates of these tests. This project is significant in generating culturally accurate
information and instruments to be used in both epidemiological research and culturally
tailored intervention research for cancer screening test utilization in KA women.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: CANCER AWARENESS NETWORK FOR IMMIGRANT MINORITY
POPULATI

Principal Investigator & Institution: Gany, Francesca; Assistant Professor of Clinical
Medicine; Medicine; New York University School of Medicine 550 1St Ave New York,
Ny 10016

Timing: Fiscal Year 2001; Project Start 04-APR-2000; Project End 31-MAR-2005

Summary: We propose the establishment of a Cancer Awareness Network for
Immigrant Minority Populations (CANIMP) in the NY metropolitan area to increase
cancer control activities and access to clinical trials in NY's foreign-born minority
community. This will be achieved through the linkage of two major initiatives at NYU
School of Medicine: (a) the New York Task Force on Immigrant Health (NYTFIH),
Division of Primary Care, and (b) the NCI- designated Kaplan Comprehensive Cancer
Center (KCCC). Community based organizations representing five immigrant groups
(Haitian, Latino, ES-Caribbean, Korean, and Chinese) will be partners in this project.
This diverse group will allow to conduct unique comparative research and coordinated
outreach. Other network partners will include cancer prevention and screening
programs such as the Breast Health Partnership and ACS Chinese Unit, NCI- CIS at
Memorial Sloan Kettering, DHHS Office of Minority Health and NYC community health
clinics. In Phase I interviews, focus groups, and roundtables on lung, prostate, breast,
and cervical cancer will be conducted in five immigrant groups. In Phase II junior
scientists will be partnered with established KCCC researchers to develop pilot cancer
research projects. These projects will develop into peer- reviewed competitive proposals
in Phase III. Bilingual CANIMP staff will provide cancer community education, ethnic
provider education on clinical trials, review written materials, provide interpreter
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services, and staff a multilingual information line. The project will be evaluated through
an annual patient survey, a provider survey in years 3 and 5, and through diverse
process and outcome indicators such as percentage of minorities recruited into clinical
trials and number of minority junior scientists developing pilot projects.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: CANCER CHEMOPREVENTION--ROLE OF INFECTION/IMMUNITY

Principal Investigator & Institution: Loprinzi, Charles L.; Professor; Mayo Clinic
Rochester 200 1St St Sw Rochester, Mn 55905

Timing: Fiscal Year 2001; Project Start 01-JUN-1999; Project End 31-MAR-2004

Summary: Over the past decade, a substantial body of data has accumulated which
implicates the human papillomaviruses (HPVs) in epithelial cancers, especially cervical
cancer. More recently, a new family HPV has been identified in skin cancers that are
related to those found originally in patients with heritable skin cancer prone condition,
epidermodysplasia verruciformis. With the advent of new chemoprevention strategies
directed against each of these cancer types, it appears prudent to develop novel
secondary endpoint biomarkers (SEBs). Accordingly, a central Theme of this project is to
develop HPV-related SEBs in the context of two novel chemoprevention strategies, one
of which is expressly directed against HPV infection. Two Phase II chemoprevention
clinical trials are planned at the Mayo Clinic and in the North Central Cancer Treatment
Group (NCCTG) member institutions, with support for protocol development, data
management, and statistical analysis deriving primarily from NCCTG CCOP grants ( i.e.
research base and individual institution grants). The first is a randomized pilot
evaluation of topical imiquimod, and immunomodulatory agent which has proven to be
safe and effective for the treatment of genital warts. This trial will be conducted on
patients with recurrent and/or high-grade cervical intraepithelial neoplasia (CIN). For
skin cancers. This trial will attempt to reproduce and further substantiate a previous
randomized trial in the which a treatment benefit was demonstrated. Broad-range PCR
techniques will be used to monitor the type-specific persistence of HPV in cervical
specimens after imiquimod therapy. Similar techniques will be used to characterize the
potential role of HPV in skin cancers, strategies will also be developed to determine if
HPV - specific immune responses can be used as SEBs in CIN related gene expression
and AP-1 expression/activity will be developed for the skin cancer chemoprevention
project.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: CANCER SCREENING, MANAGED CARE, AND THE
UNDERSERVED

Principal Investigator & Institution: Pasick, Rena J.; Associate Director; Northern
California Cancer Center 32960 Alvarado Niles Rd, Ste 600 Union City, Ca 94587

Timing: Fiscal Year 2002; Project Start 30-SEP-1992; Project End 30-NOV-2003

Summary: Low-income women are at high risk for developing cervical cancer due not
only to the higher prevalence of risk factors and lack of access to screening, but also
because of barriers to timely follow-up when screened and found to have an
abnormality. Lack of follow-up, therefore, contributes to the racial and ethnic health
outcome disparities that exist for cervical cancer. While other interventions have shown
some success at improving Pap smear follow-up rates, there is no existing randomized
intervention trial that has demonstrated such high rates of improvement in follow-up as
the Pathfinders study that addresses follow-up barriers in a very high-risk population of
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ethnically diverse, low-income, inner city women. The intervention consisted of
computer-assisted tracking, education, counseling in consumer skills and ways of
coping, transportation vouchers, and referrals for suspected mental health,
alcohol/drug abuse, and domestic violence. When analyzed by intention to treat, of 348
women who were randomized at the time of the institutional receipt of the abnormal
result, twice as many women in the intervention group were confirmed to have a
follow-up test within 6 mos. of their abnormal Pap smear than in the control group, 70%
versus 36% (p<0.01). By using an expanded tracking protocol, we were able to locate
and to deliver the intervention to 128/178 women in the intervention group. Of those
who received the intervention, 83% had a documented follow-up test with 6 mos. versus
36% in the intervention group who did not receive the intervention (p<0.01). Overall, we
were unable to contact 18 (10%) women, 16 (9%) moved, and 11 (6%) refused the
counseling intervention. The average time-cost of tracking and outreach counseling per
woman was 109 min. With this project, we have demonstrated that low follow-up rates
can be substantially improved by the implementation of a more personal and culturally
tailored approach, coupled with utilization of state-of-the-art computer assistance. This
supplement addresses the need for dissemination of cost-effective interventions that
improve Pap smear follow-up in high-risk populations. We propose a strategy for
dissemination and maintenance of the intervention on a local-scale. If successful, we will
adapt the intervention, based on what we have learned, for more widespread
dissemination.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: CANCER SURVEILLANCE IN HMO ADMINISTRATIVE DATA

Principal Investigator & Institution: Wei, Feifei; Health Partners Research Foundation
8100 34Th Ave S Minneapolis, Mn 55425

Timing: Fiscal Year 2001; Project Start 01-APR-2001; Project End 31-MAR-2004

Summary: (provided by applicant): The purpose of this study is to identify the existence
and extent of biases associated with HMO full electronic and claims-type encounter data
when they are used to characterize patterns of care and to analyze the relationship
between treatment and outcomes of breast and cervical cancers. Electronic data assessed
will include inpatient and outpatient visits, pharmacy, cancer registry, pathology,
radiology, laboratory, and electronic physician notes. This project is a joint venture
between four not-for-profit HMOs: Fallon/Meyers Primary Care Institute, Kaiser
Permanente/Northern California, Health Partners Research Foundation and Henry
Ford Health System. A patient who was diagnosed for breast cancer between January 1,
1996 and December 31, 1997 or for cervical cancer between January 1, 1996 and
December 31, 2000 will be included in the study. A study central database will be
established to contain all electronic and claims-type encounter data on medical care of
these patients. Medical record information will be abstracted for a random sample of 925
breast cancer and 995 cervical cancer patients. The study will compare information in
the electronic data sources to information abstracted from medical records, and assess
differences in completeness and accuracy of diagnostic, treatment, and outcomes by
patient characteristics, among HMOs, and by source of data. Using data abstracted from
medical record and electronic data, we will characterize the patterns of care and assess
the relationship between treatment and outcomes among women of any age with
cervical cancer and women age 55 or older with breast cancer. This study will provide
important information about the feasibility of using computerized claims data as well as
other computerized resources for the study of cancer treatment and outcomes. The
primary strength of the study is that it uses routinely and efficiently collected
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population based electronic data to identify cancer patients, treatments and outcomes. If
these databases are shown to be valid, they provide promising resources for cancer
studies, with extensive information on treatment, follow-up and outcome far exceeding
those available from traditional cancer registries.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: CANCER VACCINES TO HPV-16 ASSOCIATED TUMOR

Principal Investigator & Institution: Ertl, Hildegund Cj.; Professor; Wistar Institute
Philadelphia, Pa 191044268

Timing: Fiscal Year 2001; Project Start 01-APR-1998; Project End 31-JAN-2003

Summary: (Applicant's Abstract) Vaccination is the most effective medical intervention
to reduce human morbidity and mortality due to infectious diseases. The development
of efficacious vaccines for treatment or prevention of cancer has been less successful,
which is in part due to a lack of well-defined tumor-specific antigens. Most cervical
cancers, the second most common cause of malignancies in women worldwide, are
associated with genital infections by human papilloma viruses (HPV) strains, 16 or 18
that express two oncoproteins, i.e., E6 and E7 which might provide highly suitable
target antigens for immunological intervention. The aim of this application is to test
three different vaccine prototypes, i.e., DNA vaccines, vaccinia virus recombinants and
El-deleted replication defective adenovirus recombinants expressing the E6 or E7
protein of human papilloma virus (HPV)-16, in a mouse model for their efficacy in
limiting the spread of E6 and E7 expressing tumors. The applicant's long-term goal is to
develop a vaccine for treatment of women with HPV-16 associated cervical cancer. She
has developed a mouse tumor model to study vaccines to E6 and E7 of HPV-16. The
applicant also generated a number of vaccines, i.e., DNA vaccines, recombinant vaccinia
and El-deleted adenoviral vaccines, expressing the oncoproteins of HPV-16. All of these
types of expression systems, that have distinctive advantages and disadvantages as
vaccine carriers, were shown to induce partial protection against a low dose tumor
challenge. The applicant's hypothesis is that a combination of different types of vaccines
given as prime-boost regimens either alone or with a cytokine adjuvant might
significantly improve the efficacy of vaccination in providing long-term protective
immunity against HPV-16 E6 and E7 transformed tumors. To test this hypothesis she
will initially compare the three different types of vaccines given individually analyzing
basic parameters such as the kinetics of the response, dose-response curves, different
routes of immunization, effect of pre-existing immunity to the vaccine carrier, and
induction of different types of immune responses. The applicant will then test the effect
of different vaccine combinations including interleukin(IL)-12 as an adjuvant on solid
and metastatic tumors both in a prophylactic immunization model as well as in
treatment of already established tumors. In case the applicant's hypothesis is correct,
data gathered within the realm of this application will serve as the basis for a clinical
Phase I trial.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: CAP-PAP TEST FOR SPECIMENS COLLECTED IN SOLUTION

Principal Investigator & Institution: Markovic, Nenad; Bioscicon, Inc. 259 Congressional
Ln, Ste 602 Rockville, Md 20852

Timing: Fiscal Year 2002; Project Start 15-APR-2002; Project End 31-MAR-2003

Summary: The CAP-PAP test is a single-slide, double-staining, in vitro method for
labeling dysplastic cervical cells on Pap smears (USPTO#6, 143, 512). A recently
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completed clinical laboratory trial (1R43CA86767-01) has shown that this test is easily
applicable in a routine cytopathology laboratory for cervical cancer screening. The
safety of the new method was equal, and its efficacy and prognostic value was superior
to the control Pap test. We propose to study how the CAP-PAP test could be applied on
thin and monolayers of cervical cells collected with any of the new liquid-based cervical
specimen collection technologies. It is CAP-PAP test will help users of these
technologies to improve the accuracy of cancer detection of the original CAP-PAP test
procedure, will e considered for patient application. Recently, the business reports
signaled that the FDA approved liquid- based specimen collection technologies have
penetrated the Pap test market in the US up to 30%. This means that a modified CAP-
PAP test could face a market of 10-30 million test per year. PROPOSED COMMERCIAL
APPLICATIONS: If approved as an in vitro diagnostic medical device, this test will face
a market of 10-30 million Pap tests per year (specimen collected using any of the liquid-
based specimen collection technologies).

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: CENTER FOR PSYCHO-ONCOLOGY RESEARCH

Principal Investigator & Institution: Antoni, Michael H.; Psychology; University of
Miami Coral Gables University Sta Coral Gables, F1 33124

Timing: Fiscal Year 2001; Project Start 30-SEP-1999; Project End 31-AUG-2004

Summary: This application is for a 5-year Center for Psycho-Oncology Research (CPOR)
grant to conduct behavioral, psychological, social, and biomedical research on the
interrelationships among cognition, emotion, biological processes, and physical health
in patients with different forms of cancer including breast cancer, prostate cancer and
AIDS-related cervical neoplasia. The Center will systematically evaluate the efficacy
group-based Cognitive Behavioral Stress Management (CBSM) intervention in Projects
1, 2 and 3., and a pharmacological hormonal treatment in Project 4, for improving
quality of life and physical health in patients with different types of cancer or
carcinogenic processes associated with reproductive health or hormonal functioning.
These include women with breast cancer, older men with prostate cancer, and women at
high risk for cervical cancer due to co-infection with Human Immunodeficiency Virus
(HIV+) AND Human Papillomavirus (HPV+). Our prior work has shown that CBSM
intervention can improve mood, change cognitions and build coping resources; that it
modulates the output of sympathetic nervous system (SNS), Hypothalamic Pituitary
Adrenal (HPA), and Hypothalamic Pituitary Gonadal (HPG) hormones; and that it
helps normalize immunologic status in different populations. The Center will directly
address these issues through four (4) randomized clinical trials as follows. Project 1 will
(a) evaluate the effects of CBSM intervention on psychological distress, quality of life
and biopsy- determined level of cervical cellular atypia; and (b) examine the putative
psycho-biological mediators (psychosocial, endocrine, and immunologic changes) on
intervention effects observed. Project 2 will (a) investigate the effects of CBSM
intervention and quality of life and disease status (change in CA15-3) antigen levels) in
women with early-mid stage breast, and (b) examine the putative psycho-biological
mediators of intervention effects observed. Project 3 will (a) investigate the effects of
CBSM in combination with Viagra (sildenafil citrate) on quality of life and physical
health in older men with prostate cancer, and (b) examine the putative psycho-biological
mediators of intervention effects observed. Project 4 will (a) evaluate the effects of
estrogen therapy (chronic low-dose oral 17- beta estradiotherapy) on mood and quality
of life, and physical health in patients with metastatic prostate cancer, and (b) examine
the putative psycho-biological mediators of intervention effects observed. The Center
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will also support and conduct pilot studies of interventions in men and women with
other cancers, and will also develop and test other forms of intervention as well as
Spanish translations of CBSM for Spanish- speaking Breast and Prostate cancer patients.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

*  Project Title: CERVICAL CANCER MULTI-MEDIA TOOLBOX FOR VIETNAMESE
WOMEN

Principal Investigator & Institution: Thorp, Richard L.; Multi-Media Systems, Inc. Box 99
Church Hill, Md 21623

Timing: Fiscal Year 2001; Project Start 01-FEB-2001; Project End 31-JUL-2001

Summary: Multi-Media Systems will develop and evaluate a mediated TOOLBOX of
medical intervention/education materials to inform Vietnamese-American women of
the importance of regular screening for early detection of cervical cancer (CV). This
medically underserved minority suffers from an unequal burden of CV, with 5 to 7
times higher incidence than other U.S. populations. Due to resulting late stage detection,
morbidity /mortality rates are needlessly high. Inhibiting factors include language, lack
of knowledge, cultural beliefs, attitudes, fears and distrust of scientific/medical
organizations. Outreach organizations and health departments lack resources to develop
comprehensive effective, professionally-produced and tested intervention materials.
Phase I formative research, employing structured interviews, questionnaires, and focus-
groups will determine the best intervention strategy(ies) and the most effective way(s)
to Aframe@ the message. Three Vietnamese language radio spots, three video vignettes,
and three newspaper ads, each using different approaches, will be produced and
reviewed by separate focus groups of Vietnamese women and outreach professionals. In
Phase II, the final TOOL BOX materials will be developed, produced and formally
evaluated for effectiveness through a multiple site trial. A Subject-Matter-Expert Board
will assure content accuracy. The materials will be available to outreach organizations
on a subscription basis, through an innovative website featuring publishing-on-demand,
down-loadable-digital-video and outreach planning/tracking/reporting system.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: CERVICAL CANCER TREATMENT THROUGH HPV VIRUSLIKE
PARTICLE

Principal Investigator & Institution: Kast, W Martin.; Professor; University of Chicago
5801 S Ellis Ave Chicago, Il 60637

Timing: Fiscal Year 2003; Project Start 25-JUN-2003; Project End 31-MAR-2008

Summary: In cervical cancer, the third most common cancer among women worldwide,
human papillomaviruses (HPV) play a causative role. Most preventive and therapeutic
vaccine developments against HPV are concentrated on HPV16 since it is linked to
about 50% of cervical cancer. HPV18 is second in rank with respect to frequency
worldwide at 14% of cases but predominates in Asian women as well as in cervical
adeno and adenosquamous carcinomas which are the most aggressive type of cervical
carcinomas and therefore also warrants research efforts. HPV virus like particles (VLP)
consisting of the capsid protein L1 have emerged as the leading preventive vaccine
strategy for HPV associated lesions. However, they are unlikely to have effects in the
millions of women that are already infected or have developed cervical cancer.
Immunization with chimeric HPV VLP expressing the early HPV gene products E6/E7
has therapeutic potential since these gene products are maintained even at late stages of
cervical cancer but the induction of neutralizing antibodies against the capsid protein
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limits their therapeutic capacity. They are, however, powerful tools for induction of T
cell responses against early HPV gene product and antigenic peptide mapping. Based on
these characteristics we propose to explore the following aims: 1) The use of HPV VLP
for inducing human T cell responses to human endogenously presented antigenic
epitopes of HPV18 E6/E7 proteins and for generating HPV18 specific T cell clones. 2) in
order to avoid the effects of neutralizing antibodies, transferring HPV16 or 18 E6 or E7
specific T cell reactivity induced by chimeric HPV VLP to alternate human effector cells,
and 3) the same as aim 2 but now transferring their reactivity to alternate mouse effector
cells, To achieve these aims the following methods will be used: 1) in vitro
immunization of human peripheral blood T cells with autologous DC loaded with HPV
VLP expressing HPV18 E6/E7 protein. 2) identify and clone the HPV16 or 18 specific
TCR genes obtained from the chimeric HPV VLP induced T cells and transferring them
to alternate human T cells, and 3) the same as in aim 2 but transferring the TCRs to
mouse T cells and testing their antitumor activity in vivo. These combined aims will
increase the potential of chimeric HPV VLP for treatment of cervical cancer which is our
long term objective.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: CERVICAL CANCER--PREDICTIVE ASSAY BY MR IMAGING

Principal Investigator & Institution: Mayr, Nina A.; Radiological Sciences; University of
Oklahoma HIth Sciences Ctr Health Sciences Center Oklahoma City, Ok 73126

Timing: Fiscal Year 2001; Project Start 21-SEP-1998; Project End 31-JUL-2003

Summary: Radiotherapy is the principal treatment modality for advanced cervical
cancer, but local control is frequently not achieved. The failure rate may be reduced by
treating high-risk patients with more intense therapies including higher doses of
radiation, chemotherapy, and/or surgery. However, there is no well-established
predictor to identify patients whose high risk for failure justified the increased
morbidity of more aggressive therapy. The investigators seek to identify those at high
risk early, such that more aggressive treatment can be rendered that may improve
outcome. Quantitative tumor volume and enhancement pattern analysis based on
sequential MRI examination were shown to provide very early signals of failure in plot
studies. Tumor size and dynamic enhancement pattern judged by the MRI prior to
radiation therapy and temporal changes during the early course of radiation therapy
appear to be sensitive predictors of tumor response; consistent with the notion that
tumor blood supply and or oxygenation status strongly influence radiation response.
The overall goal of this project is to test the hypothesis that MR-based measurements
predict the likelihood of tumor control in patients with advanced cervical cancer treated
by conventional radiation therapy. This will be achieved by three specific aims: (1)
further develop, test, and refine predictive metrics of advanced cervical cancer radio-
responsiveness based on contrast enhanced MRI and MR-based tumor volumetry, (2)
apply MRI in a clinical population through their course of therapy and correlate tumor
response with image-based metrics, and (3) determine predictive value (positive and
negative) of MRI-based metrics. On completion, this project will provide a clinically
validated MR protocol for prediction of tumor radio-responsiveness in advanced
cervical carcinoma treated with radio-therapy. A prognostic index using MRI in a
clinical setting to identify the high-risk patients who require more aggressive multi-
modality therapy will be developed. The pixel signal distribution within the entire
tumor between the radiosensitive and resistant groups will be further defined using
multi-spectral and multi- temporal analysis, and characterized to discern subgroups
contributing to treatment failure within the heterogeneous tumor.
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Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

¢ Project Title: CYTOTOXIC T LYMPHOCYTE RESPONSE TO HPV 16

Principal Investigator & Institution: Nakagawa, Mayumi; Laboratory Medicine;
University of California San Francisco 500 Parnassus Ave San Francisco, Ca 94122

Timing: Fiscal Year 2001; Project Start 01-FEB-1998; Project End 31-JAN-2003

Summary: (Applicant's Description) As a student in an M.D.-Ph.D. program at Albert
Einstein College of Medicine, Dr. Nakagawa studied the structure function relationships
of murine Major Histocompatibility Complex in terms of its immunological and
physiological properties. After completing a residency program in laboratory medicine
at the University of California at San Francisco, where she still is, she began a research
project studying cell-mediated immunity to Human Papilloma Virus type 16 (HPV 16)
which is a causative agent of cervical dysplasia and cancer. Data collected thus far, using
a T cell proliferative assay as well as a cytotoxic lymphocyte assay, support her working
hypothesis that cell-mediated immunity to HPV is instrumental in its elimination and
thus is protected against the development of associated diseases. The experiments
proposed in this application are nested with an ongoing longitudinal study in which
HPV 16 infected women who have not developed high grade intraepithelial lesions are
tested for cytotoxic T lymphocyte responses to HPV 16 oncogenic proteins, E6 and E7.
The specific aims of this project are to characterize the lymphocyte subset(s) responsible
for anti-HPV activity, to eliminate background activity, to explore alternative methods
of in vitro stimulation, and to develop a protocol to perform cytotoxic T lymphocyte
assay using T cell lines instead of bulk cultures. The last aim will give us a tool to
identify immunodominant epitopes of HPV 16 in the future. The long-term goal of this
project is to develop effective vaccines and immunotherapy for prevention and
treatment of cervical cancer. Dr. Nakagawa's long-term career goal is to continue
research in HPV immunology as an independent investigator. She envisions this will be
best accomplished by becoming a faculty member at an academic medical center where
she will also have clinical responsibilities as a laboratory medicine physician. The
University of California at San Francisco, which is a major academic medical institution
with many distinguished scientists, offers an excellent environment to develop skills
and further her expertise in the field to accomplish her goals.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

e Project Title: DEVELOPING NEW APPROACHES FOR CERVICAL CANCER
CONTROL

Principal Investigator & Institution: Kiviat, Nancy B.; Director of Pathology; Pathology;
University of Washington Seattle, Wa 98195

Timing: Fiscal Year 2002; Project Start 16-AUG-2002; Project End 31-JUL-2007

Summary: (provided by applicant): Invasive cervical cancer (ICC) is an AIDS defining
disease [CDC Update, 1993]. Our studies show that women with HIV-2 or HIV- I
infection are at increased risk of ICC and development of cervical intraepithelial
neoplasia 3/carcinoma in situ (CIN 3/CIS). Screening programs based upon cytology,
detection of human papillomavirus (HPV), and visualization of the cervix have all been
proposed for use in resource poor settings, however, none of these methods are practical
approaches to cervical cancer control in areas of endemic HIV infection. Novel
approaches must be developed to identify and treat women at high risk for ICC in HIV
endemic areas. We hypothesize that, in contrast to most HIV seronegative women who
are infected with oncogenic types of HPV; HIV seropositive women co-infected with
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oncogenic types of HPV acquired the molecular changes which permit, and are
associated with progression to ICC even before cytologic changes are detected, or when
only mild changes such as CIN 1 are present. We further hypothesize that such
molecular changes, which are predictive of increased ICC risk can be identified and
could serve as the basis for sensitive and specific assays, with high predictive value, for
the early identification of HIV, infected women at high risk of ICC. Our approach to
developing relevant molecular assays is based on the knowledge that the set of
expressed genes, or "expression profile" of normal cells differs from that of cancer and
dysplastic cells of the same tissue type [Fields, 1994]. We propose to biopsy HIV
seropositive and HIV seronegative women infected with oncogenic HPV types and with
varying grades of cervical lesion abnormalities (CIN 1, CIN 2/3, CIS, ICC) and examine
the expression profiles of these different lesions to identify changes in gene expression
that are characteristic of malignancy but occur prior to ICC (i.e., in CIS). Once such
profiles are identified, we will determine and compare the frequency with which
abnormally expressed genes are present in earlier precursor lesions among HIV
seropositive and HIV seronegative women. Validation on additional samples, and proof
of principle testing on stored longitudinal samples from women who did and did not
subsequently develop CIN 3/CIS, will be performed. This will provide the rationale for
future development of "low tech" ELISA assays for detection of the protein products of
the over-expressed genes of interest and for longitudinal studies demonstrating the
utility of this approach.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: DEVELOPMENT OF A NOVEL HPV IDENTIFICATION SYSTEM

Principal Investigator & Institution: Hepburn, Angus G.; Profile Diagnostic Sciences, Inc.
510 E 73Rd St, 2Nd F1 New York, Ny 10021

Timing: Fiscal Year 2001; Project Start 01-APR-1998; Project End 31-MAR-2003

Summary: Invasive carcinoma of the cervix is-one of the most common cancers in the
world. Human papillomavirus (HPV), progressing through cervical intraepithelial
neoplasia (CIN), is the primary causal agent for the development of invasive cervical
cancer. However, of the 70 or more HPV subtypes, few progress to cancer. Although
early detection coupled with eradication of cervical cancer precursors has been shown
to lead to a decreased incidence of invasive cervical cancer, the present state of the art
employs diagnostic techniques that are too costly or too time consuming to screen large
populations efficiently. Accurate strain identification is presently only possible through
cumbersome DNA hybridization analyses utilizing either Southern blot technology or in
situ hybridization technology. In the following proposal, an enzyme-assisted, sequence-
specific identification system will be developed. The simple, rapid, sensitive, accurate,
and low-cost DNA diagnostic system described herein will detect HPV at very early
stages of infection and will distinguish between low-oncogenic-risk strains and high-
oncogenic-risk strains. This will enable large scale screening by establishing a diagnostic
protocol that is sensitive, rapid, simple, and relatively inexpensive. The diagnostic tool
described by this proposal is applicable in detection of other infectious diseases and
genetic diseases with only simple modifications. PROPOSED COMMERCIAL
APPLICATION: The proposal describes a rapid and inexpensive DNA diagnostic tool
suitable for routine used which matches the specificity, accuracy and sensitivity of
hybridization or PCR-based assays. In addition to the screening of HPV, the diagnostic
tool described by this proposal is applicable in the detection of other infectious diseases
and genetic diseases with only simple modification.

Website: http:/ /crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen


http://crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen
http://crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen

18 Cervical Cancer

e Project Titlee DEVELOPMENT OF A URINE PCR ASSAY FOR HPV DNA
DETECTION

Principal Investigator & Institution: Hagensee, Michael E.; Associate Professor of
Clinical Medicine; Medicine; Louisiana State Univ Hsc New Orleans New Orleans, La
70112

Timing: Fiscal Year 2001; Project Start 05-APR-2000; Project End 31-MAR-2002

Summary: Human papillomavirus (HPV) is the most common virally sexually
transmitted disease, and high-risk types of HPV have been implicated in over 90% of
cervical cancers worldwide. Current preventative me measures of cervical cancer
include routine Pap smear evaluation, which appears to be effective. Current
preventative measures for cervical cancer include routine Pap smear evaluation, which
appear to be effective. However, a small but significant proportion (>10%) of females in
the United States have either never had a Pap smear or (>30%) do not have them on a
routine basis. This may be due, in part, to the invasiveness and discomfort of the
requirement pelvic examination. Although HPV cannot be routinely grown in the
laboratory, its DNA can be deleted by amplification techniques such as PCR. Detection
of HPV DNA from cervical swab or cervical lavage specimens has been used as an
epidemiological tool to determine the prevalence rates of HPV infection. These
procedures also require a pelvic examination that limits its widespread applicability. A
method that is equally sensitive and efficient but does not require a pelvic examination
to detect HPV infection will be able to identify more women at risk for cervical cancer
and greatly aid in epidemiologic surveys. The recent advances in the diagnosis of
gonorrhea and chlamydia infection by screening urine using amplification techniques
demonstrate the feasibility of diagnosis a cervical infection by a urine test. Preliminary
date have demonstrated the ability to detect HPV DNA in urine specimens from women
at high risk for HPV infection. For these reasons, we hypothesize that a urine PCR test
for the detection of HPV DNA will reflect the state of infection for the cervic. The goal of
this proposal is to fully develop and validate a urine PCR test for HPV DNA detection
that can be utilized for epidemiologic screening purposes. We propose to initially
develop the urine PCR assay for HPV DNA detection by studying 20 women with no
detectable HPV DNA in their urine. The ability to detect beta-globin DNA (internal
control for the presence of cells) and known amounts of clonded HPV DNA spiked into
these urine specimens will be measured and optimized. Next, urine will be obtained
from 50 women previously tested to have HPV DNA detected in cervical/vaginal
swabs. The extraction method by the initial experiments will be verified by testing these
known HPV positive "field" specimens. Finally, utilizing the conditions optimized in
specific aims #1 and verified in specific aim #2, a cohort of 250 women at high-risk and
250 women at low-risk for HPV infection will be enrolled. Paired urine and cervico-
vaginal swabs will be obtained and the ability to detect any HPV DNA, any high-risk
HPV DNA and type-specific HPV DNA will be compared. A validated urine test for
HPV DNA detection could be used to better define the epidemiology of HPV, to explore
the natural history of HPV infection, and to identify women at higher risk for cervical
cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen

* Project Title: DISCRETE ASSAY FOR INTEGRATED HPV DNA IN CERVICAL
CELLS

Principal Investigator & Institution: Moen, Phillip T.; Senior Scientist; One Cell Systems,
Inc. 100 Inman St, Ste 200 Cambridge, Ma 02139

Timing: Fiscal Year 2001; Project Start 01-SEP-2000; Project End 31-MAR-2001
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Summary: Current studies indicate that development of cervical cancer is strongly
linked to the DNA integration of several subtypes of the human papillomavirus (HPV).
The Pap test has helped in the early detection of precursor lesions; however, results are
inconclusive when low grade lesions are detected. In these cases, a solution based
hybridization method can be used to screen for the presence and viral burden of
common HPV subtypes associated with cervical cancer. The presence of HPV, however,
is not a useful indicator of subsequent development of cervical cancer. A test which can
determine the occurrence of viral integration is a better indicator of disease. Current in
situ hybridization methods have limited success in distinguishing integrated virus from
episomal virus. Analysis is difficult because both episomal and integrated virus often
coexist, and the "diffuse" pattern indicating episomal virus often masks the "dot" pattern
indicating integrated virus. By combining single cell gel microdrop (GMD)
encapsulation technology, in situ hybridization and nuclear fractionation techniques,
this Phase I proposal aims to develop an assay which will unambiguously distinguish
integrated virus from episomal virus. Use of GMD technology will also reduce cell loss,
facilitating rare cell detection. PROPOSED COMMERCIAL APPLICATIONS: The assay
will permit early detection of cervical cancer and highly specific assessment of viral
pathogenic mechanisms directly linked to cervical cancer, facilitating early treatment
and reducing mortality rates.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: DNA DAMAGE RESPONSE AND DNA REPLICATION

Principal Investigator & Institution: Gautier, Jean; Genetics and Development; Columbia
University Health Sciences New York, Ny 10032

Timing: Fiscal Year 2002; Project Start 01-APR-2002; Project End 31-MAR-2007

Summary: Following DNA damage cells activate a multi-faceted response including cell
cycle arrest and the coordinated activation of DNA repair. Failure to activate or to
coordinate the DNA-damage induced signal transduction pathways can lead to
chromosome breakage and loss, and to the propagation of mutations. Indeed, several
cancer-prone syndromes reflect defects in the DNA damage response. These include,
but are not limited to, Ataxia-Telangiectasia, Nijmegen Breakage Syndrome, Ataxia-
Telangiectasia Like Disorder, Li-Fraumeni Syndrome and familial forms of breast and
cervical cancers. Our long-term objective is to understand the mechanisms by which the
different facets of the DNA damage response are integrated within cell cycle
progression at the time of DNA replication. The ability to undergo DNA replication in
the presence of DNA damage, called Radio-Resistant DNA Synthesis (RDS), is a
hallmark of the cellular phenotypes of cancer-prone disorder as well as of tumor cells.
We have established a cell-free system derived from Xenopus eggs that recapitulates
different aspects of the DNA damage response. In particular, we have been able to
identify a novel ATM- dependent cell cycle checkpoint that prevents initiation of DNA
replication. We will determine whether the Xenopus homologues of Chkl and/or
Chk2/Cdsl are components of this pathway. We will also determine whether Weel,
Mytl and/or Cdc25 are components of the pathway. We will take advantage of this cell-
free system to identify which type of damages can elicit a checkpoint in vitro and
whether such responses are ATM or ATR-dependent. Finally, we will examine how
ATM and Mrell complex participate in the coordinated and harmonious response to
DNA damage and how cell cycle arrest is integrated with DNA repair. We anticipate
that these studies will help understand some of the biochemical pathways activated by
DNA damage and that, in turn; it will provide valuable information on how the DNA
damage response can be impaired or lost in the case of cancer.
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*  Project Title: EARLY DETECTION OF COMMON CANCERS IN WOMEN IN INDIA

Principal Investigator & Institution: Dinshaw, Ketayun; Director; Tata Memorial
Hospital Tata Memorial Ctr Bombay,

Timing: Fiscal Year 2002; Project Start 30-SEP-1997; Project End 31-AUG-2003

Summary: (Adapted from applicant's abstract): The study is a continuation of a
randomized trial initiated under the NIH Project NO.ROI CA74801-01. Cancer of the
breast and cervix account for almost 40 percent of cancer deaths in Indian women. The
objective is to investigate whether low-cost technology approaches-- i.e. physical
examination of the breast plus teaching of BSE and visual inspection of the cervix
painted with 2 percent acetic acid, to be done by trained female health workers--will be
effective in down-staging the disease and eventually lead to reduction in mortality. The
initial grant of 3 years ends in October 2000. A fresh application is now made for the
next 3 years of the study. 100,000 socioeconomically disadvantaged women between the
ages of 35-64 years are being randomized to 2 arms--one to receive intervention every 18
months for 6 years and the other to act as control. The first of 4 cycles of 18 months
began in May 1998 after 5-months training of the field staff and will end in November
1999, to recruit half the cohort; the other half will be recruited in the second cycle.
Baseline survey of 177,449 women registered on the election rolls of 10 localities was
undertaken to match names/addresses with those in the rolls. Each locality is
subdivided into 2 sections. All women of one section, which were selected randomly,
are eligible to receive intervention, and none from the other. Up to October 31, 1999,
21,542 women have been recruited in the intervention arm and 19,228 in the control arm,
from 5 localities. The target of 25,000 women per arm is expected to be reached in the
remaining month. Overall 68 percent of the women in the intervention area and 79
percent of the women from the control area responded to the invitation to participate in
the study. To date 73 percent of the women referred for further investigations have
complied and this proportion is likely to improve since sufficient time has not elapsed
for those referred recently. After the completion of 4 rounds of screening, the women
will be followed-up for 5 more years, with skeleton staff, to assess mortality due to
breast and cervical cancer. The findings of this trial--one of the first of its kind in a
developing country--may be relevant for other countries with limited financial
resources.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: EARLY DIAGNOSIS OF CERVICAL CANCER

Principal Investigator & Institution: Mathur, Subbi P.; Professor; Obstetrics and
Gynecology; Medical University of South Carolina 171 Ashley Ave Charleston, Sc 29425

Timing: Fiscal Year 2002; Project Start 01-APR-2002; Project End 31-MAR-2004

Summary: {NCI pa: Exploratory Studies in Cancer Detection, Prognosis and Prediction
(similarity to NCI-PA98-022); revised R21 application. Cervical cancer is a leading
gynecologic malignancy with 14,500 new cases and 400 deaths yearly. Eighty to 90% of
women with cervical cancer are infected with human papillomavirus (HPV). Cervical
intra- epithelial neoplasia (CIN) markers the pre-cancerous stage. Ten to 20% of women
develop cervical cancer. Paper smears and HPV testing have limitations in identifying
women progressing to cancer, not helpful in the patients with ASCUS/AGUS (atypical
squamous/glandular cells of undetermined significance) and for monitoring therapy
efficacy (paucity of tissue after therapy) in recurrence. Our data-supported hypothesis is
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that progression of squamous cell cervical cancer from CIN is related to up-regulation
of EGF-R and insulin-like growth factor-II (IGF-II) proteins in cervical epithelium,
followed by significant increases in serum IGF-II levels (specific to cervical cancer;
levels decrease after therapy. Our latter finding provides us with an excellent
opportunity to develop a non-invasive screening test that gives an added value to pap
smear and HPV testing. We propose that: Serum IGF-II levels can be used to identify
patients who are at risk of developing cervical cancer and, more importantly, to monitor
therapy efficacy in the patients with cervical cancer. We shall obtain serum levels of
IGF-II (ELISA) in women with: 1. Normal Pap smear; 2. Abnormal Pap smear with no
CIN; 3. Endometrial or ovarian cancer; 4. CIN-I, II or III pre-treatment; 5. CIN-L, II or III,
post-treatment; 6. Invasive cervical cancer pre- treatment or at a time of hysterectomy;
and, 7. Invasive cervical cancer (6 months and a year) post-treatment. We shall correlate
the levels of IGF-II with clinical diagnosis of CIN or cervical cancer, size of neoplasm
and resolution or recurrence of the disease and the smoking history. We believe that
serum IGF-II test could compliment the Pap test to reduce deaths by cervical cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Titlee EFFECTS OF BENZO[A]PYRENE IN TRANSGENIC MODEL OF
CERVICA

Principal Investigator & Institution: Rorke, Ellen A.; Associate Professor; Environmental
Health Sciences; Case Western Reserve University 10900 Euclid Ave Cleveland, Oh
44106

Timing: Fiscal Year 2001; Project Start 01-FEB-2000; Project End 31-JAN-2003

Summary: Human cervical cancer development begins with infection by the DNA
tumor virus, human papillomavirus (HPV). The HPV genome encodes two
oncoproteins, E6 and E7, that are required for cell immortalization, E6 causes
degradation of the cell cycle checkpoint/tumor suppressor protein, p53. However,
development of invasive diseases requires additional events including the activation of
secondary oncogenes. In this regard, environmental carcinogens play a major role.
Cigarette smoking is correlated with an enhanced risk for cervical cancer development.
An active agent in cigarette smoke is the ubiquitous environmental carcinogen,
benzo[a]pyrene. Metabolites of B[a]P are potent DNA mutagens. B[a]P is mutagenic in
cervical cells in vitro, accumulates in cervical mucus in vivo, and ras oncogene, a known
target of B[a]P, is mutated at a high frequency in cervical tumors. p53 is an important
cell cycle control protein. Following DNA damage, p53 pauses cell cycle progression
until DNA repair is complete. Our previous in vitro studies show that treatment with
B[a]P strongly inhibits the proliferation of cultured normal cervical epithelial cells This
inhibition is correlated with a large increase in p53 level. In contrast, in HPV-
immortalized cells, which have low p53-immortalized cells do not significantly pause in
the cell cycle. Based on these studies, we hypothesize that B[a]P should be a more potent
mutagen in HPV-immortalized cells, because these cells do not pause in proliferation
long enough to adequately repair DNA following B[a]P exposure. Although our in vitro
results are consistent with this hypothesis, our goal is to test this hypothesis in vivo.
However, work in this field has been stymied by the lack of a suitable animal model of
HPV-dependent neoplasia. During the past two years, we have developed an innovative
transgenic mouse model of cervical cancer, in which the mice express the HPV16 E6 and
E7 oncoproteins in the cervical epithelial, and we are now ready to test our hypotheses
in vivo. In Specific Aim 1 we test the hypothesis that B[a]P treatment should increase
tumor formation in HPV-immortalized cervix compared to normal cervix, and examine
the tumorigenic phenotype of the cells in nude mice, in soft agar, and in microinvasion
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assays. In Specific Aim 2 we hypothesize that B[a]P treatment should increase tumor
formation in HPV-immortalized cervix compared to normal cervix, and examine the
tumorigenic phenotype of the cells in nude mice, in soft agar, and in microinvasion
assays. In Specific Aim 3 we examine the hypothesis that in vivo B[a]P treatment should
differentially increase DNA mutations in HPV-immortalized cells, and that the
increased mutation rate should be correlated with reduced p53 levels. We examine the
effects of B[a]P treatment on p53 level, DNA adduct formation, and mutation at the H-
ras and K-ras loci. The ultimate aim of these studies is use our HPV16 E6/7 cervical
neoplasia mice to provide new understanding regarding the role of environmental
carcinogens (polycyclic aromatic hydrocarbons) in the genesis of cervical cancer. Use of
our novel transgenic model provides an innovative approach for addressing these
questions.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

e Project Title: EPITOPE DRIVEN HPV VACCINE TARGETING DENTRITIC CELLS

Principal Investigator & Institution: Martin, William D.; Chief Information Officer;
Epivax, Inc. 365 Hope St Providence, Ri 02906

Timing: Fiscal Year 2001; Project Start 01-SEP-2001; Project End 31-AUG-2003

Summary: Human Papilloma Virus (HPV) types 16 and 18 are detected in roughly 70%
of all invasive cervical tumors. Among cytologically normal women, detection of HPV
infection by PCR has been shown to increase the subsequent risk of cervical cytologic
abnormalities by 12 fold, suggesting that effective vaccines (preventive/therapeutic) for
HPV infection would be a useful medical advance in the battle against this cancer.
EpiVax is developing a dendritic cell-directed DNA vaccine against HPV 16, 18, and
other cervical cancer-associated HPV types. For this project, we have selected 100 novel
HPV peptides that represent putative MHC class I and class Il restricted T cell epitopes,
primarily derived from the E1, E2, E6, E7 and L1 proteins of selected HPV types.
Binding studies and CTL studies will be performed to select the best candidates for
vaccine development Selected epitopes will be inserted in a DNA vector. Additional
DNA vaccine development, safety, toxicity, and protection studies will be carried out in
Phase II. The specific aims of this project are to: * Screen putative HPV epitopes for
MHC binding and HPV-specific T cell recognition * Construct DNA vaccine vectors
containing candidate HPV epitopes * Evaluate DNA vector expression in human
dendritic cells in vitro. PROPOSED COMMERCIAL APPLICATIONS: A therapeutic
anti-HPV vaccine would have a tremendous market impact since existing cervical
screening programs cost nearly $6 billion annually in the United States. Also, most
sexually active women have been exposed to HPV, so it is unlikely that a prophylactic
HPV vaccine will confer protection. A novel immunologic therapy to treat existing HPV
infection as well as HPV-associated cervical cancer, such as the one we propose, may
represent an attractive and cost effective treatment alternative.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

e  Project Title: ESTROGEN, HPV, AND CERVIX CANCER IN TRANSGENIC MICE

Principal Investigator & Institution: Arbeit, Jeffrey M.; Associate Professor of Surgery;
Surgery; University of California San Francisco 500 Parnassus Ave San Francisco, Ca
94122

Timing: Fiscal Year 2001; Project Start 01-JUN-1997; Project End 31-MAR-2003

Summary: (adapted from the investigator's abstract) "High risk" human
papillomaviruses (HPV's). such as HPV type 16, are associated with over 80% of cervical
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cancers. HPV16 expression alone is insufficient to induce carcinogenesis, which requires
specific co-factors. We have developed an animal model in which one co-factor
associated with HPV neoplasia, chronic estrogen treatment, induces multi-step cervical
and vaginal carcinogenesis in transgenic mice expressing the entire early region of
HPV16 under control of the human keratin-14 promoter (K14-HPV16 transgenic mice).
We will investigate the hypothesis that the cooperation between estrogens and the
oncogenes of HPV is a major determinant of cervical carcinogenesis. The specific aims
are: 1. Examine whether cervical neoplasia is decreased by decreasing doses of estrogen
or by the addition of progesterone, and determine whether carcinogenesis persist after
the cessation of estrogen treatment. 1.1. Determine a threshold dose of estrogen for
cervical carcinogenesis. 1.2. Investigate growth of cervical neoplastic lesions or
carcinoma independent of exogenous estrogen. 1.3. Investigate alteration of estrogen
induced cervical carcinogenesis by progesterone. 2. Investigate the functional role of
estrogen receptor in estrogen induced cervical carcinogenesis in K14-HPV16 transgenic
mice. 2.1. Examine the level of expression of the estrogen receptor, and an estrogen
inducible gene containing an estrogen response element, during cervical carcinogenesis.
2.2.1 Test the contribution of estrogen receptor signaling to cervical carcinogenesis by
creating and treating composite 14K-HPV16/estrogen receptor knockout (ERKO) with
estrogen. 2.2.2. Investigate the effect of pharmacological inhibition of estrogen receptor
on estrogen induced cervical carcinogenesis. 2.3. Manipulate expression of the estrogen
receptor in different target cells of the reproductive tract to examine contributions of
both epithelium and stroma to cervical carcinogenesis. 2.3.1. Determine the role of the
epithelium and stroma in estrogen induced cervical carcinogenesis by expressing both
the estrogen receptor and the HPV oncogenes in squamous epithelium in ERKO mice
lacking receptor function in the stroma. 3. Examine the mechanisms of cooperation
between HPV oncogenes and estrogen during cervical carcinogenesis. 3.1. Create
transgenic mice with 14K-HPV16 constructs containing mutations in the HPV16 E6, E7,
or E5 oncogenes, and investigate of each of the HPV oncoproteins to estrogen induced
cervical carcinogenesis. Elucidation of synergism between estrogen and HPV may lead
to new insights into the role of sex hormones in the genesis and progression of cervical
cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: FOGARTY AIDS INTERNATIONAL TRAINING AND RESEARCH
PROGRAM

Principal Investigator & Institution: Beyrer, Chris R.; Associate Research Professor;
Epidemiology; Johns Hopkins University 3400 N Charles St Baltimore, Md 21218

Timing: Fiscal Year 2001; Project Start 30-SEP-1998; Project End 31-MAY-2003

Summary: Despite the availability of a screening test and a range of treatment options.
Cervical cancer remains the single most important cause of malignancy- associated
death for Thai women. Thailand also has one of the highest population prevalences of
HIV in Asia, with disproportionately high rates among women and men in northern
Thailand. As many as 1 in 50 women of child-bearing age in northern Thailand are HIV
epidemic and a long- standing chronic endemic of HPV infection and cervical
carcinoma. Evidence demonstrating that women with HIV infection are at an increased
risk of cervical carcinoma, highlights the critical challenge facing northern Thailand
with the intersection of these two diseases. Prevention, detection And early treatment of
cervical carcinoma in Thailand are already public health priorities, although pap smears
remain under-utilized, are far from routine. Thus, there is an urgent need for the latest
technology and information for diagnosis, treatment and prevention of cervical
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carcinoma in the setting of the heterosexual epidemic of HIV and HPV in the northern
Thailand. This Fogarty Training Supplement has four specific aims: To train Thai
scientists in the etiology, epidemiology, natural history, surveillance, screening,
diagnosis, and secondary prevention and treatment of cervical carcinoma. To train
investigators from Thailand to evaluate the effects of HIV on HPV acquisition,
persistence and risk for cervical carcinoma in Thai women. To upgrade programmatic
approaches in Thailand for prevention of cervical cancer, including the sensitivity,
specificity and predictive value of screening methods and options for treatment of early
lesions. To investigate the use of visual inspection with acetic acid combined with
cryotherapy for early detection and treatment of cervical lesions at district level health
facilities. This administrative supplement to our existing Forgarty AITRP award seeks to
continue and expand the training and in-country research efforts of this collaboration.
Specifically, we propose the following training activities: Year I - One in-country
workshop plus 4 short course trainees (Epidemiology, HPV laboratory diagnosis,
Cytopathological diagnosis of cervical neoplasia and clinical diagnosis and management
of cervical carcinoma) Year II One in- country workshop plus 4 short course trainees
(Epidemiology, HPV laboratory diagnosis, Cytopathological diagnosis of cervical
neoplasia and clinical diagnosis and management of cervical carcinoma) Year III One in-
country workshop plus 3 Advanced Research Training Awards.

Website: http:/ / crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen

* Project Titlee FUSOGENIC MEMBRANE PROTEINS AS THERAPEUTIC
TRANSGENES

Principal Investigator & Institution: Galanis, Evanthia; Mayo Clinic Rochester 200 15t St
Sw Rochester, Mn 55905

Timing: Fiscal Year 2001; Project Start 01-MAY-2000; Project End 31-MAR-2005

Summary: Measles virus exerts its cytopathic effect by cell-cell fusion which eventually
leads to cell death. We have cloned the cDNA for the measles F and H fusogenic
membrane glycoproteins into eukaryotic expression vectors and have shown significant
cytotoxicity through induction of cell-cell fusion in different human tumor cell lines
including A431 (epithelial carcinoma), C170 (colon cancer), HelLa (cervical cancer),
TE671 (rhabdomyosarcoma), and the glioma cell lines U87 and U118. In addition, we
have shown significantly higher bystander effects as compared to the herpes simplex
thymidine kinase (HSV-tk) system. This proposal utilizes the fusogenic membrane
proteins F and H of the measles virus to develop a clinician investigator's career in gene
transfer/gene therapy. The applicant proposes to: 1) Investigate the use of fusogenic
measles virus proteins F and H as novel therapeutic transgenes using the U87 and U118
glioma models. Gliomas were selected because they are highly lethal tumors despite the
therapeutic use of surgery, radiation therapy, and chemotherapy. They also offer the
further advantage of their limited metastatic potential that makes them appropriate
targets for intratumoral gene transfer/gene therapy. We plan to a) construct retroviral
vectors encoding the F and H transgenes, b) compare the developed vectors with the
gold standard of cytotoxicity which is HSV-tk producing retroviral vectors in both
glioma cell lines and tumor xenografts, and c) target vectors to the tumor environment
by exploiting the over-expression of matrix metalloproteinases in gliomas. The long-
term goal is to introduce this novel transgene system into clinical trials as a new
therapeutic alternative. 2) Develop expertise to pursue an independent clinician scientist
career within the area of gene transfer/gene therapy. In addition to the interaction with
the mentor and co-mentors, this will be achieved through attending Mayo Graduate
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School courses and major scientific meetings, such as the American Association for
Cancer Research and the American Society of Gene Therapy meetings.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Titlee GENETIC RESISTANCE TO ONCOGENIC HUMAN
PAPILLOMAVIRUSES

Principal Investigator & Institution: Tyring, Stephen K.; Professor; Microbiology and
Immunology; University of Texas Medical Br Galveston 301 University Blvd Galveston,
Tx 77555

Timing: Fiscal Year 2003; Project Start 01-APR-2003; Project End 31-MAR-2005

Summary: (provided by applicant): Infection with certain human papillomaviruses
(HPV-16 and -18) has been associated with the development of invasive cervical cancer
in women. To develop a vaccine to prevent HPV-16 and -18, the human immune
response to HPV and its underlying genetic bases must be profiled. Important to the
development of a vaccine is the documentation that some women have the capability to
"clear" or eradicate HPV virus. Human leukocyte antigens (HLAs) may play a role in
identifying biomarkers for the immune response to HPV infection. No one has ever
reported typing of HLA in women who are seropositive for HPV-16 and/or-18, but who
have negative Pap smears and no HPV DNA. There is also some indication that immune
response to HPV-16 and -18 infections may vary by ethnic group. Hispanic women were
selected for this study because they have one of the highest rates of cervical cancer. In
Houston, Texas, the third largest city in the U.S., the rate for cervical cancer is one of the
highest in the country. Our aim is to determine the HLA profile of women who have
successfully cleared HPV infection. We will obtain HPV-infection rate and genetic
profiles of 1250 Hispanic women undergoing their annual well-woman examination. By
taking one additional cervical smear and drawing one additional vial of blood during
the routine physical, additional risk to the patient is small. If a woman has a negative
Pap smear, the additional cervical smear will be used to detect any presence of HPV-16
or 18. For those women with antibodies to HPV-16 and/or -18, but who have no HPV
DNA and a negative Pap smear, HLA serotyping will be done using the lymphocytes
from the vial of blood. This study will provide the preliminary data necessary to
complete larger studies to compare ethnic diversity in the immune response to HPV
infection and the genetics determining those immune responses. Standard statistical
analyses will be used to estimate the association between HLA polymorphism and
genetic resistance to monogenic HPV infection. Thus, this study is an important step in
the development of an HPV vaccine to prevent infection.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: GENETIC SUSCEPTIBILITY TO CERVICAL CANCER

Principal Investigator & Institution: Rader, Janet S.; Obstetrics and Gynecology;
Washington University Lindell and Skinker Blvd St. Louis, Mo 63130

Timing: Fiscal Year 2003; Project Start 01-AUG-2003; Project End 31-JUL-2008

Summary: (provided by applicant): Cervical cancer kills more than 200,000 people each
year worldwide, disproportionately affecting women of low socioeconomic status.
Infection with high-risk human papillomavirus (HPV) is the main causal factor, but
additional factors must be involved because only a small proportion of HPV-infected
women develop cancer. Epidemiologic studies suggest that some predisposing factors
are genetic heritability accounts for about 27 percent of the total variation in liability to
cervical tumor development. Because the responsible genes (or gene variants) have not
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been uncovered, it is not yet possible to develop methods for identifying the small
proportion of women with preinvasive cervical intraepithelial neoplasia (CIN) who will
need treatment. To address this deficit, we plan to identify markers that associate with
cervical cancer. Such markers might also be useful for screening women in the general
population. To elucidate the role of genetic factors in the development of cervical
cancer, we will study DNA from women who have invasive cervical cancer (ICC) or
CIN III and are also infected with high risk HPV subtypes. We will select candidate
genes that appear critical for the development of the cancer, including the HLA
DQB1/DRBI1 locus and other immune markers, genes that are cellular targets of HPV
E6, E7, and E5 oncoproteins, and genes implicated in the progression of cervical
neoplasia. Within each gene, we will focus on small variations, such as differences in
single bases. Such single nucleotide polymorphisms (SNPs) are the most common
genetic variations among individuals, accounting for a substantial proportion of
phenotypic variability. We will evaluate their influence on interactions between HPV
and cervical cells by using the transmission/disequilibrium test (TDT). Unlike the case-
control method, the TDT assesses associations between specific alleles and disease
endpoints without being vulnerable to errors caused by stratification of genetically
disparate populations or undiagnosed preclinical disease in "controls." We will test each
variation for association with ICC or CIN Ill by comparing frequency distributions of
patient alleles (cases) with those of nontransmitted parental 'alleles, which provide a
perfect ethnically matched control sample. If a polymorphism is inherited with higher-
than-Mendelian frequency by the women with ICC or CIN III, we will suspect that
variant of predisposing HPV-infected women to cervical cancer. Subsequent case
control and cohort studies could then confirm the association. This investigative
sequence is much more cost-effective than population studies that begin without first
identifying potentially culpable genes. Determining how small variations in host DNA
influence vulnerability to cervical cancer is critical to understanding the pathogenesis of
the disease and therefore to the development of superior screening and diagnostic tests.
As the field of pharmacogenetics expands, this information might enable vaccine and
drug developers to tailor their products to "cervical cancer genotypes."

