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PREFACE

During the last quarter of the 20™ century a paradigmatic change occurred
in the understanding and classification of malignant lymphomas. This was
primarily a result of the discovery of the two lymphocyte systems (the B-cell
and T-cell systems with numerous variants), which was made possible mainly
through the use of many antibodies, most of which were monoclonal. In or-
der to distinguish the various types of lymphoma it is necessary to use an
optimum technique that allows recognition of the same cell types in both
imprints and sections. The pioneer work of A. A. Maximow more than 100
years ago laid the basis for developing such a technique for preparing sec-
tions and imprints of high quality, which are a prerequisite for both exact
morphological diagnoses and the application of antibodies. This led to the
development of new classifications that also proved to be largely valid when
tested with recent molecular genetic techniques.

The development began in Europe in 1972 and soon led to the systematic
application of a new lymphoma classification, which was proposed by the
members of the European Lymphoma Club at a meeting in Kiel, Germany
(thus the name “Kiel classification”) in 1974. The classification quickly came
into widespread use in Europe. In the USA (and institutions dependent on
the USA), however, the classification met with great resistance and opposi-
tion. Finally, a breakthrough occurred after an international study suggested
by Dr. J.O. ARMITAGE and performed by a group of true lymphoma experts
(pathologists); the overwhelming results of this study were presented by
Dr. S.A. ROSENBERG in Omaha, NE, USA in 1997.

Since the USA-dominated Society for Hematopathology was not inter-
ested in establishing a separate section for the large group of European
haematopathologists, the European Association for Haematopathology was
founded in 1988. The Association has developed into an effective organiza-
tion with a steadily growing number of members (from 246 in 1988 to more
than 500 registered participants at the last congress in Thessaloniki,
Greece).

The author has been asked many times to write a chronicle of these devel-
opments. On the one hand, it was a pleasure to accept - for the sake of a good
cause. On the other hand, there were several difficulties. First, I had to rely
mostly on notes taken in my own diary; I was well aware of the risk that the
report would be too personal. Second, it was difficult to give due honour to
the many colleagues involved and to mention them all in the report. It felt
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awkward to write “I” so many times, knowing that none of the studies would
have been possible without the participation of colleagues, especially co-
workers at the Institute of Pathology in Kiel. I thank them all for their pa-
tience, cooperation, and loyalty. Of my many co-workers there are four who
deserve special mention, namely, Professor E. KAISERLING, Profes-
sor H. K. MULLER-HERMELINK, Professor E. W. SCHWARZE, and Profes-
sor H. STEIN. I am also grateful to my loyal clinical colleague Profes-
sor G. BRITTINGER and his large group of clinicians, who readily provided
biopsy material and clinical data even under difficult conditions. In order to
obtain the material the local pathologists had to give their consent, and they
did so generously. The concepts underlying the Kiel classification were scru-
tinized in immunological studies done by members of a “special research
area” (sponsored by the German Research Foundation), of which Profes-
sor W. MULLER-RUCHHOLTZ was co-chairman; he was a crucial critical
partner. The harmonious cooperation within the European Lymphoma Club
was of great value, and I could always rely on the members’ support. My
thanks are also due to the medical technicians at the Institute in Kiel; when I
examined the slides they had prepared I was often spurred on by their excel-
lent skills (e.g. Giemsa staining).

This report would not have been possible without the energetic support
of the President of the European Association for Haematopathology,
Dr. M. A. P1ris, and the Treasurer, Professor J. H.]J. M. vaN KRIEKEN. They
spontaneously agreed to have the Association cover the costs of publication.
As with earlier books, I am also very grateful to Mrs. M. SOEHRING for her
prudent and constructive support while translating the text.

It was a pleasure to work with Ms. G. SCHRODER und Ms. E. BLAs1G of
Springer-Verlag, whose competent and untiring efforts made it possible to
publish this report in time for the next congress of the European Association
for Haematopathology in Vienna, Austria.

Kiel, May 2006 KARL LENNERT



FOREWORD

The European Association for Haematopathology (EAHP) was created with
the aim of integrating lymphoma basic and clinical research, stemming from
the deeply held conviction that only by pursuing research into clinical trans-
lation will we eventually be able to refine lymphoma diagnostic categories.
This will make it possible for us to develop new diagnostic and therapeutic
tools, using more efficiently the therapies that are currently available. The
work of the EAHP and the Society of Hematopathology created the basis for
the REAL Classification that finally, under the sponsorship of the WHO, led
to the publication of the unique WHO Lymphoma Classification that is now
recognized throughout the world. The efforts to promote a lymphoma clas-
sification with a solid biological foundation is described in this extraordi-
nary book, in which Professor K. Lennert narrates his memories of those
years and of the work that was so infused with his strength of purpose and
dedication.

Many of today’s young clinicians and researchers will find it difficult to
appreciate the damage that the confusion concerning lymphoma classifica-
tion wrought on patients suffering from lymphoproliferative conditions dur-
ing the period related here. Professor Lennert’s personal recollections de-
scribe the formula by which this crisis was overcome - the integration of
basic and clinical research in enthusiastically conducted work directed to-
wards well-chosen ends. This formula has been adopted by leading patholo-
gists in Europe and the USA, so ensuring that the Lymphoma Classification
will continue to be kept up to date. Indeed, this synthesis of fundamental
and applied research has become the model of choice, replicated by other
scientific societies throughout the clinical world.

The fruits of Professor Lennert’s scientific career and objectives are now
embodied within the WHO Lymphoma Classification. This fully embraces
the main proposals of the Kiel Classification, the establishment of tumoral
categories that integrate cell lineage, stage of differentiation, molecular mark-
ers and diagnostic morphological features. As such, it provides haemato-
pathologists and clinicians with a reliable tool for the accurate identification
of the different lymphoma types.

While the European Association for Haematopathology was created dur-
ing the era described in this book, it remains an exemplary pathology soci-
ety, open to basic and clinical researchers, and currently has around 500
members worldwide. Today it represents the natural continuation of the
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spirit that in the 1970s and 1980s pervaded the Institute of Pathology in Kiel.
It was there that Professor Lennert was host to dozens of haematopatholo-
gists from all over the world, and where he provided them with an opportu-
nity to share projects, exchange ideas and compare results. This contributed
greatly to establishing the community as we know it today, with its freedom
from international boundaries.

In recognition of all this, we take great pleasure in writing this foreword
to Professor Lennert’s memoirs and welcome the publication of this book to
mark the occasion of his 85™ birthday.

Dr. MIGUEL A PIRIS Prof. STEFANO PILERI
President EAHP President Elect EAHP
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1T INTRODUCTION

Haematology, the science of the blood and its diseases, was a purely clinical
domain for a long time, because diseases of the blood could usually be diag-
nosed on blood or bone marrow smears. Haematopathology, on the other
hand, is generally based on changes in the micro- or macroscopic appear-
ance of blood-forming organs; a haematopathological diagnosis mostly de-
pends on a histological examination. It took a long time before clinicians (at
least in Europe) gave up their hegemony and allowed pathologists to have a
say. A good example was the public debate between A.A. Maximow [1]
(Fig. 1), the first haematopathologist of any stature, and O. NAEGELLI, an in-
ternist from Zurich, Switzerland, who accused pathologists of complete in-
competence in diagnostic haematology [2] and was applauded by clinical
haematologists. MAXIMOW was at a great advantage, however, because he
could identify blood and bone marrow cells not only in smears, with which
clinicians were familiar, but also in histological sections prepared from bone
marrow biopsies. The latter made it possible for him to use an optimum
technique. He embedded the biopsy tissue in resin from which he cut ultra-
thin sections, which he stained with azure II-eosin; later he added haema-
toxylin to the staining. Furthermore, MAaximow was blessed with the ability
to reproduce exactly what he had seen under the microscope in water colour
paintings. Hence it was possible to learn to make haematological diagnoses
on sections and smears from his illustrations.

After the death of MAXIMOW in 1928, his work was carried on at the Insti-
tute of Anatomy in Chicago, IL, USA by his successor W. BLoom, whom
M. H. Brock considered to be his real teacher [3]. In Germany J. WIENBECK
started using MaxiMow’s technique during World War II [4]. Unfortunately,
his studies were halted by his sudden death. In 1945 I began using Maxi-
Mow’s technique and taught myself to apply it in the study of bone marrow
and lymph nodes by reading Maximow’s comprehensive description in the
handbook edited by P. STOHR and W. vON MOLLENDOREE [1], which was of
excellent didactic quality [5]. Instead of azure II-eosin it soon became evi-
dent that the Giemsa solution produced by Merck (Darmstadt, Germany)
was just as good and much easier to use. Good embedding in paraffin proved
to be sufficient for routine diagnoses. Re-embedding in resin (JB-4; the
method is described in [6]) was performed in special studies, e.g. analyses of
high-grade malignant B-cell lymphomas [7] or of T-cell lymphoma vari-
ants.
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MaxiMow’s pioneer studies were the impulse for the albeit hesitant de-
velopment of the field of haematopathology. The reader may refer to the re-
view of R.E. DORFMAN in his MAUD ABBOTT Lecture in 1994 [8] for more
information about research in this field and also to the brilliant book written
by M. M. WINTROBE [9] who competently described the research of most of
the haematologists all over the world.

In the USA two research centres were established by H. RAPPAPORT
and R.]J. LukEs. Their work culminated in two atlases published by the
Armed Forces Institute of Pathology [10,11]. In Europe A.H.T. RoBB-SMITH
founded the first lymph node registry in 1947 [12]. In 1978 W.5t.C. SYMMERS
gave the first monographic description of the pathology of lymphoreticular
tissue [13].

There are now several societies that were specifically founded to promote
the field of haematopathology. The first was the Japan Society of the Reticulo-
endothelial System, founded in Tokyo, Japan in 1960. Its first president was
K. Akazaxt and the first vice-president was S. YAMAGATA. The term “retic-
uloendothelial system” (RES), which was originally coined by L. ASCHOFF
and co-workers, included all of haematology, including haematopathology.
The first published proceedings of the first general meeting in Sendai, Japan
in 1961 focussed on morphological and functional studies of the RES [14]. As
time went by the proceedings contained more and more clinical and patho-
logical-anatomical studies in the whole field of haematology. Nevertheless,
haematopathology continued to be the main focus. In the first eight years the
number of members rose to more than 1,000.

In 1981 the Society for Hematopathology was founded in the USA. Its
first president was C. W. BERARD and the first vice-president was DORFMAN.
More about this Society will be presented in a later chapter (see p. 108).

The following report will tell the history of the third haematological soci-
ety, known as the European Association for Haematopathology.

In haematopathology nowadays both the practical and the scientific inter-
est is focussed mainly on two subjects, namely, the pathology of myeloprolif-
erative disorders and malignant lymphomas. In the following I shall concen-
trate on the pathology of malignant lymphomas.
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Fig.1 A. Maximow, Etron, 1917 (photograph kindly
provided by R. DEYEV, Saint Petersburg, Russia)



2 CLASSIFICATION
OF MALIGNANT LYMPHOMAS

2.1 1958-1971

A. RUTTIMANN [15] invited LUKES and myself to present the American and
European concepts of lymphoma classification at the International Sympo-
sium on Lymphology in Zurich in 1966. This was a simple task for LUKES
[16], because he could fall back on the concept of E. A. GALL and T.B. MAL-
LORY [17], which was later modified by RAPPAPORT [9,18] and accepted
everywhere in the United States. On the basis of analyses of haematoxylin
and eosin (H&E) stained sections RAppAPORT distinguished six cytological
types of lymphoma, each of which could show a nodular or diffuse growth
pattern. Hodgkin’s disease was included in this concept. On the whole, LUKES
accepted RAPPAPORT’s concept, but did not want to include the “mixed
(lymphocytic-histiocytic) type”. He also questioned the inclusion of Hodg-
kin’s disease because its nature had not yet been clarified. LUKES presented
this as the American concept, but emphasized that it would be necessary to
add to the basic lymphoma entities on the basis of further parameters.

It was not so easy for me to demonstrate a European concept of lymphoma
classification [19], because at the time there was no such thing. My sympa-
thies were with the concept of RoBB-sMITH [20], who was convinced that it
was widely recognized in Europe. He distinguished reactive hyperplasias,
progressive hyperplasias (e.g. chronic lymphocytic leukaemia) and sarcomas
of lymphatic tissue.

At the Institute of Pathology in Kiel we used not only H&E staining but
also Giemsa-stained sections for a cytological classification. We also applied
histochemical methods and performed electron microscopic investigations,
even on formalin-fixed tissue. It became evident that the tumour cells of
some of the so-called reticulosarcomas contained a large amount of rough
endoplasmic reticulum. The cells in such cases were thus interpreted as im-
munoblasts. At the Symposium in Zurich I demonstrated a typical case of
this type and proposed the term “immunoblastic sarcoma” The entities that
we could recognize at the time were presented in a table. These included
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some entities that were not recognizable in the American concept, e.g.
chronic lymphocytic leukaemia, lymphosarcoma, Waldenstrom’s macro-
globulinaemia and generalized giant follicular hyperplasia (Brill-Symmers’
disease).

2.2 THE WHO CLASSIFICATION 1 (1968-1976)

It was evident that consensus on a generally accepted classification of malig-
nant lymphomas was urgently needed. As a representative of the World
Health Organization (WHO), H. TORLONT tried to organize the pubilication
of a “Blue Book” on these neoplasms. He invited G. MATHE, G.T. O'CONOR

Fig.2 Workshop to prepare the first WHO classification in Kiel, Germany, 1968.
Left: G. MATHE. Right: H. RAPPAPORT



2.2 THE WHO CLASSIFICATION | (1968-1976)

and Rapraprorrt (Fig. 2) to the Institute of Pathology in Kiel, Germany in
1968 (18—22 November). I was to be the host and a participant in the discus-
sion. There was a lively and controversial debate. MATHE defended Rappa-
PORT’s concept of the cytological diversity of nodular (follicular) lympho-
mas, whereas I held the view that only one group of tumour cells proliferates
in follicular lymphomas, namely, germinal centre cells. The debate escalated
as the days went by, until MATHE suddenly gave in and agreed that follicular
lymphoma should be considered a single entity. The resulting lymphoma
classification did not conform to the American concept originally favoured
by MATHE. We also discussed at length the possibilities offered by cytochem-
istry in the diagnosis of leukaemia, as presented to the group by my co-
worker L.D. LEDER. Over the next four years, however, I did not hear any-
thing more about a manuscript.

At the beginning of 1972 the participants each received a copy of the final
“Blue Book” manuscript. It was a big surprise, because the results of the dis-
cussion in Kiel were not mentioned at all. For example, follicular lymphoma
was not defined as a single entity in the classification of malignant lympho-
mas. Therefore I asked MATHE to add a footnote to the classification table
stating that I did not wish to be identified with the WHO classification. Since
MATHE refused to do so, I asked to have my name deleted from the list of
editors. R. GERARD-MARCHANT also reacted by having his name deleted,
especially since the lymphoma classification proposed by MATHE and Rap-
PAPORT had not been negotiated with the other members of the group.

A year later RAPPAPORT presented the WHO classification at a workshop
in Chicago (see p. 14). There was a very lively discussion following his report
and then a vote. Only about 50% of the participants voted “Yes”, approx. 25%
voted “No” and the rest abstained.

In September 1975 TORLONT’s successor at the WHO in Geneva, Switzer-
land, L.H. SoBIN, corresponded with MATHE and myself. I was still supposed
to be a member of the board of editors of the “Blue Book’, but I asked to be
removed from the list.

In December 1975 the members of the European Lymphoma Club (ELC,
see p. 17) wrote a letter to SOBIN declaring their unanimous opinion that the
proposed WHO Classification was not acceptable and that they would not
recommend its use. Other letters protesting the classification were written to
MATHE by GERARD-MARCHANT and D. A. G. GALTON. Nevertheless MATHE
and RappAPORT published the “Blue Book” in 1976 in collaboration with
O’Conor and TorLoNI without any significant changes [21]. MATHE also
presented the WHO Classification at a meeting of the International Acad-
emy of Pathology in Washington, DC, USA that same year. The classifica-
tion was out of date before it was even published. As far as I know, it was
never used except at a few hospitals (e.g. in Moscow and Tokyo).
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2.3 LYMPHOCYTE TRANSFORMATION
AND THE B-CELL AND T-CELL SYSTEMS. INITIAL
IMMUNOCHEMICAL STUDIES, 1971-1972

At earlier international meetings I had already stated the view that follicular
lymphomas are proliferations only of germinal centre cells (“germinoblasts”
and “germinocytes”) that had already been identified in normal lymph nodes.
One of these occasions was the first meeting of the European Division of the
International Society of Haematology in Milan, Italy in 1971 (5-11 Septem-
ber) [22]. There, at a cocktail party, A. STACHER approached me and asked
me to give a lecture on malignant lymphomas (later called “non-Hodgkin’s
lymphomas” [NHL]) at the next conference in Vienna, Austria (see p. 10).
Another occasion was the meeting of the Japanese and American lymphoma
groups in Nagoya, Japan two months later (7-12 November 1971), to which I
was invited at the request of AKAZAKI [23]. At this meeting LUKES presented
preliminary results of studies using a camera lucida that he had performed
with R.D. Corrins. With the aid of this device they were able to sketch the
nuclei of tumour cells. They found cells that, in their opinion, essentially cor-
responded to the cells called “germinoblasts” and “germinocytes”. LUKESs and
CorLrins used the terms “noncleaved follicular-center cell” and “cleaved folli-
cular-center cell”, depending on the shape of the nuclei (round or cleaved,
respectively).

At the meeting in Nagoya M. Kojima identified himself with our concept
of follicular lymphoma, one reason being that he had found desmosomes by
electron microscopy in most cases. H.R. NIEDORF had made the same ob-
servation in 1969 [24]. DOREMAN of the American group defended Rappa-
PORT’s concept, because there was no convincing proof that follicular lym-
phoma cells were derived from germinal centre cells. BERARD said that this
would need further study; later he confirmed our concept.

During the discussion following AxkazAKT’s (Fig. 3) lecture on reticulosar-
coma in Japan, I reported that H. STEIN of the Institute of Pathology in Kiel
had found an increase in IgM in four cases that had been diagnosed as reticu-
losarcoma. These cases should therefore be considered to be immunoblastic
lymphomas. Parallel electron microscopic investigations in Kiel by E. Ka1-
SERLING and H.K. MULLER-HERMELINK had revealed that there were ap-
parently three types of so-called reticulosarcoma: (1) with abundant rough
endoplasmic reticulum, (2) with sparse rough endoplasmic reticulum and
abundant polysomes and (3) with no rough endoplasmic reticulum and few
polysomes. The first type, at least, seemed to be interpretable as immuno-
blastic lymphoma.

DoORFMAN presented a new entity that he named after the first patient
observed with the disease. Co-workers of J. Rosar apparently described the
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Fig.3 K. Akazaxi, the Japanese initiator of the Japanese- Ameri-

can lymphoma conferences (Otsu, Japan, 1964)

same cases as “malignant histiocytosis with cutaneous involvement and
eosinophilia” [25]. The participants at the meeting were asked whether they
had seen this entity. Both LukEs and myself answered that we had observed
some cases. LUKES called it “immunoblastic lymphadenopathy” and I used
the term “lymphogranulomatosis X” [26,27]. Later the term “angioimmuno-
blastic lymphadenopathy” proposed by G. FrRizzErA [28] came into wide-
spread use. Then in 1979 a research group in Tokyo introduced the term “im-
munoblastic lymphadenopathy-like T-cell lymphoma” and assumed that it
was a type of malignant lymphoma instead of an unusual immune reac-
tion [29].

