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Preface

I had not been practising medicine for long before I was blaming
myself for unnecessarily delayed diagnoses of cancer in some of
my patients. Looking back, I thought I could have put more
knowledge, effort and understanding into some of the consulta-
tions. I soon started to collect and organize information, drawing
on the literature as well as on my regular work in general
practice. Colleagues have helped me adjust my ideas to reality
when I have participated in teaching about cancer on courses for
general practitioners.

This book is the product of these labours. I hope it will find a
place on the general practitioner’s desktop or on the nearest
bookshelf, inviting frequent use as a quick source of reference.
Specialists too may find it useful for reminders, and so may
medical students.

The Norwegian Cancer Society has been a generous supporter
of my research about cancer in general practice, including the
work for this book. The earliest stages of the research work were
also supported by the Norwegian Medical Association. The
Cancer Registry of Norway has on several occasions furnished
necessary information. The frequency tables in Part 3 have been
kindly furnished by the cancer registries for Scotland, England
and Wales, Canada and the State of Iowa, USA. Several col-
leagues in different departments at the University Hospital of
Tromse, Norway, have given valuable positive criticism of drafts.

Tromse, December 1989 Knut Holtedahl



Contents

Introduction . .......... ... ... ... ..., 1
I'he Challenge: Avoiding Diagnostic Delay ............... 3
Usingthe Manual .................................... 4

Red Flags: Initiating the Diagnostic Process ............ 4

Organ Systems: Thinking Anatomy ................... 4

Frequency Tables and Diagnostic Indexes:

Thinking Probabilities .............................. 6
References................. e 9
Part1.RedFlags..................................... 11
Early Clues ToCancer .....................oooii. ... 13

Data Clues . .....ounntii it 13

Symptom Clues . ..........coviiiiiiiinniiinn.... 16
Diagnostic Traps . ... .. oovveiii i 18
Part 2. Organ Systems and Individual Anatomic Sites . .. . . .. 19
Oral Cavityand Pharynx . ............................. 21

Lip. 21

Tongue ... ..o 22

SalivaryGlands . ............. ... 23

Gums/Buccal Mucosa/Palate/Floor of Oral Cavity . .. ... 24

Tomsils. ... 25

Nasopharynx ..., 26

Hypopharynx................ ... ... ... 28
Digestive Organs . . ...........ooooiiiiiii ... 29

Oesophagus .......... ... i i 29

Stomach .......... ... ... 30

Duodenum and Small Intestine . ...................... 33

Colon/Rectum ..............cciiiiiiineiiia... 35

Liver and Intrahepatic Bile Ducts .. ................... 40

Gallbladder and Extrahepatic Bile Ducts............... 42

Pancreas...............oiiiii i 43
Respiratory System . ........... .. ... 45

Nasal Cavities and Accessory Sinuses.................. 45

LarynX ... 46



VIII Contents

Trachea, Bronchusand Lung ......................... 47
Breast and Reproductive Organs ....................... 50
Breast (Womenand Men)............................ 50
Cervix Uteri ... e 53
Corpus Uteri ...t iiiiiiiien e 55
Placenta (Choriocarcinoma). ......................... 57
Ovary, Tube and Broad Ligament..................... 58
Vulva. ..o e e 60
Vagina. ... 61
Prostate ..........oiiiimii i 62
TeStiS . oo e ettt 64
Penis and Scrotum ............ ... . i 66
UrinaryTract . .. ... ... i 67
Kidney ... e 67
Bladder........ ... 69
SKiN . .. e e 70
Malignant Melanoma . .............................. 70
Spindle Cell and Basal Cell Carcinoma ................ 73
Cutaneous Paraneoplasia............................ 75
Eye and Central Nervous System ....................... 76
Eyeball ... .. ... ... 76
Brain............oi i e 77
Spinal Cord ...........coviiiiiii i 80
ThyroidGland............ ... .o 82
Bone, Muscle and Connective Tissue .................... 84
Bone ... 84
Muscle and Connective Tissue ....................... 86
Lymphatic and Haemopoietic Tissue .................... 87
Hodgkin’s Lymphoma and Non-Hodgkin’s Lymphoma .. 87
Metastases and Other Lumps in the Neck Region ....... 89
Multiple Myeloma and Other Diseases Which
Produce Pathological Proteins ....................... 90
Leukaemia ...............oiiiiiii i, 91
Polycythemia Vera ............... ... ...t 92
Part 3. Frequency Tables and Flow Charts ................ 93
Commentary to the Tables of Cancer Statistics............ 95

Bibliography . ........... ... ... ... 115



Introduction



The Challenge: Avoiding Diagnostic Delay

In 15 years of general practice I have had many opportunities
to witness the course of cancer in a patient. The question “Was
the diagnosis made as early as possible?” is almost always
important to the patient as well as to the doctor. Although the
topic is complex and proof is often difficult, early diagnosis is
favoured in most cases of cancer [1]. Pack and Gallo [2], 50
years ago, made the first modern study of “patient delay” and
“doctor delay” in cancer treatment. Many later studies, including
my own [3], have concluded as they did: the time from the first
symptom until diagnosis is unreasonably long for a great number
of cancer patients.

The population of any general practice is usually typical of the
ordinary population in the community. In such a population most
general practitioners will see no more than one case of breast or
colorectal cancer every year. The total number of new cases of
cancer in general practice rarely exceeds ten per year. On the
other hand, excluding cancer is daily work. Nylenna and Bruus-
gaard [4] found that 13.2% of all encounters in general practice
dealt with patients expressing fear of cancer, having a known
malignancy or being further investigated for a cancer-related
reason. Norwegian general practitioners recorded one or more of
the seven warning signals of cancer in 5,4% of encounters, or in
approximately 1 out of every 20 patients [5]. Such signals are
published by cancer associations in most countries in order to
make the public aware of early symptoms and to encourage them
to see a doctor should they experience one. The dilemma of gen-
eral practitioners as well as of most people is in distinguishing
evil from nuisance. For example, indigestion may be a symptom
of cancer, but it is also present in most gastrointestinal disorders,
which in Norway in 1978 accounted for 5,7% of the total number
of diagnoses in general practice [6].

A simple solution does not exist. This manual proposes rou-
tines and methods of reasoning which may increase the efficiency
of cancer diagnostic work in general practice, without encourag-
ing unnecessary procedures.
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Red Flags: Initiating the Diagnostic Process

Williams [7] emphasizes the importance of looking for clues or
“red flags” in general practice. Such clues may be essential in
order to form correct diagnostic hypotheses, the starting point of
most diagnostic work in general practice [8]. Seven warning
signals have been selected for public health education purposes,
but they also serve as reminders for doctors. General practi-
tioners should be able to use a much more refined set of clues
when considering cancer. Such clues may refer to personal
characteristics, previous or chronic diseases, or to the course of
the present disease. Symptoms like the warning signals may serve
as clues, but the general practitioner should be able to give an
immediate anatomical context to each symptom. With the benefit
of medical knowledge, symptoms may be more refined clues for a
doctor than for a layman.

Finally, awareness of diagnostic pitfalls is important. Some of
these are general, others are specific to cancer diagnostics. The
general practitioner should routinely check promising diagnostic
hypotheses against such traps. The first section of this manual
summarizes data clues, symtom clues and diagnostic traps.

Organ Systems: Thinking Anatomy

During the diagnostic process it is important to visualize the
anatomy relevant to the hypotheses. The second section of the
manual is divided into anatomic subgroups corresponding to
organ systems defined by the Norwegian Cancer Registry. The
subgroup “Other and unspecified sites” has been subdivided in
this manual into skin, eye, central nervous system, thyroid, and
bone/muscles/connective tissue.

Every organ system has been divided into single organs or
anatomic sites. Common symptoms, diagnostic clues and recom-
mendations for follow-up are described for each site. The infor-
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mation and evaluation have been kept brief, necessitating some
compromise as to precision and completeness. The manual does
not give detailed procedures for routine consultations; it is chiefly
intended as a useful source of reference when the doctor feels
uncertain, when a symptom or a constellation of symptoms is
unusual or persists longer than expected, or when the patient
belongs to a risk group for some form of cancer.

Diagnostic clues are grouped according to elements in the
diagnostic process: knowledge of epidemiology or anatomo-
pathology, medical history, clinical examination, and supplemen-
tary tests and examinations performed or ordered during the en-
counter. Risk factors are described under the heading “Epidemio-
logy” rather than under “Medical History”. General practitioners
often have previous knowledge of such risk factors in their
patients, but if not, active questioning is necessary. Some obvious
points have not been repeated for each organ; for instance that
the taking of the medical history, the clinical examination and
the initial ordering of blood tests should be related to the pre-
senting symptom and to any other factors revealed during the
encounter; that haemoglobin concentrations and sedimentation
rates should be widely used (their measurement is proposed sepa-
rately only exceptionally); and that, for most organs, the risk of
cancer increases with age. It is most of all in regard to older
people that general practitioners should lower their “cancer
suspicion threshold”. It has been shown that, in view of the
incidence rates, general practitioners have an irrationally lower
threshold for suspecting cancer in females than in males, and in
younger people than in old [9].

Follow-up may be performed in the general practitioner’s own
consulting room or by referral. Some examinations which are
commonly ordered although not performed by general practi-
tioners are listed under “Supplementary Tests and Examina-
tions”.
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Frequency Tables and Diagnostic Indexes:
Thinking Probabilities

General practitioners should not be afraid of a quantitative
approach to diagnostic thinking. The low prevalence of almost
any important disease in most general practice populations cer-
tainly constitutes a handicap for general practitioners compared
to hospital doctors who work with selected populations. On the
other hand, where is a hospital doctor would require a 90%
probability of disease in order to start treatment with potent
drugs, disease probabilities of 10% —15% at the end an en-
counter may be sufficient in general practice. With important
diseases like cancer, the search should sometimes be continued
at even lower levels of probability, either by referral to a special-
ist or by a later follow-up appointment.

As a basis for such estimates, the ten most frequent forms of
cancer for both sexes in the UK and parts of North America are
presented in Part 3 of the manual. Tables for different age groups
are also presented.

Some tables will be found integrated in the text in Part 2.
These tables present sex- and age-distributed calculations of dia-
gnostic indexes for some important cancer symptoms in relation
to some major forms of cancer. They are based on a Norwegian
study of cancer patients [10, 11] and on the warning signal
recordings in general practice [5]. The indexes are positive predic-
tive value (the frequency of disease among the patients presenting
the symptom) and /ikelihood ratio (the proportion of the diseased
who experience the symptom divided by the proportion of the
non-diseased who experience the symptom) [12]. Such calcula-
tions are desirable because encounters in general practice usually
start with some kind of symptom presentation. Subsequent dia-
gnostic hypotheses need to be examined in relation to these sym-
ptoms. Calculations are possible according to Bayes’ formula if
there is access to three probability estimates: the probability of
cancer P(C), which corresponds to the prevalence in the popula-
tion of the general practice; the probability of the symptom P(S)
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in the same population; and the sensitivity — the probability
that the symptom indicates cancer — at the time of the
encounter, P(S | C).

Cancer incidence rates do not differ very much between West-
ern countries, and extrapolation of the diagnostic indexes to
other settings may seem tempting. However, the propensity of
patients to present symptoms in general practice may vary with
time and from place to place, as may the prevalence of cancer in
general practice encounters. The tables therefore present proba-
bility tendencies rather than definite percentages and ratios. The
main value of the tables is that they show the variation in proba-
bility at different ages and for each sex, as well as the difference in
approximate probability levels between different symptoms and
different forms of cancer. Also, low probabilities remind us that
single symptoms may be a good starting point, but rarely furnish
a sufficient basis for decisions. Sound decisions must be based on
a combination of selected pieces of diagnostic information.

The indexes have been replaced by a dash (—) when back-
ground data are insufficient. A detailed discussion of background
statistics and estimates has been presented elsewhere [13, 14].

For colorectal cancer, a revision of probabilities has been
made based on the results of tests for occult blood in stools of
patients presenting with “Indigestion or changes in bowel habits
which have not rapidly normalized”. A similar probability revi-
sion is shown for lung cancer in patients who cough, according
to whether or not they are daily smokers [15]. Again the numeric
values should be interpreted with caution because prior probabil-
ities are not necessarily the same everywhere, but the tables are of
value in illustrating the difference between prior and posterior
probabilities. The difference in many cases is important enough
to have practical consequences.