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

e Project Title: GREATER DENVER LATINO CANCER PREVENTION/CONTROL
NETWORK

Principal Investigator & Institution: Flores, Estevan T.; None; University of Colorado at
Denver Campus Box 129 Denver, Co 802173364

Timing: Fiscal Year 2001; Project Start 04-APR-2000; Project End 31-MAR-2005

Summary: (Applicant's Description) A cancer awareness and training collaboration
coordinated by the Latino/a Research & Policy Center (LRPC: Drs. Flores and Espinoza)
at the University of Colorado at Denver, will build a network infrastructure among 20-
25 Latino community based organizations, health clinics, social service agencies, school-
based clinics, faith-based groups, and employee-based organizations serving Latinos in
the greater Denver metro area. The partners include file University of Colorado Health
Sciences Center, Cancer Center and the Chancellor's Office of Diversity, the Colorado
Department of Health and Environment, Division of Prevention, Colorado ACCESS, the
Medicaid HMO with 43,000 clients, the Rocky Mountain Cancer Information Service and
the American Cancer Society. During Phase I, the major partners will build the
infrastructure for cancer awareness and education projects in the Latino community
based on already extant associations and past intervention and education activities. This
would include efforts in breast and cervical cancer awareness and prevention, smoking
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cessation and prostate, colorectal and lung cancer. The project will also target 3 nearby
migrant health clinics. The Steering Committee formed will review pilot project
proposals for submission to the NCI. During Phase II of the project we will begin the
pilot projects with the community groups. The CUHSC and the CDPHE will participate
in developing the community education, health promotion and prevention pilot
projects. During Phase III of the project the pilot projects will evolve into long-term
funded projects benefitting the constituencies of the various members of the Network.
Recruitment of Latino/a students to the cancer research and health professions areas
will expand. Recruitment of patients to cancer clinical trials will benefit from the
professional and lay education programs facilitated by the Network infrastructure.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Titlee GROWTH CONTROL OF NORMAL AND MALIGNANT
KERATINOCYTES

Principal Investigator & Institution: Reiss, Michael; Professor; Medicine; Univ of
Med/Dent Nj-R W Johnson Med Sch Robert Wood Johnson Medical Sch Piscataway, Nj
08854

Timing: Fiscal Year 2001; Project Start 01-JUL-1986; Project End 31-DEC-2003

Summary: For the past 15 years, the principal goal of my research program has been to
elucidate the biological differences between tobacco-induced squamous cell carcinomas
(SCC) of the upper aero-digestive tract (ADT) or cervix uteri and normal keratinocytes.
Since our discovery in 1989 that most if not all SCC cell lines are refractory to
Transforming Growth Factor-beta (TGFbeta)-mediated cell cycle arrest, we have focused
specifically on elucidating the molecular mechanism underlying this phenotype. My
long term goal is to use this information to develop novel approaches to the prevention
and treatment of ADT cancers which still account for as many cancer deaths as 30 years
ago. During the past 3 years, we have made significant progress. We were the first to
identify missense mutations in the TGFbeta type II receptor (TbetaR-II) gene in head-&-
neck SCC cells that nearly complete abrogate TbetaR-II kinase activity and signaling,
and a novel nonsense mutation that encodes a truncated soluble TbetaR-II receptor in a
cervical carcinoma. In addition, loss of mRNA expression of TbetaR-II accounts for
TGFbeta resistance in approximately 25% of esophageal carcinomas and in nearly all
small cell lung carcinoma (SCLC) cell lines. In this study, we have identified an in-frame
deletion of 3 repeating GGC trinucleotides in exon 1 in 6 of 16 cases that probably affects
the receptor processing and appear to confer an increased risk for the development of
cervical cancer. Our specific goals for the coming five years are: 1. To develop and refine
the reagents and assays necessary to evaluate the molecular and functional status of the
TGPFbeta signaling pathway in carcinoma tissue specimens in a comprehensive fashion.
2. To determine at which stage of tumor development and progression the TGFbeta
signaling pathway becomes inactivated, and whether or not the emergence of TGFbeta-
resistant clones is tied to the presence of a biologically active TGFbeta in the tumor
microenvironment. 3. To determine how cancer-associated mutations in TGFbeta
receptor genes alter the biochemical and biological properties of the receptors. 4. To
develop novel therapeutic strategies designed to activate the TGFbeta signaling
pathway downstream of functionally deficient TbetaR receptors.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen
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e Project Title: GUIDELINES--MANAGE CERVICAL CYTOLOGICAL
ABNORMALITIES

Principal Investigator & Institution: Wright, Thomas C.; Associate Professor; Amer Soc
of Colposcopy & Cervical Pathol and Cervical Pathology (Asccp) Hagerstown, Md
21740

Timing: Fiscal Year 2001; Project Start 26-SEP-2001; Project End 31-AUG-2002

Summary: (Provided by Applicant): Each year approximately 50 million Papanicolaou
smears are taken in the United States and of these, approximately 7% are classified as
abnormal. Currently there are no nationally accepted guidelines for management of
women with abnormal Papanicolaou smears and cervical cancer precursors. Moreover,
most guidelines that have been published by individual societies/organizations are out
of date since the do not incorporate recent changes in our understanding of the
pathogenesis and natural history of cervical cancer and its precursors, or address recent
technological innovations such as liquid-based cytology and HIV DNA testing. The lack
of up-to-date national guidelines is causing widespread confusion among both health
care providers and patients as to how best to manage abnormal Papanicolaou smears
and cervical cancer precursors, and appears to be producing widely varying approaches
to clinical care. The American Society of Colposcopy and Cervical Pathology (ASCAP)
will hold a workshop on September 6-9, 2001 in Bethesda, MD at the NIH to develop
Consensus Guidelines for the Management of Cytological Abnormalities and Cervical
Cancer Precursors. The objective of the workshop is to develop comprehensive,
evidence-based guidelines to guide clinicians of all subspecialties of medicine and
nursing. Representatives from the American Academy of Family Physicians, American
Cancer Society , American College Health Association, American College of
Obstetricians and Gynecologists, American Society for Clinical Pathologists, American
Society for Cytopathology, Am. Social Health Association, Centers for Disease Control
and Prevention, Eurogin, International Academy of Cytology, International Federation
of Cervical Pathology and Colposcopy, International Society of Gynecologic
Pathologists, National Cancer Institutes, Nurse Practitioners in Women's Health, Pan
American Health Organization, Planned Parenthood Federation of America, Society of
Canadian Colposcopists, and Society of Gynecologic Oncologists will participate in the
workshop. The participation of these diverse and prestigious societies/organizations in
the development of the management guidelines should insure their widespread
acceptance.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: GYNECOLOGIC ONCOLOGY GROUP

Principal Investigator & Institution: Disaia, Philip J.; Professor and Chairman; American
College of Ob and Gyn 409 12Th Street Sw Washington, Dc 20024

Timing: Fiscal Year 2002; Project Start 01-MAY-1980; Project End 31-MAR-2003

Summary: The Gynecologic Oncology Group (GOG) is the foremost multi-disciplinary
cooperative clinical trial research group devoted to the study of gynecologic
malignancies. Since its inception in 1970, the GOG has been a recognized leader in the
development of new forms of treatment and has relied on the phase III trial as the
design to identify new information. Supporting that major activity are the concerted
efforts of modality committees providing recent approaches and procedures in each of
the relevant diagnostic and therapeutic disciplines. The GOG has an active, effective
program in the study of new chemotherapeutic agents in gynecologic cancers and this
program has introduced important findings for study in the Phase III setting. In patients
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with advanced cervical, endometrial and ovarian cancers, the GOG has defined
significant improvement associated with the use of cisplatin. The GOG has performed a
series of trials to examine the role of paclitaxel either as a single agent or in combination
with other agents. Isofamide was found to be one of the most active single agents in
squamous carcinoma of the cervix. The results of Phase III studies by the GOG have
provided a new standard of treatment in suboptimal ovarian cancer using platin and
taxol. Two recently completed trials of post-operative patients with intermediate risk
endometrial and cervical cancer showed a significant improvement with adjuvant
radiotherapy. The benefit of post-operative adjuvant chemotherapy has been confirmed
for patients with totally resected, early stage ovarian cancer. In addition, the GOG has
been active in developing new mechanisms to enhance translational research, cancer
prevention and control and medical informatics. The Group has collaborative actively
with the NCI in evaluating new data management collection and reporting systems.
After more than 25 years, the GOG continues to be foremost in developing new
strategies in the management of these cancers.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: HEALING TOUCH AND IMMUNITY IN ADVANCED CERVICAL
CANCER

Principal Investigator & Institution: Lutgendorf, Susan K., Associate Professor;
Psychology; University of lowa Iowa City, Ia 52242

Timing: Fiscal Year 2002; Project Start 01-FEB-2002; Project End 30-NOV-2002

Summary: (provided by applicant): Although a large percent of the US population
reports use of alternative therapies, there is little substantive empirical research
examining effectiveness of many alternative modalities, nor is there a clear
understanding of putative mechanisms whereby such treatments may have their effects.
Healing touch is a therapy classified by NIH as a "biofield" therapy as its effects are
proposed to be secondary to manipulation of hypothesized "energy fields" around the
body of a patient. Although HT is frequently used as a complementary treatment by
cancer patients undergoing chemotherapy and radiation to reduce toxic side effects of
the treatments and to maintain immune competency, effects of this treatment during
cancer treatment have not been investigated. Additionally, little is known about
physiological mechanisms by which HT may work. This study is designed to examine
effects of HT versus standard care on cellular immune function and short-term side
effects of treatment among 44 women with advanced cervical cancer receiving a
standard protocol of chemotherapy and radiation. Although combined chemotherapy
and radiation treatment is potentially curative in 70 percent of cases, many patients
experience acute side effects and late radiation effects have also been reported as much
as 4 years following treatment. Severe immune compromise has also been reported
following intensive radiation. Identification of interventions that could reduce side
effects and help maintain resistance in advanced cervical cancer patients undergoing
treatment is an important health problem. There are no data on the effects of healing
touch on immune function or treatment side effects among cervical cancer patients, or
among cancer patients receiving chemotherapy and radiation. Therefore this study is
designed as an exploratory study to determine whether such immune effects exist, and
if so, whether specific immune parameters associated with cervical cancer are affected.
Effects of healing touch on mood and treatment-specific side effects will also be
examined. The significance of this study is that it will provide preliminary data on the
impact, if any, of HT on various parameters of cellular immune function and whether
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the magnitude of that impact is large enough to be of sufficient clinical significance to be
examined in future trials.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: HPV & CERVIX NEOPLASIA IN A LARGE, LONG TERM HIV+
COHORT

Principal Investigator & Institution: Strickler, Howard D.; Associate Professor;
Epidemiology & Population Health; Yeshiva University 500 W 185Th St New York, Ny
10033

Timing: Fiscal Year 2001; Project Start 15-JAN-2000; Project End 31-DEC-2004

Summary: Human papillomavirus (HPV) is the central etiologic agent in the
development of most cervical neoplasms, including invasive cervical cancer. HIV-
positive women are at substantially elevated risk for HPV infection as well as cervical
disease, and this risk increases with diminished CD4+ T-cell and/or higher HIV RNA
levels. Surprisingly few studies, however, have assessed the natural history of HPV
infection in HIV-positive women. Gaps in our knowledge include the persistence of
HPV DNA in HIV-positive women and its relation with risk of cervical neoplasms.
Reactivation of latent HPV infections has been suggested to be important in immune
compromised individuals, but clear evidence that this occurs is lacking. The effects of
highly active anti- retroviral therapy (HAART) on HPV natural history are unknown.
The purpose of this application is to study the long term effects of HIV on the natural
history of HPV infection and the development of cervical neoplasms, using specimens
obtained from the Women's Interagency HIV Study (WIHS). The WIHS cohort is a large,
geographically and ethnically diverse population of HIV- positive (n=2056), and risk-
matched HIV-negative women (n=569). Since enrollment (October, 1994 - November
1995) WIHS subjects have been followed at 6 month intervals, and follow-up is funded
through 2002. We have analyzed HPV and cytologic results at enrollment, but HPV
DNA testing for most planned visits (years 2- 7 of follow-up) has not been arranged.
Under this application we will test all untested cervical specimens for HPV DNA, and
specimens positive for HPV 16, 18 and/or 31 will be further tested to identify the type-
specific variant. Serum antibodies to papillomavirus antigens, including a panel of
virus-like particles, will be measured. Our specific aims include: (1) To study the
relation of HIV serostatus, CD4+ T-cell, HIV RNA levels, and use of HAART with risk of
3 outcomes, namely, incident type-specific HPV DNA detection, persistence of HPV
DNA, and incident cervical neoplasms; (2) To determine whether HPV can become
latent and then be reactivated; and (3) To study humoral immune responses to HPV and
their relation with HPV natural history in HIV-positive and -negative women.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

¢ Project Title: HPV AND CELL CYCLE DYSREGULATION IN ORAL CANCER

Principal Investigator & Institution: Munger, Karl; Associate Professor of Pathology;
Harvard University (Medical School) Medical School Campus Boston, Ma 02115

Timing: Fiscal Year 2001; Project Start 01-APR-1998; Project End 31-MAR-2003

Summary: Proper regulation of the cell cycle transition from the resting phase G1, to the
DNA synthetic phase, S, is often lost in cancer cells. This can result from the expression
of viral oncoproteins, such as the E6 and E7 proteins encoded by the high risk human
papillomaviruses (HPVs), which abrogate the functions of the tumor suppressor
proteins p53 and pRB and, thus, mechanistically contribute to human carcinogenesis.
Indeed, the importance of this function of E6 and E7 is underscored by the observation
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that cervical cancer cells that do not express these viral oncoproteins have suffered
inactivating mutations in p53 and pRB. It is now clear that several different genetic
events can lead to inactivation of these tumor suppressors in different tumor types. For
example, cyclin D1 or cdk4 over expression is an alternative to pRB inactivation in some
cancers, and deletion of p16/INK/4A, a negative suppressor of cyclin D/cdk4 function,
is also a common alternative to pRB loss. This work has defined a pathway of alternative
biochemical targets in cancer cells, alteration of any one of which may suffice to
significantly dysregulate the G1-to-S phase transition. Our preliminary results suggest
that cdké6 is also a potential oncogene acting in the pRB pathway, since it is
preferentially activated in oral cancers. Furthermore, we have shown that over
expression of cdké can render cells insensitive to p53-mediated G1 arrest, in part by
interfering with the function of the cdk inhibitor p21 cipl/WAF1. The work described in
this proposal is designed to identify and test the role of novel human papilloma viruses
unique to oral squamous carcinomas and to identify alterations in the G1 cell cycle
control machinery that contribute to tumor progression. In particular, the oncogenic role
of cdk 6 will be investigated in oral cancer cell lines. These goals will be achieved by 1)
identifying the biological and biochemical activities of HPVs associated with oral
carcinomas; 2) determining the status of the p53 and pRB pathways in normal and
neoplastic cultures of oral epithelial cells; and 3) testing the role of cdké in oral epithelial
neoplasia through the construction of viral vectors encoding activated or dominant-
negative cdkeé.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: HPV DIFFERENTIATION DEPENDENT REPLICATION

Principal Investigator & Institution: Meyers, Craig M.; Professor of Microbiology;
Microbiology and Immunology; Pennsylvania State Univ Hershey Med Ctr 500
University Dr Hershey, Pa 17033

Timing: Fiscal Year 2001; Project Start 07-JAN-2000; Project End 31-DEC-2003

Summary: Worldwide, cervical cancer is the second leading cause of death due to
cancer in females. Human papillomaviruses (HPV) have been associated with over 90
percent of all cervical cancers examined. The working hypothesis is that all aspects of
HPV's differentiation-dependent replication cycle are controlled by the temporal and
spatial growth mechanisms of its natural host tissue, squamous epithelium. Therefore,
temporal and spatial controls on gene expression, viral DNA replication, and virion
morphogenesis are stipulated by the differentiation state of the host cell. Two areas of
the HPV differentiation-dependent life that are the focus of this application include:
first, describing the cis elements important for viral transcriptional control during
different stages of the viral life cycle and second, defining viral protein expression in
terminally differentiating host tissue. In the first specific aim, HPV mutants will be
utilized to investigate transcriptional control using in vitro model systems for (i) the
initial stage of the viral life cycle; (ii) the differentiation of the host epithelial tissue; (iii)
the contribution of the viral transactivating protein, E2; and (iv) the complete HPV life
cycle. The ability to study mutations incorporated into the HPV genome on viral
transcription, viral DNA replication, and late gene expression represents a breakthrough
advance for investigating the biology of these human oncogenic viruses. These studies
represent the first proposed mutational analysis of a HPV using a permissive in vitro
system that is capable of propagating infectious HPV particles. In the second specific
aim, we will define the temporal and spatial expression of HPV proteins in
differentiating epithelium during the complete viral life cycle. The use of the
organotypic (raft) culture system permissive for the complete HPV life cycle, including
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the synthesis of infectious viral particles, will be an integral part of these studies. The
ability of the raft culture system to reproduce the complete HPV life cycle is a technical
advance capable of providing important and novel insights concerning the regulation of
viral transcription and protein expression during the complete HPV life cycle. When the
proposed studies are completed we expect to have defined the role of cis regulatory
elements located upstream of the major HPV31lb promoter in viral transcriptional
control, viral DNA replication, and virion synthesis. Additionally, we expect to have
defined the temporal and spatial expression patterns of HPV31b proteins and to
correlate viral protein expression with transcript expression, promoter usage, expression
of epithelial differentiation-specific proteins, and virion morphogenesis.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: HPV ONCOPROTEIN EXPRESSION IN CERVICAL CANCER

Principal Investigator & Institution: Johanning, Gary L.; Nutrition Sciences; University
of Alabama at Birmingham Uab Station Birmingham, Al 35294

Timing: Fiscal Year 2001; Project Start 12-JAN-2000; Project End 31-DEC-2002

Summary: (Applicant's Abstract) The overall objective of this project is to develop
diagnostic assays that are capable of identifying a subset of patients with cervical
dysplasia who are at increased risk of developing cervical cancer. Human
papillomavirus (HPV) type 16 E6 or E7 oncoproteins are major causative agents in
cervical cancer, and are expressed in high grade dysplastic lesions of the cervix and in
cervical tumor tissue. The applicant's goal is to develop and evaluate assays of E6 and
E7 expression that can be used to examine tissues from patients at risk for developing
cervical cancer. He will use this information to determine whether E6 and E7 oncogene
expression is associated with the grade of cervical dysplasia. At present the DNA that
codes for HPV oncoproteins can be detected for diagnosis of high-risk HPV infection,
but the presence of HPV type-specific DNA does not provide information about
whether the oncoproteins are actually being expressed. Data from the applicant's
preliminary studies using RT-PCR and RNA in situ hybridization demonstrated that E6
and E7 expression can be detected in the tissue of individuals with cervical dysplasia
and cervical cancer. He hypothesizes that HPV 16 E6 and E7 oncoprotein expression,
assessed using diagnostic assays of HPV oncogenes, oncoproteins or their antibodies in
blood and tissues of patients with cervical dysplasia or cervical cancer will correlate
with the grade of cervical dysplasia or cervical cancer. To test this hypothesis, he
proposes to produce and E6 fusion protein, to develop new diagnostic assays for
detecting E6 and E7 RNA and oncogene expression in cervical tissue, and to use the E6
fusion protein to develop assays for detecting antibodies specific against E6 and E7
oncoproteins in sera from patients at risk for developing cervical cancer. The assays of
expression of these oncogenes and their antibodies can be used to monitor for the
effectiveness of cervical cancer treatment modalities, and would allow investigators to
make interventions in patients with intraepithelial neoplasia to decrease the risk of
future development of invasive cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

* Project Title HPV SPECIFIC CELLULAR IMMUNITY IN CERVICAL
INTRAEPITHELI

Principal Investigator & Institution: Sastry, Jagannadha K.; Associate Professor;
Veterinary Science; University of Texas Md Anderson Can Ctr Cancer Center Houston,
Tx 77030
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Timing: Fiscal Year 2001; Project Start 01-AUG-1999; Project End 31-MAY-2004

Summary: (Adapted from the Investigator's Abstract) Epidemiological studies have
clearly established that human papillomas (HPV) infection is a major risk factor for
cervical cancer. A number of individuals undergo remission either spontaneously or
after clinical intervention, while others, particularly those exhibiting immudeficiency,
seem to proceed to develop invasive cancer. It is important to understand the
immunological basis for the clinical remission of HPV-associated cervical neoplasia for
designing proper intervention strategies. We have determined cell-mediated immunity
(CMI) responses specific to synthetic peptides from E6 and E7, the two major
oncoproteins of high risk type HPV (HPV-16), in a subset of patients attending the
colposcopic clinic. These patients underwent excisional or ablative treatment for cervical
intra epithelial neoplasia (CIN) at least six months prior to enrolling in the study.
Significant differences were observed in proliferative responses directed against
peptides from both the E6 (p=0.002) and E7 (p<0.001) between women without
cytological or histological evidence of CIN (disease-free group) and those with a
histological diagnosis of recurrence for CIN. Additional pilot studies on in vitro
cytokine production mediated by the E6 and E7 peptides, showed a predominant TH1-
cytokine profile in women from the disease-free group, while women with disease
recurrence exhibited TH2-cytokine responses. On the other hand, none of the women in
any of the study groups exhibited circulating antibodies reactive with the E6 and E7
peptides used in the study. Based on our results showing significantly high levels of
HPV-peptide-specific TH1 responses in disease-free patients only, we hypothesize that
HPV-specific CMI directed against the E6 and E7 oncoproteins is important for
protection/recovery from HPV-associated CIN. To test this hypothesis, we propose to
conduct a prospective cohort study of women positive for high-risk HPV types and
treated for CIN by loop electrosurgical procedure. Our goals are to identify HPV
peptides that can potentially serve as markers of protective immunity and for inclusion
in immunotherapeutic and/or immunoprophylactic vaccine formulations against HPV-
associated CIN. We will assess the pattern of the HPV-specific immunological responses
over time, in particular CMI against E6 and E7 peptides corresponding to high-risk HPV
types. We will also determine as to whether an association exists between the immune
responses and additional HPV-related factors (persistence of infection and HPV type),
and other risk factors associated with CIN such as smoking, sexual behavior, intrinsic
and extrinsic hormonal factors.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: HPV: BIOLOGY, CLINICAL SIGNIFICANCE AND EPIDEMIOLOGY

Principal Investigator & Institution: Galloway, Denise A.; Member and Program Head;
Fred Hutchinson Cancer Research Center Box 19024, 1100 Fairview Ave N Seattle, Wa
98109

Timing: Fiscal Year 2003; Project Start 10-APR-1987; Project End 31-MAR-2006

Summary: We propose to continue multi-disciplinary studies of the role of human
papillomaviruses (HPV) in the etiology of anogenital cancers. The program incorporates
epidemiologic and molecular biology approaches in the three projects, with support
form four core functions including virology, pathology, biostatistics and administrative
support. The nucleus of this effort is a series of case-control studies investigating the risk
factor involved in squamous cell cervical cancer, anal cancer, vulvar cancer, vaginal
cancer, adenocarcinoma of the cervix and penile cancers. The results from these studiers
will increase the data base developed over the past thirteen years of this Program
Project. Established polymerase chain reaction procedures for identification of HPV
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DNA together with the serologic tests developed in this program will continue to be
used to establish virus infection and evidence of immune responses. A new focus on the
occurrence of multiple cancers of the genital area is introduced, with the goal of
establishing the primary and/or secondary state of tumors subsequent to an initial
diagnosis. A group of women who have developed at least one additional primary
anogenital cancer will be re- interviewed, together with appropriate controls, about
exposures that may have contributed to the risk of a second primary tumor. Tissue and
blood samples will be acquired for virus sequence, serologic and genetic testing.
Determinations will be made of the uniqueness of the viral integration sites and the
contribution of virus variants to the disease process. Studies of the roles of HLA
genotypes in susceptibility to HPV- initiated cancer will be expanded. Comparative
genome hybridization will continue to be used to id4entify loss or gain of chromosome
regions and microarray methods used to investigate abnormal genes expression, with a
particular focus of genes mapping on chromosomes 3, 5, and 20.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

*  Project Title: HUMAN PAPILLOVIRUS TESTING IN ADOLESCENTS

Principal Investigator & Institution: Kahn, Jessica A. Children's Hospital Med Ctr
(Cincinnati) 3333 Burnet Ave Cincinnati, Oh 45229

Timing: Fiscal Year 2002; Project Start 01-APR-2002; Project End 31-MAR-2007

Summary: (provided by applicant): Jessica Kahn, M.D., M.P.H., completed clinical
training in Adolescent Medicine and Gynecology at Children's Hospital, Boston and an
MPH degree at the Harvard School of Public Health in 1999. She then joined the faculty
at Children's Hospital Medical Center to pursue a career in patent-oriented research.
David Bernstein, MD, the project Sponsor, brings expertise in clinical research regarding
viral STI, has extensive NIH funding, and has experience mentoring new investigators.
The Sponsor, Advisory Board Members and Collaborators form a multidisciplinary
research team with diverse expertise. The research environment will support a didactic
program that includes relevant courses in advanced qualitative and quantitative
methods, training in research ethics, and interaction with other clinical investigators. Dr.
Kahn's overall career goal is to become an independent clinical investigator whose work
will focus on the prevention of HPV infection and cervical cancer. She plans to achieve
this goal through the translation of data regarding 1) the biomedical aspects of HPV
infection and 2) the psychological and behavioral impact of testing for HPV into
adolescent- specific, effective clinical strategies for cervical cancer prevention at the
individual and population levels. The objective of this research plan is to explore the
potential role of HPV testing in cervical cancer prevention programs targeting
adolescents. The specific aims and methods for achieving each aim follow. Aim 1 To
determine predictors of Pap smear follow-up in adolescents. Aim 1 will be examined
using existing prospective data from a sample of 490 urban, racially diverse adolescents.
Aim 2 To examine the psychological and behavioral effects of positive HPV testing in
female college students. Aim 2 will be examined using existing longitudinal data from a
sample of 608 racially diverse college women. Aim 3 To explore the psychological,
behavioral, and relationship-related effects of positive HPV and Pap smear testing in
adolescents. Aims 3, 4, and 5 will be examined using prospectively collected, qualitative
and quantitative data in a sample of 250 urban adolescent girls at high risk for HPV
infection. Aim 4 To determine the accuracy and acceptability of self-testing for HPV
DNA in the above sample of urban adolescent girls. Aim 5 To determine the cumulative
prevalence and rates of persistence and regression of HPV infection, and correlation of
HPYV test results with cervical cytology, in the above sample of urban adolescent girls.
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Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: IMMUNE MECHANISMS OF HUMAN PAPILLOMAVIRUS

Principal Investigator & Institution: Mosmann, Tim R.; Professor and Director;
Microbiology and Immunology; University of Rochester Orpa - Rc Box 270140
Rochester, Ny 14627

Timing: Fiscal Year 2001; Project Start 01-AUG-2000; Project End 31-JUL-2004

Summary: Human Papillomavirus is a widespread pathogen that causes different types
of warts, and is also the main cause of cervical cancer. In many patients, the immune
system limits the spread of infection, but does not destroy the wart. Patients with
deficient immune systems, or those taking immunosuppressants, have increased
susceptibility to the spread of warts. Regression of warts can occur spontaneously or in
response to some treatments, suggesting that under some circumstances, the immune
system can cure the infection. We believe that the immune response is capable of
presenting or eliminating HPV lesions. An understanding of the immune response
against HPV that results in rejection or prevention of lesions is necessary to design
vaccines that will prevent infection or induce the immune system to attack and destroy
warts. In both cases, the prevention of long- term epithelial lesions should also prevent
the higher rates of cancer that are associated with lesions induced by some strains of
HPV. In this project, we will mount a comprehensive effort to understand the ways in
which HPV interferes with the immune response in the skin (Project 1), the antigen
specificity of the immune response against HPV (Project 2) and the type of immune
mechanisms that are effective against HPV lesions (Project 3). This will lead to a more
complete picture of the interplay between HPV and the immune system, allowing the
rational design of two types of vaccine: protective vaccines that will prevent infection
from becoming established or causing a skin lesion; and therapeutic vaccines that will be
given to individuals who already have warts or cervical lesions, to cause regression of
the lesions and reduce the risk of cancer.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Titlee INFRARED MICROSPECTROSCOPY FOR CERVICAL CANCER
SCREENING

Principal Investigator & Institution: Diem, Max; Professor; Chemistry; Hunter College
695 Park Ave New York, Ny 10021

Timing: Fiscal Year 2003; Project Start 01-APR-2003; Project End 31-MAR-2007

Summary: (provided by applicant): This proposal is aimed at establishing Infrared
Microspectroscopy (IR-MSP) as a faster, less expensive, more objective and more
accurate technology for the detection of cervical dvsplasia than presently used methods.
Screening for cervical disease is presently carried out via a cytological procedure (the
Papanicolaou, or "Pap" test), that was first proposed in the late 1940's [Papanicolaou,
1948]. Although regularly scheduled gynecological screening using the Pap test has
reduced the incidence of, and mortality from, cervical cancer enormously, there remains
a relatively high rate of inaccurate or inconclusive diagnoses [US Department of Health
and Human Services, 1989]. Classical cytology is a visual inspection method based on
locating and recognizing cells with altered morphology as an indicator of disease. The
morphological changes are a consequence of cellular mutations. Although well
established, this approach suffers from the fact that the interpretation of morphological
change is human-based and therefore, subjective in nature. Furthermore, operator
fatigue, training and experience influence the quality, reliability and reproducibility of
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cytological diagnoses. To alleviate the inherent limitation of visual inspection, computer
based inspection by imaging technology has been developed and utilized over the past
ten years. However, computer based image analysis has not significantly improved the
reliability of the diagnoses, and has not proved cost effective [Hutchinson, 1996]. IR-
MSP is a novel technique that recognizes abnormality by detecting cellular composition
and variations therein, rather than by changes in morphological features. In fact, IR-MSP
detects the precursor of the morphological change. The actual measurement carded out
in IR-MSP is objective and quantifiable; consequently, the diagnostic method is more
sensitive, specific, reproducible and reliable than existing methods. In this proposal, the
methodology for IR-MSP testing of cervical smears will be developed, including the
purification of the exfoliated cells, preparation of a cell monolayer on a suitable
substrate, spectral imaging of about 104 individual cells via an infrared
microspectrometer equipped with a focal plane array detector, and analysis of the
collected data via multivariate statistical methods to arrive at a diagnosis. This work has
the potential to improve cervical cancer screening by further reducing false positive and
false negative diagnoses, and introducing fast and point-of-care routine screening tests.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

*  Project Title: LATINA CERVICAL CANCER SURVIVORSHIP

Principal Investigator & Institution: Wenzel, Lari B.; Associate Adjunct Professor;
Anesthesiology; University of California Irvine Campus Dr Irvine, Ca 92697

Timing: Fiscal Year 2002; Project Start 01-AUG-2002; Project End 31-JUL-2004

Summary: (provided by applicant): The incidence and mortality rates for invasive
cervical cancer in minority, low-income, and poorly educated women exceeds that for
white, higher income, and better educated women. In southern California the incidence
and morality rates for cervical cancer are nearly twice that of non-Latina white women.
Despite the disproportional disease burden in the Latina community, the Latina cervical
cancer survivorship experience has not been addressed. Our preliminary data indicates
that non-Latina white cervical cancer survivors report significant long-term QoL
disruptions and late-effects of treatment. However, we cannot assume that non-Latina
data are generalizable to other cultures. Representation from the Latina survivor cohort
is essential if we hope to advance cancer prevention and cancer control for this growing
population. Therefore, we propose to conduct an exploratory study utilizing an
ethnographic research methodology to identify QoL, survivorship and gynecologic
health variables within the Latina community. This approach is ideal for exploratory
studies which are designed to better understand culturally based beliefs and generate
hypotheses for future research. Specifically, we will (1) identify QoL and survivor-
specific variables through ethnographic interviews in a Latina cervical cancer survivor
sample, and identify QoL and gynecologic health variables in age-matched Latina
controls; (2) explore QoL differences among Latina cervical cancer survivors and age-
matched Latina controls; and (3) examine the feasibility of longitudinal QoL data
collection in this population. To achieve these aims, we will enroll 30 survivors from the
estimated 425+ Latina cases identified through the Cancer Surveillance Program of
Orange, San Diego and Imperial Counties (CSPOC/SanDIOC) tumor registry who
completed cancer treatment 1-5 years earlier. Age-matched Latina controls will be
identified through the Single Visit Cervical Cancer Prevention Program (SVCCP), which
has accrued 2,000 Latina participants in Orange County from 1999-2001. As the
population of Hispanics grows in the United States, it will become critical to proactively
address cervical cancer prevention, treatment and survivorship within the Latina
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community. An exploratory study to identify issues and examine follow-up feasibility is
an essential step toward this effort.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: LIGHT SCATTERING AND NORMAL TISSUE MODELS

Principal Investigator & Institution: Mourant, Judith R.; Professor; None; University of
Calif-Los Alamos Nat Lab Ms G758 Los Alamos, Nm 87545

Timing: Fiscal Year 2001; Project Start 15-MAY-1997; Project End 31-JUL-2006

Summary: Optical techniques for tissue diagnosis without the removal of tissue are now
being developed which offer significant advantages over standard techniques, such as
tissue biopsy, both in terms of patient care and medical costs. For example, optical
techniques are faster, sedatives are not needed, and complications associated with tissue
removal such as infection are eliminated. The aim of this proposal is to develop and test
polarized elastic scattering spectroscopy. Elastic scattering spectroscopy (ESS) measures
the wavelength dependence of light that has entered the tissue, been scattered within
the tissue and re-emitted. In polarized ESS the delivered light is polarized and the
detected light is measured through polarizers. The detected light can provide
information about both the morphological properties and the hemoglobin concentration.
For example, a sensitivity to the rate at which cells are replicating has been
demonstrated and measurements of model systems have shown that scatterer size and
concentration can be determined. In order for this technique to reach its full potential an
understanding of the fundamental interactions of light with tissue is needed. The first
specific aim of this proposal is to determine how specific structural features of cells
contribute to light scattering. The next aim will be to examine light scattering differences
between tumorigenic and non-tumorigenic epithelial cells. Epithelial cells are
particularly interesting, because most cancers originate from epithelial cells. Previous
work demonstrated that the environment induced by cells in 3-D culture can cause a
difference in light scattering from tumorigenic and non-tumorigenic cells. In parallel
with the study of scattering properties improved measurement techniques will be
developed and implemented for in vivo use. Finally, clinical trials will be performed to
determine the utility of polarized elastic scattering spectroscopy to detect/diagnose
squamous epithelium, reactive/repairing tissue, low grade dysplasia, high grade
dysplasia and invasive carcinoma. Screening and diagnosis of cervical cancer is an ideal
arena for the entry of optical techniques for cancer detection. The tissue is easily
accessible and the low-accuracy Pap smear test has already demonstrated the utility of
screening methods. ESS has the potentially to rapidly sample tissue and pinpoint
locations of specific pathologies. Potentially ESS could replace Pap smears as a less
frequent test or serve as an adjunct. If polarized ESS could be used to determine the
significance of an ASCUS (atypical squamous cells of uncertain significance) Pap smear
result, it could result in significant cost savings. ASCUS is the most common anomaly
detected by Pan smears and annual follow up is estimated to cost 4.5 billion dollars per
year.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: MALIGNANT PROGRESSION IN PAPILLOMAVIRUS TRANSGENIC
MICE

Principal Investigator & Institution: Hanahan, Douglas A.; Professor; Hormone Research
Institute; University of California San Francisco 500 Parnassus Ave San Francisco, Ca
94122
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Timing: Fiscal Year 2001; Project Start 01-SEP-1988; Project End 31-DEC-2001

Summary: (adapted from the investigator's abstract) Transgenic mouse models of
human cancers present the opportunity to elucidate pathways of cancer development,
through which a normal cell in its natural microenvironment is progressively converted
into an aberrant cancer, acquiring characteristics that contribute to the resultant cancer
phenotype. This laboratory has developed transgenic mice that express the human
papillomavirus type 16 (HPV-16) oncogenes in basal keratinocytes; these 'K14-HPV16'
mice develop squamous cell carcinomas of the epidermis, and, in concert with chronic
estrogen treatment, cervical and vaginal squamous cancers. Both epidermal and cervical
pathways to carcinoma are characterized by progression through histologically distinct
stages. In humans, the oncogenes of HPV16 and related HPV subtypes are found in a
majority of cervical carcinomas, and in premalignant lesions thought to precede those
cancers. The overall goal of this proposal is to characterize and assess the function
contributions of cellular parameters that appear during tumor progression in this mouse
model of squamous carcinoma, parameters hypothesized to be influencing the
developing cancers in distinct and complementary ways to those directly effected by the
human viral oncogenes; these parameters are: 1. Selective upregulation of a fibroblast
growth factor receptor in aggressive, metastatic cancers. 2. The acquired resistance to
induction of apoptosis, the process of programmed cell suicide, which is implicated as a
growth-limiting mechanism that must be controlled by successful cancers. 3. The
upregulation of telomerase, an enzyme that protects the ends of chromosomes during
cell proliferation and thereby sustains tumor growth potential, in aggressive epidermal
carcinomas. 4. The apparent capability of CD8+ T cells to restrict the appearance of
invasive squamous cancers. 5. Dermal infiltration by mast cells in epidermal dysplasias,
and their role in malignant progression. The long term goal is to define the pathways to
epidermal and cervical cancer in mice expressing oncogenes implicated in a relevant
human cancer, identifying the critical cellular and molecular parameters governing
progression, and eventually utilizing the knowledge of mechanism to design therapeutic
and preventative interventions that can be evaluated in this preclinical model of human
carcinogenesis.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e  Project Title: MDA-7: NOVEL CANCER THERAPEUTIC GENE

Principal Investigator & Institution: Fisher, Paul B.; Professor/ Chernow Research
Scientist; Pathology; Columbia University Health Sciences New York, Ny 10032

Timing: Fiscal Year 2002; Project Start 10-SEP-2002; Project End 31-AUG-2007

Summary: (provided by applicant): Abnormalities in differentiation are common
occurrences in human cancers. Treatment of human melanoma cells with combination of
recombinant human fibroblast interferon and the protein kinase C activating compound
mezerein results in a loss of tumorigenic potential that correlates with an irreversible
suppression in proliferative ability and induction of terminal differentiation. It is
hypothesized that this process involves the differential expression of genes, which
regulate cancer cell growth and differentiation. Through the use of subtraction
hybridization, we have identified a gene associated with induction of irreversible
growth arrest, cancer reversion and terminal differentiation in human melanoma cells,
melanoma differentiation associated gene-7 (mda-7). Mda-7 is a novel gene that displays
reduced expression in metastatic human melanoma versus normal human melanocytes.
Remarkably, when metastatic human melanomas are induced to irreversibly growth
arrest, terminally differentiate and lose cancerous properties, mda-7 expression
increases dramatically. Ectopic expression of mda-7 using a recombinant adenovirus,
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Ad.mda-7, results in growth suppression and apoptosis in diverse cancer cell types,
including tumor cells with wild-type p53 or mutant for p53, Rb, or p53 + Rb. Moreover,
growth and progression of human breast and cervical cancer cells in vivo in nude mice
is inhibited by Ad.mda-7. In contrast, no deleterious effect is apparent after infection of
normal human epithelial or fibroblast cells with Ad.mda-7. Based on these pre-clinical
findings, Phase I Clinical Trials are now being performed to evaluate mda-7 for cancer
therapeutic applications. In these contexts, an in-depth mechanistic analysis of this
fascinating and potentially significant tumor suppressor molecule is warranted.
Selective induction of apoptosis in human breast cancer cells correlates with an
elevation in the level of the pro-apoptotic protein BAX and an increase in the ratio of
BAX to BCL-2, an inhibitor of apoptosis. The mechanism by which mda-7 modifies
cancer progression an suppresses human cancer cell growth will be evaluated with a
particular emphasis on its functional relationship to apoptosis. Recent information
indicates that mda-7 is a novel member of the IL-10 cytokine gene family. Experiments
will focus on defining the functional domains of mda-7 that determine biological
activity and identifying biochemical pathways, interacting partners and potential targets
or mediators of activity. Studies will also examine the mechanism underlying mda-7's
"bystander effect." These investigations will provide important insights into a novel
cancer growth-suppressing gene with potential relevance to a broad spectrum of human
cancers. As such, this gene may serve as a target for selectively intervening in the
neoplastic process, thereby attenuating or eliminating cancer aggressiveness and
metastasis. Understanding the mode of action of mda-7 will promote translational
applications for cancer therapy.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: MOLECULAR APPROACHES TO CERVICAL CANCER SCREENING

Principal Investigator & Institution: Smith-Mccune, Karen K.; Assistant Professor; Ob,
Gyn and Reproductive Scis; University of California San Francisco 500 Parnassus Ave
San Francisco, Ca 94122

Timing: Fiscal Year 2001; Project Start 15-SEP-2000; Project End 31-AUG-2003

Summary: (Adapted from the investigator's abstract) Cervical cancer is the leading
cause of cancer morbidity and mortality in women worldwide. (1) In United States,
precancerous changes, known as cervical dysplasia, are detected on Pap tests in
approximately 2 million women annually. Serious limitations of the Pap test are: (1) It is
too expensive and labor-intensive for use in developing nations. (2) Although it is
successfully at detecting invasive cancer and cancer precursors, it also detects 2.5 million
minor abnormalities annually in the USA that are for the most part clinically
insignificant. The availability of prognostic markers to distinguish patients with
clinically benign atypical changes from those with cancer and high grade dysplasia
would be extremely useful. The goal of this proposal is to characterize novel molecular
markers of dysplasia that can be identified in cells scraped from the cervix. Work
performed in her laboratory and others has established that molecular markers of
angiogenesis are upregulated progressively in the different grades of cervical dysplasia,
and between neoplastic cervical disease and normal cervix (4-12). The research outlined
in this grant proposal is based upon the following hypothesis: Factors mediating
angiogenesis in cervical dysplasia can be detected in exfoliated cervical cells and can be
exploited to assist in more effective cervical cancer screening. Specific Aim 1. Determine
the association between the relative mRNA levels of angiogenic factors with the clinical
cytological diagnosis in cells scraped from the cervix. 1A: Determine relative mRNA
levels of vascular endothelial growth factor/vascular permeability factor (VEGF/VPF),
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angiopoitin-1 (ang-1) and angiopoitin-2 (ang-2) in a cohort of 60 cytologically verified
cervical samples representing 20 with normal cytology, 20 with low grad squamous
intrepithalial lesions (SIL), and 20 with high grade SIL. 1B: Determine the sensitivity,
specificity, and positive and negative predictive values of BEGF/VPF, ang-1 and ang-2
mRNA levels as markers for low grade and high grade SIL. Specific Aim 2. Determine
the association between VEGF/ VPF protein levels with the clinical cytological diagnoses
in cells scraped from the cervix. 2A: Determine relative protein levels of VEGF/VPF in a
cohort of 60 cytologically verified cervical samples representing 20 with normal
cytology, 20 with low grade SIL, and 20 with high grade SIL. 2B: Determine the
sensitivity, specificity, and positive and negative predictive values of VEGF/VPF
protein expression as a marker for low grade and high grade SIL.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

*  Project Title: MOLECULAR EPIDEMIOLOGY OF PERSISTENT HPV INFECTION

Principal Investigator & Institution: Franco, Eduardo Lf.; Professor and Director; Mc Gill
University James Admin. Bldg., Room 429 Montreal, Pq H3a 2T5

Timing: Fiscal Year 2003; Project Start 11-SEP-1996; Project End 31-JUL-2004

Summary: (provided by applicant): This competing continuation grant is the second and
last request for renewal of CA70269, the original funding for an epidemiologic study of
the natural history of human papillomavirus (HPV) infection and cervical neoplasia in a
low-income female population in Sao Paulo, Brazil. In collaboration with Brazilian
colleagues, three of the authors began the study in 1993 in an attempt to understand
attributes of the natural history of HPV that could be instrumental in designing
strategies for preventing cervical cancer. Considering the public health and economic
importance of cervical cancer and the widespread interest in HPV vaccines and in using
HPYV in cancer screening there is a need for long-ranging multidisciplinary studies of the
natural history of HPV. The study accrued 2529 female subjects through March 1997.
Subjects have been followed up in scheduled returns every 4 months in the first year,
and twice yearly thereafter for a total of 5 years. Participants undergo a questionnaire-
based interview have a cervical specimen taken for Pap cytology and HPV testing, and a
blood sample drawn for HPV antibody serology. Follow-up will have been completed at
the time current funding for the cohort study finishes in August 2002. The study's
original objectives (1996-99 funding period) were: (1) to study the prevalence and
incidence of persistent HPV infection in asymptomatic women; (2) to verify the
hypothesis that persistent HPV infection increases risk of cervical lesions; (3) to search
for determinants of persistent cervical HPV infection; (4) to search for molecular variants
of HPV that may lead to an increased risk of cervical lesions; (5) to verify the hypothesis
that viral burden in the cervix may be correlated with persistent infections and with
lesion risk; and (6) to study the antibody response to HPV as a predictor of persistent
HPV infection and of lesion risk. In the last successful continuation (1999-02 funding
period) these objectives were expanded to include: (7) the search for specific HLA
haplotypes associated with HPV persistence and lesion severity, and (8) to test the
hypothesis that p53 gene polymorphism may influence resistance against viral
persistence and to lesion development. This competing continuation is to conduct in-
depth statistical analyses of the database accrued during the study and to add a new
objective: (9) to study the role of insulin growth factors in mediating risk of persistent
HPYV infection and cervical lesions.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen
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Project Title:t MOLECULAR GENETICS OF CERVICAL CANCER PROGRESSION

Principal Investigator & Institution: Vundavalli, Murty V.; Pathology; Columbia
University Health Sciences New York, Ny 10032

Timing: Fiscal Year 2003; Project Start 01-SEP-2003; Project End 31-AUG-2005

Summary: (provided by applicant): Cervical Carcinoma (CC) is preceded by distinct
preneoplastic changes called"cervical intraepithelial neoplasia" (CIN). CC provides a
prototype system for studying evolution of genetic mutations in progression because of
its characteristic preinvasive stages. The biological behavior of CINs varies in their
progression to invasive cancer and the genetic basis of it is poorly understood.
Molecular genetic studies to date in CC have identified amplification of oncogenes such
as ERBB2, c-myc genes and frequent allelic imbalances affecting multiple chromosomal
arms such as 2q, 3p, 4q, 5p, 6p, and 11q. Reports indicate the occurrence of similar
genetic alterations in precancerous lesions, suggesting that these changes play crucial
role in the progression of CC. However, the sequence of genetic alterations and their
role in predisposition of CINs to invasive cancer is unclear. To address these questions,
we propose to undertake a systematic study of genetic alterations through the spectrum
of tumor progression with the following specific aims: Characterization of genetic
changes in invasive and preinvasive cervical cancerous lesions. We propose a detailed
study of the genetic alterations of gene amplification and deletion mapping utilizing the
techniques such as laser microdissection, comparative genomic hybridization,
microarray cDNA chips, and loss of heterozygosity. The study is expected to generate
gene amplification profiles, and allelic deletions through the spectrum of CC
development. This will enable us to define the temporal relationship of genetic
alterations with various stages of progression that might provide insights into the
genetic mechanisms of CC. 2. Development of a genetic prognostic model for identifying
high-risk dysplastic lesions. The data generated from these studies will be used to
determine the clinical significance and to develop a genetic prognostic model for
identifying high-risk CINs that progress into invasive cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: MULTIMODAL SPECTROSCOPIC EVALUATION OF CERVICAL
CANCER

Principal Investigator & Institution: Bambot, Shabbir B.; Spectrx, Inc. 6025-A Unity Dr
Norcross, Ga 30071

Timing: Fiscal Year 2001; Project Start 01-AUG-2001; Project End 31-JUL-2002

Summary: (Verbatim from the Applicant's Abstract): Cervical cancer is the second most
common cause of cancer in women worldwide and the leading cause of cancer related
mortality in women in developing countries. We have developed real time non-invasive
point-of-care devices to detect early cancerous conditions of cervix. Our preliminary
analyses on data collected from a total of 133 patients and have shown promising
results. We are continuing to collect data and will include the entire data set into the
analysis as part of our phase I objective. Given our limited data set, however, it is not
possible to project any definite performance benchmark. We will propose this task to the
training and validation phase in a Phase 2 proposal. For the present we want to analyze
the data for the purpose of determining the optimum clinical device for the validation
phase. To support data accrual in the validation phase we will make multiple clones of
this device for deployment in a multicenter clinical trial. The objective of the data
analysis is to arrive at this validation device by simplifying and consolidating the
complexity and the many features built into each prototype. This will also reduce the
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possibility of overtraining by reducing the number of parameters we build into our
algorithm. PROPOSED COMMERCIAL APPLICATION: The product of this research
will be a prototype device capable to spectroscopically detecting and/or diagnosing
cervical cancer. Our device has, upon commercialization, the potential to replace or aid
the current Pap test as well as to replace the current methods of colposcopy, biopsy and
histology. The target physician group for the cervical application is the Ob-Gyn
segment. It is estimated that there are at least 30,000 physicians in this segment and
upwards of $6 billion spent each year in the US on cervical disease.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

*  Project Title: NOTCH-1 IN REGULATION OF APOPTOSIS IN TUMOR CELLS

Principal Investigator & Institution: Miele, Lucio; Associate Professor; Ob, Gyn, and
Reproductive Med; Loyola University Medical Center Lewis Towers, 13Th F1 Chicago, Il
60611

Timing: Fiscal Year 2001; Project Start 13-JAN-2000; Project End 31-AUG-2001

Summary: Notch genes encode transmembrane receptors that control cell differentiation
in numerous cell types during development. Humans and mice have 4 homologous
notch genes. Mutations causing constitutive activation of notch-1,-2 and 4 are oncogenic
in vivo and in vitro. Clinically, constitutive activation of notch-1 is associated with T-cell
acute lymphoblastic leukemia (T-ALL), and strikingly increased expression with altered
intracellular distribution of notch-1 have been demonstrated in various human
malignancies and pre-neoplastic lesions (uterine cervix, colon and lung). We and others
have recently discovered that notch-1 has anti-apoptotic activity in vitro in transformed
cells in various experimental models. Additionally, we found that downregulating the
expression of notch-1 in murine erythroleukemia (MEL) cells in the presence of
differentiation- inducing hybrid polar drugs leads to massive apoptosis. Whether notch-
1 affects apoptosis in non-transformed cells which do not overexress it remains
unknown. Our hypothesis is that notch-1 plays an important role in regulating
apoptosis susceptibility in notch-1 expressing tumor cells. This implies that interfering
with notch-1 expression or signaling may be used to enhance the efficacy of
chemotherapy or radiotherapy in human malignancies expressing notch-1. Our long
term objective is the development of therapeutic regimens targeting notch-1 using gene
therapy, recombinant notch-1 antagonists or notch-1 monoclonal antibodies for clinical
testing in human malignancies expressing notch-1. We have generated experimental
agents in each of these catagories. Our Aims our as follows: 1. To determine if notch-1
participates in apoptosis regulation in normal cells, by studying its role in thymocyte
apoptosis using notch-1 antagonists and novel transgenic mice we have developed. 2. To
elucidate the mechanism(s) through which notch-1 protects MEL cells from apoptosis,
by investigating signaling pathways known to be linked to notch-1 which participate in
regulating apoptosis. 3. To conduct pre-clinical studies of notch-1 inducible antisense
retrovirus vectors, a recombinant notch-1 antagonists and a notch-1 blocking
monoclonal antibody in mouse tumor models. The experimental agents will be studied
alone and in combination with antineoplastic drugs. Studies will be conducted in both
immunodeficient animals with human cervical cancer cells and immunocompetent
animals with syngeneic murine tumor cells transformed by human papillomavirus 16
(HPV16). These experiments will elucidate the possible uses of notch-1 as a target for
cancer treatment and the mechanisms of notch-1 targeting agents. Additionally, they
will provide information on the safety profile of these agents and initial proof of concept
for clinical trials of notch-1 targeting agents in notch-1 expressing malignancies.

Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen
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Project Title: NOVEL APPROACH TO CERVICAL CANCER PREVENTION

Principal Investigator & Institution: Chen, Jason J.; New England Medical Center
Hospitals 750 Washington St Boston, Ma 021111533

Timing: Fiscal Year 2001; Project Start 01-SEP-2001; Project End 30-SEP-2001

Summary: Cervical cancer is one of the most frequent causes of cancer and death in
women worldwide. Each year in the United States, 15,000 women develop cervical
cancer and approximately 4,500 die from the disease. Cervical infection with human
papillomaviruses (HPV) is the primary risk factor for cervical cancer. Cervical cancer
has a long preclinical phase between HPV infection and invasive carcinoma that makes
its prevention possible. My long-term goal is to understand the mechanisms by which
HPV induces tumors and to develop preventive strategies for elimination of cervical
cancer. HPV encodes a protein E6 that is essential for viral replication and HPV-induced
cellular transformation. E6 is a multi-functional protein that performs its functions
through interaction with cellular proteins. We have recently identified an alpha helical
E6 binding domain that is conserved among E6-binding proteins. Our mutational
analysis has identified amino acids within the consensus motif that are important for E6
binding. These amino acids and the three- dimensional structure of the E6-binding
domain defined a first generation pharmacophore-the spatial distribution of the atoms
needed to bind E6. We hypothesize that small molecules mimicking the pharmacophore
will bind E6 and block the interaction of E6 with its cellular binding proteins and thus
inhibit E6 biological activities that lead to the transformation of HPV-infected cells. We
have used this structure-based drug design to select small molecules that could inhibit
the interaction of E6 with its cellular partners. Our preliminary in vitro studies have
identified multiple potential E6 inhibitors. In this proposal, we will describe
experiments to further characterize these compounds. Our specific aims are 1) In vitro
specificity test for the potential E6 inhibitors; 2) To examine the ability of potential E6
inhibitors to disrupt biological activities of E6 in tissue culture assays. These studies
may lead to the development of drugs to treat HPV infection and to prevent cervical
cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Titlee NOVEL OPTICAL SYSTEM FOR EARLY CERVICAL CANCER
DETECTION

Principal Investigator & Institution: Mcnichols, Roger J.; Chief Scientist and Vice
President; Biotex, Inc. 8018 El Rio Houston, Tx 770544104

Timing: Fiscal Year 2003; Project Start 09-SEP-2003; Project End 31-AUG-2004

Summary: (provided by applicant): Approximately 13,000 cases of invasive cervical
cancer will be diagnosed in the United States, in 2002, and approximately 4,100 women
will die from the disease. The 5-year relative survival rate for the earliest stage of
invasive cervical cancer is 91%. The overall (all stages combined) 5-year survival rate for
cervical cancer is about 70%. For cervical precancer the 5-year survival rate is nearly
100%. Thus, early detection of cervical precancerous lesions can have a dramatic impact
on cervical cancer mortality rates, increasing five-year survival rates from 70% to about
100%. Routine Papanicolaou (Pap) smear is the current standard for cervical cancer and
pre-cancer screening, however, a number of studies have indicated that this method
may miss as many as 20-30% of cervical cancers. For this reason, tissue autofluorescence
examination of cervical tissue has been examined as a means for increasing sensitivity to
early neoplastic changes in the cervix. While sensitivity of this technique can be as high
as 85-90%, its specificity is low resulting in significant numbers of false positives.
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Optical coherence tomography (OCT) is a new non-invasive imaging technique which
can image morphological details of soft tissues with resolution close to that of
conventional light microscopy. However, the time and small imaging field associated
with OCT make it impractical for routine screening by itself. Previously, in an animal
model of epithelial cancer, we have demonstrated that the use of tissue autofluorescence
imaging used to guide selective application of OCT imaging results in a technique with
superior sensitivity and specificity over fluorescence imaging alone. We hypothesize
that fluorescence image guided OCT (FIGOCT) may become a useful clinical tool for the
evaluation and screening of cervical tissues. In this proposal we design, build, and test a
new optical probe suitable for exploring the feasibility of FIG-OCT in the human cervix.
Such a probe would be useful in detecting epithelial cancers in other easily accessible
sites in the body including the urinary tract, bladder, gastro-intestinal tract, colon, and
oral cavity.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Titlee ONCOLYTIC ADENOVIRUSES--CERVICAL CANCER GENE
THERAPY

Principal Investigator & Institution: Lieber, Andre M.; Medicine; University of
Washington Seattle, Wa 98195

Timing: Fiscal Year 2001; Project Start 18-MAR-1999; Project End 31-DEC-2003

Summary: (from the abstract) The investigator writes that the majority of malignant
tumors are resistant to radio- or chemotherapy in advanced stages mainly due to loss of
p53 function. New tumor gene therapy approaches must consider targeting every cell in
the primary tumor and all metastases with a maximal cytotoxic index for cancer cells.
First generation adenovirus (Ad) vectors are attractive for cancer therapy because of
their potential to transduce all tumor sites after systemic application. These vectors are
deleted in the E1 region, rendering them highly replication-defective. This proposal is
based on the observation that El-deleted Ad vectors replicate selectively in HPV
associated cervical carcinoma cells because the HPV E6/E7 proteins which are
responsible for the maintenance of the malignant phenotype effectively complement the
deleted Ad E1 proteins. The goal is to develop oncolytic Ad vectors for cervical cancer
that replicate in tumor-specifically and disseminate throughout the tumor, selectively
killing all tumor cells by viral cytolysis or p53-independent apoptosis. The studies will
be performed in immunodeficient mice with hepatic tumors derived from cervical
carcinoma cell lines or in immunocompetent mice with HPV induced tumors. The
specific aims are: 1. To develop an expression system based on a unique Ad-AAV
hybrid vector, which activates a tumor-specific promoter only upon viral DNA
replication. 2. To test whether virus dissemination throughout the tumor can be
obtained if virus release from infected tumor cells is supported by cytolysis or apoptosis
induced after viral replication is completed. For this purpose the investigators will use
the AD-AAV system and investigate virus spread and anti-tumor efficacy after a) E3-
11.6K expression, and b) expression of a transdominant i-kB mutant to sensitize tumor
cells to apoptosis induced by TNF treatment or TRAIL expression. 3. To investigate the
effect of antiviral immune responses on oncolytic vector spread and, if required, to
suppress these responses by expression of Ad E3 proteins and/or transient immuno-
modulation. These studies will give valuable information about the influence of
apoptosis and host immune responses on replication-competent Ad vectors developed
for tumor gene therapy. This proposal may provide a means for treatments of cervical
carcinoma and has potential application for other malignancies with deregulated
pRb/p16 functions that allow for replication of E1-deleted Ad vectors.
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Website: http:/ /crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: ORAL IMMUNIZATION AGAINST ANOGENITAL HPV DISEASE

Principal Investigator & Institution: Rose, Robert C.; Assistant Professor; Medicine;
University of Rochester Orpa - Rc Box 270140 Rochester, Ny 14627

Timing: Fiscal Year 2001; Project Start 02-APR-2000; Project End 31-MAR-2004

Summary: It is now accepted that invasive cervical cancer is caused by infection with
human papillomaviruses (HPVs), and that the development of an effective vaccine
would reduce the incidence of this disease. HPV virus- like particles (VLPs) and
vasomeres are promising vaccine candidates, A major advantage of these immunogens
is the ability to induce serum neutralizing antibodies. Results from studies performed in
animals have shown that parenterally administered VLPs induce serum antibodies that
provide protection against disease. We have found recently that comparable responses
are induced in mice after VLP oral immunization which suggests that oral vaccination
against anogenital HPV disease may be feasible. The long-term goal of this proposal is
to reduce the incidence of anogenital HPV disease through the development of cost-
effective and easily administered oral vaccines. Specific aims include: 1)
Characterization of systemic/mucosal responses in animals following VLP/capsomere
mucosal immunization. Relative immunogenicities of VLPs/capsomere of multiple HPV
types will be evaluated in mice, with and without adjuvant, and using alternative
mucosal routes for immunization Oral immunogenicity will also be tested in non-
human primates (i.e., baboon), and efficacy will be tested in a mucosal papillomavirus
challenge model (i.e., COPV). 2) Elucidation of mechanisms of VLP enteral uptake and
presentation to the immune system. We will determine anatomic localization and patho
of uptake of VLPs introduced into the gastrointestinal tract. 3) Development of
recombinant plants for HPV vaccine delivery. HPV-11 and -16 L1 and L2 sequences will
be expressed in potato; oral immunogenicity of these materials will be tested in mice. 4)
Development of novel vaccine formulations. HPV VLPs containing factors that may
elicit and/or enhance cellular immune responses (i.e., HPV early region gene products
or genetic sequences encoding immunomodulatory factors), will be developed and
tested in vitro and in vivo. Results will yield information germane to the development
of cost-effective easily administered oral vaccines against invasive cervical cancer and
other HPV associated diseases.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: PHYTOCHEMICALS AND ESTROGEN-ENHANCED CANCERS

Principal Investigator & Institution: Auborn, Karen ].; Associate Professor, Head
Phytochemical; Long Island Jewish Medical Center 270-05 76Th Ave New Hyde Park,
Ny 11040

Timing: Fiscal Year 2002; Project Start 30-SEP-1996; Project End 31-JAN-2007

Summary: Many cancers could be prevented by diet. The connection between plant-
derived dietary ingredients and the prevention of major cancers, especially the
hormone-dependent cancers, is just beginning to be appreciated. Ongoing research
concerns the phytochemical indole-3- carbinol (I3C), from cruciferous vegetables. I3C
uniquely causes detoxification of marry carcinogens and "favorable" metabolism of
estrogen. I3C and its acid condensation products are proving useful in preventing many
cancers including those initiated by papillomavirus, viruses which increase
susceptibility of cells to malignant transformation, as in the case of cervical cancer. 13C
is anti-estrogenic and prevents estradiol-promoted cervical cancer in the HPV-
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transgenic mouse. Current studies show that I3C induces apoptosis and decreases
proliferation of cervical cells, both processess incompatible with cancer. We find 13C
decreases Bcl-2 and increases BRCA-1, PTEN and TNFalpha; others show I3C affects
CDK6. This proposal is to understand the mechanisms underlying the anti-cancer
activities of I3C. It is probable that regulation of tumor formation and growth by I3C has
estrogen-dependent and estrogen-independent components. Two different but related
approaches include: in vivo experiments using normal mice and mice expressing BPV16
transgenes, and in vitro experiments to test specific mechanistic hypothesis. In vivo, the
specific aims are to determine whether BC and its acid condensation product
diindolymethane (DIM) both prevent and are useful in the treatment of cervical cancer,
and whether DC/DIM decreases cell proliferation and increases apoptosis in developing
tumors. In vitro, effects of I3C/D1M on cervical cells will be evaluated in relation to
regulation of Bcl-2, BRCA-1, TNFalpha, P'TEN, CDK2 and CDKS®, either by direct action
at their promoters through the Ah receptor, or indirectly, by post-translational
modification induced by estrogen metabolites such as 2-methoxy-estradiol. We will use
gene chip technology to look for induction or repression of other genes involved in
apoptosis and cell cycle progression.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

¢ Project Title: POR LA VIDA INTERVENTION MODEL IN CANCER EDUCATION

Principal Investigator & Institution: Navarro, Ana M.; Associate Professor; Family and
Preventive Medicine; University of California San Diego 9500 Gilman Dr, Dept. 0934 La
Jolla, Ca 92093

Timing: Fiscal Year 2001; Project Start 01-SEP-1994; Project End 31-AUG-2003

Summary: The potential for reducing cancer incidence and mortality through
prevention and early detection appears to be large.Research is showing the important
role of nutrition in preventing cancer. Because many members of the Hispanic
community have limited access to health care services and are in need of health
promotion services, the Hispanic community is an appropriate target for specialized
cancer prevention efforts. In particular, Hispanics of low level of acculturation and low
level of formal education are a most important target for education about nutrition
cancer control. The Por La Vida intervention model establishes community-based health
promotion interventions, utilizing existing social networks and building on
contemporary theories of social learning and social support Interventions based on the
Por La Vida model have been successful in modifying behaviors relevant to
cardiovascular risk and, most recently, breast and cervical cancer prevention. This study
is a competing renewal of a project that examines the effectiveness of the Por La Vida
intervention in the area of breast cancer education. This proposal will expand the scope
of the intervention to nutrition cancer education. An additional goal of this proposal is
to familiarize UCSD medical students and residents in the Family Medicine program
with the Por La Vida intervention model in cancer education, and to encourage students
to develop and complete related research projects. Approximately 36 consejeras will be
recruited from the Hispanic community in San Diego and trained to conduct-the
educational sessions. Each consejera will then recruit between 10 to 15 peers from the
community to participate in the educational program. In addition, each of the program
participants will identify two adults in their existing social networks with whom they
will share information about cancer prevention. A randomized experimental control
study with pretest, posttest, and follow-up has been designed to assess the impact of the
educational interventions. Half of the consejeras will be trained and will conduct
educational sessions in the Por La Vida nutrition cancer control curriculum. The other
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half of the consejeras will be trained in the Por La Vi ia breast and cervical cancer early
detection curriculum. We will examine the extent to which the interventions are
implemented as planned. Furthermore we will investigate () the impact of the
intervention on knowledge of nutrition cancer prevention and breast cancer screening
on program participants, and (2) the impact of the diffusion of cancer prevention
information mediated through program participants to friends and family. Outcome
measures will be collected through telephone interviews and review of medical records.
In addition, face-to-face interviews will be conducted to collect three-day food records
from 15% of the program participants.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: POSITION EMISSION TOMOGRAPHY IN CERVICAL CANCER

Principal Investigator & Institution: Miller, Tom R.; Professor; Radiology; Washington
University Lindell and Skinker Blvd St. Louis, Mo 63130

Timing: Fiscal Year 2001; Project Start 03-APR-2001; Project End 31-MAR-2005

Summary: (Verbatim from the Applicant's Abstract): The overall goal of this project is
improved radiotherapy treatment of patients with cervical cancer with use of positron
emission tomography (PET). PET with F-18 fluorodeoxyglucose (FDG) will be used to
provide three-dimensional definition of the primary tumor volume and regional spread
of disease to more accurately administer brachytherapy. PET-based prognostic
indicators will be developed. The first step will be verification of the ability of PET to
accurately define tumor volume and to differentiate recurrent tumor from radiation-
induced inflammation. Tumor size and extent of disease will be correlated with the
results of magnetic resonance imaging in patients receiving radiotherapy with
evaluation of FDG uptake before, during and after radiotherapy. Techniques will be
developed to accurately determine the position of the brachytherapy applicator in
relation to the tumor volume. FDG-PET images showing the primary tumor and
regional spread of disease will-be spatially registered with the position of the
brachytherapy applicator after placement of the applicator in the patient, thus
permitting modification of the source loading in the future to optimize the dose to the
tumor while minimizing radiation of the adjacent normal structures. The dose to the
tumor and normal structures will be evaluated and follow-up will be performed to
assess the rate of recurrence and complications in relation to the calculated doses the
patients actually received. The potential impact of PET-guided alterations in source
loading and treatment duration will be evaluated. To determine the prognostic value of
PET, the volume of the primary tumor and the tracer uptake and heterogeneity of
uptake within the tumor, obtained from FDG-PET images, will be correlated with the
rate of tumor recurrence to determine PET markers that will identify patients at high
risk for early recurrence who may need more aggressive initial treatment.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: PREDICTING ADHERENCE TO FOLLOW UP OF ABNORMAL PAP
SMEARS

Principal Investigator & Institution: Radecki Breitkopf, Carmen; Assistant Professor;
Obstetrics and Gynecology; University of Texas Medical Br Galveston 301 University
Blvd Galveston, Tx 77555

Timing: Fiscal Year 2001; Project Start 01-APR-2001; Project End 31-MAR-2003

Summary: ABSTRACT=Regular screening for cervical cancer via the Papanicolaou
(Pap) smear and appropriate treatment when indicated can prevent over 90% of cervical
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cancer mortality. However, many women do not obtain regular Pap smears, and among
those who do, a large percentage fail to return for follow-up when notified of
abnormality. Consequently, cervical cancer remains one of the most common
malignancies in the US today accounts for over 4,000 deaths per year. Among African-
American and Hispanic women rate of morbidity and mortality due to cervical cancer
are 2 to 7 times that observed among Caucasian women. To decrease mortality due to
this disease, clinicians must be able to identify women who are at risk of nonadherence
and influence patient behavior. Few data are available to direct clinicians on how to
assess patient reliability and little understood about factors that determine women's
motivation to adhere to follow-up. The proposed research designed to identify
psychological and behavioral determinants of women's motivation to adhere to follow-
up recommendations for an abnormal Pap smear. We apply the unified theory of
behavior to identify cognitive, normative, affective, environmental and social
mechanisms underlying adherence to follow-up. Furthermore, this research is designed
to understand sociocultural-based differences in motivation through the use of
qualitative and quantitative methods of assessment. We propose to study 585 African-
American, Hispanic and white women between 25-50 yeas of age over the course of
three phases of research. Using interview survey methodology, the proposed research
will yield a rich corpus of qualitative information about the social psychological
dynamics of Pap smear follow-up. Phase one is an elicitation study in which we
empirically derive the nature and structure of the theory constructs. In phase two, we
will develop psychometrically-sound survey instruments for use in a prospective
examination of adherence to follow-up. In phase three, we will conduct a prospective
pilot investigation of adherence to follow-up to collect preliminary data for a large-scale
study in which we use the methodology and measures developed during phases one
and two. This research will improve clinical outcomes by identifying women at risk of
nonadherence so that clinicians can plan management of the abnormal Pap smear
accordingly. Additionally, it will assist in the design of tailored interventions to improve
adherence. By informing both clinicians and researchers who are involved with cervical
cancer prevention, this research will ultimately reduce the morbidity and mortality due
to this disease.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: PROSPECTIVE STUDY ON VIRAL LOAD OF CERVICAL CANCER

Principal Investigator & Institution: Adami, Hans-Olov H.; Karolinska Institute
Tomtebodavagen 11F Stockholm,

Timing: Fiscal Year 2002; Project Start 30-SEP-2002; Project End 31-AUG-2006

Summary: (provided by applicant): Our long-term objective is to bring about prevention
of cervix cancer through improved biologic understanding and more cost-effective
screening strategies. Although human papilloma virus (HPV) infection is an established
cause of cervical cancer, it is incompletely known if viral load of HPV influences
progression from cancer in situ (CIS) to invasive cancer and/or interacts with genetic
factors. Since clinical intervention precludes direct observation of this progression.
unconventional approaches are needed. Our main specific aims are to; 1) quantify the
absolute and relative risks for CIS and invasive cancer as a function of time since
detected HPV and HPV 16 high viral load, 2) assess whether persistent HPV 16 high
viral load is a determinant for development of CIS and invasive cancer, 3) assess
whether the specific HLA DQ6/DR15 haplotype is associated with risks for CIS and
invasive cancer, and if the association is mediated via a higher viral load and/or
persistence of HP V. and 4) assess whether Chlamydia infection is associated with risks
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for CIS and invasive cancer. Building on experience from an earlier study of CIS (funded
by NCI). we will take advantage of unique prerequisites in Sweden created by extensive
population-based PAP smear screening documented in computerised registers.
ascertainment of all incident cases of CIS and invasive cancer. and access to archival
smears and tissue specimens. Using a nested design in this large study base with up to
25 years of complete follow-up, we will identify 600 women with invasive cancer, 600
women with CIS and 600 individually matched control women to each case-group.
Using validated and sensitive PCR assays, the presence of viral DNA - and for HPV 16,
also the viral load -will be analyzed in all available smears from each participant (on
average four per individual, giving a total of about 9600 smears). HLA and C
trachomatis will be analyzed in the first smear from all included women. Relative risks
and interactions will be estimated by conditional logistic regression and absolute risk
functions by non-parametric methods.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: REDUCING CERVICAL CANCER IN APPALACHIA

Principal Investigator & Institution: Paskett, Electra D.; Marion N. Rowley Professor of
Cancer Res; Comprehensive Cancer Center; Ohio State University 1800 Cannon Dr, Rm
1210 Columbus, Oh 43210

Timing: Fiscal Year 2003; Project Start 30-SEP-2003; Project End 31-AUG-2008

Summary: (provided by applicant): The overall goal of the proposed project is to
increase early detection of cervical cancer by increasing the proportion of Appalachian
women, age 18 and older, who receive Pap smears at appropriate intervals, and return
for follow-up care when necessary. The proposed project will be implemented in
Appalachian Ohio, a mainly rural and underserved area with a population comprised of
1.5 million adults, aged 18 and older and will utilize a CBPR approach and community
relationships already established in the area by Center investigators. Cervical cancer
prevention is a concern for this community, thus a CAB and a consortium of local
community agencies are partnering with the Center in this effort. The first phase of the
project will involve surveying 1,600 randomly selected women aged 18 and older who
are patients of 16 primary care practices in Appalachian Ohio. The investigators will
survey these women to identify social, environmental and behavioral barriers to
obtaining risk-appropriate Pap smears within guidelines. Approximately half of these
women will be in need of a Pap smear and will be entered into Phase 2 of the project. In
this phase, an individualized health education program will be compared to a brochure
and letter in a quasi-experimental trial design among 614 women. The education
program will use two innovative strategies to address barriers to cervical cancer
screening in these women: 1) educational sessions will be at the individual level in the
woman's home; and 2) lay health educators supervised by local agricultural extension
agents will deliver the education program. Specific Aims of the proposed project are to:
1) identify social-, environmental- and individual-level barriers to obtaining Pap smears;
2) develop and evaluate a health education program to improve knowledge, to address
the identified barriers to behavior change, and to motivate women in the target
populations to obtain Pap smears and understand the risky behaviors associated with
developing cervical cancer (interaction with Projects 2 and 3); and 3) evaluate, through
use of a quasi-experimental trial design the impact of the health education program
compared to a brochure and physician letter on the proportion of women obtaining Pap
smears. Approximately 30% of the 1,600 women will be current smokers and will be
eligible to participate in Project 2, thus allowing the investigators to explore the
differential effect of the health education intervention to enhance smoking cessation
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(interaction with Project 2, aim 4). Secondary aims will relate to assuring adequate
follow-up among women with abnormal test results (interaction with Project 3). If this
program is successful in improving cervical cancer screening practices among this
population of women, lay health educators from a variety of community organizations
can be trained and supervised by community organizations to deliver similar programs
to underserved women in other areas where health disparities exist.