During the early seventies pathologists were becoming more aware of
some results of experimental immunologic research. Two findings were
significant. First, earlier fundamental studies of lymphocyte cultures by
P.C. NoweLL [30] led to the observation that small lymphocytes could
transform into large basophilic cells showing very active mitotic division
(“immunoblasts”). Decades earlier Maximow had already postulated the
transformation of lymphocytes and had used the terms “micro-", “meso-"
and “macrolymphocytes”. Second, two functionally different lymphocyte
systems were discovered, namely, the B- and T-lymphocyte systems. The to-
pography, morphology and function of these systems were investigated with
great intensity. Both discoveries challenged me and others to investigate
whether the morphological variants of malignant lymphoma are in fact dif-
ferent expressions of the various types of lymphocytes and their derivatives.
We were encouraged by E.J. KEUNING and his research group in Groningen,
The Netherlands. He and his co-workers visited the Institute of Pathology in
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Kiel and he also found a specialized immunochemist (H. BoumAN) to work
with us.

Hence results of experimental immunologic research were the impulse for
lymphoma studies by a research group in Los Angeles, CA (USA; Luxes and
co-workers) and by the research group in Kiel. Both groups began their work
at about the same time in 1971. LUKES was assisted by COLLINS in cytological
studies using a camera lucida, on which he based his first publications (see
p- 8). In Kiel fortunate circumstances made it possible for STEIN to do im-
munochemical analyses of lymphoma tissue homogenates. M.R. PAR-
WARESCH provided the technical know-how of his laboratory. Just at the
right moment during the routine diagnosis of lymph node biopsies we no-
ticed several large-cell lymphomas that were so strongly basophilic that there
was good reason to suspect increased production of proteins in the tumour
cells. Further analysis revealed that the tumour cells actually contained large
amounts of IgM [31]. This encouraged us to look for increases in IgM and
other types of immunoglobulin (Ig) in other types of lymphoma. The search
was successful.

At the 2nd International Workshop on Chemo- and Immunotherapy of
Leukaemia and Malignant Lymphomas in Vienna in 1972 (20 March) sur-
prisingly little international attention was paid to the presentations given by
myself and STEIN [32]. We reported on the first 27 cases of malignant lym-
phoma (including plasmacytoma) that had been investigated with immuno-
chemical methods. Consequences could be drawn from the results of these
studies, together with the morphology of the tumours, indicating that the
classification of lymphomas should be revised. In 11 of the 27 cases of malig-
nant lymphoma the tissue contained increased amounts of IgM, but only
some of these cases also showed paraproteinaemia. Up to this time most of
the cases would have been diagnosed as reticulosarcoma. There were also
some tumours, however, that displayed histologically a monotonous-looking
increase in lymphocytes together with plasmacytoid cells; we used the term
“immunocytoma” for such cases. The most important diagnostic criterion
was found in these cases with periodic acid-Schiff (PAS) staining: “intranu-
clear” globular inclusions, which are known as Dutcher bodies in Walden-
strom’s macroglobulinaemia. Since paraproteins could not be found in the
blood in a few of these cases, we concluded that there are cases of immuno-
cytoma without paraproteinaemia, i.e. Waldenstrom’s macroglobulinaemia
without paraproteinaemia. This phenomenon had already been published in
1971 by J. DIEBOLD et al. [33] and was described in detail by KAISERLING et
al. [34]. In all future histological analyses we therefore included PAS staining
in order to make Ig retained in the tumour cells visible.

The results of these investigations were the beginning of the path toward
a biological understanding of malignant lymphomas. At the time the differ-
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entiation of B- and T-cell lymphomas was still an unmet challenge, as pro-
posed by R. A. Goob as early as 1965 [35].

2.4 THE KIEL LYMPHOMA STUDY GROUP

The meeting in Vienna was hosted by STAcHER (Fig. 4), who thereby opened
the door previously held closed by clinicians. Directly after our presentations
a group of Austrian and German clinicians got together and agreed to send
specially prepared material from all of their suspected cases of malignant
lymphoma to Kiel. This group later became known as the “Kiel Lymphoma
Study Group”. One Austrian and eight German hospitals were represented in
the group.’ In September 1972 G. BRITTINGER (Fig. 5) of Essen, Germany
took over as head of the group. All of the participating clinicians were re-
quired to send the following material from each case: a fresh biopsy speci-
men, tissue fixed in formaldehyde (intended for embedding in paraffin) and
tissue fixed in glutaraldehyde (for electron microscopy). They also agreed to
prepare 10 imprints of tumour tissue (for Pappenheim and histochemical
stainings), 10 blood smears (to be stained by the same methods as the im-
prints) and 10 ml serum (for Ig analysis). Finally, they had to fill out a de-
tailed questionnaire with all the relevant clinical data.

The clinicians’ willingness to participate made a multiparameter study
possible for the first time. In the laboratories in Kiel biopsies from all sus-
pected cases of malignant lymphoma were embedded in paraffin by an opti-
mized method. Sections were stained with Giemsa and these were compared
with Pappenheim-stained imprints. Sections were also stained with H&E,
PAS, and the silver impregnation technique (Gomori). Imprints were ana-
lyzed by cytochemistry (enzyme cytochemistry) in the laboratory of LEDER.
The electron microscopic analyses were performed by KaiserrinG. Tissue

1 The Austrian clinician was A. SSACHER (Vienna). The German clinicians were H. BAR-
TELS (Liibeck); IRENE BoLL (Berlin); H. BEGEMANN and co-workers W. KABOTH,
P.Scurick and H.THEML (Munich); U. GuNzer (Wiirzburg); K. MAINZER and
K.A. MULLER (Mainz); P.G. SCHEURLEN and H.W.PEes (Homburg/Saar); W. Pri-
BILLA, H.H. FOLLE and U. RUHL (Berlin-Moabit); F.C. WENDT (Essen). A short time
later G. BRITTINGER and his co-workers W. AUGENER, K. BREMER and P. MEUSERS
(Essen) joined the group.
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Fig.4 A.STACHER, initiator of the Kiel Lymphoma Study
Group (1972)

Fig.5 Two of the leading clinicians of the Kiel Lymphoma
Study Group. Left: G. BRITTINGER (head of the Group). Right:
K. MUSSHOFF (1996)
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homogenates underwent immunochemical analysis with discontinuous
polyacrylamide electrophoresis in the laboratory of STEIN; later he used
other immunocytochemical methods. Immunochemical analyses of fresh
tissue were also performed at the Institute of Biochemistry in Kiel (Head:
B. HAVSTEEN) by BouMAN and others.

The Kiel Lymphoma Study Group met again in Kiel in 1973 (1 December)
and then in Vienna in 1974 (24 March) to finalize the strategy for the study.
An experienced radiologist, K. MussHOFF (Fig. 5) of Freiburg, Germany,
regularly joined further meetings as a knowledgeable consultant.

Within a relatively short period of time it was possible to investigate an
unusually large amount of material with all available methods and to include
both scientific and clinical parameters. This was exemplary clinical-patho-
logical cooperation! The study, known as the Lymphoma Programme, was
retrospective at first and the results were published in 1977 [36,37]. It was fol-
lowed by a comprehensive prospective study [38].

Both studies would not have been feasible without the cooperation of the
local pathologists® at each hospital nor without the financial support from
the Deutsche Forschungsgemeinschaft (DFG; German Research Foundation)
and the Kind-Philipp-Stiftung. The working conditions in Kiel were particu-
larly good because a “Sonderforschungsbereich” (special research area) was
founded in 1973 with funds from the DFG to support research on the lym-
phatic system and experimental transplantation. The results were appraised
on a regular basis and funds continued to flow until 1987. Cooperation
between the Institute of Pathology and the Department of Immunology un-
der W. MULLER-RUCHHOLTZ was particularly fruitful, as were regular collo-
quia with immunologists from other institutions both in Germany and in
other countries. This exemplary symbiosis of morphologists and experimen-
tal immunologists was crucial for the success of the programme.

2 Theseincluded ALEXANDRA PIRINGER-KUCHINKA, W. ALTMANN, H. BREDT, A. GROPP,
E. LANGER and W. MULLER.

13
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2.5 1972-1973

At several national and international meetings after the workshop in Vienna
in 1972 the Kiel research group reported stimulating details of the research
being done in Kiel, especially by STEIN.

The first publication entitled “Malignant Lymphomas of B-Cell Type” ap-
peared in »Lancet« in October 1972 [39]. The results of Ig analyses of tissue
homogenates from various types of NHL, including multiple myeloma, were
reported. B-cell lymphoma tissue contained increased amounts of Ig, in most
cases IgM. It could be shown that so-called reticulosarcoma was of lymphatic
nature (previously and later we used the term “immunoblastic sarcoma” or
“immunoblastic lymphoma”).

In 1973 (26-30 May) I was invited by A. LLOMBART-BOSCH to a meeting
of the Sociedad Espariola de Anatomia Patolégica in Murcia, Spain to give a
lecture on follicular lymphoma. At a round-table discussion I drew a simpli-
fied B- and T-cell scheme on the blackboard for the first time in public. This
initiated a lively discussion and was the impulse for further cooperation with
Spanish colleagues. The scheme was published in 1975 in the proceedings of
the meeting of the Deutsche Gesellschaft fiir Himatologie (German Society
for Haematology; see p. 27) and then in many other publications with grad-
ual improvements.

2.6 PRELUDE TO EUROPEAN COOPERATION, 1973

The new, morphologically and functionally based attempts to redefine NHL
made by Lukes and CoLLINS and by the research group in Kiel stood out
against the WHO classification favoured by MATHE and RAPPAPORT. A
“meeting on the classification of lymphomas” was proposed to reach an
agreement, which would be presented later at a lymphoma symposium in
London, UK. RAPPAPORT was asked to organize the meeting in Chicago. He
invited lymphoma experts from Europe (including M.H. BENNETT, N. CHEL-
LOUL, G.FARRER-BROWN, GERARD-MARCHANT, IR1s HAMLIN, KRISTIN
HENRY, F RILKE, A.G. STANSFELD, A.E. STUART and J. A. M. vAN UNNIK)
and from the USA (including BERARD, J. BUTLER, L. W. COPPLESON, DORE-
MAN, LUKES, J. REBUCK, L.B. THOMAS and RAPPAPORT’s co-workers ZEL-
MA MOLNAR and DAINA VARIAKOJIS) to Chicago in 1973 (25-29 June). Rap-
PAPORT did not invite me until a month before the meeting. He asked me
to send him the classification used in Kiel and slides from 25 cases of
lymphoma.
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At the meeting in Chicago the participants examined and diagnosed 100
out of 145 cases of lymphoma that had been submitted. All of the other parti-
cipants had sent sections stained with H&E; only the sections from Kiel had
been stained with Giemsa. The diagnoses were recorded in Chicago and were
to be evaluated by CoppLESON. The diagnoses of the other 45 cases were sent
to RAPPAPORT after the meeting. They were made using various classifica-
tions that had been proposed or were already in use.

In 36 cases I was not able to make a reliable diagnosis on the H&E-stained
slides. I was given unstained sections from these cases and had them stained
in Kiel with Giemsa, PAS, and Gomori. In nine cases I was able to confirm
the diagnosis I had suspected in Chicago. The diagnosis became clear in 20
cases, whereas seven cases remained unclear.

Several “formal presentations” were also given at the meeting in Chicago.
DORFMAN gave a general review of the classification of NHL. G.D. LEVINE
spoke about the ultrastructure of nodular lymphomas. ELAINE S. JAFEE re-
ported on EAC receptors on lymphoma cells. LukEs demonstrated NHL that
did not fit in the conventional classifications. I presented the recent findings
of the research group in Kiel (which were published later in a paper pre-
sented at the lymphoma conference in London [40]). The presentation was
applauded loudly, which RAPPAPORT attributed to my good English, while
others appreciated the significance of our findings.

The meeting came to a close without an agreement on a proposal for the
symposium in London. There was no final discussion of the classifications.
RAPPAPORT should be commended, however, for chairing the meeting in an
excellent manner; he kept everything running smoothly, he was fair and he
had a good sense of humour.

Later that year (27-29 August 1973) I attended the 2nd Meeting of the Euro-
pean and African Division of the International Society of Haematology in
Prague, Czechoslovakia. E HERMANSKY, the scientific secretary of the Divi-
sion, invited me to give a 30-minute lecture on our new concept in the Ple-
nary Session on the first day of the meeting, following presentations by
J. BERNARD and GALTON. HERMANSKY had heard about the concept at a
meeting of eastern European pathologists in Vienna. The title of the lecture
co-authored by STEIN, KAISERLING and myself was “New Criteria for the
Classification of Malignant Lymphomas” [41]. It was received with great
interest.

In October 1973 BERARD and his wife came to Kiel to visit, to see the insti-
tute, and for discussions. The BERARDs joined me on the aeroplane to Lon-
don. During the flight I showed him the paper I was planning to present
there, and he fully agreed with it.

As mentioned above, the goal of the symposium on NHL in London
(8-12 October 1973 [42]) was to agree on a new classification that would then

15
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be used by everyone. The participants included the lymphoma panel that had
met in Chicago and numerous clinicians. RAPPAPORT opened the first ses-
sion on the histopathology of NHL and, unexpectedly, reported on the re-
sults of the meeting in Chicago. He concentrated on the diagnoses made by
Lukes and myself and tried to show that there were contradictions. The two
of us were quite perplexed, because we knew nothing about the data he pre-
sented. Then LUKES [43] and I [40] gave our lectures.

Lukes presented a table (Table 1) comparing the Lukes-Collins classifica-
tion with mine, which we had agreed upon beforehand, both classifications
being based on an immunological definition of the tumour cells. During the
discussion following LUKES’ lecture D. H. WRIGHT projected transparencies
taken of various cells in smears and challenged me to name the cells accord-
ing to my definition. At the time WRIGHT apparently was not yet on our
side.

A round table discussion took place in the afternoon after the lectures. All
of the opponents were invited to the stage. The comments on my presenta-
tion included “all nonsense”. BERARD summarized the discussion by saying
that the time had not yet come for a definitive classification. RILKE said

LENNERT LUKES and COLLINS

Malignant Lymphomas Malignant Lymphomas
1. Undefined {not B nor T
1. B - Cell (Lymphocytic) Types

1. CLL 1. small lymphocytic type (CLL}
2. Immunocytoma, lympho - ptasmocytoid 2. plasmocytoid lymphocytic
3. Germinal Center Cell Tumors 3. Follicte Center Cell (FCC) Tumors
follicular, follicular & diffuse, diffuse,
a.Germinocytoma (gc} sclerotic
diffuse

b. Germinoblastoma (g¢ + gbl}
follicutar, follicular & diffuse,
diffuse, sclerotic

c. Germinoblastic Sarcoma {(gbl} k

«——+ a.cleaved FCC
] 1. small
2. small & large

usually diffuse <——= b non-cleaved FCC

1. small {(BURKITT's)
2. large

2 Paraleukoblastic {Lymphoblastic B) Sarcoma
inct. BURKITT's

=

. iImmunoblastic Sarcoma, B - cell type 4. Immunoblastic Sarcoma, B-cell type

L T-Cell (Lymphocytic) Types

1. Mycosis fungoides (including SEZARY -syndrome) 1. Mycosis fungoides {including SEZARY - syndrome)
2. ?Lymphoblastic Sarcoma, T-cell type 2. Convoluted lymphocyte
3. ?Immunoblastic Sarcoma, T-celi type 3. ?Immunoblastic Sarcoma, T-cell type

IV. Reticulo - histiocytic
Reticulosarcoma Histiocytic
V. _Unclassified

Table 1 Comparison of the immunologically defined entities of the Kiel classification
(LENNERT) and the Lukes-CoLLINS classification (Lukes and COLLINS), presented in
London in 1975 (unpublished)
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“Rome was not built in a day” G. TuLLINIUS declared the Rappaport classifi-
cation dead. MussHOFF asked “What now? What should we clinicians do?”

Since I had to leave London early I missed the rest of the symposium. I
heard about it through letters from Lukgs, HAMLIN, MUussHOFF and other
colleagues. At the end of October LukEs wrote me that at the end of the
meeting a decision was reached to meet again in three years. RaAppaporT did
not attend the closing session. MATHE, however, was there and he asked
Lukes for a table comparing the Lukes-Collins classification with mine.
MATHE said that he wanted to include the table in the “Blue Book”, but this
did not happen. In his letter to me LUKES also emphasized that “the impor-
tant and key observers [D.W.] SMITHERS, [H.S] KapLAN, [M.] TUBIANA
and [M.] SELIGMANN were with us”. J. A. HANSEN of the Sloan-Kettering In-
stitute in New York, NY (USA) wrote to me at the request of Goop, saying
that “Dr. Goop has generated a great enthusiasm on his return from the
London Symposium.” He asked me for a copy of the manuscript of my lec-
ture and of the table comparing the Lukes-Collins classification with mine
for a review article. In the letter I received from MuUssHOFF he wrote that (1)
the goal should be to reach an agreement between the Lukes-Collins classifi-
cation and the classification developed in Kiel and (2) cooperative studies
should be done with large reputable European hospitals. MUSSHOFF pro-
posed the formation of a study group composed of serveral German hospi-
tals. He did not know that such a study group had already been established
(see p. 11).

2.7 THE EUROPEAN LYMPHOMA CLUB (ELC)

A month later (9-11 November 1973) six European lymphoma pathologists
met with LUKES in London to become more familiar with the Lukes-Collins
classification. I had been invited, but could not attend because of another
commitment. The participants were: VAN UNNIK, GERARD-MARCHANT,
RILKE, STANSFELD, BENNETT and HAMLIN. At the end of November HaMm-
LIN told me that the group had listened to LUKES, examined slides and dis-
cussed lymphoma problems with him. At the end of the meeting the group
decided to establish an “informal club for the study of lymph nodes”, which
became known as the ELC. The Club was to “consist of those of Europe who
were present” plus myself. VAN UNNIK was to be chairman of the Club and
would be sending me a “most cordial invitation” HAMLIN expressed how
sorry the Club was that I could not join the discussion in London, but how
pleased the members were that I had invited them to Kiel.

17
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Addendum: As the years went by, the Club took on a few more members,
namely, CHELLOUL, DIEBOLD, Y. KapANGI, G. KELENYI, OLGA MIODUSZE-
wska (Fig. 6), H. NoEL and C. SUNDSTROM. Two members, CHELLOUL and
HAMLIN, are since deceased. BENNETT resigned (see p. 23). Tu LIAN-YING
(aka ANNA Tu) of China became an honorary member at the ELC meeting
in London in 1983 (see p. 87; Fig. 7).

2.8 THE KIEL CLASSIFICATION, 1974

The first official meeting of the ELC took place in Kiel 16-18 May 1974 (Fig. 8).
In addition to the seven members of the ELC, two observers were invited
from Paris, France (CHELLOUL of Hopital Saint Louis and C. NEZELOF of
Hopital des Enfants Malades Necker). At the request of the ELC the other
members of the British lymphoma study group, FARRER-BROWN and HENRY,
did not attend because that group was already represented by BENNETT and
the total number of participants needed to be kept as small as possible in or-
der to facilitate discussion. The observers from Kiel included MULLER-HER-
MELINK, KAISERLING and STEIN.

At the beginning of the meeting I presented the technique that was funda-
mental to our studies of haematopathology: a precise cytological analysis of
smears (or imprints) and sections using Giemsa staining (equivalent to Pap-

Fig.6 OLGA M10DUSZEWSKA and A.G. STANSFELD at a

meeting of the European Lymphoma Club in Kiel, 1981
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Fig.7 Meeting of the European Lymphoma Club in London, UK, 1983. Left

to right: Y. KAPANGI, OLGA MIODUSZEWSKA, C. SUNDSTROM, ANNA Tu,

A.G. STANSFELD, the author, F. RILKE, H. No£L, J. DIEBOLD, J. A. M. vaAN UN-
NIK. The other members of the Club (G. KELENYI, D. H. WRIGHT) are not shown

Fig. 8 The first meeting of the European Lymphoma Club in the microscopy

room at the Institute of Pathology in Kiel, Germany, 1974. First row: R. GERARD-
MARCHANT, IrR1s HAMLIN. Second row: F. RILKE, C. NEZELOF (guest),
M. BENNETT, J.A.M. VAN UNNIK. Background: Observers from the Institute
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penheim staining). I showed my old colour scheme of bone marrow cytology
[5] and explained the principle difference in morphology between sections
and smears: in sections the nucleus looks like a sphere; in smears the nucleus
appears as a flat disc and therefore shows denser chromatin. Then I described
the morphology of lymph node cells and how to identify them in sections
and smears, paying special attention to the characteristics of germinal centre
cells [44]. As examples I used a case of Piringer’s lymphadenitis and a case of
herpes zoster (with “clusters of lymphoblasts”). At the end I drew the scheme
of the T- and B-lymphocyte systems that I had shown in Murcia (see p. 14).