I would like to add that the diagnostic challenge offered by the
more rare forms of cancer can be met only by being mentally pre-
pared that sooner or later one or two such cancers will appear in
every practice. This is also a matter of probability; there are
many rare forms, and together they constitute an important
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group of cancers. This manual should demonstrate that rare
cancers — as well as common cancers occurring in age groups
where they are uncommon — are not necessarily the most diffi-
cult to diagnose if they are thought of.

Finally, flow charts suggesting follow-up of a low haemoglobin
concentration or a high sedimentation rate are included in Part 3.



References

1. Holtedahl KA, Rosengren B (1985) Almenpraktikerens rolle i tidlig-
diagnostikk av kreft (The role of the general practitioner in the early
diagnosis of cancer). In: Nylenna M, Gundersen S, Johannessen JV
(eds) Kreft i almenpraksis. Universitetsforlaget, Oslo

2. Pack GT, Gallo JS (1938) The culpability for delay in the treatment of
cancer. Am J Cancer 33: 443-462

3. Holtedahl KA (1980) Kreftdiagnostikk i almenpraksis I (Diagnosis of
cancer in general practice I. Can the diagnosis be made earlier?).
Tidsskr Nor Laegeforen 100: 1219-1226 (English summary)

4. Nylenna M, Bruusgaard D (1986) Dimensions of the cancer problem
in general practice. Allgemeinmedizin 15: 85-93

5. Holtedahl KA (1984) Kreftdiagnostikk i almenpraksis III (Diagnosis
of cancer in general practice ITl. General practitioners’ recording of
the seven warning signals of cancer in patients). Tidsskr Nor Laege-
foren 104: 799-807 (English summary)

6. Rutle O (1983) Pasienten fram i lyset (Throwing light on the patient).
Thesis. National Institute of Public Health, Health Services Research
Unit, Oslo (Report No. 3, with English summary)

7. Williams T (1977) A strategy for defining the clinical content of family
medicine. J Fam Pract 4: 497499

8. Barrows HS, Norman GR, Neufeld VR, Feightner JW (1982) The
clinical reasoning of randomly selected physicians in general medical
practice. Clin Invest Med 5: 49-55

9. Nylenna M (1986) Diagnosis cancer in general practice: When is
cancer suspected? Br Med J 293: 245-248

10. Holtedahl KA (1984) Kreftdiagnostikk i almenpraksis V (Diagnosis of
cancer in general practice V. Patients with and without cancer).
Tidsskr Nor Laegeforen 104: 804-806 (English summary)

11. Holtedahl KA (1987) The value of warning signals of cancer in
general practice. Scand J Prim Health Care 5: 140-143

12. Weinstein MC, Fineberg HV (1980) Clinical decision analysis.
Saunders, Philadelphia

13. Holtedahl KA. A method of calculating diagnostic indexes for
possible cancer symptoms in general practice. Accepted for publication
in Allgemeinmedizin, 1990

14. Holtedahl KA. More diagnostic indexes from general practice for
some important forms of cancer. Accepted for publication in All-
gemeinmedizin, 1990

15. Holtedahl KA. Probability revision in general practice: the cases of
occult blood in stool in patients with indigestion, and daily smoking
in patients who cough. Accepted for publication in Allgemeinmedizin,
1990



Part 1.
Red Flags



Early Clues To Cancer

Data Clues

Clues Related to Personal Characteristics

(Age, habits, body size, skin colour, parity, sexual practice, family,
profession and social class)

Increased risk of cancer

Most relevant organ or form of cancer

Increasing age
Smoking

High intake of alcohol

Intravenous drug abuse

Low intake of vegetables

Proneness to sunburn
No children or low parity

Early menarche, late
menopause and high age
at last birth, except if high
parity

Bronchi
Larynx

Lip

Oral cavity
Bladder
Pancreas
Oesophagus
Cervix uteri

Oesophagus

Larynx

Oral cavity

Mamma

Liver

Pancreas

Sigmoid colon

Various cancers secondary to human
immunodeficiency virus (HIV) infection,
especially lymphoma
Gastrointestinal cancers

Bronchi

Skin
Mamma
Corpus uteri
Ovary
Mamma
Corpus uteri

Table continued
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Early Clues To Cancer

Table continued from page 13

Increased risk of cancer

Most relevant organ or form of cancer

Large body surface
(height/weight)

Low age at first birth
Many sexual partners

Male homosexuality

Cancer in close family
members

Workers exposed to dust
or chemicals

Low socioeconomic class

Mamma in postmenopausal women
Corpus uteri

Cervix uteri

Cervix uteri. Indirect risk of other cancers
secondary to HIV infection

Kaposi’s sarcoma and other cancers secondary
to HIV infection

Especially colon (polyposis), but different
organ locations possible in one family.
Uterus, breast, stomach are not uncommon
sites. Members of “cancer families” involving
two or more generations have an increased
risk of cancer at a relatively young age, and of
multiple cancers

Bladder
Bronchi
Nose

Liver
Leukaemia

Cervix uteri
Stomach
Rectum
Bronchi
Bladder
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Clues Related to Previous, Chronic or Present Disease

Increased risk of cancer ~ Most relevant organ or form of cancer

Previous cancer

HIV infection Kaposi’s sarcoma, lymphoma (see above)
Former gastrectomy Stump cancer

Anacidity Stomach

Coeliac disease Lymphoma of small intestine

Ulcerative colitis Colon

Hypertonia Kidney

Gallstones/former Gall bladder. In younger women also breast,
cholecystitis internal genitalia, gastrointestinal tract
Previous or ongoing

immunosuppressive

therapy, for instance

after kidney transplanta-

tion

Down’s syndrome Leukaemia
Progression of present

symptoms
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Early Clues To Cancer

Symptom Clues

Symptom  Most relevant organ

More specific description
of symptoms

Sore Skin
Mucous membranes
Mouth
Nose
Ear
Genital organs

Lump Breast
Neck
Axilla
Groin
Bone
Muscle

Pain Sinus
Stomach
Pancreas
Kidney
Bone (especially long bones
and vertebrae)
Central nervous system

Stenosis, Sinus

irritation Larynx
Bronchi
Oesophagus

Biliary tract
Cerebellopontine angle

Pituitary

Spinal cord

Epigastric pain
Vague but constant pain

Headache

Backache especially when
lying on the back: spinal
cord, but vertebrae, pancreas,
kidney as well

Nasal stenosis

Hoarseness

Cough, dyspnoea, infection
Difficulty in swallowing
Icterus

Unilateral loss of hearing,
noise in the ear, dizziness
Unilateral loss of vision,
sometimes endocrine
symptoms

Pain usually precedes loss of
sensibility

Paresis sometimes early sign

Table continued
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Table continued from page 16

Symptom Most relevant organ More specific description
of symptoms
Cerebrum Nausea/vomiting, dizziness,
mental changes, epilepsy
Bleeding Epipharynx/nose
(macro- Bronchi
scopic/ Stomach
micro- Colon
scopic/ Uterus/vagina
cutaneous) Kidney
Bladder
Prostate
Skin (leukaemia)
General Stomach Nausea, weight loss,
symptoms weakness
Pancreas Weight loss
Kidney Weight loss, weakness
Central nervous system Nausea, vomiting. dizziness
Lymphoma Weakness, moderate fever
Leukaemia Weakness, moderate fever
Paraneoplasias (Non-metastatic distant manifestations)
Poly- Most often lung Sensibility/reflexes
neuritis diminished, sometimes paresis
Endocrino- Most often lung ACTH (Cushing’s) syndrome
pathy Most often mamma Hypercalcaemia, renal
calculus
Pancreas Gastrinoma/stomach ulcer
Cutaneous Most often lymphomas/  Acanthosis nigrans (axilla)
myelomas/leukaemias Acquired ichthyosis
or adenocarcinomas Generalized pruritus
Erythrodermia
Purpura
Dermatomyositis

(face/eyelids: erythema,
oedema, telangiectases)
Repeated attacks of
thrombophlebitis

ACTH, adrenocorticotropic hormone

Symptom clues necessitate: 1. Examination
2. Evaluation

3. Control if the conclusion remains uncertain



Diagnostic Traps

When early cancer seems possible, remember:

1. Negative results of examinations do not exclude cancer. These
include laboratory tests, X-ray examinations and clinical
examinations.

2. Positive tests must be verified and followed up. Writing them
down in the medical record is not enough.

3. Diagnosis of any common disease does not exclude simultaneous
cancer.

4. Increasing incidence with increasing age does not exclude cancer
in younger persons.

5. Former traumas may or may not be responsible for new sym-
ptoms. The quickest explanation of symptoms is not always the
right one.

6. Vague symptoms sometimes may become less vague with the
help of a good medical history. Chronology, location, intensity,
progression should be considered.

7. Confusing symptoms may reveal (or hide) endocrine disorders,
while endocrine disorders may reveal (or hide) a tumour.
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Oral Cavity and Pharynx

Lip
Common Symptoms

A sore which does not heal

Diagnostic Clues
Clinical Examination

Usually lower lip

Anatomopathology

Usually spindle cell carcinomas

Follow-up
By the General Practitioner

If sore present < 1 month

By Referral to Specialist

If sore present > 1month: otorhinolaryngologist, dermatologist
or surgeon
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Tongue

Common Symptoms

A sore, a lump or a wart

Lymphadenopathy may be presenting symptom
Diagnostic Clues

Clinical Examination

Inspection of dorsal part of tongue using tongue depressor
Bidigital palpation

Follow-up

By Referral to Specialist

Otorhinolaryngologist as soon as possible
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Salivary Glands

Common Symptoms

A lump

An intraoral swelling

Pain/paresis of facial nerve possible if growth is rapid

Diagnostic Clues
Epidemiology
Location of salivary gland tumours:

80% in the parotid gland

5%—-10% in the submandibular gland

Various intraoral locations, most frequently in the palate
Tumour in the sublingual gland is rare

Approximately one of four or five salivary gland tumours is
malignant, but the malignancy fraction varies for different loca-
tions. For the submandibular gland and for the salivary gland
tumours in the palate the ratio benign:malignant is about 1:1,
for the parotid gland 5-7:1

Clinical Examination

Palpation usually cannot distinguish benign tumours (and some-
times even inflammations) from cancers

Most parotid tumours arise in the superficial lobe, mostly with
an infra-auricular, retromandibular location. A more ventral
location in the cheek may occur when the tumour arises in acces-
sory salivary gland tissue close to the parotid excretory duct

Follow-up
By Referral to Specialist

Any salivary gland swelling which is not acute viral parotitis:
otorhinolaryngologist
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Gums/Buccal Mucosa/Palate/Floor of Oral Cavity

Common Symptoms

Relatively innocent-looking mucosal lesion (sore/infiltration/
papilloma)

Leukoplakia may precede the above

A swelling

Diagnostic Clues
Epidemiology

Increased risk: All forms of tobacco use
High intake of alcohol

Incidence ratio males: females is approximately 2: 1

Clinical Examination

Bidigital palpation

Palpation of collum

Anatomopathology

Palatine tumours usually arise either in the squamous epithelium
of the mucous membrane or in accessory salivary gland tissue
Follow-up

By the General Practitioner

If lesion present < 1month

By Referral to Specialist
Any leukoplakia
Other lesions which persist > 1 month: otorhinolaryngologist
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Tonsils

Common Symptoms

A sore, a lump or a wart

Asymmetry

Lymphadenopathy may be presenting symptom
Follow-up

By Referral to Specialist

Otorhinolaryngologist
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Nasopharynx

Common Symptoms

Unilateral loss of hearing

Unilateral ear pain

Unilateral noise in the ear

Nasal stenosis possible

Lymphadenopathy may be presenting symptom
Ear symptoms or nasal stenosis each occur in about three out of
four patients before diagnosis

Diagnostic Clues

Clinical Examination

Inspection of palate: bulging?