Website: http:/ / crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen

e Project Titlee ROLLING CIRCLE AMPLIFICATION ANALYSIS OF CERVICAL
CELLS

Principal Investigator & Institution: Piccoli, Steven P.; Molecular Staging, Inc. 300
George St, 7Th F1 New Haven, Ct 06511

Timing: Fiscal Year 2001; Project Start 10-SEP-2001; Project End 31-AUG-2002

Summary: A subset of human papillomavirus (HPV) types have been implicated in
cervical cancer. The determination of the presence of the HPV types associated with
cervical cancer may serve as adjunct to Pap smear screening of cervical samples. This
analysis could reduce the incidence of invasive cervical cancer, while decreasing the
human and economic costs associated with Pap smear screening and reflex histological
analysis. HPV analysis could distinguish between transient infections that resolve
without the development of high-grade cervical lesions, and the presence of rare cells
that have been biologically altered by HPV, and are progressing from a localized
intraepithelial lesion to invasive cancer. This project will develop a method using
Rolling Circle Amplification to analyze individual cells within a cervical sample and
establish the presence of HPV DNA and RNA sequences, and in Phase II, establish the
relationship of other markers to the early stages of HPV-related cervical cancer. The
majors goals of this project are to develop a means to detect rare HPV-transformed cells
that are missed by conventional cytology and validate RCA protocols for molecular
analyses of cells with respect to features of HPV gene expression that present a risk of
neoplastic progression rather than a transient infection. PROPOSED COMMERCIAL
APPLICATIONS: The successful completion of this project will provide two types of
products. The first could serve as an adjunct Pap smears by providing an indication
when a "second look" might reveal rare aberrant cervical cells missed by cytology. The
ultimate product would enhance or replace the annual Pap smear by providing
molecular information, predicting early cervical cancer lesions, that is not visible to a
trained cytotechnologist or pathologist.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

*  Project Title: SELECTION OF CHEMICAL INHIBITORS OF ONCOPROTEINS

Principal Investigator & Institution: Bocchetta, Maurizio; Ob, Gyn, and Reproductive
Med; Loyola University Medical Center Lewis Towers, 13Th F1 Chicago, 11 60611

Timing: Fiscal Year 2001; Project Start 25-MAY-2001; Project End 31-MAR-2003

Summary: (provided by applicant) Human Papilloma Viruses (HPVs) have been
conclusively proven as causative agents of ano-genital tumors, and some tumors of the
head and neck. A growing body of evidence relates Simian Virus 40 (SV40) with tumors
of the mesothelium, brain, and bone. Both HPV and SV40 deregulate the p53 and pRb
tumor suppressors pathways through binding of virus-encoded oncoproteins to the
cellular p53 and pRb. Antisense technology targeting the HPV and SV40 oncoproteins
leads to growth inhibition and apoptosis in cell lines derived from HPV-positive cervical
cancers, and from SV40-positive malignant mesotheliomas, respectively. This evidence
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suggest that the HPV and SV40 oncoproteins represent valuable targets for the
treatment of specific types of human cancer. Accordingly, both immuno-therapy and
gene-therapy approaches to target HPV E6 and E7 are subjects of pre-clinical or clinical
trials for the treatment of cervical cancer, and similar strategies have been proposed for
the treatment of SV40-positive mesotheliomas. So far, immuno-therapy approaches have
failed to provide a sufficient response in vivo, and genetic approaches are hampered by
the lack of an efficient delivery system. We propose an alternative approach: the
screening of chemical libraries to identify molecules capable of interfering with the
binding of SV 40 and HPV oncoproteins to cellular p53 and pRb in vitro. These
strategies require the analysis of a large panel of chemicals, a task feasible only if high-
throughput assays to study the interactions of the viral oncoproteins with their cellular
targets are available. These assays would require relatively high amounts of viral
oncoproteins and tumor suppressors with proper post-translational modifications to
ensure biological activity. Such requirement can be fulfilled if the protein substrates are
expressed in human cells. However, human cell systems for protein over-expression are
presently unavailable. We discovered that SV40-transformed human mesothelial cells
(HM) can be used to obtain mg amounts of the SV40 large tumor antigen (Tag) in
complex with cellular p53 and pRb. We propose to take advantage of this cell system to
identify chemical inhibitors of the SV40 Tag-cellular tumor suppressors interactions.
Moreover SV40-transformed mesothelial clones can be used as a basis to propagate
"high copy number", episomal expression vectors in actively replicating human
mesothelial cells. Such vectors may allow over-expression of proteins requiring post-
translational modifications for proper biological activity in human cells. We propose to
use this experimental system to overproduce and purify carrier-conjugable HPV16 E6
and E7. Recombinant E6 and E7 will be subsequently used to develop ELISA-based in
vitro assays to study the HPV16 E6 and E7 binding to p53 and pRb, respectively. Finally,
we propose to employ the latter assays for the screening of chemical libraries in order to
find inhibitors of the HPV E6 and E7. The identification of putative inhibitors of the SV
40 and HPV oncoproteins may lead to the development of novel anticancer drugs.
Furthermore, the experiments proposed may contribute novel technology for the over-
expression and purification of potentially any protein in actively replicating human
mesothelial cells.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: SEXUAL FUNCTIONING AND QOL IN WOMEN WITH CERVICAL
CANCER

Principal Investigator & Institution: Bodurka, Diane C.; Gynecologic Oncology;
University of Texas Md Anderson Can Ctr Cancer Center Houston, Tx 77030

Timing: Fiscal Year 2002; Project Start 16-SEP-2002; Project End 31-AUG-2004

Summary: (provided by applicant): Sex and sexuality are issues central to women's
health. Despite the important nature of this topic, sexual concerns have often been
overlooked by health care providers during the treatment and post-treatment
surveillance of women with gynecologic cancer. Although it has been demonstrated at
least since the early 1980s that sexual dysfunction is perhaps the most significant
morbidity of treatment for cervical cancer, little progress has been made in specifying
the impact of surgery vs. radiotherapy, or in studying the broader impact of sexual
dysfunction on the quality of life (QOL) of cervical cancer survivors. Virtually all
studies have excluded non-English speaking patients. This study will evaluate the
sexual outcomes of therapy for cervical cancer and the relationship of these issues to
QOL. We will prospectively study 144 women receiving treatment and follow-up
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surveillance for cervical cancer. The aims of the study are: 1.) To assess the entire range
of sexual functioning (desire, arousal, orgasmic capacity, dyspareunia, and sexual
satisfaction) over the course of treatment and early follow-up in patients with local and
locally advanced cervical cancer; 2.) To assess general cancer-related QOL over the
course of treatment and early follow-up in patients with local and locally advanced
cervical cancer; 3.) To characterize the relationship between sexual dysfunction and
overall cancer-related QOL over time; and 4.) To identify factors that may predict better
sexual function outcomes in patients treated for cervical cancer. At baseline, and at 1, 2,
and 4 months post-treatment, women will fill out standardized questionnaires
measuring sexual function and satisfaction, relationship happiness, health-related QOL,
and cancer-related QOL. At each assessment, a clinician will use a vaginal probe to
assess length and caliber of the vaginal canal. Through completion of questionnaires and
measurement of vaginal length and compliance, we plan to develop culturally sensitive,
short-term interventions to improve sexual functioning and QOL of cervix cancer
survivors. Our long-term goal is to evaluate the effectiveness of such interventions in
randomized trials. Ultimately, we hope to integrate our findings into daily clinical
practice.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: SMOKING CESSATION FOR WOMEN AT RISK FOR CERVICAL
CANCER

Principal Investigator & Institution: Miller, Suzanne M.; Professor of Psychology &
Medicine; Fox Chase Cancer Center Philadelphia, Pa 19111

Timing: Fiscal Year 2001; Project Start 01-APR-1999; Project End 31-JAN-2003
Summary: This abstract is not available.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: SMOKING CESSATION FOR WOMEN AT RISK OF CERVICAL
CANCER

Principal Investigator & Institution: Whiteley, Jessica A.; Miriam Hospital Providence,
Ri 02906

Timing: Fiscal Year 2003; Project Start 01-SEP-2003; Project End 31-AUG-2005

Summary: (provided by applicant): Cigarette smoking has been found to be associated
with a two-fold increased risk of developing cervical neoplasia or squamous cell cancer.
The constituents of smoke, in concert with human papillomavirus (HPV), may promote
the development or progression of cervical neoplasia. Thus, women who are positive for
HPV and who smoke are at increased risk for developing cervical cancer. Counseling
regarding smoking cessation may be of particular benefit for women undergoing
screening at a colposcopy clinic for the evaluation of an abnormal Papanicolaou (Pap)
smear. This is considered to be a "teachable moment" for smoking cessation, in that the
perceived risk of progression to cervical cancer is heightened. Smoking cessation can
reduce this risk as well as other health risks. Additionally, women at the colposcopy
clinic represent underserved female smokers in that they are young, of low
socioeconomic status, and are more likely to be ethnic or racial minorities. In Phase I,
three focus groups of 8 -10 women each will be conducted to adapt an efficacious group-
based cognitive-behavioral smoking cessation intervention that is tailored to the needs
of women. The adaptations will include modifying the intervention from a group to
phone-based delivery format and addressing the unique smoking cessation barriers of
the women at our study site colposcopy clinic. In Phase 1I, the refined materials will be
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used in a randomized pilot study. Thirty women will be randomized either to an AHRQ
+ Enhanced Smoking Cessation group (n = 15) or to an AHRQ + Contact Control group
(n = 15). Both groups will receive the AHRQ guidelines for smoking cessation (self help
materials, brief counseling, recommendation for nicotine replacement therapy) plus
phone delivery of either the adapted smoking cessation intervention (AHRQ +
Enhanced Cessation) or a health education intervention (AHRQ + Contact Control). Our
primary hypothesis is that the women randomized to the AHRQ + Enhanced Cessation
group will have higher quit rates then women in the AHRQ + Contact Control group.
Thus, we seek to: 1) conduct the formative work to adapt the cessation materials from a
group to phone-based format and to address the needs of this population, 2) pilot the
recruitment strategy, and 3) conduct a small randomized pilot trial to determine the
preliminary efficacy of the materials for smoking cessation. This study, therefore, will
serve as a pilot for a larger clinical trial.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: SPORE IN CERVICAL CANCER

Principal Investigator & Institution: Wu, Tzyy-Choou C.; Professor; Pathology; Johns
Hopkins University 3400 N Charles St Baltimore, Md 21218

Timing: Fiscal Year 2003; Project Start 30-SEP-2003; Project End 31-AUG-2008

Summary: (provided by applicant): This application for a Specialized Program of
Research Excellence (SPORE) in Cervical Cancer at The Johns Hopkins University
School of Medicine brings together a highly interactive, multidisciplinary, and
interinstitutional program of translational research in cervical cancer. The SPORE
includes six integrated projects spanning the fields of screening, diagnosis, prevention
and treatment. Project 1: Markers of progression to cervical cancer in rural India (Keerti
Shah, M.D., DR.PH. and Kathleen Cho, M.D). Project 2, Identification of molecular
markers for cervical cancer progression (Kathleen Cho, M.D. and Carolyn Johnston,
M.D.). Project 3, Development of a pan-oncogenic HPV preventive vaccine (Richard
Roden, Ph.D. and Raphael Viscidi, M.D). Project 4, Human immunological responses to
chimeric L1/L2-E2- E7 VLP (Clayton Harro, M.D., Sc.M., Drew Pardoll, M.D., Ph.D., and
Richard Roden, Ph.D.). Project 5, Vaccination with SiglE7(detox)/HSP70 DNA to treat
patients with HPV-associated high grade squamous intraepithelial lesions with or
without HIV (Drew Pardoll, M.D., Ph.D., Cornelia Trimble, M.D., and T.-C. Wu, M.D,,
Ph.D.). Project 6, Combination of antigen-specific cancer immunotherapy and anti-
angiogenesis to treat patients with advanced cervical cancer (T.-C. Wu, M.D., Ph.D. and
Debbie Armstrong, M.D.) These six research projects are supported by three cores. Core
1, Tissue/Pathology (Robert J. Kurman, M. D. and Fredrick Montz, M.D.). Core 2,
Biostatistics and Bioinformatics (Mei-Cheng Wang, Ph.D.) The SPORE also includes a
major Developmental Research Program (Drew Pardoll, M.D., Ph.D. and T.-C. Wu) for
rapid funding of novel ideas and a Career Development Program (T.-C. Wu, M.D., Ph.D.
and Fredrick Montz, M.D.) to facilitate career development of individuals with an
interest in translational cervical cancer research.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: STATISTICAL ANALYSIS OF CANCER INCIDENCE

Principal Investigator & Institution: Fu, Wenjiang J.; Assistant Professor; Epidemiology;
Michigan State University 301 Administration Bldg East Lansing, Mi 48824

Timing: Fiscal Year 2001; Project Start 01-SEP-1999; Project End 31-AUG-2003
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Summary: The scope of the proposed study is to develop and test new statistical
procedures for age-period-cohort (APC) analysis of cancer incidence and mortality rates.
Guided by an expanding literature on statistical methods and experience in statistical
modeling and analyses for APC studies, this research plan addresses the development
of models that aim to resolve the identifiability problem. A new statistical methodology
is developed through eigen-analysis, principal component analysis, shrinkage models
and reduce models with bias correction methods. These models address the problem of
estimation and bias in log-linear regression models with exact collinearity between the
effects of age, period and cohort in APC analysis. A unique estimator is identified,
which generates accurate trend estimation with minimal bias or no bias. These new
statistical models provide estimates of the age, period and cohort effects of cancer
incidence and mortality, which exploit fully cancer summary rate data arising from the
Surveillance, Epidemiology, and End Results (SEER) and other cancer registries. These
APC models also permit estimation of future cancer rates. The methodology allows for
trend estimation, construction of confidence intervals, bias correction and forecasting.
The performance of the proposed methods will be evaluated with simulated and real
cancer incidence and mortality rate data. The methodology will be applied to several
studies on cancer incidence and mortality rates, including one study on mortality rate of
cervical cancer in Ontario, six studies on incidence rates of breast cancer, prostate
cancer, male and female colon cancer, male and female lung cancer in Connecticut. The
methodology will also be applied to studies on national mortality rates of various types
of cancer in different ethnic groups, such as White, Black, Asian/Pacific islanders and
Hispanics, to investigate the differences between these groups as outlined in the Healthy
People 2000. The ultimate goal of the investigation is to assess trend estimation and
forecasting in APC analyses. The methods proposed in this investigation have
immediate application to these studies, and offer an array of promising techniques for
use in APC analysis of cancer incidence and mortality.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: STRESS/IMMUNE RESPONSE EFFECTS ON HPV-LINKED ORAL
CANCER

Principal Investigator & Institution: Sherman, Eric ]J.; Fox Chase Cancer Center
Philadelphia, Pa 19111

Timing: Fiscal Year 2003; Project Start 01-AUG-2003; Project End 31-MAY-2005

Summary: (provided by applicant): Although the role of certain types of human
papillomavirus (HPV) in the etiology of cervical cancer is well-established, the
involvement of HPV infection in squamous cell carcinoma of extragenital sites, such as
the head and neck, is presently under extensive investigation. Prior research indicates
that immunosuppression may contribute to the severity and progression of HPV-related
lesions. Accumulating data also indicate that psychosocial (e.g., stress) and behavioral
(e.g., smoking, alcohol use) factors are associated with immunosuppression and may
adversely affect the immune system's ability to control and resolve HPV infection. Thus,
the objective of the proposed project is to evaluate cellular immune response and
potential moderators of host immunity among two groups: 1) 50 patients with
premalignant lesions of the head and neck; and 2) 50 patients referred for definitive
management of head and neck squamous cell carcinoma (HNSCC) who have not yet
started treatment. Specific aims of the proposed project are: 1) to assess the prevalence of
HPV in premalignant lesions of the head and neck in comparsion to the prevalence of
HPV in head and neck tumors; 2) to evaluate specific cellular immunity to HPV in this
population using an innovative assay that has demonstrated clinical relevance to disease
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progression in other cancer contexts (e.g., cervical); and, 3) to examine potential
moderators of cellular immune response, such as behavioral (e.g., tobacco and alcohol
use) and psychological (e.g., stress) risk factors. The proposed project will utilize a
longitudinal, prospective design. Participants will complete a brief psychosocial and
behavioral assessment and provide a blood sample for immunologic assays. A sample of
cells will be obtained from the lesion or tumor site using a small cytobrush for HPV
typing. Self-reported data to be collected include demographic variables, behavioral risk
factors (e.g., tobacco and alcohol use), and psychosocial measures (e.g., distress,
depression). Immune status will be assessed using functional (e.g.,T-cell proliferative
response to HPV16, a specific marker of immunocompetence shown to be associated
with viral clearance and disease regression) and quantitative (e.g., enumeration of
lymphocyte subsets) assays. Follow-up assessments of HPV status, immunologic
measures, and psychosocial and behavioral risk factors will be obtained 1-year post-
baseline in order to examine potential associations with clinical outcomes.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Titlee STRUCTURE/FUNCTION OF HUMAN PAPILLOMAVIRUS
ONCOPROTEINS

Principal Investigator & Institution: Marmorstein, Ronen; Professor; Wistar Institute
Philadelphia, Pa 191044268

Timing: Fiscal Year 2002; Project Start 01-APR-2002; Project End 31-MAR-2007

Summary: (provided by applicant): Viruses are often potent oncogenes and are causally
linked to approximately 20 percent of human malignancies. Human papillomavirus
(HPV), in particular, is considered to be the etiological agent of human cervical cancer.
HPYV infections are also implicated in other malignancies including cancer of the vulva,
vagina, penis, anus, skin, esophagus, and oropharyngeal region. Transformation by
HPV is mediated by two relatively small viral oncoproteins, E6 and E7 that mediate
their activities through their interaction with host proteins, which are normally involved
in controlling cell growth and division. HPV-E6 abrogates the function of the p53 tumor
suppressor gene by cooperating with E6AP to target p53 for ubiquitin-mediated
degradation, and also inhibits the transactivation properties of the global transcriptional
coactivators, CBP and p300. E7 binds to the Retinoblastoma (pRb) tumor suppressor and
liberates E2F transcription factors causing premature activation of genes involved in
DNA synthesis during the G1 to S cell cycle transition. E7 also interacts with the AP1
family of transcription factors for transactivation of AP1-mediated transcription, with
Mi2 and histone deacetylases to perturb pRb-mediated transcriptional repression, and
with the p21(WAF1/CIP1) family of cyclin-dependent kinase inhibitors to perturb cell
cycle regulation. The functional homologue of HPV-E7, Adenovirus E1A (Ad-EIA), also
inhibits the activity of pRb as well as other transcriptional cofactors such as the P/CAF
and CBP/p300 histone acetyltransferases. In order to obtain mechanistic insights into
the mode of cell transformation by HPV we propose to determine the X-ray crystal
structures of HPV-E6 and E7 bound to relevant cellular protein targets and to
biochemically characterize their respective protein-protein interactions. Specifically, we
will (1) Determine the X-ray crystal structure of HPV-E7 alone and in complex with pRb,
(2) Determine the X-ray crystal structure of Ad-E1A in complex with pRb, (3) Determine
the structure of a pRb/E2F complex, characterize the binding properties of pRb to E2F
in the presence or absence of HPV-E7 or Ad5-Ela, and use mutational analysis to probe
the interactions of pRb with E2F, HPV-E7 and Ad-E1A, and (4) Determine the X-ray
crystal structure of HPV-E6 alone and in complex with p53 and characterize the binding
properties of the complex using mutational analysis. These studies will provide detailed
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mechanistic insights into the mode by which HPV-E6 and -E7 disrupt normal cellular
processes for cell transformation and will lead to the structure-based design of small
molecule E6- and E7- inhibitors to combat HPV-mediated cancers such as cervical
cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Title: T CELL SIGNAL TRANSDUCTION TO MONITOR HPV VACCINES

Principal Investigator & Institution: Ochoa, Augusto C.; Associate Professor; Pediatrics;
Louisiana State Univ Hsc New Orleans New Orleans, La 70112

Timing: Fiscal Year 2001; Project Start 01-APR-2000; Project End 30-SEP-2002

Summary: (Applicant's Abstract) Cancer vaccines and new combinations of
chemotherapy and immunotherapy are actively being tested in numerous clinical trials
based on the exciting results of the pre-clinical animal studies. However, previous
results of immunotherapy trials and the recent findings on the immune response in
cancer, suggest that these trials will encounter a major barrier, namely the immune
dysfunction present in cancer patients. This immune dysfunction is manifested in vivo
by the loss of a delayed type hypersensitivity (DTH), and in vitro by a decreased
cytotoxicity, a diminished production of cytokines and the inability to respond to
antigenic stimuli. The basis of these changes is unclear, although alterations in T cell
function and signal transduction as well as changes in dendritic cell maturation have
been demonstrated recently. It is however logical to think that a successful
immunotherapy must correct these immunological alterations. The alterations in T cell
function appear to be related to changes in the expression of T cell signal transduction
molecules. These include a decreased expression of T cell receptor chain (TCR), a
diminished level of p56lck and Jak-3 kinases and an inability to translocate NFkB p65 to
the nucleus. These changes are not only seen in cancer patients, but also in patients with
other diseases characterized by immune dysfunction such as leprosy. Preliminary
results from clinical trials suggest that patients responding to the treatment, or
developing an immune response to tumor antigens, recover the normal expression of T
cell signal transduction molecules. In contrast patients with progressive tumor growth
show persistent alterations in signal transduction proteins. Therefore this application
proposes to 1) determine the signal transduction alterations present in T cells of patients
with cervical cancer prior to and after vaccination with human papilloma virus (HPV)
peptide vaccine 2) test whether these alterations are paralleled by changes in in vivo and
in vitro T cell functions, and 3) determine whether the re-expression of T cell signal
transduction proteins correlates with a successful vaccination or the induction of a
clinical anti-tumor response.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

e Project Titlee TECHNOLOGY FOR DNA DAMAGE MARKERS IN CERVICAL
CANCER

Principal Investigator & Institution: Matson, Wayne R.; Esa, Inc. 22 Alpha Rd
Chelmsford, Ma 01824

Timing: Fiscal Year 2001; Project Start 12-APR-2001; Project End 31-MAR-2002

Summary: Prototype carbon column switching (CCS) systems (1) have been applied to
measuring free levels of DNA adducts in PAP smear and cervico vaginal lavage sample
indicating a possible correlation with various risk factors and cancer. Preliminary work
has defined some of the possible role of utility of such measurements in early diagnosis
or therapy monitoring. The proposed work is directed at refining, extending and
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integrating the technology for the identification and routine measurement of relevant
markers. The proposed approach is an iterative study between
technology/methodology enchancements and marker significance identification from a
cohort of ca. 400 cases spanning a wide range of sampling modalities, risk factors and
diagnoses. PROPOSED COMMERCIAL APPLICATION: The proposed work is directed
at developing research and clinical instrumentation for relating DNA damage to cercical
cancer risk. The commercial markets are in biomedical research, therapy monitoring,
and clinical screening.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

Project Title: THE EFFECT OF SMOKING CESSATION ON PLASMA
MICRONUTRIENTS

Principal Investigator & Institution: Shikany, James M.; Medicine; University of
Alabama at Birmingham Uab Station Birmingham, Al 35294

Timing: Fiscal Year 2001; Project Start 22-SEP-1999; Project End 31-AUG-2003

Summary: High dietary intakes and blood concentrations of the micronutrients vitamin
C, 13-carotene, folate, and vitamin B have been associated with a decreased risk of
cardiovascular disease and/or cancer in epidemiologic studies. Identifying modifiable
risk factors which influence plasma concentrations of these micronutrients could
provide a means of decreasing disease risk. Cigarette smoking has been shown in
numerous cross-sectional studies to be associated with lower plasma concentrations and
dietary intake of these micronutrients, potentially placing smokers at increased risk for
disease. However, very few studies have examined the effect of smoking cessation on
intake or plasma concentrations of these micronutrients. In the proposed study, subjects
in a recently-funded study of smoking cessation and cervical dysplasia progression will
be utilized to study the effects of smoking cessation on these plasma micronutrients in a
cost-effective manner. Subjects in the Smoking Cessation to Reduce Cervical Cancer
Risk (WISH) study will be randomized to either usual care or an intensive theory-based
smoking cessation intervention and followed for 18 months to assess the effect of
smoking cessation on the progression of existing cervical dysplasia. In the proposed
study, concentrations of vitamin C, beta-carotene, folate, and alpha-tocopherols will be
measured in all 220 randomized WISH subjects at baseline, prior to the intervention,
and at the first 6-month follow-up visit, following completion of the intensive portion of
the smoking cessation intervention. Dietary assessment will also be conducted at the
same two visits, using a food frequency questionnaire. Multiple linear regressions will
be used to determine the effect of smoking cessation on plasma concentrations of these
micronutrients, controlling for dietary intake and other factors. Regression analysis will
also be used to determine the effect of smoking cessation on the dietary intake of these
micronutrients. If smoking cessation is associated with increased plasma micronutrients
as hypothesized, this would provide further justification for encouraging smokers to
quit.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: THERAPEUTIC VACCINES FOR HPV DISEASES

Principal Investigator & Institution: Trimble, Cornelia L.; Assistant Professor;
Gynecology and Obstetrics; Johns Hopkins University 3400 N Charles St Baltimore, Md
21218

Timing: Fiscal Year 2001; Project Start 14-FEB-2001; Project End 31-JAN-2006
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Summary: (Applicant's Description) The overall goal of this project is to evaluate new,
therapeutic, antigen-specific vaccine strategies targeted at the E7 antigen of human
papillomavirus (HPV) type 16, the most prevalent HPV type found in both cervical
cancer and its immediate precursor lesions, squamous intraepithelial lesions (SILs).
Molecular, biochemical, and cellular studies have unequivocally demonstrated that two
HPV gene products, E6 and E7, are consistently expressed in SILs and cervical cancers,
and furthermore, lead to malignant transformation of epithelial cells. E6 binds,
inactivates, and promotes the degradation of p53 while E7 binds and inactivates pRb.
Because HPV 16 is the most commonly found HPV type in cervical cancer and its
precursor lesions, and because E7 is consistently expressed in transformed epithelial
cells, we have focused our efforts inducing an immune response directed at this
particular antigen. The correlation between classic measures of immune response and
clinical regression of disease is not well characterized. As such, the identification of
clinically relevant immunologic assays to monitor vaccine trials is one of the most
important scientific endeavors in modern cancer vaccine development. This project will
provide not only new insight into this correlation, but also serve as a potential model for
the development of other therapeutic cancer vaccines. Our hypotheses are: 1)
vaccination will enhance cell-mediated immunity against epithelial cells expressing E7,
and 2) this response will be reflected by quantitative changes in lesion size,
histopathology, viral activity, and in local tissue and peripheral measures of immune
response. Our specific aims are: 1) to evaluate the safety and toxicity of
endosomal/lysosomal targeted E7 vaccines in pilot translational trials in women with
HPV16+ high grade, preinvasive cervical lesions, 2) to evaluate pathologic, virologic,
and clinical measures to determine efficacy of these vaccines against HPV16+ high grade
cervical lesions. To this end, we will correlate colposcopic characteristics of HPV lesions,
histopathologic findings, and viral load, with serologic assays of HPV16 E7-specific
humoral and cellular immune response. This proposal coordinates extensive resources
available at the Johns Hopkins Medical Institutions. These facilities will be used to
develop Dr. Trimble's ability to design and execute clinical trials evaluating
preneoplastic HPV-associated lesions of the female lower genital tract.

Website: http:/ / crisp.cit.nih.gov/ crisp/ Crisp_Query.Generate_Screen

¢ Project Title: VIRUS-HOST INTERACTIONS IN CANCER

Principal Investigator & Institution: Kieff, Elliott D.; Professor; Microbiol & Molecular
Genetics; Harvard University (Medical School) Medical School Campus Boston, Ma
02115

Timing: Fiscal Year 2001; Project Start 01-JUL-1986; Project End 31-MAY-2004

Summary: Viruses are significant cause of cancer in normal humans and are an even
more common cause of cancer in immune deficient humans such as organ transplant
recipients or HIV infected people. Furthermore, analyses of the way viruses alter cell
growth has frequently led to the delineation of novel pathways of cell growth control
and oncogenicity. This Program enables the training of 2 to 3 pre- and 5 post-doctoral
trainees each year in the laboratories of the 20 faculty members working in Viral
Oncology at Harvard University. The research objectives of these laboratories include
(1) mechanisms by which RNA tumor viruses get into cells (2) mechanisms by which
small DNA tumor viruses including human papillomaviruses alter cell growth and
cause cervical cancer (4) mechanisms by which viruses alter cell signal transduction,
transcription, cell cycle regulation, and cell survival and the role of these processes in
normal and tumor cell growth. Trainees are recruited by the Virology and Biological and
Biomedical Science Programs and enter the program because of their interest in viral
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oncology. Pre-doctoral students pursue 3 semesters of course work in molecular
biology, genetics, cell biology, virology, and immunology while engaged in laboratory
research training in viral oncology. Thereafter, they are fully engaged in mentored thesis
research. Post-doctoral fellows engage full time in mentored research training research
training. Pre- and post-doctoral students also participate in seminars, journal clubs, and
research conferences including viral oncology and oncology research conferences.
Trainees are jointly mentored by their principal research trainer and by other program
faculty. On completion of their thesis research pre-doctoral students will be prepared for
post-doctoral training and post-doctoral students will be prepared for independent
research in viral oncology and related disciplines.

Website: http:/ / crisp.cit.nih.gov/crisp/Crisp_Query.Generate_Screen

Project Title: VSV-BASED THERAPEUTIC PAPILLOMA VACCINE

Principal Investigator & Institution: Brandsma, Janet L.; Associate Professor;
Comparative Medicine; Yale University 47 College Street, Suite 203 New Haven, Ct
065208047

Timing: Fiscal Year 2003; Project Start 17-JUN-2003; Project End 31-MAY-2008

Summary: (provided by applicant): Human papillomavirus (HPV) infection of the cervix
initiates the development of cervical cancer. Vaccination has the potential to prevent
cervical cancer by preventing primary HPV infection and by eliminating persistent
lesions. The ideal vaccine would induce therapeutic as well as protective immunity. The
best animal model for therapeutic vaccine development is the cottontail rabbit
papillomavirus (CRPV)-rabbit model. Live recombinant vesicular stomatitis viruses
(rVSV) expressing foreign viral proteins have successfully protected animals against
challenges with several human viruses. We recently generated an rVSV vector
expressing the CRPV E6 tumor antigen and used it to vaccinate rabbits with well-
established tumors (papillomas) in a preliminary experiment. The treatment induced
dramatic therapeutic outcomes including the complete and permanent regression of all
disease in some rabbits with a total papilloma burden of 4 cm3, as compared to no
regression in the controls. The hypothesis of this application is that the rVSV-E6 vaccine
can be improved to induce more rapid and more universal regression. It is based on the
observation that the original vaccine expressed a relatively low level of E6 protein and
that revaccination with the same rVSV-E6 was probably not effective, due to VSV-
specific neutralizing antibodies induced by primary vaccination. The efficacy of the
rVSV-E6 could also be improved by modifying the E6 gene to encode a ubiquitin-E6
fusion protein (UbE6), based on our findings, using CRPV DNA vaccines, that a UbE6
fused gene was markedly more effective than the unfused E6 gene. The specific aims are
to repeat the preliminary experiment with larger group size and all appropriate controls;
to determine if more rapid and more universal tumor clearance can be obtained using
VSV vectors giving higher-level expression of E6 or expressing UbE6, using an efficient
VSV-E6 boosting vector with the VSV envelope gene from a heterologous serotype, or
using a completely heterologous viral vector (adenovirus). We will determine if the
most effective therapeutic vaccine also induces protective immunity. The data provided
by this investigation are likely to aid in the development a highly effective HPV vaccine
to protect women against cervical cancer.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

Project Title: WELLNESS CIRCLES--AN AMERICAN INDIAN APPROACH

Principal Investigator & Institution: Hodge, Felicia S.; Professor-Carra Member; None;
University of Minnesota Twin Cities 200 Oak Street Se Minneapolis, Mn 554552070
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Timing: Fiscal Year 2001; Project Start 30-SEP-1997; Project End 31-AUG-2002

Summary: (Adapted from the Investigator's Abstract): The health status of American
Indians in California is well below national averages and has been for many years.
Identified health problems include a pattern of social problems, poverty, and chronic
diseases that is unparalleled among ethnic and racial minorities in the U.S. Such long
term chronic diseases as diabetes, and tuberculosis are significant threats. Obesity is a
serious problem and at 40% cigarette smoking is double the California average.
Alcoholism accidence and violence are recorded as the leading causes of inpatient and
outpatient care. American Indians have one of the highest mortality and lowest 5 year
survival rates for cervical cancer compared to other ethnic groups. This population also
utilizes less cancer screening, and even when screening is obtained, those Indian
patients with abnormal findings are frequently lost to follow-up. California has the
second largest number of Indians in the U.S. The majority of Indians who reside in rural
communities live on or near the 85 reservations/rancherias and obtain their medical
care at one of the 23 rural Indian health clinics. The urban Indian population consists
largely of Indians from other states who were relocated under Federal programs to
California in the 1950s. The goal of this project is to design, implement and evaluate, a
community-based health care model for American Indian families which incorporates
culturally appropriate approaches to primary and secondary disease prevention. Our
target population is American Indians residing in rural counties throughout the State of
California. In Phase I of this three phase study, a needs assessment will be conducted in
order to identify the health needs of and health services used by the target population.
Data will be collected from adult Indians age 18 and over. The sampling frame will be
constructed from lists of patients attending rural Indian clinics. In Phase II, a
randomized clinical trial will be implemented. Clinic sites will be matched in pairs
according to site, geographic location, and size. They will be randomized into
intervention sites, participating in a series of Wellness Talking Circles and control sites
receiving usual care. Phase IIl will consist of data analysis and evaluation. The
leadership of this team includes American Indian investigators experienced in cancer
control research and knowledgeable in the provision of culturally sensitive care.

Website: http:/ / crisp.cit.nih.gov/crisp/ Crisp_Query.Generate_Screen

E-Journals: PubMed Central?

PubMed Central (PMC) is a digital archive of life sciences journal literature developed and
managed by the National Center for Biotechnology Information (NCBI) at the U.S. National
Library of Medicine (NLM).# Access to this growing archive of e-journals is free and
unrestricted.> To search, go to httpy//www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=Pmc,
and type “cervical cancer” (or synonyms) into the search box. This search gives you access to
full-text articles. The following is a sample of items found for cervical cancer in the PubMed
Central database:

3 Adapted from the National Library of Medicine: httpy/www.pubmedcentral.nih.gov/about/intro.html.

4 With PubMed Central, NCBI is taking the lead in preservation and maintenance of open access to electronic
literature, just as NLM has done for decades with printed biomedical literature. PubMed Central aims to become a
world-class library of the digital age.

5 The value of PubMed Central, in addition to its role as an archive, lies in the availability of data from diverse
sources stored in a common format in a single repository. Many journals already have online publishing operations,
and there is a growing tendency to publish material online only, to the exclusion of print.
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A "Public" T-Helper Epitope of the E7 Transforming Protein of Human
Papillomavirus 16 Provides Cognate Help for Several E7 B-Cell Epitops from Cervical
Cancer-Associated Human Papillomavirus Genotypes. by Tindle RW, Fernando CJ,
Sterling JC, Frazer IH.; 1991 Jul 1;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=51983

Activation of p53 in cervical carcinoma cells by small molecules. by Hietanen S, Lain
S, Krausz E, Blattner C, Lane DP.; 2000 Jul 18;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=26977

Adenovirus-Mediated p21(WAF1/SDII/CIP1) Gene Transfer Induces Apoptosis of
Human Cervical Cancer Cell Lines. by Tsao YP, Huang SJ, Chang JL, Hsieh JT, Pong
RC, Chen SL.; 1999 Jun;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=112542

An evaluation of the integration of non-traditional learning tools into a community
based breast and cervical cancer education program: The witness project of Buffalo.
by Hurd TC, Muti P, Erwin DO, Womack S.; 2003;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=165423

Analysis by Multiplex PCR of the Physical Status of Human Papillomavirus Type 16
DNA in Cervical Cancers. by Yoshinouchi M, Hongo A, Nakamura K, Kodama J, Itoh S,
Sakai H, Kudo T.; 1999 Nov;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=85682

Antibodies against Early Proteins of Human Papillomaviruses as Diagnostic Markers
for Invasive Cervical Cancer. by Meschede W, Zumbach K, Braspenning J, Scheffner M,
Benitez-Bribiesca L, Luande J, Gissmann L, Pawlita M.; 1998 Feb;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=104563

Antigen-Driven T-Cell Selection in Patients with Cervical Cancer as Evidenced by T-
Cell Receptor Analysis and Recognition of Autologous Tumor. by Pilch H, Hohn H,
Neukirch C, Freitag K, Knapstein PG, Tanner B, Maeurer MJ.; 2002 Mar;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=exter
nal&artid=119930

Cervical cancer: epidemiology, prevention and the role of human papillomavirus
infection. by Franco EL, Duarte-Franco E, Ferenczy A.; 2001 Apr 3;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=80931

Cervical cancer: is herpes simplex virus type II a cofactor? by Jones C.; 1995 Oct;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=172875

Cervical cancer: the increasing incidence of adenocarcinoma and adenosquamous
carcinoma in younger women. by Liu S, Semenciw R, Mao Y.; 2001 Apr 17;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=80972

Comparative Evaluation of First- and Second-Generation Digene Hybrid Capture
Assays for Detection of Human Papillomaviruses Associated with High or
Intermediate Risk for Cervical Cancer. by Poljak M, Brencic A, Seme K, Vince A, Marin
IJ.; 1999 Mar;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=exter
nal&artid=84559
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Comparison of europium and chromium release assays: cytotoxicity in healthy
individuals and patients with cervical carcinoma. by von Zons P, Crowley-Nowick P,
Friberg D, Bell M, Koldovsky U, Whiteside TL.; 1997 Mar;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=170502

Comparison of ViraPap, southern hybridization, and polymerase chain reaction
methods for human papillomavirus identification in an epidemiological investigation
of cervical cancer. by Gibbs AC.; 1995 Aug;

http:/ /www.pubmedcentral.gov/ picrender.fcgi?tool=pmcentrez&action=streamé&blobt
ype=pdfé&artid=228377

Complete switch from Mdm2 to human papillomavirus E6-mediated degradation of
P53 in cervical cancer cells. by Hengstermann A, Linares LK, Ciechanover A, Whitaker
NJ, Scheffner M.; 2001 Jan 30;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=14735

Comprehensive study of several general and type-specific primer pairs for detection
of human papillomavirus DNA by PCR in paraffin-embedded cervical carcinomas. by
Baay MF, Quint WG, Koudstaal ], Hollema H, Duk JM, Burger MP, Stolz E, Herbrink P.;
1996 Mar;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=228883

Cross sectional study of conventional cervical smear, monolayer cytology, and human
papillomavirus DNA testing for cervical cancer screening. by Coste ], Cochand-Priollet
B, de Cremoux P, Le Gales C, Cartier I, Molinie V, Labbe S, Vacher-Lavenu MC, Vielh P.;
2003 Apr 5;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=152633

Cross sectional survey of cervical cancer screening in women with learning disability.
by Stein K, Allen N.; 1999 Mar 6;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=27770

Disturbance of Tumor Necrosis Factor Alpha-Mediated Beta Interferon Signaling in
Cervical Carcinoma Cells. by Bachmann A, Hanke B, Zawatzky R, Soto U, van Riggelen
J, zur Hausen H, Rosl F.; 2002 Jan;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=135709

E2F-Rb Complexes Assemble and Inhibit cdc25A Transcription in Cervical
Carcinoma Cells following Repression of Human Papillomavirus Oncogene
Expression. by Wu L, Goodwin EC, Naeger LK, Vigo E, Galaktionov K, Helin K, DiMaio
D.; 2000 Oct 1;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=86242

Effect of screening on cervical cancer mortality in England and Wales: analysis of
trends with an age period cohort model. by Sasieni P, Adams J.; 1999 May §;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=27862

Endogenous Human Papillomavirus E6 and E7 Proteins Differentially Regulate
Proliferation, Senescence, and Apoptosis in HeLa Cervical Carcinoma Cells. by
DeFilippis RA, Goodwin EC, Wu L, DiMaio D.; 2003 Jan;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=exter
nal&artid=140828
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Ethnic differences in allelic distribution of IFN-g in South African women but no
link with cervical cancer. by Govan VA, Carrara HR, Sachs JA, Hoffman M, Stanczuk
GA, Williamson AL.; 2003;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&artid=161806

Human papillomavirus DNA in plasma of patients with cervical cancer. by
Pornthanakasem W, Shotelersuk K, Termrungruanglert W, Voravud N, Niruthisard S,
Mutirangura A.; 2001;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&artid=32170

Human Papillomavirus Type 16 E7 Peptide-Directed CD8 + T Cells from Patients
with Cervical Cancer Are Cross-Reactive with the Coronavirus NS2 Protein. by Nilges
K, Hohn H, Pilch H, Neukirch C, Freitag K, Talbot PJ, Maeurer MJ.; 2003 May;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=153943

Human papillomavirus type 16 sequence variation in cervical cancers: a worldwide
perspective. by Yamada T, Manos MM, Peto ], Greer CE, Munoz N, Bosch FX, Wheeler
CM.; 1997 Mar;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=191357

Human Papillomavirus Type 16 Status in Cervical Carcinoma Cell DNA Assayed by
Multiplex PCR. by Lukaszuk K, Liss J, Wozniak I, Emerich J, Wojcikowski C.; 2003 Feb;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=exter
nal&artid=149681

Human Papillomavirus Type 33 E7 Peptides Presented by HLA-DR*0402 to Tumor-
Infiltrating T Cells in Cervical Cancer. by Hohn H, Pilch H, Gunzel S, Neukirch C,
Freitag K, Necker A, Maeurer M]J.; 2000 Jul 15;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=112173

Induction of Human Papillomavirus-Specific CD4 + and CD8 + Lymphocytes by E7-
Pulsed Autologous Dendritic Cells in Patients with Human Papillomavirus Type 16-
and 18-Positive Cervical Cancer. by Santin AD, Hermonat PL, Ravaggi A, Chiriva-
Internati M, Zhan D, Pecorelli S, Parham GP, Cannon M].; 1999 Jul;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=112596

Influence of Chromosomal Integration on Glucocorticoid-Regulated Transcription of
Growth-Stimulating Papillomavirus Genes E6 and E7 in Cervical Carcinoma Cells. by
Doeberitz MvK, Bauknecht T, Bartsch D, Hausen HZ.; 1991 Feb 15;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=51028

Insulin-Like Growth Factor II Mediates Epidermal Growth Factor-Induced
Mitogenesis in Cervical Cancer Cells. by Steller MA, Delgado CH, Zou Z.; 1995 Dec 19;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr

act&artid=40277

Integrated Human Papillomavirus Type 16 Is Frequently Found in Cervical Cancer
Precursors as Demonstrated by a Novel Quantitative Real-Time PCR Technique. by
Peitsaro P, Johansson B, Syrjanen S.; 2002 Mar;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=120275
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Loss of Heterozygosity in Cervical Carcinoma: Subchromosomal Localization of a
Putative Tumor-Suppressor Gene to Chromosome 11q22-q24. by Hampton GM, Penny
LA, Baergen RN, Larson A, Brewer C, Liao S, Busby-Earle RM, Williams AW, Steel CM,
Bird CC, Stanbridge EJ, Evans GA.; 1994 Jul 19;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=44316

Mapping common deleted regions on 5p15 in cervical carcinoma and their occurrence
in precancerous lesions. by Arias-Pulido H, Narayan G, Vargas H, Mansukhani M,
Murty VV.; 2002;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=140145

Mechanisms of Human Papillomavirus E2-Mediated Repression of Viral Oncogene
Expression and Cervical Cancer Cell Growth Inhibition. by Nishimura A, Ono T,
Ishimoto A, Dowhanick JJ, Frizzell MA, Howley PM, Sakai H.; 2000 Apr 15;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&artid=111884

Methylation and silencing of the retinoic acid receptor-[beta]2 gene in cervical cancer.
by Ivanova T, Petrenko A, Gritsko T, Vinokourova S, Eshilev E, Kobzeva V, Kisseljov F,
Kisseljova N.; 2002;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=101392

Rapid induction of senescence in human cervical carcinoma cells. by Goodwin EC,
Yang E, Lee CJ, Lee HW, DiMaio D, Hwang ES.; 2000 Sep 26;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&artid=27134

Recombinant Adeno-Associated Virus Expressing Human Papillomavirus Type 16 E7
Peptide DNA Fused with Heat Shock Protein DNA as a Potential Vaccine for Cervical
Cancer. by Liu DW, Tsao YP, Kung JT, Ding YA, Sytwu HK, Xiao X, Chen SL.; 2000 Mar
15;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=111780

Repression of human papillomavirus oncogenes in HeLa cervical carcinoma cells
causes the orderly reactivation of dormant tumor suppressor pathways. by Goodwin
EC, DiMaio D.; 2000 Nov 7;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=18795

Repression of the Integrated Papillomavirus E6/E7 Promoter Is Required for Growth
Suppression of Cervical Cancer Cells. by Francis DA, Schmid SI, Howley PM.; 2000
Mar 15;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=111757

Restoration of fragile histidine triad (FHIT) expression induces apoptosis and
suppresses tumorigenicity in lung and cervical cancer cell lines. by Roz L, Gramegna
M, Ishii H, Croce CM, Sozzi G.; 2002 Mar 19;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&artid=122572

Screening for cervical cancer: Should we test for infection with high-risk HPV? by
Meijer CJ, Snijders PJ, Brule A.; 2000 Sep 5;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=80460

Simultaneous Assessment of Loss of Heterozygosity at Multiple Microsatellite Loci
Using Semi-Automated Fluorescence-Based Detection: Subregional Mapping of
Chromosome 4 in Cervical Carcinoma. by Hampton GM, Larson AA, Baergen RN,
Sommers RL, Kern S, Cavenee WK.; 1996 Jun 25;

http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=39090
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* The State of the p53 and Retinoblastoma Genes in Human Cervical Carcinoma Cell
Lines. by Scheffner M, Munger K, Byrne JC, Howley PM.; 1991 Jul 1,
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrez&rendertype=abstr
act&artid=51909

* Transactivation-Competent Bovine Papillomavirus E2 Protein Is Specifically
Required for Efficient Repression of Human Papillomavirus Oncogene Expression
and for Acute Growth Inhibition of Cervical Carcinoma Cell Lines. by Goodwin EC,
Naeger LK, Breiding DE, Androphy EJ, DiMaio D.; 1998 May;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=109618

* Variable Oncogene Promoter Activity of Human Papillomavirus Type 16 Cervical
Cancer Isolates from Australia. by Watts KJ, Thompson CH, Cossart YE, Rose BR.; 2001
May;
http:/ /www.pubmedcentral.gov/articlerender.fcgi?tool=pmcentrezé&artid=88072

The National Library of Medicine: PubMed

One of the quickest and most comprehensive ways to find academic studies in both English
and other languages is to use PubMed, maintained by the National Library of Medicine.®
The advantage of PubMed over previously mentioned sources is that it covers a greater
number of domestic and foreign references. It is also free to use. If the publisher has a Web
site that offers full text of its journals, PubMed will provide links to that site, as well as to
sites offering other related data. User registration, a subscription fee, or some other type of
fee may be required to access the full text of articles in some journals.

To generate your own bibliography of studies dealing with cervical cancer, simply go to the
PubMed Web site at httpy//www.ncbi.nlm.nih.gov/pubmed. Type “cervical cancer” (or
synonyms) into the search box, and click “Go.” The following is the type of output you can
expect from PubMed for cervical cancer (hyperlinks lead to article summaries):

* A community approach to addressing excess breast and cervical cancer mortality
among women of African descent in Boston.
Author(s): Bigby J, Ko LK, Johnson N, David MM, Ferrer B; REACH Boston 2010 Breast
and Cervical Cancer Coalition.
Source: Public Health Reports (Washington, D.C. : 1974). 2003 July-August; 118(4): 338-
47.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12815081&dopt=Abstract

e A disease-specific Medicaid expansion for women. The Breast and Cervical Cancer
Prevention and Treatment Act of 2000.
Author(s): Lantz PM, Weisman CS, Itani Z.
Source: Women's Health Issues : Official Publication of the Jacobs Institute of Women's
Health. 2003 May-June; 13(3): 79-92.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12867087&dopt=Abstract

6 PubMed was developed by the National Center for Biotechnology Information (NCBI) at the National Library of
Medicine (NLM) at the National Institutes of Health (NIH). The PubMed database was developed in conjunction
with publishers of biomedical literature as a search tool for accessing literature citations and linking to full-text
journal articles at Web sites of participating publishers. Publishers that participate in PubMed supply NLM with
their citations electronically prior to or at the time of publication.
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A major constituent of green tea, EGCG, inhibits the growth of a human cervical
cancer cell line, CaSki cells, through apoptosis, G(1) arrest, and regulation of gene
expression.

Author(s): Ahn WS, Huh SW, Bae SV, Lee IP, Lee JM, Namkoong SE, Kim CK, Sin JI.
Source: Dna and Cell Biology. 2003 March; 22(3): 217-24.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12804120&dopt=Abstract

A new approach for the detection of cervical cancer in Thai women.

Author(s): Sindhuphak R, Issaravanich S, Udomprasertgul V, Srisookho P, Warakamin
S, Sindhuphak S, Boonbundarlchai R, Dusitsin N.

Source: Gynecologic Oncology. 2003 July; 90(1): 10-4.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12821335&dopt=Abstract

A phase II study of multimodality treatment for locally advanced cervical cancer:
neoadjuvant carboplatin and paclitaxel followed by radical hysterectomy and
adjuvant cisplatin chemoradiation.

Author(s): Duenas-Gonzalez A, Lopez-Graniel C, Gonzalez-Enciso A, Cetina L, Rivera
L, Mariscal I, Montalvo G, Gomez E, de la Garza J, Chanona G, Mohar A.

Source: Annals of Oncology : Official Journal of the European Society for Medical
Oncology / Esmo. 2003 August; 14(8): 1278-84.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12881393&dopt=Abstract

A prospective randomized study comparing retroperitoneal drainage with no
drainage and no peritonization following radical hysterectomy and pelvic
lymphadenectomy for invasive cervical cancer.

Author(s): Srisomboon ], Phongnarisorn C, Suprasert P, Cheewakriangkrai C, Siriaree S,
Charoenkwan K.

Source: The Journal of Obstetrics and Gynaecology Research. 2002 June; 28(3): 149-53.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12214830&dopt=Abstract

A relationship between Matrix metalloproteinase-1 (MMP-1) promoter polymorphism
and cervical cancer progression.

Author(s): Nishioka Y, Sagae S, Nishikawa A, Ishioka S, Kudo R.

Source: Cancer Letters. 2003 October 8; 200(1): 49-55.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=14550952&dopt=Abstract

A relationship between methylenetetrahydrofolate reductase variants and the
development of invasive cervical cancer.

Author(s): Gerhard DS, Nguyen LT, Zhang ZY, Borecki IB, Coleman BI, Rader JS.
Source: Gynecologic Oncology. 2003 September; 90(3): 560-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=13678724&dopt=Abstract
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A systematic literature review of the effectiveness of community-based strategies to
increase cervical cancer screening.

Author(s): Black ME, Yamada J, Mann V.

Source: Canadian Journal of Public Health. Revue Canadienne De Sante Publique. 2002
September-October; 93(5): 386-93. Review.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12353463&dopt=Abstract

Abnormal fragile histidine triad expression in advanced cervical cancer and
evaluation of its utility as a prognostic factor.

Author(s): Machida S, Ohwada M, Saga Y, Suzuki M.

Source: Oncology. 2003; 65(1): 89-93.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12837987&dopt=Abstract

Accuracy of frozen section examination of pelvic lymph nodes in patients with FIGO
stage IB1 to IIB cervical cancer.

Author(s): Scholz HS, Lax SF, Benedicic C, Tamussino K, Winter R.

Source: Gynecologic Oncology. 2003 September; 90(3): 605-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=13678733&dopt=Abstract

ACS guideline for the early detection of cervical cancer.

Author(s): Mahoney MC, Saslow D, Cohen CJ; ACS.

Source: American Family Physician. 2003 April 15; 67(8): 1677-8, 1680; Discussion 1680.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12725446&dopt=Abstract

An audit of delays before and during radical radiotherapy for cervical cancer--effect
on tumour cure probability.

Author(s): Coles CE, Burgess L, Tan LT.

Source: Clin Oncol (R Coll Radiol). 2003 April; 15(2): 47-54.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12708710&dopt=Abstract

An examination of sociocultural factors associated with cervical cancer screening
among low-income Latina immigrants of reproductive age.

Author(s): Scarinci IC, Beech BM, Kovach KW, Bailey TL.

Source: Journal of Immigrant Health. 2003 July; 5(3): 119-28.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14512766&dopt=Abstract

Angiopoietin 1 promotes tumor angiogenesis and tumor vessel plasticity of human
cervical cancer in mice.

Author(s): Shim WS, Teh M, Bapna A, Kim I, Koh GY, Mack PO, Ge R.

Source: Experimental Cell Research. 2002 October 1; 279(2): 299-309.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12243755&dopt=Abstract
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*  Apoptotic activity in lymphocytes from radiation-treated cervical cancer patients.
Author(s): Sueblinvong T, Pamutha P.
Source: ] Med Assoc Thai. 2003 February; 86(2): 157-65.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12678154&dopt=Abstract

*  Assessing the effectiveness of Medicaid in breast and cervical cancer prevention.
Author(s): Koroukian SM.
Source: Journal of Public Health Management and Practice : Jphmp. 2003 July-August;
9(4): 306-14.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12836513&dopt=Abstract

* Assessing tumor hypoxia in cervical cancer by positron emission tomography with
60Cu-ATSM: relationship to therapeutic response-a preliminary report.
Author(s): Dehdashti F, Grigsby PW, Mintun MA, Lewis JS, Siegel BA, Welch MJ.
Source: International Journal of Radiation Oncology, Biology, Physics. 2003 April 1;
55(5): 1233-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12654432&dopt=Abstract

* Association between high-risk human papillomavirus DNA load and precursor
lesions of cervical cancer in Mexican women.
Author(s): Hernandez-Hernandez DM, Ornelas-Bernal L, Guido-Jimenez M, Apresa-
Garcia T, Alvarado-Cabrero I, Salcedo-Vargas M, Mohar-Betancourt A, Garcia-Carranca
A.
Source: Gynecologic Oncology. 2003 August; 90(2): 310-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12893192&dopt=Abstract

*  Autofluorescence spectroscopy of malpighian epithelial cells, as a new tool for
analysis of cervical cancer precursors.
Author(s): Millot C, Bondza-Kibangou P, Millot JM, Lallemand A, Manfait M.
Source: Histology and Histopathology. 2003 April; 18(2): 479-85.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12647799&dopt=Abstract

e Barriers to cervical cancer screening in rural Mexico.
Author(s): Watkins MM, Gabali C, Winkleby M, Gaona E, Lebaron S.
Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2002 September-October; 12(5): 475-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12366665&dopt=Abstract

* Belgian Parliament calls for organised cervical cancer screening and HPV research
throughout Europe.
Author(s): Arbyn M, Temmerman M.
Source: The Lancet Oncology. 2002 February; 3(2): 74.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11902526&dopt=Abstract
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Benefits and costs of using HPV testing to screen for cervical cancer.

Author(s): Mandelblatt JS, Lawrence WF, Womack SM, Jacobson D, Yi B, Hwang YT,
Gold K, Barter J, Shah K.

Source: Jama : the Journal of the American Medical Association. 2002 May §; 287(18):
2372-81.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_

uids=11988058&dopt=Abstract

Blood flow after intraarterial infusion chemotherapy in a patient with advanced
cervical cancer.

Author(s): Minagawa Y, Onohara Y, Takahashi H, Tsudo T.

Source: Gynecologic and Obstetric Investigation. 2001; 52(4): 278-80.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11729345&dopt=Abstract

Bony landmarks are not an adequate substitute for lymphangiography in defining
pelvic lymph node location for the treatment of cervical cancer with radiotherapy.
Author(s): Bonin SR, Lanciano RM, Corn BW, Hogan WM, Hartz WH, Hanks GE.
Source: International Journal of Radiation Oncology, Biology, Physics. 1996 January 1;
34(1): 167-72.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12118547&dopt=Abstract

Breast and cervical cancer screening among Appalachian women.