After discussing the morphology of lymph node cells in sections and
smears I mentioned briefly the still meagre enzyme histochemical data and
showed a few electron micrographs from the laboratory of MULLER-HER-
MELINK and KAISERLING. I did not present the immunochemical findings of
STEIN in any detail because the participants were familiar with them from
the meetings in Chicago and London (1973).

In my discussions with LukEes he had pointed out that the German no-
menclature contained one apparently insurmountable obstacle for Ameri-
cans, namely, the terms “germinoblast” and “germinocyte” because these
might be thrown into the same pot with “germinal cells” of the gonads. At
dinner in the evening of the first day of the meeting the other participants
told me that I had to come up with two new terms by the next morning. It
occurred to me to replace the old terms with “centroblast” and “centrocyte”
Before the morning session I even interrupted the breakfast of H. DILLER, a
philologian at the University of Kiel, and asked him whether these terms
would be philologically correct. He judged the new terms to be better than
the old ones because they are composed solely of Greek forms (“kentron”
and “blast” or “cyt”), whereas “germinoblast” and “germinocyte” are combi-
nations of Latin and Greek forms. The members of the ELC were very pleased
and they accepted my suggestion immediately. This did not, however, change
Lukes’ aversion to these terms.

The discussion then turned to the main differences between the Lukes-
Collins classification and the one we used in Kiel. (1) The latter includes cen-
trocytic lymphoma (now known as “mantle cell lymphoma”) as an entity that
is clearly distinguishable from centroblastic-centrocytic lymphoma (now
known as “follicular lymphoma”). (2) The terms “cleaved” and “non-cleaved”
used by LUKEs are too weak for a definition of cells. (3) Large blast cells are
always present in chronic lymphocytic leukaemia, whereas they are not
found in centrocytic lymphoma. (4) Histological slides stained with PAS
occasionally show positive intranuclear inclusions in cases of chronic lym-
phocytic leukaemia. Such cases are diagnosed as lymphoplasmacytoid or
lymphoplasmacytic lymphoma (immunocytoma), which can be with or
without paraproteinaemia. (5) The term “convoluted” is unforunate; “gyri-
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form” would be more appropriate. The nuclei of the tumour cells are not al-
ways convoluted. Nevertheless, there is no doubt that a lymphoma of “con-
voluted” type is an entity. On the whole, it was obvious that there was better
congruence between the terms used in the two classifications than there was
with some diagnoses.

The differences between the Rappaport classification and that used in Kiel
were more serious. (1) From a cytological point of view it is not possible to
acknowledge that all types of tumour cells can grow in a nodular or diffuse
pattern. “Nodular” lymphoma is actually an entity (in Kiel we used the term
“follicular” lymphoma). (2) Large basophilic cells are not histiocytes, but
rather immunoblasts and belong to the lymphatic system. (3) Evidence of
phagocytosis does not always prove that a tumour is histiocytic; the histio-
cytes could be reactive. (4) The term “differentiation” cannot be applied in
cases of lymphoma composed of lymphocytes. The fundamental question is:
Are the blast cells seen in chronic lymphocytic leukaemia more or less dif-
ferentiated than the “-cytes™?

The theoretical discussions were enhanced by examining the slides that
each member of the ELC had sent to Kiel beforehand for staining (Giemsa,
Gomori and other methods). We also discussed the cases that LuKES had
presented in London. It turned out that my diagnoses did not always agree
with those of LUKES, even after translation of the terms. In other words,
there were differences not only in the nomenclature but also in the actual di-
agnoses. For example, in five cases that Lukes had diagnosed as “small
cleaved lymphocytic diffuse”, my diagnosis was immunocytoma in one, ger-
minocytoma in one, chronic lymphocytic leukaemia in one and germino-
blastoma in two cases. In six cases LUKES’ diagnosis had been “large cleaved
lymphocytic”, whereas I diagnosed germinoblastoma in five of these and ger-
minocytoma in one. LUKES’ 10 cases of “large non-cleaved lymphocytic” in-
cluded four cases of immunoblastic sarcoma, two of germinoblastoma, two
of immunocytoma and two unclassifiable cases. I agreed with LUKES com-
pletely, however, in 18 cases of chronic lymphocytic leukaemia, five cases of
“convoluted cell type”, four cases of “nodular small cleaved” (germinoblas-
toma) and three cases of Burkitt’s lymphoma.

At the end of the discussions we tried to reach a consensus on a classifica-
tion of NHL. The most important aspects were:

1) We used the term “malignant lymphoma” and avoided “lymphosar-

coma”

2) We defined each lymphoma according to cell type and not with respect

to the growth pattern.

3) The cytological analysis should be performed with haematological

methods (Giemsa) and, if possible, confirmed by cytochemistry and
electron microscopy.
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4) We distinguished between low-grade and high-grade malignant lym-
phomas. The names for the low-grade malignant lymphomas ended
with the suffix “-cytic” and those for the high-grade malignant lym-
phomas with “-blastic”. This was analogous to the concept of RoBB-
SMITH, albeit with different terms. Making a distinction between low-
grade and high-grade malignancy was also an attempt at correlation
with the clinical course.

5) Leukaemias and lymphomas should be included in one classification,
since it is not always possible to make a histological distinction between
them (with the exception of chronic lymphocytic leukaemia).

6) Functional parameters should be examined as frequently as possible.
This would make it possible to allocate each lymphoma to the B- or T-
lymphocyte system.

7) We did not include “reticulosarcoma” in the classification, because we
had never seen a case in which the tumour cells fulfilled histochemical
criteria of “reticulum cells” (e.g. positive non-specific esterase and acid
phosphatase reactions). At the time, only large-cell lymphomas show-
ing an increase in tissue IgM had been found and therefore had to be
interpreted as “immunoblastic” lymphomas.

8) We added an “unclassified” category to both the low-grade and the
high-grade malignant groups. This made it possible to include cases of
malignant lymphoma that could not (e.g. for technical reasons) or
could not yet be classified more clearly in accordance with the underly-
ing cell scheme. The classification was thus open for future develop-
ments and took diagnostic shortcomings into account.

In the morning of the third day the participants met again to re-evaluate the
resolution. Finally, we agreed to call the classification the “Kiel classification”
since it had been developed at our ELC meeting in Kiel (analogous to the Rye
Classification of Hodgkin’s disease). We also decided to come to an agree-
ment with LUKES on a table comparing the two classifications.

A month later (21-22 June 1974) I attended a joint meeting of the Arbeits-
gemeinschaft fiir Leukdmieforschung im Kindesalter (Study Group for Leu-
kaemia Research in Childhood) and the Gesellschaft fiir pddiatrische Onkolo-
gie (Society of Paediatric Oncology) in Frankfurt am Main, Germany. There
I reported informally on the new classification, which aroused great interest.
Thereafter I was invited to every biannual meeting to give a lecture on the
latest developments in the pathology of malignant lymphomas. A long-term
cooperative study of malignant lymphomas in childhood was also initiated;
it was performed under the direction of LANDBECK (Hamburg).

During the three months following the ELC meeting in May the Kiel clas-
sification was put to the test in daily routine. Then the ELC was invited by
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vAN UNNIK to meet in Amsterdam, The Netherlands, 5-7 July 1974. Sections
from 28 cases were examined and discussed. We focussed on germinocy-
toma and sclerotic germinoblastoma, which BENNETT called “large cleaved”.
The “convoluted type” had already been characterized as T-lymphoblastic
lymphoma.

At the end of the discussion on the second day STANSFELD presented a
manuscript describing the Kiel classification. He asked me to read it that
evening and make any necessary corrections. While the other participants
went to the theatre, I sat in the discussion room and revised the manuscript.
The next morning I presented it to the others for final discussion and ratifi-
cation. At the airport each member of the ELC signed the manuscript, which
was to be sent as a “Letter to the Editor” to »Lancet« [45] (Fig. 9). That day,
7 July 1974, became a landmark. BENNETT did not wish to be included as one
of the authors, out of loyalty to the British lymphoma study group, and he
resigned from the ELC after the meeting in Amsterdam.

Our “Letter to the Editor” was published in »Lancet« on 17 August 1974 in
the same issue as a classification proposal submitted by the British group
(BENNETT, FARRER-BROWN, HENRY and A.M. JELLIFFE [46]). At the time
we were not familiar with a proposal made by DorEMAN [47], which had

Fig. 9 Members of the European Lymphoma Club at the airport in Amsterdam,

the Netherlands, preparing to send a Letter to the Editor of The Lancet on 7 July
1974. Left to right: A.G. STANSFELD, F. RILKE, J. A. M. VAN UNNIK, Ir1S HAMLIN,
the author, R. GERARD-MARCHANT
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also been published as a “Letter to the Editor” in »Lancet«. On the basis of
studies using new immunological techniques, DORFMAN swerved away from
RAPPAPORT’s concept and distinguished follicular lymphomas as one group
from the many types of diffuse lymphoma. H.E. M. Kay [48] of the Royal
Marsden Hospital in London subsequently ridiculed all of the new classifica-
tion proposals (incuding that of Luxks and CoLLINS) on the same »Lancet«
platform.

Both LuxEes and I were invited to give a slide seminar on malignant lym-
phomas at the 10™ World Congress of the International Academy of
Pathology in Hamburg (16-21 September 1974). The seminar was over-
crowded; 120 slide series were passed out. RAPPAPORT was there as well, but
he stayed silent. LukEs and I presented our new classification concepts and,
when we were done, we gave each participant a table comparing the two clas-
sifications. The participants responded positively, but many were unsettled
and asked for more literature.

Before the congress LuKEs and I had had a lengthy conversation in which
I asked him to agree to a compromise classification. Unfortunately, he re-
tused, saying that several papers were already in press and that he could no
longer change any of his terms. This was a fateful decision. To think how
many difficulties we could have avoided if we had boarded the same boat at
that moment (!).

After the congress STANSFELD and LUKES met to discuss which of the two
classifications should be used by the members of the ELC. I did not partici-
pate in that conversation. STANSFELD said that the ELC preferred the Kiel
classification. This must have been a disappointment to LUKES. He suggested
that another “Letter to the Editor” published in »Lancet« would be a way of
reducing general confusion by presenting a comparison of the two classifica-
tions. At the meeting in London he had written a short paper that contained
a table comparing his classification with the Kiel classification “modified for
B- and T-cell systems”. The paper was never submitted for publication, how-
ever, because the ELC decided that, for the time being, it would be better to
use a morphologically defined classification and that there was not yet
enough of a basis for correlation with the B- and T-cell systems. This was to
be the topic of the next ELC meeting in London (1-3 November 1974). I was
not particularly happy with this decision, which was mainly based on the
firm viewpoint of GERARD-MARCHANT, but I went along with it out of loy-
alty to the ELC.

A meeting of the Kiel Lymphoma Study Group took place in Kiel
11-12 September 1974. At this and all subsequent meetings I first presented
the pathology of one or two types of malignant lymphoma. Then STEIN ex-
plained the immunological findings. Finally the clinical features and treat-
ment were discussed in sessions moderated by BRITTINGER. The meetings
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usually lasted for two days. There was always plenty of time for discussion
and the atmosphere was always friendly. The number of participating clini-
cians ranged between 30 and s50.

2.9 PRESENTATION OF THE KIEL
CLASSIFICATION, 1974-1980

Some of my lectures, seminars and tutorials are mentioned briefly in the fol-
lowing. It is not possible to include a complete list of all the presentations
given by other members of the ELC. I would like to mention, however, that
Di1eEBOLD was particularly active in promoting the Kiel classification in
French-speaking countries and WRIGHT did the same in Asia. Usually at
least one or two of my co-workers were involved in preparing my presenta-
tions, either as co-authors or by contributing ideas. STEIN was the most ac-
tive collaborator. KAISERLING, MULLER-HERMELINK (Fig. 10), N. MOHRI,
E.W. SCHWARZE, and A. C. FELLER were more or less involved in preparing
presentations and contributed a lot of the data. Hence “my” lectures and pre-
sentations were the results of joint efforts.

Fig.10 Co-workers at the Institute of Pathology in Kiel, Germany,

who were involved in the lymphoma project, ~1980. Left to right:
H.K. MULLER-HERMELINK, H. STEIN, E. KAISERLING
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2.9.1 VIENNA, AUSTRIA, 29-31 AUGUST 1974

The Kiel classification had to pass its first crucial international test at a sym-
posium for neuropathologists on Malignant Lymphomas of the Nervous
System. K. JELLINGER and F. SEITELBERGER of Vienna and H. M. ZIMMER-
MAN of Bronx, NY, USA had invited me to give the introductory lecture on
“Morphology and Classification of Malignant Lymphomas and So-called Re-
ticuloses” [49], based on my lymph node experience. The participants were
surprised, but this was what JELLINGER intended. In collaboration with
T. RapaszkiEwIcz he had already studied a large series (68 cases) of pri-
mary lymphomas of the central nervous system [s0] and had diagnosed
them using the provisional terms I had proposed in Vienna in 1972 (see
p. 10). They diagnosed immunoblastic sarcoma in 60.3% of the cases, lym-
phoblastic sarcoma in 17.7% and lymphoplasmacytoid immunocytoma in
13.2%. In 8.8% of the cases they found a transition from immunocytoma to
immunoblastic sarcoma. All the lymphomas showed a diffuse growth pat-
tern, none of them were follicular. Numerous macrophages could be found
in all of the tumours.

The many other presentations given during the symposium were hetero-
geneous, but it was apparently possible to draw two conclusions: (1) There is
no proof of the existence of reticulosarcoma of the central nervous system;
most cases can be interpreted as immunoblastic lymphoma. (2) Microglio-
matosis might actually be lymphoplasmacytoid immunocytoma, at least in
part. This would explain the occasional finding of unique extracerebral me-
tastasis of this brain tumour.

The presentation of the Kiel classification at this symposium was certainly
a shock. I was encouraged, however, by the friendly reaction of ZIMMERMAN
during the final discussion. Not surprisingly, the other neuropathologists
from the USA showed me the cold shoulder, but this was understandable.

2.9.2 LONDON, UK, 24-28 AUGUST 1975

A brief but comprehensive presentation of the Kiel classification was given at
the Congress of the International Society of Haematology, two years after
the unsatisfactory symposium in the same place. I gave a 45-minute lecture
on “The Histopathology of Malignant Lymphoma’, co-authored by MoHRI,
STEIN and KAISERLING [51]. GALTON and SELIGMANN were chairmen of the
session. The lecture was well received and there were no critical comments
from either the chairmen or the audience.
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2.9.3 BAD NAUHEIM, GERMANY, 29 SEPTEMBER - 1 OCTOBER 1975

One of the most important lectures in Germany was my first presentation to
German haematologists. H. LOFFLER invited the Kiel research group to the
annual meeting of the Deutsche Gesellschaft fiir Himatologie (German So-
ciety of Haematology). The main topic of the meeting was malignant lym-
phomas. First, I presented the general principles of the Kiel classification and
described the various morphological types of NHL [52]; each lymphoma
type was correlated with the simple scheme of the B- and T-cell systems first
presented in Murcia (see p. 14). Then STEIN [53] reported on the immuno-
logical findings and KAISERLING [54] on the ultrastructure of NHL. STACHER,
BRITTINGER, G. LANDBECK and others added preliminary clinical findings
pertaining to the new classification. The session was chaired by RAPPAPORT
and R. Gross. During a spirited discussion RAPPAPORT was confronted by
H. HEIMPEL with the question: “Can you agree to the new Kiel concept?” To
the surprise of everyone and to the joy of all of us from Kiel, RAPPAPORT an-
swered with a clear “Yes”

2.9.4 VIENNA, 6-11 OCTOBER AND 14 NOVEMBER 1975

At the 5™ Congress of the European Society of Pathology NtzeLoF and I
were chairmen of a plenary session on the classification of malignant lym-
phomas. In my introductory lecture I presented the Kiel classification. The
lecture hall was overcrowded and the audience’s reaction was very positive.
Later I received an enthusiastic letter from E. UEHLINGER saying that my
lecture had been “fantastic”. After my lecture RILKE presented the “Correla-
tion of Morphologic to Cell-Kinetic Findings in Non-Hodgkin’s Malignant
Lymphomas”. Further presentations pertaining to the Kiel classification were
given by BENNETT, STUART, G. DuHAMEL and NEZELOF. Late the night be-
fore BENNETT had revised his lecture to conform with the terminology of the
Kiel classification, for which I gave him great credit. This plenary session was
one of the milestones that made the Kiel classification popular in Europe.

One month later, at a meeting of the International Society for Chemo-
and Immunotherapy organized by STACHER, I gave another lecture on the
Kiel classification. This was followed by a presentation by BRITTINGER and
K. BREMER entitled “Retrospective Study about NHL Except LPL and CLL"
The meeting was held to give pathologists and haematologists from Eastern
Europe an opportunity to learn more about current scientific developments
as well as about NHL.
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2.9.5 DAMP, GERMANY, 3-8 NOVEMBER 1975

A tutorial organized by the institute in Kiel was held nearby for European
pathologists to familiarize them with the diagnosis and differential diagnosis
of NHL according to the Kiel classification. At the beginning of the tutorial
each participant was given Giemsa-stained sections from 18 cases for per-
sonal examination with his or her own microscope (brought along to the tu-
torial!). During the morning sessions I introduced the participants to the di-
agnosis of the various types of lymphoma using colour transparencies and
microscopic slides displayed by television. In the afternoons further material
was presented as part of a quiz for practicing the differential diagnosis of the
entities discussed in the morning. The participants were enthusiastic. Sev-
eral small groups of pathologists got together and decided to cooperate and
support each other; they also agreed to cooperate with the Lymph Node Reg-
istry in Kiel.

The tutorial was held under the auspices of the German Section of the In-
ternational Academy of Pathology. Approximately half of the 150 participat-
ing pathologists were therefore from Germany. The other half came from
other European countries (Austria, Belgium, Denmark, Finland, France,
Hungary, Poland, Spain, Switzerland, The Netherlands, UK); most of them
could speak German. There were also two paricipants from Japan, and
J.C. MACHADO came from Brazil. I had invited KAPLAN and DORFMAN to
send two pathologists from Stanford University (Stanford, CA, USA); they
declined, however, saying that they had too much to do. Presumably, the
tutorial was responsible not only for a subsequent increase in the popularity
of the Kiel classification but also for stimulating lymphoma research in
Europe.

The participants included two French pathologists, ANNE MARIE MAN-
DARD [55] and CHRISTIANE MEUGE-MORAW [56] who were members of two
research groups that had independently performed the first studies of the
clinical relevance of the Kiel classification.

The Vice President for Europe of the International Academy of Pathology,
E. SAXEN, reported on the tutorial in »International Pathology«, having at-
tended himself for a couple of days. He wrote that the idea and the organiza-
tion of the tutorial were excellent.

2.9.6 JERUSALEM, ISRAEL, 17-31 MARCH 1976

Another opportunity to spread the word about the Kiel classification was a
2-week guest professorship at the Hebrew University Hadassah-Medical
School. I was invited by N. GoLpBLUM, a virologist who had attended a
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meeting of the Kiel Lymphoma Study Group. He originally intended to
cooperate with the Group, but this never came about, even after my stay in
Jerusalem.

A. LAUFER was my gracious host at the Institute of Pathology, where I
held several lectures, one clinical/pathological conference, several slide sem-
inars and consultations. I also gave a lecture for the Israeli Society for Pathol-
ogy. After my 2-hour lecture M. Sacks said that the Kiel classification was
the only logical concept. During my visit to Israel I had many other scientifi-
cally interesting encounters (BRAcHA RAMOT, J. M. YOFFEY, A. POLLIACK,
P. EFRATI and others).