Tympanic membrane freely moving? (Unilateral secretory otitis is
a fairly common finding)

Palpation of collum

Anatomopathology

In the parapharyngeal spatium, limited laterally by the parotids,
cranially by the base of the skull and caudally by the hyoid bone,
approximately half of the tumours are salivary gland tumours,
arising in the deep structures of the parotid or in ectopic tissue.
Most of these are adenomas. Approximately one-third are benign
neurogenic tumours and approximately one-fifth are malignant
tumours

Follow-up

By the General Practitioner

If duration of symptoms < 1month and clinical examination of
ear/buccal cavity/pharynx/neck is negative
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By Referral to Specialist

If duration of symptoms > 1 month or if there are positive clinical
findings: otorhinolaryngologist
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Hypopharynx

Common Symptoms

The sensation of a lump high up in the throat
Lymphadenopathy may be presenting symptom
Diagnostic Clues

Clinical Examination

Laryngoscopy (see Larynx) with inspection of the region oral to
the vocal cords



Digestive Organs

Oesophagus

Common Symptoms
Difficulties in swallowing
Weight loss

Diagnostic Clues
Epidemiology

Increased risk: High intake of alcohol
All forms of tobacco use

Follow-up
By Referral to Specialist

If difficulties in swallowing: surgeon or otorhinolaryngologist as
soon as soon as possible; X-ray/endoscopy
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Stomach

Common Symptoms

Epigastric pain
Haematemesis/melena
Anorexia/weight loss

Difficulties in swallowing

Note: The dyspepsia may be acid

Age-distributed positive predictive value (PPV) and likelihood ratio (LR)
of the cancer warning signal “Indigestion or change in bowel habits not
rapidly normalized” (I) in relation to stomach cancer (StC) in general
practice. (Based on a Norwegian study: see Introduction)

P(StC | LR
Age group Males Females Males Females
20—-29 - - - —
30-39 <0.1% 0.1% 25 27
40—49 0.3% 0.2% 23 25
50—59 1.2% 0.5% 35 29
60—69 1.3% 0.5% 15 16
70+ 1.9% 1.8% 9 18

PPV = P(StC | I), probability of StC given I
Sensitivity of I presented at a consultation (P(I | StC))=0.35
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Diagnestic Clues
Epidemiology

Increased risk: Previous gastrectomy
Achlorhydria/gastritis
Nutritional factors — high intake of nitrosami-
nes, salt and smoked food, low intake of fresh
vegetables — may be associated with intestinal
type (see Anatomopathology)

Medical History

Opinions differ as to whether gastrointestinal symptoms occur in
“early” stomach cancer, i.e. cancer which is localized to the
mucosa and submucosa and is prognostically favourable. Prob-
ably many patients experience symptoms already at this stage.
(For an estimate of the sensitivity used in the table on page 30,
see Introduction and its references [13, 14])

Supplementary Tests and Examinations

Occult blood in stool. In a prospective study from general
practice three out of five patients with upper gastrointestinal
cancer had a positive tetramethylbenzidine test (see Colon)

Iron deficiency may be present when there has been prolonged
occult bleeding

Anatomopathology

— Intestinal (epidemic) type: The most frequent. Continuous for-
mations of glandular elements. Probably dependent on nutri-
tional factors (see Epidemiology). Decreasing incidence in the
Western world

— Diffuse type: Approximately one in three cases. Poorly out-
lined cells infiltrating and thickening the ventricular wall.
Prognosis is poor

Apudomas — rare in the stomach (see Pancreas)
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Follow-up

By the General Practitioner

Practically always for dyspeptic patients who are not referred to
a specialist

Always after an X-ray of the stomach ordered by the GP

If symptoms persist after negative gastroscopy, consider a double
constrast X-ray to reveal/exclude a scirrhous carcinoma. Referral
for another gastroscopy after a few weeks is an alternative

By Referral to Specialist
If duration of epigastric pain > 2-3 weeks: gastroscopy

In patients <40 years of age with acid dyspepsia, an X-ray may
be ordered first

After gastric resection a gastroscopy should be performed every
4-5 years, starting 10 years after an operation for gastric ulcer,
70 years after an operation for duodenal ulcer
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Duodenum and Small Intestine

Common Symptoms

Abdominal pain

Diarrhoea

Bleeding, most often occult

Weight loss

Flushing (carcinoid tumours only, and usually only if they have
metastasized to the liver)

Diagnostic Clues

Epidemiology

Tumours of the small intestine account for 2% of gastrointestinal
tumours. About half are malignant

Carcinoid tumours are rare, like other apudomas (see Pan-
creas); however, after the appendix, the small intestine is the most
frequent location for carcinoids

Clinical Examination

Tumours of the small intestine are occasionally palpable

Supplementary Tests and Examinations

Occult blood in stool

Iron deficiency may be present when there has been prolonged
occult bleeding

Anatomopathology

Adenocarcinomas,” lymphomas and carcinoids are the most
common forms



34 Digestive Organs

Follow-up
By Referral to Specialist

If symptoms persist after negative endoscopic and/or radiologi-
cal examinations of stomach and colon, particularly if there is
occult bleeding with or without iron deficiency



Digestive Organs 35

Colon/Rectum

Common symptoms

Change in bowel habits, e.g. constipation, diarrhoea, (most fre-
quent for rectal tumors, thereafter tumours in the left half of the
colon)

Rectal bleeding (most frequent for rectal tumours, thereafter
tumours in the left half of the colon)

Mucus from the rectum

Anaemia (most frequent for tumours in the right half of the
colon)

Subacute/acute obstruction developing into ileus or perforation,
sometimes with a prolonged course over several days

Age-distributed positive predictive value (PPV) and likelihood ratio (LR)
of the cancer warning signal “Indigestion or change in bowel habits not
rapidly normalized” (I) in relation to colorectal cancer (CC) in general
practice. (Based on a Norwegian study; see Introduction)

P(CC|I) LR
Age group Males Females Males Females
20—-29 <0.1% - 27 -
30—39 0.1% 0.1% 25 27
40—49 0.5% 0.5% 23 25
50—59 2.2% 1.8% 36 30
60—69 23% 2.2% 16 16
70+ 3.4% 4.8% 9 18

PPV = P(CC|I), probability of CC given I
Sensitivity of I presented at a consultation (P(I | CC)) =0.35



36 Digestive Organs

Diagnostic Clues

Epidemiology

Increased risk: Family history of polyposis (very high risk)
Ulcerative colitis (highest when total colitis and
young age at first symptoms)
Previous removal of polyp
Probable association with high fat/low fibre diet
Association between alcohol and cancer of the
sigmoid colon shown in Japan

Increasing incidence in Western countries. Two-thirds of the
cancers are located in the left half of the colon, but a greater pro-
portion of cancers and polyps are located in the right half now
than a few decades ago

Clinical Examination

15%-25% of all colorectal tumours and 30%—35% of malignant
colorectal tumours are < 10 cm from the anus: digital examination
indicated

40%-45% of colorectal tumours are <18cm from the anus:
rectoscopy indicated

Almost 60% of colorectal tumours are < 30cm from the anus

Interested GPs may buy and learn to use the 30-cm flexible
sigmoidoscope. However, use of the rigid 25-cm rectoscope is
cheap and easy to learn and should come into common use on
wide indications. The modern version uses disposable plastic
tubes. Visualization beyond the rectosigmoid junction up to
18-20cm may be considered satisfactory in general practice.
The lumen must be kept in view as the scope is advanced. Do the
examination as the scope is being withdrawn. Since the proce-
dure is invasive, the informed consent of the patient is needed.

Always perform an abdominal examination including rectal
digital examination before X-ray of colon or other referral.

Technique at rectal examination is important. The total mucosal
circumference must be palpated. The examination is less uncom-
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fortable and the conclusions are more trustworthy if the patient
stands on the floor bent forward, the elbows resting on a couch,
or relaxes in a gynaecological chair.

It is quite common to perform rectal examination with the
patient in the supine on a flat bench with hips and knees flexed.
This method may be satisfactory when the purpose is to establish
whether a patient with abdominal pain has a pelvic inflammation,
but usually gives an incomplete picture of the prostate and the
rectal mucous membrane.

With rectal examination there should be simultaneous palpa-
tion of the pelvic abdomen.

With rectal cancer, findings at rectal examinations vary. A
hard, elevated rim with a softer area proximal to the rim is not
uncommon. Small cancers may not be felt even on thorough
examination. It is therefore a good idea to repeat the examina-
tion after an inverval of a few weeks if symptoms persist

Emptying for rectoscopy, and position of the patient: Recto-
scopy may be attempted at the first consultation without prior
emptying of the bowel if the patient has defecated since breakfast.
If emptying is necessary, a small-volume laxative per rectum after
breakfast at home or at the toilet of the doctor’s office is usually
satisfactory. The position of the patient is a matter of what the
doctor is used to. Knee-elbow support on a gynaecological bench
is quite practical. Older patients should be supported by an
attending nurse

Supplementary Tests and Examinations

Blood in stools:

— Physiological excretion: 1-3ml/24 h
— Melena: >50ml/24h
— Tumours: 2-5ml or more per 24 hours

Malignant tumours often bleed more than polyps, but there is
considerable overlap both for malignant/benign tumours and
tumours/normal physiological excretion
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Tests for Occult Blood

Principle: Pseudoperoxidase activity of haemoglobin causes
oxidation of an uncoloured chemical compound (tetramethylben-
zidine, guajac, etc.) into a coloured compound

Use: Should be used on wide indications. Most tests are suffi-
ciently specific to necessitate follow-up of a positive test, but not
sensitive enough to exclude cancer if the test result is negative.
Follow-up may be guided by the sex- and age-distributed pro-
babilities shown in the table. Bleeding is usually intermittent, so
one stool sample is not enough. Three samples on different days
are usually required

Diet: Necessary for at least 3 days before and during stool sam-
pling:

— Avoid meat and food made with animal blood: the tests are
not specific for human haemoglobin.

— Avoid raw vegetables and fruit: peroxidase activity, and vita-
min C which may reduce test sensitivity.

— Avoid salicylates and antiphlogistic drugs: these are promo-
tors of gastrointestinal bleeding.

— Eat food rich in fibre and residues: these stimulate bleeding
from existing mucosal pathological processes.
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Probability of colorectal cancer (CC) in a patient presenting the cancer
warning signal “Indigestion or change in bowel habits not rapidly nor-
malized” (I) when a test for occult blood in stool has been properly per-
formed. (Based on a Norwegian study; see Introduction)

P(CC|Iand OBS +) P(CC|Iand OBS—)

Age group Males Females Males Females
20-29 - - - —
30-39 0.7% 0.7% - —
40—49 3.3% 3.3% 0.1% 0.1%
50—59 13.3% 10.6% 0.5% 0.5%
60—69 13.3% 13.3% 0.6% 0.5%
70+ 18.9% 25.0% 0.8% 1.2%

OBS +, occult blood found in stool

OBS —, no occult blood found in stool

P(CC| 1), probability of CC given I

Calculations based on test sensitivity 80%, specificity 88%, and on prior
probabilities (see Table p. 35)

Follow-up
By the General Practitioner
Always when an X-ray of colon has been ordered

Always if proctitis is diagnosed. Continue check-ups until recto-
scopy negative and no rectal bleeding

By Referral to Specialist

Change in bowel habits lasting >2weeks or overt or occult
bleeding of uncertain origin in adults: X-ray of colon with double
contrast images or a coloscopy should be ordered. Both exami-
nations demand time and skill. Capacity problems may therefore
necessitate initial ordering of an “ordinary” X-ray of the colon,
but sensitivity for cancer as well as for polyps is unsatisfactory

High risk groups should have regular coloscopy according to a
planned programme
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Liver and Intrahepatic Bile Ducts

Common Symptoms
Tiredness

Weight loss
Epigastric pain
Hepatomegaly
Jaundice

Diagnostic Clues
Epidemiology
Metastases are much more frequent than primary liver cancer

Increased risk of primary hepatomas:

— Carriers of hepatitis B surface antigen (HB;Ag), especially
with simultaneous hepatitis B, antibody

— Cirrhosis

Medical History/Clinical Examination

Increasing abdominal circumference?