Author(s): Hall HI, Uhler R], Coughlin SS, Miller DS.

Source: Cancer Epidemiology, Biomarkers & Prevention : a Publication of the American
Association for Cancer Research, Cosponsored by the American Society of Preventive
Oncology. 2002 January; 11(1): 137-42.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_

uids=11815412&dopt=Abstract

Breast and cervical cancer screening among Chinese American women.

Author(s): Yu ES, Kim KK, Chen EH, Brintnall RA.

Source: Cancer Practice. 2001 March-April; 9(2): 81-91.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11879283&dopt=Abstract

Breast and cervical cancer screening among migrant and seasonal farmworkers: a
review.

Author(s): Coughlin SS, Wilson KM.

Source: Cancer Detection and Prevention. 2002; 26(3): 203-9. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12269767&dopt=Abstract

Breast and cervical cancer screening and disease incidence and stage in New Mexico.
Author(s): Escobedo LG, Zhong Z, Key C.

Source: Cancer Causes & Control : Ccc. 2002 March; 13(2): 137-45.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11936820&dopt=Abstract
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e Breast and cervical cancer screening for older women: recommendations and
challenges for the 21st century.
Author(s): Mandelblatt JS, Yabroff KR.
Source: ] Am Med Womens Assoc. 2000 Summer; 55(4): 210-5.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10935354&dopt=Abstract

e Breast and cervical cancer screening in Hispanic women: a literature review using the
health belief model.
Author(s): Austin LT, Ahmad F, McNally M]J, Stewart DE.
Source: Women's Health Issues : Official Publication of the Jacobs Institute of Women's
Health. 2002 May-June; 12(3): 122-8. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12015184&dopt=Abstract

* Breast and cervical cancer screening practices among Asian and Pacific Islander
women in the United States, 1994-1997.
Author(s): Coughlin SS, Uhler RJ.
Source: Cancer Epidemiology, Biomarkers & Prevention : a Publication of the American
Association for Cancer Research, Cosponsored by the American Society of Preventive
Oncology. 2000 June; 9(6): 597-603.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10868695&dopt=Abstract

* Breast and cervical cancer screening practices among Hispanic and non-Hispanic
women residing near the United States-Mexico border, 1999-2000.
Author(s): Coughlin SS, Uhler RJ, Richards T, Wilson KM.
Source: Family & Community Health. 2003 April-June; 26(2): 130-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12802118&dopt=Abstract

e Breast and cervical cancer screening practices among Hispanic women in the United
States and Puerto Rico, 1998-1999.
Author(s): Coughlin SS, Uhler R].
Source: Preventive Medicine. 2002 February; 34(2): 242-51.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11817921&dopt=Abstract

e Breast and cervical cancer screening: associations with personal, spouse's, and
combined smoking status.
Author(s): Clark MA, Rakowski W, Ehrich B.
Source: Cancer Epidemiology, Biomarkers & Prevention : a Publication of the American
Association for Cancer Research, Cosponsored by the American Society of Preventive
Oncology. 2000 May; 9(5): 513-6.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10815697&dopt=Abstract
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Breast and cervical cancer screening: sociodemographic predictors among White,
Black, and Hispanic women.

Author(s): Selvin E, Brett KM.

Source: American Journal of Public Health. 2003 April; 93(4): 618-23.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12660207&dopt=Abstract

Breast and cervical cancer survival: making sense of “league tables”.

Author(s): Botha JL, Silcocks PB, Bright N, Redgrave P.

Source: Public Health. 2001 May; 115(3): 165-72.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11429710&dopt=Abstract

Breast cancer in Mexican women: an epidemiological study with cervical cancer
control.

Author(s): Tovar-Guzman V, Hernandez-Giron C, Lazcano-Ponce E, Romieu I,
Hernandez Avila M.

Source: Revista De Saude Publica. 2000 April; 34(2): 113-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_

uids=10881145&dopt=Abstract

Breast cancer policy as a paradigm for other health prevention issues: analysis of the
Breast and Cervical Cancer Mortality Prevention Act of 1990.

Author(s): Lillquist PP.

Source: Journal of Health & Social Policy. 2001; 12(3): 17-32.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11146981&dopt=Abstract

Brief psychotic disorder associated with bereavement in a patient with terminal-stage
uterine cervical cancer: a case report and review of the literature.

Author(s): Onishi H, Onose M, Yamada T, Mizuno Y, Ito M, Sugiura K, Kato H,
Nakayama H.

Source: Supportive Care in Cancer : Official Journal of the Multinational Association of
Supportive Care in Cancer. 2003 July; 11(7): 491-3. Epub 2003 April 03. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_

uids=12690544&dopt=Abstract

Can screening for cervical cancer be improved, especially in developing countries?
Author(s): Miller AB, Sankaranarayanan R, Bosch FX, Sepulveda C.

Source: International Journal of Cancer. Journal International Du Cancer. 2003
November 10; 107(3): 337-40. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14506730&dopt=Abstract
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Cerebellous metastases in patients with uterine cervical cancer. Two cases reports and
review of the literature.

Author(s): Omari-Alaoui HE, Gaye PM, Kebdani T, El Ghazi E, Benjaafar N, Mansouri
A, Errihani H, Kettani F, El Ouahabi A, El Gueddari BK.

Source: Cancer Radiotherapie : Journal De La Societe Francaise De Radiotherapie
Oncologique. 2003 October; 7(5): 317-20. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14522353&dopt=Abstract

Cervical cancer and microchimerism.

Author(s): Cha D, Khosrotehrani K, Kim Y, Stroh H, Bianchi DW, Johnson KL.

Source: Obstetrics and Gynecology. 2003 October; 102(4): 774-81.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14551008&dopt=Abstract

Cervical cancer and Pap smear screening in Botswana: knowledge and perceptions.
Author(s): McFarland DM.

Source: International Nursing Review. 2003 September; 50(3): 167-75.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12930285&dopt=Abstract

Cervical cancer during pregnancy.

Author(s): McDonald SD, Faught W, Gruslin A.

Source: ] Obstet Gynaecol Can. 2002 June; 24(6): 491-8. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12196856&dopt=Abstract

Cervical cancer knowledge and screening in Accra, Ghana.

Author(s): Adanu RM.

Source: Journal of Women's Health & Gender-Based Medicine. 2002 July-August; 11(6):
487-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12225621&dopt=Abstract

Cervical cancer screening among Chinese women.

Author(s): Hou SI, Lessick M.

Source: Awhonn Lifelines / Association of Women's Health, Obstetric and Neonatal
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Cervical cancer screening: liquid based cytology is successful.
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Cervical cancer screening: liquid based cytology may be preferred option for UK
screening programme.

Author(s): Ind T.
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http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12869465&dopt=Abstract
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Cervical cancer.

Author(s): Waggoner SE.

Source: Lancet. 2003 June 28; 361(9376): 2217-25. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12842378&dopt=Abstract

Cervical cancer: a confidential enquiry is needed.
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Source: Journal of the Royal Society of Medicine. 2003 July; 96(7): 318-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12835441&dopt=Abstract

Changes in cervical cancer incidence after three decades of screening US women less
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Chemopersistent early recurrence in the perineal tear scar of an intrapartally
diagnosed cervical cancer.
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Combination external beam radiotherapy and high-dose-rate intracavitary
brachytherapy for uterine cervical cancer: analysis of dose and fractionation schedule.
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Comparison of HPV type distribution in high-grade cervical lesions and cervical
cancer: a meta-analysis.

Author(s): Clifford GM, Smith JS, Aguado T, Franceschi S.

Source: British Journal of Cancer. 2003 July 7; 89(1): 101-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12838308&dopt=Abstract

Concurrent radiation therapy and irinotecan in stage IIIB cervical cancer.
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Correlates of cervical cancer screening among women in Taiwan.
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Correlation of smoking history and other patient characteristics with major
complications of pelvic radiation therapy for cervical cancer.
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Costs and benefits of different strategies to screen for cervical cancer in less-
developed countries.
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Decreased incidence of cervical cancer in medicare-eligible California women.
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Delayed carotid artery rupture in advanced cervical cancer--a dilemma in emergency
management.
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Delivery outcomes following loop electrosurgical excision procedure for
microinvasive (FIGO stage IA1) cervical cancer.

Author(s): Paraskevaidis E, Koliopoulos G, Lolis E, Papanikou E, Malamou-Mitsi V,
Agnantis NJ.

Source: Gynecologic Oncology. 2002 July; 86(1): 10-3.
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Design and methods of the evaluation of an HPV-based cervical cancer screening
strategy in Mexico: The Morelos HPV Study.
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Detecting cytokeratin 19 mRNA in the peripheral blood cells of cervical cancer
patients and its clinical-pathological correlation.

Author(s): Yuan CC, Wang PH, Ng HT, Li YF, Huang TS, Chen CY, Tsai LC, Shyong
WY.

Source: Gynecologic Oncology. 2002 April; 85(1): 148-53.
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Detecting para-aortic lymph nodal metastasis by positron emission tomography of
18F-fluorodeoxyglucose in advanced cervical cancer with negative magnetic
resonance imaging findings.

Author(s): Yeh LS, Hung YC, Shen YY, Kao CH, Lin CC, Lee CC.

Source: Oncol Rep. 2002 November-December; 9(6): 1289-92.
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Detection of disseminated tumor cells in patients with cervical cancer.

Author(s): Scheungraber C, Muller B, Kohler C, Possover M, Leistritz S, Schneider A,
Durst M.

Source: Journal of Cancer Research and Clinical Oncology. 2002 June; 128(6): 329-35.
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Detection of early recurrence with 18F-FDG PET in patients with cervical cancer.
Author(s): Ryu SY, Kim MH, Choi SC, Choi CW, Lee KH.
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Detection of epidermal growth factor receptor mRNA in peripheral blood of cervical
cancer patients.

Author(s): Mitsuhashi A, Tanaka N, Suzuka K, Matsui H, Seki K, Sekiya S.

Source: Gynecologic Oncology. 2003 June; 89(3): 480-5.
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Detection of human papillomavirus DNA by PCR/microfluorometry for screening of
cervical cancer.

Author(s): Yamaguchi A, Hashimoto N, Tsutae W, Seino K, Ebina Y, Tokino T, Sato N,
Kikuchi K.

Source: Clinica Chimica Acta; International Journal of Clinical Chemistry. 2002 April;
318(1-2): 41-9.
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Detection of human papillomavirus DNA, serum p53, and p53 antibodies in patients
with cervical cancer.

Author(s): Sobti RC, Parashar K, Kaur R, Capalash N.

Source: Journal of Environmental Pathology, Toxicology and Oncology : Official Organ
of the International Society for Environmental Toxicology and Cancer. 2002; 21(1): 79-85.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_

uids=11934017&dopt=Abstract

Detection of human papillomavirus in sanitary napkins: a new paradigm in cervical
cancer screening.

Author(s): Tong TR, Chan OW, Chow TC, Yu V, Leung KM, To SH.
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Detection of human papillomavirus in urine and cervical swabs from patients with
invasive cervical cancer.

Author(s): Stanczuk GA, Kay P, Allan B, Chirara M, Tswana SA, Bergstrom S, Sibanda
EN, Williamson AL.

Source: Journal of Medical Virology. 2003 September; 71(1): 110-4.
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Determinants of cervical cancer rates in developing countries.

Author(s): Drain PK, Holmes KK, Hughes JP, Koutsky LA.

Source: International Journal of Cancer. Journal International Du Cancer. 2002 July 10;
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Determinants of cervical cancer screening in a poor area: results of a population-
based survey in Rivas, Nicaragua.

Author(s): Claeys P, Gonzalez C, Gonzalez M, Page H, Bello RE, Temmerman M.

Source: Tropical Medicine & International Health : Tm & Th. 2002 November; 7(11): 935-
41.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_

uids=12390599&dopt=Abstract

Different types of hysterectomy in the radio-surgical treatment of early cervical
cancer (FIGO Ib-IIa).

Author(s): Zola P, Ferrero A, Fuso L, Jacomuzzi ME, Magistris A, Spanu P, Mazzola S,
Sinistrero G, Sismondi P.

Source: Eur ] Gynaecol Oncol. 2002; 23(3): 236-42.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12094962&dopt=Abstract

Differential gene expression in cervical cancer cell lines before and after ionizing
radiation.

Author(s): Liu SS, Cheung AN, Ngan HY.

Source: International Journal of Oncology. 2003 May; 22(5): 1091-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12684676&dopt=Abstract

Differential suppression of human cervical cancer cell growth by adenovirus delivery
of p53 in vitro: arrest phase of cell cycle is dependent on cell line.

Author(s): Ahn WS, Han Y], Bae SM, Kim TH, Rho MS, Lee JM, Namkoong SE, Park YS,
Kim CK, Sin JI.

Source: Japanese Journal of Cancer Research : Gann. 2002 September; 93(9): 1012-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12359055&dopt=Abstract

Direct visual inspection for cervical cancer screening: an analysis of factors
influencing test performance.

Author(s): Denny L, Kuhn L, Pollack A, Wright TC Jr.

Source: Cancer. 2002 March 15; 94(6): 1699-707.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11920531&dopt=Abstract

Does cervical cancer screening do more harm than good?

Author(s): Payne L, Lavis P.

Source: Nurs Times. 2001 July 19-25; 97(29): 20. No Abstract Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11957496&dopt=Abstract

Early cervical cancer treated with definitive or adjuvant radiotherapy: improved
survival with adjuvant radiotherapy attributable to patient selection.

Author(s): MacLeod CA, Vinod SK.

Source: Australasian Radiology. 2003 September; 47(3): 279-83.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
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Early cervical cancer.

Author(s): Lu KH, Burke TW.

Source: Curr Treat Options Oncol. 2000 June; 1(2): 147-55. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12057052&dopt=Abstract

Early predicting recurrent cervical cancer with combination of tissue polypeptide
specific antigen (TPS) and squamous cell carcinoma antigen (SCC).

Author(s): Hung YC, Shiau YC, Chang WC, Kao CH, Lin CC.

Source: Neoplasma. 2002; 49(6): 415-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12584591&dopt=Abstract

E-cadherin expression is silenced by DNA methylation in cervical cancer cell lines
and tumours.

Author(s): Chen CL, Liu SS, Ip SM, Wong LC, Ng TY, Ngan HY.

Source: European Journal of Cancer (Oxford, England : 1990). 2003 March; 39(4): 517-23.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12751384&dopt=Abstract

Effect of bitter melon (Momordica charantia Linn) on level and function of natural
killer cells in cervical cancer patients with radiotherapy.

Author(s): Pongnikorn S, Fongmoon D, Kasinrerk W, Limtrakul PN.

Source: ] Med Assoc Thai. 2003 January; 86(1): 61-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12678140&dopt=Abstract

Effects of anti-HPV16 E6-ribozyme on the proliferation and apoptosis of human
cervical cancer cell line CaSKi.

Author(s): Zheng YF, Rao ZG, Zhang JR.

Source: Di Yi June Yi Da Xue Xue Bao. 2002 June; 22(6): 496-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12297466&dopt=Abstract

Effects of anti-HPV16E6-ribozyme on phenotype and gene expression of a cervical
cancer cell line.

Author(s): Zheng Y, Zhang J, Qu L.

Source: Chinese Medical Journal. 2002 October; 115(10): 1501-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12490096&dopt=Abstract

Efficiency of the hybrid capture 2 HPV DNA test in cervical cancer screening. A study
by the French Society of Clinical Cytology.

Author(s): de Cremoux P, Coste ], Sastre-Garau X, Thioux M, Bouillac C, Labbe S,
Cartier I, Ziol M, Dosda A, Le Gales C, Molinie V, Vacher-Lavenu MC, Cochand-Priollet
B, Vielh P, Magdelenat H; French Society of Clinical Cytology Study Group.

Source: American Journal of Clinical Pathology. 2003 October; 120(4): 492-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_

uids=14560561&dopt=Abstract
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Enhanced expression of thymidylate synthase mediates resistance of uterine cervical
cancer cells to radiation.

Author(s): Saga Y, Suzuki M, Mizukami H, Urabe M, Fukushima M, Ozawa K, Sato L.
Source: Oncology. 2002; 63(2): 185-91.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12239455&dopt=Abstract

Epidemiologic classification of human papillomavirus types associated with cervical
cancer.

Author(s): Munoz N, Bosch FX, de Sanjose S, Herrero R, Castellsague X, Shah KV,
Snijders PJ, Meijer CJ; International Agency for Research on Cancer Multicenter Cervical
Cancer Study Group.

Source: The New England Journal of Medicine. 2003 February 6; 348(6): 518-27.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12571259&dopt=Abstract

Epidemiologic correlates of antibody response to human papillomavirus among
women at low risk of cervical cancer.

Author(s): Nonnenmacher B, Pintos J, Bozzetti MC, Mielzinska-Lohnas I, Lorincz AT,
Ikuta N, Schwartsmann G, Villa LL, Schiller JT, Franco E.

Source: International Journal of Std & Aids. 2003 April; 14(4): 258-65.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_

uids=12716496&dopt=Abstract

Estimating hypoxic status in human tumors: a simulation using Eppendorf oxygen
probe data in cervical cancer patients.

Author(s): Doll CM, Milosevic M, Pintilie M, Hill RP, Fyles AW.

Source: International Journal of Radiation Oncology, Biology, Physics. 2003 April 1;
55(5): 1239-46.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12654433&dopt=Abstract

Evaluating the presence of antibodies to HPV as prognostic markers in cervical cancer
patients.

Author(s): Baay MF, Herbrink P.

Source: Gynecologic Oncology. 2003 May; 89(2): 338; Author Reply 339.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12765175&dopt=Abstract

Evaluation of adenoassociated virus 2 and human papilloma virus 16 and 18 infection
in cervical cancer biopsies.

Author(s): Ahn WS, Bae SM, Chung JE, Lee HK, Kim BK, Lee JM, Namkoong SE, Kim
CK, SinJ.

Source: Gynecologic Oncology. 2003 April; 89(1): 105-11.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12694662&dopt=Abstract
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Evaluation of antibody response to human papillomavirus early proteins in women
in whom cervical cancer developed 1 to 20 years later.

Author(s): Lehtinen M, Pawlita M, Zumbach K, Lie K, Hakama M, Jellum E, Koskela P,
Luostarinen T, Paavonen J, Pukkala E, Sigstad E, Thoresen S, Dillner J.

Source: American Journal of Obstetrics and Gynecology. 2003 January; 188(1): 49-55.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12548195&dopt=Abstract

Evaluation of the circulating fraction of the HER-2/neu oncogene in patients with
cervical cancer.

Author(s): Contreras DN, Cobos E, Lox CD.

Source: Eur ] Gynaecol Oncol. 2002; 23(6): 491-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12556089&dopt=Abstract

Evidence of the need for cervical cancer screening in adolescents.

Author(s): Roye CF, Nelson ], Stanis P.

Source: Pediatric Nursing. 2003 May-June; 29(3): 224-5, 232.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12837002&dopt=Abstract

Exploration of factors linked with high cervical cancer rates in women from the
former Yugoslavia in Victoria, Australia.

Author(s): Fernbach M.

Source: Ethnicity & Health. 2002 August; 7(3): 209-20.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12523946&dopt=Abstract

Expression of cyclooxygenase-1 and -2 associated with expression of VEGF in primary
cervical cancer and at metastatic lymph nodes.

Author(s): Kim MH, Seo SS, Song YS, Kang DH, Park IA, Kang SB, Lee HP.

Source: Gynecologic Oncology. 2003 July; 90(1): 83-90.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12821346&dopt=Abstract

Expression of p27, p21, and p16 protein in early squamous cervical cancer and its
relation to prognosis.

Author(s): van de Putte G, Holm R, Lie AK, Trope CG, Kristensen GB.

Source: Gynecologic Oncology. 2003 April; 89(1): 140-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12694668&dopt=Abstract

Facilitators and barriers to cervical cancer screening among Chinese Canadian
women.

Author(s): Hislop TG, Deschamps M, Teh C, Jackson C, Tu SP, Yasui Y, Schwartz SM,
Kuniyuki A, Taylor V.

Source: Canadian Journal of Public Health. Revue Canadienne De Sante Publique. 2003
January-February; 94(1): 68-73.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
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Factors associated with an increased risk of prevalent and incident grade III cervical
intraepithelial neoplasia and invasive cervical cancer among women with
Papanicolaou tests classified as grades I or II cervical intraepithelial neoplasia.
Author(s): Petry KU, Bohmer G, Iftner T, Davies P, Brummer O, Kuhnle H.

Source: American Journal of Obstetrics and Gynecology. 2002 January; 186(1): 28-34.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11810080&dopt=Abstract

Factors associated with no surgery or radiation therapy for invasive cervical cancer in
Black and White women.

Author(s): Merrill RM, Merrill AV, Mayer LS.

Source: Ethn Dis. 2000 Spring-Summer; 10(2): 248-56.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=10892832&dopt=Abstract

Factors associated with the use of breast and cervical cancer screening services among
Chinese women in Hong Kong.

Author(s): Abdullah AS, Leung TY.

Source: Public Health. 2001 May; 115(3): 212-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11429718&dopt=Abstract

Factors important in promoting cervical cancer screening among Canadian women:
findings from the 1996-97 National Population Health Survey (NPHS).

Author(s): Maxwell CJ, Bancej CM, Snider J, Vik SA.

Source: Canadian Journal of Public Health. Revue Canadienne De Sante Publique. 2001
March-April; 92(2): 127-33.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11338151&dopt=Abstract

Factors that affect the quality of cytologic cervical cancer screening along the Mexico-
United States border.

Author(s): Garcia F, Mendez de Galaz E, Baldwin S, Papenfuss M, Giuliano AR, Hatch
K, Davis J.

Source: American Journal of Obstetrics and Gynecology. 2003 August; 189(2): 467-72.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=14520220&dopt=Abstract

Familial risks in cervical cancer: is there a hereditary component?

Author(s): Hemminki K, Dong C, Vaittinen P.

Source: International Journal of Cancer. Journal International Du Cancer. 1999
September 9; 82(6): 775-81.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
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Familial risks in invasive and in situ cervical cancer by histological type.

Author(s): Hemminki K, Li X, Mutanen P.

Source: European Journal of Cancer Prevention : the Official Journal of the European
Cancer Prevention Organisation (Ecp). 2001 February; 10(1): 83-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11263596&dopt=Abstract

Fatal recurrent ureteroarterial fistulas after exenteration for cervical cancer.

Author(s): DePasquale SE, Mylonas I, Falkenberry SS.

Source: Gynecologic Oncology. 2001 July; 82(1): 192-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11426985&dopt=Abstract

Feasibility of cytology-based cervical cancer screening in rural Cameroon.

Author(s): Robyr R, Nazeer S, Vassilakos P, Matute JC, Sando Z, Halle G, Mbakop A,
Campana A.

Source: Acta Cytol. 2002 November-December; 46(6): 1110-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12462091&dopt=Abstract

Fertility options for patients with stages IA2 and IB cervical cancer: presentation of
two cases and discussion of technical and ethical issues.

Author(s): Patsner B.

Source: Obstetrics and Gynecology. 1999 March; 93(3): 474.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10075004&dopt=Abstract

Finance issue brief: women's health: breast & cervical cancer screening coverage
requirements: year end report-2002.

Author(s): Plaza CL

Source: Issue Brief Health Policy Track Serv. 2002 December 31; : 1-13. No Abstract
Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_

uids=12901355&dopt=Abstract

Finance issue brief: women's health: breast & cervical cancer screenings.

Author(s): Plaza CI.

Source: Issue Brief Health Policy Track Serv. 2000 July 3; : 1-14. No Abstract Available.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11073426&dopt=Abstract

First open trial of the American College of Radiology Imaging Network: proper
imaging approach for invasive cervical cancer.

Author(s): Hricak H.

Source: Radiology. 2002 December; 225(3): 634-5.
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First report of lymphatic mapping with isosulfan blue dye and sentinel node biopsy
in cervical cancer.

Author(s): Medl M, Peters-Engl C, Schutz P, Vesely M, Sevelda P.

Source: Anticancer Res. 2000 March-April; 20(2B): 1133-4.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10810409&dopt=Abstract

Flow cytometric and Ki-67 immunohistochemical analysis of cell cycle distribution of
cervical cancer during radiation therapy.

Author(s): Higuchi KH, Nakano T, Tsuboi A, Suzuki Y, Ohno T, Oka K.

Source: Anticancer Res. 2001 July-August; 21(4A): 2511-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11724315&dopt=Abstract

Four-color multiparameter DNA flow cytometric method to study phenotypic
intratumor heterogeneity in cervical cancer.

Author(s): Corver WE, Koopman LA, van der Aa ], Regensburg M, Fleuren GJ,
Cornelisse CJ.

Source: Cytometry : the Journal of the Society for Analytical Cytology. 2000 February 1;
39(2): 96-107.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10679727&dopt=Abstract

Fractionated high-dose-rate brachytherapy in the management of uterine cervical
cancer.

Author(s): Park HC, Suh CO, Kim GE.

Source: Yonsei Medical Journal. 2002 December; 43(6): 737-48. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12497657&dopt=Abstract

Frequency of p53 codon 72 genotypes in human papillomavirus associated squamous
intraepithelial lesions and cervical cancer.

Author(s): Szarka K, Veress G, Konya J, Gergely L.

Source: Anticancer Res. 1999 May-June; 19(3B): 2377-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10472360&dopt=Abstract

Frequent loss of heterozygosity in chromosomal region 9pter-p13 in tumor biopsies
and cytological material of uterine cervical cancer.

Author(s): Manolaraki MM, Arvanitis DA, Sourvinos G, Sifakis S, Koumantakis E,
Spandidos DA.

Source: Cancer Letters. 2002 February 25; 176(2): 175-81.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11804745&dopt=Abstract


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10810409&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10810409&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10810409&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10810409&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11724315&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11724315&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11724315&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11724315&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10679727&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10679727&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10679727&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10679727&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12497657&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12497657&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12497657&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12497657&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10472360&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10472360&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10472360&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10472360&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11804745&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11804745&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11804745&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11804745&dopt=Abstract

84

Cervical Cancer

G2 checkpoint in uterine cervical cancer with HPV 16 E6 according to p53
polymorphism and its screening value.

Author(s): Cho NH, Lim SY, Kim YT, Kim D, Kim YS, Kim JW.

Source: Gynecologic Oncology. 2003 July; 90(1): 15-22.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12821336&dopt=Abstract

Gemcitabine activity in cervical cancer cell lines.

Author(s): Hernandez P, Olivera P, Duenas-Gonzalez A, Perez-Pastenes MA, Zarate A,
Maldonado V, Melendez-Zajgla J.

Source: Cancer Chemotherapy and Pharmacology. 2001 December; 48(6): 488-92.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11800030&dopt=Abstract

Gemcitabine in cervical cancer.

Author(s): Mutch DG, Bloss JD.

Source: Gynecologic Oncology. 2003 August; 90(2 Pt 2): S8-15. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12928000&dopt=Abstract

Gemcitabine is ineffective in recurrent, preirradiated cervical cancer.

Author(s): Greggi S, D'Agostino G, Smaniotto D, Genovesi D, Lorusso D, Scambia G.
Source: Gynecologic Oncology. 2000 July; 78(1): 76-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=10873416&dopt=Abstract

Generation of tumor-specific cytotoxic T lymphocytes by stimulation with HPV type
16 E7 peptide-pulsed dendritic cells: an approach to immunotherapy of cervical
cancer.

Author(s): Schoell WM, Mirhashemi R, Liu B, Janicek MF, Podack ER, Penalver MA,
Averette HE.

Source: Gynecologic Oncology. 1999 September; 74(3): 448-55.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10479508&dopt=Abstract

Genetic alterations on chromosome 17p associated with response to radiotherapy in
bulky cervical cancer.

Author(s): Harima Y, Shirahama S, Harima K, Aoki S, Ohnishi T, Tanaka Y.

Source: British Journal of Cancer. 1999 September; 81(1): 108-13.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10487620&dopt=Abstract

Genetic analysis identifies putative tumor suppressor sites at 2q35-q36.1 and 2q36.3-
q37.1 involved in cervical cancer progression.

Author(s): Narayan G, Pulido HA, Koul S, Lu XY, Harris CP, Yeh YA, Vargas H, Posso
H, Terry MB, Gissmann L, Schneider A, Mansukhani M, Rao PH, Murty VV.

Source: Oncogene. 2003 May 29; 22(22): 3489-99.
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Genetic deletion and human papillomavirus infection in cervical cancer: loss of
heterozygosity sites at 3p and 5p are important genetic events.

Author(s): Mitra AB.

Source: International Journal of Cancer. Journal International Du Cancer. 1999 July 30;
82(3): 322-4.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10399946&dopt=Abstract

Genetic susceptibility to HPV infection and cervical cancer.

Author(s): Maciag PC, Villa LL.

Source: Brazilian Journal of Medical and Biological Research = Revista Brasileira De
Pesquisas Medicas E Biologicas / Sociedade Brasileira De Biofisica. [et AL]. 1999 July;
32(7): 915-22. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10454752&dopt=Abstract

Genital HPV: links to cervical cancer, treatment, and prevention.

Author(s): Perez LA.

Source: Clin Lab Sci. 2001 Summer; 14(3): 183-6; Quiz 193.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11517629&dopt=Abstract

Genital human papillomavirus infection among women recruited for routine cervical
cancer screening or for colposcopy determined by Hybrid Capture II and polymerase
chain reaction.

Author(s): Riethmuller D, Gay C, Bertrand X, Bettinger D, Schaal JP, Carbillet JP,
Lassabe C, Arveux P, Seilles E, Mougin C.

Source: Diagnostic Molecular Pathology : the American Journal of Surgical Pathology,
Part B. 1999 September; 8(3): 157-64.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10565688&dopt=Abstract

Geographic & age variations in invasive cervical cancer in Kentucky, 1995-1999.
Author(s): Wyatt S, Ross FE, Bottorff D, Lancaster M.

Source: ] Ky Med Assoc. 2002 October; 100(10): 441-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12395746&dopt=Abstract

Global challenges of cervical cancer prevention.

Author(s): Monsonego J.

Source: Clin Exp Obstet Gynecol. 2001; 28(1): 5-13. No Abstract Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11332590&dopt=Abstract

Global challenges of cervical cancer prevention.

Author(s): Monsonego J.

Source: Eur ] Gynaecol Oncol. 2000; 21(6): 533-9. Review. No Abstract Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11214605&dopt=Abstract
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Grade of malignancy of cervical cancer in regions of Uganda with varying malarial
endemicity.

Author(s): Odida M, Schmauz R, Lwanga SK.

Source: International Journal of Cancer. Journal International Du Cancer. 2002 June 10;
99(5): 737-41.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12115509&dopt=Abstract

Growth inhibition of cervical cancer cells by the human retinoic acid receptor beta
gene.

Author(s): Geisen C, Denk C, Kupper JH, Schwarz E.

Source: International Journal of Cancer. Journal International Du Cancer. 2000 January
15; 85(2): 289-95.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10629091&dopt=Abstract

Growth inhibitory effects and radiosensitization induced by fatty aromatic acids on
human cervical cancer cells.

Author(s): Ferrandina G, Filippini P, Ferlini C, Maggiano N, Stoler AB, Fruscella E,
Mozzetti S, Mancuso S, Freedman RS, Scambia G, Ranelletti FO.

Source: Oncology Research. 2000; 12(9-10): 429-40.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11697821&dopt=Abstract

GSTP1 polymorphism, cigarette smoking and cervical cancer risk in Korean women.
Author(s): Jee SH, Lee JE, Kim S, Kim JH, Um SJ, Lee S], Namkoong SE, Park JS.

Source: Yonsei Medical Journal. 2002 December; 43(6): 712-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12497653&dopt=Abstract

Guidelines for the treatment of recurrent and metastatic cervical cancer.

Author(s): Friedlander M; U.S. Preventative Services Task Force.

Source: The Oncologist. 2002; 7(4): 342-7. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12185296&dopt=Abstract

Guidelines recommend less frequent screening interval for cervical cancer.

Author(s): Twombly R.

Source: Journal of the National Cancer Institute. 2003 March 19; 95(6): 424-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12644532&dopt=Abstract

Halving deaths from cervical cancer.

Author(s): Taylor R.

Source: New South Wales Public Health Bulletin. 2003 March; 14(3): 55-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12806419&dopt=Abstract
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Herpes simplex virus and risk of cervical cancer: a longitudinal, nested case-control
study in the nordic countries.

Author(s): Lehtinen M, Koskela P, Jellum E, Bloigu A, Anttila T, Hallmans G, Luukkaala
T, Thoresen S, Youngman L, Dillner J, Hakama M.

Source: American Journal of Epidemiology. 2002 October 15; 156(8): 687-92.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_

uids=12370156&dopt=Abstract

High dose rate intraoperative radiotherapy for recurrent cervical cancer and nodal
disease.

Author(s): Roth TM, Secord AA, Havrilesky L], Jones E, Clarke-Pearson DL.

Source: Gynecologic Oncology. 2003 October; 91(1): 258-60.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14529691&dopt=Abstract

High dose-rate brachytherapy for elderly patients with uterine cervical cancer.
Author(s): Chen SW, Liang JA, Yang SN, Lin FJ.

Source: Japanese Journal of Clinical Oncology. 2003 May; 33(5): 221-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12865465&dopt=Abstract

Hormonal contraception and cervical cancer.

Author(s): Epstein RJ.

Source: Lancet. 2003 May 31; 361(9372): 1915.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12788614&dopt=Abstract

How much cervical cancer is being prevented?

Author(s): Mitchell HS.

Source: The Medical Journal of Australia. 2003 March 17; 178(6): 298.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12633490&dopt=Abstract

How often should we screen for cervical cancer?

Author(s): Feldman S.

Source: The New England Journal of Medicine. 2003 October 16; 349(16): 1495-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14561789&dopt=Abstract

HPV subtypes and immunological parameters of cervical cancer in Iceland during
two time periods, 1958-1960 and 1995-1996.

Author(s): Mikaelsdottir EK, Benediktsdottir KR, Olafsdottir K, Arnadottir T,
Ragnarsson GB, Olafsson K, Sigurdsson K, Kristjansdottir GS, Imsland AK,
Ogmundsdottir HM, Rafnar T.

Source: Gynecologic Oncology. 2003 April; 89(1): 22-30.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_

uids=12694650&dopt=Abstract
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¢  Human papilloma virus (HPV) and cervical cancer.
Author(s): Furumoto H, Irahara M.
Source: ] Med Invest. 2002 August; 49(3-4): 124-33. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12323001&dopt=Abstract

*  Human papillomavirus and cervical cancer.
Author(s): Burd EM.
Source: Clinical Microbiology Reviews. 2003 January; 16(1): 1-17. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12525422&dopt=Abstract

¢ Human papillomavirus and cervical cancer: not just a sexually transmitted disease.
Author(s): Likes WM, Itano J.
Source: Clinical Journal of Oncology Nursing. 2003 May-June; 7(3): 271-6. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12793333&dopt=Abstract

¢ Human papillomavirus and risk factors for cervical cancer in Chennai, India: a case-
control study.
Author(s): Franceschi S, Rajkumar T, Vaccarella S, Gajalakshmi V, Sharmila A, Snijders
PJ, Munoz N, Meijer CJ, Herrero R.
Source: International Journal of Cancer. Journal International Du Cancer. 2003 October
20; 107(1): 127-33.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12925967&dopt=Abstract

*  Human papillomavirus and the value of screening: young women's knowledge of
cervical cancer.
Author(s): Philips Z, Johnson S, Avis M, Whynes DK.
Source: Health Education Research. 2003 June; 18(3): 318-28.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12828233&dopt=Abstract

*  Human papillomavirus frequency of women at low risk of developing cervical
cancer: a preliminary study from a Turkish university hospital.
Author(s): Ozcelik B, Serin IS, Gokahmetoglu S, Basbug M, Erez R.
Source: Eur ] Gynaecol Oncol. 2003; 24(2): 157-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12701968&dopt=Abstract

*  Human papillomavirus infections and risks of cervical cancer: what do women know?
Author(s): Pitts M, Clarke T.
Source: Health Education Research. 2002 December; 17(6): 706-14.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12507346&dopt=Abstract
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Human papillomavirus prevalence among women with cervical intraepithelial
neoplasia III and invasive cervical cancer from Goiania, Brazil.

Author(s): Rabelo-Santos SH, Zeferino L, Villa LL, Sobrinho JP, Amaral RG, Magalhaes
AV.

Source: Memorias Do Instituto Oswaldo Cruz. 2003 March; 98(2): 181-4. Epub 2003 May
15.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12764431&dopt=Abstract

Human papillomavirus testing--are you ready for a new era in cervical cancer
screening?

Author(s): Davey DD, Zarbo RJ.

Source: Archives of Pathology & Laboratory Medicine. 2003 August; 127(8): 927-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12873162&dopt=Abstract

Human papillomavirus therapy for the prevention and treatment of cervical cancer.
Author(s): Khleif SN.

Source: Curr Treat Options Oncol. 2003 April; 4(2): 111-9. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12594937&dopt=Abstract

Human papillomavirus type 16 E7 peptide-directed CD8+ T cells from patients with
cervical cancer are cross-reactive with the coronavirus NS2 protein.

Author(s): Nilges K, Hohn H, Pilch H, Neukirch C, Freitag K, Talbot PJ, Maeurer MJ.
Source: Journal of Virology. 2003 May; 77(9): 5464-74.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12692247&dopt=Abstract

Human papillomavirus types in invasive cervical cancer worldwide: a meta-analysis.
Author(s): Clifford GM, Smith ]S, Plummer M, Munoz N, Franceschi S.

Source: British Journal of Cancer. 2003 January 13; 88(1): 63-73.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12556961&dopt=Abstract

Identification and differential expression of novel human cervical cancer oncogene
HCCR-2 in human cancers and its involvement in p53 stabilization.

Author(s): Ko J, Lee YH, Hwang SY, Lee YS, Shin SM, Hwang JH, Kim J, Kim YW, Jang
SW, Ryoo ZY, Kim IK, Namkoong SE, Kim JW.

Source: Oncogene. 2003 July 24; 22(30): 4679-89.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_

uids=12879013&dopt=Abstract

Identification of cervical cancer markers by cDNA and tissue microarrays.

Author(s): Chen Y, Miller C, Mosher R, Zhao X, Deeds J, Morrissey M, Bryant B, Yang D,
Meyer R, Cronin F, Gostout BS, Smith-McCune K, Schlegel R.

Source: Cancer Research. 2003 April 15; 63(8): 1927-35.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12702585&dopt=Abstract
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Immunohistochemical and quantitative competitive PCR analyses of midkine and
pleiotrophin expression in cervical cancer.

Author(s): Moon HS, Park WI, Sung SH, Choi EA, Chung HW, Woo BH.

Source: Gynecologic Oncology. 2003 March; 88(3): 289-97.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12648577&dopt=Abstract

Impact of HIV infection on invasive cervical cancer in Kenyan women.

Author(s): Gichangi PB, Bwayo ], Estambale B, De Vuyst H, Ojwang S, Rogo K, Abwao
H, Temmerman M.

Source: Aids (London, England). 2003 September 5; 17(13): 1963-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12960829&dopt=Abstract

Improved prognostic value of 18F-FDG PET using a simple visual analysis of tumor
characteristics in patients with cervical cancer.

Author(s): Miller TR, Pinkus E, Dehdashti F, Grigsby PW.

Source: Journal of Nuclear Medicine : Official Publication, Society of Nuclear Medicine.
2003 February; 44(2): 192-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_

uids=12571208&dopt=Abstract

In conisation with pelvic lymphadenectomy adequate for FIGO stage 1B1 cervical
cancer? Case report and review of the literature.

Author(s): Dhar KK, Byrom J, Todd RW, Redman CW.

Source: Journal of Obstetrics and Gynaecology : the Journal of the Institute of Obstetrics
and Gynaecology. 2003 January; 23(1): 81-3. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12647711&dopt=Abstract

Inadvertent bladder injury due to tumour infiltration during radical hysterectomy
procedure for cervical cancer: complete healing with postoperative chemotherapy.
Author(s): Bafna UD, Tasneem R.

Source: Journal of Obstetrics and Gynaecology : the Journal of the Institute of Obstetrics
and Gynaecology. 2002 November; 22(6): 703.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12554284&dopt=Abstract

Incidence and survival rate of women with cervical cancer in the Greater Amsterdam
area.

Author(s): Bulk S, Visser O, Rozendaal L, Verheijen RH, Meijer CJ.

Source: British Journal of Cancer. 2003 September 1; 89(5): 834-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12942114&dopt=Abstract
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Inclusion of HPV testing in routine cervical cancer screening for women above 29
years in Germany: results for 8466 patients.

Author(s): Petry KU, Menton S, Menton M, van Loenen-Frosch F, de Carvalho Gomes H,
Holz B, Schopp B, Garbrecht-Buettner S, Davies P, Boehmer G, van den Akker E, Iftner
T.

Source: British Journal of Cancer. 2003 May 19; 88(10): 1570-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12771924&dopt=Abstract

Increased risk of high-grade cervical squamous intraepithelial lesions and invasive
cervical cancer among African women with human immunodeficiency virus type 1
and 2 infections.

Author(s): Hawes SE, Critchlow CW, Faye Niang MA, Diouf MB, Diop A, Toure P, Aziz
Kasse A, Dembele B, Salif Sow P, Coll-Seck AM, Kuypers JM, Kiviat NB.

Source: The Journal of Infectious Diseases. 2003 August 15; 188(4): 555-63. Epub 2003
July 23.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12898443&dopt=Abstract

Interferon, alpha 17 (IFNA17) Ile184Arg polymorphism and cervical cancer risk.
Author(s): Kim JW, Roh JW, Park NH, Song YS, Kang SB, Lee HP.

Source: Cancer Letters. 2003 January 28; 189(2): 183-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12490311&dopt=Abstract

Interleukin 1 receptor antagonist (IL-IRA) polymorphism in women with cervical
cancer.

Author(s): Mustea A, Sehouli ], Konsgen D, Stengel D, Sofroni D, Lichtenegger W.
Source: Anticancer Res. 2003 March-April; 23(2A): 1099-102.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12820354&dopt=Abstract

Interleukin-10 promoter polymorphisms and cervical cancer risk in Korean women.
Author(s): Roh JW, Kim MH, Seo SS, Kim SH, Kim JW, Park NH, Song YS, Park SY,
Kang SB, Lee HP.

Source: Cancer Letters. 2002 October 8; 184(1): 57-63.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12104048&dopt=Abstract

Irinotecan for the treatment of cervical cancer.

Author(s): Verschraegen CF.

Source: Oncology (Huntingt). 2002 May; 16(5 Suppl 5): 32-4. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12109804&dopt=Abstract

Is less more? Rethinking the extent of surgery for invasive cervical cancer.

Author(s): Morris R, Baker VV.

Source: Curr Womens Health Rep. 2002 February; 2(1): 15-9. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12112978&dopt=Abstract
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* Is there a role for pelvic lymph node debulking in advanced cervical cancer?
Author(s): Kupets R, Thomas GM, Covens A.
Source: Gynecologic Oncology. 2002 November; 87(2): 163-70. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12477446&dopt=Abstract

* Joint effect of HPV16 with Chlamydia trachomatis and smoking on risk of cervical
cancer: antagonism or misclassification (Nordic countries).
Author(s): Hakama M, Luostarinen T, Hallmans G, Jellum E, Koskela P, Lehtinen M,
Thoresen S, Youngman L, Hakulinen T.
Source: Cancer Causes & Control : Ccc. 2000 October; 11(9): 783-90.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11075866&dopt=Abstract

* Jordanian women's attitudes towards cervical screening and cervical cancer.
Author(s): Maaita M, Barakat M.
Source: Journal of Obstetrics and Gynaecology : the Journal of the Institute of Obstetrics
and Gynaecology. 2002 July; 22(4): 421-2.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12521469&dopt=Abstract

¢ KAIl metastasis suppressor protein in cervical cancer.
Author(s): Schindl M, Birner P, Bachtiary B, Breitenecker G, Selzer E, Oberhuber G.
Source: American Journal of Pathology. 2002 April; 160(4): 1542-3; Author Reply 1543.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11943739&dopt=Abstract

*  Knowledge of cervical cancer risk factors among Chinese immigrants in Seattle.
Author(s): Ralston JD, Taylor VM, Yasui Y, Kuniyuki A, Jackson JC, Tu SP.
Source: Journal of Community Health. 2003 February; 28(1): 41-57.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12570172&dopt=Abstract

* Knowledge of cervical cancer screening among women attending a university health
center.
Author(s): Hasenyager C.
Source: Journal of American College Health : ] of Ach. 1999 March; 47(5): 221-4.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=10209916&dopt=Abstract

* Knowledge of cervical cancer screening and use of cervical screening facilities among
women from various socioeconomic backgrounds in Durban, Kwazulu Natal, South
Africa.

Author(s): Wellensiek N, Moodley M, Moodley J, Nkwanyana N.

Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2002 July-August; 12(4): 376-82.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12144686&dopt=Abstract
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Knowledge, barriers, and motivators related to cervical cancer screening among
Korean-American women. A focus group approach.

Author(s): Lee MC.

Source: Cancer Nursing. 2000 June; 23(3): 168-75.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10851767&dopt=Abstract

Laparoscopic detection of sentinel lymph nodes followed by lymph node dissection
in patients with early stage cervical cancer.

Author(s): Buist MR, Pijpers R], van Lingen A, van Diest PJ, Dijkstra J, Kenemans P,
Verheijen RH.

Source: Gynecologic Oncology. 2003 August; 90(2): 290-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12893189&dopt=Abstract

Laparoscopic identification of sentinel lymph nodes in early stage cervical cancer:
prospective study using a combination of patent blue dye injection and technetium
radiocolloid injection.

Author(s): Lambaudie E, Collinet P, Narducci F, Sonoda Y, Papageorgiou T, Carpentier
P, Leblanc E, Querleu D.

Source: Gynecologic Oncology. 2003 April; 89(1): 84-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_

uids=12694658&dopt=Abstract

Laparoscopic radical trachelectomy for stage Ib1 cervical cancer.

Author(s): Lee CL, Huang KG, Wang CJ, Yen CF, Lai CH.

Source: The Journal of the American Association of Gynecologic Laparoscopists. 2003
February; 10(1): 111-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12555004&dopt=Abstract

Laparoscopic-assisted radical vaginal hysterectomy (LARVH): prospective evaluation
of 200 patients with cervical cancer.

Author(s): Hertel H, Kohler C, Michels W, Possover M, Tozzi R, Schneider A.

Source: Gynecologic Oncology. 2003 September; 90(3): 505-11.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=13678717&dopt=Abstract

Late recurrence of squamous cell cervical cancer in an episiotomy site after vaginal
delivery.

Author(s): Goldman NA, Goldberg GL.

Source: Obstetrics and Gynecology. 2003 May; 101(5 Pt 2): 1127-9.
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Longitudinal study of sexual function and vaginal changes after radiotherapy for
cervical cancer.

Author(s): Jensen PT, Groenvold M, Klee MC, Thranov I, Petersen MA, Machin D.
Source: International Journal of Radiation Oncology, Biology, Physics. 2003 July 15;
56(4): 937-49.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12829128&dopt=Abstract

Loss of expression, and mutations of Smad 2 and Smad 4 in human cervical cancer.
Author(s): Maliekal TT, Antony ML, Nair A, Paulmurugan R, Karunagaran D.

Source: Oncogene. 2003 July 31; 22(31): 4889-97.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12894231&dopt=Abstract

Low risk of cervical cancer during a long period after negative screening in the
Netherlands.

Author(s): van den Akker-van Marle ME, van Ballegooijen M, Habbema JD.

Source: British Journal of Cancer. 2003 April 7; 88(7): 1054-7.
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uids=12671704&dopt=Abstract

Lymphangioma circumscriptum of the vulva following surgical and radiological
therapy of cervical cancer.

Author(s): Jappe U, Zimmermann T, Kahle B, Petzoldt D.

Source: Sexually Transmitted Diseases. 2002 September; 29(9): 533-5.
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Lymphovascular and perineural invasion in the parametria: a prognostic factor for
early-stage cervical cancer.

Author(s): Memarzadeh S, Natarajan S, Dandade DP, Ostrzega N, Saber PA, Busuttil A,
Lentz SE, Berek JS.

Source: Obstetrics and Gynecology. 2003 September; 102(3): 612-9.
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Management of women with cervical cancer precursor lesions.

Author(s): Cox JT.

Source: Obstetrics and Gynecology Clinics of North America. 2002 December; 29(4): 787-
816. Review.
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uids=12509096&dopt=Abstract

Measurement of tumor volume by PET to evaluate prognosis in patients with
advanced cervical cancer treated by radiation therapy.

Author(s): Miller TR, Grigsby PW.

Source: International Journal of Radiation Oncology, Biology, Physics. 2002 June 1; 53(2):
353-9.
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Measurements of human papillomavirus transcripts by real time quantitative reverse
transcription-polymerase chain reaction in samples collected for cervical cancer
screening.

Author(s): Lamarcq L, Deeds ], Ginzinger D, Perry ], Padmanabha S, Smith-McCune K.
Source: The Journal of Molecular Diagnostics : Jmd. 2002 May; 4(2): 97-102.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11986400&dopt=Abstract

Membrane-associated MMP-2 in human cervical cancer.

Author(s): Mitra A, Chakrabarti ], Chattopadhyay N, Chatterjee A.

Source: Journal of Environmental Pathology, Toxicology and Oncology : Official Organ
of the International Society for Environmental Toxicology and Cancer. 2003; 22(2): 93-
100. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14533872&dopt=Abstract

Meta-analysis of social inequality and the risk of cervical cancer.

Author(s): Parikh S, Brennan P, Boffetta P.

Source: International Journal of Cancer. Journal International Du Cancer. 2003 July 10;
105(5): 687-91.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12740919&dopt=Abstract

Molecular biology of cervical cancer and its precursors.

Author(s): Heilmann V, Kreienberg R.

Source: Curr Womens Health Rep. 2002 February; 2(1): 27-33. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12112980&dopt=Abstract

Mucinous adenocarcinoma and strumal carcinoid tumor arising in one mature cystic
teratoma of the ovary with synchronous cervical cancer.

Author(s): Kim SM, Choi HS, Byun JS, Kim YH, Kim KS, Rim SY, Kim HR, Nam JH,
Choi YD.

Source: The Journal of Obstetrics and Gynaecology Research. 2003 February; 29(1): 28-
32.
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Multimodal therapy including neoadjuvant methotrexate, vinblastine, doxorubicin,
and cisplatin (MVAC) for stage IIB to IV cervical cancer.

Author(s): Dowdy SC, Boardman CH, Wilson TO, Podratz KC, Hartmann LC, Long HJ.
Source: American Journal of Obstetrics and Gynecology. 2002 June; 186(6): 1167-73.
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Multiple HPV infection in cervical cancer screened by HPVDNAChip.

Author(s): Lee SA, Kang D, Seo S5, Jeong JK, Yoo KY, Jeon YT, Kim JW, Park NH, Kang
SB, Lee HP, Song YS.

Source: Cancer Letters. 2003 August 20; 198(2): 187-92.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
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Multivariate analysis of histopathologic prognostic factors for invasive cervical cancer
treated with radical hysterectomy and systematic retroperitoneal lymphadenectomy.
Author(s): Takeda N, Sakuragi N, Takeda M, Okamoto K, Kuwabara M, Negishi H,
Oikawa M, Yamamoto R, Yamada H, Fujimoto S.

Source: Acta Obstetricia Et Gynecologica Scandinavica. 2002 December; 81(12): 1144-51.
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uids=12519111&dopt=Abstract

n-6 Polyunsaturated fatty acids increase skin but not cervical cancer in human
papillomavirus 16 transgenic mice.

Author(s): Qi M, Chen D, Liu K, Auborn KJ.

Source: Cancer Research. 2002 January 15; 62(2): 433-6.
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Neoadjuvant chemotherapy for cervical cancer.

Author(s): Moore DH.

Source: Expert Opinion on Pharmacotherapy. 2003 June; 4(6): 859-67. Review.
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Neocarzinostatin induces an effective p53-dependent response in human
papillomavirus-positive cervical cancer cells.

Author(s): Banuelos A, Reyes E, Ocadiz R, Alvarez E, Moreno M, Monroy A, Gariglio P.
Source: The Journal of Pharmacology and Experimental Therapeutics. 2003 August;
306(2): 671-80. Epub 2003 May 15.
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Neurourological changes before and after radical hysterectomy in patients with
cervical cancer.

Author(s): Chuang TY, Yu KJ, Penn IW, Chang YC, Lin PH, Tsai YA.

Source: Acta Obstetricia Et Gynecologica Scandinavica. 2003 October; 82(10): 954-9.
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New approaches for the management of cervical cancer.

Author(s): Herzog TJ.

Source: Gynecologic Oncology. 2003 September; 90(3 Pt 2): 522-7. Review.
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New developments in the treatment of invasive cervical cancer.

Author(s): Im SS, Monk BJ.

Source: Obstetrics and Gynecology Clinics of North America. 2002 December; 29(4): 659-
72. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12509090&dopt=Abstract

No alteration in NK function or zeta chain expression in NK and T cells of cervical
cancer patients.

Author(s): Onon TS, Kitchener HC, Duggan-Keen M, Stern PL.

Source: Gynecologic Oncology. 2003 April; 89(1): 120-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12694665&dopt=Abstract

Nonradical treatment is as effective as radical surgery in the management of cervical
cancer stage IA1.

Author(s): Nam JH, Kim SH, Kim JH, Kim YM, Kim YT, Mok JE.

Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2002 September-October; 12(5): 480-4.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12366666&dopt=Abstract

Nucleolin as activator of human papillomavirus type 18 oncogene transcription in
cervical cancer.

Author(s): Grinstein E, Wernet P, Snijders PJ, Rosl F, Weinert I, Jia W, Kraft R, Schewe C,
Schwabe M, Hauptmann S, Dietel M, Meijer CJ, Royer HD.

Source: The Journal of Experimental Medicine. 2002 October 21; 196(8): 1067-78.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12391018&dopt=Abstract

Nutritional and genetic inefficiencies in one-carbon metabolism and cervical cancer
risk.

Author(s): Ziegler RG, Weinstein SJ, Fears TR.

Source: The Journal of Nutrition. 2002 August; 132(8 Suppl): 23455-2349S.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12163690&dopt=Abstract

Oncogenic human papillomavirus (HPV) infection and uterine cervical cancer: a
screening strategy in the perspective of rural India.

Author(s): Duttagupta C, Sengupta S, Roy M, Sengupta D, Chakraborty S, Bhattacharya
P, Roy S, Ghosh S.

Source: European Journal of Cancer Prevention : the Official Journal of the European
Cancer Prevention Organisation (Ecp). 2002 October; 11(5): 447-56.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12394242&dopt=Abstract
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Oral contraceptives and cervical cancer.

Author(s): Berrington A, Jha P, Peto ], Green J, Hermon C; UK National Case-Control
Study of Cervical Cancer.

Source: Lancet. 2002 August 3; 360(9330): 410.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12241800&dopt=Abstract

Oral contraceptives and cervical cancer.

Author(s): Brabin L, Barr F.

Source: Lancet. 2002 August 3; 360(9330): 409-10.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12241799&dopt=Abstract

Oral contraceptives and cervical cancer.

Author(s): Ross GL.

Source: Lancet. 2002 August 3; 360(9330): 409; Author Reply 409.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12241797&dopt=Abstract

Oral contraceptives and cervical cancer: public health implications.

Author(s): La Vecchia C, Bosetti C.

Source: European Journal of Cancer Prevention : the Official Journal of the European
Cancer Prevention Organisation (Ecp). 2003 February; 12(1): 1-2.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12548103&dopt=Abstract

Oral contraceptives, parity, and cervical cancer.

Author(s): Skegg DC.

Source: Lancet. 2002 March 30; 359(9312): 1080-1.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11943251&dopt=Abstract

Osmotic shrinkage of human cervical cancer cells induces an extracellular CI- -
dependent nonselective cation channel, which requires p38 MAPK.

Author(s): Shen MR, Chou CY, Hsu KF, Ellory JC.

Source: The Journal of Biological Chemistry. 2002 November 29; 277(48): 45776-84. Epub
2002 September 10.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_

uids=12226098&dopt=Abstract

Outcomes of a community-based three-year breast and cervical cancer screening
program for medically underserved, low income women.

Author(s): Schulz MA, Ludwick R, Cukr PL, Kelly D.

Source: Journal of the American Academy of Nurse Practitioners. 2002 May; 14(5): 219-
24.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12051146&dopt=Abstract
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Outcomes of training nurses to conduct breast and cervical cancer screening of Native
American women.

Author(s): Petersen WO, Trapp MA, Vierkant RA, Sellers TA, Kottke TE, de Groen PC,
Nicometo AM, Kaur JS.

Source: Holistic Nursing Practice. 2002 January; 16(2): 58-79.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11845768&dopt=Abstract

Overexpression of Bcl-2 partly inhibits apoptosis of human cervical cancer SiHa cells
induced by arsenic trioxide.

Author(s): Deng Y, Lin C, Zheng J, Fu M, Liang X, Chen ], Xiao P, Wu M.

Source: Chinese Medical Journal. 2000 January; 113(1): 84-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11775218&dopt=Abstract

Performance of the acetic acid test when used in field conditions as a screening test
for cervical cancer.

Author(s): Claeys P, De Vuyst H, Gonzalez C, Garcia A, Bello RE, Temmerman M.
Source: Tropical Medicine & International Health : Tm & Ih. 2003 August; 8(8): 704-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12869091&dopt=Abstract

Performance of visual inspection with acetic acid for cervical cancer screening: a
qualitative summary of evidence to date.

Author(s): Gaffikin L, Lauterbach M, Blumenthal PD.

Source: Obstetrical & Gynecological Survey. 2003 August; 58(8): 543-50. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12886165&dopt=Abstract

Phase I study of combination chemotherapy using irinotecan hydrochloride and
nedaplatin for advanced or recurrent cervical cancer.

Author(s): Machida S, Ohwada M, Fujiwara H, Konno R, Takano M, Kita T, Kikuchi Y,
Komiyama S, Mikami M, Suzuki M.

Source: Oncology. 2003; 65(2): 102-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12931014&dopt=Abstract

Phase II clinical study of irinotecan and cisplatin as first-line chemotherapy in
metastatic or recurrent cervical cancer.

Author(s): Chitapanarux I, Tonusin A, Sukthomya V, Charuchinda C, Pukanhapan N,
Lorvidhaya V.

Source: Gynecologic Oncology. 2003 June; 89(3): 402-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_

uids=12798702&dopt=Abstract
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*  Preoperative work-up of early cervical cancer (stages Ib-IIa).
Author(s): Kokka F, Vorgias G, Tserkezoglou A, Tsiaousi I, Hadjieleftheriou G,
Andriotis M, Akrivos T, Fotiou S, Apostolikas N.
Source: Eur ] Gynaecol Oncol. 2003; 24(2): 175-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12701973&dopt=Abstract

*  Prevention of cervical cancer in resource-poor settings.
Author(s): Walraven G.
Source: Lancet. 2003 June 21; 361(9375): 2160; Author Reply 2160-1.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12826462&dopt=Abstract

e Prevention of cervical cancer.
Author(s): Farnsworth A, Mitchell HS.
Source: The Medical Journal of Australia. 2003 June 16; 178(12): 653-4. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12797859&dopt=Abstract

*  Primary care residents' characteristics and motives for providing differential medical
treatment of cervical cancer screening.
Author(s): Arredondo EM, Pollak KI, Costanzo P, McNeilly M, Myers E.
Source: Journal of the National Medical Association. 2003 July; 95(7): 576-84.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12911255&dopt=Abstract

*  Prognostic factors in definitive radiotherapy of uterine cervical cancer.
Author(s): Yalman D, Aras AB, Ozkok S, Duransoy A, Celik OK, Ozsaran Z,
Haydaroglu A.
Source: Eur ] Gynaecol Oncol. 2003; 24(3-4): 309-14.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12807246&dopt=Abstract

* Prognostic significance of preoperative DNA flow cytometry in surgically-treated
cervical cancer.
Author(s): Reich O, Purstner P, Klaritsch P, Haas ], Lahousen M, Tamussino K, Winter
R.
Source: Eur ] Gynaecol Oncol. 2003; 24(1): 13-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12691309&dopt=Abstract

e Quality counts: the value of women's perceived quality of life after cervical cancer.
Author(s): Schover LR.
Source: Gynecologic Oncology. 2000 January; 76(1): 3-4.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10620433&dopt=Abstract
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Quality improvement project in cervical cancer screening: practical measures for
monitoring laboratory performance.

Author(s): Tarkkanen J, Geagea A, Nieminen P, Anttila A.

Source: Acta Obstetricia Et Gynecologica Scandinavica. 2003 January; 82(1): 82-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12580846&dopt=Abstract

Quality of care from a patient perspective in population-based cervical cancer
screening.

Author(s): Tishelman C, Lundgren EL, Skald A, Tornberg S, Larsson BW.

Source: Acta Oncologica (Stockholm, Sweden). 2002; 41(3): 253-61.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12195744&dopt=Abstract

Quality of life in long-term survivors of cervical cancer.

Author(s): Li C, Samsioe G, losif C.

Source: Maturitas. 1999 June 21; 32(2): 95-102.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10465377&dopt=Abstract

Quantification and prognostic relevance of angiogenic parameters in invasive cervical
cancer.

Author(s): Gullu IH, Marangoz S.

Source: British Journal of Cancer. 1999 August; 80(11): 1865.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10468311&dopt=Abstract

Radiochemotherapy for patients with locally advanced cervical cancer: early results.
Author(s): Ozsaran Z, Yalman D, Yurut V, Aras A, Ozsaran A, Hanhan M, Haydaroglu
A.

Source: Eur ] Gynaecol Oncol. 2003; 24(2): 191-4.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12701977&dopt=Abstract

Randomised controlled trial of the effect of evidence based information on women's
willingness to participate in cervical cancer screening.

Author(s): Adab P, Marshall T, Rouse A, Randhawa B, Sangha H, Bhangoo N.

Source: Journal of Epidemiology and Community Health. 2003 August; 57(8): 589-93.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12883063&dopt=Abstract

Randomized trial of surgical staging (extraperitoneal or laparoscopic) versus clinical
staging in locally advanced cervical cancer.