A short time later four scientists received grants from an Israeli fund to
study at the Lymph Node Registry in Kiel for three months.

2.9.7 SPAIN, 23-25 SEPTEMBER 1976 AND 21-22 OCTOBER 1978

At the first joint meeting of the Deutsche Gesellschaft fiir Pathology and the
Sociedad Espafiola de Anatomia Patolégica in Lloret de Mar in 1976, I was
invited by LLoMBART-BoscH to give a slide seminar on NHL. The reaction
to the Kiel classification was positive.

Two years later a chosen group of Spanish pathologists (80) and clinicians
(40) was invited by J. FORTEZA-VILA to a Symposium in La Coruiia with a
number of international guests, including Rosa1. I was surprised that LLom-
BART-BoscH knew nothing about it. When I arrived to give my presentation
the lecture hall was full. The other speakers were Rosa1, LERNER, WRIGHT,
LEVINE, CARMEN Ri1vas, H. Oriva and A. MORAGAS. I spoke for an hour on
NHL; then I reported three special cases (monocytic leukaemia, “medium-
sized-cell reticulosis” and mycobacterial histiocytosis). The other lectures
included one on lymphomas in childhood (LERNER) and another on NHL
(MORAGAS).

2.9.8 BOSTON, MA, USA, 15 OCTOBER 1976

At the suggestion of M. STADECKER, J. LONG invited me to Harvard Medical
School at Massachusetts General Hospital to give a lecture on “Classifica-
tion of Non-Hodgkin’s Lymphomas Based on Modern Immunology” in the
morning and a haematopathology slide seminar in the afternoon. Before the
lecture I met with clinical haematologists for case discussions. A. AISENBERG
was present. I had met him before when I gave a private demonstration of
the Kiel classification using colour transparencies at STADECKER’s home.
During the lively discussion AISENBERG was able to help clarify certain
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questions, e.g. centroblastic-centrocytic lymphoma with sclerosis, syphilitic
lymphadenitis, the differential diagnosis of follicular hyperplasia and follic-
ular lymphoma. The atmosphere was friendly and the participants listened
to and accepted what I had to say.

The lecture (40 mins.) was held in the Bigelow Auditorium, the oldest lec-
ture hall at Massachusetts General Hospital. There were old portraits hang-
ing on the walls, primitive wooden benches and an old blackboard. The
pointer was much too short and the slide projection was improvised, but at
least it worked. There were about 100 people in the audience. Sitting in the
first row were the Head of the Department of Pathology, R. T. MCCLUSKEY
(who spoke German, having spent two years in Heidelberg during the Amer-
ican occupation after WWII), and the “grand old man” B. CASTLEMAN. I was
cordially introduced by LoNG and then held my lecture on the Kiel classifica-
tion. Since I had been told that the formal European style would be inappro-
priate, I spoke freely. The lecture was heartily applauded and kindled a
spirited discussion, which continued through lunchtime. AISENBERG’s con-
clusion was that the Kiel concept was the closest to the truth. In contrast, he
had never been able to accept RapPAPORT’s schematic concept, because na-
ture is never so schematic.

For the slide seminar (9o mins.) the Department of Pathology had pre-
pared sections from seven lymph nodes that I had provided from Kiel and
made them available to the participants. Twenty people were expected, but
the room was overcrowded. Again the atmosphere was very friendly and I
was able to induce a lot of laughs. Not all of the participants were experts, so
my presentation may have been somewhat above their heads. I demonstrated
slides from cases of Piringer’s lymphadenitis, Hodgkin’s disease with a few
clusters of epithelioid cells, Hodgkin’s disease with abundant epithelioid
cells, immunocytoma of the stomach with PAS-positive intranuclear inclu-
sions, ganglio-neuroblastoma (neuroblastoma “healing by differentiation”),
malignant thymoma and Castleman’s disease (with “clusters of lymphoblasts”
and vascular anomaly). Unfortunately, CASTLEMAN left the seminar before
the latter case was discussed. In a private conversation he did not agree with
me that this lymph node tumour could actually have been a hamartoma.
After the seminar discussions continued for another 9o mins.

2.9.9 WASHINGTON, DC, USA, 17-21 OCTOBER 1976

On the way to a meeting of the International Academy of Pathology I met
CASTLEMAN again with his wife at the airport. She told me that her husband
had attended my lecture even though he had not felt well (he died a few years
later, reportedly of Waldenstrom’s macroglobulinaemia). I had admired and
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respected CASTLEMAN as a benevolent, wise man ever since I first met him
in 1958 at a clinico-pathological conference in Zurich.

The next day I met CoLLINS and his wife for the first time. CoLLINS and I
held a lymphoma seminar at the meeting. Unfortunately, CoLLINs did not
allow any discussion and consoled the audience by commenting that most
lymphomas are follicular and therefore easy to diagnose.

HENRY presented six cases of intestinal lymphoma. She said that all of
them were plasmacytomas (!) and there were no immunocytomas. I spoke to
her later and asked whether she had seen any lymphocytes. She said that she
had found plasma cells only and that macroglobulinaemia was always com-
posed solely of plasma cells and never showed lymphocytes. I disagreed
firmly.

Then FARRER-BROWN presented the “new” classification of the British
lymphoma study group. It looked very much like the Kiel classification.
Could this have been due to BENNETT’s membership in the ELC? Later I
spoke with STANSFELD, KaPANGI and S. WIDGREN, who were just as sur-
prised and annoyed as I was.

2.9.10 BRAZIL, 25-29 OCTOBER 1976

MacHADO, Director of the Instituto Butantan, organized a tutorial at the In-
stituto Brasiliero de Controle do Cancer in Sao Paulo. He had attended the
tutorial in Damp a year earlier. At the beginning of the tutorial on 26 Octo-
ber I was surprised to be introduced by TorLONI, who used to be with the
WHO in Geneva and now represented the Brazilian government. Since the
WHO meeting in Kiel he had been a good friend of mine and he was a criti-
cal observer of MATHE’s maneuver. The President of the Brazilian Cancer
Society, J.S. GOEs, was also in attendance. The participants were 16 patholo-
gists (including four professors) from different places in Brazil, including
IRENE LORAND (originally from Austria), and L. H. RoEscH (originally from
Germany). The tutorial was held in a nice room, but unfortunately the Japa-
nese binocular microscopes were of poor quality and the slide projector did
not work very well with my colour transparencies. The atmosphere was very
congenial.

On the first day I presented low-grade malignant NHL, using colour
transparencies and the microscopic slides distributed to the participants. On
the second day I demonstrated high-grade malignant NHL, again using co-
lour transparencies and microscopic slides. LORAND closed the tutorial in
German.

That evening I attended an elegant reception for about 100 people that was
held in my honour. There were many distinguished guests, including the
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German consul, presidents of several academic societies, a number of pro-
fessors and the lymphoma experts. An entertainer was standing in the mid-
dle of the hall on a small podium decorated with the colours of the German
flag. The consul told me that this was an unusually high honour for me and
that he had never seen anything like it before. He and others gave many
speeches. I was treated like royalty.

The day after the tutorial M. JAMRA took me to visit T. DE BRiTO (neuro-
pathologist), Director of the Institute of Pathology at the University of Sdo
Paulo. There I was shown a few cases for histological diagnosis (immuno-
blastic lymphadenopathy, imprints from basophilic leukaemia). I was told
that the University wanted to invite me to come again to help create a lym-
phoma study group and a lymph node registry. I also learned that the Brazil-
ians had reservations against the USA and wanted to build up a counter-
weight. They asked me to promote scientific interchange and to suggest
colleagues who would be interested. This time, however, TorRLONT had taken
over because the government had provided funding for the tutorial.

The following day MACHADO accompanied me to Rio de Janeiro to
visit the National Cancer Institute. I had been invited by the pathologist
O.F. pE Castro. There the Director of the Institute, A. EIRAS ARAUJO, a gy-
necologist, introduced me to a full lecture hall. The audience listened kindly
to my lecture on lymphomas, but not all of the listeners could understand
English. During the discussion there were questions about the Lukes-Collins
classification and international developments in lymphoma research.

2.9.11 JAPAN, 2-8 APRIL 1977

On 2 April 1977 I held a lecture on NHL in a small room at the University of
Tokyo. There were about 30 listeners, including AKAZAKI (74 years old), Ko-
JIMA, M. HANAOKA, and T. SHIMAMINE. I noticed that K. KAGEYaMA, S. I1-
jiMA, K. NaANBA and H. Wakasa were not there. All of my earlier co-work-
erswere present: K. NAGAI, Y. MoRI, M. KIKUCHIL, R. SATODATE, Y. TASHIRO,
MoH#RI, R. KamivaMma and R. Ezumi. There were also a few younger pathol-
ogists who actively joined in the discussion and showed much enthusiasm.
On the whole the reaction to the lecture was positive. Kojima also asked for
consultation on one case.

The next day SATODATE accompanied me to Kyoto. During the trip he
told me that IrjiMa and NANBA agree with the lymphoma concept of the Na-
tional Cancer Institute (NCI) in the USA. WAKAsA supports LUKES’ concept,
while KaGEyaMa still uses the Rappaport classification. It was not clear
where Kojima and HANAOKA stood.
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In Kyoto I attended a Symposium on nasopharyngeal carcinoma,
3-6 April, where I gave a presentation on lymph node metastases in cases of
nasopharyngeal carcinoma. Lymph nodes often showed tuberculoid lesions
and occasionally caseation necrosis as well as epithelioid cell granulomas in
these lesions. I also visited HANAOKA at his Institute. He showed me 18 cases
of T-cell leukaemia (later classified as “adult T-cell leukaemia/lymphoma”
[ATLL] induced by a retrovirus). I agreed with his diagnosis, since the cases
were very similar to some cases of chronic lymphocytic leukaemia of T-cell
type.

The last day of the Symposium was reserved for discussion groups, in-
cluding one on pathology, which was dominated by K. SHANMUGARATNAM
of Singapore. MicHAUD of Villejuif, France, supported me and the “Lennert
staining” (Giemsa). The other participants were L. WEILAND from the Mayo
Clinic, Rochester, MN, USA, R. CAMoOUN of Tunis, Tunisia, and DAISY Saw
of Hong Kong.

During the Symposium I had a chance to spend some time with G. KLEIN
and with GERTRUD and W. HENLE. As a 5-year old boy KLEIN saved his own
life by jumping from the train on the way from Hungary to a concentration
camp. In spite of the hard time he had in Hungary, he did not show any re-
sentment toward me as a German. On the contrary, KLEIN planned to coop-
erate with the group in Kiel. He asked me whether Epstein-Barr virus- (EBV-)
positive and EBV-negative Burkitt’s lymphomas differ in appearance; I could
not answer this question at the time. HENLE was the person who had sug-
gested that I be invited to Kyoto to supply a “fresh breeze”. His grandfather,
J. HENLE, was a well known anatomist who had been born in the city where
I came from (Fiirth, Germany). His father was a surgeon and had been a ne-
gotiator for the Red Cross in Japan. HENLE told me that he had been im-
pressed by my photographs. He seemed to me to be a wise, kind old man
who was modest but knew that he was very knowledgable. He spoke English
with a German accent, so I had no trouble understanding him.

2.9.12 BRUSSELS, BELGIUM, 14 MAY 1977

At a meeting of the European Organisation for Research on Treatment of
Cancer (EORTC) held at the Department of Immunology, Saint-Pierre Uni-
versity Hospital, I gave a Special Guest Lecture on “Cytological, Cytochemi-
cal and Immunological Criteria for the Classification of Lymphomas”
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2.9.13 BUCHAREST, RUMANIA, 25-27 MAY 1977

The small Rumanian jet from Vienna to Bucharest was only half full. The
passengers were a mixed group of Germans, Asians, one Swede and some
Rumanian functionaries. The latter were well dressed and received a special
menu with wine, while the rest of us were served a simple meal and beer. The
Rumanians were morose and shy, but seemed very sure of themselves. On
arrival in Bucharest I had to stand in line for a visa and the compulsory ex-
change of currency (25 DM per day). I was checked for both weapons and
dutiable imports. SORINA LEAHU and her husband, a professor, greeted me
at the airport but were not allowed to accompany me to the hotel.

At the II. Congres National de Morphologie normala si patologica
(IL. National Congress on Normal and Pathological Morphology) I gave a
1-hour lecture on “Arguments for the New Classification of Malignant Lym-
phomas”. Preceding my presentation F.P. voN GYERGYAY spoke on “The
Classification of Malignant Lymphomas”. He was very open towards the Kiel
classification and even showed my cell scheme. Later I was able to help
him move to Germany, where he and his wife established an Institute of
Pathology.

After my lecture S. BERGEANU gave a presentation on the role played by
the spleen in the origin and development of lymphomas. Later BERGEANU
spent six months at the Lymph Node Registry in Kiel. He was at least 60
years old and died shortly after returning to Rumania.

DieEBOLD gave two lectures at the meeting. In a conversation with me dur-
ing one of the breaks he agreed to join the ELC.

All the lectures were simultaneously translated into both English and
French. The Rumanian speakers showed colour transparencies of very poor
quality. Those from East Germany were somewhat better. It appeared that
the Kiel classification was accepted in East Germany and Poland. During the
final discussion I mentioned that MATHE was perhaps one of only a few who
used the WHO Classification.

In the afternoon I joined a tour of the city. The poverty was appalling. The
people were obviously devout. In the evening there was a banquet at a restau-
rant “donated” by Cuba. There DiEBOLD and I were seated on either side of
V.D. MARzA, President of the Society of Normal and Pathological Morphol-
ogy. He was wearing a golden medal, was a pathologist and had once been
Minister of Health. LEAHU told me that he had ruined Rumanian pathology.
His wife was German. He had studied in Paris and was therefore able to con-
verse with DIEBOLD. When it was time to dance he said that he liked to
dance only with his wife and daughter. Then he left abruptly.
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The next day GYERGYAY took me to the “Babes” Institute to meet
J. MorARU. Pictures of President CEAUSESCU were hanging on the walls.
MoORARU was obviously a functionary. We discussed his experiments and
looked at a few slides under the microscope.

During my stay in Bucharest I was graciously escorted by LEAHU and her
husband. He was the son of an orthodox priest and told me that about 15-20%
of the population are still religious. He was very anti-American. The LEAHUS
told me about many of the problems in their very poor, enslaved country, but
also about the wonderful National Gallery (three paintings by GRECO, one
by REMBRANDT, many old religious paintings). When I left they accompa-
nied me to the airport, where it looked as if there would be a long wait to
have my passport checked. Professor LEAHU talked the officers into letting
me go through quickly, however. I went home feeling sad about the poor situ-
ation in Rumania.

2.9.14 COLD SPRING HARBOR, NY, USA, 7-12 SEPTEMBER 1977

At a workshop on “Differentiation of Normal and Neoplastic Hematopoi-
etic Cells” there were a number of interesting lectures (20 mins.), including
a few that I had already heard in Villejuif, France (e.g. SELIGMANN, RappaA-
PORT). I had an opportunity for good conversations with SELIGMANN and
KapLAN. The latter was very interested in the reticulum cell data of the re-
search group in Kiel (see below). I also met G.A. PANGALIS from Greece,
who was working with RAPPAPORT at the time. We discussed his paper on
immunocytoma versus chronic lymphocytic leukaemia and we came to op-
posite conclusions.

On Saturday morning I was chairman of the session and gave a relatively
long introduction in which I presented my cell scheme. KapLAN asked
to give his lecture right away and then left the session. D. CATOVSKY,
M. F. GREAVES, and RAPPAPORT also left before my presentation. LUKES ar-
rived just in time. SELIGMANN and L. SacHs stayed to listen to my presenta-
tion (co-authored by KaIsERLING and MULLER-HERMELINK) on the four
types of reticulum cells [57]. During my presentation the slide projector
jammed, which B.D. CLarRksON (New York) suggested be taken care of dur-
ing a coffee break. He apparently appreciated the work of the research group
in Kiel and treated me kindly. The session ended with friendly applause in
spite of the problems with the projector.
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2.9.15 CHICAGO, IL AND WINSTON-SALEM, NC,
USA, 18-22 SEPTEMBER 1977

In Chicago I spent an evening with W. KIRSTEN, who longed for Germany.
He had just discovered a virus in cases of lupus erythematodes. The next
morning I visited the Institute of Pathology, where I also met P. DAwsoN.
The following day he took me to visit JANET D. ROWLEY, an immunologist.
We had a friendly conversation in which she expressed interest in having
STEIN come for training. After lunch I gave a lecture on NHL to about 50
haematologists, pathologists, and cytogeneticists. I spoke freely and men-
tioned that Maximow, who had been head of the Institute of Anatomy there
in Chicago, had been my actual teacher in haematopathology. Afterwards
I examined slides together with VArR1AKOJIS, DAWSON, and several haema-
tologists. In the evening I had dinner with several members of the faculty. I
learned that some of them were annoyed because RaApPAPORT had taken
all of the slides used in his course on haematology with him when he left
Chicago.

On 21 September I was met at the airport in Winston-Salem by P. Racz
and his wife. At the Baptist Hospital I gave my usual lecture on NHL, which
had been announced as the “European Lymphoma Classification”. The lec-
ture hall was full and my presentation was received well. The introduction
was given by PRITCHARD, who felt that he was a fellow countryman because
his father had come from Nuremberg, Germany, which is near to my home
town of Fiirth. He was very proud of his German heritage.

In the evening I attended a dinner party at the home of MYRWIK, whom I
invited to the germinal centre symposium in Damp. One of the topics of
conversation was religion in the USA.

The next day there was a gathering in the conference room to discuss
cases. The participants were very open to my views, even more than the peo-
ple in Chicago were, and they were probably going to accept the Kiel classifi-
cation, since they found the Lukes-Collins classification too complicated.

2.9.16 ROCHESTER, MN, USA, 1-3 OCTOBER 1977

P.M. Banks found out that I was in Minneapolis, MN (NCI study, see p. 54)
and asked Frizzera if I could visit the Mayo Clinic. I was very interested
and gladly accepted the invitation for the weekend. On Sunday I spent
the afternoon in BANKS’ laboratory, where I also met L1 CHIN-YANG and
D.C. DAHLIN. The microscopes and microtomes were very simple and old;
cryostats were not used.
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DAHLIN was the successor to E. HARRISON, who had visited Kiel with his
wife in July 1974. It had been a warm-hearted encounter and showed promise
for the future. Unfortunately, HARRISON died suddenly, shortly after his re-
turn to Rochester. He was highly respected. On 3 October I gave a lecture on
NHL to a relatively small group of people in HARRISON’s memory. The intro-
ductory remarks given by WEILAND were amiable. He cited a few sentences
from the electron microscopic atlas (by Mor1 and myself) and knew about
Gottingen (Max Planck Institute) and “famous and romantic” Heidelberg,
Germany. My acknowledgement was probably a little too dry, but my lecture
was received with hearty applause from very interested listeners. I greeted
R.K. WINKELMANN in the audience. After the lecture I was given a tour of
the impressive Mayo Clinic.

Banks was dismayed when I criticized the poor quality of his sections. He
was going to make sure that technical improvements were made. He had
learned German in school and could read Goethe and Schiller, which he
thought was important to understand German culture. He had graduated
with honours from Harvard University. He knew and respected BERARD and
LoNG, but had not yet met Lukes and RAPPAPORT. Although he was very
young for his position he was very diligent. His “nightmare” was to find a
Sternberg-Reed cell.

DAaHLIN had gone to school with KapLAN. I thought he was kind, modest,
and athletic. I asked him how many bone tumours were diagnosed as “un-
classified” in his department. He answered that it depended on the type of
tissue. In order to diagnose tumours of the cartilage, for example, it was nec-
essary to examine the radiographs, and even then a few cases remained
unclassified.

2.9.17 MUNICH, GERMANY, 16-18 JUNE 1978

At the International Dermatopathology Symposium on Histological Dif-
ferential Diagnosis of Skin Diseases I gave a lecture on “Classification of
Malignant Lymphomas”. I presented tables comparing the original Kiel clas-
sification with the Lukes-Collins classification and the Rappaport classifica-
tion. Then I described the already somewhat modified Kiel classification.