Supplementary Tests and Examinations

Alkaline phosphatase almost always increased

Anatomopathology

Adults: Hepatocellular carcinomas dominate
Children: Mostly hepatoblastomas

Follow-up
By the General Practitioner

Always after ultrasound of liver/gallbladder if no other referral
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By Referral to Specialist

If hepatomegaly or jaundice: surgeon or specialist in internal
medicine as soon as possible

HB,Ag carriers should be followed up by a specialist in internal
medicine
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Gallbladder and Extrahepatic Bile Ducts

Common Symptoms
Jaundice (but usually this is preceded by other symptoms)

Persistent pain in the right hypochondrium or more uncharac-
teristic abdominal pain

Weight loss

Diagnostic Clues
Epidemioloy
Increased risk: Gallstones (present in more than half of patients
with cancer in gallbladder or bile ducts)
Present or previous cholecystitis
Medical History
Imitates benign gallbladder disease, but sometimes perhaps more
constant and persistent symptoms. The diagnosis quite often
comes as a surprise at operation. If an operation is planned it
should not be postponed for long
Supplementary Tests and Examinations
Ultrasound is the primary examination method when gallbladder
disease is suspected
Follow-up
By Referral to Specialist

Signs of obstructed (dilated) bile ducts on ultrasound examina-
tion require further specialist investigation
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Pancreas

Common Symptoms

Weight loss

Pain, not very intense, but persistent
Jaundice if the head of pancreas is involved

Diagnostic Clues
Epidemiology
Increased risk: High intake of alcohol
Cigarette smoking
Incidence ratio males: females is approximately 2: 1

Pancreas is the most frequent location of many of the rare
apudomas originating in neuroendocrine cells. Many of these
apudomas are malignant. Their secretions rather than their size
dominate the clinical picture. Gastrinomas and insulinomas are
the least rare forms

Medical History/Clinical Examination

Vague but persistent and progressing abdominal symptoms plus
weight loss should suggest the possibility of pancreatic cancer

Rarely, a new case of diabetes may signal pancreatic cancer.
Around the age of 50-60 years diabetes is less common and may
justify ultrasound or other examination of the pancreas

Supplementary Tests and Examinations

Ultrasound is the primary examination method when pancreatic
cancer is suspected

The sedimentation rate is often high — possibly due to advanced
disease at diagnosis?
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Follow-up
By Referral to Specialist

The sensitivity of ultrasound varies from 60%—-100% in different
studies. Many supplementary specialist investigations are avail-
able, and symptoms may justify referral even when ultrasound
gives negative results
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Nasal Cavities and Accessory Sinuses

Common Symptoms

Persistent unilateral purulent rhinitis

Repeated unilateral nose bleeding

Nasal stenosis

Pain

Symptoms arising from pressure on adjacent structures: teeth,
lacrimal duct, orbit

Diagnostic Clues

Clinical Examination

Anterior rhinoscopy: Sore/polyp with a rugged surface
Inspection/palpation of palate

Transparency of accessory sinuses may be evaluated with a spe-
cial lamp

Follow-up
By Referral to Specialist

Polyp, recurrent sinusitis or persistent unilateral nose symptoms:
otorhinolaryngologist
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Larynx

Common Symptoms

Hoarseness > 1 week

A sensation of lump in the throat
Blood-tinged expectorate

Diagnostic Clues

Epidemiology
Increased risk: Smoking

High intake of alcohol
Clinical Examination

There are wide indications for inspection of the larynx. Indirect
laryngoscopy may be difficult for general practitioners without
daily practice. Right-angle telescopic laryngoscopy gives consid-
erably simpler visualization of the larynx as well as of the hypo-
pharynx and the nasopharynx. Indirect laryngoscopy with a
distal light is second-best and cheap. Anti-dew liquid may replace
warming the mirror in an alcohol flame

A supraglottic tumour may cause a lump sensation to precede
hoarseness

Follow-up

By the General Practitioner

Hoarseness < 1month in adults > 40 years of age should be fol-
lowed until a cure if an infectious agent is suspected of causing
the hoarseness

By Referral to Specialist

Any nodes on the vocal cords, duration of symptoms > 1 month,
or incomplete visualization of vocal cords: otorhinolaryngologist
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Trachea, Bronchus and Lung

Common Symptoms

Cough > lmonth (in about one case in two) or, in cases of
chronic cough, a change in coughing pattern

Dyspnoea (in about one case in three)
Haemoptysis (in about one case in four)
Thoracic pain (in about one case in four)

Recurrent infection of lower respiratory tract (in about one case
in four)

Paraneoplasias may occur. Polyneuritis/endocrinopathy are the
least rare manifestations

Age-distributed positive predictive value (PPV) and likelihood ratio (LR)
of “Hoarseness or coughing without any apparent reason” (C,H) in rela-
tion to cancer or trachea/bronchus/lung (LC) in general practice. (Based
on a Norwegian study; see Introduction)

P(LC| C,H) LR
Age group Males Females Males Females
20-29 - - - -
30-39 — 0.1% - 42
40—49 - 0.2% - 36
50—159 - 0.8% - 28
60— 69 6.4% 0.8% 38 21
70+ — 1.1% — 25

PPV = P(LC | C, H), probability of LC given C,H
Sensitivity of C, H presented at a consultation (P(C,H | LC))=0.25
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Diagnostic Clues
Epidemiology
Increased risk: Cigarette smoking
Professional exposure to various kinds of dust

Chronic obstructive bronchitis
Low intake of vitamin A (vegetables, milk)

Revision of probability of lung cancer (LC) in a patient presenting
“Hoarseness or coughing without any apparent reason” (C, H) in general
practice, taking account of smoking habits in the age group 60-69 years

Males Females
P(LC|C,H) 6.4% 0.8%
P(LC} C,H and DS) 8.5% 2.0%
P(LC| C,H and no DS) 3.3% 0.3%

DS, daily smoking; for other abbreviations and probabilities see previous
table

Sensitivity of DS 60—69 years = 80% (males), 70% (females)

Frequency of DS in general population 6069 years =40% (males),

23% (females)

Frequency of DS in coughers 60-69 years = 60% (males), 30% (females)

Medical History

Risk factors should be noted
If the patient presents one of the common symptoms listed, ask
about the others

Haemoptysis is a scaring symptom which quite often is not
reported spontaneously by the patient

Clinical Examination

Operable cases are quite often discovered on routine X-ray exa-
mination of lungs. A good medical history and an active attitude
to follow-up of smokers with infections in the lower respiratory
tract may improve clinical detection
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Inspection of thorax/collum, percussion and auscultation may
give clinical clues depending on the location of the tumour:
central (most frequent), peripheral (frequently symptomless in
earlier stages), mediastinal spread

Supplementary Tests and Examinations

Order an X-ray in 4-6 weeks when antibiotics are prescribed for
lower respiratory tract infection in a smoker > 40 years old

If coughing is productive it is possible to send the expectorate
for a cytological examination while waiting for the X-ray: Force-
ful productive morning cough, expectorate directly into 70%
alcohol. Three specimens should be taken, on different mornings

Anatomopathology

Squamous epithelial carcinoma is the most frequent. Adenocarci-
nomas and small cell anaplastic carcinomas are also important.
Carcinoids occur. Histological classification is difficult in many
cases

Follow-up
By the General Practitioner

Patients with pneumonia may be followed up clinically after a
couple of weeks; this must be decided on an individual basis

By Referral to Specialist

Haemoptysis or persisting symptoms: lung specialist, even if
X-ray/laboratory tests are negative
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Breast (Women and Men)

Common Symptoms

A lump

Eczema of the nipple

Retraction of nipple or skin
Secretion, sometimes blood-tinged

Age distributed positive predictive value (PPV) and likelihood ratio (LR)
of lump in the breast (L) in relation to breast cancer (BC) in females con-
sulting in general practice. (Based on a Norwegian study; see Introduc-
tion)

Age group P(BC |Lg) LR
20-29 0.3% 64
30-39 0.9% 27
40—49 2.6% 22
50—59 3.1% 24
60—69 53% 32
70+ 39.3% 246

PPV = P(BC | L), probability of BC given Lj.
Sensitivity of Ly presented at a consultation (P(Ly | BC))=0.45

Diagnostic Clues

Epidemiology

Increased risk: — Previous breast cancer

— Breast cancer in mother or sister (greatest in-
crease of risk in premenopause)

— Large body surface area (greatest increase of
risk in postmenopause)

— No children or low parity

— Early menarche, late menopause and high
age at last birth, except if high parity
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— Thyroxine replacement for several years
(greatest increase of risk in nulliparae)

— Several years of contraceptive pill use at a
young age

— Prolonged (> 15 years?) postmenopausal
oestrogen replacement therapy

— High intake of alcohol

Clinical Examination

Inspection in three planes before palpation, not forgetting the
axillary tail or the axilla

About half of all malignant breast tumours are located in the
upper, lateral quadrant

Small tumours more easily get “lost” in the central part of the
gland; tumours in this location are often of considerable size
when they are discovered

The relatively low predictive value of “lump in the breast” in
younger and even in middle-aged women shows that many
benign tumours and other benign changes perceived as a lump
are presented to the general practitioner. This does not at all
mean that such symptoms can be taken lightly. A general practi-
tioner who palpates a lump should refer the patient. A general
practitioner who cannot confirm the patient’s finding of a “lump”
should make a second appointment for follow-up (see Follow-up)

Follow-up
By the General Practitioners

A woman or an elderly man presenting a symptom located in the
breast and who is not referred should have a follow-up consul-
tation within 1 month, regardless of the findings of the general
practitioner

A follow-up consultation may be a good time for the general
practitioner to instruct women > 35years old in monthly self-
examination of the breast. In younger women such instruction is
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of more doubtful value except when a mother or a sister has had
breast cancer; many young women worry about benign changes,
which may lead to considerable mammography-/biopsy effort in
these low incidence age groups

By Referral to Specialist

Palpable lump: always refer to a surgeon, even if recent mammo-
graphy was negative

Apart from organized mammography screening, mammography
is suggested when symptoms from the breast are presented but
no palpable lump is found and the women belongs to one of the

risk groups mentioned or the symptoms persist on follow-up, even
if the clinical findings are negative or uncertain



Breast and Reproductive Organs 53

Cervix Uteri

Common Symptoms

Irregular bleeding, particularly post-coital (see table p. 59)
Vaginal discharge, often blood-tinged, sometimes foul-smelling

Diagnostic Clues
Epidemiology

Increased risk: High parity

Early start of active sexual life

Many sexual partners

Several years of contraceptive pill use

Heavy smoking
Penile hygiene may influence incidence of cervical cancer in
women

Clinical Examination

Dysplasia or cancer in situ usually give no symptoms. Symptoms
at later stages depend on growth pattern. Ectocervical growth is
most frequent and may give symptoms as described above. Endo-
cervical cancer remains silent longer

General practitioners have an important role in motivating women
to regular screening. When screening is centrally organized, moti-
vation is particularly important in relation to women in risk
groups who do not respond to screening programme invitations

Condyloma of cervix should have the same close follow-up as
dysplasia

Supplementary Tests and Examinations

Technique at taking cervical smears is important. Cells from the
transformation zone and from the cylindrical epithelium of the
endocervix should be included, because the cell changes start at
the transformation zone. To obtain good endocervical smears an
endocervical brush is better than a spatula. Use the spatula on



54 Breast and Reproductive Organs

the whole ectocervical circumference, smear on one half of the
slide, then get the endocervical material and smear it on the other
half of the slide marked to identify the patient. The vaginal fornix
is less important. Carry out fixation immediately

If screening is not centrally organized, the following screening
routines are suggested:

— First smear around age 25 if there has been no previous pre-
gnancy-related smear

— Second smear 1 year after the first

— Further smears every 3 years until two smears have been per-
formed after the age of 60 years

— In older women > 65 years of age, a routine smear is justified
if less than two smears have been performed after the patient
reached the age of 60 years

Apart from screening routines, a smear is justified in cases of:

— Unusual irregular bleeding

— Macroscopic cervical changes
— Post-partum check-ups

— Abortion applicants

Anatomopathology

Squamous cell carcinoma with ectocervical growth is most fre-
quent (about 90%)

Endocervical tumours are frequently adenocarcinomas

Follow-up

Referral to Specialist

Positive cytology, cervical condyloma, post-coital bleeding, un-
usual-looking cervix: gynaecologist
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Corpus Uteri

Common Symptoms

Irregular bleeding:

— Before the climacteric, rarely cancer of the corpus
— During the climacteric, sometimes cancer of the corpus
— After the climacteric, cancer of the corpus until proved other-

wise

(See Table p. 59)

Diagnostic Clues

Epidemiology

Increased risk:

Long-term (> 3-5 years) oestrogen substitution
(Hormonal treatment with combinations of
oestrogen/progestagen probably does not in-
crease risk and should be preferred to oestrogen
alone in women with an intact uterus. However,
combined treatment may reduce the possible
favourable effect of oestrogen alone on arterial
disease risk. Prolonged combination therapy
does not reduce and may possibly increase
breast cancer risk)

Overweight (adipose women have increased
oestrogenic stimulation from fat tissue and
converted adrenal hormones)

No children or low parity

Early menarche, late menopause and high age at
last birth, except if high parity
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Supplementary Tests and Examinations

Cytological examination of the endometrium is suggested in
general practice for:

— First irregular bleeding in women > 40 years of age and up to
the menopause

— Post-menopausal bleeding while waiting for a specialist con-
sultation — always refer in this age group

— Post-menopausal women belonging to one of the risk groups.
In the case of prolonged oestrogen substitution, yearly
cytological examination may be justified until the treatment is
stopped. Five-yearly intervals in adipose or low-parity women
between 50 and 70 years of age may be considered