Author(s): Lai CH, Huang KG, Hong JH, Lee CL, Chou HH, Chang TC, Hsueh S, Huang
HJ, Ng KK, Tsai CS.

Source: Gynecologic Oncology. 2003 April; 89(1): 160-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_

uids=12694671&dopt=Abstract
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* Real-time PCR-based system for simultaneous quantification of human
papillomavirus types associated with high risk of cervical cancer.
Author(s): Moberg M, Gustavsson I, Gyllensten U.
Source: Journal of Clinical Microbiology. 2003 July; 41(7): 3221-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12843067&dopt=Abstract

* Renal sonography in the diagnosis of renal obstruction or hydronephrosis in patients
with cervical cancer.
Author(s): Vanderpuye V.
Source: Journal of Clinical Ultrasound : Jcu. 2002 September; 30(7): 424-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12210460&dopt=Abstract

* Risk factors for progression of squamous cell cervical carcinoma in-situ to invasive
cervical cancer: results of a multinational study.
Author(s): Thomas DB, Ray RM, Qin Q; WHO Collaborative Study of Neoplasia and
Steroid Contraceptives.
Source: Cancer Causes & Control : Ccc. 2002 September; 13(7): 683-90.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12296516&dopt=Abstract

* Risk of cervical cancer associated with extending the interval between cervical-cancer
screenings.
Author(s): Sawaya GF, McConnell KJ, Kulasingam SL, Lawson HW, Kerlikowske K,
Melnikow ], Lee NC, Gildengorin G, Myers ER, Washington AE.
Source: The New England Journal of Medicine. 2003 October 16; 349(16): 1501-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=14561792&dopt=Abstract

* Risk of invasive cervical cancer associated with polymorphic HLA DR/DQ
haplotypes.
Author(s): Ghaderi M, Wallin KL, Wiklund F, Zake LN, Hallmans G, Lenner P, Dillner J,
Sanjeevi CB.
Source: International Journal of Cancer. Journal International Du Cancer. 2002 August
20; 100(6): 698-701.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12209609&dopt=Abstract

* Role of systemic chemotherapy in metastatic cervical cancer.
Author(s): Hogg R, Friedlander M.
Source: Expert Rev Anticancer Ther. 2003 April; 3(2): 234-40. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12722882&dopt=Abstract
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Royal Society of Tropical Medicine and Hygiene meeting at Manson House, London
17 January 2002. Cervical cancer in developing countries.

Author(s): Sankaranarayanan R.

Source: Trans R Soc Trop Med Hyg. 2002 November-December; 96(6): 580-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12625127&dopt=Abstract

Screening for cervical cancer.

Author(s): Fink K, Clark B.

Source: American Family Physician. 2003 August 1; 68(3): 525-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12924836&dopt=Abstract

Screening interval and risk of invasive squamous cell cervical cancer.

Author(s): Insinga R.

Source: Obstetrics and Gynecology. 2003 July; 102(1): 199-200; Author Reply 200.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12850635&dopt=Abstract

Screening interval and risk of invasive squamous cell cervical cancer.

Author(s): Pisal N, Sindos M, Singer A.

Source: Obstetrics and Gynecology. 2003 May; 101(5 Pt 1): 1021; Author Reply 1021 -2.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12738169&dopt=Abstract

Second primary cancers after cervical intraepithelial neoplasia III and invasive
cervical cancer in Southeast England.

Author(s): Evans HS, Newnham A, Hodgson SV, Moller H.

Source: Gynecologic Oncology. 2003 July; 90(1): 131-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12821353&dopt=Abstract

Selection of HER-2/neu-positive tumor cells in early stage cervical cancer:
implications for Herceptin-mediated therapy.

Author(s): Bellone S, Palmieri M, Gokden M, Joshua ], Roman JJ, Pecorelli S, Cannon M]J,
Santin AD.

Source: Gynecologic Oncology. 2003 October; 91(1): 231-40.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14529687 &dopt=Abstract

Sentinel node metastasis in the groin detected by technetium-labeled nannocolloid in
a patient with cervical cancer.

Author(s): Hauspy J, Verkinderen L, De Pooter C, Dirix LY, van Dam PA.

Source: Gynecologic Oncology. 2002 September; 86(3): 358-60.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12217761&dopt=Abstract
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* Significant correlation of hypoxia-inducible factor-lalpha with treatment outcome in
cervical cancer treated with radical radiotherapy.
Author(s): Burri P, Djonov V, Aebersold DM, Lindel K, Studer U, Altermatt HJ,
Mazzucchelli L, Greiner RH, Gruber G.
Source: International Journal of Radiation Oncology, Biology, Physics. 2003 June 1; 56(2):
494-501.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12738326&dopt=Abstract

*  Simple hysterectomy in the presence of invasive cervical cancer in Iran.
Author(s): Behtash N, Mousavi A, Mohit M, Modares M, Khanafshar N, Hanjani P.
Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2003 March-April; 13(2): 177-81.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12657120&dopt=Abstract

*  Specific down-modulation of Notchl signaling in cervical cancer cells is required for
sustained HPV-E6/E7 expression and late steps of malignant transformation.
Author(s): Talora C, Sgroi DC, Crum CP, Dotto GP.

Source: Genes & Development. 2002 September 1; 16(17): 2252-63.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12208848&dopt=Abstract

* Surgical management of early stage cervical cancer: ten years experience from one
Greek health region.
Author(s): Paraskevaidis E, Kalantaridou SN, Kaponis A, Chouliara S, Agnantis NJ,
Dousias V, Zikopoulos K, Paschopoulos M, Stamatopoulos P, Lolis DE.
Source: Eur ] Gynaecol Oncol. 2002; 23(4): 341-4.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12214740&dopt=Abstract

»  Test characteristics of visual inspection with 4% acetic acid (VIA) and Lugol's iodine
(VILI) in cervical cancer screening in Kerala, India.
Author(s): Sankaranarayanan R, Wesley R, Thara S, Dhakad N, Chandralekha B,
Sebastian P, Chithrathara K, Parkin DM, Nair MK.
Source: International Journal of Cancer. Journal International Du Cancer. 2003
September 1; 106(3): 404-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12845681&dopt=Abstract

* The clinician's view: role of human papillomavirus testing in the American Society
for Colposcopy and Cervical Pathology Guidelines for the management of abnormal
cervical cytology and cervical cancer precursors.

Author(s): Cox JT; American Society for Colposcopy and Cervical Pathology.

Source: Archives of Pathology & Laboratory Medicine. 2003 August; 127(8): 950-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12952506&dopt=Abstract
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The complexity of finding solutions to reducing racial/ethnic disparities in health
care outcomes. Commentary on “A community approach to addressing excess breast
and cervical cancer mortality among women of African descent in Boston”.

Author(s): Demasio KA.

Source: Public Health Reports (Washington, D.C. : 1974). 2003 July-August; 118(4): 348.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12815082&dopt=Abstract

The coverage of cervical cancer screening in Khon Kaen, northeast Thailand.
Author(s): Kritpetcharat O, Suwanrungruang K, Sriamporn S, Kamsa-Ard S,
Kritpetcharat P, Pengsaa P.

Source: Asian Pac ] Cancer Prev. 2003 April-June; 4(2): 103-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12875621&dopt=Abstract

The relationship between connexins, gap junctions, tissue architecture and tumour
invasion, as studied in a novel in vitro model of HPV-16-associated cervical cancer
progression.

Author(s): Aasen T, Hodgins MB, Edward M, Graham SV.

Source: Oncogene. 2003 September 11; 22(39): 6025-36.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12970745&dopt=Abstract

The relevance of oncogenes as prognostic markers in cervical cancer.

Author(s): Soh LT, Heng D, Lee IW, Ho TH, Hui KM.

Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2002 September-October; 12(5): 465-74.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12366664&dopt=Abstract

The role of PET scanning in the detection of recurrent cervical cancer.

Author(s): Havrilesky L], Wong TZ, Secord AA, Berchuck A, Clarke-Pearson DL, Jones
EL.

Source: Gynecologic Oncology. 2003 July; 90(1): 186-90.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12821362&dopt=Abstract

The role of topotecan in the treatment of advanced cervical cancer.

Author(s): Fiorica JV.

Source: Gynecologic Oncology. 2003 September; 90(3 Pt 2): S16-21. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=13129491&dopt=Abstract

The trail of the development of high-dose-rate brachytherapy for cervical cancer in
Japan.

Author(s): Inoue T.

Source: Japanese Journal of Clinical Oncology. 2003 July; 33(7): 327-30. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12949057 &dopt=Abstract
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* Trends in late-stage breast and cervical cancer incidence rates in Connecticut (United
States).
Author(s): Polednak AP.
Source: Cancer Causes & Control : Ccc. 2003 May; 14(4): 361-5.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12846368&dopt=Abstract

e Update on cervical cancer screening. Current diagnostic and evidence-based
management protocols.
Author(s): Ball C, Madden JE.
Source: Postgraduate Medicine. 2003 February; 113(2): 59-64, 70. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12611115&dopt=Abstract

¢ Update on human papillomavirus vaccines for cervical cancer.
Author(s): Steller MA.
Source: Curr Opin Investig Drugs. 2002 January; 3(1): 37-47. Review.
http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12054070&dopt=Abstract

* Update on the treatment of advanced cervical cancer.
Author(s): Witteveen PO, Verhaar MJ, Jurgenliemk-Schulz IM, van Eijkeren MA.
Source: Critical Reviews in Oncology/Hematology. 2002 September; 43(3): 245-56.
Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12270781&dopt=Abstract

*  Urinary tract dysfunction after radical hysterectomy for cervical cancer.
Author(s): Chen GD, Lin LY, Wang PH, Lee HS.
Source: Gynecologic Oncology. 2002 May; 85(2): 292-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11972390&dopt=Abstract

* Use of the Autopap as a primary automated cervical cancer screening system.
Author(s): Willey BB, Matz LR.
Source: The Medical Journal of Australia. 2001 February 5; 174(3): 151-2.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11247624&dopt=Abstract

* Use of visual screening methods for cervical cancer screening,.
Author(s): Wright TC Jr, Denny L, Kuhn L, Goldie S.
Source: Obstetrics and Gynecology Clinics of North America. 2002 December; 29(4): 701-
34. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12509093&dopt=Abstract
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Usefulness of (18)F-fluorodeoxyglucose positron emission tomography to detect para-
aortic lymph nodal metastasis in advanced cervical cancer with negative computed
tomography findings.

Author(s): Lin WC, Hung YC, Yeh LS, Kao CH, Yen RF, Shen YY.

Source: Gynecologic Oncology. 2003 April; 89(1): 73-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_

uids=12694656&dopt=Abstract

Usefulness of human papilloma virus testing in the screening of cervical cancer
precursor lesions: a retrospective study in 314 cases.

Author(s): Infantolino C, Fabris P, Infantolino D, Biasin MR, Venza E, Tositti G, Minucci
D.

Source: European Journal of Obstetrics, Gynecology, and Reproductive Biology. 2000
November; 93(1): 71-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11000508&dopt=Abstract

Utility of lymphangiography in the prediction of lymph node metastases in patients
with cervical cancer.

Author(s): Munkarah AR, Jhingran A, Iyer RB, Wallace S, Eifel PJ, Gershenson D, Burke
TW.

Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2002 November-December; 12(6): 755-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12445255&dopt=Abstract

Utilization of the human genome sequence localizes human papillomavirus type 16
DNA integrated into the TNFAIP2 gene in a fatal cervical cancer from a 39-year-old
woman.

Author(s): Einstein MH, Cruz Y, El-Awady MK, Popescu NC, DiPaolo JA, van Ranst M,
Kadish AS, Romney S, Runowicz CD, Burk RD.

Source: Clinical Cancer Research : an Official Journal of the American Association for
Cancer Research. 2002 February; 8(2): 549-54.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11839676&dopt=Abstract

Vaccination with HPV-18 E7-pulsed dendritic cells in a patient with metastatic
cervical cancer.

Author(s): Santin AD, Bellone S, Gokden M, Cannon M]J, Parham GP.

Source: The New England Journal of Medicine. 2002 May 30; 346(22): 1752-3.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12037163&dopt=Abstract

Vaginal changes and sexuality in women with a history of cervical cancer.

Author(s): Bergmark K, Avall-Lundqvist E, Dickman PW, Henningsohn L, Steineck G.
Source: The New England Journal of Medicine. 1999 May 6; 340(18): 1383-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=10228188&dopt=Abstract
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* Validation of recall of breast and cervical cancer screening by women in an ethnically
diverse population.
Author(s): McPhee S], Nguyen TT, Shema SJ, Nguyen B, Somkin C, Vo P, Pasick R.
Source: Preventive Medicine. 2002 November; 35(5): 463-73.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12431895&dopt=Abstract

e Value of dual-phase 2-fluoro-2-deoxy-d-glucose positron emission tomography in
cervical cancer.
Author(s): Yen TC, Ng KK, Ma SY, Chou HH, Tsai CS, Hsueh S, Chang TC, Hong JH,
See LC, Lin W], Chen JT, Huang KG, Lui KW, Lai CH.
Source: Journal of Clinical Oncology : Official Journal of the American Society of Clinical
Oncology. 2003 October 1; 21(19): 3651-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=14512397&dopt=Abstract

*  Value of whole body 18F-fluoro-2-deoxyglucose positron emission tomography in the
evaluation of recurrent cervical cancer.
Author(s): Sun SS, Chen TC, Yen RF, Shen YY, Changlai SP, Kao A.
Source: Anticancer Res. 2001 July-August; 21(4B): 2957-61.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11712793&dopt=Abstract

* Variation in cervical cancer screening by region, socio-economic, migrant and
indigenous status in women in New South Wales.
Author(s): Wain G, Morrell S, Taylor R, Mamoon H, Bodkin N.
Source: The Australian & New Zealand Journal of Obstetrics & Gynaecology. 2001
August; 41(3): 320-5.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11592550&dopt=Abstract

*  Views of Irish general practitioners on screening for cervical cancer.
Author(s): McDonald P, Herity B, Johnson Z, O'Kelly F.
Source: Ir ] Med Sci. 2001 July-September; 170(3): 186-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12120972&dopt=Abstract

e Viral load of human papillomavirus and risk of CIN3 or cervical cancer.
Author(s): Lorincz AT, Castle PE, Sherman ME, Scott DR, Glass AG, Wacholder S, Rush
BB, Gravitt PE, Schussler JE, Schiffman M.
Source: Lancet. 2002 July 20; 360(9328): 228-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12133661&dopt=Abstract

*  Vitamin D receptor (VDR) expression is not a prognostic factor in cervical cancer.
Author(s): Friedrich M, Meyberg R, Axt-Fliedner R, Villena-Heinsen C, Tilgen W,
Schmidt W, Reichrath J.

Source: Anticancer Res. 2002 January-February; 22(1A): 299-304.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12017307&dopt=Abstract
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Vulvar malignant melanoma following radiotherapy for cervical cancer.

Author(s): Mendilcioglu I, Zorlu CG, Pestereli HE, Karaveli S, Trak B.

Source: Melanoma Research. 2002 October; 12(5): 521-2.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12394195&dopt=Abstract

Weekly carboplatin and docetaxel for locally advanced primary and recurrent cervical
cancer: a phase I study.

Author(s): Rein DT, Kurbacher CM, Breidenbach M, Schondorf T, Schmidt T, Konig E,
Gohring U], Blohmer JU, Mallmann P.

Source: Gynecologic Oncology. 2002 October; 87(1): 98-103.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12468349&dopt=Abstract

WHO links long term pill use to cervical cancer.

Author(s): Dyer O.

Source: Bmj (Clinical Research Ed.). 2002 April 6; 324(7341): 808.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11934771&dopt=Abstract

Who should decide how effective cervical cancer screening will be?

Author(s): Austin RM.

Source: ] Reprod Med. 1999 April; 44(4): 317-20. Review. No Abstract Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10319298&dopt=Abstract

Who should decide how effective cervical cancer screening will be?

Author(s): Austin RM.

Source: Acta Cytol. 1999 January-February; 43(1): 4-6. No Abstract Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=9987442&dopt=Abstract

Why most randomized phase II cervical cancer chemoprevention trials are
uninformative: lessons for the future.

Author(s): Follen M, Meyskens FL Jr, Atkinson EN, Schottenfeld D.

Source: Journal of the National Cancer Institute. 2001 September 5; 93(17): 1293-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11535703&dopt=Abstract

Women who participate in spontaneous screening are not at higher risk for cervical
cancer than women who attend programme screening.

Author(s): Bos AB, van Ballegooijen M, van Oortmarssen GJ, Habbema JD.

Source: European Journal of Cancer (Oxford, England : 1990). 2002 April; 38(6): 827-31.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11937318&dopt=Abstract
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http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11934771&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11934771&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11934771&dopt=Abstract
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http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10319298&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9987442&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9987442&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9987442&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11535703&dopt=Abstract
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*  Women's Health Alliance Intervention Study: description of a breast and cervical
cancer screening program.
Author(s): Jaros L, Eaker ED, Remington PL.
Source: Journal of Public Health Management and Practice : Jphmp. 2001 September;
7(5): 31-5.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11680028&dopt=Abstract

* Women's Health Alliance Intervention Study: increasing community breast and
cervical cancer screening.
Author(s): Eaker ED, Jaros L, Vierkant RA, Lantz P, Remington PL.
Source: Journal of Public Health Management and Practice : Jphmp. 2001 September;
7(5): 20-30.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11680027&dopt=Abstract

*  Women's knowledge about cervical cancer and cervical screening practice: a pilot
study of Hong Kong Chinese women.
Author(s): Twinn S, Shiu AT, Holroyd E.
Source: Cancer Nursing. 2002 October; 25(5): 377-84.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12394564&dopt=Abstract

*  Women's knowledge of Pap smears, risk factors for cervical cancer, and cervical
cancer.
Author(s): Reid J.
Source: Journal of Obstetric, Gynecologic, and Neonatal Nursing : Jognn / Naacog. 2001
May-June; 30(3): 299-305. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11383953&dopt=Abstract

¢ X chromosome inactivation in cervical cancer patients.
Author(s): Kristiansen M, Helland A, Kristensen GB, Olsen AO, Lonning PE, Borresen-
Dale AL, Orstavik KH.
Source: Cancer Genetics and Cytogenetics. 2003 October 1; 146(1): 73-6.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=14499700&dopt=Abstract

*  Young age as a prognostic factor in cervical cancer: results of a population-based
study.
Author(s): Brewster WR, DiSaia P], Monk BJ, Ziogas A, Yamada SD, Anton-Culver H.
Source: American Journal of Obstetrics and Gynecology. 1999 June; 180(6 Pt 1): 1464-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10368490&dopt=Abstract
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CHAPTER 2. NUTRITION AND CERVICAL CANCER

Overview

In this chapter, we will show you how to find studies dedicated specifically to nutrition and
cervical cancer.

Finding Nutrition Studies on Cervical Cancer

The National Institutes of Health’s Office of Dietary Supplements (ODS) offers a searchable
bibliographic database called the IBIDS (International Bibliographic Information on Dietary
Supplements; National Institutes of Health, Building 31, Room 1B29, 31 Center Drive, MSC
2086, Bethesda, Maryland 20892-2086, Tel: 301-435-2920, Fax: 301-480-1845, E-mail:
ods@nih.gov). The IBIDS contains over 460,000 scientific citations and summaries about
dietary supplements and nutrition as well as references to published international, scientific
literature on dietary supplements such as vitamins, minerals, and botanicals.” The IBIDS
includes references and citations to both human and animal research studies.

As a service of the ODS, access to the IBIDS database is available free of charge at the
following Web address: http;/ods.od.nih.gov/databases/ibids.html. After entering the
search area, you have three choices: (1) IBIDS Consumer Database, (2) Full IBIDS Database,
or (3) Peer Reviewed Citations Only.

Now that you have selected a database, click on the “Advanced” tab. An advanced search
allows you to retrieve up to 100 fully explained references in a comprehensive format. Type
“cervical cancer” (or synonyms) into the search box, and click “Go.” To narrow the search,
you can also select the “Title” field.

7 Adapted from httpy/ods.od.nih.gov. IBIDS is produced by the Office of Dietary Supplements (ODS) at the
National Institutes of Health to assist the public, healthcare providers, educators, and researchers in locating
credible, scientific information on dietary supplements. IBIDS was developed and will be maintained through an
interagency partnership with the Food and Nutrition Information Center of the National Agricultural Library, U.S.
Department of Agriculture.


mailto:ods@nih.gov
http://ods.od.nih.gov/databases/ibids.html
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The following information is typical of that found when using the “Full IBIDS Database” to
search for “cervical cancer” (or a synonym):

A case report of recurrent cervical cancer which responded to a combination of
biological therapies.

Author(s): Biotechnology Research Center, Teikyo University, Kanagawa, Japan.

Source: Goto, S Sakai, S Kera, ] Suma, Y Soma, G I Takeuchi, S Eur-J-Gynaecol-Oncol.
1994; 15(3): 235-40 0392-2936

Anticarcinogenic activity of strawberry, blueberry, and raspberry extracts to breast
and cervical cancer cells.

Source: Wedge, D.E. Meepagala, K M. Magee, ].B. Smith, S.H. Huang, G. Larcom, L.L. J-
med-food. Larchmont, NY : Mary Ann Liebert, Inc., c1998-. Spring 2001. volume 4 (1)
page 49-51. 1096-620X

Anti-tumour activity of a panel of taxanes toward a cellular model of human cervical
cancer.

Author(s): Laboratory of Antineoplastic Pharmacology, Department of Obstetrics and
Gynaecology, Universita Cattolica del Sacro Cuore, Largo A. Gemelli 8, 1-00168 Rome,
Italy.

Source: Gallo, D Ferlini, C Distefano, M Cantelmo, F Gaggini, C Fattorossi, A Riva, A
Bombardelli, E Proietti, E Mancuso, S Scambia, G Cancer-Chemother-Pharmacol. 2000;
45(2): 127-32 0344-5704

Cervical cancer: intracavitary dose specification and prescription.

Author(s): Department of Therapeutic Radiology, University of Minnesota Hospital,
Minneapolis 55455.

Source: Potish, R A Gerbi, B ] Radiology. 1987 November; 165(2): 555-60 0033-8419

Chemotherapy with paclitaxel, ifosfamide, and cisplatin for the treatment of
squamous cell cervical cancer: the experience of Monza.

Author(s): Department of Obstetrics and Gynecology, San Gerardo Hospital, Monza,
Italy.

Source: Zanetta, G Fei, F Mangioni, C Semin-Oncol. 2000 February; 27(1 Suppl 1): 23-7
0093-7754

Clinical effect of sizofiran combined with irradiation in cervical cancer patients: a
randomized controlled study. Cooperative Study Group on SPG for Gynecological
Cancer.

Author(s): Department of Obstetrics and Gynecology, Kinki University School of
Medicine, Osaka.

Source: Noda, K Takeuchi, S Yajima, A Akiya, K Kasamatsu, T Tomoda, Y Ozawa, M
Sekiba, K Sugimori, H Hashimoto, S et al. Jpn-J-Clin-Oncol. 1992 February; 22(1): 17-25
0368-2811

Combination therapy with irinotecan and cisplatin as neoadjuvant chemotherapy in
locally advanced cervical cancer.

Author(s): Department of Obstetrics and Gynecology, Kurume University School of
Medicine, Kurume City, Japan.

Source: Sugiyama, T Nishida, T Kumagai, S Nishio, S Fujiyoshi, K Okura, N Yakushiji,
M Hiura, M Umesaki, N Br-J-Cancer. 1999 September; 81(1): 95-8 0007-0920

Comparative study of bulky stage IB and IA cervical cancer patients treated by radical
hysterectomy with and without neoadjuvant chemotherapy: long-term follow-up.
Author(s): Department of Obstetrics and Gynecology, Bangkok Metropolitan Medical
College and Vajira Hospital, Thailand.
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Source: Manusirivithaya, S Chareoniam, V Pantusart, A Isariyodom, P Srisomboon, ] J-
Med-Assoc-Thai. 2001 November; 84(11): 1550-7 0125-2208

Correlation of cervical cancer mortality with reproductive and dietary factors, and
serum markers in China.

Author(s): Cancer Institute, Chinese Academy of Medical Sciences, Beijing, People's
Republic of China.

Source: Guo, W D Hsing, A W Li, ] Y Chen, ] S Chow, W H Blot, W ] Int-]J-Epidemiol.
1994 December; 23(6): 1127-32 0300-5771

Cure of cervical cancer using 252Cf neutron brachytherapy.

Author(s): Department of Radiation Medicine, University of Kentucky Medical Center,
Lexington.

Source: Maruyama, Y van Nagell, ] R Yoneda, ] Donaldson, E S Gallion, H H Higgins, R
Kryscio, R J Strahlenther-Onkol. 1990 May; 166(5): 317-21 0179-7158

Decrease in interferon-gamma production by peripheral blood mononuclear cells in
patients with uterine cervical cancer.

Author(s): Department of Obsetrics and Gynecology, Gifu University School of
Medicine, Japan.

Source: Mori, H Hanabayashi, T Yamada, Y Tamaya, T J-Clin-Immunol. 1990 January;
10(1): 45-51 0271-9142

Diet and the risk of in situ cervical cancer among white women in the United States.
Author(s): Environmental Epidemiology Branch, National Cancer Institute, Bethesda,
MD.

Source: Ziegler, R G Jones, C J Brinton, L A Norman, S A Mallin, K Levine, R S Lehman,
H F Hamman, R F Trumble, A C Rosenthal, J] F et al. Cancer-Causes-Control. 1991
January; 2(1): 17-29 0957-5243

Dietary vitamins A, C, and E and selenium as risk factors for cervical cancer.
Author(s): Department of Family and Preventive Medicine, University of Utah School of
Medicine, Salt Lake City 84132.

Source: Slattery, M L Abbott, T M Overall, ] C Robison, L M French, T K Jolles, C
Gardner, ] W West, D W Epidemiology. 1990 January; 1(1): 8-15 1044-3983

Early detection of cervical cancer through acetic acid application--an aided visual
inspection.

Author(s): Institute of Cytology and Preventive Oncology (ICMR), Maulana Azad
Medical College, New Delhi, India. icpo@icmricpo.ren.nic.in

Source: Singh, V Sehgal, A Parashari, A Sodhani, P Satyanarayana, L Singapore-Med-].
2001 August; 42(8): 351-4 0037-5675

Effects of retinoic acid on the expression of a tumor rejection antigen (heat shock
protein gp96) in human cervical cancer.

Author(s): Department of Obstetrics and Gynecology, University of Arkansas, Little
Rock, USA.

Source: Santin, A D Hermonat, P L Ravaggi, A Chiriva Internati, M Pecorelli, S Parham,
G P Eur-J-Gynaecol-Oncol. 1998; 19(3): 229-33 0392-2936

Epidemiology of cervical cancer.

Author(s): Unit of Field and Intervention Studies, International Agency for Research on
Cancer, Lyon, France.

Source: Munoz, N Bosch, F X IARC-Sci-Publ. 1989; (94): 9-39 0300-5038
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*  Growth inhibitory effects and radiosensitization induced by fatty aromatic acids on
human cervical cancer cells.
Author(s): Department of Gynecology/Obstetrics, Catholic University, Rome, Italy.
Source: Ferrandina, G Filippini, P Ferlini, C Maggiano, N Stoler, A B Fruscella, E
Mozzetti, S Mancuso, S Freedman, R S Scambia, G Ranelletti, F O Oncol-Res. 2001; 12(9-
10): 429-40 0965-0407

* Human papillomavirus 18 oncoproteins E6 and E7 enhance irradiation- and
chemotherapeutic agent-induced apoptosis in p53 and Rb mutated cervical cancer cell
lines.

Author(s): Department of Obstetrics and Gynecology, Georgetown University Medical
Center, USA.

Source: Kilic, G Cardillo, M Ozdemirli, M Arun, B Eur-J-Gynaecol-Oncol. 1999; 20(3):
167-71 0392-2936

e I recently had a hysterectomy in which my cervix was not removed. What is the
correct hormone replacement therapy for me? Do I have to take progesterone? Will
the estrogen increase my risk of cervical cancer?

Source: Robb Nicholson, C Harv-Womens-Health-Watch. 1998 September; 6(1): 8 1070-
910X

* Immunosuppressive and cytogenetic effects of pelvic irradiation on the peripheral
lymphocytes of patients with cervical cancer. One year follow-up.
Author(s): Institute of Oncology and Radiology, Beograd, Yugoslavia.
Source: Vuckovic Dekic, L Spremo, B Stanojevic Bakic, N Garzicic, B Durbaba, M Arch-
Immunol-Ther-Exp-(Warsz). 1994; 42(1): 63-6 0004-069X

* Invitro and in vivo induction of squamous cell carcinoma antigen (SCC) in a uterine
cervical cancer cell line (SKG-IIIa) with peplomycin and sodium butyrate.
Author(s): Department of Obstetrics and Gynecology, Keio University School of
Medicine, Tokyo, Japan.
Source: Nozawa, S Kojima, M Tukazaki, K Sakayori, M lizuka, R Kagiyama, N Asia-
Oceania-]-Obstet-Gynaecol. 1990 June; 16(2): 153-60 0389-2328

¢ In vitro combined effect of a new series of copper (II) complexes with cisplatin or
epirubicin on human breast and cervical cancer cell lines.
Author(s): Research Department, Theagenion Cancer Institute, Thessaloniki, Greece.
Source: Geromichalos, G D Katsoulos, G A Hadjikostas, C C Kortsaris, A H Kyriakidis,
D A Drugs-Exp-Clin-Res. 1998; 24(2): 93-104 0378-6501

e Induced apoptosis and necrosis by 2-methylfuranonaphthoquinone in human
cervical cancer HeLa cells.
Author(s): Department of Anatomy, Kanazawa Medical University, Uchinada, Ishikawa,
Japan.
Source: Pan, ] Simamura, E Koyama, ] Shimada, H Hirai, K I Cancer-Detect-Prevolume
2000; 24(3): 266-74 0361-090X

e Intratumoral administration of sizofiran activates Langerhans cell and T-cell
infiltration in cervical cancer.
Author(s): Division of Radiation Medicine, National Institute of Radiological Sciences,
Chiba-shi, Japan.
Source: Nakano, T Oka, K Hanba, K Morita, S Clin-Immunol-Immunopathol. 1996 April;
79(1): 79-86 0090-1229
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Involvement of JNK-mediated pathway in EGF-mediated protection against
paclitaxel-induced apoptosis in SiHa human cervical cancer cells.

Author(s): Department of Experimental Therapeutics, The University of Texas M. D.
Anderson Cancer Center, Houston, Texas 77030, USA.

Source: Liu, B Fang, M Lu, Y Lu, Y Mills, G B Fan, Z Br-J-Cancer. 2001 July 20; 85(2): 303-
11 0007-0920

Irinotecan for the treatment of cervical cancer.

Author(s): Cancer Research and Treatment Center, University of New Mexico,
Albuquerque 87131, USA. cverschraegen@salud.unm.edu

Source: Verschraegen, C F Oncology-(Huntingt). 2002 May; 16(5 Suppl 5): 32-4 0890-9091

Lipid peroxidation and antioxidant status in cervical cancer patients.

Author(s): Faculty of Science, Department of Biochemistry, Annamalai University, Tamil
Nadu, India. manshi2001in@yahoo.com

Source: Manoharan, S Kolanjiappan, K Kayalvizhi, M Sethupathy, S J-Biochem-Mol-
Biol-Biophys. 2002 June; 6(3): 225-7 1025-8140

Management of precursor lesions of cervical carcinoma: history, host defense, and a
survey of modalities.

Author(s): Gynecology Clinic, Health Services. University of California, Santa Barbara,
CA 93106, USA. cox-t@ucsb.edu

Source: Cox, ] T Obstet-Gynecol-Clin-North-Am. 2002 December; 29(4): 751-85 0889-8545

Methylation and silencing of the retinoic acid receptor-beta 2 gene in cervical cancer.
Author(s): Institute of Carcinogenesis, Cancer Research Center, Kashirskoye shosse 24,
Moscow 115478, Russia. tan_ivanova@mail.ru

Source: Ivanova, T Petrenko, A Gritsko, T Vinokourova, S Eshilev, E Kobzeva, V
Kisseljov, F Kisseljova, N BMC-Cancer. 2002 March 21; 2(1): 4 1471-2407

MR microcirculation assessment in cervical cancer: correlations with
histomorphological tumor markers and clinical outcome.

Author(s): Division of Radiation Oncology, Department of Radiology, The University of
Iowa College of Medicine, lowa City, lowa 52242, USA.

Source: Mayr, N A Hawighorst, H Yuh, W T Essig, M Magnotta, V. A Knopp, M V J-
Magn-Reson-Imaging. 1999 September; 10(3): 267-76 1053-1807

Perception of illness and the use of health care givers among cervical cancer patients
at Songkla Nagarind Hospital. A study in southern Thailand.

Author(s): Pengiran Arak Puteri Rashidah Sa'adatol Bolkiah College of Nursing,
Gadong, Brunei.

Source: Jirojwong, S Thassri, ] Skolnik, M Cancer-Nurs. 1994 October; 17(5): 395-402
0162-220X

Placental alkaline phosphatase activity is inversely related to cell growth rate in
HeLaS3 cervical cancer cells.

Author(s): Biochemistry Department, University of Liverpool, UK.

Source: Telfer, ] F Green, C D FEBS-Lett. 1993 August 30; 329(3): 238-44 0014-5793

Preliminary phase II clinical and pharmacokinetic study of 9-cis retinoic acid in
advanced cervical cancer. New York Gynecologic Oncology Group.

Author(s): Department of Oncology, Albert Einstein College of Medicine, Bronx, New
York, USA.

Source: Wadler, S Schwartz, E L Anderson, P Runowicz, C D Chuang, L Del Priore, G
Hochster, H Goldberg, G Fields, A Loewen, G Haynes, H Cancer-J-Sci-Am. 1999 May-
June; 5(3): 165-70 1081-4442
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* Randomized trial of neoadjuvant cisplatin, vincristine, bleomycin, and radical
hysterectomy versus radiation therapy for bulky stage IB and IIA cervical cancer.
Author(s): Departments of Obstetrics and Gynecology (Division of Gynecologic
Oncology), Pathology, Radiation Oncology, and Diagnostic Radiology, and Biostatistics
Consulting Center, Chang Gung Memorial Hospital Linkou Medical Center, Taoyuan,
Taiwan.

Source: Chang, T C Lai, C H Hong, ] H Hsueh, S Huang, K G Chou, H H Tseng, C ] Tsai,
C S Chang, ] T Lin, C T Chang, H H Chao, P ] Ng, K K Tang, S G Soong, Y K J-Clin-
Oncol. 2000 April; 18(8): 1740-7 0732-183X

* Randomized trial radiotherapy with and without concomitant 13-cis-retinoic acid plus
interferon-alpha for locally advanced cervical cancer: a preliminary report.
Author(s): Department of Radiology, Faculty of Medicine Siriraj Hospital, Mahidol
University, Bangkok, Thailand.
Source: Veerasarn, V Sritongchai, C Tepmongkol, P Senapad, S J-Med-Assoc-Thai. 1996
July; 79(7): 439-47 0125-2208

* Remission of recurrent cervical cancer with paclitaxel and carboplatin: a case report
and review of literature.
Author(s): Chulalongkorn University Hospital, Bangkok, Thailand.
Source: Termrungruanglert, W Kudelka, A P Piamsomboon, S Edwards, C L
Verschraegen, C F Loyer, E Kavanagh, ] ] Eur-J-Gynaecol-Oncol. 1996; 17(6): 493-6 0392-
2936

* Retention of cell adhesion and growth capability in human cervical cancer cells
deprived of cell anchorage.
Author(s): Laboratory of Molecular Cell Biology, Kanagawa Cancer Center Research
Institute, Yokohama. kkikuchi@yk.rim.or.jp
Source: Kikuchi, K Yasumoto, S Jpn-J-Cancer-Res. 1999 August; 90(8): 867-73 0910-5050

* Schedule in Cf-252 neutron brachytherapy: complications after delayed implant
therapy for cervical cancer in a phase II trial.
Author(s): Radiation Therapy Oncology Center, University of Kentucky Medical Center,
Lexington 40536.
Source: Maruyama, Y van Nagell, ] R Yoneda, ] Gallion, H H DePriest, P Feola, ] M
Wierzbicki, ] Am-J-Clin-Oncol. 1993 April; 16(2): 168-74 0277-3732

e  Serum selenium and the risk of cervical cancer among women in the United States.
Author(s): National Cancer Institute, Division of Cancer Control and Population
Sciences, Applied Research Program, Risk Factor Monitoring and Methods Branch, EPN
4016, 6130 Executive Blvd, MSC 7344, Bethesda, MD 20892-7344, USA.

Source: Thompson, F E Patterson, B H Weinstein, S ] McAdams, M Spate, V L Hamman,
R F Levine, R S Mallin, K Stolley, P D Brinton, L A Morris, ] S Ziegler, R G Cancer-
Causes-Control. 2002 August; 13(6): 517-26 0957-5243

¢ Skin relapse from cervical cancer.
Author(s): Department of Gynaecology, University of Rome Campus Biomedico, Via
Longoni 69, 00155 Rome, Italy.
Source: Palaia, I Angioli, R Cutillo, G Manci, N Panici, P B Gynecol-Oncol. 2002 October;
87(1): 155-6 0090-8258

*  Smoking and dietary risk factors for cervical cancer at different age group in Japan.
Author(s): Division of Epidemiology, Aichi Cancer Center Research Institute, Nagoya,
Japan.

Source: Hirose, K Hamajima, N Takezaki, T Kuroishi, T Kuzuya, K Sasaki, S Tokudome,
S Tajima, K J-Epidemiol. 1998 March; 8(1): 6-14 0917-5040
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Smoking, dietary, and breast and cervical cancer screening knowledge and screening
practices of employees in an urban medical center.

Author(s): Department of Epidemiology and Social Medicine, Albert Einstein College of
Medicine, Bronx, New York, USA.

Source: Hyman, R B Greenwald, E S Hacker, S J-Cancer-Educ. 1995 Summer; 10(2): 82-7
0885-8195

The differential inhibitory effects of genistein on the growth of cervical cancer cells
in vitro.

Author(s): Department of Medical Research, Mackay Memorial Hospital, Taipei,
Taiwan. eugene@ms2.mmbh.org.tw

Source: Wang, SY Yang, KW Hsu, Y T Chang, C L Yang, Y C Neoplasma. 2001; 48(3):
227-33 0028-2685

The effects of thiophosphoric acid (Ukrain) on cervical cancer, stage IB bulky.
Author(s): Department of Obstectrics and Gynaecology, Faculty of Medicine, Khon Kaen
University, Thailand.

Source: Pengsaa, P Wongpratoom, W Vatanasapt, V Udomthavornsuk, B Mairieng, E
Tangvorapongchai, V Pesi, M Krusan, S Boonvisoot, V Nowicky, ] W Drugs-Exp-Clin-
Res. 1992; 18 Suppl69-72 0378-6501

Utilization of the human genome sequence localizes human papillomavirus type 16
DNA integrated into the TNFAIP2 gene in a fatal cervical cancer from a 39-year-old
woman.

Author(s): Division of Gynecologic Oncology, Department of Obstetrics and
Gynecology and Women's Health, Albert Einstein College of Medicine/Montefiore
Medical Center, 1300 Morris Park Avenue, Bronx, NY 10461, USA.

Source: Einstein, Mark H Cruz, Yvette El Awady, Mustafa K Popescu, Nicolas C
DiPaolo, Joseph A van Ranst, Marc Kadish, Anna S Romney, Seymour Runowicz,
Carolyn D Burk, Robert D Clin-Cancer-Res. 2002 February; 8(2): 549-54 1078-0432

Weekly carboplatin and docetaxel for locally advanced primary and recurrent cervical
cancer: a phase I study.

Author(s): Department of Gynecology and Obstetrics, University of Dusseldorf,
Postfach 10 10 07, 40001 Dusseldorf, Germany. rein@med.uni-duesseldorf.de

Source: Rein, D T Kurbacher, C M Breidenbach, M Schondorf, T Schmidt, T Konig, E
Gohring, U J Blohmer, ] U Mallmann, P Gynecol-Oncol. 2002 October; 87(1): 98-103 0090-
8258

Federal Resources on Nutrition

In addition to the IBIDS, the United States Department of Health and Human Services
(HHS) and the United States Department of Agriculture (USDA) provide many sources of
information on general nutrition and health. Recommended resources include:

healthfinder® HHS’s gateway to health information, including diet and nutrition:
http://www .healthfinder.gov/scripts/SearchContext.asp?topic=238&page=0

The United States Department of Agriculture’s Web site dedicated to nutrition
information: www.nutrition.gov

The Food and Drug Administration’s Web site for federal food safety information:
www.foodsafety.gov


http://www.healthfinder.gov/
http://www.healthfinder.gov/htmlgen/HFKeyword.cfm?Keyword=diet
http://www.healthfinder.gov/htmlgen/HFKeyword.cfm?Keyword=nutrition
http://www.healthfinder.gov/scripts/SearchContext.asp?topic=238&page=0
http://www.nutrition.gov/
http://www.foodsafety.gov/
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The National Action Plan on Overweight and Obesity sponsored by the United States
Surgeon General: http;//www.surgeongeneral.gov/topics/obesity/

The Center for Food Safety and Applied Nutrition has an Internet site sponsored by the
Food and Drug Administration and the Department of Health and Human Services:
httpy//vm.cfsan.fda.gov/

Center for Nutrition Policy and Promotion sponsored by the United States Department
of Agriculture: http;/www.usda.gov/cnpp/

Food and Nutrition Information Center, National Agricultural Library sponsored by the
United States Department of Agriculture: http;//www.nal.usda.gov/fnic/

Food and Nutrition Service sponsored by the United States Department of Agriculture:
http;//www.fns.usda.gov/fns/

Additional Web Resources

A number of additional Web sites offer encyclopedic information covering food and
nutrition. The following is a representative sample:

AOL: http://search.aol.com/cat.adp?id=174&layer=&from=subcats

Family Village: http;//www.familyvillage.wisc.edu/med_nutrition.html
Google: http://directory.google.com/Top/Health/Nutrition/

Healthnotes: http;//www.healthnotes.com/

Open Directory Project: http;//dmoz.org/Health/Nutrition/

Yahoo.com: http:/dir.yahoo.com/Health/Nutrition/

WebMD"Health: httpy/my.webmd.com/nutrition

WholeHealthMD.com: http;//www.wholehealthmd.com/reflib/0,1529,00.html

The following is a specific Web list relating to cervical cancer; please note that any particular
subject below may indicate either a therapeutic use, or a contraindication (potential danger),
and does not reflect an official recommendation:

Vitamins

Vitamin C
Source: Prima Communications, Inc.www.personalhealthzone.com

Minerals

Folate
Source: Prima Communications, Inc.www.personalhealthzone.com

Sulfur
Source: Integrative Medicine Communications; www.drkoop.com


http://www.surgeongeneral.gov/topics/obesity/
http://www.surgeongeneral.gov/topics/obesity/
http://vm.cfsan.fda.gov/
http://www.usda.gov/cnpp/
http://www.nal.usda.gov/fnic/
http://www.nal.usda.gov/fnic/
http://www.fns.usda.gov/fns/
http://www.fns.usda.gov/fns/
http://search.aol.com/cat.adp?id=168&layer=&from=subcats
http://search.aol.com/cat.adp?id=174&layer=&from=subcats
http://www.familyvillage.wisc.edu/specific.htm
http://www.familyvillage.wisc.edu/med_nutrition.html
http://directory.google.com/Top/Health/Conditions_and_Diseases/
http://directory.google.com/Top/Health/Nutrition/
http://www.healthnotes.com/
http://dmoz.org/Health/Conditions_and_Diseases/
http://dmoz.org/Health/Nutrition/
http://dir.yahoo.com/Health/Diseases_and_Conditions/
http://dir.yahoo.com/Health/Nutrition/
http://my.webmd.com/nutrition
http://www.wholehealthmd.com/reflib/0,1529,,00.html
http://www.personalhealthzone.com/
http://www.personalhealthzone.com/
http://www.drkoop.com/
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CHAPTER 3. ALTERNATIVE MEDICINE AND CERVICAL
CANCER

Overview

In this chapter, we will begin by introducing you to official information sources on
complementary and alternative medicine (CAM) relating to cervical cancer. At the
conclusion of this chapter, we will provide additional sources.

National Center for Complementary and Alternative Medicine

The National Center for Complementary and Alternative Medicine (NCCAM) of the
National Institutes of Health (http:/nccam.nih.gov/) has created a link to the National
Library of Medicine’s databases to facilitate research for articles that specifically relate to
cervical cancer and complementary medicine. To search the database, go to the following
Web site: http:y//www.nlm.nih.gov/nccam/camonpubmed.html. Select “CAM on PubMed.”
Enter “cervical cancer” (or synonyms) into the search box. Click “Go.” The following
references provide information on particular aspects of complementary and alternative
medicine that are related to cervical cancer:

* A breast and cervical cancer project in a native Hawaiian community: Wai'anae cancer
research project.
Author(s): Banner RO, DeCambra H, Enos R, Gotay C, Hammond OW, Hedlung N,
Issell BF, Matsunaga DS, Tsark JA.
Source: Preventive Medicine. 1995 September; 24(5): 447-53.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=8524718&dopt=Abstract

* A case report of recurrent cervical cancer which responded to a combination of
biological therapies.
Author(s): Goto S, Sakai S, Kera J, Suma Y, Soma GI, Takeuchi S.
Source: Eur ] Gynaecol Oncol. 1994; 15(3): 235-40.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=7957329&dopt=Abstract


http://nccam.nih.gov/
http://www.nlm.nih.gov/nccam/camonpubmed.html
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8524718&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8524718&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8524718&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8524718&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7957329&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7957329&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7957329&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7957329&dopt=Abstract
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e A comparison of MRI and PET scanning in surgically staged loco-regionally
advanced cervical cancer: potential impact on treatment.
Author(s): Narayan K, Hicks R], Jobling T, Bernshaw D, McKenzie AF.
Source: International Journal of Gynecological Cancer : Official Journal of the
International Gynecological Cancer Society. 2001 July-August; 11(4): 263-71.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11520363&dopt=Abstract

* A major constituent of green tea, EGCG, inhibits the growth of a human cervical
cancer cell line, CaSki cells, through apoptosis, G(1) arrest, and regulation of gene
expression.

Author(s): Ahn WS, Huh SW, Bae SV, Lee IP, Lee JM, Namkoong SE, Kim CK, Sin JI.
Source: Dna and Cell Biology. 2003 March; 22(3): 217-24.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12804120&dopt=Abstract

* A phase II study of multimodality treatment for locally advanced cervical cancer:
neoadjuvant carboplatin and paclitaxel followed by radical hysterectomy and
adjuvant cisplatin chemoradiation.

Author(s): Duenas-Gonzalez A, Lopez-Graniel C, Gonzalez-Enciso A, Cetina L, Rivera
L, Mariscal I, Montalvo G, Gomez E, de la Garza J, Chanona G, Mohar A.

Source: Annals of Oncology : Official Journal of the European Society for Medical
Oncology / Esmo. 2003 August; 14(8): 1278-84.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12881393&dopt=Abstract

e Adjuvant cytotoxic chemotherapy following Wertheim radical hysterectomy for
cervical cancer.
Author(s): Sivanesaratnam V, Sen DK, Jayalakshmi P.
Source: The Australian & New Zealand Journal of Obstetrics & Gynaecology. 1987
August; 27(3): 231-3.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2449159&dopt=Abstract

¢ Adjuvant immunotherapy: two randomized controlled studies of patients with
cervical cancer.
Author(s): Okamura K, Hamazaki Y, Yajima A, Noda K.
Source: Biomedicine & Pharmacotherapy = Biomedecine & Pharmacotherapie. 1989;
43(3): 177-81.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2528386&dopt=Abstract

* American Indian women's talking circle. A cervical cancer screening and prevention
project.
Author(s): Hodge FS, Fredericks L, Rodriguez B.
Source: Cancer. 1996 October 1; 78(7 Suppl): 1592-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=8839577&dopt=Abstract


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11520363&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11520363&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11520363&dopt=Abstract
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http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12804120&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12804120&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12804120&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12804120&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12804120&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12881393&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12881393&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12881393&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12881393&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12881393&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2449159&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2449159&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2449159&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2449159&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2528386&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2528386&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2528386&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2528386&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8839577&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8839577&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8839577&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8839577&dopt=Abstract
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Antitumor activity of Langerhans cells in radiation therapy for cervical cancer and its
modulation with SPG administration.

Author(s): Nakano T, Oka K, Sugita T, Tsunemoto H.

Source: In Vivo. 1993 May-June; 7(3): 257-63.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=8357967&dopt=Abstract

Anti-tumour activity of a panel of taxanes toward a cellular model of human cervical
cancer.

Author(s): Gallo D, Ferlini C, Distefano M, Cantelmo F, Gaggini C, Fattorossi A, Riva A,
Bombardelli E, Proietti E, Mancuso S, Scambia G.

Source: Cancer Chemotherapy and Pharmacology. 2000; 45(2): 127-32.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10663627&dopt=Abstract

Assessing tumor hypoxia in cervical cancer by positron emission tomography with
60Cu-ATSM: relationship to therapeutic response-a preliminary report.

Author(s): Dehdashti F, Grigsby PW, Mintun MA, Lewis ]S, Siegel BA, Welch M]J.
Source: International Journal of Radiation Oncology, Biology, Physics. 2003 April 1;
55(5): 1233-8.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12654432&dopt=Abstract

Augmentation of immune responses of pelvic lymph node lymphocytes in patients
with cervical cancer by sizofiran.

Author(s): Shimizu Y, Chen JT, Hirai Y, Nakayama K, Hamada T, Fujimoto I, Hasumi K,
Masubuchi K.

Source: Nippon Sanka Fujinka Gakkai Zasshi. 1989 December; 41(12): 2013-4. No
Abstract Available.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2531784&dopt=Abstract

Augmenting effect of sizofiran on the immunofunction of regional lymph nodes in
cervical cancer.

Author(s): Shimizu Y, Hasumi K, Masubuchi K.

Source: Cancer. 1992 March 1; 69(5): 1184-94.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=1739919&dopt=Abstract

Bleomycin, vincristine, and mitomycin C (BOM) as second-line treatment after failure
of cis-platinum-based combination chemotherapy for recurrent cervical cancer.
Author(s): Wheelock JB, Krebs HB, Goplerud DR.

Source: Gynecologic Oncology. 1990 April; 37(1): 21-3.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=1691126&dopt=Abstract

Breast and cervical cancer among lesbians.
Author(s): Rankow EJ.
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Source: Women's Health Issues : Official Publication of the Jacobs Institute of Women's
Health. 1995 Fall; 5(3): 123-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=7549490&dopt=Abstract

*  Chemotherapy with paclitaxel, ifosfamide, and cisplatin for the treatment of
squamous cell cervical cancer: the experience of Monza.
Author(s): Zanetta G, Fei F, Mangioni C.
Source: Seminars in Oncology. 2000 February; 27(1 Suppl 1): 23-7. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10697040&dopt=Abstract

* Circulating nucleosomes and response to chemotherapy: an in vitro, in vivo and
clinical study on cervical cancer patients.
Author(s): Trejo-Becerril C, Perez-Cardenas E, Trevino-Cuevas H, Taja-Chayeb L,
Garcia-Lopez P, Segura-Pacheco B, Chavez-Blanco A, Lizano-Soberon M, Gonzalez-
Fierro A, Mariscal I, Wegman-Ostrosky T, Duenas-Gonzalez A.
Source: International Journal of Cancer. Journal International Du Cancer. 2003 May 10;
104(6): 663-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12640671&dopt=Abstract

e Clinical effect of sizofiran combined with irradiation in cervical cancer patients: a
randomized controlled study. Cooperative Study Group on SPG for Gynecological
Cancer.

Author(s): Noda K, Takeuchi S, Yajima A, Akiya K, Kasamatsu T, Tomoda Y, Ozawa M,
Sekiba K, Sugimori H, Hashimoto S, et al.

Source: Japanese Journal of Clinical Oncology. 1992 February; 22(1): 17-25.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=1573785&dopt=Abstract

* Clinical evaluation of sizofiran combined with irradiation in patients with cervical
cancer. A randomized controlled study; a five-year survival rate.
Author(s): Okamura K, Suzuki M, Chihara T, Fujiwara A, Fukuda T, Goto S, Ichinohe K,
Jimi S, Kasamatsu T, Kawai N, et al.
Source: Biotherapy (Dordrecht, Netherlands). 1989; 1(2): 103-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2534912&dopt=Abstract

* Combination chemotherapy followed by surgery or radiotherapy in patients with
locally advanced cervical cancer.
Author(s): Kirsten F, Atkinson KH, Coppleson ]V, Elliott PM, Green D, Houghton R,
Murray ]JC, Russell P, Solomon HJ, Friedlander M, et al.
Source: British Journal of Obstetrics and Gynaecology. 1987 June; 94(6): 583-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2441736&dopt=Abstract

e Combination therapy with irinotecan and cisplatin as neoadjuvant chemotherapy in
locally advanced cervical cancer.


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7549490&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7549490&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10697040&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10697040&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10697040&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10697040&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12640671&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12640671&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12640671&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12640671&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1573785&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1573785&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1573785&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1573785&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1573785&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2534912&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2534912&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2534912&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2534912&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2441736&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2441736&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2441736&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2441736&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10487618&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10487618&dopt=Abstract

Alternative Medicine 123

Author(s): Sugiyama T, Nishida T, Kumagai S, Nishio S, Fujiyoshi K, Okura N, Yakushiji
M, Hiura M, Umesaki N.

Source: British Journal of Cancer. 1999 September; 81(1): 95-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=10487618&dopt=Abstract

Comparative study of bulky stage IB and IA cervical cancer patients treated by radical
hysterectomy with and without neoadjuvant chemotherapy: long-term follow-up.
Author(s): Manusirivithaya S, Chareoniam V, Pantusart A, Isariyodom P, Srisomboon J.
Source: ] Med Assoc Thai. 2001 November; 84(11): 1550-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11853297&dopt=Abstract

Concurrent radiation therapy and irinotecan in stage IIIB cervical cancer.

Author(s): Suntornpong N, Pattaranutaporn P, Chanslip Y, Thephamongkhol K.

Source: ] Med Assoc Thai. 2003 May; 86(5): 430-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12859099&dopt=Abstract

Contribution of whole-body 18FDG PET imaging in the management of cervical
cancer.

Author(s): Belhocine T, Thille A, Fridman V, Albert A, Seidel L, Nickers P, Kridelka F,
Rigo P.

Source: Gynecologic Oncology. 2002 October; 87(1): 90-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12468348&dopt=Abstract

Detecting para-aortic lymph nodal metastasis by positron emission tomography of
18F-fluorodeoxyglucose in advanced cervical cancer with negative magnetic
resonance imaging findings.

Author(s): Yeh LS, Hung YC, Shen YY, Kao CH, Lin CC, Lee CC.

Source: Oncol Rep. 2002 November-December; 9(6): 1289-92.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12375036&dopt=Abstract

Detection of early recurrence with 18F-FDG PET in patients with cervical cancer.
Author(s): Ryu SY, Kim MH, Choi SC, Choi CW, Lee KH.

Source: Journal of Nuclear Medicine : Official Publication, Society of Nuclear Medicine.
2003 March; 44(3): 347-52.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12620999&dopt=Abstract

Diagnosis of recurrent uterine cervical cancer: computed tomography versus positron
emission tomography.

Author(s): Park DH, Kim KH, Park SY, Lee BH, Choi CW, Chin SY.

Source: Korean Journal of Radiology : Official Journal of the Korean Radiological
Society. 2000 January-March; 1(1): 51-5.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11752929&dopt=Abstract
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» Dialectic classification of syndrome diagnosis in traditional Chinese medicine used
as new criterion for evaluating prognosis of patients with cervical cancer.
Author(s): Yu SY, Zhang LA, Yang JX, Qian ZK, Peng YW.
Source: ] Tongji Med Univ. 1991; 11(2): 123-5.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=1816417&dopt=Abstract

* Early diagnosis and evaluation of therapy in postoperative recurrent cervical cancers
by positron emission tomography.
Author(s): Umesaki N, Tanaka T, Miyama M, Tokuyama O, Kawamura N, Ogita S,
Kawabe J, Okamura T, Koyama K, Ochi H.
Source: Oncol Rep. 2000 January-February; 7(1): 53-6.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10601591&dopt=Abstract

e Effect of bitter melon (Momordica charantia Linn) on level and function of natural
killer cells in cervical cancer patients with radiotherapy.
Author(s): Pongnikorn S, Fongmoon D, Kasinrerk W, Limtrakul PN.
Source: ] Med Assoc Thai. 2003 January; 86(1): 61-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12678140&dopt=Abstract

o Effects of concomitant use of doxifluridine, radiotherapy and immunotherapy in
patients with advanced cervical cancer.
Author(s): Yamamoto K, Noda K, Hatae M, Kudo T, Hasegawa K, Nishimura R, Honjo
H, Yajima A, Sato S, Mizutani K, Yakushiji M, Terashima Y, Ochiai K, Sasaki H, Ozaki
M.
Source: Oncol Rep. 2001 March-April; 8(2): 273-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11182039&dopt=Abstract

* Elevated topoisomerase I activity in cervical cancer as a target for chemoradiation
therapy.
Author(s): Chen BM, Chen JY, Kao M, Lin JB, Yu MH, Roffler SR.
Source: Gynecologic Oncology. 2000 November; 79(2): 272-80.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11063656&dopt=Abstract

* Emodin induces apoptosis of human cervical cancer cells through poly(ADP-ribose)
polymerase cleavage and activation of caspase-9.
Author(s): Srinivas G, Anto RJ, Srinivas P, Vidhyalakshmi S, Senan VP, Karunagaran D.
Source: European Journal of Pharmacology. 2003 July 25; 473(2-3): 117-25.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12892828&dopt=Abstract

* Evidence of an association between human papillomavirus and impaired
chemotherapy-induced apoptosis in cervical cancer cells.
Author(s): Padilla LA, Leung BS, Carson LF.
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Source: Gynecologic Oncology. 2002 April; 85(1): 59-66.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11925121&dopt=Abstract

Health promotion in cervical cancer prevention among the Yakama Indian women of
the Wa'Shat Longhouse.

Author(s): Strickland CJ, Squeoch MD, Chrisman NJ.

Source: Journal of Transcultural Nursing : Official Journal of the Transcultural Nursing
Society / Transcultural Nursing Society. 1999 July; 10(3): 190-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10693405&dopt=Abstract

Hemolytic-uremic syndrome associated with neoadjuvant chemotherapy in the
treatment of advanced cervical cancer.

Author(s): Angiola G, Bloss JD, DiSaia PJ, Warner AS, Manetta A, Berman ML.

Source: Gynecologic Oncology. 1990 November; 39(2): 214-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=1699855&dopt=Abstract

Holistic care of the patient with cervical cancer.

Author(s): McMullin M.

Source: Nurs Clin North Am. 1992 December; 27(4): 847-58. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=1448360&dopt=Abstract

Human cervical cancer cells use Ca2+ signalling, protein tyrosine phosphorylation
and MAP kinase in regulatory volume decrease.

Author(s): Shen MR, Chou CY, Browning JA, Wilkins R], Ellory JC.

Source: The Journal of Physiology. 2001 December 1; 537(Pt 2): 347-62.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11731569&dopt=Abstract

Human papillomaviruses and cervical cancer in Bangkok. III. The role of husbands
and commercial sex workers.

Author(s): Thomas DB, Ray RM, Kuypers J, Kiviat N, Koetsawang A, Ashley RL, Qin Q,
Koetsawang S.

Source: American Journal of Epidemiology. 2001 April 15; 153(8): 740-8.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11296145&dopt=Abstract

Immunological modulation of lymphocyte subpopulation in cervical cancer tissue by
sizofiran and OK-432.

Author(s): Gorai I, Yanagibashi T, Minaguchi H.

Source: Gynecologic Oncology. 1992 February; 44(2): 137-46.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=1371977&dopt=Abstract

Impact on survival following successful neoadjuvant chemotherapy and radical
surgery for Stage IIb bulky and Stage IIIb cervical cancer.
Author(s): Sugiyama T, Hasuo Y, Nishida T, Kamura T.
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Source: Gynecologic Oncology. 2001 May; 81(2): 330-1.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11330973&dopt=Abstract

* Implications for breast and cervical cancer control for Latinas in the rural South: a
review of the literature.
Author(s): Mayo RM, Erwin DO, Spitler HD.
Source: Cancer Control : Journal of the Moffitt Cancer Center. 2003 September-October;
10(5 Suppl): 60-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=14581906&dopt=Abstract

* Improved prognostic value of 18F-FDG PET using a simple visual analysis of tumor
characteristics in patients with cervical cancer.
Author(s): Miller TR, Pinkus E, Dehdashti F, Grigsby PW.
Source: Journal of Nuclear Medicine : Official Publication, Society of Nuclear Medicine.
2003 February; 44(2): 192-7.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12571208&dopt=Abstract

* In vitro synergistic effects of some novel Cu(Il) complexes in combination with
epirubicin and mitomycin C against HeLa-S3 cervical cancer cell line.
Author(s): Geromichalos GD, Katsoulos GA, Hadjikostas CC, Kortsaris AH, Kyriakidis
DA.
Source: Anti-Cancer Drugs. 1996 June; 7(4): 469-75.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=8826615&dopt=Abstract

¢ Induced apoptosis and necrosis by 2-methylfuranonaphthoquinone in human
cervical cancer HeLa cells.
Author(s): Pan ], Simamura E, Koyama J, Shimada H, Hirai KI.
Source: Cancer Detection and Prevention. 2000; 24(3): 266-74.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10975289&dopt=Abstract

* Induction chemotherapy followed by radical surgery in cervical cancer.
Author(s): Dottino PR, Plaxe SC, Beddoe AM, Johnston C, Cohen CJ.
Source: Gynecologic Oncology. 1991 January; 40(1): 7-11.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=1703509&dopt=Abstract

e Intracavitary brachytherapy and cervical cancer.
Author(s): Grigsby PW.
Source: Cancer Journal (Sudbury, Mass.). 2000 November-December; 6(6): 362-4.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11131484&dopt=Abstract

* Intratumoral administration of sizofiran activates Langerhans cell and T-cell
infiltration in cervical cancer.
Author(s): Nakano T, Oka K, Hanba K, Morita S.
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Source: Clinical Immunology and Immunopathology. 1996 April; 79(1): 79-86.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=8612354&dopt=Abstract

Involvement of JNK-mediated pathway in EGF-mediated protection against
paclitaxel-induced apoptosis in SiHa human cervical cancer cells.