2.9.18 POLAND, 9-12 OCTOBER 1978

SCHNEIBERG had invited CoLLINS, J.E. ULTMANN and me to give lectures at
a haematology congress in Katowice. In the evening before the congress my
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wife and I joined SCHNEIBERG and ULTMANN and his wife for dinner. I also
saw KELENYI, K.D. RUDIGER (of Erfurt, East Germany) and MIODUSZE-
wsKA. During dinner ULTMANN did not want his wife to speak German with
me, but SCHNEIBERG said that there was little Polish resentment toward
Germany.

On the first day of the Congress I met L. WoZN1AK, Director of the Can-
cer Institute in Lédz, with whom I am still in close contact. ULTMANN gave
an elegant lecture on Hodgkin’s disease. During conversation at dinner that
evening I learned from RUDIGER that he wanted to organize a symposium
with me in Erfurt. He told me that he and KELENYI were promoting the Kiel
classification in Eastern Europe and that there had been a tutorial in Erfurt
for pathologists from East Germany and Poland, which Miopuszewska and
WoznNiak had attended.

The next morning I met privately with WoZN1AK, who said he preferred
“chamber conversations” (analagous to chamber music) because it was hard
to learn the truth in large groups. The lecture hall was not full for my presen-
tation of the Kiel classification, but the reaction was positive. Then COLLINS
gave his lecture on the Lukes-Collins Classification, which corresponded
well with my lecture. During the discussion we were able to clarify the differ-
ences between the two classifications. Afterwards CoLLINS said that he and I
should appear together more often (which actually happened). The other
presentations included one by KELENYI on immunocytoma and a remark-
ably good one by MIODUSZEWSKA.

That afternoon B. WoZNIEwWICZ took us to Warsaw, where he had estab-
lished an impressive Institute of Paidopathology at the Children’s Hospital,
which had been funded with international donations. There we saw J. ZA-
REMBA, who had spent one month at the Lymph Node Registry in Kiel.

When I got to the Cancer Institute where I was supposed to give a lecture,
the Director of the Institute of Pathology, Kru$, was there but nothing had
been set up for the presentation. The pathologists who were expected from
WoznNiewicz’s institute did not show up. The only listeners were a few em-
ployees of the Cancer Institute and MiopuszEwsKA. Nevertheless, my pre-
sentation was warmly received.

Later M1oDUSZEWSKA told me that she had wanted to visit the institute in
Kiel but had not been allowed to go to Germany. She did not agree to use the
Lukes-Collins classification because she felt that Europeans should not be so
dependent on the USA. MiopuszEwska and KELENYI each have a lymph
node consultation center in their respective countries and cooperate with
each other. KELENYI's membership in the ELC guarentees the flow of infor-
mation to Eastern Europe.
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2.9.19 THESSALONIKI, GREECE, 16-17 OCTOBER 1978

The Hellenic Cancer Society invited me to give a Symeonides Memorial
Lecture on “Pathology of Malignant Lymphomas” at the Theagenion Cancer
Institute. A. SYMEONIDES’ wife and many dignitaries were present. The Insti-
tute had been established privately by SYMEONIDES, and he was also one of
the founding members of the European Society for Pathology. He had died
at the age of 63. The response to my lecture was very positive, and I finished
with the Greek saying “I know that I know nothing”

L. Bouris of the Cancer Institute was my escort; he could speak German
because he had worked for a while in Germany. He told me that C.S. PAPAD-
IMITRIOU, who had come all the way from Athens (500 km) for the lecture,
was having the biggest problems. He had worked at the Lymph Node Regis-
try in Kiel in 1976-1977 and was able to come again in 1978 (for a total of al-
most two years). BouTis also informed me that PANGALIS (Athens) still used
the Rappaport classification and thought that it would take at least 20 years
before the Kiel classification would be clinically acceptable. D. ANAGNOSTOU
had worked with Lukes for a year and was now a heamatologist at a lym-
phoma clinic, but did not see more lymphomas than did other pathologists.

2.9.20 LISBON, PORTUGAL, 27-30 JANUARY 1980

MaRIA J.E DE LACERDA invited me to a congress held in an impressive
building built by C. GULBENKIAN. I gave a 1-hour lecture on the Kiel classifi-
cation, which inspired an animated discussion. The other presentations were
given by D. SOARES, FRETTAU and J.P. MARIE (Paris). DE LACERDA also
gave a lecture on extranodal lymphomas. MARIE was in favour of the Lukes-
Collins classification. FRETTAU reported on the EORTC study, which was
based on the Kiel classification. Before I left DE LACERDA and her husband
told me that the Kiel classification would now be used in Portugal.

2.9.21 NEW YORK, NY, USA, 2-8 MARCH 1980

PH. LIEBERMAN was my very gracious host at the Memorial Sloan-Ketter-
ing Cancer Center, where he was chairman of a large department. There I
met the editor of the American Journal of Surgical Pathology, S. STERNBERG,
and his wife, NorMA WOLLNER. She was a pediatrician and evidently an ex-
cellent oncologist.
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On 6 March I held a lecture on lymphomas in a large auditorium. All
of the lymphoma experts from New York (with the exception of Columbia
University) were said to be in the audience, including CLARKSON. LIEBER-
MAN gave a very cordial and respectful introduction. He mentioned my book
on lymphadenitis and said it was the best one on the subject. My lecture went
well, there was a good rapport with the audience, and the discussion was
amiable.

Later MARIA DE SoUsaA paid me a visit. She was inspired by my lecture.
She told me about her difficulties in the USA, having arrived four years ago
after eight years in Scotland working with H. WHITE. Her office space mea-
sured only 5 m* and the laboratory was very confined. She had to rent a room
somewhere else in order to write. She told me that it was difficult for her to
maintain her identity in the USA, especially since she was a woman. She did
not plan to stay there. Her special field of interest was iron metabolism.
She had observed that iron migrated to tumours, which caused anaemia. In
Hodgkin’s disease she had found siderosis and plasmacytosis at the edge of
infiltrates.

During my stay in New York I also visited M. ANDREEFF, an internist
who came from Heidelberg. He was doing some interesting flow cytophoto-
metric studies of lymphomas and was able to distinguish low-grade malig-
nant from high-grade malignant lymphomas with this method. He also had
news about monoclonal T-cell antibodies, which would make E rosette anal-
yses superfluous.

Unfortunately, I did not spend much time with Goop because he was
about to leave on a trip. There was more time for conversations with the Ger-
man group (G. STEINMANN, J. BEck and others). LIEBERMAN and STRAUSS
also joined us. STRAUSS was very enthusiastic about the handbook and was
one of the promoters responsible for inviting me.

When I left I thought that would be my last presentation of the Kiel classi-
fication in the USA. LIEBERMAN was inclined to see whether it could be
officially used in the USA. That was going to be difficult because of LUKES’
great influence. Even though it was getting boring talking about the same
thing all the time, I learned a lot in New York and went home with pleasant
memories.

2.9.22 PARIS, FRANCE, 15-19 SEPTEMBER 1980

At the meeting of the International Academy of Pathology LUKES gave the
guest lecture on the results of multiparameter studies of NHL. DieBoLD and
I held a slide seminar on lymph node pathology (including NHL), which was
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apparently successful. NEZELOF (Paris) hosted the meeting perfectly. It was
presided over by P. GEp1GK (Bonn, Germany).

2.10 OTHER MEANS OF DISSEMINATION
OF THE KIEL CLASSIFICATION

2.10.1 ESTABLISHMENT OF RESEARCH
CENTRES AND STUDY GROUPS

In some instances the presentation of the Kiel classification sparked the
founding of research centres and other formal and informal groups of
interested scientists. For example, DIEBOLD and J. AUDOUIN established
a centre in Paris, G. DELsOL one in Toulouse, France, K. BURKI one in
Switzerland, Rapaszkiewicz and H. HANAK one in Austria, and J. JANCAR
one in Slovenia. After my first visits in Spain the Spanish Lymphoma Club
was founded by Rivas, M. A. P1ris, E. Campo, and others. The tutorial in
Damp (1975) led to the formation of the Danish Lymphoma Study Group, in
which M. VETNER, G. PALLESEN, and others worked together. Some other
groups were also established, without my knowing anything or much about
them.

2.10.2 MAJOR PUBLICATIONS

On 7 July 1978 “Malignant Lymphomas Other Than Hodgkin’s Disease”
was published. This was the monograph that I had written in collaboration
with KAISERLING, MOHRI, MULLER-HERMELINK, and STEIN [58]. In this
handbook we presented all the important aspects of lymphoma research up
to that time. It also included a description of the clinical findings for each
type of lymphoma. The book sold very well.

That same year LUKES et al. [59] published a review article in which they
maintained that LUKES’ research group was the only one that based its work
on immunological data. At first this upset the relationship between his group
and mine. In a personal conversation between LUKES and myself, however,
we were able to reconcile with one another.

In 1981, three years after publication of the handbook, the first edition of
the little book entitled “Histopathology of Non-Hodgkin’s Lymphomas
(Based on the Kiel Classification)” (written in collaboration with STEIN)
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was published [60]. It appeared first in German and English, and shortly
thereafter in French, Spanish, Italian, and Japanese translations.

STANSEELD [61] also published a precise description of non-Hodgkin’s
lymphomas according to the Kiel classification. In contrast, NATHWANI [62]
was of the opinion that among the classifications up for discussion the Kiel
classification was the only one that should be categorically rejected.

2.11 CLINICAL RELEVANCE
OF THE KIEL CLASSIFICATION

Very early on it was apparent that there was a positive correlation between
some histological findings and certain clinical pictures, including the prog-
nosis. Surprisingly, clinically incompatible findings could be understood
through morphological or histochemical analyses. For example, it was pos-
sible to identify macroglobulinaemia and differentiate it from chronic lym-
phocytic leukaemia by demonstrating PAS-positive intranuclear inclusions.

The first review of the clinical data collected by the Kiel Lymphoma Study
Group was presented by BRITTINGER [38] in 1974 at a meeting of the Ger-
man Society of Haematology. It was already obvious that there were correla-
tions between the morphology and the clinical course of NHL.

Data on the clinical course of several entities were also presented at the
workshop at Airlie House in 1975 (see p. 47). These showed distinct differ-
ences in death rate and survival time between histological types (Fig. 11).

At the 5™ Meeting of the International Society of Haematology,
European and African Division in Hamburg (26-31 August 1979) co-
workers of BRITTINGER presented the results of an extensive retrospective
study by the Kiel Lymphoma Study Group. These revealed the clinical
relevance of the pathohistological and immunological findings. It was
becoming more and more evident that most of the types distinguished by
the Kiel classification were indeed entities. This was most obvious with
“centrocytic” lymphoma (now known as “mantle cell lymphoma” [63,64]).
The most important publication on clinical findings in NHL classified
according to the Kiel classification was a report on the prospective study of
1127 cases done by the Kiel Lymphoma Study Group, which was later
published in 1984 [38].

The clinical relevance (and reproducibility) of the Kiel classification was
not always confirmed in studies done elsewhere. This was due to the use of
inadequate techniques or to poor training of the participating pathologists.



2.12 GENETIC AND MOLECULAR GENETIC STUDIES

100
0@,
-\ .. Mean Survival (months):
904\, N\ " Lybt SasL 3
"‘-. .\. s, immunoblastic Sa 3
‘;\.\‘\__ \. Ditf. Germinocytoma 11
804 \" \‘. \. "--.._‘ Germinoblastoma 15
T CLL 15
N
70 A
60
504
L
~o e e Germinoblastoma
404 e.. T
“e-—-0—-0—-o--&-—-¢ Djff Germino-
cytoma
304 e CLL
Lo Tee,
\ “e,
201 \._. N
N N
¢1-0=-8--0. s |mmunoblastic Sa
10 ‘e Lybl Sa+ L
5 10 15 20 25 months

Fig. 11 Actuarial survival curves of the first retrospective study by the Kiel Lymphoma
Study Group, presented at Airlie House in Warrenton, VA, USA, 1975. Lybl Sa + L = lym-

phoblastic sarcoma and leukaemia, Sa = sarcoma, Diff. = diffuse, CLL = chronic lympho-
cytic leukaemia

2.12 GENETIC AND MOLECULAR GENETIC STUDIES

After the founding of the Kiel Lymphoma Study Group fresh tissue from
many different types of lymphoma was available for cytogenetic analyses.
This made it possible to cooperate with the Institute of Human Genetics at
the University of Kiel. The director of the Institute, W. GROTE, was an enthu-
siastic proponent of the cooperative studies. Cytogenetic analyses were first
performed in 1981 by his co-worker ELISABETH GODDE-SALZ [65] and later
by BRIGITTE SCHLEGELBERGER. Both investigators could rely on the experi-
ence and kind advice of LORE ZECH (Stockholm) and JANET RowLEY (Chi-
cago) and regularly exchanged ideas with the morphologists at the Institute
of Pathology in Kiel. To our surprise, when the cytogenetic findings were
positive they corresponded well to the histological diagnoses. Unfortunately,
the laborious examination of the cytogenetic material did not always provide
positive results. The data obtained in Kiel were confirmed by several other
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groups (e.g. [66,67]). Later the time-consuming cytogenetic analyses were
replaced by molecular genetic techniques (including fluorescence in situ hy-
bridization [FISH]). In 1985 [68] and 1986 [69] rearrangement studies of the
T-cell receptor gene had already made it possible to identify T-cell lympho-
mas with a high degree of reliability.

2.13 A SIDELINE: GASTROINTESTINAL LYMPHOMAS
IN TUNISIA, 11-15 DECEMBER 1978

As part of a foreign aid programme sponsored by the United Nations I was
invited to the Institut Pasteur in Tunis to study gastrointestinal lymphomas.
The institute had approximately 150 employees but only one pathologist,
A. CHADLI. He examined about five biopsies per day. He used a good tech-
nique that he had learned in Strasbourg, France. In his huge office CHADLI
proudly showed me a relatively small photograph of his teacher L. FRUH-
LING, which was hanging right next to a large picture of President BourG-
1BA. CHADLI's library was very small, but contained a large amount of East
German literature (there were no West German or American books). He
is an interesting man and I shall say more about him at the end of this
section.

On 12 December we started to study all the gastrointestinal lymphomas
that had been diagnosed in Tunisia from 1950 to 1969. The material was
probably representative because at that time Chadli had been the only pa-
thologist in Tunisia. We sat at a long table with two binocular microscopes
(from West Germany). There was also a large photomicroscope and two un-
used fluorescence microscopes. The sections we examined were mostly of
high quality. Although the biopsies had been fixed in Bouin’s fixative, it was
easy to recognize basophilia and nucleoli were brilliant in the slides stained
with a special variant of Giemsa. It was a long day. I enjoyed lunch in Car-
thage with French and American colleagues.

The next day we worked hard again. CHADLI had some difficulty with the
Kiel classification, e.g. with the term “high-grade malignant lymphoma”. It
was another long day, interrupted by many telephone calls for CHADLI.

On 14 December I found CHADLI wearing elegant clothes (and displaying
a Tunisian medal of honour), because he was expecting a distinguished
guest, namely the Bulgarian Minister of Health. CHADLI told me later about
the visit. The Minister was a convinced communist, but he was not stupid.
He was accompanied by eight Bulgarian professors. He understood French,



2.13 A SIDELINE: GASTROINTESTINAL LYMPHOMAS IN TUNISIA

but still used a translator. When CHADLI was asked whether he would go to
Eastern Europe he said he would prefer the West and looked to the USA as a
model. The Minister asked CHADLI why he did not have an electron micro-
scope. CHADLI’s answer was that he did not want the machine until he found
someone who wanted to work with it. I noticed that he was not afraid to ex-
press his opinions.

That morning we examined some very interesting cases, including one of
alpha-chain disease that had been cured. In all there were 102 cases of
malignant lymphoma [70], which was apparently common in the gastroin-
testinal tract. Gastrointestinal lymphoma was three times more frequent in
men than in women. The predominance of high-grade malignant lympho-
mas was striking. There were only 21 cases of low-grade malignant lym-
phoma, including 15 cases of immunocytoma and four cases of “centrocytic”
(mantle cell) lymphoma, three of which occurred in the stomach. I do not
remember seeing any case in which a tumour of MALT (mucosa-associated
lymphoid tissue) type could be suspected; at most there might have been a
lymphoma of this type hidden among the gastric cases of mantle cell lym-
phoma. The other two cases of low-grade malignant lymphoma were of the
follicular (centroblastic-centrocytic) type and had been found in the small
intestine. Among the 81 cases of high-grade malignant lymphoma there was
one type that attracted attention. The tumours were quite monotonous look-
ing and consisted of medium-sized round cells with a narrow rim of baso-
philic cytoplasm. Without knowing their immunohistochemical features, I
classified the tumour cells as “centroblast-like”; even today I am not sure
whether the tumours were B-cell or T-cell lymphomas. Perhaps they were
high-grade malignant T-cell lymphomas. There were as many as 47 cases of
this type. It was most common in the small intestine. Eight cases were diag-
nosed as “intermediate” centroblastic-immunoblastic lymphoma. In contrast
there was only one case of Burkitt’s ymphoma (also in the small intestine).
The second most frequent type of high-grade malignant lymphoma was im-
munoblastic lymphoma (16 cases); in two cases the high-grade malignant
lymphoma had developed secondarily to immunocytoma. Lymphoblastic
lymphoma was found in eight cases, one of them showing “convoluted” nu-
clei. In three cases alpha-chain disease was suspected. Unfortunately, it was
not possible to perform immunohistochemical analyses.

In the afternoon we examined some other lymph node biopsies (mostly
chronic lymphocytic leukaemia and immunocytoma). Then in the evening
we had dinner in Medina, the Arabian quarter of Tunis. First we looked at a
pile of rubble left over from the prison where BourGiBa had been incarcer-
ated and that he had had demolished. CHADLI had been the President’s phy-
sician in ordinary for 10 years (1960-1970) and thought highly of him. He
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had accompanied BOURGIBA on many trips and had received many medals,
including the Order of the Garter, which he proudly showed to me.

On 15 December I left Tunis. CHADLI was waiting at the airport for me
with a bag full of dates. We compared our lists of diagnoses and found some
incongruity.

CHADLI was born in Tunis in 1925. He had spent five years studying with
FRUHLING in Strasbourg. He was there until 1962, but did not become
professeur agrégé until he returned to Tunis. He founded the medical faculty
in Tunis in 1964 and was the Dean for nine years. At the same time he was
Director of the Institut Pasteur in Tunis. In order to take on this position he
had to pass all the examinations in bacteriology at the Institut Pasteur in
Paris. He also founded two other faculties outside of Tunis. It appeared to me
that he had great political influence. He did not believe in committees, but
rather in individual responsibility. This was the way CHADLI acted as Dean
and the way BOURGIBA ruled as President of Tunisia. At the time of my visit
CHADLI was still teaching pathology at the University in Tunis and immu-
nology at the Institut Pasteur. He was a refined but autocratic man and a
bright scientist. His French training was noticeable in his manners. He
seemed to have a thousand responsibilities and no rest. CHADLI's self-disci-
pline was exemplary and he got up at 5:00 a.m. to dictate his pathological
reports.

According to CHADLI, FRUHLING (born in Florange, Lorraine) had been
a kind and very clever man. He had been a professor at the Institute of Pa-
thology in Strasbourg [71]. He had been both a haematologist and a patholo-
gist, the first European haematopathologist to come after Maximow. His
death was a huge loss. FRUHLING died tragically together with his wife when
the aeroplane he was travelling on from Budapest crashed in Frankfurt a.M.
in 1962. He had been a convinced communist, but CHADLI was sure that he
was much too good to have been a revolutionary.

2.14 ATTEMPTS TO AGREE ON A UNIVERSAL
CLASSIFICATION OF MALIGNANT
LYMPHOMA, 1974-1982

The publication of a whole number of new classifications of malignant lym-
phoma was unsettling for the clinicians who had felt so secure with the sim-
ple and seemingly clinically relevant Rappaport classification, especially in
the USA. Now there were several new classifications to choose from. Which
classification was closest to the truth? Which classification was the most
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clinically relevant? The uneasiness increased from day to day. This put both
the International Union Against Cancer (UICC) and the NCI into action.