Cervical cytology is almost always negative in cancer of the
corpus

Follow-up
By the General Practitioner

Irregular bleeding pre-menopausally and a negative gynaecologi-
cal examination necessitate a follow-up appointment in 2-3
months with the bleeding periods noted. If bleeding quickly
becomes regular, and especially if endometrial cytology is
negative as well, the probability of cancer of the corpus is very
small

By Referral to Specialist

Any post-menopausal bleeding, even if a gynaecological examina-
tion points to possible bleeding from atrophic mucosa, and even
if endometrial cytology is negative: gynaecologist

Repeated irregular bleeding pre-menopausally
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Placenta (Choriocarcinoma)

Common Symptoms

Bleeding > 2 weeks post-partum or after a spontaneous abortion

Diagnostic Clues
Epidemiology
About half of the cases are preceded by a hydatidiform mole

Clinical Examination

A hydatidiform mole may be suspected when a “pregnant” uterus
is growing faster than expected, judged by routine measurements
of the distance between the symphysis and the fundus or by
gynaecological examination, or when growth is normal but there
is repeated vaginal bleeding

Supplementary Tests and Examinations

A human chorionic gonadotropin (hCG) pregnancy test

Follow-up
By Referral to Specialist

Persistent bleeding > 2-3 weeks, regardless of whether or not
pregnancy has been suspected or confirmed in the preceding
weeks
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Ovary, Tube and Broad Ligament

Common Symptoms

Often relatively “silent” because moderate growth does not inter-
fere with adjacent organs

A feeling of fullness in the pelvic region

Pain on sexual intercourse

Infrequently: irregular vaginal bleeding, due to metastasis or hor-
monal effect (see table p. 59)

Diagnostic Clues
Epidemiology
Increased risk: Nulliparae/low parity

The highest incidence rates are in old age, but cases occur in all
age groups, even in children and young girls

Medical History/Clinical Examination

Abacterical pollakisuria or finger-thin stools may suggest pres-
sure against the bladder or rectum

Some ovarian tumours have endocrinological activity. If so,
oestrogenic activity is most common, while androgens or pro-
gesterone may be involved. Be suspicious if oestrogenic stimula-
tion is reported in a cytological smear from a post-menopausal
women

The habit of a yearly gynaecological examination should not
stop at menopause

Palpation of inguinal glands should be part of the gynaecological
examination

Ascites may occur
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Follow-up
By the General Practitioner

Faecal matter sometimes may imitate pelvic tumours. If the
general practitioner is uncertain, a follow-up appointment a few
days later may clarify

By Referral to Specialist

Enlarged ovary or other tumour in the pelvic region: gynaeco-
logist

Age-distributed positive predictive value (PPV) and likelihood ratio (LR)
of genital bleeding (Bg) in relation to internal genital cancer (GC) in
females consulting in general practice. (Based on a Norwegian study; see
Introduction)

Age group P(GC | Bg) LR
20—-29 0.1% 11
30—39 0.3% 8
40—49 0.7% 10
50—59 32.0% 359
60—69 36.0% 393
70+ 10.7% 93

PPV = P(GC | Bg), probability of GC given Bg
Sensitivity of Bg presented at a consultation (P(Bg | GC))
Cervical cancer: age 20—39,0.15
age 40—49, 0.20
age 50—59,0.25
age 60+  0.30
Cancer of corpus uteri: 045
Cancer of ovary/tube/broad ligament: 0.05
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Vulva

Common Symptoms

A sore or a lump
Eczema or leukoplakia may precede

Diagnostic Clues
Clinical Examination

Quite often older women are reluctant to ask for a gynaecological
examination. Suggest a gynaecological examination if the patient
hints that something is wrong “down there”

Very rarely, a swelling in Bartholin’s gland may be caused by
cancer. Slow healing or quick recurrence of “cyst” after surgical
treatment may suggest such a possibility
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Vagina
Common Symptoms

Post-coital bleeding
Vaginal discharge

Diagnostic Clues
Clinical Examination

Inspection of the vaginal wall is part of the gynaecological exami-
nation

Red, elevated, velvet-like areas may be vaginal adenosis which
may precede cancer
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Prostate

Common Symptoms
Most often asymptomatic for a long time

First symptom commonly from metastases, especially in the
vertebral column

Symptoms which mimic adenoma of the prostate: hesitation,
frequency, or low pressure of micturition; retention of urine

Dysuria/haematuria may be an early symptom if the tumour is
located ventrolaterally

Diagnestic Clues
Epidemiology

The most common tumour in males

Clinical Examination

Malignant growth starts subcapsularly, usually in a dorsal
position, so that a lump becomes palpable per rectum. In the
more rare ventrolateral location (about one case in four), or in
case of more advanced growth, the whole prostatic lobe becomes
hard rather than firm on palpation

No good single screening method exists. However, because the
tumour is common and possibilities for treatment are improving,
case-finding may be rewarding in general practice. Any rectal
examination in adult men should include a prostatic evaluation,
whatever the reason for doing the examination. In old men such
an examination may be offered every 2 or 3 years regardless of
the reason for the consultation

Supplementary Tests and Examinations

Acid/prostatic acid phosphatase usually increases when the cap-
sule is infiltrated by the tumour, but not usually in the early
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stages of growth. If the blood test is performed after vigorous pal-
pation of the gland, false high levels may be found; it is better to
postpone the blood test for a day

Alkaline phosphatase may increase because of metastases. The
sedimentation rate may also be increased

Interested general practitioners may learn how to perform a
biopsy for cytological evaluation using the Frantzén needle

Anatomopathology

Cytological evaluation has a sensitivity of 90%-95%, almost as
good as the “gold-standard” histological examination. It is
important to make a diagnosis because of the possibility of
subsequent histological grading: Palpation alone cannot distin-
guish slow-growing cancers from aggressive cancers which should
be actively treated:

— Highly differentiated tumours usually grow slowly and are
present in about half of all males > 70 years of age

— Poorly differentiated tumours are often invasive and metas-
tasizing. More active treatment is usually indicated

Follow-up
By Referral to Specialist

Always upon finding a hard lump or lobe, because of the impor-
tance of histological grading

Staging also influences treatment, not only grading. This means
that if the general practitioner takes a biopsy, all positive findings
should be referred to a urologist
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Testis

Common Symptoms

A lump

Diffuse enlargement of one testicle
Relatively symptom-poor epididymitis
Newly acquired hydrocele in younger males
Gynaecomasty in young males

Metastases may give rise to symptoms before the primary tumour
(vertebral column, lung, supraclavicular fossa, mediastinum,
abdomen)

Diagnostic Clues
Epidemiology
Increased risk: Undescended testicles

Infertility
Depending on referral habits, about one in five patients referred
for a scrotal lump has a malignant tumour of the testis. Intra-
testicular benign neoplasia is much less frequent than malignant
neoplasia
About 60% of patients with testicular cancer are young males
17-35 years old. About 40% are older

Prognosis is very good if the disease is not very advanced when
correct treatment is started. This encourages a quite active
diagnostic attitude

Clinical Examination
Palpation usually cannot distinguish a benign from a malignant
tumour

Identify properly the testis and epididymis on each side in case of
scrotal symptoms
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Acquired hydrocele in young males may be emptied by puncture
to obtain a better evaluation by palpation

Since metastases may give the first symptoms and cure may still
be possible, palpation of testicles should be performed when there
are unexplained symptoms from quite different organ systems in
younger males, for instance when there is unexplained, persistent
back pain

Supplementary Tests and Examinations

Microscopy of urine in cases of epididymitis. Absence of pyuria
makes cancer somewhat more probable than when pyuria is pre-
sent

Anatomopathology

Most malignant testicular tumours originate in germinal epithe-
lium. Half are seminomas, half are various types of non-
seminomas. Seminoma patients have a slightly higher average
age

1% —2% of testicular tumours originate in Leydig cells. Most
are benign. Feminizing symptoms are possible, but rare

Follow-up
By the General Practitioner

All patients with haemospermia or testicular pain without any
palpable tumour

Epididymitis which is not referred: always follow-up until cure

By Referral to Specialist

All males with a scrotal lump which is not a hydrocele, a sper-
matocele or acute epididymitis with unequivocal symptoms
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Penis and Scrotum

Common Symptoms
A sore on the penis, usually close to the sulcus coronarius
Leukoplakia/infiltrate

Diagnostic Clues
Clinical Examination

Quite often older men are reluctant to see a doctor for their
genital symptoms. Suggest a genital examination if the patient
hints at a genital abnormality. The prepuce should be carefully
retracted

Digression: the finding of smegma under the prepuce of young

males may furnish an occasion to discuss penile hygiene and the
possible relationship with cervical cancer in females
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Kidney

Common Symptoms
Pain in the flank
Haematuria

Palpable tumour

(The triad pain in the flank, haematuria and palpable tumour to-
gether is rare, perhaps in one of ten patients. However, each of these
three symptoms occurs in 30% — 50% patients with renal cancer)

Tiredness
Weight loss
Anaemia

First symptom in 10% —20% is metastasis, usually in bone or lung

Diagnostic Clues
Epidemiology

Increased risk: Arterial hypertension
The incidence ratio males:females is approximately 3:2

Clinical Examination

Newly acquired or increasing varicocele of scrotum may on rare
occasions be secondary to renal cancer

At mother-and-child clinics, abdominal flanks of infants and
pre-school children should be palpated carefully to reveal any
enlargement of a kidney

Supplementary Tests and Examinations

If there is microhaematuria without any signs of infection supple-
mentary test are required. In general practice benign conditions
are far more frequent than cancer as a cause of microhaematuria.
In one prospective study with 38 patients one case of bladder
cancer and no cases of renal cancer were found. If erythrocyte
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cylinders are demonstrated, glomerulonephritis is the most likely
diagnosis. Nevertheless, such findings require a minimum investi-
gation by cystoscopy and urography if the cause and the location
of the bleeding are uncertain. Ultrasound may be ordered as well.
In some cases renal angiography may be indicated without any
urography, but this is a specialist decision

The varied symptomatology suggests that urinary tract symptoms
are not necessary to justify urography

If haematuria persists after negative cystoscopy/urography, con-
sider a cytological examination of the urine (may reveal cancer of
the renal pelvis although the much more frequent renal cell carci-
noma can rarely be detected this way: The last portion of morn-
ing urine, 10 ml added to 10ml 50% alcohol

The sedimentation rate is high in about half the cases of renal
cancer. Serum calcium may rarely be increased. Creatinine levels
should be determined

Haemoglobin/haematocrit sometimes may be increased up to
values suggesting (secondary) polycythaemia, but anaemia is
more common

Follow-up
By the General Practitioner

Always after urography/ultrasound has been ordered

By Referral to Specialist

Urologist or surgeon can do cystoscopy/urography in one session
at the same time as the indication for a retrograde examination is
considered. The general practitioner therefore may choose to
refer directly instead of first ordering a urography in cases of
haematuria. Waiting lists and local expertise may influence the
choice

When the general practitioner considers that computer tomo-
graphy or angiography is indicated: urologist or surgeon

If haematuria persists after a negative minimum investigation
programme, a new referral may be considered 2-3 months later
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Bladder

Common Symptoms
Haematuria
Dysuria/pollakisuria is uncommon but may occur, in which case
there is usually no bacterial growth
Diagnostic Clues
Epidemiology
Increased risk: Smoking
Certain industrial chemicals
Medical History

Occupation? Exposure to chemicals?

Supplementary Tests and Examinations

Microscopy of urine should be part of most investigations for
abdominal symptoms

The haematuria may be macroscopic. In a Danish prospective
multipractice study neoplasia was found in 11% of 351 general
practice patients consulting for first time macroscopic haematuria.
Most were bladder cancer, some were prostate, ureter or kidney
cancer. Several tumours in females were located in the genital
organs. It is not uncommon that vaginal or even anal bleeding is
presented to the doctor as macroscopic haematuria.