Author(s): Liu B, Fang M, Lu Y, Lu Y, Mills GB, Fan Z.

Source: British Journal of Cancer. 2001 July 20; 85(2): 303-11.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11461094&dopt=Abstract

Involvement of PKC-alpha in regulatory volume decrease responses and activation of
volume-sensitive chloride channels in human cervical cancer HT-3 cells.

Author(s): Chou CY, Shen MR, Hsu KS, Huang HY, Lin HC.

Source: The Journal of Physiology. 1998 October 15; 512 ( Pt 2): 435-48.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=9763633&dopt=Abstract

Irinotecan for the treatment of cervical cancer.

Author(s): Verschraegen CF.

Source: Oncology (Huntingt). 2002 May; 16(5 Suppl 5): 32-4. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12109804&dopt=Abstract

Irinotecan in cervical cancer.

Author(s): Kavanagh JJ, Verschraegen CF, Kudelka AP.

Source: Oncology (Huntingt). 1998 August; 12(8 Suppl 6): 94-8. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=9726099&dopt=Abstract

Measurement of tumor volume by PET to evaluate prognosis in patients with
advanced cervical cancer treated by radiation therapy.

Author(s): Miller TR, Grigsby PW.

Source: International Journal of Radiation Oncology, Biology, Physics. 2002 June 1; 53(2):
353-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12023139&dopt=Abstract

Mitochondrial damage by a new antitumour agent furanonaphthoquinone derivative
in human cervical cancer HeLa cells.

Author(s): Pan ], Hirai KI, Simamura E, Koyama ], Shimada H, Kuwabara S.

Source: Journal of Electron Microscopy. 1997; 46(2): 181-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=9180033&dopt=Abstract

Modulation of volume-sensitive Cl - channels and cell volume by actin filaments and
microtubules in human cervical cancer HT-3 cells.
Author(s): Shen MR, Chou CY, Hsu KF, Hsu KS, Wu ML.
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Source: Acta Physiologica Scandinavica. 1999 November; 167(3): 215-25.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=10606823&dopt=Abstract

*  Multimodal therapy including neoadjuvant methotrexate, vinblastine, doxorubicin,
and cisplatin (MVAC) for stage IIB to IV cervical cancer.
Author(s): Dowdy SC, Boardman CH, Wilson TO, Podratz KC, Hartmann LC, Long H]J.
Source: American Journal of Obstetrics and Gynecology. 2002 June; 186(6): 1167-73.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12066092&dopt=Abstract

* Neoadjuvant chemotherapy followed by radiotherapy should not be a standard
approach for locally advanced cervical cancer.
Author(s): Shueng PW, Hsu WL, Jen YM, Wu CJ, Liu HS.
Source: International Journal of Radiation Oncology, Biology, Physics. 1998 March 1;
40(4): 889-96.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=9531375&dopt=Abstract

e Neoadjuvant chemotherapy with cisplatin, ifosfamide and paclitaxel for locally
advanced squamous-cell cervical cancer.
Author(s): Zanetta G, Lissoni A, Pellegrino A, Sessa C, Colombo N, Gueli-Alletti D,
Mangioni C.
Source: Annals of Oncology : Official Journal of the European Society for Medical
Oncology / Esmo. 1998 September; 9(9): 977-80.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=9818071&dopt=Abstract

¢ Neoadjuvant chemotherapy with vincristine and cisplatin followed by radical
hysterectomy and pelvic lymphadenectomy for FIGO stage IB bulky cervical cancer: a
Gynecologic Oncology Group pilot study.
Author(s): Eddy GL, Manetta A, Alvarez RD, Williams L, Creasman WT.
Source: Gynecologic Oncology. 1995 June; 57(3): 412-6.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=7774847&dopt=Abstract

* Neoadjuvant intraarterial infusion chemotherapy with a combination of mitomycin-
C, vincristine, and cisplatin for locally advanced cervical cancer: a preliminary report.
Author(s): Itoh N, Sawairi M, Hanabayashi T, Mori H, Yamawaki Y, Tamaya T.

Source: Gynecologic Oncology. 1992 December; 47(3): 391-4.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=1473755&dopt=Abstract

» Paclitaxel, ifosfamide and cisplatin (TIP) chemotherapy for recurrent or persistent
squamous-cell cervical cancer.
Author(s): Zanetta G, Fei F, Parma G, Balestrino M, Lissoni A, Gabriele A, Mangioni C.
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Source: Annals of Oncology : Official Journal of the European Society for Medical
Oncology / Esmo. 1999 October; 10(10): 1171-4.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10586332&dopt=Abstract

Paclitaxel: a radiation sensitizer of human cervical cancer cells.

Author(s): Rodriguez M, Sevin BU, Perras ], Nguyen HN, Pham C, Steren AJ, Koechli
OR, Averette HE.

Source: Gynecologic Oncology. 1995 May; 57(2): 165-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=7729728&dopt=Abstract

Phase I study of combination chemotherapy using irinotecan hydrochloride and
nedaplatin for advanced or recurrent cervical cancer.

Author(s): Machida S, Ohwada M, Fujiwara H, Konno R, Takano M, Kita T, Kikuchi Y,
Komiyama S, Mikami M, Suzuki M.

Source: Oncology. 2003; 65(2): 102-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed &list_
uids=12931014&dopt=Abstract

Phase I trial of taxol as a radiation sensitizer with cisplatin in advanced cervical
cancer.

Author(s): Chen MD, Paley PJ, Potish RA, Twiggs LB.

Source: Gynecologic Oncology. 1997 November; 67(2): 131-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=9367695&dopt=Abstract

Phase II clinical study of irinotecan and cisplatin as first-line chemotherapy in
metastatic or recurrent cervical cancer.

Author(s): Chitapanarux I, Tonusin A, Sukthomya V, Charuchinda C, Pukanhapan N,
Lorvidhaya V.

Source: Gynecologic Oncology. 2003 June; 89(3): 402-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_

uids=12798702&dopt=Abstract

Phase II study of irinotecan and cisplatin as first-line chemotherapy in advanced or
recurrent cervical cancer.

Author(s): Sugiyama T, Yakushiji M, Noda K, Ikeda M, Kudoh R, Yajima A, Tomoda Y,
Terashima Y, Takeuchi S, Hiura M, Saji F, Takahashi T, Umesaki N, Sato S, Hatae M,
Ohashi Y.

Source: Oncology. 2000; 58(1): 31-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_

uids=10644938&dopt=Abstract

Physiologic FDG-PET three-dimensional brachytherapy treatment planning for
cervical cancer.

Author(s): Malyapa RS, Mutic S, Low DA, Zoberi I, Bosch WR, Laforest R, Miller TR,
Grigsby PW.
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Source: International Journal of Radiation Oncology, Biology, Physics. 2002 November
15; 54(4): 1140-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12419441&dopt=Abstract

e Pilot study on induction chemotherapy with cisplatin, epirubicin, etoposide and
bleomycin in cervical cancer stage Ib, Ila and IIb.
Author(s): Panetta A, Angelelli B, Martoni A.
Source: Anticancer Res. 1999 January-February; 19(1B): 765-8.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10216490&dopt=Abstract

* Positron emission tomography for evaluating para-aortic nodal metastasis in locally
advanced cervical cancer before surgical staging: a surgicopathologic study.
Author(s): Rose PG, Adler LP, Rodriguez M, Faulhaber PF, Abdul-Karim FW, Miraldi F.
Source: Journal of Clinical Oncology : Official Journal of the American Society of Clinical
Oncology. 1999 January; 17(1): 41-5.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=10458216&dopt=Abstract

*  Posttherapy surveillance monitoring of cervical cancer by FDG-PET.
Author(s): Grigsby PW, Siegel BA, Dehdashti F, Mutch DG.
Source: International Journal of Radiation Oncology, Biology, Physics. 2003 March 15;
55(4): 907-13.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12605968&dopt=Abstract

e Preoperative adjuvant chemotherapy in the treatment of cervical cancer stage Ib, Ila,
and IIb with bulky tumor.
Author(s): Kim DS, Moon H, Hwang YY, Cho SH.
Source: Gynecologic Oncology. 1988 March; 29(3): 321-32.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2450055&dopt=Abstract

* Prognostic value of positron emission tomography using F-18-fluorodeoxyglucose in
patients with cervical cancer undergoing radiotherapy.
Author(s): Nakamoto Y, Eisbruch A, Achtyes ED, Sugawara Y, Reynolds KR, Johnston
CM, Wahl RL.
Source: Gynecologic Oncology. 2002 February; 84(2): 289-95.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=11812089&dopt=Abstract

* Prognostic value of thymidine phosphorylase immunostaining in patients with
uterine cervical cancer treated concurrently with doxifluridine, radiotherapy and
immunotherapy.

Author(s): Sato S, Yajima A, Sasaki H, Mizutani K, Honjo H, Yamamoto K, Ozaki M,
Hasegawa K, Kudo T, Yakushiji M, Hatae M, Noda K.
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Source: Oncol Rep. 2001 March-April; 8(2): 239-44.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11182033&dopt=Abstract

Randomized trial of neoadjuvant cisplatin, vincristine, bleomycin, and radical
hysterectomy versus radiation therapy for bulky stage IB and ITA cervical cancer.
Author(s): Chang TC, Lai CH, Hong JH, Hsueh S, Huang KG, Chou HH, Tseng CJ, Tsai
CS, Chang JT, Lin CT, Chang HH, Chao PJ, Ng KK, Tang SG, Soong YK.

Source: Journal of Clinical Oncology : Official Journal of the American Society of Clinical
Oncology. 2000 April; 18(8): 1740-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=10764435&dopt=Abstract

Remission of recurrent cervical cancer with paclitaxel and carboplatin: a case report
and review of literature.

Author(s): Termrungruanglert W, Kudelka AP, Piamsomboon S, Edwards CL,
Verschraegen CF, Loyer E, Kavanagh JJ.

Source: Eur ] Gynaecol Oncol. 1996; 17(6): 493-6. Review.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_

uids=8971525&dopt=Abstract

Role of the nurse practitioner in breast and cervical cancer prevention.

Author(s): Leslie NS.

Source: Cancer Nursing. 1995 August; 18(4): 251-7. Review.

http:/ /www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=7664252&dopt=Abstract

Skin relapse from cervical cancer.

Author(s): Palaia I, Angioli R, Cutillo G, Manci N, Panici PB.

Source: Gynecologic Oncology. 2002 October; 87(1): 155-6.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=12468360&dopt=Abstract

Stressful events, pessimism, natural killer cell cytotoxicity, and cytotoxic/suppressor
T cells in HIV+ black women at risk for cervical cancer.

Author(s): Byrnes DM, Antoni MH, Goodkin K, Efantis-Potter ], Asthana D, Simon T,
Munajj J, Ironson G, Fletcher MA.

Source: Psychosomatic Medicine. 1998 November-December; 60(6): 714-22.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=9847030&dopt=Abstract

Surgical management of early stage cervical cancer: ten years experience from one
Greek health region.

Author(s): Paraskevaidis E, Kalantaridou SN, Kaponis A, Chouliara S, Agnantis NJ,
Dousias V, Zikopoulos K, Paschopoulos M, Stamatopoulos P, Lolis DE.

Source: Eur ] Gynaecol Oncol. 2002; 23(4): 341-4.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12214740&dopt=Abstract
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* Ten-year survival of patients with locally advanced, stage ib-iib cervical cancer after
neoadjuvant chemotherapy and radical hysterectomy.
Author(s): Hwang YY, Moon H, Cho SH, Kim KT, Moon YJ, Kim SR, Kim DS.
Source: Gynecologic Oncology. 2001 July; 82(1): 88-93.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=11426967&dopt=Abstract

*  The differential inhibitory effects of genistein on the growth of cervical cancer cells
in vitro.
Author(s): Wang SY, Yang KW, Hsu YT, Chang CL, Yang YC.
Source: Neoplasma. 2001; 48(3): 227-33.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11583294&dopt=Abstract

*  The effects of thiophosphoric acid (Ukrain) on cervical cancer, stage IB bulky.
Author(s): Pengsaa P, Wongpratoom W, Vatanasapt V, Udomthavornsuk B, Mairieng E,
Tangvorapongchai V, Pesi M, Krusan S, Boonvisoot V, Nowicky JW.

Source: Drugs Exp Clin Res. 1992; 18 Suppl: 69-72.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=1305048&dopt=Abstract

e The role of focus groups in health education for cervical cancer among minority
women.
Author(s): Dignan M, Michielutte R, Sharp P, Bahnson ], Young L, Beal P.
Source: Journal of Community Health. 1990 December; 15(6): 369-75.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2280036&dopt=Abstract

e The role of neoadjuvant chemotherapy for squamous cell cervical cancer (Ib-IIIb): a
long-term randomized trial.
Author(s): Napolitano U, Imperato F, Mossa B, Framarino ML, Marziani R, Marzetti L.
Source: Eur ] Gynaecol Oncol. 2003; 24(1): 51-9.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=12691318&dopt=Abstract

* The role of topotecan in the treatment of advanced cervical cancer.
Author(s): Fiorica JV.
Source: Gynecologic Oncology. 2003 September; 90(3 Pt 2): S16-21. Review.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query.fcgi?cmd=Retrieve&db=PubMed&list_
uids=13129491&dopt=Abstract

*  Therapy monitoring using FDG-PET in metastatic cervical cancer.
Author(s): Dose ], Hemminger GE, Bohuslavizki KH.
Source: The Lancet Oncology. 2000 October; 1: 106.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11905661&dopt=Abstract

* Treatment of advanced cervical cancer by a combination of peplomycin, vincristine,
mitomycin-C, and cisplatin.
Author(s): Sugimori H, Iwasaka T, Fukuda K, Hayashi Y, Hachisuga T.


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11426967&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11426967&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11426967&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11426967&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11583294&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11583294&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11583294&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11583294&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1305048&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1305048&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1305048&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2280036&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2280036&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2280036&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2280036&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12691318&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12691318&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12691318&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12691318&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=13129491&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=13129491&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=13129491&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11905661&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11905661&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11905661&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2473949&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2473949&dopt=Abstract

Alternative Medicine 133

Source: Gynecologic Oncology. 1989 August; 34(2): 180-2.
http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=2473949&dopt=Abstract

Two-year survival: preoperative adjuvant chemotherapy in the treatment of cervical
cancer stages Ib and II with bulky tumor.

Author(s): Kim DS, Moon H, Kim KT, Hwang YY, Cho SH, Kim SR.

Source: Gynecologic Oncology. 1989 May; 33(2): 225-30.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=2467848&dopt=Abstract

Vaginal radical hysterectomy for uterine cervical cancer.

Author(s): Zhang QB.

Source: Chinese Medical Journal. 1990 September; 103(9): 743-7.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/ query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=2123775&dopt=Abstract

Value of whole body 18F-fluoro-2-deoxyglucose positron emission tomography in the
evaluation of recurrent cervical cancer.

Author(s): Sun SS, Chen TC, Yen RF, Shen YY, Changlai SP, Kao A.

Source: Anticancer Res. 2001 July-August; 21(4B): 2957-61.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?’cmd=Retrieve&db=PubMed&list_
uids=11712793&dopt=Abstract

Weekly carboplatin and docetaxel for locally advanced primary and recurrent cervical
cancer: a phase I study.

Author(s): Rein DT, Kurbacher CM, Breidenbach M, Schondorf T, Schmidt T, Konig E,
Gohring U], Blohmer JU, Mallmann P.

Source: Gynecologic Oncology. 2002 October; 87(1): 98-103.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query.fcgi?’cmd=Retrieve&db=PubMed&list_
uids=12468349&dopt=Abstract

Wertheim's hysterectomy after neoadjuvant carboplatin-based chemotherapy in
patients with cervical cancer stage IIB and IIIB.

Author(s): Meden H, Fattahi-Meibodi A, Osmers R, Krauss T, Kuhn W.

Source: Anticancer Res. 1998 November-December; 18(6B): 4575-9.

http:/ /www.ncbi.nlm.nih.gov:80/ entrez/query .fcgi?cmd=Retrieve&db=PubMed&list_
uids=9891521&dopt=Abstract

Additional Web Resources

A number of additional Web sites offer encyclopedic information covering CAM and related
topics. The following is a representative sample:

Alternative Medicine Foundation, Inc.: httpy//www.herbmed.org/
AOL: http://search.aol.com/cat.adp?id=169&layer=&from=subcats
Chinese Medicine: http;//www.newcenturynutrition.com/

drkoop.comu: http://www.drkoop.com/InteractiveMedicine/IndexC.html
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* Family Village: http;//www.familyvillage.wisc.edu/med_altn.htm
*  Google: http://directory.google.com/Top/Health/Alternative/
*  Healthnotes: http;//www.healthnotes.com/

*  MedWebPlus:
http;//medwebplus.com/subject/Alternative_and_Complementary_Medicine

*  Open Directory Project: http;//dmoz.org/Health/Alternative/

e HealthGate: httpy//www.tnp.com/

+  WebMD"Health: httpy/my.webmd.com/drugs_and_herbs

¢ WholeHealthMD.com: http;//www.wholehealthmd.com/reflib/0,1529,00.html
e Yahoo.com: http://dir.yahoo.com/Health/Alternative_Medicine/

The following is a specific Web list relating to cervical cancer; please note that any particular
subject below may indicate either a therapeutic use, or a contraindication (potential danger),
and does not reflect an official recommendation:

¢ General Overview

Abnormal Pap Smear
Source: Healthnotes, Inc.; www.healthnotes.com

AIDS and HIV
Source: Integrative Medicine Communications; www.drkoop.com

Breast Cancer
Source: Healthnotes, Inc.; www .healthnotes.com

Cancer Prevention (reducing the Risk)
Source: Prima Communications, Inc.www.personalhealthzone.com

Cervical Dysplasia
Source: Integrative Medicine Communications; www.drkoop.com

Cervical Dysplasia
Source: Prima Communications, Inc.www.personalhealthzone.com

Warts
Source: Healthnotes, Inc.; www .healthnotes.com

e Herbs and Supplements

Beta-carotene
Source: Prima Communications, Inc.www.personalhealthzone.com

Carotenoids
Source: WholeHealthMD.com, LLC.; www.wholehealthmd.com
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http://directory.google.com/Top/Health/Conditions_and_Diseases/
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http://medwebplus.com/subject/Alternative_and_Complementary_Medicine
http://dmoz.org/Health/Conditions_and_Diseases/
http://dmoz.org/Health/Alternative/
http://www.tnp.com/
http://www.tnp.com/
http://my.webmd.com/drugs_and_herbs
http://www.wholehealthmd.com/reflib/0,1529,,00.html
http://dir.yahoo.com/Health/Diseases_and_Conditions/
http://dir.yahoo.com/Health/Alternative_Medicine/
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http://www.personalhealthzone.com/
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http://www.personalhealthzone.com/
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http://www.wholehealthmd.com/
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Hyperlink:
http:/ /www.wholehealthmd.com/refshelf/substances_view/0,1525,763,00.html

Gamma-linolenic Acid (gla)
Source: Integrative Medicine Communications; www.drkoop.com

Gla
Source: Integrative Medicine Communications; www.drkoop.com

Indole-3-carbinol
Source: Healthnotes, Inc.; www .healthnotes.com

Oral Contraceptives
Source: Healthnotes, Inc.; www .healthnotes.com

General References

A good place to find general background information on CAM is the National Library of
Medicine. It has prepared within the MEDLINEplus system an information topic page
dedicated to complementary and alternative medicine. To access this page, go to the
MEDLINEplus site at http;//www.nlm.nih.gov/medlineplus/alternativemedicine.html.
This Web site provides a general overview of various topics and can lead to a number of
general sources.
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CHAPTER 4. DISSERTATIONS ON CERVICAL CANCER

Overview

In this chapter, we will give you a bibliography on recent dissertations relating to cervical
cancer. We will also provide you with information on how to use the Internet to stay current
on dissertations. IMPORTANT NOTE: When following the search strategy described
below, you may discover non-medical dissertations that use the generic term “cervical
cancer” (or a synonym) in their titles. To accurately reflect the results that you might find
while conducting research on cervical cancer, we have not necessarily excluded non-medical
dissertations in this bibliography.

Dissertations on Cervical Cancer

ProQuest Digital Dissertations, the largest archive of academic dissertations available, is
located at the following Web address: httpy//wwwlib.umi.com/dissertations. From this
archive, we have compiled the following list covering dissertations devoted to cervical
cancer. You will see that the information provided includes the dissertation’s title, its author,
and the institution with which the author is associated. The following covers recent
dissertations found when using this search procedure:

* A Population-based Study of the Management of Cervical Cancer in Ontario, 1982--
1991 by Strang, Barbara Kathleen; Msc from Queen's University at Kingston (canada),
2002, 146 pages
http:/ /wwwlib.umi.com/dissertations/ fullcit/ MQ73090

* Adoption of Liquid-based Cervical Cancer Screening Test and Other Technologies in
Primary Care by Rappaport, Karen M.; Phd from The Johns Hopkins University, 2002,
288 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 3046543

* Biochemical and Phenotypic Analysis of Hela Cervical Carcinoma Cells Following
Specific Repression of E6 or E7 Oncogene Expression by Defilippis, Rosa Anna; Phd
from Yale University, 2002, 205 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 3068267
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* Cancer Detectors: an International History of the Pap Test and Cervical Cancer
Screening, 1928--1970 by Vayena, Eftychia; Phd from University of Minnesota, 1999, 334
pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 9950309

*  Cervical Cancer in Iquitos, Peru: a Tragedy of Postponed Priority by Hunter, Jennifer
Lynn; Phd from University of Kansas, 2002, 397 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 3053990

* Cervical Cancer Screening in Four Canadian Provinces: an Analysis of Context of
Care and a Comparison of Different Analytical Methods by Nicol, Kelly Alexandra;
Msc from Dalhousie University (canada), 2002, 44 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ MQ75527

* Endogenous Hormones and the Risk of Cervical Cancer by Shields, Tammy S.; Phd
from University of Washington, 2002, 159 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 3063015

e Evaluating the Use of Different Hpv Testing Strategies, As Compared to the Pap, for
the Detection of Cervical Cancer in Mexico: Epidemiologic and Economic Analyses by
Flores, Yvonne Nicole; Phd from The Johns Hopkins University, 2003, 251 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 3080659

e Factors Related to the Adoption of Early Detection of Breast and Cervical Cancer
among Women of Mexican Ancestry and the Implications for Nursing Education by
Alvarez, Maria R., Phd from New Mexico State University, 1986, 114 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 8709671

*  Genetic Risk Factors for Cervical Carcinoma in Situ by Beskow, Anna Helena; Phd
from Uppsala Universitet (sweden), 2003, 54 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ {24241

* New Approaches to Cervical Cancer Screening and Prevention by Baer, Atar; Phd
from University of Washington, 2002
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 750177

* DPolitics, Health Care Policy and Distributive Justice: the Ryan White Comprehensive
Aids Resources Emergency (care) Act and the Breast and Cervical Cancer Mortality
Act, 1990 (ryan White Comprehensive Aids Resources Emergency Act, Immune
Deficiency) by Bundy, Ruth Veling, Phd from The Claremont Graduate University,
1994, 235 pages
http:/ /wwwlib.umi.com/ dissertations/fullcit/ 9416314

* Predicting Intentions for Cervical Cancer Screening in Eastern-band Cherokee
Women by Nassif, Nader Raif; Phd from The University of Alabama at Birmingham,
2002, 84 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 3066330

* Screening for Cervical Cancer: Medical, Economic and Social Considerations by
Stromberg, Ann Helton, Phd from Cornell University, 1980, 225 pages
http:/ /wwwlib.umi.com/dissertations/ fullcit/ 8015737

e Social Integration and Preventive Health Behavior: an Exploratory Study on the Use
of the Pap Smear Test for the Early Detection of Cervical Cancer (cancer) by
Straughan, Paulin Tay, Phd from University of Virginia, 1991, 305 pages
http:/ /wwwlib.umi.com/dissertations/ fullcit/ 9223421

* The Association of Herpes Simplex Virus with Cervical Cancer a Mathematical
Model, and Exploration of an Approach to Retrieve Viral Genetic Information from
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Transformed Cells by Campione-piccardo, Jos&amp;eacute; Phd from Mcmaster
University (canada), 1981
http:/ /wwwlib.umi.com/dissertations/ fullcit/ NK54139

e The Psychosocial Correlates of Cervical Cancer Screening among Young American
Indian Women by Solomon, Teshia G. Arambula, Phd from The University of Texas at
Austin, 1998, 251 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 9838122

* Virgins without Hymens and Cancer without Cure: Sexual Strategies and Cervical
Cancer in Recife, Brazil by Gregg, Jessica L.; Phd from Emory University, 1999, 330
pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 9941812

* Women in Transition, Health Care in Translation: Nicaraguan Women and the
Challenge of Cervical Cancer Prevention by Mccue, Maureen F., Phd from The

University of lowa, 1997, 309 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ 9731840

*  Women's Experience of Surviving Invasive Cervical Cancer: Maintaining the Self by
Leonard, Katherine Marie, Phd from University of Alberta (canada), 1990, 180 pages
http:/ /wwwlib.umi.com/ dissertations/ fullcit/ NN60324

Keeping Current

Ask the medical librarian at your library if it has full and unlimited access to the ProQuest
Digital Dissertations database. From the library, you should be able to do more complete
searches via http;y//wwwlib.umi.com/dissertations.
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CHAPTER 5. CLINICAL TRIALS AND CERVICAL CANCER

Overview

In this chapter, we will show you how to keep informed of the latest clinical trials
concerning cervical cancer.

Recent Trials on Cervical Cancer

The following is a list of recent trials dedicated to cervical cancer.8 Further information on a
trial is available at the Web site indicated.

A Clinical Trial of the P-Glycoprotein Antagonist, Tariquidar (XR9576), in
Combination With Docetaxel in Patients With Lung, Ovarian, and Cervical Cancer:
Analysis of the Interaction Between Tariquidar and Docetaxel

Condition(s): Lung Neoplasms; Ovarian Neoplasms; Cervix Neoplasms
Study Status: This study is currently recruiting patients.
Sponsor(s): National Cancer Institute (NCI)

Purpose - Excerpt: Intrinsic and acquired drug resistance remain major obstacles in the
treatment of cancer. Accumulating evidence indicates that in some malignancies
Pglycoprotein (Pgp) can confer resistance, and that its reversal can improve therapeutic
outcome. Clinical trials investigating Pgp antagonists have been hampered by the
occurrence of unpredictable pharmacokinetic interactions, which have required dose
reductions of the chemotherapeutic agents to avert excessive toxicity. Tariquidar
(XR9576) is a new Pgp antagonist that is more potent and has prolonged activity. Phase I
trials with paclitaxel, vinorelbine, and doxorubicin have demonstrated that tariquidar
(XR9576) has minimal pharmacokinetic interactions while surrogate studies have
confirmed in vivo inhibition of Pgp-mediated drug transport. This study seeks to
determine the pharmacokinetic interaction, if any, between docetaxel and tariquidar and
to evaluate the potential for activity in lung, ovarian, and cervical cancers. The
secondary goal is to evaluate the impact of tariquidar on uptake of (99m)Tc-sestamibi in
recurrent or metastatic tumors of patients with lung, ovarian, or cervical cancer.

Phase(s): Phase 11

8 These are listed at www.ClinicalTrials.gov.
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Study Type: Interventional
Contact(s): see Web site below
Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00069160

* Antineoplaston Therapy in Treating Patients With Stage IV Cancer of the Cervix
and/or Vulva

Condition(s): stage IV cervical cancer; recurrent cervical cancer; stage IV vulvar cancer;
recurrent vulvar cancer

Study Status: This study is currently recruiting patients.
Sponsor(s): Burzynski Research Institute

Purpose - Excerpt: RATIONALE: Antineoplastons are naturally occurring substances
found in urine. Antineoplastons may inhibit the growth of cancer cells. PURPOSE:
Phase II trial to study the effectiveness of antineoplaston therapy in treating patients
with stage IV cancer of the cervix and/or vulva.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003525

*  Bevacizumab in Treating Patients With Persistent or Recurrent Cancer of the Cervix
Condition(s): recurrent cervical cancer; cervical squamous cell carcinoma
Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Monoclonal antibodies such as bevacizumab can
locate tumor cells and either kill them or deliver tumor-killing substances to them
without harming normal cells. PURPOSE: Phase 1II trial to study the effectiveness of
bevacizumab in treating patients who have persistent or recurrent cancer of the cervix.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00025233

* Capecitabine in Treating Patients With Persistent or Recurrent Cervical Cancer

Condition(s): recurrent cervical cancer; cervical adenocarcinoma; cervical
adenosquamous cell carcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. PURPOSE: Phase II trial to
study the effectiveness of capecitabine in treating patients who have persistent or
recurrent cervical cancer.

Phase(s): Phase 11
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Study Type: Interventional
Contact(s): see Web site below
Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00039442

Chemotherapy and Radiation Therapy With or Without Surgery in Treating Patients
With Stage I Cancer of the Cervix

Condition(s): cervical adenocarcinoma; cervical adenosquamous cell carcinoma; cervical
squamous cell carcinoma; stage IB cervical cancer

Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Radiation therapy uses high-energy x-rays to damage
tumor cells. Drugs used in chemotherapy use different ways to stop tumor cells from
dividing so they stop growing or die. It is not yet known which regimen of radiation
therapy combined with chemotherapy, with or without surgery, is more effective in
treating early cancer of the cervix. PURPOSE: Randomized phase III trial to compare the
effectiveness of surgery followed by different regimens of radiation therapy and
chemotherapy with that of chemotherapy and radiation therapy alone in treating
patients who have stage I cancer of the cervix.

Phase(s): Phase III

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00054067

Chemotherapy Followed By Surgery Compared With Radiation Therapy Plus
Chemotherapy in Treating Patients With Stage IB or Stage II Cervical Cancer

Condition(s): stage IB cervical cancer; stage IIB cervical cancer; stage IIA cervical cancer;
cervical squamous cell carcinoma; cervical adenocarcinoma; cervical adenosquamous
cell carcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): EORTC Gynecological Cancer Cooperative Group

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. Giving chemotherapy drugs
before surgery may shrink the tumor so that it can be removed during surgery.
Radiation therapy uses high-energy x-rays to kill tumor cells. Combining radiation
therapy with chemotherapy may kill more tumor cells. It is not yet known whether
chemotherapy is more effective followed by surgery or combined with radiation therapy
in treating cervical cancer. PURPOSE: Randomized phase III trial to compare the
effectiveness of chemotherapy followed by radical hysterectomy with that of
chemotherapy plus radiation therapy in treating patients who have stage IB or stage 1I
cervical cancer.

Phase(s): Phase III

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00039338
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*  Comparison of Three Chemotherapy Regimens in Treating Patients With Stage IVB,
Recurrent, or Persistent Cervical Cancer

Condition(s): recurrent cervical cancer; stage IVB cervical cancer; cervical squamous cell
carcinoma; cervical adenocarcinoma; cervical adenosquamous cell carcinoma

Study Status: This study is currently recruiting patients.

Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI); Eastern
Cooperative Oncology Group

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. Combining more than one
drug may kill more tumor cells. It is not yet known which chemotherapy regimen is
more effective for cervical cancer. PURPOSE: Randomized phase 1III trial to compare the
effectiveness of three different chemotherapy regimens in treating patients with stage
IVB, recurrent, or persistent cervical cancer.

Phase(s): Phase III

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003945

*  Docetaxel in Treating Patients With Persistent or Recurrent Cervical Cancer
Condition(s): recurrent cervical cancer; cervical squamous cell carcinoma
Study Status: This study is currently recruiting patients.

Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. PURPOSE: Phase II trial to
study the effectiveness of docetaxel in treating patients who have persistent or recurrent
cervical cancer.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http://clinicaltrials.gov/ct/show/NCT00041093

* EF5 to Detect Tumor Hypoxia in Patients With Stage IIB, Stage IIIB, or Stage IVA
Cervical Cancer

Condition(s): cervical adenocarcinoma; cervical adenosquamous cell carcinoma; cervical
squamous cell carcinoma; stage IIB cervical cancer; stage III cervical cancer; stage IVA
cervical cancer

Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Knowing the level of oxygen in tumor tissue may help
predict the effectiveness of anticancer therapy. EF5 may be effective in measuring
oxygen in tumor tissue and helping to predict the effectiveness of anticancer therapy.
PURPOSE: Diagnostic trial to study the effectiveness of EF5 in detecting tumor hypoxia
in patients who have stage IIB, stage IIIB, or stage IVA cervical cancer.

Study Type: Interventional
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Contact(s): see Web site below
Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00049231

Epoetin beta in Treating Anemia in Patients With Cervical Cancer
Condition(s): Anemia; Cervical Cancer

Study Status: This study is currently recruiting patients.

Sponsor(s): AGO Ovarian Cancer Study Group

Purpose - Excerpt: RATIONALE: Epoetin beta may stimulate red blood cell production
to prevent or control anemia in patients treated with chemotherapy and radiation
therapy. PURPOSE: Randomized phase IV trial to determine the effectiveness of epoetin
beta in treating anemia in patients who are receiving cisplatin and radiation therapy for
stage 1IB, stage 111, or stage IVA cervical cancer.

Phase(s): Phase IV

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ / clinicaltrials.gov/ ct/show/NCT00046969

Erlotinib in Treating Patients With Persistent or Recurrent Cancer of the Cervix
Condition(s): recurrent cervical cancer; cervical squamous cell carcinoma

Study Status: This study is currently recruiting patients.

Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Biological therapies such as erlotinib may interfere
with the growth of tumor cells and slow the growth of the tumor. PURPOSE: Phase II
trial to study the effectiveness of erlotinib in treating patients who have persistent or
recurrent cancer of the cervix.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00031993

Healing Touch and Immunity in Advanced Cervical Cancer Patients

Condition(s): Cervical Cancer

Study Status: This study is currently recruiting patients.

Sponsor(s): National Center for Complementary and Alternative Medicine (NCCAM)

Purpose - Excerpt: Healing touch is a therapy classified by NIH as a "biofield" therapy as
its effects are proposed to be the result of manipulation of hypothesized "energy fields"
around the body of a patient. Although HT is frequently used as a complementary
treatment by cancer patients undergoing chemotherapy and radiation to reduce toxic
side effects of treatment and to maintain immunocompetence, effects of this treatment
during cancer chemotherapy and radiation have not been investigated. Additionally,
little is known about physiological mechanisms by which HT may work. A recent meta-
analysis has demonstrated relatively large effects of HT on well-being and on
physiological parameters, even from brief treatments. This study is designed to examine


http://clinicaltrials.gov/ct/show/NCT00049231
http://clinicaltrials.gov/ct/show/NCT00046969
http://clinicaltrials.gov/ct/show/NCT00031993

146 Cervical Cancer

effects of HT on cellular immune function and short-term side effects of treatment
among women with advanced cervical cancer who are receiving a standard 5-week
course of external radiation therapy and concurrent chemotherapy.Although combined
chemotherapy and radiation treatment is potentially curative in 69% of cases, many
patients experience both acute and late side effects of radiation. Severe immune
compromise has also been reported following intensive radiation. Identification of
interventions that could reduce side effects and help maintain immunocompetence in
advanced cervical cancer patients undergoing treatment is a critical health problem.
There are no data on the effects of healing touch on immune function among cancer
patients undergoing chemotherapy and radiation. Therefore this study is designed as an
exploratory trial to determine whether such immune effects exist, and if so, what
immune parameters are most likely to be affected. Effects of healing touch on mood and
treatment-specific side-effects will also be examined. The significance of this study is
that it will provide preliminary data on the impact, if any, of HT on various parameters
of cellular immune function, beginning information on mechanisms of action, and
whether the magnitude of the impact is large enough to be of sufficient clinical
significance to be examined in larger clinical trials.

Phase(s): Phase I; Phase II

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00065091

* Imiquimod in Preventing Cervical Cancer in Women With Cervical Neoplasia
Condition(s): Cervical Cancer
Study Status: This study is currently recruiting patients.
Sponsor(s): North Central Cancer Treatment Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Chemoprevention therapy is the use of certain
substances to try to prevent the development of cancer. Applying topical imiquimod
before abnormal cervical cells are removed may be effective in preventing cervical
cancer. PURPOSE: Randomized phase 1II trial to study the effectiveness of applying
topical imiquimod before abnormal cervical cells are removed in preventing cervical
cancer in patients who have recurrent or persistent cervical neoplasia.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00031759

* Liposomal Doxorubicin in Treating Patients With Persistent or Recurrent Cancer of
the Cervix

Condition(s): recurrent cervical cancer; stage IVB cervical cancer; cervical squamous cell
carcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. PURPOSE: Phase II trial to
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study the effectiveness liposomal doxorubicin in treating patients who have persistent
or recurrent cancer of the cervix.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00030472

Oxaliplatin and Paclitaxel in Treating Patients With Locally Recurrent or Metastatic
Cervical Cancer

Condition(s): recurrent cervical cancer; stage IVA cervical cancer; stage IVB cervical
cancer; cervical adenosquamous cell carcinoma; cervical squamous cell carcinoma;
cervical adenocarcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): Cornell University Medical College; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. Combining more than one
drug may kill more tumor cells. PURPOSE: Phase I trial to study the effectiveness of
combining oxaliplatin with paclitaxel in treating patients who have locally recurrent or
metastatic cervical cancer.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00057863

Paclitaxel and Cisplatin Compared With Vinorelbine and Cisplatin in Treating
Patients With Stage IVB, Recurrent, or Persistent Cancer of the Cervix

Condition(s): cervical adenocarcinoma; cervical adenosquamous cell carcinoma; cervical
squamous cell carcinoma; recurrent cervical cancer; stage IVB cervical cancer

Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy such as paclitaxel,
cisplatin, and vinorelbine use different ways to stop tumor cells from dividing so they
stop growing or die. It is not yet known whether cisplatin is more effective when
combined with paclitaxel or vinorelbine in treating cervical cancer. PURPOSE:
Randomized phase III trial to compare the effectiveness of cisplatin combined with
either paclitaxel or vinorelbine in treating women who have stage IVB, recurrent, or
persistent cancer of the cervix.

Phase(s): Phase III

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00064077
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e Peripheral Stem Cell Transplantation, White Blood Cell Infusions, Chemotherapy,
and Radiation Therapy in Treating Patients With Recurrent Metastatic Cervical or
Vaginal Cancer

Condition(s): Cervical Cancer; Vaginal Cancer
Study Status: This study is currently recruiting patients.
Sponsor(s): Fred Hutchinson Cancer Research Center; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Donor peripheral stem cell transplantation and donor
white blood cell infusions may be able to replace immune cells that were destroyed by
chemotherapy or radiation therapy used to kill tumor cells. Sometimes the transplanted
cells are rejected by the body's normal tissues. Mycophenolate mofetil and cyclosporine
may prevent this from happening. PURPOSE: Phase II trial to study the effectiveness of
donor peripheral stem cell transplantation plus chemotherapy and total-body
irradiation followed by donor white blood cell infusion in treating patients who have
recurrent metastatic or locally advanced cancer of the cervix or vagina that is associated
with human papillomavirus.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http://clinicaltrials.gov/ct/show/NCT00005941

* Photodynamic Therapy Using Lutetium Texaphyrin in Treating Patients With
Cervical Intraepithelial Neoplasia

Condition(s): Cervical Cancer
Study Status: This study is currently recruiting patients.
Sponsor(s): University of Pittsburgh Cancer Institute; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Photodynamic therapy uses light and drugs such as
lutetium texaphyrin that make abnormal cells more sensitive to light and may kill
abnormal cells in the cervix and prevent the development of cervical cancer. PURPOSE:
Phase I trial to study the effectiveness of photodynamic therapy with lutetium
texaphyrin in treating patients who have cervical intraepithelial neoplasia.

Phase(s): Phase I

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00005808

» Pilot Study of ZD1839 (Iressa, Gefitinib) in Patients with Advanced Ovarian Cancer,
Fallopian Tube Cancer, Primary Peritoneal Cancer, or Cervical Cancer

Condition(s): Ovarian Neoplasms; Cervix Neoplasms
Study Status: This study is currently recruiting patients.
Sponsor(s): National Cancer Institute (NCI)

Purpose - Excerpt: This study will evaluate the safety and effectiveness of the
experimental drug ZD1839 (also known as Iressa(r) (Registered Trademark) or gefitinib)
for treating patients with advanced ovarian or cervical cancer with or without fallopian
tube or primary peritoneal cancer. ZD1839 attacks a group of proteins called epidermal
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growth factor receptor (EGFR) proteins. These proteins are found on the surface of some
cancer cells and some normal cells and may help tumor cells grow and spread to other
parts of the body. In laboratory experiments, ZD1839 slowed the growth of certain
cancers, and in preliminary studies in humans, a small number of women with ovarian
cancer who took ZD1839 had no tumor growth for the period of time they received the
drug. This study will determine whether ZD1839 can cause tumors to shrink or stabilize
in some patients with ovarian or cervical cancer. It will also look for tumor
characteristics that may indicate which ones are more likely to respond to treatment
with ZD1839. Women 18 years of age or older with ovarian or cervical cancer whose
cancer persists or has relapsed after undergoing at least one operation and one course of
chemotherapy or radiotherapy may be eligible for this study. Patients with fallopian
tube or primary peritoneal cancer may also participate. Candidates will be screened
with a medical history, physical examination, blood and urine tests, and a computerized
tomography (CT) scan to locate the tumor and determine biopsy sites (see below).
Participants will take ZD1839 tablets by mouth once a day. They will keep a diary of
when they take the medicine and record any side effects they may experience. In
addition, they will have the following tests and procedures: - CT scan before starting
treatment and again every 8 weeks to monitor tumor size. - Tumor biopsies before
starting treatment and about 4 weeks into the study to look for characteristics unique to
the patient's tumor that might make it more likely to respond to ZD1839. Tumor
biopsies will be done using a needle or by direct visualization using laparoscopy. For
the needle biopsy, the area of the procedure is anesthetized and a small needle is
inserted through the skin into the tumor. A piece of tissue smaller than the size of a pin
is withdrawn through the needle. The needle biopsy is done under CT guidance,
allowing the radiologist to see exactly where to place the needle. Laparoscopy is a
surgical procedure, performed under sedation or general anesthesia, that is done if the
tumor is in a place that cannot be reached with a needle through the skin. It requires
making two small holes in the skin through which tubes are inserted to locate the tumor
and cut out a small piece of tissue. - Skin biopsies before starting treatment and about 4
weeks into the study to determine the effect of ZD1839 on EGFR. The skin biopsies use a
cookie cutter-like instrument to obtain two pieces of skin the size of a grain of rice. -
Follow-up visits every 4 weeks or more often, as needed, for a physical examination and
blood tests, and review of laboratory studies and drug side effects. Patients whose
tumor stops growing or shrinks and who do not have serious drug side effects may
continue to receive treatment. Those whose cancer worsens or who develop severe drug
side effects will be taken off the study, referred back to their local physician, and
counseled about other NCI trials for which they may be eligible or options outside NCI
that may be available to them.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00046007

Protein Expression as a Potential Diagnostic Biomarker of Cervical Dysplasia and/or
Cancer

Condition(s): stage 0 cervical cancer; Precancerous Condition
Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)
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Purpose - Excerpt: RATIONALE: The presence of specific proteins may allow a doctor to
determine whether a patient has cervical dysplasia and/or cancer. PURPOSE:
Diagnostic trial to evaluate the effectiveness of the presence of a specific protein as a
potential biomarker of cervical dysplasia and/or cancer.

Study Type: Interventional
Contact(s): see Web site below
Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003384

* Radiation Therapy and Cisplatin With or Without Amifostine in Treating Patients
With Stage IIIB or Stage IVA Cancer of the Cervix

Condition(s): radiation toxicity; stage III cervical cancer; stage IVA cervical cancer;
cervical squamous cell carcinoma; cervical adenocarcinoma; cervical adenosquamous
cell carcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): Radiation Therapy Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy, such as cisplatin, use
different ways to stop tumor cells from dividing so they stop growing or die. Radiation
therapy uses high-energy x-rays to damage tumor cells. Combining radiation therapy
with chemotherapy may kill more tumor cells. Drugs such as amifostine may protect
normal cells from the side effects of radiation therapy. PURPOSE: Phase I/1I trial to
study the effectiveness of combining cisplatin and radiation therapy with or without
amifostine in treating patients who have stage IIIB or stage IVA cancer of the cervix.

Phase(s): Phase I; Phase II

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00012012

* Radiation Therapy Plus Celecoxib, Fluorouracil, and Cisplatin in Patients With
Locally Advanced Cervical Cancer

Condition(s): Cervical Cancer
Study Status: This study is currently recruiting patients.
Sponsor(s): Radiation Therapy Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Radiation therapy uses high-energy x-rays to damage
tumor cells. Drugs used in chemotherapy use different ways to stop tumor cells from
dividing so they stop growing or die. Giving radiation therapy in different ways and
combining it with chemotherapy may kill more tumor cells. Celecoxib may slow the
growth of cervical cancer by stopping blood flow to the tumor. PURPOSE: Phase 1/1I
trial to study the effectiveness of radiation therapy plus celecoxib, fluorouracil, and
cisplatin in treating patients who have locally advanced cervical cancer.

Phase(s): Phase I; Phase II

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00023660


http://clinicaltrials.gov/ct/show/NCT00003384
http://clinicaltrials.gov/ct/show/NCT00012012
http://clinicaltrials.gov/ct/show/NCT00023660
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Radiation Therapy Plus Paclitaxel and Cisplatin in Treating Patients With Cervical
Cancer

Condition(s): Cervical Cancer
Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Radiation therapy uses high-energy x-rays to damage
tumor cells. Paclitaxel and cisplatin may increase the effectiveness of radiation therapy
by making the tumor cells more sensitive to radiation. Drugs used in chemotherapy use
different ways to stop tumor cells from dividing so they stop growing or die. Combining
radiation therapy with chemotherapy may kill more tumor cells. PURPOSE: Phase 1/11
trial to study the effectiveness of radiation therapy to the pelvis plus paclitaxel and
cisplatin in treating patients who have cervical cancer.

Phase(s): Phase I; Phase II

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003379

Radiation Therapy, Paclitaxel, and Cisplatin in Treating Patients With Cancer of the
Cervix

Condition(s): stage III cervical cancer; stage IVA cervical cancer; cervical squamous cell
carcinoma; cervical adenocarcinoma; cervical adenosquamous cell carcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Radiation therapy uses high-energy x-rays to damage
tumor cells. Paclitaxel and cisplatin may increase the effectiveness of radiation therapy
by making the tumor cells more sensitive to the radiation. Drugs used in chemotherapy
use different ways to stop tumor cells from dividing so they stop growing or die.
Combining radiation therapy with chemotherapy may kill more tumor cells. PURPOSE:
Phase I/II trial to study the effectiveness of radiation therapy plus paclitaxel and
cisplatin in treating patients who have cancer of the cervix that has spread to the lymph
nodes in the pelvis and abdomen.

Phase(s): Phase I; Phase II

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003377

SGN-00101 in Treating Patients With Cervical Intraepithelial Neoplasia
Condition(s): Cervical Cancer

Study Status: This study is currently recruiting patients.

Sponsor(s): Brigham and Women's Hospital; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Chemoprevention therapy is the use of certain drugs
to try to prevent the development of or treat early cancer. SGN-00101 may be effective in
preventing the development of cervical cancer in patients with cervical intraepithelial
neoplasia. PURPOSE: Randomized phase 1I trial to study the effectiveness of SGN-00101


http://clinicaltrials.gov/ct/show/NCT00003379
http://clinicaltrials.gov/ct/show/NCT00003377
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in preventing cervical cancer in patients who have cervical intraepithelial neoplasia and
human papillomavirus.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00060099

*  Surgery and Vaccine Therapy in Treating Patients With Early Cervical Cancer

Condition(s): stage IB cervical cancer; stage IIA cervical cancer; cervical squamous cell
carcinoma; cervical adenocarcinoma; cervical adenosquamous cell carcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): EORTC New Drug Development Group

Purpose - Excerpt: RATIONALE: Vaccines made from human papillomavirus may make
the body build an immune response to and kill cervical cancer cells. Combining vaccine
therapy with surgery may be a more effective treatment for cervical cancer. PURPOSE:
Phase II trial to study the effectiveness of vaccine therapy made from human
papillomavirus plus surgery in treating patients with early cervical cancer.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00002916

* Topotecan and Paclitaxel in Treating Patients With Recurrent or Metastatic Cancer of
the Cervix

Condition(s): recurrent cervical cancer; stage IVB cervical cancer; stage IVA cervical
cancer; cervical squamous cell carcinoma; cervical adenocarcinoma

Study Status: This study is currently recruiting patients.
Sponsor(s): Herbert Irving Comprehensive Cancer Center

Purpose - Excerpt: RATIONALE: Drugs used in chemotherapy use different ways to
stop tumor cells from dividing so they stop growing or die. Combining more than one
drug may kill more tumor cells. PURPOSE: Phase II trial to study the effectiveness of
topotecan and paclitaxel in treating patients who have recurrent or metastatic cancer of
the cervix.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003065

* Vaginal Changes and Sexual Function in Patients With Cervical Cancer
Condition(s): sexuality and reproductive issues; stage IB cervical cancer
Study Status: This study is currently recruiting patients.

Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)


http://clinicaltrials.gov/ct/show/NCT00060099
http://clinicaltrials.gov/ct/show/NCT00002916
http://clinicaltrials.gov/ct/show/NCT00003065
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Purpose - Excerpt: RATIONALE: Vaginal changes that may effect sexual function occur
in patients undergoing treatment for cervical cancer. PURPOSE: Clinical trial to
determine the type of vaginal changes such as vaginal dryness that occur in patients
receiving treatment for cervical cancer and the effect these changes have on sexual
function.

Study Type: Interventional
Contact(s): see Web site below
Web Site: http://clinicaltrials.gov/ct/show/NCT00053261

Whole Body Hyperthermia Combined With Chemotherapy in Treating Patients With
Metastatic Breast, Ovarian, Endometrial, or Cervical Cancer

Condition(s): Breast Cancer; Cervical Cancer; Endometrial Cancer; Male Breast Cancer;
ovarian epithelial cancer; ovarian germ cell tumor

Study Status: This study is currently recruiting patients.
Sponsor(s): University of Texas

Purpose - Excerpt: RATIONALE: Hyperthermia therapy kills tumor cells by heating
them to several degrees above body temperature. Drugs used in chemotherapy use
different ways to stop tumor cells from dividing so they stop growing or die. Combining
chemotherapy with hyperthermia may kill more tumor cells. PURPOSE: Phase II trial to
study the effectiveness of fluorouracil and liposomal doxorubicin combined with
systemic hyperthermia in treating patients with metastatic breast, ovarian, endometrial,
or cervical cancer.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00003135

Will Radiation/Chemotherapy Treatment of Cervical Cancer Work Better With
Medication That May Improve Anemia?

Condition(s): Anemia; Cervix Neoplasms
Study Status: This study is currently recruiting patients.
Sponsor(s): Amgen

Purpose - Excerpt: This is a clinical trial (a type of research study) designed to describe
the efficacy (effectiveness) and toxicity (safety) of a new medical treatment, NESP
(Novel Erythropoiesis Stimulating Protein). This study will be offered to patients with
cervical cancer undergoing a combination of chemotherapy and radiation. This
treatment may lower your red blood cells. The use of NESP may stimulate the body to
produce more red blood cells. Our hypothesis is that higher red blood cells will be
beneficial to the patient during treatment for cervical cancer.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ / clinicaltrials.gov/ct/show/NCT00039884


http://clinicaltrials.gov/ct/show/NCT00053261
http://clinicaltrials.gov/ct/show/NCT00003135
http://clinicaltrials.gov/ct/show/NCT00039884
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*  Celecoxib in Treating Patients With High-Grade Squamous Intraepithelial Lesions of
the Cervix

Condition(s): stage 0 cervical cancer; high-grade squamous intraepithelial lesion
Study Status: This study is not yet open for patient recruitment.
Sponsor(s): Southwest Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Chemoprevention therapy is the use of certain drugs
to try to prevent the development of cancer. Celecoxib may be effective in preventing
cervical cancer. PURPOSE: Randomized phase II trial to study the effectiveness of
celecoxib in preventing cervical cancer in patients who have high-grade squamous
intraepithelial lesions of the cervix.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http://clinicaltrials.gov/ct/show/NCT00072540

* Lymph Node Mapping and Sentinel Lymph Node Identification in Patients With
Stage IB1 Cervical Cancer

Condition(s): cervical adenocarcinoma; cervical adenosquamous cell carcinoma; cervical
squamous cell carcinoma; stage I cervical cancer

Study Status: This study is not yet open for patient recruitment.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Diagnostic procedures, such as lymph node mapping
and sentinel lymph node identification, performed before and during surgery, may
improve the ability to detect lymph node metastases in patients who have cervical
cancer. PURPOSE: Diagnostic trial to study the effectiveness of lymph node mapping
and sentinel lymph node identification before and during surgery in detecting lymph
node metastases in patients who have stage IB1 cervical cancer.

Study Type: Interventional
Contact(s): see Web site below
Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00070317

* Radiation Therapy and Chemotherapy in Treating Patients With Locally Advanced
Cervical Cancer

Condition(s): cervical adenocarcinoma; Cervical Cancer; cervical squamous cell
carcinoma

Study Status: This study is not yet open for patient recruitment.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Radiation therapy uses high-energy x-rays to damage
tumor cells. Drugs used in chemotherapy use different ways to stop tumor cells from
dividing so they stop growing or die. Combining radiation therapy with chemotherapy
may kill more tumor cells. PURPOSE: Phase I trial to study the effectiveness of
combining radiation therapy with chemotherapy in treating patients who have locally
advanced cervical cancer.

Phase(s): Phase I


http://clinicaltrials.gov/ct/show/NCT00072540
http://clinicaltrials.gov/ct/show/NCT00070317
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Study Type: Interventional
Contact(s): see Web site below
Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00054444

* Radiation Therapy Plus Cisplatin and Gemcitabine in Treating Patients With
Cervical Cancer

Condition(s): Cervical Cancer
Study Status: This study is not yet open for patient recruitment.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Radiation therapy uses high-energy x-rays to damage
tumor cells. Drugs used in chemotherapy use different ways to stop tumor cells from
dividing so they stop growing or die. Combining cisplatin with gemcitabine may make
the tumor cells more sensitive to radiation therapy and may kill more tumor cells.
PURPOSE: Phase I trial to study the effectiveness of combining radiation therapy with
cisplatin and gemcitabine in treating patients who have cervical cancer that has not
spread beyond the pelvis.

Phase(s): Phase I

Study Type: Interventional

Contact(s): see Web site below

Web Site: http://clinicaltrials.gov/ct/show/NCT00068549

*  Vaccine Therapy in Preventing Cervical Cancer in Patients With Cervical
Intraepithelial Neoplasia

Condition(s): Cervical Cancer
Study Status: This study is not yet open for patient recruitment.
Sponsor(s): Gynecologic Oncology Group; National Cancer Institute (NCI)

Purpose - Excerpt: RATIONALE: Vaccines made from antigens may make the body
build an immune response to kill abnormal cervical cells and may be effective in
preventing cervical cancer. PURPOSE: Randomized phase II trial to study the
effectiveness of vaccine therapy in preventing cervical cancer in patients who have
cervical intraepithelial neoplasia.

Phase(s): Phase 11

Study Type: Interventional

Contact(s): see Web site below

Web Site: http:/ /clinicaltrials.gov/ct/show/NCT00054041

Keeping Current on Clinical Trials

The U.S. National Institutes of Health, through the National Library of Medicine, has
developed ClinicalTrials.gov to provide current information about clinical research across
the broadest number of diseases and conditions.


http://clinicaltrials.gov/ct/show/NCT00054444
http://clinicaltrials.gov/ct/show/NCT00068549
http://clinicaltrials.gov/ct/show/NCT00054041
http://www.nih.gov/
http://www.clinicaltrials.gov/
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The site was launched in February 2000 and currently contains approximately 5,700 clinical
studies in over 59,000 locations worldwide, with most studies being conducted in the United
States. ClinicalTrials.gov receives about 2 million hits per month and hosts approximately
5400 visitors daily. To access this database, simply go to the Web site at
http;//www.clinicaltrials.gov/ and search by “cervical cancer” (or synonyms).

While ClinicalTrials.gov is the most comprehensive listing of NIH-supported clinical trials
available, not all trials are in the database. The database is updated regularly, so clinical
trials are continually being added. The following is a list of specialty databases affiliated
with the National Institutes of Health that offer additional information on trials:

*  For clinical studies at the Warren Grant Magnuson Clinical Center located in Bethesda,
Maryland, visit their Web site: http://clinicalstudies.info.nih.gov/

*  For clinical studies conducted at the Bayview Campus in Baltimore, Maryland, visit
their Web site: http;y//www.jhbmc.jhu.edu/studies/index.html

*  For cancer trials, visit the National Cancer Institute: http;/cancertrials.nci.nih.gov/

*  For eye-related trials, visit and search the Web page of the National Eye Institute:
http://www.nei.nih.gov/neitrials/index.htm

*  For heart, lung and blood trials, visit the Web page of the National Heart, Lung and
Blood Institute: http;//www.nhlbi.nih.gov/studies/index.htm

»  For trials on aging, visit and search the Web site of the National Institute on Aging:
http://www.grc.nia.nih.gov/studies/index.htm

*  For rare diseases, visit and search the Web site sponsored by the Office of Rare Diseases:
http://ord.aspensys.com/asp/resources/rsch_trials.asp

¢ For alcoholism, visit the National Institute on Alcohol Abuse and Alcoholism:
http;//www.niaaa.nih.gov/intramural/Web_dicbr_hp/particip.htm

»  For trials on infectious, immune, and allergic diseases, visit the site of the National
Institute of Allergy and Infectious Diseases: http;//www.niaid.nih.gov/clintrials/

»  For trials on arthritis, musculoskeletal and skin diseases, visit newly revised site of the
National Institute of Arthritis and Musculoskeletal and Skin Diseases of the National
Institutes of Health: http;//www.niams.nih.gov/hi/studies/index.htm

*  For hearing-related trials, visit the National Institute on Deafness and Other
Communication Disorders: httpy//www.nidcd.nih.gov/health/clinical/index.htm

»  For trials on diseases of the digestive system and kidneys, and diabetes, visit the
National Institute of Diabetes and Digestive and Kidney Diseases:
http://www.niddk.nih.gov/patient/patient.htm

*  For drug abuse trials, visit and search the Web site sponsored by the National Institute
on Drug Abuse: http;//www.nida.nih.gov/CTN/Index.htm

¢ For trials on mental disorders, visit and search the Web site of the National Institute of
Mental Health: httpy//www.nimh.nih.gov/studies/index.cfm

*  For trials on neurological disorders and stroke, visit and search the Web site sponsored
by the National Institute of Neurological Disorders and Stroke of the NIH:
http;//www.ninds.nih.gov/funding/funding_opportunities.htm#Clinical_Trials


http://www.clinicaltrials.gov/
http://clinicalstudies.info.nih.gov/
http://www.jhbmc.jhu.edu/studies/index.html
http://cancertrials.nci.nih.gov/
http://www.nei.nih.gov/neitrials/index.htm
http://www.nhlbi.nih.gov/studies/index.htm
http://www.grc.nia.nih.gov/studies/index.htm
http://ord.aspensys.com/asp/resources/rsch_trials.asp
http://www.niaaa.nih.gov/intramural/web_dicbr_hp/particip.htm
http://www.niaid.nih.gov/clintrials/
http://www.niams.nih.gov/hi/studies/index.htm
http://www.nidcd.nih.gov/health/clinical/index.htm
http://www.niddk.nih.gov/patient/patient.htm
http://www.nida.nih.gov/CTN/Index.htm
http://www.nimh.nih.gov/studies/index.cfm
http://www.ninds.nih.gov/funding/funding_opportunities.htm
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CHAPTER 6. PATENTS ON CERVICAL CANCER

Overview

Patents can be physical innovations (e.g. chemicals, pharmaceuticals, medical equipment) or
processes (e.g. treatments or diagnostic procedures). The United States Patent and
Trademark Office defines a patent as a grant of a property right to the inventor, issued by
the Patent and Trademark Office.® Patents, therefore, are intellectual property. For the
United States, the term of a new patent is 20 years from the date when the patent application
was filed. If the inventor wishes to receive economic benefits, it is likely that the invention
will become commercially available within 20 years of the initial filing. It is important to
understand, therefore, that an inventor’s patent does not indicate that a product or service is
or will be commercially available. The patent implies only that the inventor has “the right to
exclude others from making, using, offering for sale, or selling” the invention in the United
States. While this relates to U.S. patents, similar rules govern foreign patents.

In this chapter, we show you how to locate information on patents and their inventors. If
you find a patent that is particularly interesting to you, contact the inventor or the assignee
for further information. IMPORTANT NOTE: When following the search strategy
described below, you may discover non-medical patents that use the generic term “cervical
cancer” (or a synonym) in their titles. To accurately reflect the results that you might find
while conducting research on cervical cancer, we have not necessarily excluded non-medical
patents in this bibliography.

Patents on Cervical Cancer

By performing a patent search focusing on cervical cancer, you can obtain information such
as the title of the invention, the names of the inventor(s), the assignee(s) or the company that
owns or controls the patent, a short abstract that summarizes the patent, and a few excerpts
from the description of the patent. The abstract of a patent tends to be more technical in
nature, while the description is often written for the public. Full patent descriptions contain
much more information than is presented here (e.g. claims, references, figures, diagrams,
etc.). We will tell you how to obtain this information later in the chapter. The following is an

9Adapted from the United States Patent and Trademark Office:
http;//www.uspto.gov/web/offices/pac/doc/general/whatis.htm.
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example of the type of information that you can expect to obtain from a patent search on
cervical cancer:

e Cap-pap test

Inventor(s): Markovic; Nenad (259 Congressional La., #602, Rockville, MD 20852),
Markovic; Olivera (259 Congressional La., #602, Rockville, MD 20852)

Assignee(s): none reported
Patent Number: 6,143,512
Date filed: June 10, 1999

Abstract: The CAP-PAP Test is a double-staining, single-slide microscopic method. An
in vitro diagnostic medical device for manual and automatic staining and interpreting of
the Pap smear for cervical cancer screening, cervical dysplasia and for follow-up
therapy can be developed using this double-staining, single-slide microscopic method.
Abnormal cervical cells are labeled with an intracellular acid phosphatase derived
pigment (azo-dye) to improve visibility of abnormal cervical cells on conventionally
stained Pap smears. The enzyme marker improves human perception and/or sensitivity
of automatic instruments when distinguishing cell a abnormality and interpretation of
Pap smears. Increased accuracy of CAP-PAP-vs-Pap test is expected to reduce false
negative readings of the conventional Pap test. A rapid manual version of the test that is
low cost, does not require additional personnel training and is instantly applicable in all
cytopathology laboratories is provided. The invention further provides a diagnostic kit,
an automatic stainer and an automatic evaluation device for performing the double-
staining, single-slide microscopic method.