2.14.1 FLORENCE, ITALY, 20-26 OCTOBER 1974

The first attempt to come to an agreement was made at the 11" International
Cancer Congress of the UICC. There I met with LUKEs and we attended the
session on NHL in which DORFMAN gave a lecture on the classification of
lymphomas. DORFMAN proposed a “Working Classification” of NHL, which
he had already published [47]. Even though the Kiel classification had just
recently been published in »Lancet« [45], it was not mentioned. When I
pointed this out there was much laughter among the audience. The Working
Classification presented by DORFMAN was largely based on the Rappaport
classification and distinguished between follicular (instead of “nodular”)
and diffuse lymphomas. The latter group included some new entities already
found in either the Lukes-Collins classification or the Kiel classification,
namely, small lymphocytic with plasmacytoid differentiation, “atypical”
small lymphocytic, convoluted cell (thymic), large lymphoid (pyronino-
philic), Burkitt’s lymphoma, and mycosis fungoides. Then S.A. ROSENBERG
presented a paper on the clinical features of NHL and emphasized the high
clinical relevance of the Rappaport classification.

During the congress there was also a meeting of 19 clinicians and patholo-
gists who had been specially chosen for a “planned follow-up of the 1973
London meeting on NHLs” KapLAN both organized and moderated the
meeting. The pathologists included DOREMAN, RILKE, GERARD-MARCH-
ANT, LukEgs and myself. KAPLAN gave a report on the symposium in London
and complained that a number of new classifications of NHL had been pub-
lished since then. He called upon the pathologists and clinicians to come to
an agreement “on a method of considering, testing and adopting the best
histopathologic classification of the NHLs”, with special regard to the well
established Rappaport classification. He said that there was no time to lose
and another meeting should be held as soon as possible, perhaps in late Janu-
ary 1975 near Washington, DC.

2.14.2 WARRENTON, VA, USA, 4-5 SEPTEMBER 1975

Even though the clinicians were understandably impatient, the next meeting
did not take place for almost another year. It was held at Airlie House, orga-
nized by the NCI, and given the title “Invitational Workshop for the Plan-
ning of the Retrospective and Prospective Studies to Delineate Optimal
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Classifications of the Non-Hodgkin’s Lymphomas”. The participants included
15 clinicians, two immunologists, 16 pathologists, and one statistician.
Through BERARD I was able to obtain additional invitations for BRITTINGER
and GERARD-MARCHANT. The original goal of the workshop was to bring
the various new classifications into harmony with the Rappaport classifica-
tion, which was widely used in the USA.

After the usual introductory remarks, each of the recently proposed clas-

sifications was described in a 20-minute presentation.

a) Lukes presented the Lukes-Collins classification and added some new
insight into the convoluted cell type.

b) In addition to presenting the Kiel classification I reported on prelimi-
nary clinical findings from the ongoing studies by MUssHOFF [72],
BRITTINGER (see Fig. 11) and others. The prognostic significance of the
Kiel classification was already apparent (Fig. 11). This was not acknowl-
edged by the Americans, however, as later comments by ROSENBERG
revealed.

c) MATHE presented the WHO classification and added whether the lym-
phomas were “B+”, “T+” or “B and T”.

d) BENNETT was the delegate from the British group (“National Lym-
phoma Investigation®), but emphasized at the beginning that the
group’s views were heterogeneous and that he could not speak for every-
one in the group. He said that only half of the British pathologists actu-
ally cooperated with the group and about 75% of the clinicians worked
with the old British classification and not with the Rappaport classifi-
cation. He was grateful to LuKEs for the descriptive terms “cleaved”
and “noncleaved”, but in Kiel he had agreed to the terms “centrocytic”
and “centroblastic”. The British group had accepted the distinction be-
tween “low-grade” and “high-grade” malignant types, but unfortunately
still used the term “differentiation”. Nevertheless, BENNETT admitted
that he agreed with me that the latter term was inappropriate in lym-
phoma pathology. The British group considered plasmacytoma to be a
high-grade malignant lymphoma, did not recognize lymphoplasma-
cytic lymphoma, and found the Kiel classification much too complex.

e) With his compromise classification (see p. 23) DORFMAN attempted to
reconcile the various new classifications with the Rappaport classifica-
tion. To my surprise, DORFMAN thought that “Lennert’s lesion” was
quite common and proposed that it should be included in the classifi-
cation of NHL as “lymphoma with epithelioid cells”.

Both DorrMAN and CoLLINs emphasized that the frequency of follicular
lymphomas versus diffuse lymphomas varies both from institution to insti-
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tution and from continent to continent. Follicular lymphoma is twice as
common in the USA as it is in Europe.

After these presentations SELIGMANN gave a very competent lecture on
immunology with respect to the various types of lymphoma. He reported
that the demonstration of Ig on the surface or in the cytoplasm of tumour
cells is the most dependable proof that they are B cells. He also said that the
EBV receptor is specific to B cells. Analyses using E-rosettes and anti-T-cell
sera were still causing problems. Monoclonality was not a proof of malig-
nancy. JAFFE then reported on EAC rosettes and surface Ig in numerous
cases of lymphoma.

An unusually fierce discussion ensued. Unfortunately, I could not partici-
pate in it much because I had developed laryngitis overnight and had lost my
voice. The assaults were mostly against LUKES, who was unbending in de-
fending himself. RApPAPORT and the British group, especially FARRER-
BrOWN, were particularly angry with me and the group in Kiel.

ROSENBERG appealed to the pathologists to answer 10 questions. In 1968
the Stanford group had already analyzed 400 cases diagnosed according to
the Rappaport classification and had published six or seven papers on the re-
sults. ROSENBERG found the discussion at Airlie House extremely disap-
pointing. RAPPAPORT said that he was not in favour of the term “centrocytic”
and preferred “cleaved lymphocytic”. He also rejected “immunocytoma” and
the differentiation of low-grade and high-grade malignant lymphomas.
LukEs said: “We have to split before we lump.” My comments were, first, that
we should aim for consistency and not compromise and, second, that sur-
gery instead of homoeopathy would be necessary in the dispute over lym-
phoma classification. I proposed that we sit at the microscope and reclassify
a homogeneous collection. BENNETT agreed: “It is wrong to accept forced
compromises.” He admitted that he had participated in the development of
the Kiel classification.

At the end of the discussion there was a widespread feeling of helpless-
ness. Finally, however, the proposal to perform a joint study of a large collec-
tion of cases was accepted. The study would be sponsored by the NCI and its
goal would be to evaluate the six classifications (Rappaport, Lukes-Collins,
Kiel, Dorfman, British, and WHO) with regard to their clinical relevance
(see pp. 52ff.).

KaPLAN was surprisingly open to the concept of the Kiel classification
and suggested sending one of the Stanford assistants to Kiel. DORFMAN,
however, rejected this suggestion, saying that their department already had
too many responsibilities. C. G. SCHMIDT commented that he thought the
Kiel classification had made the best impression. He had never before wit-
nessed a German concept being seriously discussed by Americans.
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2.14.3 VILLEJUIF, FRANCE, 20-25 JUNE 1977

At an Immuno-Oncology Week organized by MATHE a large number of ex-
perts from Europe and North America met to discuss current results of
lymphoma research. These were published in 1978 [73] but there were no re-
ports on the ardent discussions. My presentation of the ongoing studies in
Kiel (in collaboration with STEIN [74]) seemed to be more polished than the
paper presented by LUKES. A German colleague, V. DIEHL, later complained,
however, that I had been unnecessarily harsh at the end of my presentation
and that this may have been to my disadvantage.

HENRY presented the British classification, saying that it was meant only
as an aid in routine pathology. Her presentation was not convincing, espe-
cially because of the poor quality of the photographs.

MaTHE had somehow found out that the handbook (see p. 41) had gone
to press and he had been able to obtain a copy of the proofs, which he laid
out on the book table. I asked him about this and he offered to remove the
proofs, but I let them stay on display. LukEs had also learned about the book
from L. FIORE-DONATI, but he did not appear to be concerned about it. A
year earlier LUKES and CoLLINs had already been asked to write a fascicle
for the Armed Forces Institute, but were still waiting for a final confirmation.
I advised LUKEs to write his own book and not to wait for the fascicle, which
was not published until 1992 (!).

Lukes told me that he had visited Yale University (New Haven, CT, USA)
two weeks previously. There ROSENBERG and V.T. DEVITA admitted that the
Rappaport classification was obsolete and that there were at least nine types
of lymphoma.

MATHE invited me and a few others to an elegant dinner, where I enjoyed
the company of Goop and KAPLAN and their wives. I also met the sister of
the President of Egypt. On other occasions I was able to chat with Rappa-
PORT, who seemed friendly but somewhat distracted.

2.14.4 GENEVA, 1-5 MAY 1978

At a workshop on malignant lymphomas organized by the UICC the next
attempt was made to present a universally acceptable classification [75].
Unfortunately, this goal was not properly transmitted to the participants
beforehand.

The workshop was organized by J. F. DELAFRAISNAYE, a Frenchman who
had worked for the UICC for about 15 years. During World War II he had
spent a short time in a concentration camp in Spain. He was very critical of
the terms used in the Kiel classification.
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Chairman of the workshop was KapLAN and the secretary was R. LEvy.
The other participants were E.H. CooPeR, W. Forp and P.G. SMITH from
the UK, KLEIN and K. NiLssoN from Sweden, D. METCALF from Australia,
RowLEY from the USA, and SELIGMANN from France. U. VERONESI and
ZEecH had also been invited, but did not attend.

At the workshop KaPLAN moderated five days of discussion of the various
aspects of lymphoid tissue and malignant lymphomas. I was supposed to be
responsible for presenting the morphological aspects. Unexpectedly, I was
asked to give a lecture for which I was not prepared, since I had brought along
only colour transparencies for a presentation on NHL. I would like to note
that KApLAN was very friendly and obliging to me at the dinner on the eve of
the workshop. During the workshop he was also a very fair moderator. He
said that he would like to accept the Kiel classification, but with more accept-
able terms (i.e. not with “centrocytic’, “centroblastic” and “immunoblastic”). I
was agreeable to this. Other members of the group resisted, however, and felt
that an existing and not a modified classification should be chosen for general
use. KAPLAN’s friendliness and kindness toward me was all the more remark-
able as a film on the Holocaust had been shown on American television just a
week earlier. Perhaps that was why LEvY seemed to turn away from me.

This was my first personal encounter with METCALE. He did not appear to
understand me at first and was annoyed by things I mentioned that were new
to him, e.g. the various types of reticulum cells in B-cell and T-cell regions.
He became more friendly when I asked him about the relationship between
promyelocytes and monocytes.

SELIGMANN was more open toward me. On this occasion he was able
to recognize immunocytoma (with or without paraproteinaemia) as an en-
tity, an idea which he had previously rejected vehemently in a discussion
with DIEBOLD.

KLEIN was friendly and attentive, as always. The other participants did
not seem to take him very seriously. I thought his EBV concept was inventive
and well-founded.

The two Englishmen, CooPER and ForD, were also responsive. COOPER
was particularly kind and interested in contact with Germany. He thought
that Europeans should draw closer together, since we have certain qualities
that differ from those of Americans. He suggested cooperative studies, e.g.
with BENNETT and co-workers. Evidently, CooPER had been a soldier in
Germany after World War II. He knew more about the history of the War
than I did and he also knew a lot about the history of German medicine. He
was very interested in the data I presented and even incorporated it in his
own text.

Forp was a professor of experimental pathology in Manchester, UK, and
had previously worked with J.L. GowaNs. FOrRD was a close friend of I.C.M.
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MAcLENNAN, who later told me that Forp died in a tragic accident in
Australia. He reported on his interesting studies of the recirculation of
lymphocytes.

The third Englishman, SMITH, was a nice young statistician from Oxford.
He would soon return to Africa.

ROWLEY gave an excellent presentation of cytogenetic findings in malig-
nant lymphomas. This field of research was still very much in its begin-
nings.

NiLssON was a brilliant tissue culture specialist from Uppsala, Sweden.
He showed me two cases that had been misdiagnosed as malignant lym-
phoma and I was able to clarify them, but I was not sure what he thought of
my opinion.

A few weeks after the workshop I received the collection of manuscripts
intended for publication. I was shocked to find that the whole section I had
written on histology had been deleted from my manuscript and had been re-
placed with some insignificant remarks on the lymphoma classifications; all
that remained of my paper were the sections on Hodgkin’s disease, reticulum
cells and, curiously, electron microscopy (written by KAISERLING using the
terms of the Kiel classification!). This paralyzed me, just as I had been when
MATHE published the WHO classification. SELIGMANN later encouraged me
to complain, just as he had; but I said nothing.

The results of the workshop were published in 1978 as Volume 37 of the
UICC Technical Report Series. The book was of little value. There was no list
of references and it was not possible to recognize who had said what. The
book represented a futile attempt to present a universally acceptable classifi-
cation and thus an unfortunate waste of time, money, and paper.

2.14.5 THE NCI STUDY, 1975-1980

In December 1975 BERARD sent me the NCI proposal (No. NCI-CM-67072)
for the study initiated at the meeting at Airlie House (see p. 47). The plan was
to study 1,000 cases of lymphoma, which were to come from several different
institutions at which the quality of both treatment and documentation were
known to be high. I agreed to the plan with just two objections. First, I did
not think such a study would be possible without special staining techniques
(not only Giemsa, but also PAS etc.). BERARD responded that it would be
impossible to use special techniques because in many cases only “referred
slides” were available and there were no paraffin blocks. Later it turned out
that a series of slides stained with H & E, Giemsa, PAS, and Gomori could be
prepared in all the cases collected in Milan. The Milanese collection was
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therefore much more homogeneous that those of the other institutions. Sec-
ond, the so-called control pathologists were not sufficiently familiar with
several of the classifications because these had not yet been published in any
great detail. In my opinion it was essential that these pathologists be sent as
much information as possible so that they could become versed enough in
the use of the various classifications to make reproducible diagnoses. BE-
RARD replied that this would also be impossible and even unnecessary.

The institutions finally chosen for the study were Tufts University, Stan-
ford University, the University of Minnesota, and the National Cancer Insti-
tute (Istituto Nazionale per lo Studio e la Cura dei Tumori) in Milan. The
participants were to travel to each institution to study the case collections
there. There were two groups of lymphoma experts (Fig. 12). One group was
composed of one proponent for each classification (RApPAPORT, LUKES,
DorFMAN, HENRY, O’'CONOR, and myself). The other group were “control
pathologists” who were well-known lymphoma experts and were supposed

Fig. 12 The six representatives of a lymphoma classification and the six control
pathologists (NCI Study). Left to right: K. NANBA, G. KRUEGER, R.F. DORFMAN,
G.T. O°CONOR, the author, A. H. T. RoBB-SMITH, H. RAPPAPORT, M. SACKS,
KrisTIiN HENRY, R.]. LUKES, R. HARTSOCK, C. W. BERARD
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to test reproducibility by using all six classifications (BERARD, R. HARTSOCK,
G. KRUEGER, NANBA, RoBB-SMITH, and SACKS).

The goal of the study was to find the “best” classification based on repro-
ducibility and clinical relevance. The latter was defined only by survival
curves, however. The reproducibility of each classification was to be tested by
having each respective proponent diagnose 20% of the cases a second time
without knowing the first diagnosis he or she had made.

During the meeting of the International Academy of Pathology in Wash-
ington, DC in October 1976 (see p. 30) I had dinner with BERARD and his
wife. The NCI study was an important topic of our conversation. Unfortu-
nately, BERARD again did not show any concern about the control patholo-
gists’ ability to apply the new classifications. For example, I did not think that
anyone could use the Kiel classification just on the basis of the London pub-
lication (1975) since it did not contain detailed descriptions and illustrations.
There was a similar problem with most of the other classifications. BERARD
still would not acknowledge this drawback. He said that the study would be
done in two years and that would be the end of all animosity and rivalry
among the proponents of the various classifications.

BeERARD and I also spoke about a haematopathology tutorial held by Rap-
PAPORT in Geneva the previous summer. My impression was that Europeans
were treated as if they came from the Third World; all the instructors were
Americans. BERARD said that he would speak with RAppAPORT and make
sure that at future tutorials in Europe half the instructors would be Ameri-
cans and half would be Europeans.

2.14.5.1 TOUR OF THE INSTITUTIONS INVOLVED IN THE NCI STUDY

In 1977 and 1978 I visited all four institutions to examine the cases collected
at each one. First I went to Tufts University Medical School in Boston, MA,
2-6 and 13-18 September 1977. There I worked in the laboratory of R.
A.DEeLELL1s. R.A. RUDDERS was responsible for the 209 cases collected
there. I also gave a lecture on the Kiel classification. In addition I spent an
evening with STADECKER, CASTLEMAN, AISENBERG, RUDDERS, and LONG.

From Boston I went to Minneapolis, MN, USA. There I studied the col-
lection of Rosarl at the University of Minnesota from 22 September to
1 October 1977. FrizzERA had been responisble for preparting the cases.
In Minneapolis I also enjoyed meeting CLARA D. BLOOMFIELD (clinician),
KazIMIERA J. GAJL-PECZALSKA (a pathologist from Poland who had been
doing immunohistochemical analyses of SIg in lymphomas since 1972),
DoOROTHY SUNDBERG (who used to work with the late H. DOwNEY), and
R.D. BRUNNING (clinical haematologist).
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The final stop on this trip was Stanford University in Stanford, CA. There
I diagnosed 379 cases in six days, 4-14 October 1977. The collection was that
of DorREMAN and R.A. WARNKE. I gave a lecture on the Kiel classification,
which was received surprisingly well, even though I had been given a chilly
introduction by ROSENBERG and LEVINE. At a final meeting with DORFMAN
he was very friendly. He thought that an evaluation of the diagnoses of the
repeat cases should be omitted from the NCI study because the investigators
were exhausted and disinterested by the end of their stay at each institution.
He told me that I was the “guinea pig” and that I should tell BERARD about
my experiences. Dorfman wrote down my comments, however, and I was
sure he would pass them on to BERARD.

Almost a year later I visited the National Cancer Institute in Milan,
11-25 August 1978, to study the collection of RILKE (who was a member of
the ELC). The slides from those cases had all been prepared with the same
fixation and staining techniques. SACKs was there from Israel as a “control
pathologist” He asked me the same question I had already posed so many
times to BERARD and DORFMAN: Why is there so much bitterness in the dis-
cussion of lymphomas? SAcks was sorry that the handbook written by the
Kiel group [58] had been published so late; he said that it would have been of
immense help to him since our previous publications had not been compre-
hensive enough.

2.14.5.2 EVALUATION OF THE RESULTS OF THE NCI STUDY

The first follow-up meeting of the participants took place in Stanford,
14-15 June 1979. ROSENBERG was a skilled and concentrated moderator. The
participants included KaPLAN, numerous clinicians, and various observers
in addition to the pathologists (six proponents and six experts) who had di-
agnosed the cases histologically.

In his introduction KapLAN highly praised the work of the pathologists.
This was very different from his tone at the Airlie House meeting. ROSEN-
BERG presented practically all of the tables and survival curves that had been
prepared for each of the entities in each of the classifications.

On the second day the clinicians and the pathologists met in separate
rooms. The discussions were difficult and there was no agreement on any one
classification. Only a few decisions were made. At least the term “nodular”
was replaced with “follicular”. The term “histiocytic” was also discarded
(KapLAN commented: “Histiocytic lymphoma seems to be a dead horse?”).
The greatest improvement was, in my mind, the clinicians’ coming to realize
that the Kiel classification (and the Lukes-Collins classification) is clinically
relevant. What was lacking was consensus on terminology (e.g. “cleaved cell”
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versus “centrocytic”). I proposed a conference of pathologists that could take
place in Kiel. Both RAppAPORT and NANBA agreed that this would be a very
good idea. BERARD indicated to me later, however, that no funds would be
available for such a conference.