Follow-up
By Referral to Specialist

Microscopic or macroscopic haematuria of uncertain origin/cause
(see Kidney)
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Malignant Melanoma

Common Symptoms

A mole which grows or which exhibits some form of disorder:

— Colour change over time or variation in colour (bluish/red-
dish/grey-white/various shades of brown and black)

— Irregular or fading border or surface

— Ulceration/bleeding

— Asymmetry/satellites

— Loss of hair on naevus

— Hypopigmented halo if the mole is eccentric

Pigment may be absent from some melanomas, usually of
nodular or acral type. These often have few and moderate symp-
toms: itching/erythema with or without a little lump or a sore,
sometimes located where a naevus has previously disappeared

Diagnostic Clues
Epidemiology

Increased risk: Repeated exposure to intense sunshine
Sunburn, especially in blue-eyed and light-skin-
ned persons (Sun filter creams probably protect
against skin cancer)

Most malignant melanomas are new growths, but some grow
from benign moles

Large congenital naevi in some cases (perhaps in about
5% — 15% of cases) may develop into malignant melanomas

Prognosis of malignant melanoma is related to the depth of its
growth

Clinical Examination

Inspection should be carried out in a sharp light to look for
variations or changes in colour. Stretching of the skin may faci-
litate the demonstration of pigment variation or erythema.
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Lesions should be measured in millimeters for later comparison
and before surgical removal

Localization: Depends on histological type. All parts of the body
can be involved. There is an even sex distribution for face/neck.
Malignant melanomas on the trunk are twice as frequent in
males as in females. Malignant melanomas on the extremities are
more than twice as frequent in females as in males, especially on
the lower extremities, and the calves in particular

Pigment beneath the naiis: Blood pigment usually has an even
distribution and a sharply demarcated border parallel with the
distal edge of the nail. Malignant changes are more irregular than
haemorrhagic colouring, with partly merging white and pigmen-
ted streaks perpendicular to the edge of the nail

Moles which disappear are usually innocent, but the area may be
watched for some months because of the rare but possible deve-
lopment of amelanotic melanoma (see Common Symptoms). A
hypopigmented halo around a persisting or disappearing mole
may be considered innocent if it is concentric. An eccentric mole
in a halo should lead to referral

Anatomopathology

Pigment-forming melanocytes stem from the neural crest. Mali-
gnant melanomas may arise wherever such cells are found, but
the skin is by far the most common site. They may occur in the
retina and very rarely in the gastrointestinal tract or other
locations

Most common: Superficial spreading melanomas (SSM). All
parts of the body. Irregularities as described under Common
Symptoms. There is a prolonged phase of superficial growth
before deep invasion

Second most common: Nodular melanomas (NM). All parts of
the body. They are protruding, sharply limited, less colourful
and usually have nuances of blue-grey-black. Early lesions may
be perceived by the patients as “blood blisters”. Rapid deep
growth
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Lentigo maligna melanomas: Found on exposed surfaces, usually
in older persons. Initial lesions are always flat and may resemble
freckles, although the capacity to freckle disappears in early
adulthood. A prolonged pre-invasive phase gives rise to coin-
sized lesions. Small intralesional nodules or satellites may
signal deep growth

Acral malignant melanoma: Found on the nail bed, sole and
palm. Nail bed: see Clinical Examination. Moles on soles or
palms should be carefully inspected and referred if there is any
doubt. Both superficial and nodular types occur. The two most
common locations are the heel and the nail bed of the big toe

Dysplastic naevi are probably potential precursors of malignant
melanomas and may occur as an isolated condition or as part of
a family syndrome. Histologically proven dysplastic moles should
prompt another thorough clinical examination, removal of
suspect lesions (but not of all moles on the body!), prophylactic
advice and an invitation to return for consultation in the case of
any subsequent mole “disorder”

Follow-up

By Referral to Specialist

Suspect lesions (see Common Symptoms) and moles with a dia-
meter of >9mm should be removed by a surgeon or dermatolo-
gist

Eccentric moles in a halo or moles in nail bed, palm or sole
should be referred in case of any doubt

Congenital moles >1cm in diameter may be referred before
puberty if plastic surgery is considered possible. Malignancy
almost never develops before puberty in such lesions
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Spindle Cell and Basal Cell Carcinoma

Common Symptoms
A sore which does not heal

Small lump or wart-like lesion easily ulcerated and bleeding.
Basal cell carcinomas often have a raised pearly border with a
central depression

Diagnostic Clues
Epidemiology

Spindle cell carcinomas (=squamous cell carcinomas) are much
less frequent, but require more active treatment than basal cell
carcinomas (= basal cell epitheliomas)

Clinical Examination

Localization, spindle cell carcinomas: Face most common, often
lip or auricle. External genitalia (classified as cancer of penis or
vulva). Back of the hand. May also arise anywhere on the body,
spontaneously or in old wounds, e.g. in scars secondary to opera-
tions/burns. Sometimes preceded by leukoplakia or by senile
keratosis characterized by erythema/hyperkeratosis on atrophic
skin

Localization, basal cell carcinoma: Usually exposed skin, most
often the face. Probably no metastatic potential, but sometimes
considerable invasive capacity

Follow-up
By Referral to Specialist

Always refer sores lasting > 2 —3 months for a biopsy
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Age-distributed positive predictive value (PPV) and likelihood ratio (LR)
of the warning signals “Any sore which does not heal” or “Changes in
colour or size of warts and moles” (S, M) in relation to skin cancer (SC),
excluding basal cell carcinoma and lip cancer, in general practice. (Based
on a Norwegian study; see Introduction)

P(SC | SM) LR
Age group Males Females Males Females
20-29 0.7% 1.5% 167 253
30-39 — 2.5% - 128
40—49 1.8% - 85 —
50—-59 - 3.5% — 129
60—69 2.1% - 39 —
70+ 42% 4.8% 37 58

PPV = P(SC | S, M), probability of SC given S,M
Sensitivity of S, M presented at a consultation (P(S,M | SC))=0.5
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Cutaneous Paraneoplasia

Common Symptoms

Cutaneous paraneoplasias are rare, but take many forms:

— Acanthosis nigrans (axilla, groin), frequently with simulta-
neous gastrointestinal cancer, often in stomach

— Acquired ichthyosis

— Generalized pruritus

— Erythroderma

— Purpura

— Dermatomyositis (face/eyelid: erythema/oedema/telangiectasia,
frequently associated with cancer in female genitalia/breast

— Bowen’s disease: Intraepidermal squamous cell carcinoma, cli-
nically and histologically intermediate between senile keratosis
and squamous cell carcinoma (see Spindle Cell and Basal Cell
Carcinoma)

Diagnostic Clues
Epidemiology

Besides the malignancies mentioned above, lymphomas, my-
elomas, leukaemias and adenocarcinomas are the forms of cancer
most frequently associated with distant, non-metastatic (paraneo-
plastic) manifestations of the skin

Kaposi’s sarcoma (multiple pigmented vascular tumours in the
dermis/epidermis uni- or bilaterally on the extremities or on the
face/neck) may occur together with other forms of cancer.
Formerly a very rare form of cancer in old people, it has become
the most important acquired immune deficiency syndrome
(AIDS) associated cancer, seen especially in male homosexuals

Herpes zoster patients do not have cancer any more frequently
than other people of the same age



Eye and Central Nervous System

Eyeball

Common Symptoms

Unilateral disturbances of vision (melanoma) depending on how
close the tumour is to the macular region: a small, peripherical
reduction of the field of vision is not easily noticed by the patient

A shadow in the pupil (retinoblastoma in infants)

Exophthalmus with or without periorbital haematoma (retino-
blastoma, or metastasis from a neuroblastoma in children)

Diagnostic Clues

Epidemiology

In adults melanomas are the most common tumours of the
eyeball

Clinical Examination

During ophthalmoscopy it is important to include examination
of the periphery of the fundus

Routine red reflex examination in infants should be part of the
mother-and-child clinic control programme

Neuroblastoma (originating in sympathetic nerve cells) which has
metastasized to the orbit has been mistaken as a sign of child
battering
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Brain

Common Symptoms:

General symptoms:

— Headache (in about one case in three; in case of metastases in
half of the patients)

— Nausea/vomiting (about one case in four)

— Vertigo (about one in five)

— Psychic changes/disturbances of consciousness (about one in
five)

Focal symptoms, according to the localization of the tumour:

— Epilepsy (in about one case in seven or eight)
— Pareses (rare)

Special symptoms, according to the kind of tumour:

Pituitary tumour: Disturbances of vision (in more than one-half
of cases). Initially these are often temporary and unilateral: after
a while there is development towards bitemporal hemianopsia
Hyper-/hypopituitarism is less frequent, except with prolactino-
mas which are common but frequently asymptomatic
Amenorrhoea (women) or impotence (men) is sometimes a symp-
tom of hyperprolactinemia

Acoustic neurinoma: Unilateral disturbance of hearing, unilateral
noise in the ear and vertigo

Diagnostic Clues
Epidemiology

Almost 10% of brain tumours occur in children, and brain
tumours constitute about 30% of all malignancies in childhood

Medical History

Any headache requires a thorough medical history to clarify
location, duration, intensity, etc.
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Headache mainly in the morning is suggestive of tumour, but is
then usually a rather late symptom

Vertigo may be an initial symptom of fast-growing brain
tumours, but in general vertigo is rarely a first symptom

Clinical Examination

Donder’s test or another simple test of the visual field (pituitary
tumours)

Check for nystagmus (in cases of acoustic neurinoma it is often
present toward the afflicted side)

Fundal Examination

Test cranial nerves. Among possible findings is unilaterally
reduced corneal reflex in acoustic neurinoma

Test tendon reflexes/motor function/sensibility/balance
Blood pressure is usually not affected

The most common primary foci of brain metastases are lung,
skin (malignant melanoma), urogenital tract, breast and stomach

If headache in a child is caused by a tumour, there will usually be
positive clinical findings on neurological examination including
opthalmoscopy within 2 —4 months

Supplementary Tests and Examinations

Serum prolactin should be measured in cases of amenorrhoea/im-
potence. Other hormonal analyses depend on the clinical picture

EEG: May be ordered in cases of aquired headache of uncertain
origin despite a good medical history and a thorough clinical
examination. The sensitivity of an EEG in relation to brain
tumour has been shown in hospital studies to be quite high,
around 80%. Specificity is less satisfactory, only half of 28 EEGs
ordered by one Danish general practitioner in one year were
normal, and none of the 28 patients had a tumour. If a slight
suspicion of tumour is the only indication, repeated neurological
examination or direct referral for CT of skull may be an
alternative
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X-ray of skull: Somewhat lower sensitivity. It may prove valuable
in cases of brain tumour in children, and in cases of meningeoma,
pituitary tumour, acoustic neurinoma. Visualization of sella
turcica or of the internal acoustic porus may be ordered at the
same time as X-ray of the skull. As usual, negative results of
X-rays should be trusted less than positive clinical findings or
conspicuous symptoms

CT of skull: For computerized tomography (CT), see Follow-up

Anatomopathology

Intracerebral/intramedullary:  Gliomas (about 35% —40%)
Extracerebral/extramedullary: Meningiomas (about 10%)

Pituitary tumours

(about 5% —7%)

Acoustic neurinomas

(about 5% —7%)
Other (about 2% —3%): Includes medulloblastoma, a subten-
torial tumour of embryonal origin, in children and young adults
Metastases (about 20% —35%)

Follow-up

By the General Practitioner

In cases of acquired headache or vertigo which are not referred
there should be a follow-up appointment in 2—4 weeks

By Referral to Specialist

If there is progression of symptoms or neurological findings:
neurologist

If there are disturbances of vision: ophthalmologist

CT of skull should be ordered only in co-operation with a neuro-
logist or radiologist
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Spinal Cord

Common Symptoms

Pain (earliest and most frequent symptom):

— Pain in the back is often due to stretching of the periosteum
and is usually most pronounced in the recumbent position

— Radiating pain is often unilateral in the cervical or lumbar
part of the body and bilateral and belt-like in the thoracic
part

Paresis of extremity
Loss of sensibility

Diagnostic Clues

Epidemiology

Metastases: Two to three times more frequent than primary
tumors. In one hospital study, one-third of the patients with
metastases had no previously known malignancy. The average
age of patients with metastases is about 60 years

Primary tumours: Approximately one in three are malignant.
The average age of patients with primary tumours is 35—40
years — a little lower for malignant tumours and a little higher
for benign tumours

Medical History
Symptoms progress slowly in the case of primary tumours,
usually for several months before the diagnosis is made

Pain aggravated by coughing, sneezing or defecation may be due
to a nuclear prolapse or to a tumour in the spinal canal

Clinical Examination

The necessary examination of motor function/sensibility/tendon
reflexes is the same as in any case of back pain. The patient
should be examined wearing underwear only. Measurement of
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extremity circumference is important where there is doubt about
motor function. A rectal examination should be performed,
particularly if there are bilateral symptoms

Follow-up

By Referral to Specialist

If neurological findings: neurologist
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Common Symptoms