Excerpt(s): The CAP-PAP Test is a new double-staining, single-slide microscopic
method that could be developed into an in vitro diagnostic medical device for manual
and automatic staining and interpreting of Pap smears for cervical cancer screening,
diagnosis of cervical dysplasia and follow-up of therapy. Our idea (novelty) is to use
acid phosphatase to label abnormal cervical epithelial cells on Pap smears stained by
conventional Papanicolaou technique and, by improving visibility of abnormal cells to
improve human perception (sensitivity of automatic instruments) of abnormal cells and
interpretation (specificity of automatic instruments) of Pap smears. Increasing accuracy
(better sensitivity and at least equivalent specificity with Pap test) the CAP-PAP test
could reduce false negative readings of the conventional Pap test--an achievement that
could be of benefit to many women. We are not aware that anybody else has used our
technique for the same purpose. The manual version of the test is a rapid, low cost
assay, which does not require additional personnel training, and is instantly applicable
in all cytopathology laboratories. The patent protects against infringement of the idea, a
process (method, assay) and three products--a diagnostic kit, an automatic processor
(stainer) and an automatic evaluation device (digitized image analyzer). Patent
protection should cover all rights including manufacture, use and sale.

Web site: http:/ /www.delphion.com/ details?pn=US06143512__


http://www.delphion.com/details?pn=US06143512__
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Cervical cancer self-screening methods and apparatus

Inventor(s): Zwelling-Aamot; Marcy L. (2425 E. Ocean Blvd., Long Beach, CA 90803)
Assignee(s): none reported

Patent Number: 6,206,839

Date filed: January 15, 1999

Abstract: An insert for the passive, painless, noninvasive self-collection of free
endocervical cells by a subject includes a body and a substrate for cell collection. The
body has a proximal end for manipulation by the subject and a distal end on which the
cell-collecting substrate is disposed. The body is configured so that the substrate is
positionable by the subject within the vagina, preferably near the vaginal portion of the
cervix, to allow collection of free endocervical cells onto the cell-collection surface. After
cells have been collected, the subject may place the cell-retaining substrate into a cell-
suspension preservative contained in a sealable receptacle for transport to a laboratory
for conventional analysis.

Excerpt(s): Broadly stated, the present invention relates to cancer screening methods and
apparatus. More particularly, the present invention is directed to a simple and accurate
method and associated apparatus that will allow a female patient to collect cervical cells
in the privacy of her home as part of a cervical cancer-screening test. The apparatus of
the present invention is easy and inexpensive to manufacture and, used in accordance
with the method of the invention, will enhance patient compliance with recommended
cervical cancer-screening protocols. In the early 1900s, cervical cancer was the leading
cause of cancer death for women. Even today, after nearly 100 years of continued
medical research and development, cervical cancer continues to be the leading cause of
cancer death for women in developing countries. These deaths are completely
unnecessary because up to 90% of the most common types of cervical cancer may be
prevented if identified early and treated. The present invention facilitates this early
identification and subsequent treatment. In spite of the ability of modem medical
practitioners to effectively eradicate most types of cervical cancer, it is estimated that
100,000 new cases of cervical cancer in the United States go undetected every five years.
The same characteristics of cervical cancer that make it relatively easy to treat once
identified contribute to the difficulty in its detection. In its early stages of development,
cervical cancer grows contiguously in localized, defined sites and does not interfere
with other normal bodily functions. Thus, at these early stages, cervical cancer can be
relatively asymptomatic and can continue to grow and progress for years with little
indication other than minor, localized bleeding which can be dismissed as normal
"spotting." Left unchecked for a year or more, cervical cancer can spread beyond the
cervix without warning. At this point, once detected, the cancer may be so advanced
that it may likely be untreatable and may ultimately lead to the patient's death.

Web site: http:/ /www.delphion.com/ details?pn=US06206839__


http://www.delphion.com/details?pn=US06206839__
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*  Cervix-to-rectum measuring device in a radiation applicator for use in the treatment
of cervical cancer

Inventor(s): Fischell; David R. (Ithaca, NY), Mazique; Jeffrey C. (Mt. Rainier, MD)

Assignee(s): The United States of America as represented by the Administrator of the
(Washington, DC)

Patent Number: 4,294,264
Date filed: May 12, 1977

Abstract: A cervix-to-rectum measuring device to be used in the treatment of cervical
cancer which includes a handle and a probe pivotably connected to the handle for
insertion in the rectum. The measuring device further includes means for coupling the
handle to an intrauterine radiation applicator when the latter is positioned in the uterine
cervix and the probe is inserted in the rectum to pivot the handle about the probe. A
gear is provided which is adapted to pivot with the probe. A pinion pivotably connected
to the handle meshes with the gear. A pointer fixed to the pinion is displaced in
response to the pivoting of the handle about the probe, and this displacement can be
read from a scale on the handle, providing an indication of the cervix-to-rectum
distance.

Excerpt(s): The present invention relates generally to radiation applicators for use in the
treatment of cancerous tissue and, more particularly, to such an applicator having a
measuring device to indicate the distance between the radiation sources and healthy
tissues. U.S. Pat. No. 2,544,939. The major problem with such devices is that they place
the source of radioactivity so close to the rectum that it makes the rectal dose of
radiation the limiting factor in the internal treatment. Thus, the rectal dose must be
measured accurately to avoid over-irradiating the rectal area and harming healthy
tissues in the process of treating diseased tissues.

Web site: http:/ /www.delphion.com/ details?pn=US04294264

* Chemoprevention and treatment of cervical or vaginal neoplasia

Inventor(s): Bell; Maria (562 Tolland Dr., Castle Rock, CO 80104), Schmidt-Grimminger;
Delf-Christian (562 Tolland Dr., Castle Rock, CO 80104)

Assignee(s): none reported
Patent Number: 6,399,645
Date filed: March 20, 2000

Abstract: The invention relates to non-surgical methods for treating cervical or vaginal
neoplasia including cervical intraepithelial neoplasia, intraepithelial neoplasia, vulvar
intraepithelial neoplasia and ano-genital warts. The treatment, which utilizes an
effective amount of indole-3-carbinol and/or diindolylmethane, is effective whether or
not the patient is also infected with human papillomavirus, the most common sexually
transmitted viral disease in the United States and a known risk factor for both cervical
intraepithelial neoplasia and cervical cancer.

Excerpt(s): This invention relates to the treatment of cervical or vaginal neoplasia
including cervical intraepithelial neoplasia ("CIN"), intraepithelial neoplasia, vulvar
intraepithelial neoplasia and ano-genital warts, and in particular, provides a method of
treatment to prevent these conditions from progressing into cancer. Treatment in
accordance with the present invention utilizes an effective amount of indole-3-carbinol


http://www.delphion.com/details?pn=US04294264__
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("I3C") and/or diindolylmethane ("DIM"). Human papillomavirus ("HPV") infection of
the lower genital tract is the most common sexually transmitted viral disease in the
United States. (Husseinzadeh, N., et al, "Subclinical Cervicovaginal Human
Papillomavirus Infections Associated with Cervical Condylomata and Dysplasia
Treatment Outcomes," J. Reprod. Med., Vol. 39, 777-80, (1994)). Most of these viral
infections remain dormant and never result in clinically evident disease. However, in
some cases, the virus may propagate and cause clinically recognizable HPV-associated
changes, including condylomata (genital warts), precancerous lesions of the cervix, as
well as invasive cervical cancer. Cancer of the cervix is the second most common cancer
in women and the seventh most common form of cancer worldwide. (World Health
Organization, "The World Health Report," Geneva: WHO, (1997)). The association
between HPV infection and genital cancer is well documented. (Richart, R., "Causes and
Management of Cervical Intraepithelial Neoplasia," Vol. 60, Cancer, 1951-1959, (1987);
Schiffman, M. et al., "Epidemiologic Evidence Showing that Human Papillomavirus
Infection Causes Most Cervical Intraepithelial Neoplasia," Vol. 85, J. Nat'l Cancer Inst.,
958-964, (1993)). Not all dysplastic lesions develop into cancer. Mildly dysplastic lesions
will spontaneously regress without therapy in the majority of patients, and only a small
subset of cases actually possess cancerous potential. Less than one half of more severely
dysplastic lesions in patients will eventually progress to invasive disease. (Barron, B. &
Richart, R., "Statistical Model of the Natural History of Cervical Carcinoma. IL
Estimates of the Transition Time from Dysplasia to Carcinoma In Situ," Vol. 45, J. Nat'l
Cancer Inst., 1025, (1970)). The progression of HPV infection to genital cancer is
therefore not absolute, and other factors (e.g., smoking, diet, and immunosuppression)
probably contribute to the progression.

Web site: http:/ /www.delphion.com/ details?pn=US06399645__

DEMO for the treatment or prevention of cervical intraepithelial neoplasia

Inventor(s): Follen; Michele (Houston, TX), Hittelman; Walter (Houston, TX), Hong;
Wuan K. (Houston, TX), Lotan; Reuben (Kingwood, TX), Nishioka; Kenji (Houston, TX)

Assignee(s): Board of Regents, The University of Texas System (Austin, TX)
Patent Number: 6,166,079
Date filed: December 30, 1996

Abstract: Methods for treating, preventing, controlling the growth of and/or reducing
the risk of developing cervical cancer, particularly in patients with cervical
intraepithelial neoplasia are provided employing pharmaceutically acceptable
preparations of DFMO. Methods for treating a patient having cervical intraepithelial
neoplasia, which methods comprise administering DFMO alone or in combination with
a cytotoxic or cytostatic agent, are also provided.

Excerpt(s): The present invention provides a pharmaceutical formulation and a method
for its use in the prevention of cervical cancer. More specifically, the present invention
provides a composition comprising alpha-difluoromethylornithine for treating,
preventing, reducing the risk of and/or controlling the growth and progression of
cervical intraepithelial neoplasia grade III into malignancy. Despite the advent of the
Papanicolaou (Pap) smear, cervical cancers and pre-cancers remain important health
problems for women, especially underobserved women in the United States (U.S.) and
women in underdeveloped countries (Parkin, 1993). The incidence of both invasive
cervical cancer and carcinoma-in-situ are increasing in the U.S. The reasons for this
increase are unknown. In the U.S., an estimated 2,500,000 women will have abnormal
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Pap smears demonstrating atypical cells of uncertain significance and low-grade
intraepithelial lesions (lesions of HPV and CIN 1) annually (Kurman, 1994). The exact
number of patients with high-grade squamous intraepithelial lesions (CIN II and III),
not classified as carcinoma-in-situ, is unknown. A risk factor for cervical cancer is HPV.
The most common types of HPV are those classified as high risk (HPV 16, 18, 45, and
56), intermediate risk (HPV 31, 33, 35, 51, 52, and 58), and low risk (HPV 6, 11). The high
and intermediate risk types have been identified in 77% of high grade cervical
intraepithelial neoplasia (CIN) and squamous intraepithelial lesions (SIL) and in 84% of
invasive lesions. Cohort studies demonstrate that women with HPV infection have 11-60
times increased risk of developing high grade CIN and 15-50 times increased risk of
developing invasive cancer than do women without HPV infection for which the high-
risk HPV types include types 16, 18, 45, and 56. This association has been consistent and
independent of the HPV assay method employed or epidemiologic study design (Bosch,
1995).

Web site: http:/ /www.delphion.com/ details?pn=US06166079__

* Diagnostic method and apparatus for cervical squamous intraepithelial lesions in
vitro and in vivo using fluorescence spectroscopy

Inventor(s): Mahadevan-Jansen; Anita (Austin, TX), Mitchell; Michele Follen (Houston,
TX), Ramanujam; Nirmala (Philadelphia, PA), Richards-Kortum; Rebecca (Austin, TX)

Assignee(s): Board of Regents, the University of Texas System (Austin, TX)
Patent Number: 6,258,576
Date filed: June 19, 1996

Abstract: The present invention involves the use of fluorescence spectroscopy in the
diagnosis of cervical cancer and precancer. Using multiple illumination wavelengths, it
is possible to (i) differentiate normal or inflamed tissue from squamous intraepithelial
lesions (SILs) and (ii) to differentiate high grade SILs from non-high grade SILs. The
detection may be performed in vitro or in vivo. Multivariate statistical analysis was
employed to reduce the number of fluorescence excitation-emission wavelength pairs
needed to re-develop algorithms that demonstrate a minimum decrease in classification
accuracy. Fluorescence at excitation-emission wavelength pairs was used to redevelop
and test screening and diagnostic algorithms that have a similar classification accuracy
to those that employ fluorescence emission spectra at three excitation wavelengths. Both
the full-parameter and reduced-parameter screening algorithms discriminate between
SILs and non-SILs with a similar specificity and a substantially improved sensitivity
relative to Pap smear screening and differentiate high grade SILs from non-high grade
SILs.

Excerpt(s): The invention relates to optical methods and apparatus used for the
diagnosis of cervical precancers. There has been a significant decline in the incidence of
advanced cervical cancer over the last 40 years, primarily due to the development of
organized programs that target early detection of its curable precursor, cervical
Squamous Intraepithelial Lesion (SIL) (SILs consist of Cervical Intraepithelial Neoplasia
(CIN) and Human Papilloma Viral (HPV) infection) [1]. Even though organized
screening (Pap smear) and diagnostic (colposcopy) programs are currently in place,
approximately 15,900 new cases of cervical cancer and 4,900 cervical cancer related
deaths were reported in 1995, in the United States alone [2]. Currently, 24.5% of women
with cervical cancer are under the age of 35 years, and the incidence continues to
increase for women in this age group [1]. The continuing morbidity and mortality rate
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related to cervical cancer necessitates an improvement in the accuracy and efficacy of
current detection modalities. The Pap smear is the primary screening tool for the
detection of cervical cancer and its precursor [3]. In a Pap test, a large number of cells
obtained by scraping the cervical epithelium are smeared onto a slide which is then
fixed and stained for cytologic examination. Each smear is then examined under a
microscope for the presence of neoplastic cells [4]. The Pap smear's reported sensitivity
and specificity range from 11-99% and 14-97%, respectively. Like many screening tests
in an asymptomatic population, the Pap smear is unable to achieve a concurrently high
sensitivity and high specificity [5]. The accuracy of the Pap smear is limited by both
sampling and reading errors [6]. Approximately 60% of false-negative smears are
attributed to insufficient sampling; the remaining 40% are due to reading errors.
Because of the monotony and fatigue associated with reading Pap smears (50,000-
300,000 cells per slide), the American Society of Cytology has proposed that a cyto-
technologist should be limited to evaluating no more than 12,000 smears annually [7].
As a result, accurate Pap smear screening is labor intensive and requires highly trained
professionals.

Web site: http:/ /www.delphion.com/ details?pn=US06258576__

Formulations containing hyaluronic acid

Inventor(s): Asculai; Samuel Simon (Toronto, CA), Falk; Rudolf Edgar (Toronto, CA),
Harper; David W. (Oakville, CA), Hochman; David (Thornhill, CA), Klein; Ehud Shmuel
(Givat Savyon, IL), Purschke; Don (Toronto, CA)

Assignee(s): Hyal Pharmaceutical Corp. (CA)
Patent Number: 6,114,314
Date filed: December 1, 1994

Abstract: Topically applied transdermally quick penetrating (best targeting the
epidermis and subsequently remaining there for a prolonged period of time) systemic
independent acting, combinations and formulations which employ, combine, or
incorporate a therapeutically effective non-toxic (to the patient) amount of a drug which
inhibits prostaglandin synthesis together with an amount of hyaluronic acid and/or
salts thereof (for example the sodium salt) and/or homologues, analogues, derivatives,
complexes, esters, fragments, and/or sub units of hyaluronic acid to treat a disease and
condition of the skin and exposed tissue for example, basal cell carcinoma, the
precancerous, often recurrent, actinic keratoses lesions, fungal lesions, "liver" spots and
like lesions (found for the most part in the epidermis), squamous cell tumours,
metastatic cancer of the breast to the skin, primary and metastatic melanoma in the skin,
genital warts cervical cancer, and HPV (Human Papilloma Virus) including HPV of the
cervix, psoriasis (both plaque-type psoriasis and nail bed psoriasis), corns on the feet
and hair loss on the head of pregnant women and remain in the skin for a prolonged
period of time.

Excerpt(s): This invention also relates to formulations suitable for use in such
treatments, the use of such formulations in such treatments, methods of such treatment,
and the delivery of drugs for such treatments. Basal cell carcinoma is presently treated
by surgery. Each lesion, together with all surrounding and underlying tissue (dermis,
epidermis, and subdermis), is cut out. In some instances, surgery, while necessary for
the patient's welfare, may put the patient at risk in some other respect (for example, a
lesion on a patient's temple whose removal (resection) may jeopardize the patient's
health). Squamous cell tumours are also treated the same way as are other forms of
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cancer in the skin and exposed tissue. Furthermore, other conditions and diseases of the
skin and exposed tissue are treated the same way or in ways that cause discomfort to the
patient, for example melanoma, genital warts, cervical cancer, HPV (Human Papilloma
Virus). Actinic keratoses lesion is dealt with similarly. Additionally, liquid nitrogen has
been used to remove the lesion.

Web site: http:/ /www.delphion.com/ details?pn=US06114314__

* Hybridoma cell lines producing monoclonal antibodies directed against cervical
cancer cells

Inventor(s): Chan; Teh-sheng (League City, TX)

Assignee(s): Board of Regents, The University of Texas System (Austin, TX)
Patent Number: 4,618,585

Date filed: July 16, 1984

Abstract: Continuous hybrid cell lines for producing monoclonal antibodies, the
antibodies specific for an antigenic determinant unique to cervical cancer cells, have
been developed. The hybrid cell lines were established by fusing differentiated
lymphoid cells primed with intact human cervical cancer cells with myeloma cells,
particularly plasmacytoma cells. The resulting fused hybrid cells were cultured in HAT
tissue culture media which included a small concentration of deoxycytidine.
Deoxycytidine was found to enhance the growth of the hybrid cells and subsequent
yield of monoclonal antibodies secreted therefrom. Hybrid cell lines secreting
monoclonal antibodies to antigenic determinants unique for human cervical cancer cells
can be maintained indefinitely in culture to produce large amounts of homogenous anti-
cervical cancer cell antibody.

Excerpt(s): The present invention relates to the production of monoclonal antibodies;
and, in particular, to hybrid cell lines capable of continuously producing monoclonal
antibodies directed against the antigenic determinants unique to cervical cancer cells.
The present invention further relates to tissue culture media for enhanced growth of
hybrid cell lines. In recent years, the capability to produce monoclonal antibodies
specific for the antigenic and immunogenic determinants of cell surface antigens has
provided a new vista of diagnostic and immunotherapeutic agents. For example,
monoclonal antibodies have been available for some time now which are specific for an
assortment of antigens, including viral antigens, such as rabies, hepatitis and influenza
virus; red blood cells; fluorescent dyes; and cell associated antigens including human
tumors such as melanoma, colorectal cancer, glioma, choriocarcinoma, renal cancer,
breast cancer, lymphoma, and leukemia. Heretofore, as far as applicant is aware, there
have been no reports of the production of continuous cell lines of somatic cell hybrids
which elaborate monoclonal antibodies to antigenic determinants of cervical cancer
cells, in particular cell surface exposed antigenic determinants.

Web site: http:/ /www.delphion.com/ details?pn=US04618585__
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Method and apparatus for reflective glare removal in digital photography useful in
cervical cancer detection

Inventor(s): Blair; Kerry L. (Overland Park, KS)
Assignee(s): Medtech Research Corporation (Lenexa, KS)
Patent Number: 6,088,612

Date filed: April 4, 1997

Abstract: An apparatus is disclosed for glare removal in digital imaging of a cervix. The
apparatus includes a digital camera operable to create first and second digital images
having substantially the same field of view; lights associated with the camera for
illuminating the cervix with light pulses emitted from two locations, and a digital
processor. The light pulses are synchronized so the cervix is illuminated with a first
pulse for the creation of the first image and the cervix is illuminated with a second pulse
for the creation of the second image. First glare and first non-glare regions are created
by the first pulse in the first image, and second glare and second non-glare regions are
created by the second pulse in the second image. The processor creates a glare-free
digital composite image by replacing the digital elements of the glare region of the first
image with the corresponding digital elements from the non-glare region of the second
image.

Excerpt(s): Present invention relates generally to the detection of cervical cancer. More
particularly, the present invention relates to an apparatus and method for the visual
examination of cervical epithelium by means of a colposcopy assembly capable of
producing a digital image of the cervix which is essentially free of reflective glare that
otherwise masks or veils cancerous and pre-cancerous tissue. Over the last fifty years,
Papanicolaou Smear ("Pap Smear") has become the cornerstone of efforts to reduce
cervical cancer mortality. Pap Smear is effective because it identifies the latest stages of
cervical cancer. Current estimates are that 60-70 million Pap Smears are done in the U.S.
each year. Pap Smear has, thus, become a norm in the detection of cervical cancer. In
spite of its broad acceptance in the medical community, studies indicate that Pap Smear
screenings will fail to detect from 50%-80% of low grade cancerous lesions, and even
15%-30% of high grade cancerous lesions. When conducting Pap Smear screenings, the
gynecologist collects exfoliated cells from the surface of the cervix and places them on
slides that are sent to cytologists for further examination. Cytologists then review the
cells placed on the slides and look for abnormal cells. If abnormal cells are found, the
Pap Smear is considered to be positive. If no abnormal cells are found, the Pap Smear is
considered to be negative. It is also possible that Pap Smear slides cannot be properly
evaluated by the cytologist because of technical problems associated with the Pap Smear
collection process such inadequate cell count, improper slide fixation, etc.

Web site: http:/ /www.delphion.com/ details?pn=US06088612__

Method and kit for early cancer prediction

Inventor(s): Gyllensten; Ulf (Uppsala, SE), Josefsson; Agnetha (Uppsala, SE),
Magnusson; Patrik (Uppsala, SE)

Assignee(s): Quantovir AB (Uppsala, SE)
Patent Number: 6,420,106
Date filed: June 7, 2000
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Abstract: The present invention is within the field of early cancer prediction. More
closely, the invention relates to a method and kit for predicting virus-associated cervical
cancer in a human subject. In the method the amount of viral nucleic acid is normalized
in relation to the amount of sample from a human subject. Using specific primers and
probes in a DNA amplification kit of the invention, a value of relative viral load is
obtained which enables prediction of risk of cervical cancer several years before any
symptoms thereof.

Excerpt(s): The present invention is within the field of early cancer prediction. More
closely, the invention relates to a method and kit for predicting virus-associated cervical
cancer in a human subject. Infection by certain subtypes of human papillomavirus
(HPV), in particular HPV 16 and HPV 18, has long been recognized as a major risk
factor for cervical cancer and about 95% of cancer biopsies contain HPV DNA. While
infection with HPV is common in young women in the ages 16-24, only less than 1% of
women with oncogenic HPV smears develop cervical cancer. Therefore, known
methods for testing for presence of HPV has a low predictive value. Within prior art
there are two main strategies to predict or diagnose cervical cancer. One strategy uses
squamous intraepithelial lesion in cytology, or cervical dysplasia, as an indication of
progression to cervical cancer. The other main strategy is to detect HPV nucleic acid in a
patient sample either directly or following amplification of said nucleic acid, wherein
the presence of HPV nucleic acid is taken as an indication of possible progression to
cervical cancer.

Web site: http:/ /www.delphion.com/ details?pn=US06420106__

¢ Method and portable colposcope useful in cervical cancer detection
Inventor(s): Blair; Kerry L. (15390 Monrovia St., Overland Park, KS 66219)
Assignee(s): none reported
Patent Number: 6,277,067
Date filed: April 4, 1997

Abstract: A method and portable apparatus for the visual examination and grading of
cervical epithelium by means of a hand-held colposcopy assembly capable of producing
a digital image of the cervix. The present invention enables real-time imaging and
archiving of images of the entire cervix for the purpose of detecting cancerous and pre-
cancerous tissue and by virtue of computerized image processing suggests an objective
diagnosis of the cervical epithelium by means of a low cost, portable, hand-held digital
colposcope.

Excerpt(s): The present invention relates generally to the detection of cervical cancer,
and more particularly, to a method and portable apparatus for the visual examination
and grading of cervical epithelium by means of a hand-held colposcopy assembly
capable of producing a digital image of the cervix. Two methods are used for early
detection of cervical cancer and precancer: cytology and colposcopy. Cytology is a
screening method that is practical and economical and colposcopy is a diagnostic
method directed to the clinical diagnosis of patients with abnormal cytology. 1.2.2
Conventional Methods and System:s.

Web site: http:/ /www.delphion.com/ details?pn=US06277067__
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Method for the detection of cellular abnormalities using infrared spectroscopic
imaging

Inventor(s): Bhandare; Prashant S. (Arlington, MA), Cahn; Frederick R. (Princeton, NJ),
Cohenford; Menashi A. (West Warwick, RI), Krishnan; Krishnaswamy (Norwell, MA),
Rigas; Basil (White Plains, NY)

Assignee(s): Bio-Rad Laboratories, Inc. (Hercules, CA)
Patent Number: 5,976,885
Date filed: November 12, 1996

Abstract: This invention teaches a method to identify cellular abnormalities which are
associated with disease states. In one aspect, the invention is a method to distinguish
premalignant and malignant stages of cervical cancer from normal cervical cells. The
method utilizes infrared (IR) spectra of exfoliated cervical cells which are dried on an
infrared transparent matrix and scanned at the frequency range from 3000-950 cm.sup.-
1. The identification of samples is based on establishing a calibration using a
representative set of spectra of normal, dysplastic and malignant specimens. During the
calibration process, multivariate techniques such as Principal Component Analysis
(PCA) and/or Partial Least Squares (PLS) are used. PCA and PLS reduce the data based
on maximum variations between the spectra, and generate clusters in a
multidimensional space representing the different populations. The utilization of
Mabhalinobis distances, or linear regression (e.g., Principle Component Regression on the
reduced data from PCA) form the basis for the discrimination. This method is simple to
use and achieves statistically reliable distinction between the following groups of
cervical smears: normal (individuals with no prior history of dysplasia), dysplasia and
malignant samples. Further, this invention discloses a method to obtain the IR spectrum
of individual cervical cells fixed on an infrared transparent matrix and to use the spectra
o the individual cells in the method described above. In an additional aspect, the
invention is a method for using vibrational spectroscopic imaging to distinguish
between normal and diseased cells.

Excerpt(s): The detection of premalignant and malignant cells by the Papanicolaou
smear (Pap smear) has greatly reduced the high mortality rate due to cervical cancer.
Nevertheless, the Pap screening process is labor intensive and has remained essentially
unchanged since it was first described by Papanicolaou almost 50 years ago. To perform
the test, cells are exfoliated from a patient's cervix by scraping using a spatula or brush.
The scraping is then smeared on a slide, and the slide is stained and microscopically
examined. The microscopic examination is a tedious process, and requires a
cytotechnologist to visually scrutinize all the fields within a slide to detect the often few
aberrant cells in a specimen. Consequently, the detection of abnormal specimens
depends on the level of a cytotechnologist's experience and workload, and also on the
quality of the smear preparation. A recent critical evaluation of the Pap smear reported
that the error rates associated with the current technique can be startlingly high. For
example, the reported false negative rate (sensitivity) ranges from 6% to 55% (see,
Shingleton, H. M., et al., CA Cancer ]. Clin., 45:305-320 (1995)). As a result of these
concerns, attempts have been made to automate the Pap screening process and to
standardize the staining procedure. Certain of the available automated systems have
been designed to improve the diagnostic yield of the Pap smear by minimizing the
content of blood, mucus and other non-diagnostic debris in the examined cervical
scrapings. In spite of these changes and the resulting simplification of the sample, the
diagnosis of Pap smears continues to be heavily influenced by subjective bias. Thus,
efforts are currently being directed towards developing alternative means of diagnosing
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Pap smears which are based on objective criteria such as chemical or morphological
changes in cervical cells.

Web site: http:/ /www.delphion.com/ details?pn=US05976885__

*  Method for the detection of malignant and premalignant stages of cervical cancer

Inventor(s): Bhandare; Prashant S. (Arlington, MA), Cahn; Frederick R. (Princeton, NJ),
Cohenford; Menashi A. (West Warwick, RI), Krishnan; Krishnaswamy (Norwell, MA),
Rigas; Basil (White Plains, NY)

Assignee(s): Bio-Rad Laboratories, Inc. (Hercules, CA)
Patent Number: 6,031,232
Date filed: November 13, 1995

Abstract: This invention discloses a method to identify premalignant and malignant
stages of cervical cancer from an infrared (IR) spectrum of exfoliated cervical cells which
are dried on an infrared transparent matrix and scanned at the frequency range from
3000-950 cm.sup.-1. The identification of samples is based on establishing a calibration
using a representative set of spectra of normal, dysplastic and malignant specimens.
During the calibration process, multivariate techniques such as Principal Component
Analysis (PCA) and/or Partial Least Squares (PLS) are used. PCA and PLS reduce the
data based on maximum variations between the spectra, and generate clusters in a
multidimensional space representing the different populations. The utilization of
Mabhalinobis distances, or linear regression (e.g., Principle Component Regression on the
reduced data from PCA) form the basis for the discrimination. This method is simple to
use and achieves statistically reliable distinction between the following groups of
cervical smears: normal (individuals with no prior history of dysplasia), dysplasia and
malignant samples. Lastly, this invention discloses a method to obtain the IR spectrum
of individual cervical cells fixed on an infrared transparent matrix.

Excerpt(s): The detection of premalignant and malignant cells by the Papanicolaou
smear (Pap smear) has greatly reduced the high mortality rate due to cervical cancer.
Nevertheless, the Pap screening process is labor intensive and has remained essentially
unchanged since it was first described by Papanicolaou almost 50 years ago. To perform
the test, exfoliated cells from a patient's cervix are first scraped using a spatula or brush.
The scraping is then smeared on a slide, and the slide is stained and microscopically
examined. The microscopic examination is a tedious process, and requires a
cytotechnologist to visually scrutinize all the fields within a slide to detect the often few
aberrant cells in a specimen. Consequently, the rate in the detection of abnormal
specimens depends on the level of a cytotechnologist's experience, quality of the smear
preparation, and the work load. As a result of these concerns, attempts have been made
both to automate the Pap screening process, and develop other objective alternatives. A
number of methods have been explored to detect cytological anomalies, including those
using molecular and immunological techniques. One impetus behind the development
of new molecular and immunological methods is the detection of the human papilloma
virus (HPV). Certain subtypes of HPV have been linked to a high incidence of abnormal
lesions, and are implicated in the etiology of cervical cancer. Although these techniques
are specific and detect cervical specimens at high risk, they are currently cost prohibitive
and too labor intensive. Recently, differences have been reported in the Fourier
Transform Infrared (FT-IR) spectra of 156 cervical samples, of which, by cytological
screening, 136 were normal, 12 had cancer, and 8 had dysplasia (see, Wong et al., Proc.
Natl. Acad. Sci. USA, 87:8140-8145 (1991)). This study relied on features of the Mid-IR
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region (3000-950 cm.sup.-1) to discriminate between the samples. The spectra of normal
samples exhibited a prominent peak at 1025 cm.sup.-1 which appears to be due to
glycogen, and other less pronounced bands at 1047 cm.sup.-1, 1082 cm.sup.-1, 1155
cm.sup.-1 and 1244 cm.sup.-1. The spectra of specimens diagnosed with cancer
exhibited significant changes in the intensity of the bands at 1025 cm.sup.-1 and 1047
cm.sup.-1, and demonstrated a peak at 970 cm.sup.-1 which was absent in normal
specimens. Samples with cancer also showed a significant shift in the normally
appearing peaks at 1082 cm.sup.-1, 1155 cm.sup.-1 and 1244 cm.sup.-1. The cervical
specimens diagnosed cytologically as dysplasia exhibited spectra intermediate in
appearance between normal and malignant. Based on these observations, Wong et al.
concluded that FT-IR spectroscopy may provide a reliable and cost effective alternative
for screening cervical specimens.

Web site: http:/ /www.delphion.com/ details?pn=US06031232__

Methods and a diagnostic aid for distinguishing a subset of HPV that is associated
with an increased risk of developing cervical dysplasia and cervical cancer

Inventor(s): Parmenter; Cheryl A. (Albuquerque, NM), Wheeler; Cosette M. (Placitas,
NM)

Assignee(s): University of New Mexico (Albuquerque, NM)
Patent Number: 5,679,509
Date filed: September 30, 1994

Abstract: Methods and a diagnostic aid for distinguishing a subset of HPV that is
associated with an increased risk of developing cervical dysplasia and cervical cancer.
The method comprises either distinguishing leucine or valine at amino acid position 83
in the HPV-16 E6 open reading frame, or detecting a nucleotide of T or G at nt 350 in the
HPV-16 E6 gene.

Excerpt(s): The present invention relates to methods and a diagnostic aid for
distinguishing a subset of HPV that is associated with an increased risk of developing
cervical dysplasia and cervical cancer. Human papillomavirus (HPV) has been
identified previously as an important cofactor in the development of cervical neoplasia
and cancer. Infection with HPV is however insufficient to cause cervical cancer. That is
to say that when conducting random surveys 30-50% of all women are infected with
HPV but only 8/100,000 women ever develop cervical cancer. This can in part be
explained by the fact that women are often treated for precursor dysplastic cervical
disease detected at annual Pap smear. Despite the existence of Pap smear screening,
epidemiologic investigations continue to implicate HPV as the single greatest risk factor
for progression to cervical dysplasia and cancer. Many investigations continue to search
for host and/or viral (HPV) markers that will help identify those women infected with
HPV who are at risk for cervical dysplasia or invasive cervical cancer. Specific host
genetics in the HLA Class II locus have been one area recently identified in a subset of
patients infected with HPV. Individuals infected with HPV-16 who have specific HLA
haplotypes will either be at risk or protected from getting cervical cancer. In this case it
has been possible to identify genetic markers that predispose a patient with HPV to
progress to cancer.

Web site: http:/ /www.delphion.com/ details?pn=US05679509__
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*  Methods for detecting cervical cancer

Inventor(s): Auer; Gert (Solna, SE), Heselmeyer; Kerstin (Edewecht, DE), Macville;
Merryn (Kensington, MD), Ried; Thomas (Bethesda, MD), Schrock; Evelin (Rockville,
MD)

Assignee(s): The United States of America as represented by the Department of Health
(Washington, DC)

Patent Number: 5,919,624
Date filed: January 10, 1997

Abstract: The invention provides a method of detecting the presence of invasive cervical
carcinoma in a subject comprising detecting in a cervical cell from the subject the
presence of a chromosome abnormality which is associated with invasive cervical
carcinoma; the presence of the cervical cell containing the chromosome abnormality
indicating the presence of invasive cervical carcinoma in the subject. The invention also
provides a method of detecting the presence of advanced-stage cervical carcinoma in a
subject comprising detecting in a cervical cell from the subject the presence of a
chromosome abnormality associated with advanced-stage cervical carcinoma; the
presence of the cervical cell containing the chromosome abnormality indicating the
presence of advanced-stage cervical carcinoma in the subject. The invention also
provides a method of classifying the progression of dysplastic cervical cells from a non-
invasive cervical carcinoma to an invasive cervical carcinoma comprising analyzing the
dysplastic cervical cells for the presence of a chromosome abnormality which is
associated with invasive cervical carcinoma, and classifying the dysplastic cervical cells
having the chromosome abnormality as having progressed from a non-invasive cervical
carcinoma cells to an invasive cervical carcinoma. The invention further provides kits
comprising nucleic acids that specifically hybridize to chromosome 3q and specifically
hybridize to another chromosome, and to compositions comprising nucleic acids.

Excerpt(s): This invention relates generally to methods of detecting the presence of a
cervical carcinoma. Specifically, this invention relates to a method of detecting a
cervical carcinoma by detecting the presence of a chromosome abnormality in a cervical
cell that is associated with the cervical carcinoma. Cervical carcinomas are the second
most common tumors in women worldwide. The tumor incidence shows strong
variability, with industrialized countries having lower morbidity and mortality rates
than do developing countries (Pisani et al. (1993) "Estimates of the worldwide mortality
from eighteen major cancers in 1985. Implications for prevention and projections of
future burden" Int J Cancer 55:891-903) which may be attributable to differences in
cytologic screening programs (Hakama et al. (1986) "Screening for cancer of the uterine
cervix" IARC Scientific Publications No. 76, Lyon, France). Although other factors, such
as cigarette smoking, may influence the incidence of cervical cancer, infection with
human papilloma virus (HPV) can be an initiating event for cervical carcinogenesis.
(IARC Monograph, 1995). An HPV infection alone, however, is not sufficient for the
progression of the disease from a stage of mild cellular dysplasia to a stage of invasive
carcinoma since some HPV infected cervical cells may never progress to the more
malignant stage, and in fact, may never progress past a stage of mild dysplasia. The
traditional clinical diagnostic test for the presence of dysplastic cells, the Papanicolaou
(Pap) smear, does not provide a reliable predictor of the progression of dysplastic cells
to cancerous cells since this test is based upon morphological characteristics of the cells
which do not reliably reflect the genetic state of the cells. Additionally, the Pap smear
analysis is essentially a subjective test which is therefore susceptible to
misinterpretation. Polyploidy has been associated with the transition of normal cervical
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cells to dysplastic cervical cells, but this crude genetic determination has also not been
associated with cells undergoing a transition past a stage of mild dysplasia other than
showing a general increase in genetic instability. This genetic instability, as determined
by monitoring ploidy levels, appears nonspecific to a particular chromosome and does
not provide a correlation to the transition of dysplasia to invasive carcinoma. Therefore
some additional process must occur for a transition of the dysplastic cervical cells to the
more advances stages of the disease. It is conceivable that specific genetic aberrations
are required for the multistep process of cervical cell tumor initiation and progression
(Fearon et al. (1990) "A genetic model for colorectal carcinogenesis" Cell 61:759-767 and
Zur Hausen, H. (1994) '"Disrupted dichotomous intracellular control of human
papilloma virus infection in cancer of the cervix" Lancet 343:955-957), but this
association has never been discovered, and therefore, a relatively simple genetic
determination of cervical cells in the more advanced stages of the disease, such as those
entering into or already in the invasive stage, has not yet been possible.

Web site: http:/ /www.delphion.com/ details?pn=US05919624

Nuclear inhibitor I-92 and its use for the production of a medicament

Inventor(s): Kopun; Marijana (Heidelberg, DE), Napierski; Inge (Heidelberg, DE), Royer;
Hans-Dieter (Berlin-Buch, DE), Stohr; Michael (Neckargerach, DE), Weitz; Jurgen
(Durham, NC)

Assignee(s): Dade Behring Marburg GmbH (Marburg, DE)
Patent Number: 6,045,831
Date filed: January 19, 1994

Abstract: The present invention concerns a nuclear inhibitor which specifically inhibits
the activity of sequence specific DNA enhancer binding proteins of Human Papilloma
Virus (HPV) and the use of this nuclear inhibitor for the production of a medicament for
treatment of human cervical cancer.

Excerpt(s): The invention relates to a compound which regulates the activity of a protein
which binds to a DNA enhancer sequence of human papillomavirus. Furthermore, the
invention embraces the use of this compound for the production of a medicament for
treating human cervical cancer and kits for the diagnosis of cervical tumors. Cervical
cancer represents the second most frequent cancer in females on a worldwide scale.
DNA of human papillomaviruses with high oncogenic potential is found in over 90% of
cervical cancer biopsies. Two proteins E6 and E7 with transforming activity are encoded
by viral early genes and their continuous expression is required for maintenance of the
proliferative and transformed phenotype (Cancer Res. 48, 3780-3786 (1988); EMBO ], 8,
513-519 (1989)). The transforming activities of E6 and E7 proteins are at least in part
explained by the fact that they interact specifically with products of tumor suppressor
genes pl05.sup.RB and p53. pl05.sup.RB is the product of the retinoblastoma
susceptibility gene (Cell, 60, 387-396 (1990)). HPV18 early gene expression is under
control of the upstream regulatory region (URR), which has three domains, where the
most 5'region, adjacent to the L1 gene, is E6 responsive and the most 3'region, which
contains the early gene promoter, is E2 responsive (J. Virol., 62, 665-672 (1988)). The
enhancer of papillomavirus type 18 consists of two functionally redundant domains, one
is partially conserved between HPV18 and HPV16, both mediate strong transcriptional
enhancement. The enhancer is located on a 230 nucleotide long Rsal-Rsal fragment, and
can be subdivided into two functionally redundant domains of similar size, whose
activity depends on cellular transregulatory factors (EMBO ]., 6, 1339-1344 (1987); J.
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Virol., 61, 134-142 (1987)). After infection of normal cells, viral DNA is episomal and in
rare cases viral DNA integrates into the host genome. In the integrates early genes are
expressed at low level. In contrast, in cervix cancer cells, viral DNA is usually integrated
and the early genes E6 and E7 are invariably expressed at high level. In most cases, the
viral genome uses for the integration event coding sequences of the E2 gene, which
encodes the viral transregulatory protein E2 (Nature, 314, 111-114 (1985)). Upon
integration in E2 coding sequences this protein is inactivated, and the early gene
promoter is no longer E2 dependent. It is assumed that the early gene promoter is then
predominantly controlled by host cell factors (Cancer Cells, 1, 43-50 (1989)). The
understanding of mechanisms which regulate the expression of the transforming genes
is of critical importance for the understanding of cervical carcinogenesis and,
consequently, important for the production of effective medicaments against cervical
cancer.

Web site: http:/ /www.delphion.com/ details?pn=US06045831__

e Pap smear apparatus and method
Inventor(s): Richards; Michael Owen (P.O. Box 2320, Waldron, AR 72958)
Assignee(s): none reported
Patent Number: 6,402,700
Date filed: November 21, 2000

Abstract: A personal PAP smear apparatus and method for collecting a non-intrusive
cell or tissue sample for medical testing such as cervical cancer screening is provided.
The apparatus includes an insertion handle, a flexible speculum ring, and a means for
movably attaching the speculum ring to the insertion handle. The speculum ring
includes two adjacent ring halves circumferentially divided to permit expansion of the
collapsed speculum tube housed within the hollow ring halves. The method of the
invention includes insertion of the flexible speculum assembly into the user's vagina,
movement of the speculum ring to a raised position encircling the user's cervix,
separating the ring halves to expand the tube and define the speculum bore, and
inserting a sampling tool through the bore until it touches the cervix or surrounding
surface areas for tissue sampling.

Excerpt(s): Not Applicable. This invention relates to gynecological medical devices, and
more particularly to a medical tool and method for enabling a woman to collect a
personal cervical cell sample for use during a Papanicalou (PAP) test, commonly known
as a PAP smear. The PAP smear is an important routine gynecological test usually done
annually in sexually active females to screen for cervical cancer. The tests known in the
art typically require an in office visit with a gynecologist where the doctor takes a
sample of the cervix for lab analysis. Current medical practice requires a gynecologist to
insert a speculum into the patient's vagina to access the cervix for tissue sample
collection. Many women find this method an uncomfortable, intrusive exam, and opt to
not have the routine screening performed.

Web site: http:/ /www.delphion.com/ details?pn=US06402700__
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Process for detecting a variant CD44 gene product

Inventor(s): Dall; Peter (Dusseldorf, DE), Heider; Karl-Heinz (Waldbronn-Reichenbach,
DE), Herrlich; Peter (Karlsruhe, DE), Pals; Steven T. (Amsterdam, NL), Ponta; Helmut
(Linkenheim-Hochstetten, DE)

Assignee(s): Boehringer Ingelheim International GmbH (DE)
Patent Number: 6,010,865
Date filed: June 3, 1996

Abstract: The invention relates to a process for diagnosing and analysing tumours which
is based on detecting the expression of certain variant exons of the CD44-gene. Detection
may be carried out at the protein or nucleic acid level. In a preferred embodiment the
expression is detected in biopsy material using exon-specific antibodies. Thus, for
example, v6-expression is a suitable prognostic parameter for breast cancer, the
expression of a transitional epitope which is coded by exons v7 and v8 serves to
diagnose cervical cancer.

Excerpt(s): The invention relates to processes for diagnosing and/or analysing tumours
by evaluating the expression of variable exons of the CD44-gene, agents for such
processes and the use thereof. There is a need for improved methods of diagnosing
and/or analysing cancers, particularly on the basis of molecular markers. For example,
the haematogenic spread of mammary carcinomas occurs very early in the course of the
disease and is connected with the later occurrence of remote metastases (Diel et al.,
1992). The molecular mechanisms of metastatic spread are still unknown. The
prognostic factors for predicting the risk of metastasis are currently based mainly on
pathological criteria, the main factors being the stage of the tumour, differentiation
(gradation) and lymph node metastasis (Fisher et al., 1990). However, in individual
cases, there are discrepancies between these factors, e.g. where in spite of a highly
advance tumour size or low differentiation (high gradation) there are no lymph node
metastases. Little investigation has been carried out into a subgroup or patients
suffering from lymph-node-negative breast cancer who later develop remote metastases.
There is therefore a need for parameters which allow better prediction of the
haematogenic tumour spread and better general prognosis. Another example consists of
stomach tumours. These can be divided into two main histological categories, the
intestinal type and the diffuse type (Lauren, 1965). Tumours of the intestinal type but
not of the diffuse type are often accompanied by chronic gastritis B and particularly by
intestinal metaplasias, which are regarded as precursors of dysplastic changes and
adenocarcinomas of the intestinal type (Jida et Kusama, 1982; Jass, 1983; Kato et al., 1981;
Sipponen et al., 1983; Sirula et al.,, 1974; Strickland et Mackay, 1973). Pathogenetic
differences between these two types of adenocarcinoma are also reflected in the
observation that patients with tumours of the diffuse type often belong to blood group
A, which indicates a possible influence of genetic factors on the risk of cancer (Piper,
1978), whereas environmental factors such as infections with Helicobacter pylori may be
important in the development of tumours of the intestinal type (Parsonnet et al., 1991;
Nomura et al., 1991). It would be desirable to be able to distinguish between tumours of
the intestinal type and those of the diffuse type by means of molecular markers. Finally,
cervical carcinoma of the uterus may be mentioned as a third example. In spite of a
decreasing incidence (Petterson, 1988) the prognosis for patients with advanced stages
of cervical carcinomas is poor (Perez et al.,, 1983; Park et Thigpen, 1993; Brady et al.,
1986). Early diagnosis is based on the assessment of early morphological changes in the
epithelial cells (cervical smear). Here again it is desirable to discover definite molecular
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markers for early cancer detection which can be used for staging and as prognostic
factors.

Web site: http:/ /www.delphion.com/ details?pn=US06010865__

*  Quinoline derivatives, their production and use

Inventor(s): Choh; Nobuo (Tsukuba, JP), Furuya; Shuichi (Tsukuba, JP), Sasaki; Satoshi
(Tsukuba, JP)

Assignee(s): Takeda Chemical Industries Ltd. (Osaka, JP)
Patent Number: 6,087,503
Date filed: September 14, 1998

Abstract: The present compounds are intermediates for the preparation of quinoline
derivatives and compositions having gonadotropin-releasing hormone antagonistic
activity useful as propylactics or therapeutic agent for the prevention or treatment of
several hormone dependent diseases, for example, a sex hormone dependent cancer (e.g.
prostatic cancer, uterine or cervical cancer, breast cancer, pituitary adenoma), benign
prostatic hypertrophy, myoma of the uterus, endometriosis, precocious puberty,
amenorrhea, premenstrual syndrome, polycystic ovary syndrome and acne vulgaris; are
effective as a fertility controlling agent in both sexes (e.g. a pregnancy controlling agent
and a menstrual cycle controlling agent); can be used as a male or female contraceptive,
as an ovulation-inducing agent; can be used as an infertility treating agent by using a
rebound effect owing to a stoppage of administration thereof; and are useful for
modulating estrous cycles in animals in the field of animal husbandry, as agents for
improving the quality of edible meat or promoting the growth of animals, and as agents
for promoting spawning in fish.

Excerpt(s): The present invention relates to novel quinoline derivatives and salts thereof.
The present invention further relates to methods for manufacturing these quinoline
derivatives and the salts thereof, and pharmaceutical compositions containing the
quinoline derivatives. Secretion of anterior pituitary hormone is controlled by
peripheral hormones secreted from target organs for the respective hormones and by
secretion-accelerating or -inhibiting hormones from the hypothalamus, which is the
upper central organ of the anterior lobe of the pituitary (in this specification, these
hormones are collectively called "hypothalamic hormones"). At the present stage, nine
kinds of hormones have been confirmed as hypothalamic hormones, including, for
example, thyrotropin releasing hormone (TRH) or gonadotropin releasing hormone
{GnRH: sometimes called LH-RH (luteinizing hormone releasing hormone)} (cf.
Seirigaku 2, compiled by M. Iriku and K Toyama, published by Bunkohdo, pp.610-618,
1986). These hypothalamic hormones are assumed to show their actions via the receptor
which is considered to exist in the anterior lobe of the pituitary (cf. ibid), and studies of
receptor genes specific to these hormones, including those of humans, have been
developed (Receptor Kiso To Rinsho, compiled by H. Imura, et al., published by
Asakura Shoten, pp.297-304, 1993). Accordingly, antagonists or agonists specifically and
selectively acting on these receptors control the action of hypothalamic hormone and the
secretion of anterior pituitary hormone. As a result, they are expected to be useful as
prophylactic and therapeutic agents of anterior pituitary hormone dependent diseases.
As compounds having GnRH antagonistic activity, a number of compounds including,
for example, derivatives of GnRH such as straight-chain peptides, (U.S. Pat. No.
5,140,009 and No. 5,171,835), cyclic hexapeptide derivatives [Japanese Patent
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Application Laid-open No. 61(1986)-191698) or bicyclic peptide derivatives [Journal of
medicinal chemistry, Vol.36, pp.3265-3273, 1993] have been disclosed.

Web site: http:/ /www.delphion.com/ details?pn=US06087503__

Recombinant virus vectors encoding human papillomavirus proteins

Inventor(s): Boursnell; Michael E. (Cambridge, GB3), Inglis; Stephen C. (Cambridge,
GB3), Munro; Alan J. (Cambridge, GB3)

Assignee(s): Cantab Pharmaceuticals Research Limited (Cambridge, GB)
Patent Number: 5,719,054
Date filed: November 8, 1993

Abstract: The invention provides a recombinant virus vector for use as an
immunotherapeutic or vaccine. The recombinant virus vector comprises at least one pair
of nucleotide sequences heterologous to the virus and which have sufficient sequence
homology that recombination between them might be expected. The pair of nucleotide
sequences are arranged in the virus vector such that they are inverted with respect to
each other. The virus vector is able to infect a mammalian host cell and express as
polypeptide the heterologous nucleotide sequences in the host cell. For infection
thought to be caused by HPV infection, the pair of nucleotide sequences encode part or
all of human papillomavirus (HPV) wild-type proteins or mutant proteins
immunologically cross-reactive therewith. For an immunotherapeutic or vaccine against
cervical cancer, the recombinant virus vector encodes part or all of the HPV wild-type
proteins HPV16E7 and HPV18E7 or mutant proteins immunologically cross-reactive
therewith.

Excerpt(s): This invention relates to recombinant virus vectors. In particular, it relates to
recombinant virus vectors designed to overcome the problem of recombination between
homologous nucleotide sequences. It also relates to recombinant virus vectors encoding
human papillomavirus proteins; to immunotherapeutics and vaccines for conditions
associated with HPV infection; to the production of a virus (e.g. vaccinia virus)
engineered to express antigens encoded by human papillomavirus types 16 and 18 and
to immunotherapeutics and vaccines for cervical cancer. In recent years, strong evidence
has been adduced for a link between cervical carcinoma and infection with certain types
of human papillomavirus (HPV), particularly with types 16, 18, 31, 33 and 35 (Gissman
et al., Cancer Cells 5,275, 1987). This is based on hybridisation studies which have
indicated that more than 85-90% of biopsies from cervical tumours can be shown to
contain papillomavirus DNA. HPV16 DNA is most commonly found (in about 60% of
tumours) with HPV18 the next most frequent (about 20%) and the other types
accounting for a further 5-10%. In many instances, tumour cells from the biopsies do not
however, contain the complete genome, but rather a deleted form. The extent and
location of the deleted information within the virus genome is variable, but a general
feature is the retention of the part of the genome encoding the E7 protein (Schwarz et al.,
Nature 314, 111, 1985). In addition, the adjacent E6-encoding region is usually present.
The ubiquitous presence of the E7-encoding region in tumour cells suggests that the
protein product of this gene might play a role in the induction or maintenance of the
transformed phenotype. Indeed in most cell lines established from tumour biopsies,
expression of the E7 gene can be detected (Smotkin & Wettstein, PNAS, 83, 4680, 1986).
Furthermore, it has been shown that the E7 gene product can bind to the retinoblastoma
(Rb) gene product, a recognised "anti-oncogene" in normal human cells (Munger et al.,
EMBO ]J. 8,4099, 1989). This strengthens the belief that E7 is directly involved in cell
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transformation. The presence and expression of the E7 and E6 genes in tumour cells
derived from cervical carcinoma biopsies, suggests the possibility that these proteins
could be potential targets for the immunological recognition of the tumour cells. It is
well known that viral proteins produced inside mammalian cells can be processed
through a host cell pathway to short peptides, which then form a complex with host
Major Histocompatibility Complex (MHC) Class 1 molecules and are transported to the
cell surface. These complexes may then present a target for recognition by the host
immune system. Interaction of the complex with the receptor molecule on the surface of
cytotoxic T cells (the T cell receptor) can then lead to activation of the T cells to
proliferate or to destroy the recognised cell. It is possible, therefore, that the presence in
the body of a population of cytotoxic T lymphocytes (CTLs) which are capable of
recognising cells expressing the HPV E6 and/or E7 proteins could afford protection
against the development and proliferation of cervical tumours. Indeed it has been
reported that normally oncogenic mouse cells engineered to express the HPV E7 protein
are unable to form tumours in mice which have been previously immunised with non-
tumorigenic E7-expressing cells, and that this rejection is mediated by
CD8+lymphocytes (CTLs) (Chen et al., PNAS 88, 110, 1991). Further, the generation of
an active population of such cells subsequent to tumour initiation could result in
regression of the tumour.

Web site: http:/ /www.delphion.com/ details?pn=US05719054__

* Screening method for determining individuals at risk of developing diseases
associated with different polymorphic forms of wildtype P53

Inventor(s): Banks; Lawrence (Gallo, IT), Matlashewski; Greg J. (St-Lazare, CA), Storey;
Alan (St. Neots, GB)

Assignee(s): Imperial Cancer Research Technology (London, GB), International Center
for Genetic Engineering and Biotechnology (Trieste, IT), McGill University (Montreal,
CA)

Patent Number: 6,489,105
Date filed: March 1, 2000

Abstract: The present invention relates to a screening method to identify individuals at
risk of developing diseases associated with different polymorphic forms of wildtype
p53; which comprises the steps of: a) obtaining a biological sample from said patients;
and b) determining the presence of p53pro or p53arg wildtype alleles in said sample;
wherein the allele pattern of patients selected from the group consisting of
p53pro/ p53pro, pb3arg/p53arg and pS3pro/pb3arg are indicative of a risk factor for
developing disease associated with different polymorphic forms of wildtype p53.
Notably, individuals who are p53arg/arg are at greater risk of developing pathologies
associated with human papillomavirus infections, including cervical cancer.

Excerpt(s): The invention relates to a screening method of to identify individuals at risk
of developing diseases associated with different polymorphic forms of wildtype p53.
The cellular tumor suppressor protein, p53, is one of the major regulators of cell
proliferation. Depending upon the context of the stimulus, p53 will induce cell growth
arrest or programmed cell death (apoptosis). As a consequence this prevents continued
proliferation of cells which have acquired DNA mutations and this regulation
represents one of the organism's key defenses against cancer. In many human tumors
inactivation of p53 is one of the principal factors in the development of the tumor. In
Human Papillomavirus (HPV) associated cancers, however, p53 is almost always wild
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type. This is due to the activity of the viral E6 protein which labels p53 for ubiquitin
mediated degradation and thus overcomes normal p53 functions. For this reason, HPVs
are a major carcinogen for the development of cervical cancer in women, one of the
most common forms of cancer world wide. Two polymorphic forms of p53 exist which
can encode either proline or arginine residues at amino acid position 72 of the p53
protein. This polymorphism results in a change in the migration of the p53 protein in
polyacrylamide gels but, to date, both forms of p53 appear to have indistinguishable
levels of activity. Indeed, numerous epidemiological surveys have been performed over
the last 6-7 years in order to determine whether either polymorphism represents a risk
factor for the development of several human tumors. Until now, the evidence has been
overwhelmingly in favor of the view that the presence of proline or arginine at amino
acid position 72 is not a significant risk factor in the development of any particular
cancer.

Web site: http:/ /www.delphion.com/ details?pn=US06489105__

Spatula for collecting cervical cancer cells
Inventor(s): Milgrom; Hymen (Chicago, IL)
Assignee(s): Milex Products, Inc. (Chicago, IL)
Patent Number: 4,384,587

Date filed: August 18, 1980

Abstract: A spatula for collecting cancer cells outside and within the cervix canal
includes a scraper head having a laterally extending outer cervix engaging leg projecting
from one side of the head. The head further includes a cervical canal entering finger-like
portion projecting longitudinally beyond the leg. The finger-like portion has on the
same side of the scraping head from which said leg projects a longitudinal inner
scraping surface which scrapes cells from the wall of the cervical canal when the spatula
is rotated along the longitudinal axis of the spatula. The longitudinal inner surface of the
finger-like portion comprises two adjacent longitudinally extending sections, one of
which has a rough surface which scrapes cells from the wall of the cervical canal and the
other of which has a relatively smooth surface. The smooth surface section is raised so
that only it engages the wall of the cervix during the longitudinal movement of the
finger-like portion of the scraping head into and out of the cervical canal.

Excerpt(s): The present invention relates to devices called spatulas used by a physician
for collecting cancer cell specimens within the cervical canal and the cervical os. These
devices have been heretofore manufactured in a form having a long straight insertion
handle terminating in a scraping head comprising a laterally extending positioning leg
which limits the insertion depth of a finger-like portion extending longitudinally
beyond this leg and positioned in alignment with the handle of the device. These
devices are generally made of wood or synthetic plastic material and are sold in
sterilized packages at a cost where they are used only once. The finger-like portion of
the scraping head is inserted by the physician into the cervical canal as far as the
positioning leg will permit, and as a scraping surface on the inner leg-containing side of
the finger-like portion thereof is urged against the cervical canal the device is rotated
along its longitudinal axis so that the inner longitudinal side of the finger-like portion
and the positioning leg of the scraping head collect cell specimens. The cells are
transferred to a test slide for microscope examination by tapping and sliding the
scraping head against the slide. In the wooden spatula, the wood is porous and some of
the cells and fluid collected are absorbed by the porous wooden surface on the scraping
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side of the scraping head. It was found that these spatulas have a limited scraping action
since the surface of the scraping side of the scraping head is not of sufficient roughness
for efficient scraping of surface cells which are especially meaningful to the cytologist
reading slides of such specimen. Also, because of the porous nature of the spatulas, cells
which are absorbed by the porous wooden surfaces thereof are not easily transferred to
a test slide and frequently remain on or in the pores of the scraping heads thereof. The
synthetic plastic spatulas were made with grooves in scraping surface of the spatula,
which grooves formed pockets for collecting cell specimens which are very readily
transferable to the test slides. Because of the narrowness of the scraping surfaces
utilized, the grooves were formed in a lateral direction to form a large number of open-
ended grooves which provide a better collection and transfer of cell specimens to the
test slides. However, the resulting sawtooth-like profile, in the process of longitudinally
inserting and removing the scraping head into and from the cervical canal, frequently
ruptures surface blood vessels which can cause discomfort and some minor bleeding
which results in blood in the cell samples which hinders examination of the cell
specimens on the test slide to which the cell samples are transferred and results in
needless bleeding of the patient. For these reasons, the physician using this spatula is
instructed to press the smooth backside of the scraping head against the cervical canal
during the insertion and removal of the spatula from the cervix. Not infrequently,
however, the doctor fails to do this and the undesired blood appears with the collected
cell specimens. Also in case of a very tight cervical canal it may not be possible for the
physician to press down sufficiently on the smooth backside of the scraping head as per
instructions and the grooves come in direct contact with the tissue during insertion and
removal and as a result traumatize the cervix and make it difficult if not impossible to
avoid bleeding.

Web site: http:/ /www.delphion.com/ details?pn=US04384587__

e Treatment of gynecological malignancies with biologically active peptides

Inventor(s): Baker; Margaret A. (Philadelphia, PA), Jacob; Leonard S. (Penn Valley, PA),
Maloy; W. Lee (Lansdale, PA)

Assignee(s): Magainin Pharmaceuticals Inc. (Plymouth Meeting, PA)
Patent Number: 5,635,479
Date filed: May 2, 1995

Abstract: A process for treating a gynecological malignancy in a host which comprises
administering to the host at least one biologically active amphiphilic peptide or protein.
The peptide or protein may be administered intralesionally, intravenously, or
intraperitoneally, whereby the peptide or protein may inhibit, prevent, or destroy the
growth of the gynecological malignancy, such as an ovarian cancer, uterine cancer, or
cervical cancer.