The final follow-up meeting was held in Palo Alto, CA, USA, 10-11 Janu-
ary 1980. Unfortunately, I could not participate because I was ill. I asked
RILKE to substitute for me. Out of loyalty he flew to the meeting and gave me
a report by telephone. He told me that a “Working Formulation” was being
proposed for “clinical usage”. In the name of the participating pathologists he
urged me to agree to the proposal. I was overcome. After much thought I
wrote a critical opinion that was included in the comments in the later pub-
lication [76]. The participants at the meeting had concluded that it was too
early for a universally acceptable classification. The whole world knew, of
course, that the Working Formulation was not just intended for clinical us-
age but would serve as the classification of NHL for the near future.

2.14.6 PRESENTATION OF THE WORKING FORMULATION, 1982

After the meeting in Palo Alto the Working Formulation became the focus of
discussion in the USA. DEViTA wrote me that he supported it. I answered
him in February 1981 and warned against publication of the Working For-
mulation at that particular time. In my opinion it was created under pressure
and much too quickly. Further discussion was of the utmost importance, es-
pecially because of the lymphoma entities that had been disregarded in the
Working Formulation.

In spite of my protests the Working Formulation was presented during a
seminar at the UICC Cancer Congress in Seattle, WA, USA, 13-15 Septem-
ber 1982 (see below).

The second Japanese-American seminar on the difference in lympho-
cytic diseases between the USA and Japan was held before the Congress
(6-7 September 1982). SuGANO proposed that a conference be held on the
Kiel classification and thought that the Japanese concept could be promoted.
Kojima mitigated. Unfortunately, such a conference never took place. Before
the seminar there was also a heated debate with NANBA, who had previously
worked with BERARD. NANBA defended the Working Formulation. The only
presentation pertaining to the topic of the Congress was that of B.
N. NATHWANI, who reported on 62 cases of lymphoma that had been
classified as “mixed cell lymphoma” according to the Working Formulation
(published later, e.g. [77]). He said that the cases fell into two groups with
different clinical features. This meant that they could not have represented
one entity. During the Japanese- American seminar I attempted to speak with
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BERARD, but he avoided me. I did not want him to be surprised when I
defended my opposition to the Working Formulation later during the
Congress.

Before the seminar I had an opportunity to meet M. KapIN and his wife
who invited me to dinner at their home; MARTHA KADIN was an excellent
cook. On 12 September many of the participants went on an outing to Til-
liams Village, a Native American village. There I met a colleague from Eu-
rope who told me that the 12 groups belonging to the EORTC used the Kiel
classification, while the five institutions associated with the USA still used
the Rappaport classification.

On 13 September I met with DOREMAN and SAcks to tell them my opin-
ion of the Working Formulation and to ask them for advice. They under-
stood me and told me to go ahead and honestly express my opinion. That af-
ternoon there was a meeting of the participants in the NHL Classification
Project sponsored by the NCI. In the invitation ROSENBERG had written that
the purpose of the meeting was very important, since decisions had to be
made about future responsibility for the project, including analyses of data,
publications, financing, and other activities. It was then a great surprise
when, at the beginning of the meeting, ROSENBERG announced that he was
resigning. He said that there was little interest in the “telephone book of
data”, but that it would be possible to obtain data on specific projects. Then
RoBB-SMITH presented a modified Working Formulation, which was not re-
ceived positively. ROSENBERG did not want to discuss any of the problems
with the Working Formulation. RAPPAPORT was gruff.

After the meeting I met with LUKES and then went with him to the eve-
ning seminar. It was entitled “NHL Classification Project: A National Cancer
Institute International Study” and lasted for 2% hours. DEVITA was chair-
man and I was co-chairman. The auditorium was packed full (approx. 500).
DEVITA was in good form, actively participated in the discussions, and oc-
casionally forgot that I was there. The seminar began with four presentations
that dealt with the Working Formulation from different points of view.
RoSENBERG provided the background. E. GLATSTEIN spoke on the relative
value of the six classifications. BERARD presented the Working Formulation
and equivalent entities. R. HOpPE reported on clinical correlations. There
was much overlapping of information and there were numerous repetitions,
so many of the listeners left the auditorium early. These four presentations
were followed by one given by STEIN entitled “Future Direction of NHL
Classification”. He presented the immunohistochemical findings in NHL, be-
ginning with the Ki-67 antibody and ending with Ki-1-positive lymphomas;
in the main part of his presentation he spoke about the most significant im-
munological findings in the most frequent types of lymphoma. In the ensu-
ing discussion a co-worker of S. E SCHLOSsMAN commented that one should
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study normal B-cell differentiation before extrapolating to malignant lym-
phomas. STEINs answer was that it was not possible to present both normal
development and NHL in 20 minutes.

Finally the six “experts” representing the six classifications were asked to
present their opinions. I was the first one to speak. I began by commending
the NCI for sponsoring such a large study. The study concluded with the
Working Formulation, which was just a “formulation” Its sole purpose was
supposed to be to make the various classifications comparable with one an-
other. It was not in itself a classification, even though this was often assumed.
My objections to the Working Formulation’s being used as a classification
were based on the following.

First, the Working Formulation was not a system of biological entities, but
instead combined entities of heterogeneous nature and separated entities
that belonged together. This was its worst fault. Two examples were the “small
lymphocytic” and “large cell” types. Good clinicians would soon find out
whether the “entities” of the Working Formulation were homogeneous or
heterogeneous. NATHWANI had shown just seven days ago that the “mixed
cell” group contained two different entities with different prognoses [76].
Since the Working Formulation did not define biological entities it would
not be possible to use it as a basis for performing epidemiological studies.

Second, the results of the NCI study were based on an evaluation of H&E
stained slides (a histological technique going back to the 19" century) and on
clinical survival curves. No special staining techniques (including immuno-
histochemistry) or other clinical findings were allowed to be taken into
consideration.

Third, the Working Formulation could not be learned easily by patholo-
gists because it was not based on a systematic principle.

Fourth, the Working Formulation underestimated the ability of both cli-
nicians and pathologists. In Europe many clinicians were already using the
Kiel classification. Why shouldn’t it be possible to apply an immunologically
defined classification in the USA and elsewhere?

Fifth, just because a classification was immunologically defined did not
mean that frozen tissue material had to be examined in all cases. On the
contrary, about 80% of lymphomas could be diagnosed on paraffin sections
if they were of good quality and stained with Giemsa. Another 10% could be
recognized with the PAP technique on paraffin sections. Only about 10% of
cases required an immunological analysis of frozen tissue for an exact diag-
nosis; but even in these cases examination of paraffin sections provided
enough information to make a statement giving an indication of the appro-
priate treatment.

The other experts made the following comments.



2.14 ATTEMPTS TO AGREE ON A UNIVERSAL CLASSIFICATION

RappaPoORT: “T like the Working Formulation” He thought that it pro-
vided a basis for understanding the various classifications. He considered it
to be impossible to distinguish B-cell and T-cell lymphomas in paraffin sec-
tions. Criticism of the Working Formulation was not justified, since the criti-
cism was based on morphology alone. He said that I was not working in the
“real world” He agreed with me, however, that survival data were not the
only important clinical criteria.

O’CoNOR: An international agreement was necessary. The NCI study had
revealed that there were differences in the frequency of the various types of
lymphoma. For example, follicular lymphomas were not as common in the
Milanese collection as they were in the USA. In any event, the Working For-
mulation was an improvement over the earlier distinction between lympho-
sarcoma and reticulosarcoma. O’CoNoOR did not think that the Working For-
mulation was necessarily perfect, but that it was “usable and acceptable”

HEeNRY: The Working Formulation made it possible to compare the data
from various institutions. It had created a “common language”. Time would
tell whether it would be of help in this respect. On the whole, HENRY was
positively inclined toward the Working Formulation.

DorrMAN: First he cited KaY’s [48] Letter to the Editor in »Lancet« and
got the audience to laugh. DORFMAN [47] had proposed a compromise clas-
sification in a Letter to the Editor in »Lancet« as well. He said that the work-
shop at Airlie House (see p. 47) had been very frustrating, because no clini-
cal data had been presented. (NB: This was not true, but no one paid any
attention to the studies in Germany. See Fig. 11). DORFMAN thought that the
Working Formulation was of “tremendous value” and that the NCI study was
“unique”. He asked what a clinician should do with a diagnosis of “T-zone
lymphoma” when all he wants to know is how to treat the patient. DORFMAN
felt that my approach was something for the future and not for everyday pa-
thology. He said that he was going to use the Working Formulation together
with another “real” classification.

LUKEs said that he essentially agreed with me. He thought that STEIN and
I had shown where the future will lie. We were looking for biological accu-
racy in the classification of NHL. There were critical differences in treatment
between B-cell and T-cell lymphomas. The Working Formulation was not
based on biology. Even though the NCI study was unique, the Formulation
would only serve for a transition period. LUKES agreed with me that hetero-
geneous entities were combined into groups in the Working Formulation,
e.g. T-cell and B-cell leukaemia. Biology was totally ignored by the Working
Formulation. LUKES criticized the National Institutes of Health (NIH) be-
cause the reviewers had rejected a biologically oriented lymphoma research
project proposed by his research group. At this point DEVITA intervened and
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said it was not true. LUKES was also critical of the quality of the slides at the
institutions involved in the NCI study; such poor quality was not his “real
world”. He pointed out that immunohistochemical analyses of frozen sec-
tions and PAP staining of paraffin sections are not as difficult as other people
had indicated. LuxEs concluded by saying that “the future belongs to us!”

The statements by the six experts were followed by a discussion. DEViTA
commented that the Working Formulation was a compromise, but it was still
reproducible. He said that the “real world” seemed to differ from laboratory
to laboratory.

KapLAN remarked that the situation was now just as awkward as it had
been at the Airlie House workshop. He thought that the investigations by
STEIN and LUukes were elegant. In Stanford, however, his department re-
ceived material from all over the world. Most pathologists preferred H & E
staining and the sections were often too thick. That was the “real world”. Pa-
thologists in the USA were able to distinguish only small-cell and large-cell
lymphomas of nodular and diffuse types. There was agreement on the diag-
nosis in only about 60% of the cases of nodular lymphoma. In the future
would just 10 institutions be making diagnoses? He had not seen any study
by LukEs or myself that proved the reproducibility of our classifications.
Finally, KAPLAN was so annoyed that he left the auditorium. BERARD had al-
ready gone earlier.

BLoOMFIELD reported on her own study of lymphomas with immuno-
logical techniques. I was not able to understand her, but I later read a pub-
lished paper showing that the results were similar to those obtained by the
research group in Kiel. BLooMFIELD had used the Working Formulation and
a few of the lymphoma types had proved to be heterogeneous.

DEViTA asked ROSENBERG to make a comment. The latter was reluctant,
but he said that LukEs and I were constantly creating new entities and terms
that were almost impossible for clinicians to comprehend. Clinicians could
accept new definitions and terminology only if these were of clinical rele-
vance and understandable. For example, B-cell tumours were quite heteroge-
neous. None of the six classifications was any better than the others. DEViTa
concluded by thanking the 12 pathologists and for all the support from the
NCI.

After the meeting ROSENBERG was upset. RAPPAPORT tried to comfort
him by saying that the session was a success. The participants from the NIH
were also very annoyed. Later STEIN and I met privately with RAPPAPORT
and NATHWANT and we had a friendly conversation. Afterwards, in the mid-
dle of the night, I had a brief conversation with STEIN, who thought that we
should display our colours.

On 14 September I joined LUKES for breakfast. I asked him whether I had
been too harsh. He was concerned that the clinicians might not understand
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that we were actually aware of their problems. I thought it was necessary to
poke a finger into the wounds.

That morning I also spoke with some other participants about the previ-
ous evening. SACKs said that, “to be honest”, he thought my comments were
justified and indicated. KADIN said: “You were too mild.” He thought that the
Working Formulation was of no value. He expressed interest in spending a
sabbatical in Kiel.

On the flight home to Germany N. BRock approached me and encour-
aged me to “keep fighting”

In retrospect on 15 September I wrote in my diary that the battle had been
fought. I knew that the views expressed by the Working Formulation could
not be reconciled with the Kiel classification. The future belonged to us. Sci-
entific “truth” would prevail and others will follow. The NCI and the group
in Stanford were now obviously enemies of the Kiel group. We would have to
ride out the storm. Everything would have been lost if I had remained silent.
It was obvious that the Working Formulation was intended as a classification
and not just as a “formulation”. Many people told me that they did not like
the terms used in the Working Formulation (e.g. “cleaved cell”); but why
didn’t they say anything at the meeting? I was disappointed. At least I had
noticed that the opinions in the USA were very heterogeneous.

In December 1982 I received a letter from RoBB-SMmITH saying: “I think
you are very right to speak out as you did. It seemed to me that apart from
your remarks, the whole of the Seattle meeting was a nonsense, but a bad
nonsense.”

2.15 COMPARISON OF THE LUKES-COLLINS
CLASSIFICATION AND THE KIEL CLASSIFICATION

Both the Lukes-Collins classification and the Kiel classification introduced
immunological features of the lymphoma cells as an important principle for
defining NHL [78]. Lukgs and CoLLINs based their classification on two
new findings. First, lymphocytes are capable of transformation; when they
transform they become much larger and capable of mitosis [30]. Second,
when LukEs and CoLLINS used a camera lucida to draw the nuclei of germi-
nal centre cells and compared these with the nuclei of lymphoma cells they
found cells with cleaved nuclei (“cleaved cells”) and cells with round nuclei
(“noncleaved cells”). These cells were considered to be the same as the cen-
trocytes and centroblasts of the Kiel classification. Lukes and COLLINS
thought that these were the most common types of lymphoma cells. Initially,
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Lukgs and his co-workers did not apply immunological techniques in their
own laboratories, but instead extrapolated results from the literature.

A camera lucida was also used in the laboratory where I worked in Frank-
furt a. M. to trace various types of lymph node cells. Instead of sections,
however, I used imprints and these were stained with Giemsa. This made it
possible to recognize the finest of details. For example, the nucleoli of secret-
ing cells (plasma cells, plasmacytoid T-zone cells) were recognizable as red-
dish violet, whereas those of dividing cells were dark blue. It was also much
easier to demonstrate basophilia of the cytoplasm in Giemsa-stained im-
prints. The results of the these cytological analyses were thus more far-reach-
ing than an evaluation of nuclear shape alone. In Kiel the research groups of
STEIN and PARWARESCH also used immunological techniques right from the
beginning, no matter how primitive those methods may seem today [31].

The most significant difference between the Lukes-Collins classification
and the Kiel classification was the definition in the latter of what we called
“centrocytic lymphoma” as an entity, whereas LUKEs included this type of
lymphoma among the germinal centre cell lymphomas. Today we all agree
that it is a separate entity, now known as mantle zone B-cell lymphoma,
which shows characteristic immunological and chromosomal anomalies
(e.g. cyclin D1-positive nuclei, translocation t(11;14)(q13;q32) [63,64].

In spite of the mentioned differences Luxks and CoLLINS and I repeat-
edly appeared together in public (Fig. 13), since mutuality was more impor-
tant to us. In the following I shall report on five such occasions.

Fig.13 Left to right: R. D. COLLINSs, the author and R.]. LUKES
in San Diego, CA, USA, 1992
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2.15.1 WASHINGTON, DC, 20 OCTOBER 1976

The lymphoma seminar that I held together with CoLLINS at a meeting of
the International Academy of Pathology (see p. 30) took place without any
conflicts. It did not contribute much, however, to the understanding of the
two classifications, because there was not enough time and too many entities
were presented. The differences between the two classifications were not
discussed.

2.15.2 STOCKHOLM, SWEDEN, 29-31 MARCH 1979

P. BIBERFELD invited LUKES and myself to a meeting of the Swedish Society
of Pathology. We each presented our lymphoma concepts. The rapport be-
tween us was good. LUKEs said it was possible that my interpretation of the
development of germinal centre cells is correct. The meeting was attended by
about 100 pathologists, but only some of them seemed to be familiar with the
topic. The atmosphere was friendly, but there was not much discussion. In
the evening we were invited to a dinner party by BIBERFELD and his wife. I
enjoyed interesting conversations with KLEIN and his wife Eva KLEIN, with
AsTRID FAGRAEUS, and with B. JoHaNNsoON (head of the lymphoma divi-
sion). The latter had reservations against new lymphoma classifications. Af-
ter the meeting LUKEs and I left feeling that we were in complete harmony.

2.15.3 NOORDWIKERHOUT, THE NETHERLANDS, 3-6 APRIL 1979

The Boerhave Committee for Postgraduate Medical Education at the Uni-
versity of Leyden organized an international tutorial on malignant lympho-
mas. The programme committee was made up of J.G. VAN DEN TWEEL
(Heerlen, The Netherlands), LukEs, C.R. TAYLOR (Los Angeles), and myself.
VAN DEN TWEEL came to Kiel on 6 February 1979 to discuss the programme.
The lecturers included J. W. PARKER and TAYLOR of LUKES’ research group
and STEIN, SCHWARZE, KAISERLING, NOEL, and MULLER-HERMELINK of
the research group in Kiel. The other lecturers were BIBERFELD, E.J. HENSEN,
W. HijMmANS, M.]J. PECKHAM, SELIGMANN, RAPPAPORT, D.Y. MASON,
vAN DEN TWEEL, R.E.BaLLieux, C.]J.L.M.MEDJER, W.A. VAN VLOTEN,
R. WiLLEMZE, ROSENBERG, H.Kim, P. LoPES-CARDOZO, and J. JANSEN.
There were approx. 350 participants, about 50% clinicians and 50% patholo-
gists. The main topics of the tutorial were the B-cell and T-cell systems, meth-
odology, B-cell neoplasms, immunoblastic proliferations, T-cell neoplasms,
and Hodgkin’s disease.
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This was the first occasion on which LUKES tried to gain a footing in Eu-
rope. I was surprised because I thought that we had agreed that he would
concentrate on the USA and I would concentrate on Europe.

The presentations by STEIN, SCHWARZE, and MULLER-HERMELINK were
received well. In one of my presentations I spoke about immunocytoma (in-
cluding the type without paraproteinaemia). HiymANS criticized me for not
using clinical data when I make this diagnosis. I explained that, as a mor-
phologist, I must make a morphological diagnosis first and then ask about
the clinical findings. My other presentations on normal histology of lymph
nodes, T-cell lymphomas, and germinal centre cell lymphomas were received
well, even though the controversy with LUKES could not be solved.

NoEL gave a good lecture on “Lennert’s lymphoma”. RaAppApoORT and Kim
presented similar findings in this type of tumour.

After the session Lopes-CARDOZO tried to appease HIJMANS. LOPES-
Carpozo did not understand his agitation.

TAYLOR told me that he was impressed by the handbook published the
previous year and thought it was now the “lymphoma bible”. He often cited
the work done by the research group in Kiel, used illustrations from the
book, and was very fair. He and I fully agreed on the interpretation of Hodg-
kin’s disease.

VAN UNNIK had evaluated the benign lymphomas collected at the Lymph
Node Registry in Kiel and was pleased. He told me that the EORTC had
practically agreed to use the Kiel classification.

Lukes suggested that he and I write a stern letter to DEViTA and ROSEN-
BERG. | disagreed and thought that an oral discussion would be better. LUKEs
evidently wanted my help in opposing the NCI study.

The highlight of the tutorial for me was a conversation with ROSENBERG.
I intimated that I would be willing to accept any compromises with respect
to terminology but none with the entities. I told him that I had suggested a
compromise to LUKES in 1974 but without success. ROSENBERG was sympa-
thetic and agreed that all of the problems could already have been solved if
there had been a compromise. We also spoke about the NCI study. ROSEN-
BERG thought that I would not be disappointed with the results. I expressed
my reservations, which were: (1) At the meeting in Palo Alto in 1980 (see
p- 56) there would be too little time for discussion and thus too much pres-
sure. (2) The quality of the slides was poor. This reduced the value of the re-
producibility and applicability data. (3) The Rappaport classification had al-
ready been modified and was used differently by different people. On this
occasion I got to know ROSENBERG as a responsible, compassionate clini-
cian. He said that he intended to support me at the next meeting at
Stanford.
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2.15.4 ATHENS, GREECE, 6-10 APRIL 1981

The Second International Lymphoma Conference was organized by LUKES
and his team together with a few colleagues from Athens. Most of the latter
had little to do with lymphoma research. Lectures were held by members of
the predominant American group, by members of the Kiel research groups
(STEIN, BRITTINGER, and myself), by several researchers from the UK (in-
cluding PEckHAM and RoBB-SMITH), by NEZELOF, and by ROSENBERG. The
conference was held just a few weeks after a large earthquake, but there was
little evidence of it.