A lump

Diagnostic Clues
Epidemiology
Increased risk: Thyroid cancer in the family
High intake of the iodine in fish? (papillary form)
Incidence ratio females : males is approximately 3: 1

Highly differentiated thyroid cancer in older people is a quite fre-
quent finding on autopsy. Microscopically “silent” foci often
remain silent, but individual cases are prognostically unpredict-
able

Benign tumours are five to ten times more frequent than malig-
nant tumours

Clinical Examination

A palpable lump is the important finding and should be referred
regardless of the functional status of the gland, regardless of
whether the patient has a goitre, and, in a female patient, regard-
less of whether or not she is pregnant

Clinically it is impossible to distinguish between malignant and
benign tumours, or to distinguish one malignant histological type
from other types

Anatomopathology

There are four major histological types of carcinoma:

— Papillary (most frequent)

— Follicular (second most frequent)
— Medullary

— Anaplastic
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Follow-up

By Referral to Specialist

If palpable lump, regardless of any result of supplementary tests
like scintigraphy or thyroid function tests: surgeon
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Bone

Common Symptoms
Local pain
Swelling

Diagnostic Clues
Epidemiology
Metastases are more frequent than primary tumours

A tumour in a vertebral body is usually a myeloma or a metasta-
sis, most frequently from breast, prostate, or other parts of the
urogenital tract

Medical History
Spontaneous fracture may be thought of in cases of intense, acute
pain after a moderate trauma

Tumour of a vertebral body: Back pain, often slowly progressing,
usually worst during the night and when the patient is lying
supine. Neurological symptoms arise later on

Clinical Examination

Local pain or swelling on palpation may prompt X-ray examina-
tion of bone

Supplementary Tests and Examinations

Prolonged or unusual course of common ailments primarily
thought to be tendinitis, “ordinary” back pain, coxalgia, Schlat-
ter’s disease, lesion of meniscus, etc., justifies an X-ray of the
skeletal part of the region
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Anatomopathology

Primary bone tumours vary from benign (osteoid osteoma) to
highly malignant (osteosarcoma, Ewing’s sarcoma and others).
Histological classification may be difficult

Follow-up
By the General Practitioner

Acquired back pain in a patient >40years of age should be
followed up clinically after 2—4 weeks. X-ray may be considered
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Muscle and Connective Tissue

Common Symptoms

A lump or swelling

Diagnostic Clues
Epidemiology

Increased risk of sarcoma: Neurofibroadenomatosis
Tuberous sclerosis
All age groups

Clinical Examination

Evaluate origin and depth of infiltration when the patient
tightens under]ying muscles:

— Superficial tumours move freely

— A tumour infiltrating muscle will have restricted movement
when muscles are tightened

— A tumour infiltrating bone will not move whether the muscles
are tensed or relaxed

Soft tissue sarcomas most commonly have a deep location in or
between muscles

Follow-up
By Referral to Specialist

A soft tissue tumour suspected of being malignant must never be
biopsied! Direct referral to an oncologist or to an oncologic
surgeon of:

— Any deep tumour, regardless of size
— Any subcutaneous tumour > 5cm in diameter
— Any other soft tissue tumour where malignancy is suspected
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Hodgkin’s Lymphoma and Non-Hodgkin’s Lymphoma

Common Symptoms

A lump (lymphadenopathy)
General symptoms:

— Fever of unknown origin

— Itching, generalized or local, sometimes intense, may come
and go all of a sudden

— Night sweat

— Alcohol intolerance (pain in the thorax and the abdomen after
ingestion) in some cases of Hodgkin’s lymphoma (= lympho-
granulomatosis)

Various focal symptoms in cases of extranodal localization, e.g.
abdominal symptoms in cases of gastrointestinal lymphoma

Diagnostic Clues
Epidemiology

In young adults Hodgkin’s lymphoma is more frequent than non-
Hodgkin’s lymphoma, but AIDS victims with non-Hodgkin’s
lymphoma are increasing in number. In other age groups non-
Hodgkin’s lymphoma is much more frequent

About 20% of malignant lymphomas start to develop extranodal-
ly, most frequently in the gastrointestinal tract

About 20% of patients with fever of unknown origin have a
malignant disease

Apart from Kaposi’s sarcoma, lymphomas are the most impor-
tant form of AIDS-associated cancers. Their type and manifesta-
tions differ in important respects from lymphomas unrelated to
HIV. Non-Hodgkin’s lymphoma is by far the most frequent form
even in this group of mainly young adults. Extranodal forms are
more common than nodal forms. The brain and the gastrointesti-
nal tract are the most important locations. Central nervous



88 Lymphatic and Haemopoietic Tissue

system lymphomas also appear to be an important complication
of paediatric AIDS. Most forms are clinically aggressive, reflec-
ting the defective immune response and immature tumour cell
types. Intravenous drug abusers seem to develop AIDS-related
lymphoma at least as frequently as homosexual males

Medical History

Is the patient subfebrile? In case of doubt, morning and after-
noon temperatures should be measured until the next appoint-
ment

In gastrointestinal lymphoma symptoms due to tumour growth
may develop more rapidly than would be expected for other
forms of gastrointestinal cancer

Clinical Examination

Lymphadenopathy in general practice is very rarely due to malig-
nant disease. A combinaton of medical history, localization, re-
gional examination and progression or unchanged findings at the
follow-up appointment must influence the decision of whether or
not to refer

Inspect/palpate the drainage area of the enlarged nodes
Does the patient have hepato-/splenomegaly?

Hodgkin’s lymphoma frequently starts with an isolated neck
tumour. General symptoms in initial stages are more common in
non-Hodgkin’s lymphoma; look systematically for lymph node
enlargement

Supplementary Tests and Examinations

Granulocytopenia is sometimes seen. In some cases of Hodgkin’s
lymphoma there is eosinophilia and/or lymphopenia
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Metastases and Other Lumps in the Neck Region

Diagnostic Clues
Medical History

If regional or distant metastases are possible, take a good medi-
cal history to locate possible primary sites. The most important
elements of this medical history are the natural functions and
whether there have been symptoms from the oral cavity/pharynx

Clinical Examination

In one otorhinolaryngological study analyzing lumps on the
upper parts of the neck, cancer was half as frequent as infection,
but more frequent than developmental anomalies

Examine the adjacent drainage area: oral cavity with tongue,
pharynx, tonsils. Pneumatic otoscopy may be important to reveal
“silent” nasopharyngeal cancers.

For later follow-up by yourself or others: describe the tumour in
relation to anatomic structures, particularly the sternocleido-
mastoid muscle, the thyroid gland, os hyoideum and the mandi-
ble

Anatomopathology

Malignant lumps cranically and ventrolaterally on the neck are
usually metastases; lymphomas and salivary gland tumours are
somewhat less frequent
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Multiple Myeloma and Other Diseases Which
Produce Pathological Proteins

Common Symptoms

Bone pain, most frequently in the vertebral bodies. Sometimes
pathological fracture

Tiredness

Diagnostic Clues
Supplementary Tests and Examinations
Haemoglobin concentration (often low)

Sedimentation rate (often high)

Investigate proteins in serum and sometimes in urine when there
is anaemia, a high sedimentation rate or persistent back pain of
uncertain origin in persons > 40 years of age

Follow-up

By the General Practitioner

Acquired back pain in a patient >40years of age should be
followed up clinically after 2—4 weeks. X-ray may be considered

A symptom-free patient with monoclonal gammopathy without
Bence Jones proteinuria or pathological serum test results other
than the gammopathy may be followed-up after a few months in
general practice

By Referral to Specialist

If monoclonal gammopathy and symptoms: specialist in internal
medicine
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Leukaemia

Common Symptoms
Tiredness
Subfebrility
Tendency to bleeding
Lymphadenopathy
Diagnostic Clues
Medical History

Is there a history of nosebleeding or subcutaneous bleeding?

Clinical Examination

Investigate whether there is:

— Hepato-/splenomegaly

— Bleeding in the oral mucosa
Supplementary Tests and Examinations

Haemoglobin concentration, leucocyte count, blood smear and
thrombocytes (at least from the blood smear) should be evaluated

In children with symptoms of uncertain origin, these tests should
be carried out liberally. Sedimentation rate and C-reactive
protein require vein puncture and should be investigated only
when indications are somewhat stronger

Follow-up
By the General Practitioner

If general symptoms without clinical findings or pathological
blood tests: follow-up appointment in 1—3 weeks
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Polycythemia Vera

Common Symptoms

Tiredness
Various general symptoms

Diagnostic Clues

Clinical Examination

Red face/neck

75% of patients have splenomegaly, while in secondary poly-
cythemia the spleen is usually of normal size

Supplementary Tests and Examinations

Haemoglobin concentration > 18 g/dl

Sedimentation rate 0—2 mm/h

Haematocrit > 55%

Follow-up
By Referral to Specialist

If symptoms and tests as described: specialist in internal medicine
to distinguish the primary form from polycythemia secondary to
hypoxia (erythrocytosis)



Part 3.
Frequency Tables and Flow Charts



Commentary to the Tables of Cancer Statistics

The tables presented here should give a realistic idea of which
forms of cancer a general practitioner probably will have to deal
with in different age groups. Nationwide statistics are presented
for Scotland, England and Wales, and Canada. In the United
States the National Cancer Institute runs the SEER (Surveillance,
Epidemiology, and End Results) Program to identify national
trends in cancer incidence and survival. Among the eleven regis-
tries participating is the State Health Registry of Iowa, whose
data are presented here. Compared to other SEER areas Iowa
has quite low rates of lung cancer and relatively high rates of
leukaemia and non-Hodgkin’s lymphoma.

All diagnoses are according to the 9th Revision of the Inter-
national Classification of Diseases with its extension International
Classification of Diseases for Oncology, ICD-O (WHO, Geneva,
Switzerland, 1976). The tables are based on the most recent (by
summer 1989) reliable registrations. The Canadian tables and the
the all-ages table for England and Wales are based on 1984
figures. The other tables show annual incidence for a specified
3- to S-year period.

ICD9 173 (skin cancer excluding melanoma) is reported in the
United Kingdom but not in Canada or the United States.
Leukaemias and lymphomas are listed individually in the UK
and in the US tables, while the Canadian registry has amalga-
mated ICD9 200—202 (lymphomas) and ICD9 204-207 (leu-
kaemias). Non-Hodgkin’s lymphoma is listed under ICD 9 202,
lymph and histiocytic.

The percentages in the all-ages tables have a different denomi-
nator in the UK and in the American tables. For Canada and Iowa
the percentages relate only to ICD9 140-208, excluding ICD9
173. The UK total includes ICD9 173 as well as various in situ
registrations, carcinoma in situ of the cervix being by far the most
important. UK percentages would have been a little higher if the
denominator had been the same as for the American percentages.
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Statistics are presented by courtesy of:

Information and Statistics Division

Common Services Agency for the Scottish Health Service
Edinburgh

(Dr. J. A. Clarke and Mrs. Jan Warner)

Medical Statistics Unit

Office of Population Censuses and Surveys

London

(Mr. G. Longhorn)

National Cancer Incidence Reporting System

Health Division, Statistics Canada

Ottawa, Ontario

(Senior Analyst Leslie Gaudette)

State Health Registry of Iowa

Iowa City, Iowa

(Special Studies Coordinator Peter Weyer)

The author wishes to thank the registries and the persons men-
tioned for their very kind cooperation.
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The ten most frequent forms of cancer in Scotland 1983 —1986*
Percentage of total number of new cases and number of new cases per year

Diagnosis Percentage Number
Males

Trachea, bronchus, lung 26,2 3286
Skin exluding melanoma 12,0 1511
Prostate 8,7 1096
Colon, excluding rectum 6,4 808
Bladder 6,3 793
Stomach 5,7 716
Rectum 39 495
Pancreas 2,5 308
Oesophagus 24 304
Kidney 2,0 255
Females

Breast 17,6 2529
Skin excluding melanoma 10,3 1481
Trachea, bronchus, lung 10,1 1451
Colon, excluding rectum 73 1051
Stomach 39 565
Ovary 3,7 531
Cervix uteri 3,1 449
Rectum 3,1 440
Bladder 2,5 359
Pancreas 24 339

* Population 1983: males 2485047, females 2 665 358
Population 1986: males 2475039, females 2645974
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The most frequent forms of cancer in males in Scotland 1983 — 1986, age
distributed (the six most frequent below 55 years of age and the ten most
frequent 55 years of age and older), and number of new cases per year

Number

0— 14 years

Lymphoid leukaemia 15
Brain 14
Kidney 5
Lymph and histiocytic 5
Endocrine glands, excl. thyroid 4
Bone 4
15—29 years