Excerpt(s): This invention relates to the treatment of gynecological malignancies. More
particularly, this invention relates to the treatment of gynecological malignancies by
administering a biologically active peptide or protein. In accordance with an aspect of
the present invention, there is provided a process for treating a gynecological
malignancy in a host comprising administering to a host at least one biologically active
amphiphilic peptide or protein. The peptide or protein is an ion channel-forming
peptide or protein. The peptide or protein is administered in an amount effective to treat
a gynecological malignancy in a host. The term "treating a gynecological malignancy" as
used herein means that the peptide or protein prevents, inhibits, or destroys the growth
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of cancerous or malignant cells of a cancerous or malignant growth found in the female
reproductive organs, such as, but not limited to, the ovaries, uterus, and cervix, and/or
reduces the size of or eliminates the cancerous growth.

Web site: http:/ /www.delphion.com/ details?pn=US05635479__

Use of HVP-16 E6 and E7-gene derived peptides to diagnose HPV-16-associated
invasive cervical cancer

Inventor(s): Gissmann; Lutz (Wiesloch, DE), Muller; Martin (Heidelberg, DE)
Assignee(s): Behringwerke Aktiengesellschaft (Marburg, DE)

Patent Number: 5,629,161

Date filed: December 23, 1994

Abstract: The present invention relates to the use of human paillomavirus 16 (HPV-16)
E7-gene derived peptides for the diagnostic identification of HPV-16-associated invasive
cervical cancer.

Excerpt(s): This invention relates to the use of human papillomavirus 16 (HPV-16) E6
and E7-gene derived peptides for the diagnostic identification of HPV-16-associated
invasive cervical cancer. Furthermore, this invention relates to antibodies with affinity
for a specific HPV-16 E6 or E-7-gene derived peptides which may be agents for the
production of a medicament for the treatment of HPV-16 invasive cancer. The object of
the present invention therefore was the identification of viral structures for the use as
reliable diagnostic markers for HPV-16-associated invasive cervical cancer.
Furthermore, the object of the present invention was to provide specific tools for the
therapeutical control of HPV-16-associated invasive cancer.

Web site: http:/ /www.delphion.com/ details?pn=US05629161__

Vectors for DNA immunization against cervical cancer

Inventor(s): Cao; Shi-Xian (Etobicoke, CA), Gajewczyk; Diane M. (Toronto, CA), Klein;
Michel H. (Willowdale, CA), Moingeon; Phillipe (F-Pommiers, FR), Persson; Roy (North
York, CA), Rovinski; Benjamin (Thornhill, CA), Tartaglia; James (Schenectady, NY), Yao;
Fei-Long (North York, CA)

Assignee(s): Connaught Laboratories Limited (Toronto, CA)
Patent Number: 6,235,523
Date filed: September 3, 1999

Abstract: Vectors for DNA immunization against cervical cancer comprise a nucleic acid
molecule encoding at least one non-toxic T-cell epitope of the E6 and/or E7 antigens of a
strain of human papilloma virus (HPV) associated with cervical cancer, such as HPV-16,
and a promoter operatively coupled to the nucleic acid molecule for expression of the
nucleic acid molecule in a host to which the vector is administered.

Excerpt(s): The invention is concerned with immunotherapy of cancer, specifically
cervical cancer. Cervical cancer is the second most common cause of cancer-related
deaths in women worldwide. There is both epidemiological and experimental data
which links the etiology of cervical cancer to infection with human papilloma virus
(HPV) types 16 and 18. The HPV virus is prevalent in 35 to 40% of young women.
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Although treatment of early stage disease is relatively successful, recurrent disease is
found in 15% of the patients. The outcomes of patients with recurrent disease are
relatively poor. Hence, there is a need for a novel therapeutic approach (refs. 1, 2, 3--
various references are referred to in parenthesis to more fully describe the state of the art
to which this invention pertains. Full bibliographic information for each citation is
found at the end of the specification, immediately preceding the claims. The disclosure
of these references are hereby incorporated by reference into the present disclosure). The
strong association of HPV infection and cervical cancer suggests that a viral antigen-
specific immunotherapeutic approach may be a feasible strategy in the treatment of
cervical cancer. The goal of specific immunotherapy is to stimulate the immune
response of a tumour-bearing patient to attack and eradicate tumour lesions. This
strategy has been made feasible with the identification of tumour associated antigens
(TAA). The strong association between HPV-16 infection and cervical cancer has made
this disease a good candidate for immunotherapeutic intervention (ref. 4).

Web site: http:/ /www.delphion.com/ details?pn=US06235523__

Patent Applications on Cervical Cancer

As of December 2000, U.S. patent applications are open to public viewing.1? Applications are
patent requests which have yet to be granted. (The process to achieve a patent can take
several years.) The following patent applications have been filed since December 2000
relating to cervical cancer:

Approaches for HPV detection and staging by targeting the E6 gene region of the
viral genoMen

Inventor(s): Molodysky, Eugen; (US)

Correspondence: Ladas & Parry; 26 West 61st Street; New York; NY; 10023; US
Patent Application Number: 20020132227

Date filed: March 27, 2001

Abstract: The L1/E1 gene region of the HPV virus maybe deleted during integration
into the genome of the host cell, but the E6/E7 gene region is always retained. There is a
need to detect HPV infection and cervical cancer in way that provides information
about the stage of infection so that the proper treatment can be undertaken.

Excerpt(s): Integration of the E6 region of human papillomavirus into the cellular DNA
is an important step in the progression to malignancy. This invention involves methods
for detecting human papillomavirus in cervical cells and determining the progression of
the infection. Infection by HPV involves the passage of the viral DNA into a cell. The
HPV viral genome can be divided into 3 regions, upstream regulatory region (URR) or
long control region (LCR), the early gene region and the late gene region. These regions
control sequences for HPV replication and gene expression, encoding the E2, E6 and E7
genes, and encoding the L1 and L2 genes respectively (Turek, Adv. Virus Res. 44:305-
356 (1994)). Initially at least the circular HPV DNA remains free inside the cell in an
episomal form. Whereas the episomal form predominates early in infection, this
situation may change later, with the subsequent occurrence of integration. Although
initially some episomal HPV DNA remains along with the integrated HPV DNA in an

10 This has been a common practice outside the United States prior to December 2000.
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infected cell, ultimately, in a significant proportion of cancers the integrated form not
only dominates, but represents the only HPV DNA present. The evidence suggests that
integration may be an important step in the progression to malignancy. The viral
genomes are exclusively maintained as episomes in benign lesions induced by HPV
types such as 6 and 11 (Dowhanick et al, Suppression of cellular proliferation by the
papillomavirus E2 protein. J. Virol 1995; 69:7791-7799; Kobayashi et al., Presence of
human papillomavirus DNA in pelvic lymph nodes can predict unexpected recurrence
of cervical cancer in patients with histologically negative lymph nodes. Clin. Cancer Res
1998; 4:979-83). Only episomal HPV is detected in CIN I and integrated sequences are
rarely found in CIN II and CIN III (Cullen et al. Analysis of the physical state of
different human papillomavirus DNAs in intraepithelial and invasive cervical
neoplasms. J. Virol, 1991; 65:606-612; Das et al. "Analysis by polymerase chain reaction
of the physical state of human papillomavirus type 16 DNA in cervical preneoplastic
and neoplastic lesions. ]J. Gen. Virol. 1992; 73:2327-2336). In contrast, the viral DNA is
usually integrated into the cellular genome in cell lines derived from cervical
carcinomas (Boshart et al., "A New Type of papillomavirus DNA, its presence in genital
cancer biopsies and in cell lines derived from cervical cancer. EMBO J. 1984 3:1151-1157;
Howley, P. M. Presence and expression of human papillomavirus sequences in human
cervical carcinoma cell lines. Am J. Pathol 1985 119:361-366; and Tsunokawa et al.,
"Presence of human papillomavirus type-16 and type-18 DNA sequences and their
expression in cervical cancers and cell lines from Japanese patients. Int. J. Cancer
1986:37:499-503; and Yee et al."Presence and expression of human papillomavirus
sequences in human cervical carcinoma cell lines. Am. J. Pathol. 1985: 119:361-6). This
suggests that integration begins early in cancer development and is an important event
in malignant transformation (Bosch et al. "Prevalence of human papillomavirus in
cervical cancer: a worldwide perspective. ]J. National Cancer Inst. 1995; 87:796-802;
Cullen, et al. Analysis of the physical state of different human papillomavirus DNAs in
intraepithelial and invasive cervical neoplasms. J. Virol 1991; 65:606-612; and Vernon et
al. "Association of human papillomavirus type 16 integration in the E2 gene with poor
disease-free survival from cervical cancer. Int. J. Cancer 1997: 74:50-56). Thus the
accurate detection of the L1 versus E6 status of the HPV DNA may be very important in
determining cervical cancer progression and in assisting in clinical management of
those women.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

Cancer treatment with G06976 and its related compounds
Inventor(s): Lu, Zhimin; (San Diego, CA), Wang, Keming; (Suzhuu, CN)

Correspondence: John R. Ross; Ross Patent Law Office; P.O. Box 2138; Del Mar; CA;
92014; US

Patent Application Number: 20020016352
Date filed: July 24, 2001

Abstract: A chemotheraputic cancer treatment in which Go6976 or a compound
chemically similar to Go6976 is administered to a mammal for the treatment of the
cancer. The chemical compound is targeted to PKC.alpha. activity. Experiments have
shown Go6976 and similar compounds to be effective for the treatment of breast cancer,
leukemia, lung cancer, bone cancer, skin cancer, prostate cancer, liver cancer, brain
tumor, cervical cancer, and cancers located in the digestive tract including gastric cancer
and colorectal cancers. These treatments may be accomplished utilizing Go6976 and
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compounds similar to it alone or in combination with prior art chemotherapy agents or
with radiation therapy. In a preferred embodiment Go6976 is used for the treatment of
cancer as a preventative drug by preventing cancer cell formation.

Excerpt(s): This application is a continuation-in-part application of Ser. No. 09/370,190
filed Aug. 9, 1999. This invention relates to cancer treatments and especially to cancer
treatments directed to protein kinase C.alpha. enzyme. Researchers have recognized
that a family of enzymes known as protein kinase C enzymes is associated with a large
number of cancers. This family includes at least eleven isoenzymes. A particular
member of this family is identified as the protein kinase C alpha enzyme, abbreviated:
PKC.alpha. Researches have reported increases in PKC.alpha. activity in human breast
tumors (NG et al., Science. 283:2085-2089) and significant increases in PKC.alpha.:
expression in prostate cancers (Cornford et al., Am. J. Pathol. 154: 137 -144). Researchers
have reported that PKC.alpha. is required for the metastasis of human melanoma
(Dennis et al., Cancer Lett. 128:65-70) and that PKC.alpha. is related to the progression of
brain tumors (Shen et al., Mol. Pharmacol. 55:396-402). Recently, Muller et al were
granted a patent, U.S. Pat. No. 5,744,460, which discloses a cancer treatment utilizing an
antisense oligonuclotide targeted to PKC.alpha. combined with a chemotherapeutic
agent. U.S. Pat. Nos. 5,882,927 and 5,885,970 issued to Bennett et al also disclose
antisense oligonuclotides targeted to PKC.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

¢ Cellular collection apparatus and method
Inventor(s): Richards, Michael Owen; (Tupelo, MS)
Correspondence: Charlotte W. Catlett; PO Box 1147; Meridian; ID; 83642; US
Patent Application Number: 20020111562
Date filed: April 11, 2002

Abstract: A personal cellular collection apparatus and method for collecting a
nonintrusive cell or tissue sample for medical testing such as cervical cancer screening is
provided. The apparatus includes a cervical guide ring, an insertion handle, a means for
movably attaching the guide ring, and a means for directing a tissue sampling tool to a
woman's cervix. The means for movably attaching the guide ring to the insertion handle
is a hinge or rachet mechanism having a tab or latch on the ring and a catch on the
proximal end of the insertion handle. The method of the invention includes insertion of
the collection tool through the introitus of the user's vagina, digital positioning of the
guide ring to encircle the user's cervix, guiding a sampling tool to the cervix, wiping the
cervix with the sampling tool to collect a tissue sample and removing the sampling tool
and cervical guide from the user's vagina.

Excerpt(s): This application is a continuation-in-part of U.S. utility application Ser. No.
09/721,026, filed on Nov. 21, 2000, entitled Pap Smear Apparatus and Method, now
issued as U.S. Pat. No. , which is related to the provisional application Serial No.
60/167,099, filed on Nov. 23, 1999, entitled Pap Smear Apparatus and Method. This
invention relates to gynecological medical devices, and more particularly to a medical
tool and method for enabling a woman to collect a cervical cell or other biological
material sample for use during a screening test for cancer and infections of the cervix.
The Papanicalou (PAP) test, commonly known as a PAP smear, is an important routine
gynecological test usually done annually in sexually active females to screen for cervical
cancer. The tests known in the art typically require an in office visit with a gynecologist
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where the doctor takes a cellular sample of the cervix for lab analysis. Current medical
practice requires a gynecologist to insert a speculum into the patient's vagina to access
the cervix for tissue sample collection. Many women find this method an uncomfortable,
intrusive exam, and opt to not have the routine screening performed.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

Cellulose sulfate and other sulfated polysaccharides to prevent and treat papilloma
virus infection and other infections

Inventor(s): Anderson, Robert A; (Chicago, IL), Usher, Thomas C; (Washington, WA),
Zaneveld, Louren ] D; (Chicago, IL)

Correspondence: Eckert Seamans Cherin & Mellott; 600 Grant Street 44th Floor;
Pittsburgh; PA; 15219; US

Patent Application Number: 20030181415
Date filed: December 19, 2002

Abstract: A method for treating and preventing various infections, including papilloma
virus and fungal and parasitic infections is provided. In particular, an effective amount
of a sulfated polysaccharide, such as cellulose sulfate and dextran sulfate are
administered to prevent and treat these infections. The invention also relates to use of
these compounds for the prevention and inhibition of malignant epithelial lesions
associated with papilloma virus, such as cervical cancer.

Excerpt(s): This invention relates to prevention and treatment of various infectious
agents and in particular, relates to inhibitory activity of cellulose sulfate and other
sulfated polysaccharides against various infectious agents, including papilloma virus
and various vaginitis-causing microbes. U.S. Pat. No. 4,840,941 (941) describes inhibitory
effects of certain sulfated polysaccharides on the enveloped retrovirus, human T-cell
lymphotrophic virus-III (now known as HIV-1 (human immunodeficiency virus-1)). As
disclosed in U.S. Pat. No. 5,288,704, sulfated polysaccharides are also known to be
effective against various other enveloped viruses and in particular herpes simplex virus
(HSV). The 941 patent, however, discloses that the inhibitory characteristics of sulfated
polysaccharides against HIV-1 is quite different from the activities of polysaccharide
sulfates against herpes virus. Since different viruses can have fundamentally different
properties, a sulfated polysaccharide which is effective against one virus may not be
effective against a different virus. While the binding of human papilloma virus-like
particles (VLP's) to HaCaT cells has been shown to be inhibited by heparin and dextran
sulfate (Joyce et al. The L1 Major Capsid Protein of Human Papillomavirus Type 11
Recombinant Virus-like Particles Interacts with Hepariin and Cell-surface
Glycosaminoglycans oil Human Keratinocytes. The Journal of Biological Chemisty,
1999, Vol 274, No. 9, February 26, pp. 5810-5822), studies with VLP's do not reflect
papilloma virus infection and it is not known that sulfated polysaccharides can inhibit
papilloma virus infection. Papilloma virus differs from HSV and HIV in that it does not
have an envelope and it differs from retroviruses such as HIV since it is a DNA virus
and does not rely on the enzyme reverse transcriptase for replication. This difference
may explain the resistance of papilloma virus to nonoxynol-9, a commonly used
spermicide, which has been shown to inhibit both HIV and HSV (Hermonat, P. L.,
Daniel, R. W. and Shah, K. V. The spermicide nonoxynol-9 does not inactivate
papillomavirus Sex. Transm. Dis. 1992; 19:203-205).

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html
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» Expression vector coding p972 gene for cancer therapy and adenovirus producing the
saMen

Inventor(s): Cho, Won-Kyung; (Taejon, KR), Dae Gun, Kim; (Taejon, KR), Hong, Seung-
Suh; (Taejon, KR), Im, Dong-Soo; (Taejon, KR), Jung, Neon-Cheol; (Taejon, KR), Lee,
Hyun-Soo; (Seoul, KR), Seong, Young-Rim; (Taejon, KR)

Correspondence: S Peter Ludwig; Darby & Darby; Post Office Box 5257; New York; NY;
10150-5257; US

Patent Application Number: 20020165190
Date filed: May 3, 2002

Abstract: The present invention relates to a vector comprising P972 (also referred to as
Gadd45.gamma., CR6 or OIG37) gene known as a gene producing a cell growth-
inhibiting protein for the treatment of cancers, an recombinant adenovirus that encodes
P972 gene in the cell, a method of producing the above adenovirus and a method for the
treatment of cancers by using the above vector or adenovirus. The recombinant
adenovirus of the present invention can be used in the treatment of various cancers
including cervical cancer, breast cancerand colon cancer.

Excerpt(s): The present invention relates to a vector comprising a cell growth-inhibiting
gene for gene therapy, a recombinant adenovirus that can deliver the above gene into
cells and a method of using the above recombinant adenovirus vector for cancer
therapy. Gene therapy is a technique for treating cancer or other genetic diseases, which
is hard to cure by other conventional methods including those using the chemically
synthesized drugs. Gene therapy uses genes, which are selected after investigating the
molecular biological and biochemical cause of diseases, as a therapeutic material to
produce the gene products in vivo for treatment of disease. Gene therapy has many
advantages over the conventional therapy that uses chemically synthesized
formulations in terms of the efficacy and the side effects, since gene therapy uses the
actual gene products relating to the protection mechanism process against the disease in
vivo, not the synthetically prepared drugs. In the early 1970's, scientists have begun to
acknowledge the function of the genes. It has been considered that the congenital
disease can be fundamentally treated by delivering many genes related to the genetic
disease to patient directly. As time passes, people began to realize that the acquired
diseases could also be treated by gene therapy. Since the first gene therapy by French
Anderson group in the U.S.A. in September 1990 to treat a patient suffering from severe
combined immunodeficiency (SCID), more than 2500 patients has been clinically treated
by gene therapy up to date (Sci. Am. 263(2), 33-33B, 1990). Anticancer therapy includes
surgical operation, radiation or treatment of drug, hormone or immuno-stimulating
agent. There has been a desire, however, to find a better and safer therapeutic method
since the above-mentioned conventional methods have severe side effects and limited
efficacy. Gene therapy that is currently tried for the treatment of cancer includes firstly
the method of delivering the suicide gene such as thymidine kinase of herpes simplex
virus or cytosine deaminase of E. coli into cancer cells. Nontoxic precursor molecules
become cytotoxic molecules activated by the above-mentioned suicide genes. The
converted cytotoxic molecules, in turn, inhibit the growth of cancer cells. Secondly, the
genes that induce the immune reaction or produce cytokines can be delivered to cells.
The delivered genes trigger the immune reaction that can eliminate cancer cells. Thirdly,
the genes that prevent angiogenesis can be delivered into cancer cells or the cells that
surround the cancer. Cancer cells, as a consequence die due to the lack of oxygen.
Fourthly, as a method of using the genes that cause apoptosis of cancer cells, the tumor
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suppressor protein, p53 protein is usually used in the current gene therapy protocol.
Recently, caspase-3, which is known to be to the programmed cell death, is beginning to
be used to cause apoptosis of cancer cells. Since the effectiveness of the p53 protein as a
tumor suppressor protein is widely acknowledged, various attempts have been and are
being made to develop anticancer gene therapy using p53. Up to now, liposome and
many different viruses have been used as gene carriers. The phase I clinical trial is being
carried out by the National Cancer Institute in U.S.A. currently. The safety of gene
therapy for the treatment of bladder cancer, breast cancer, lung cancer, and ovarian
cancer is being tested at present, while the safety of the gene therapy for the carcinoma
of the larynx and hepatoma is more or less approved.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

Medical screening

Inventor(s): Brauns, Timothy A.; (Roslindale, MA), Gelfand, Jeffrey A.; (Cambridge,
MA)

Correspondence: Celia H. Leber; Fish & Richardson P.C.; 225 Franklin Street; Boston;
MA; 02110-2804; US

Patent Application Number: 20020068856
Date filed: December 6, 2000

Abstract: Mass medical, e.g., cervical cancer, screening is provided to areas of the world
where a lack of sufficient laboratory infrastructure and technical skills presently
compromises the effectiveness of screening or even makes mass screening impossible.
These methods are cost-effective and provide excellent sensitivity and specificity in
cervical cancer screening.

Excerpt(s): This invention relates to medical screening. Various medical conditions are
the subject of routine screening of populations of patients who are potential candidates
for the particular condition. For example, in the United States women are routinely
screened for cervical cancer. Carcinoma of the cervix is one of the most common
malignancies in women. Worldwide, an estimated 470,000 women develop cervical
cancer each year, with more than 80% of these cancers occurring in the developing
world. In general, cervical cancer progresses slowly through several well-defined
stages, and thus early detection permits the cancerous lesions to be treated with nearly
100% success. The initiation of mass screening has reduced cervical cancer mortality in
the United States by 50% over the last 30 years (Kavita, et al., Accuracy of the
Papanicolaou test in screening for and follow-up of cervical cytologic abnormalities: a
systematic review. Ann Int Med 2000; 132(10):810-819). However, many countries lack
the medical infrastructure or technical expertise to carry out effective mass screening
(Michelow, et al., Simulation of primary cervical cancer screening by the PAPNET
system in an unscreened, high-risk community. Acta Cytol 1997; 41(1):88-92; Veneti, et
al., PAPNET for cervical cytology screening: experience in Greece. Acta Cytol 1999;
43(1):30-33; Denny, et al, Two-stage cervical cancer screening: an alternative for
resource-poor settings. Am J Obst Gyn 2000,183(2):383-388). As a result, cervical cancer
is the leading cancer-related cause of death in women of the developing world. (Denny,
et al.,, supra).

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html
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* Method and marker for identification of pre-malignancy and malignancy and
therapeutic intervention

Inventor(s): Mai, Sabine; (Manitoba, CA)

Correspondence: Kenneth L Kohn; Kohn & Associates; Suite 410; 30500 Northwestern
Highway; Farmington Hills; MI; 48334; US

Patent Application Number: 20030211491
Date filed: October 14, 2002

Abstract: There is provided a method for identifying pre-malignancy, malignancy, and
degree of pre-malignancy and malignancy of a cell by detecting extrachromosomal and
intrachromosomal gene amplification. Also provided is a marker for the identification of
pre-malignancy, malignancy, and degree of pre-malignancy and malignancy of a cell
containing extrachromosomal and intrachromosomal gene amplification of a gene. A
diagnostic tool for the diagnosis and prognosis or cervical cancer containing
extrachromosomal and intrachromosomal gene amplification of a gene.

Excerpt(s): The present invention relates to methods and markers for identification of
pre-malignancy and malignancy states utilizing extrachromosomal and
intrachromosomal gene amplification. Further the present invention relates to the
identification of specific genes which undergo extrachromosomal gene amplification
and therapeutic interventions relating to their utility as therapeutic targets. The
diagnosis of malignant conditions is approached from multiple directions as for
example tissue biopsies, serum levels of specific markers (PSA for prostate as an
example), mammography and the like. However, most of these methods do not identify
pre-malignant cells where early diagnosis can significantly increase treatment potential.
Further the identification of a malignant condition does not necessarily identify an
underlying genetic abnormality which can be corrected utilizing gene therapy or
suggest other points of therapeutic intervention. Chronic lymphocytic leukemia (CLL),
is the commonest leukemia, making up 30% of all cases (O'Brien, et al. 1995), However,
the cause of this disease is unknown. The leukemia primarily effects elderly males and is
characterized by the accumulation of morphologically mature-appearing B1-
lymphocytes in peripheral blood, marrow, spleen and lymph nodes (O'Brien, et al.,
1995). Prognosis in CLL is approximately assessed by Rai staging (Table I) and patient
survival varies from 2 years (Rai IIl and IV) to >10 years (Rai 0) (Rai, et al., 1975).
However, with each stage there is considerable variation in survival and patients can be
further stratified according to the lymphocyte doubling time (Montserrat, et al., 1986).
Patients with a short lymphocyte doubling time (<12 months) have a poorer survival
rate than those with a longer doubling time (Montserrat, et al., 1986). At the present
time, this disease is incurable but remissions can be obtained with alkylating agents,
e.g., chlorambucil, or nucleoside analogs, e.g., fludarabine, but relapse and the eventual
development of drug resistance is usually observed (O'Brien, et al., 1995).

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

e Method for performing a hysterectomy
Inventor(s): Samimi, M.D., Darius; (Corona Del Mar, CA)
Correspondence: Richard E. Bee; P.O. Box 10544; Costa Mesa; CA; 92627; US
Patent Application Number: 20020096181
Date filed: January 19, 2001
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Abstract: An improved method for performing a hysterectomy wherein the cardinal
ligaments and the uterosacral ligaments attached to a uterus are not severed. Also, the
wall of the vaginal apex is not cut. This is accomplished by coring through the cervical
stroma of the uterus close to the wall of the endocervical canal and transformation zone
and removing the endocervical canal and transformation zone from the cervical stroma.
The opening left in the cervical stroma after removal of the endocervical canal and
transformation zone is closed with sutures. This technique is practically bloodless. The
nerve plexuses and the support system of the female internal organs are preserved. The
chance of future cervical cancer is substantially eliminated. This is truly a technique for
the 21.sup.st century.

Excerpt(s): This invention relates to surgical methods for performing hysterectomies on
female patients. A hysterectomy involves the removal of the uterus from the abdomen
of a female patient. The traditional method of performing a hysterectomy is to sever the
uterosacral ligaments, the cardinal ligaments and the uterine vessels attached to the
uterus before entering the vaginal fornix. The uterus is then severed from the vagina in a
circular fashion at the cervico-vaginal junction. To access this area, the bladder is pushed
down and, if necessary, dissected free of any attachments to the uterus. This traditional
procedure causes significant damage to the nerves in the Frankenhauser nerve plexus,
the vesical nerve plexus and various regional nerves such as the nerves to the clitoris,
the urethra and the vestibular bulbs. This traditional procedure also causes a major
impairment of the pelvic support system for the vagina and other major complications.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

Method for treating cervical cancer

Inventor(s): Chandrasekher, Yasmin A.; (Mercer Island, WA), McKernan, Patricia A.;
(Seattle, WA)

Correspondence: Paul G. Lunn, ESQ.; Zymogenetics, INC.; 1201 Eastlake Avenue East;
Seattle;, WA; 98102; US

Patent Application Number: 20030161811
Date filed: December 17, 2002

Abstract: Use of Interleukin-20 for treating cervical cancer or cells infected with human
papilloma virus. IL-20 can be administered alone or in conjunction with radiation or
chemotherapeutic agents or surgical excision of the involved cells or lesions.

Excerpt(s): This claims the benefit under 35 U.S.C.sctn.119 (e) of U.S. Provisional
Application No. 60/341,783 filed on Dec. 17, 2001. According to the American Cancer
Society, 12,800 new cases of invasive cervical cancer would be diagnosed in the United
States in 1999. During the same year, 4800 patients were expected to die of the disease.
This represents approximately 1.8% of all cancer deaths in women and 18% of
gynecological cancer deaths. However, for women aged 20 to 39 years of age, cervical
cancer is the second leading cause of cancer deaths. Molecular and epidemiologic
studies have demonstrated a strong relationship between human papillomavirus (HPV),
cervical intraepithelial neoplasia, (CIN), and invasive carcinoma of the cervix. Thus,
there is a need to develop new therapeutic entities for the treatment of human
papillomavirus infection, cervical intraepithelial neoplasia and carcinoma of the cervix.
The present invention fills this need by administering interleukin-20 (IL-20) to a
mammalian having cervical cancer. IL-20 can also be used to treat a human
papillomavirus infection. The present invention also provides a method for inhibiting
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the growth of cervical cancer cells by bringing IL-20 into contact with said cancerous
cervical cells. Interleukin-20 (formally called Zcyto10) can be produced according to the
method described in International Patent Application No. PCT/US98/25228 filed on
Nov. 25, 1998. The human IL-20 polypeptide is comprised of a sequence of 176 amino
acids with the initial Met as shown in SEQ ID NO: 1 and SEQ ID NO:2. It is believed that
amino residues 1-24 are signal sequence, and the mature IL-20 polypeptide is
represented by the amino acid sequence comprised of residues 25, a leucine, through
amino acid residue 176, a glutamic acid residue, also defined by SEQ ID NO:12. Another
embodiment of the present invention is defined by the sequences of SEQ ID NO: 3 and
SEQ ID NO: 4. The polypeptide of SEQ ID NO: 4 is comprised of 151 amino acid
residues wherein amino acids 1-24 comprise a signal sequence and the mature sequence
is comprised of amino acid residues 25, a leucine, through amino acid 151 a glutamic
acid, also defined by SEQ ID NO: 13. Another active variant is comprised of amino acid
residues 33, a cysteine, through amino acid residue 176 of SEQ ID NO:2. This variant is
also defined by SEQ ID NO:26.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

*  Method for using thymosin beta-10 for gene therapy of solid malignant tumors
Inventor(s): Kim, Seung-Hoon; (Seoul, KR), Lee, Je-Ho; (Seoul, KR)

Correspondence: Gates & Cooper Llp; Howard Hughes Center; 6701 Center Drive West,
Suite 1050; Los Angeles; CA; 90045; US

Patent Application Number: 20030099617
Date filed: August 30, 2002

Abstract: A method for using thymosin.beta.-10 for cancer treatment by expressing
thymosin.beta.-10 in solid malignant tumor cells. More precisely, the present invention
relates to a cancer treatment method wherein thymosin.beta.-10 is expressed in solid
malignant tumor cells by infecting adenovirus including thymosin.beta.-10. The gene
therapy for cancer using thymosin.beta.-10 of the present invention is very effective for
the treatment of ovarian cancer, cervical cancer, stomach cancer and lung cancer.

Excerpt(s): This application claims the benefit of priority to Korean Patent Application
No. 2001-63524, filed Oct. 10, 2001, the entire contents of which are incorporated herein
by reference. The present invention relates to a method for using thymosin.beta.-10 for
cancer treatment by expressing thymosin.beta.-10 in solid malignant tumor cells. More
precisely, the present invention relates to a cancer treatment method wherein
thymosin.beta.-10 is expressed in solid malignant tumor cells by infecting adenovirus
including thymosin.beta.-10. The gene therapy for cancer using thymosin.beta.-10 of the
present invention is very effective for the treatment of ovarian cancer, cervical cancer,
stomach cancer and lung cancer. Gene therapy is a kind of treatment for genetic diseases
and cancers caused by aberration of genes, whose mechanism is to introduce disease-
related genes directly to patients in order to normalize the cell function by expressing
those genes inside cells. Gene therapy is very effective not only for the treatment of
diseases, but also for prevention of many diseases and even more reinforcing the
treatment since the therapy can bestow new function on human body by introducing a
specific gene.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html
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Methods and apparatus for diagnostic multispectral digital imaging

Inventor(s): Follen, Michele; (Houston, TX), MacAuley, Calum; (Cancouver, CA),
Richards-Kortum, Rebecca; (Austin, TX), Utzinger, Urs; (Tucson, AZ)

Correspondence: Matt Bellinger; Fulbright & Jaworski L.L.P.; A Registered Limited
Liability Partnership; 600 Congress Avenue, Suite 2400; Austin; TX; 78701; US

Patent Application Number: 20020065468
Date filed: March 28, 2001

Abstract: Methods and apparatus for generating multispectral images of tissue. The
multispectral images may be used as a diagnostic tool for conditions such as cervical
cancer detection and diagnosis. Primary radiation is produced with an illumination
source. The primary radiation is filtered to select a first wavelength and a first
polarization. Tissue is illuminated with the filtered primary radiation to generate
secondary radiation, which is filtered to select a second wavelength and a second
polarization. The filtered secondary radiation is collected with a detector, and a plurality
of multispectral images of the tissue is generated according to different combinations of
first and second wavelengths and first and second polarization with an analysis unit in
operable relation with the detector. Apparatus utilizing the invention include
endoscopes and colposcopes.

Excerpt(s): This application claims priority to provisional patent application Ser. No.
60/192,542 filed Mar. 28, 2000, entitled, "Methods and Apparatus for Diagnostic
Multispectral Digital Imaging" by Urs Utzinger, Rebecca Richards Kortum, Calum
MacAuley, and Michele Follen. The entire text of the above-referenced disclosure is
specifically incorporated by reference herein without disclaimer. The present invention
relates generally to the fields of diagnostic imaging. More particularly, it concerns
methods and apparatus for generating multispectral images that may be used to
diagnose various conditions in various tissues. Even more particularly, it concerns
methods and apparatus for generating multispectral digital images using fluorescence,
reflectance, and polarized reflectance imaging techniques. Over the last fifty years,
Papanicolaou Smear ("Pap Smear") has become the cornerstone of efforts to reduce
cervical cancer mortality. Pap Smear is effective because it identifies the latest stages of
cervical cancer. Current estimates are that 60-70 million Pap Smears are done in the U.S.
each year. Pap Smear has thus become a norm in the detection of cervical cancer. In
spite of its broad acceptance in the medical community, studies indicate that Pap Smear
screenings will fail to detect from 50%-80% of low grade cancerous lesions, and even
15%-30% of high grade cancerous lesions.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

METHODS AND COMPOSITIONS FOR THE DETECTION OF CERVICAL
CANCER

Inventor(s): KEESEE, SUSAN K.; (HARVARD, MA), OBAR, ROBERT; (WALPOLE,
MA), WU, YING-JYE; (FRAMINGHAM, MA)

Correspondence: Testa, Hurwitz & Thibeault, LIp; High Street Tower; 125 High Street;
Boston; MA; 02110; US

Patent Application Number: 20030157482
Date filed: May 17, 1999


http://appft1.uspto.gov/netahtml/PTO/search-bool.html
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Abstract: The invention provides a wide range of methods and compositions for
detecting and treating cervical cancer in an individual. Specifically, the invention
provides target cervical cancer-associated proteins, which permit a rapid detection,
preferably before metastases occur, of cervical cancer. The target cervical cancer-
associated protein, may be detected, for example, by reacting the sample with a labeled
binding moiety, for example, a labeled antibody capable of binding specifically to the
protein. The invention also provides kits useful in the detection of cervical cancer in an
individual. In addition, the invention provides methods utilizing the cervical cancer-
associated proteins either as targets for treating cervical cancer or as indicators for
monitoring of the efficacy of such a treatment.

Excerpt(s): The present invention relates generally to methods and compositions for the
detection of cervical cancer. More specifically, the present invention relates to cervical
cancer-associated proteins which act as cellular markers useful (i) in detecting cervical
cancer, and (ii) as molecular targets for cervical cancer therapy. The precursor to
cervical cancer is dysplasia, also known in the art as cervical intraepithelial neoplasia
(CIN) or squamous intraepithelial lesions (SIL) (Brinton et al (1992) "Epidemiology of
Cervical Cancer: Overview" in "The Epidemiology of Cervical Cancer and Human
Papillomavirus", Lyon, France: International Agency for Research on Cancer; and
Tabbara et al. (1992) "The Bethesda classification for squamous intraepithelial lesions:
histologic, cytologic and viral correlates", Obstet. Gynecol. 79: 338-346). While it is not
understood how normal cells become transformed, the concept of a continuous
spectrum of histopathological change from normal, stratified epithelium through CIN to
invasive cancer has been widely accepted for many years (see, for example, Mitchell et
al. (1994) "The natural history of cervical intraepithelial neoplasia: an argument of
intermediate endpoint biomarkers", Cancer Epidmiol. Biomark. Prev. 3: 619-626). A
large body of epidemiological and molecular biological evidence has been gathered that
establishes human papillomavirus (HPV) infection as a causative factor in cervical
cancer (Munoz et al. (1992) in "The Epidemiology of Human Papillomavirus and
Cervical Cancer", IRAC publication no. 119, Lyon France: Int. Agency for Research on
Cancer, pp 251-261). HPV is found in 85% or more of squamous cell invasive lesions,
which represent the most common histologic type seen in cervical carcinoma (Cox et al.
(1995) Baillierre's Clin. Obstet Gynaecol. 91-37). Additional cofactors include, for
example, oncogenes activated by point mutations, and chromosomal translocations of
deletions (Spandidos et al. (1989) J. Pathol. 157: 1-10). Cytological examination of
Papanicolaou-stained cervical smears (also referred to as Pap smears) currently is the
method of choice for detecting cervical cancer. Despite the historical success of this test,
concerns have arisen regarding its ability to predict reliably the behavior of same
preinvasive lesions (Ostor et al. (1993) Int. J. Gynecol. Pathol. 12: 186-192; and Genest et
al. (1993) Human Pathol. 24: 730-736). The identification of a cervical cancer-associated
tumor marker for reliably detecting early onset of cervical cancer and/or providing
early prognostic information will greatly aid the management of cervical cancer.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html
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Methods for detecting papillomavirus DNA in blood plasma and serum

Inventor(s): Christensen, Neil; (Harrisburg, PA), Gocke, Christopher D.; (Ellicott City,
MD)

Correspondence: Mcdonnell Boehnen Hulbert & Berghoff; 300 South Wacker Drive;
Suite 3200; Chicago; IL; 60606; US

Patent Application Number: 20030175770
Date filed: December 24, 2002

Abstract: This invention relates to the detection of extracellular papillomavirus DNA in
blood plasma or serum from a human or animal. In particular, the invention relates to
the detection, identification, evaluation, or monitoring of neoplastic, premalignant or
malignant disease associated with a papillomavirus. The invention thereby provides
methods for the identification of individuals at risk for, or having, cervical dysplasia,
cervical intraepithelial neoplasia, or cervical cancer.

Excerpt(s): This application is a continuation-in-part of U.S. patent application Ser. No.
09/456,222, filed Dec. 7, 1999, which is a continuation-in-part of U.S. patent application
Ser. No. 09/049,234, filed Mar. 27, 1998, which is a continuation-in-part of U.S. patent
application Ser. No. 08/818,058, filed Mar. 14, 1997, which is a continuation-in-part of
U.S. Provisional Application Serial No. 60/028,180, filed Oct. 15, 1996, which is a
continuation-in-part of U.S. Provisional Application Serial No. 60/026,252, filed Sep. 17,
1996, which is a continuation-in-part of U.S. Provisional Application Serial No.
60/013,497, filed Mar. 15, 1996, the entire disclosure of each of the foregoing is hereby
incorporated by reference. This invention relates to methods for detecting specific
extracellular nucleic acid in plasma or serum fractions of human or animal blood
associated with neoplastic or proliferative disease. Specifically, the invention relates to
detection of nucleic acid derived from human viruses associated with human neoplasia,
and to methods of detecting and monitoring extracellular viral nucleic acids found in
the plasma or serum fraction of blood by using nucleic acid amplification with or
without enrichment for viral DNA. In particular, the invention relates to the detection,
identification, or monitoring of the existence, progression or clinical status of human
neoplastic disease caused by or associated with viral infection through detection of viral
nucleic acid in plasma or serum fractions. The invention permits the detection of
extracellular, viral nucleic acid in the serum or plasma of humans or other animals
recognized as having a neoplastic or proliferative disease or in individuals without any
prior history or diagnosis of neoplastic or proliferative disease. The invention
specifically provides methods for early identification of cervical carcinoma, cervical
carcinoma in situ, cervical dysplasia, cervical intraepithelial neoplasia (CIN) and penile
squamous cell carcinoma associated with infection by oncogenic human papillomavirus
subtypes. Cervical carcinoma is a common form of malignancy afflicting women, arising
from the squamous epithelium of the cervix. Much is known of the natural history of
this disease. The vast majority of cases are attributable, at least in part, to an infection by
a papillomavirus of the cervical epithelium. In particular, certain subtypes of human
papillomavirus (HPV), including HPV subtypes 16, 18, 31, 33, and 35, are associated
with cervical malignancy, where HPV infection seems to alter the epithelium to
predispose an individual to the development of cancer. This alteration of the epithelium
by viral infection initially leads to cervical premalignant states, specifically cervical
dysplasia or cervical intraepithelial neoplasia (CIN). Cervical dysplasia/CIN is
important for recognizing, diagnosing, and treating women at risk for developing
cervical cancer, because surgical removal of dysplastic epithelium reduces and may
even eliminate the risk of development of cervical cancer.
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Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

*  Methods for determining risk of developing cervical cancer
Inventor(s): Mathur, Rajesh S; (Charleston, SC), Mathur, Subbi P; (Charleston, SC)

Correspondence: Needle & Rosenberg P C; 127 Peachtree Street N E; Atlanta; GA; 30303-
1811; US

Patent Application Number: 20030017505
Date filed: July 25, 2002

Excerpt(s): The present invention relates generally to a method of identifying a subject
having an increased risk of developing cervical cancer based on levels of IGF-II in
serum and levels of EGF-R and HPV-E6/E7 in cervical epithelial cells and in serum.
Annual pap smear screening in the USA results in 10 to 15% abnormal cytopathology.
For low grade cervical epithelial neoplasia (CIN), the need for treatment in all cases is
not clear. The ability to identify patients with CIN who are at greater risk for
progression to invasive cancer may allow for more selective treatment protocols, and
reduce the number of unnecessary treatments. Although cytological screening and
treatment protocols have already reduced cervical cancer deaths, cervical cancer is still
the leading cause of death for women in third world countries. It remains the leading
gynecological malignancy in this country with 14,500 new cases and 4,800 deaths every
year. (Parker S L, et al, CA Cancer ]J. Clin. 1997;47:1-27.) About 25% of women with
histologically proven high-grade intraepithelial neoplasia are not identified to be at risk
during routine gynecological examination. (Blomfield, P I, et al. CBJBrit ] Obstet Gyn
1998; 105:486-492; Genest D R, et al.; Arch Pathol Lab Med 1998; 122:338-341.) Although
surgical therapy is successful most of the time, metastasis into other locations is hard to
diagnose until the cancer is well advanced. This is because the imaging techniques
utilized in conjunction with clinical staging fail to reliably identify occult lymphatic
spread. (Kim, P Y et al., Gyn Onc 69:243-247; 1998.) The ability to assess patients at risk
for metastasis of an invasive cancer would allow the implementation of more
appropriate treatment protocols with possible reduction of morbidity and mortality.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

* Novel genes, compositions, kits and methods for identification, assessment,
prevention, and therapy of cervical cancer

Inventor(s): Chen, Yan; (Cambridge, MA), Gannavarapu, Manjula; (Acton, MA), Glatt,
Karen; (Natick, MA), Hoersh, Sebastian; (Arlington, MA), Kamatkar, Shubhangi;
(Newton, MA), Monahan, John E.; (Walpole, MA), Schlegel, Robert; (Auburndale, MA),
Zhao, Xumei; (Burlington, MA)

Correspondence: Lahive & Cockfield; 28 State Street; Boston; MA; 02109; US
Patent Application Number: 20030087270
Date filed: June 12, 2002

Abstract: The invention relates to newly discovered nucleic acid molecules and proteins
associated with cervical cancer including pre-malignant conditions such as dysplasia.
Compositions, kits, and methods for detecting, characterizing, preventing, and treating
human cervical cancers are provided.


http://appft1.uspto.gov/netahtml/PTO/search-bool.html
http://appft1.uspto.gov/netahtml/PTO/search-bool.html
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Excerpt(s): The present application claims priority to U.S. provisional patent application
serial No. 60/298,159, filed on Jun. 13, 2001, U.S. provisional patent application serial
No. 60/298,155, filed on Jun. 13, 2001, and U.S. provisional patent application serial No.
60/335,936, filed on Nov. 14, 2001, all of which are expressly incorporated by reference.
The field of the invention is cervical cancer, including diagnosis, characterization,
management, and therapy of cervical cancer. The increased number of cancer cases
reported in the United States, and, indeed, around the world, is a major concern.
Currently there are only a handful of treatments available for specific types of cancer,
and these provide no absolute guarantee of success. In order to be most effective, these
treatments require not only an early detection of the malignancy, but a reliable
assessment of the severity of the malignancy.

Web site: http:/ /appftl.uspto.gov/netahtml/PTO/search-bool.html

Keeping Current

In order to stay informed about patents and patent applications dealing with cervical cancer,
you can access the U.S. Patent Office archive via the Internet at the following Web address:
http;//www.uspto.gov/patft/index.html. You will see two broad options: (1) Issued Patent,
and (2) Published Applications. To see a list of issued patents, perform the following steps:
Under “Issued Patents,” click “Quick Search.” Then, type “cervical cancer” (or synonyms)
into the “Term 1” box. After clicking on the search button, scroll down to see the various
patents which have been granted to date on cervical cancer.

You can also use this procedure to view pending patent applications concerning cervical
cancer. Simply go back to httpy//www.uspto.gov/patft/index.html. Select “Quick Search”
under “Published Applications.” Then proceed with the steps listed above.


http://appft1.uspto.gov/netahtml/PTO/search-bool.html
http://www.uspto.gov/patft/index.html
http://www.uspto.gov/patft/index.html
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CHAPTER 7. BOOKS ON CERVICAL CANCER

Overview

This chapter provides bibliographic book references relating to cervical cancer. In addition
to online booksellers such as www.amazon.com and www.bn.com, excellent sources for
book titles on cervical cancer include the Combined Health Information Database and the
National Library of Medicine. Your local medical library also may have these titles available
for loan.

Book Summaries: Federal Agencies

The Combined Health Information Database collects various book abstracts from a variety
of healthcare institutions and federal agencies. To access these summaries, go directly to the
following hyperlink: http:/chid.nih.gov/detail/detail. html. You will need to use the
“Detailed Search” option. To find book summaries, use the drop boxes at the bottom of the
search page where “You may refine your search by.” Select the dates and language you
prefer. For the format option, select “Monograph/Book.” Now type “cervical cancer” (or
synonyms) into the “For these words:” box. You should check back periodically with this
database which is updated every three months. The following is a typical result when
searching for books on cervical cancer:

*  Women's health under 40: What you should know
Source: Cincinnati, OH: Betterway Books. 2000. 184 pp.

Contact: Available from Betterway Books, 1507 Dana Avenue, Cincinnati, OH 45207-
1005. $6.99.

Summary: This illustrated book gives an explanation of some common health issues
women age 40 and younger can experience. The information is presented in an easy to
read format. Subjects covered include: anatomy; pap smears and cervical cancer;
abnormal periods; painful periods; vaginal infections; sexually transmitted diseases;
birth control; breast cancer; staying healthy; and exercise. There is place to record
questions to take to a doctor. A bibliography is included.


http://www.amazon.com/
http://www.bn.com/
http://chid.nih.gov/detail/detail.html
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*  Reproductive Tract Infections: Challenges for International Health Policy, Programs,
and Research

Source: Reproductive Tract Infections.

Contact: US Government Printing Office, PO Box 371954, Pittsburgh, PA, 15250-7954,
(202) 512-1800, http:/ /www.access.gpo.gov. Plenum Publishing Corporation, Plenum
Medical Book Company, 233 Spring St, New York, NY, 10013-1578, (888) 640-7378,
http:/ /www.wkap.nl.

Summary: This publication examines the demographic, societal, biomedical, and
technological developments that affect reproductive tract infections (RTI). It summarizes
the human and socioeconomic costs of RTI developing countries, and discusses program
and policy implications. It addresses the prevalence of these diseases and their costs in
terms of infertility, ectopic pregnancy, cervical cancer, adverse outcomes of pregnancy,
HIV transmission, and sexually transmitted diseases.

Book Summaries: Online Booksellers

Commercial Internet-based booksellers, such as Amazon.com and Barnes&Noble.com, offer
summaries which have been supplied by each title’s publisher. Some summaries also
include customer reviews. Your local bookseller may have access to in-house and
commercial databases that index all published books (e.g. Books in Print]). IMPORTANT
NOTE: Online booksellers typically produce search results for medical and non-medical
books. When searching for “cervical cancer” at online booksellers” Web sites, you may
discover non-medical books that use the generic term “cervical cancer” (or a synonym) in
their titles. The following is indicative of the results you might find when searching for
“cervical cancer” (sorted alphabetically by title; follow the hyperlink to view more details at
Amazon.com):

e 21st Century Complete Medical Guide to Cervical Cancer - Authoritative Government
Documents and Clinical References for Patients and Physicians with Practical
Information on Diagnosis and Treatment Options by PM Medical Health News; ISBN:
1592480195;
http:/ /www.amazon.com/exec/obidos/ ASIN/1592480195/icongroupinterna

*  An Afrocentric Approach to Breast and Cervical Cancer Early Detection and
Screening: An Educational Program for Undergraduate and Advanced Practice
Nursing Students by Dee Baldwin (Editor), et al; ISBN: 1558101225;
http:/ /www.amazon.com/exec/obidos/ ASIN /1558101225 /icongroupinterna

*  Automated Cervical Cancer Screening by Heinz K. Grohs, O. A. Nasseem Husain;
ISBN: 089640255X;
http:/ /www.amazon.com/exec/obidos/ ASIN/089640255X /icongroupinterna

*  Cervical Cancer by Lori J. Klein, Edward L. Trimble (1996); ISBN: 078813342X;
http:/ /www.amazon.com/exec/obidos/ ASIN/078813342X/icongroupinterna

*  Cervical Cancer by Janet Chomet, Julian Chomet; ISBN: 0809571129;
http:/ /www.amazon.com/exec/obidos/ ASIN /0809571129 /icongroupinterna

*  Cervical Cancer and How to Stop Worrying About It by Judith Harvey, et al; ISBN:
0571149847;
http:/ /www.amazon.com/exec/obidos/ ASIN /0571149847 / icongroupinterna


http://www.amazon.com/
http://www.bn.com/
http://www.amazon.com/exec/obidos/ASIN/1592480195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1592480195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1592480195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1592480195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1558101225/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1558101225/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1558101225/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1558101225/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/089640255X/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/089640255X/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/078813342X/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/078813342X/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0809571129/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0809571129/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0571149847/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0571149847/icongroupinterna
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Cervical Cancer and Preinvasive Neoplasia by Stephen C. Rubin (Editor), William J.
Hoskins (Editor); ISBN: 0397516452;
http:/ /www.amazon.com/exec/obidos/ ASIN /0397516452 /icongroupinterna

Cervical cancer in Australia by Paul Jelfs; ISBN: 0642224870;
http:/ /www.amazon.com/exec/obidos/ ASIN /0642224870 /icongroupinterna

Cervical Cancer Screening in Australia: Options for Change by Australian Institute Of
Health (1991); ISBN: 0644134631;
http:/ /www.amazon.com/exec/obidos/ ASIN /0644134631 /icongroupinterna

Cervical cancer screening programmes : managerial guidelines by A. B. Miller; ISBN:
9241544473;
http:/ /www.amazon.com/exec/obidos/ ASIN /9241544473 / icongroupinterna

Cervical Cancer: All You and Your Partner Need to Know About Its Prevention,
Detection and Treatment by Jane, Dr. Chomet, Julian, Dr. Chomet; ISBN: 0722515839;
http:/ /www.amazon.com/exec/obidos/ ASIN /0722515839 /icongroupinterna

Cervical Cancer: Is Society Ready For a Preventative Answer? [DOWNLOAD: PDF]
by Datamonitor (Author); ISBN: BOOOOAUHS5U;
http:/ /www.amazon.com/exec/obidos/ ASIN/B0000AUHS5U/icongroupinterna

Cytological Screening in the Control of Cervical Cancer: Technical Guidelines:
Technical Guidelines; ISBN: 9241542195;
http:/ /www.amazon.com/exec/obidos/ ASIN /9241542195 /icongroupinterna

Early histological diagnosis of cervical cancer Textbook and atlas by E. Burghardt;
ISBN: 3134865017;
http:/ /www.amazon.com/exec/obidos/ ASIN /3134865017 /icongroupinterna

Flying in the Face of Fear: Surviving Cervical Cancer (Hypatia Health Monographs)
by Mary Lunnen; ISBN: 1872229190;
http:/ /www.amazon.com/exec/obidos/ ASIN/1872229190/icongroupinterna

Gerson Diet Therapy for Women's Cancers: Breast Cancer, Ovarian Cancer, Cervical
Cancer by Charlotte Gerson (2004); ISBN: 1550823043;
http:/ /www.amazon.com/exec/obidos/ ASIN /1550823043 / icongroupinterna

Human Papillomavirus and Cervical Cancer (Iarc Scientific Publications, No 94) by N.
Munoz (Editor), et al; ISBN: 9283211944;
http:/ /www.amazon.com/exec/obidos/ ASIN /9283211944 /icongroupinterna

Living for Tomorrow: A Positive Approach to the Treatment of Cervical Cancer by
Margaret Wilson; ISBN: 0855722274;
http:/ /www.amazon.com/exec/obidos/ ASIN /0855722274 /icongroupinterna

New Developments in Cervical Cancer Screening and Prevention by Eduardo Franco
(Contributor), Joseph Monsonego (Editor); ISBN: 0632047658;
http:/ /www.amazon.com/exec/obidos/ ASIN /0632047658 /icongroupinterna

Prevention of Cervical Cancer: the Patient's View by Tina Posner, Martin Vessey;
ISBN: 1870551036;
http:/ /www.amazon.com/exec/obidos/ ASIN /1870551036 /icongroupinterna

Reauthorization of the CDC breast and cervical cancer mortality prevention program :
hearing before the Subcommittee on Aging of the Committee on Labor and Human
Resources, United States Senate, One Hundred Third Congress, first session, on
examining proposed legislation to authorize funds for the Center for Disease
Control's breast and cervical cancer mortality prevention program July 15, 1993; ISBN:


http://www.amazon.com/exec/obidos/ASIN/0397516452/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0397516452/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0642224870/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0642224870/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0644134631/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0644134631/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9241544473/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9241544473/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0722515839/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0722515839/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0722515839/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/B0000AUH5U/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/B0000AUH5U/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9241542195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9241542195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9241542195/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/3134865017/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/3134865017/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1872229190/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1872229190/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1550823043/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1550823043/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1550823043/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9283211944/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/9283211944/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0855722274/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0855722274/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0632047658/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0632047658/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1870551036/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/1870551036/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0160413397/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0160413397/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0160413397/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0160413397/icongroupinterna
http://www.amazon.com/exec/obidos/ASIN/0160413397/icongroupinterna
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0160413397;
http:/ /www.amazon.com/exec/obidos/ ASIN /0160413397 /icongroupinterna

¢ Second Cancer in Relation to Radiation Treatment for Cervical Cancer: Results of a
Cancer Registry Collaboration (Iarc Scientific Publications, 52) by J.C. Boice (Editor),
N. E. Day (Editor); ISBN: 0197230520;
http:/ /www.amazon.com/exec/obidos/ ASIN/0197230520/icongroupinterna

* The Epidemiology of Cervical Cancer and Human Papillomavirus (Iarc Scientific
Publications, 119) by N. Munoz (Editor), et al; ISBN: 9283221192;
http:/ /www.amazon.com/exec/obidos/ ASIN /9283221192 /icongroupinterna

¢ The Official Patient's Sourcebook on Cervical Cancer: A Revised and Updated
Directory for the Internet Age by Icon Health Publications (2002); ISBN: 0597834598;
http:/ /www.amazon.com/exec/obidos/ ASIN /0597834598 /icongroupinterna

* Viral Etiology of Cervical Cancer (Banbury Report, 21) by Richard Peto (Editor) (1986);
ISBN: 0879692219;
http:/ /www.amazon.com/exec/obidos/ ASIN /0879692219 /icongroupinterna

*  Virtually Virgins: Sexual Strategies and Cervical Cancer in Recife, Brazil by Jessica L.
Gregg (2003); ISBN: 0804747563;
http:/ /www.amazon.com/exec/obidos/ ASIN /0804747563 / icongroupinterna

*  Women's health : what needs to change : a summary of the recommendations of the
cervical cancer inquiry & a practical guide to action; ISBN: 0478040539;
http:/ /www.amazon.com/exec/obidos/ ASIN /0478040539 /icongroupinterna

*  Women's health, raising awareness of cervical cancer : hearing before the
Subcommittee on Health and Environment of the Committee on Commerce, House of
Representatives, One Hundred Sixth Congress, first session, March 16, 1999; ISBN:
0160584078;
http:/ /www.amazon.com/exec/obidos/ ASIN /0160584078 /icongroupinterna

*  Women's Health: Raising Awareness of Cervical Cancer, Hearing Before the
Committee on Commerce, U.S. House of Representatives by Michael Bilirakis (Editor)
(1999); ISBN: 0756700280;
http:/ /www.amazon.com/exec/obidos/ ASIN/0756700280/icongroupinterna

The National Library of Medicine Book Index

The National Library of Medicine at the National Institutes of Health has a massive database
of books published on healthcare and biomedicine. Go to the following Internet site,
http://locatorplus.gov/, and then select “Search LOCATORplus.” Once you are in the search
area, simply type “cervical cancer” (or synonyms) into the search box, and select “books
only.” From there, results can be sorted by publication date, author, or relevance. The
following was recently catalogued by the National Library of Medicine:!!

11 Tn addition to LOCATORPlus, in collaboration with authors and publishers, the National Center for
Biotechnology Information (NCBI) is currently adapting biomedical books for the Web. The books may be accessed
in two ways: (1) by searching directly using any search term or phrase (in the same way as the bibliographic
database PubMed), or (2) by following the links to PubMed abstracts. Each PubMed abstract has a "Books" button
that displays a facsimile of the abstract in which some phrases are hypertext links. These phrases are also found in
the books available at NCBI. Click on hyperlinked results in the list of books in which the phrase is found.
Currently, the majority of the links are between the books and PubMed. In the future, more links will be created
between the books and other types of information, such as gene and protein sequences and macromolecular
structures. See http;//www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=Books.
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Antibodies to herpesvirus hominis types 1 and 2 among patients with cervical cancer
Author: Pohjonen, Raili.; Year: 1972; Turku [Finland: s.n.], 1972

Breast and cervical cancer surveillance in Illinois Author: Howe, Holly L.; Year: 1981;
Springfield, Ill.: lllinois Dept. of Public Health, Division of Epidemiologic Studies, [1993]

Cervical cancer: a report by 72 Illinois hospitals on cases diagnosed in 1972-80.
Author: American Cancer Society. Illinois Division.; Year: 1990; Chicago: American

Cervical cancer: January 1993 through March 1996: 926 citations Author: Klein, Lori.;
Year: 1988; Bethesda, Md. (8600 Rockville Pike): U.S. Dept. of Health and Human
Services, Public Health Service, National Institutes of Health, National Library of
Medicine, Reference Section; Pittsburgh, PA.: Sold by the Supt. of Docs., U.S. G.P.O.,
1996

Cervical cancer detection through cytology; a public health approach. Author:
Fulghum, James E.,; Year: 1973; Jacksonville, 1967

Cervical cancer in developing countries: proceedings of the XI international working
party meeting, October 1992 Author: Bhattathiri, V. N.; Year: 1982; Trivandrum:
Regional; ISBN: 8185974004

Cervical cancer prevention programme Author: New South Wales State Cancer
Council.; Year: 1967; [Sydney]: NSW [State]

Colposcopic and cytological diagnosis of cervical cancer and premalignant lesions, by
S. Timonen and B. Meyer. Author: Timonen, Sakari.; Year: 1971; Helsinki, 1967

Costs and effectiveness of cervical cancer screening in elderly women Author: Muller,
Charlotte Feldman,; Year: 1967, Washington, DC: Congress of the U.S., Office of
Technology Assessment: For sale by the Supt. of Docs., U.S. G.P.O., [1990]

Early histological diagnosis of cervical cancer. Author: Burghardt, E. (Erich); Year:
1956; Philadelphia, Saunders, 1973; ISBN: 0721621759
http:/ /www.amazon.com/exec/obidos/ ASIN /0721621759 /icongroupinterna

Herpes simplex virus type 2 and cervical cancer Author: Rapp, Fred.; Year: 1987;
Chicago: Year Book Medical Publishers, 1981; ISBN: 081519918X
http:/ /www.amazon.com/exec/obidos/ ASIN/081519918X/icongroupinterna

Hormones and cervical cancer; effect of sex hormones and antifertility compounds on
chemically induced carcinoma of the mouse uterine cervix; comparative
morphological and histochemical [sic] studies. By Eivind Myhre, in cooperation with
Knut Bjoro. Author: Myhre, Eivind,; Year: 1963; Oslo, Universitetsforlaget, 1971

Human papillomaviruses and cervical cancer: biology and immunology Author: Stern,
Peter L.; Year: 1996; Oxford; New York: Oxford University Press, 1994; ISBN:
019854796X

Issues in cervical cancer screening and treatment: new technologies and costs of
alternative management strategies Author: Braggett, David.; Year: 1996, Canberra,
ACT: Australian Institute of Health; Welfare, [1993]; ISBN: 0644297727

Selected abstracts on the viral etiology of cervical cancer Author: Rapp, Fred.; Year:
1989; [Bethesda, Md.]: U.S. Dept. of Health and Human Services, Public Health Service,
National Institutes of Health, National

Technologies for automation in cervical cancer screening: workshop, Heidelberg,
Frankfurt, Wetzlar, Miinchen, June 13-19, 1976 Author: Goerttler, Klaus.; Year: 1976;
[Heidelberg]: DKFZ; [Bethesda, Md.]: National

The prevention of cervical cancer. Author: McLaren, Hugh Cameron.; Year: 1934;
London, English Universities Press [1963]
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*  The report of the Committee of Inquiry into Allegations Concerning the Treatment of
Cervical Cancer at National Women's Hospital and Into Other Related Matters, 1983.
Author: New Zealand. Committee on Inquiry into Allegations Concerning the
Treatment of Cervical Cancer at National Women's Hospital and into Other Related
Matters.; Year: 1988; Auckland, New Zealand: The Committee, [1988]; ISBN: 0473006642

Chapters on Cervical Cancer

In order to find chapters that specifically relate to cervical cancer, an excellent source of
abstracts is the Combined Health Information Database. You will need to limit your search
to book chapters and cervical cancer using the “Detailed Search” option. Go to the following
hyperlink: http;//chid.nih.gov/detail/detail.html. To find book chapters, use the drop boxes
at the bottom of the search page where “You may refine your search by.” Select the dates
and language you prefer, and the format option “Book Chapter.” Type “cervical cancer” (or
synonyms) into the “For these words:” box.
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