Testis 53
Hodgkin’s disease 25
Brain 15
Malignant melanoma of skin 10
Lymph and histiocytic 8
Bone 7
30— 54 years

Trachea, bronchus, lung 275
Skin, excluding melanoma 205
Bladder 82
Colon, excluding rectum 82
Stomach 75
Testis 70
55—74 years

Trachea, bronchus, lung 2106
Skin, excluding melanoma 843
Prostate 563
Bladder 477
Colon, excluding rectum 442
Stomach 425
Rectum 284
Oesophagus 189
Pancreas 178
Kidney 154

Table continued
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Table continued from page 98

Number

75+ years

Trachea, bronchus, lung
Prostate

Skin, excluding melanoma
Colon, excluding rectum
Bladder

Stomach

Rectum

Pancreas

Oesophagus

Kidney

905
518
456
279
229
215
159
103

85

53

The most frequent forms of cancer in females in Scotland 1983 — 1986,
age distributed (the six most frequent below 55 years of age and the ten
most frequent 55 years of age and older), and number of new cases per

year

Number
0— 14 years
Lymphoid leukaemia 14
Brain 14
Endocrine glands, excl. thyroid 4
Kidney 3
Connective tissue, muscle 3
Lymph and histiocytic 2
15—29 years
Cervix uteri 30
Hodgkin’s disease 21
Malignant melanoma of skin 20
Breast 14
Ovary 11
Skin, excluding melanoma 10
30—54 vears
Breast 783
Cervix uteri 200
Skin, excluding melanoma 182
Trachea, bronchus, lung 144
Ovary 119
Malignant melanoma of skin 97

Table continued
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Table continued from page 99

Number

55—74 years

Breast 1139
Trachea, bronchus, lung 933
Skin, excluding melanoma 643
Colon, excluding rectum 470
Ovary 283
Stomach 255
Rectum 211
Bladder 189
Body of uterus 179
Cervix uteri 168
75+ years

Skin, excluding melanoma 646
Breast 594
Colon, excluding rectum 491
Trachea, bronchus, lung 372
Stomach 273
Rectum 188
Pancreas 152
Bladder 135
Oesophagus 122

Ovary 117
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The ten most frequent forms of cancer in England and Wales 1984 Per-
centage of total number of new cases and number of new cases

Diagnosis Percentage Number
Males

Trachea, bronchus, lung 248 26203
Skin, excluding melanoma 11,1 11678
Prostate 9,0 9524
Bladder 6,5 6886
Stomach 6,4 6788
Colon, excluding rectum 6,3 6648
Rectum 5,0 5269
Pancreas 2,8 2926
Oesophagus 2,3 2473
Kidney 1,9 1994
Females

Breast 19,0 21363
Skin, excluding melanoma 9,4 10576
Trachea, bronchus, lung 8,8 9840
Colon, excluding rectum 73 8192
Ovary 4,0 4539
Stomach 4,0 4465
Rectum 38 4308
Cervix uteri 3,6 4043
Body of uterus 30 3329
Pancreas 2,5 2772

* Population estimates based on 1981 census:

Males Females
1980 England 22638400 23828400
Wales 1346400 1431100
1984 England 22883200 24073200

Wales 1361000 1446200
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The most frequent forms of cancer in males in England and Wales
1980 —1984 age distributed (the six most frequent below 55 years of age
and the ten most frequent 55 years of age and older), and number of new

cases per year

Number
0— 14 years
Lymphoid leukaemia 151
Brain 100
Lymph and histiocytic 41
Hodgkin’s disease 37
Kidney 35
Bone 35
15—29 years
Testis 280
Hodgkin’s disease 206
Brain 98
Lymph and histiocytic 64
Bone 63
Skin, excluding melanoma 56
30— 54 years
Trachea, bronchus, lung 2116
Skin, excluding melanoma 1517
Colon, excluding rectum 675
Bladder 606
Stomach 578
Rectum 536

Table continued
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Table continued from page 102

Number
55—74 years
Trachea, bronchus, lung 17493
Skin, excluding melanoma 6476
Prostate 4488
Stomach 4185
Bladder 3879
Colon, excluding rectum 3579
Rectum 3917
Pancreas 1735
Oesophagus 1396
Kidney 1118
75+ years
Trachea, bronchus, lung 7092
Prostate 4229
Skin, excluding melanoma 3156
Stomach 2222
Colon, excluding rectum 2134
Bladder 2073
Rectum 1577
Pancreas 877
Oesophagus 652
Kidney 355

The most frequent forms of cancer in females in England and Wales
19801984 age distributed (the six most frequent below 55 years of age
and the ten most frequent 55 years of age and older), and number of cases

per year
Number

0— 14 years

Lymphoid leukaemia 123
Brain 80
Bone 38
Kidney 30
Myeloid leukaemia 24
Connective tissue, muscle 21

Table continued
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Table continued from page 103

Number

15—29 years

Cervix uteri 311
Hodgkin’s disease 163
Breast 127
Malignant melanoma of skin 97
Ovary 77
Brain 73
30— 54 years

Breast 6172
Cervix uteri 1629
Skin, excluding melanoma 1218
Ovary 1088
Colon, excluding rectum 939
Trachea, bronchus, lung 922
55—74 years

Breast 10153
Trachea, bronchus, lung 5827
Skin, excluding melanoma 4768
Colon, excluding rectum 3674
Ovary 2343
Rectum 2038
Body of uterus 2034
Stomach 1885
Cervix uteri 1641
Pancreas 1308
75+ years

Breast 4865
Skin, excluding melanoma 4005
Colon, excluding rectum 3738
Trachea, bronchus, lung 2501
Stomach 2419
Rectum 1862
Pancreas 1278
Bladder 1049
Ovary 935

Oesophagus 844
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The ten most frequent forms of cancer in Canada 1984*. Percentage of
total number of new cases and number of new cases

Diagnosis Percentage Number
Males

Trachea, bronchus, lung 21,9 9967
Prostate 16,7 7615
Colon, excluding rectum 9,2 4185
Bladder 6,7 3069
Rectum 5,0 2265
Lymphomas 4.4 1996
Stomach 40 1812
Leukaemias 3,0 1357
Kidney 3,0 1348
Pancreas 29 1304
Females

Breast 271 11316
Colon, excluding rectum 10,8 4502
Trachea, bronchus, lung 8,9 3714
Body of uterus 6,2 2584
Ovary 4,5 1868
Rectum 42 1735
Lymphomas 42 1735
Cervix uteri 3.8 1576
Pancreas 2,5 1064
Bladder 2,5 1059

* Population estimate 1984, based on 1981 and 1986 censuses:
males 12433 500, females 12694400

The most frequent forms of cancer in males in Canada 1984, age distri-
buted (the six most frequent below 55 years of age and the ten most fre-
quent 55 years of age and older), and number of new cases

Number

0— 14 years

Leukaemias 145
Brain 85
Lymphomas 70
Kidney 27
Endocrine glands, excl. thyroid 24
Connective tissue, muscle 17

Table continued



106 Frequency Tables and Flow Charts: Canada

Table continued from page 105

Number

15—29 years

Lymphomas 206
Testis 202
Brain 91
Leukaemias 79
Malignant melanoma of skin 73
Bone 43
30— 54 years

Trachea, bronchus, lung 1215
Lymphomas 581
Colon, excluding rectum 496
Bladder 398
Malignant melanoma of skin 341
Rectum 311
55—74 years

Trachea, bronchus, lung 6587
Prostate 4163
Colon, excluding rectum 2337
Bladder 1660
Rectum 1321
Stomach 1044
Lymphomas 849
Kidney 789
Pancreas 778
Larynx 646
75+ years

Prostate 3288
Trachea, bronchus, lung 2153
Colon, excluding rectum 1328
Bladder 992
Rectum 624
Stomach 537
Pancreas 360
Leukaemias 314
Lymphomas 290

Kidney 258
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The most frequent forms of cancer in females in Canada 1984, age distri-
buted (the six most frequent below 55 years of age and the ten most
frequent 55 years of age and older), and number of new cases

Number

0— 14 years

Leukaemias 98
Brain 67
Lymphomas 26
Bone 25
Kidney 24
Connective tissue, muscle 23
15—29 years

Cervix uteri 220
Lymphomas 191
Thyroid gland 143
Malignant melanoma of skin 111
Breast 96
Ovary 78
30— 54 years

Breast 3552
Cervix uteri 765
Trachea, bronchus, lung 663
Colon, excluding rectum 536
Ovary 502
Body of uterus 467
55—74 years

Breast 5405
Trachea, bronchus, lung 2306
Colon, excluding rectum 2215
Body of uterus 1718
Ovary 927
Rectum 923
Lymphomas 733
Pancreas 538
Bladder 503
Stomach 452

Table continued
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Table continued from page 107

Number

75+ years

Breast 2262
Colon, excluding rectum 1736
Trachea, bronchus, lung 737
Rectum 563
Stomach 460
Pancreas 432
Bladder 417
Body of uterus : 391
Lymphomas 381

Ovary 343
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The ten most frequent forms of cancer in the state of Iowa, USA, 1983 —
1985°. Percentage of total number of new cases and number of new cases
per year

Diagnosis Percentage Number
Males

Trachea, bronchus, lung 21,7 1326
Prostate 20,4 1252
Colon, excluding rectum 11,0 676
Bladder 5,2 317
Rectum 50 307
Lymph and histiocytic 3,6 222
Kidney 3,0 186
Pancreas 2,8 172
Larynx 2,2 137
Stomach 2,1 127
Females

Breast 27,6 1644
Colon, excluding rectum 14,6 870
Trachea, bronchus, lung 8,1 430
Body of uterus 7,0 415
Rectum 4,5 269
Ovary 43 254
Lymph and histiocytic 3,7 221
Pancreas 2,8 166
Cervix uteri 2,6 154
Malignant melanoma of skin 2,0 120

2 Total population 1980: 2913808 (census). 51% females, 49% males,
97,4% whites, 1,4% blacks, 1,2% other races
Total population 1987: 2834000 (estimate)
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The most frequent forms of cancer in males in the state of Iowa, USA,
1983 — 1985, age distributed (the six most frequent below 55 years of age
and the ten most frequent 55 years of age and older), and number of new

cases per year

Number

0— 14 years

Brain 11
Lymphoid leukaemia 10
Lymph and histiocytic 5
Bone 4
Endocrine glands excl. thyroid 4
Kidney 4
15—29 years

Testis 30
Hodgkin’s disease 16
Lymph and histiocytic 9
Brain 8
Malignant melanoma of skin 8
Thyroid gland 4
30— 54 years

Trachea, bronchus, lung 121
Colon, excluding rectum 59
Malignant melanoma of skin 44
Lymph and histiocytic 43
Testis 28
Rectum 28
55—74 years

Trachea, bronchus, lung 857
Prostate 634
Colon, excluding rectum 359
Rectum 184
Bladder 174
Lymph and histiocytic 104
Kidney 98
Larnyx 96
Pancreas 84
Stomach 71

Table continued
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Table continued from page 110

Number

75+ years

Prostate

Trachea, bronchus, lung
Colon, excluding rectum
Bladder

Rectum

Pancreas

Lymph and histiocytic
Kidney

Stomach

Lymphoid leukaemia

603
346

The most frequent forms of cancer in females in the state of Jowa, USA,
1983 — 1985, age distributed (the six most frequent below 55 years of age
and the ten most frequent 55 years of age and older), and number of new

cases per year

Number

0— 14 years

Lymphoid leukaemia 9
Brain 8
Kidney 4
Connective tissue, muscle 2
Hodgkin’s disease 2
Bone 2
15—29 years

Hodgkin’s disease 17
Thyroid gland 17
Malignant melanoma of skin 15
Cervix uteri 14
Ovary 7
Breast 6

Table continued
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Table continued from page 103

Number

30—54 years

Breast 385
Colon, excluding rectum 71
Body of uterus 70
Cervix uteri 66
Trachea, bronchus, lung 62
Ovary 54
55—74 years

Breast 775
Colon, excluding rectum 367
Trachea, bronchus, lung 308
Body of uterus 246
Ovary 125
Rectum 119
Lymph and histiocytic 100
Pancreas 67
Kidney 58
Cervix uteri 51
75+ years

Breast 477
Colon, excluding rectum 432
Rectum 127
Trachea, bronchus, lung 109
Body of uterus 98
Lymph and histiocytic 88
Pancreas 87
Ovary 67
Bladder 61

Stomach 47
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