After brief introductory remarks by ANAGNOsTOU and N. PAPACHARA-
LAMPOUS, LUKES took over and dominated the conference from the very
first moment on. He presented his classification and cell scheme relentlessly.
Other members of his research group (PARKER and TAYLOR) were loyal
to him, even though they may have had different thoughts about his cell
scheme.

ALEXANDRA M. LEVINE gave an excellent lecture on immunoblastic lym-
phoma and T-cell leukaemia; her description of the latter obviously coin-
cided with the subtypes of chronic T-lymphocytic leukaemia defined in the
handbook, but apparently without her knowing it. She distinguished two
types of T-immunoblastic lymphoma, one of which corresponded to T-zone
lymphoma of the Kiel classification. She was a clinician who worked with
LUKEs.

On the following day STEIN gave a lecture on B-cell differentiation. His
techniques and illustrations were of very high quality. Many listeners wished
to speak with him afterwards, but unfortunately he had to leave.

The topics of my two lectures were germinal centre cell lymphomas and
immuncytoma. The audience was very interested and the Greek listeners
thought that my presentations were clear and of significance. A. VIDEBAEK
criticized me for finding immunocytoma in too many cases of Sjégren’s syn-
drome (he apparently meant “incidence” instead of “frequency”). LUKES
commented that his germinal centre cell scheme (which I considered to be
incorrect) was based mainly on the study of lymphomas.

The main topic of the next day’s session was immunoblastic proliferation.
In his introduction LUkEs spoke about immunoblastic lymphadenopathy.
NEZELOF reported on malignant lymphomas in patients with immune defi-
ciency and on histiocytosis X. RILKE presented malignant histiocytosis.
R. MAURER gave a talk on thyroid lymphomas; he cited from the American
literature, but did not mention the work of SCHWARZE in Kiel.

During the midday break I enjoyed a refreshing conversation with RoBB-
SMmITH and his wife. She was a haematologist, specializing in the testing of
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blood groups. She was sympathetic about our classification problems be-
cause there were similar arguments over blood groups. ROBB-SMITH agreed
with my oral and written opinions of the Working Formulation and was very
encouraging.

In the afternoon I had another opportunity to speak with ROSENBERG. I
plead with him to at least leave the tables out of his lecture on the Working
Formulation. My impression was that he understood my concerns about the
consequences of the Working Formulation.

On the fourth day of the conference the topic was T cells. STEIN gave the
introductory lecture. No other members of our research group spoke that
day. RoBB-SMITH gave a presentation on T-cell lymphomas in the skin, with
special emphasis on mycosis fungoides.

A round table discussion was added to the programme, to which RILKE,
Lukes, and I were invited to contribute. LUKES asked me about the repro-
ducibility of diagnoses of T-cell lymphomas according to the Kiel classifica-
ton. I responded that vaN UNNIK had studied this specifically and found that
the Kiel classification showed the best reproducibility. Lukgs thought that
these results were “subjective’.

In the evening I was invited out by M. PAPAMICHAIL, an internationally
known immunologist who had held a good lecture. He was interested in the
work of STEIN and tried, unsuccessfully, to find him to ask him for some an-
tibodies. We were joined by ROSENBERG, PANGALIS, and LUKES. PANGALIS
wondered why RAPPAPORT had not been invited to the conference. LUKES
said that he wanted to avoid a repeat of an unfriendly encounter in
Noordwijkerhout.

The focus of the final day of the conference was Hodgkin’s disease. LUKES
gave the main lecture. Even though I was not prepared, I had to speak about
“epithelioid cellular lymphogranulomatosis” (“Lennert’s lymphoma”). I men-
tioned that monoclonal antibodies to Sternberg-Reed cells would be needed
to determine whether this type of lymphoma belongs to the NHL or to
Hodgkin’s disease.

In the afternoon ROSENBERG presented the Working Formulation. He
showed an abridged table without subgroups and without a miscellaneous
group. This was a clever way to avoid conflict. He said that he was not the in-
ventor of the Working Formulation and that it had been agreed upon by the
partipants in the NCI study. He mentioned that I was the one who suffered
the most because the Working Formulation did not use terms from the Kiel
classification. Everyone should be grateful for the clinical data being made
available from the study. ROSENBERG used the survival curves for the Lukes-
Collins classification to explain the results. In the discussion LUKES ex-
pressed only concern that chronic lymphocytic leukaemia and immunocy-
toma had been combined in one group and that rare entities were ignored by
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the Working Formulation. He presented a series of confusing tables and
curves; the audience’s reaction was reserved but positive. Then I was given
the final five minutes of the dicussion to express my views. I said that I was
very worried that it would take years to learn the Working Formulation
and more years to forget it. The Working Formulation was a step backwards
and would delay progress. Terms such as “cleaved cell” were foolish. I was
very sad because the Working Formulation was a misfortune. The audience
responded with loud applause. Afterwards many listeners (including
RoBB-SMITH, MEUGE, and many people I did not know) expressed their ap-
preciation to me personally.

LukEes closed the meeting by saying that he would be going to Kiel to
clarify the remaining discrepancies between our two concepts. He said that
the only problem was the difference in interpretation of germinal centre cell
tumours.

After the conference I spent a day with PAPADIMITRIOU in Delphi. We
met many “lymphomaniacs” there (this was ROSENBERG’s term for lym-
phoma experts). The next day PAPACHARALAMPOUS invited me to his sum-
mer house. He wondered why Germany was still divided and said that Europe
needs a strong Germany. He had suffered during the German occupation of
Greece in World War II. He said that 80% of the Greeks were anti-American
(because of Cyprus). We agreed that there should be a joint meeting of Ger-
man and Greek pathologists in either Germany or Greece in two years; but
this plan was later forgotten.

2.15.5 KIEL, GERMANY, 16-21 APRIL 1981

Lukes kept the promise he had made in Athens and came to Kiel together
with COoLLINSs in order to reconcile the remaining differences between their
classification and the Kiel classification. After lengthy discussions, COLLINS
and I asked LUKES to draft a joint publication, which Lukes gladly agreed to
do. The graphic designer at the institute in Kiel, W. VATER, prepared a sche-
matic drawing demonstrating the “only” but elementary difference between
the two classifications: in the Kiel classification centrocytic lymphoma is
sharply distinguished from centroblastic-centrocytic lymphoma, whereas
Lukes and CoLLINs did not agree that centrocytic lymphoma is a separate
entity.

At the end of Lukes’ and CoLLINS’ visit we entitled the paper “concor-
dance” of the two classifications and believed, mistakenly, that all the dis-
crepancy problems had been solved. In particular, we thought that it was just
a matter of nomenclature and not of definitions [77].
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2.16 ACCEPTANCE OF THE KIEL
CLASSIFICATION, 1981-1987

In 1981 and the years following a number of important congresses and meet-
ings focussing on malignant lymphomas as a whole took place. Immunology
was playing an ever greater role and the Kiel classification was often at the
centre of attention. Our classification was presented for discussion not only
by our research group, but by other supporters as well. After many presenta-
tions in Europe and the USA the discussion spread to South America, China,
and Japan. The other members of the ELC also made significant contribu-
tions in the form of lectures and seminars in order to spread information
about the Kiel classification. On the whole there was great interest in accept-
ing the classification, even though it was not always easy to get used to the
new terms. Eventually, however, the terms were accepted, especially since it
was soon recognized that the Working Formulation was scientifically unten-
able. The Lukes-Collins classification, on the other hand, did not receive as
much attention because it took so long for the fascicle to be published (by the
Armed Forces Institute).

The most important occasions that focussed on the Kiel classification will
be described in this section. The next chapters will deal with the final phase
of the development of the European Association for Haematopathology out
of the European Lymphoma Study Group.

2.16.1 VIENNA, 15-18 FEBRUARY 1981

A large international Leukaemia Marker Conference was organized by
W. KNAPP [79]. The lecturers included many well known experts in the new
field of immunomorphology (e. g. SELIGMANN, SCHLOSSMAN). STEIN gave a
brilliant lecture on the immunohistology of B-cell lymphomas. At the end of
the conference there was a round table discussion moderated by H. HUBER.
This finished with an aggressive debate between ScHLOSsMAN and myself.
He had misunderstood me when I said that it was possible to recognize the
B-cell or T-cell nature of many lymphomas just by light microscopy (with
appropriate techniques) and that a precise morphological analysis was nec-
essary before applying immunological methods. ScHLossMAN thought that
I was overestimating morphology and ignoring immunology. I did not suc-
ceed in explaining this misunderstanding. The next time we saw each other
(at a meeting in Squaw Valley, see p. 75), however, SCHLOSSMAN tried to
make amends by offering me some new antibodies.

During the rest of the round table discussion SELIGMANN was fair to the
research group in Kiel in his argumentation, whereas he was not so kind to-
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ward LUKES’ group. G. JaANOssY contributed lengthy remarks on acute lym-
phocytic leukaemia etc.; he showed his support by mentioning my name
several times.

There were other interesting encounters at the conference. For example,
one of BERARD’s co-workers was highly critical of STEIN’s presentation of
centroblastic-centrocytic lymphoma without an increase in Ig. I. GREEN, on
the other hand, apparently had a favourable opinion of STEIN. As for the
Working Formulation, J. H. KERSEY said that it represented “regression” and
not “progression”. He did not think that Europeans would use it. GREAVES
apologized for his aggressive answer to my question about the decisive crite-
rion for making an immunological diagnosis.

After the conference I came to the conclusion that the Kiel classification
was already being used by many others, with no great stir. The Rappaport
classification was hardly mentioned at all and it appeared to have gone out of
fashion. The “lymphoma world” had certainly changed!

2.16.2 LJUBLJANA, YUGOSLAVIA, 14-15 APRIL 1981

At the suggestion of RILKE, I was invited by MaRr1ja Us-kKRASOVEC to hold
a seminar on NHL. SCHWARZE was also invited. On the first day I held
lectures on normal lymphatic tissue and low-grade malignant NHL. There
were about 50 listeners, but hardly any of them understood English. The
lecture hall was beautiful; it was located in the hospital where President TiTo
died.

There were more lectures on the second day, including one by SCHWARZE.
The audience was attentive, but had some difficulty with all the new terms
and information. I suggested the formation of a lymphoma study group
which could send delegates to our workshops. Later JANCAR came to Kiel for
three months and stayed in contact after that.

During my visit I had an opportunity to spend time with D. FERLUGA,
professor of pathology and vice president of the European Society of Patho-
logy.

The hospitality of Us-kRASOVEC was overwhelming. She was an enthusi-
astic cytologist. Unfortunately, she was having problems with her eyes and
could no longer use a microscope. The simple cancer institute where she and
JANCAR worked was located in old barracks that had been built by Empress
Maria THERESA. The institute had a well functioning cancer registry that
collected cases from all over Slovenia.

None of my hosts were communists. Only about 5% of the employees at
the institution were, and only those in top positions needed to be members
of the Party. I noticed that everyone felt free to speak as they wished.
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2.16.3 ERICE, SICILY, 3-9 MAY 1981

The International School of Medical Sciences offered the “15™ Course:
Advances in Lymphoproliferative Disorders” at the Centre for Scientific
Culture. There were many distinguished guests, including BERNARD,
J. BRETON-GoORIUS, and R.C. GaLLo. I gave a lecture on “Immunological
Aspects and Pathology of NHL”

The atmosphere at the meeting was congenial and the reaction to my pre-
sentation was positive. I had an opportunity to meet BRETON-GORIUs and
invited her to Kiel and to the congress of the German Society of Pathology
in Lucerne (see p. 85). The host, A. Cajozzo, was very kind to me and ar-
ranged an audience with the Bishop of Monreale (near Palermo), who
showed me the cathedral.

2.16.4 ERFURT, GERMANY, 13 MAY 1981

After attending a meeting of the Deutsche Akademie der Naturforscher Leop-
oldina (German Academy of Natural Scientists Leopoldina) in Halle, Ger-
many, RUDIGER accompanied me to Erfurt, where I gave a seminar on NHL
for pathologists from East Germany and neighboring Eastern European
countries. Theparticipantsincluded Miopuszewska, H. Ni1zzg, W. WOCKEL,
and P. STEUDTE. The city of Erfurt was depressing. D. SCHREIBER hosted the
seminar and invited me to dinner at his home, where everything was elegant.
That evening there were reports on the television of the assault on the Pope,
which deeply upset Miopuszewska. Those guests who were Communists
said that nothing like that would ever happen in East Germany and turned
off the television. I boldly expressed my Western opinions.

2.16.5 MONTREAL, CANADA, 17-21 SEPTEMBER 1981

Before the congress of the International Society of Lymphology I had an
opportunity to spend a few days in Montreal. The first people I met were
P. BETTEZ and M. TREMBLAY of McGill University. The latter told me some
news from Paris, where he had been just recently. Later he came and spent a
week in Kiel and he also attended the meeting on the Working Formulation
in Seattle, WA (see pp. 57ff.). On Sunday before the congress I met with
R. GARNEAU from Quebec. He had trained with C. OBERLING and RoBB-
SmiTH and had taught in Dijon, France. He was a haematopathologist and
now director of a hospital. He was an enthusiastic supporter of the Kiel clas-
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sification. He gave me a copy of the pathology textbook of which he was co-
author [80].

In the afternoon before the congress a slide seminar was held for Cana-
dian pathologists. The cases were submitted by the Quebec Association of
Pathologists. Unfortunately, there were problems with the slide projector, so
I could not show any of my colour transparencies. The seminar lasted all
afternoon and the atmosphere was friendly and relaxed.

That evening I had dinner with GARNEAU and R. MADARNAS. The latter
came to Kiel in 1993 and spent six months working with me.

The congress began on 21 September. The president of the Society, R. BE-
LANGER, gave an eloquent opening address. Then I was introduced by
MADARNAS. I gave a lecture on “Histopathology and Immunology of NHL".
The audience did not seem familiar enough with the topic, so it was hard to
reach them. In subsequent lectures, however, work done in Kiel was cited
frequently by T.C. BRowN (Toronto, Canada), D.M. V. PARROT (Glasgow,
Scotland), and LINDBERG (Lund, Sweden).

After the lectures I had a congenial lunch with BRowN and PARROT. I
found out that DE Sousa had once worked with the latter. Then I spent some
more time with BETTEZ, who had become a supporter of the Kiel classifica-
tion since meeting me at a meeting of the International Academy of Pathol-
ogy in Paris (see p. 40). Upon leaving I suggested that a central registry be
established in Quebec where someone with knowledge of immunology
would be available to everyone for consultation. There did not seem to be
much interest in this idea, however.

DE CHAMPLAIN then drove with me to McGill University. She was a pa-
thologist at the Jewish Hospital. TREMBLAY was waiting for us at the Institute
of Pathology. He was one of about 30 pathologists in the department. I was
asked to examine a case (sclerotic centroblastic-centrocytic lymphoma from
the abdomen). Then I was given a tour. The Institute was proud of its teach-
ing programme in small groups. DE CHAMPLAIN gave me slides from some
interesting cases; the slides were of excellent histological quality.

2.16.6 JERUSALEM, 22-25 SEPTEMBER 1981

On 22 September I travelled on to Tel Aviv and from there to Jerusalem. Be-
cause of the meeting in Montreal I arrived late for the Triennial World Con-
gress of Societies of Pathology.

On 23 September I met with LUKES to prepare our slide seminar. When
we got to the lecture hall at the Institute of Pathology at Hadassah Medical
School I was reminded of my visit there in 1976 (see p. 28). POLLIACK greeted

71



72

2 CLASSIFICATION OF MALIGNANT LYMPHOMAS

me kindly. The audience was relatively small (40-50). My good friend LopEs-
CARDOZO was there.

The next morning RENATE REIF and I moderated a session on lympho-
mas. As speakers we had invited S. PorpEma (Hodgkin’s disease), STEIN
(immunohistology of B-cell lymphomas), T. SucH1 (malignant lymphomas
in Japan), Lukes (immunoblastic lymphadenopathy), MEIJER (true histio-
cytic lymphoma), and RamoT (Mediterranean intestinal lymphoma). The
audience was so large that we had to move into a larger lecture hall. The ses-
sion was said to be the best and the most popular one of the congress. During
the break and afterwards I enjoyed conversations with RAMOT, DUHAMEL
and his wife (from Paris), and MEIR (from Strasbourg).

On 25 September LirscHITZ and his wife drove me to Tel Hashomer,
where E. HERCZEG, ].]. BUBIS, and RAMOT were waiting for me. We spent a
long time at the microscope discussing cases, all of which I was able to help
clarify by explaining inflammatory lymph node lesions according to the
principles of immunopathology. Then I gave a brief critical report on the
Working Formulation and on angioimmunoblastic lymphadenopathy. Ra-
MOT was very kind to me. I also enjoyed talking with HERCZEG, who told me
what he thought of the political situation in Israel. He was discouraged be-
cause the Isrealis had not negotiated with the Arabs in 1967. Now it was too
late because of oil. He also mentioned the conflict between Arabic and Euro-
pean Jews (similar to problems with African Americans in the USA). HERc-
zEG liked Germany very much and wanted to come as often as he could.

2.16.7 KIEL, 7-9 OCTOBER 1981

A tutorial was held in Kiel for Scandinavian pathologists to learn more about
the diagnosis of NHL. SCHWARZE helped to organize it. The participants in-
cluded 21 from Sweden, 10 from Denmark, five from Norway, and four from
Finland. Material was submitted from Sweden (13 cases) and provided by the
institute in Kiel (22 cases). The slides were examined under the microscope
and jointly discussed with the aid of a video microscope. The atmosphere
was very harmonious.

2.16.8 OXFORD, UK, 25-30 JANUARY 1982

On 25 January D. MasoN and MORBELYN MoTa (from Venezuela) met me
at the airport in London and drove me to Oxford for a guest professorship.
J. McGEE was my host at Linacre College of Oxford University. In the eve-



2.16 ACCEPTANCE OF THE KIEL CLASSIFICATION, 1981-1987

ning Mota and I were invited for dinner at the home of MASON. MASON’s
wife was Danish and she tried speaking German with me. MoTA entertained
us with Venezuelan songs and accompanied herself on a small guitar
(“quadro”). The conversation centered around the problems of working
wives.

The next day I visited MasoN in his office. We were joined for discussion
of cases by several others, including J.R. G. Nasu (pathologist responsible
for lymphomas), C. BARBATIS (pathologist), Z. ABpuLAzI1z (from Iraq; pre-
pared PAP stainings in MAsoN’s laboratory), and K. C. GATTER. The latter
worked with MasoN and was impressed by my admitting when I did not
know something. NasH presented the histological sections and MasoN
showed the corresponding immunohistochemical stainings. I was critical of
the poor embedding technique and the lack of Giemsa staining. The discus-
sion was tedious because of the poor slides, but I was still able to recognize
some new features.

In the afternoon there was a macroscopic and microscopic demonstration
of autopsy cases by remote video. This was impressive but took a long time.
Then we went back to discussion at the microscope in MasoN’s office.

On 27 January MasoN had organized a meeting on PAP staining results
for my benefit so that I would have a larger audience. There were numerous
presentations for about 8o listeners. The latter included BENNETT, MACLEN-
NAN, WRIGHT, and P. G. IsaacsoN. The talks were informal and interesting
and some of the results were exciting. MCGEE left the meeting right after his
presentation. JANOssY mentioned in his talk that the handbook was a “bible”.
He presented a somewhat strange derivation scheme of the tumour cells of
chronic lymphocytic leukaemia of B-cell type. I mentioned my doubts, but
otherwise made few comments. All of the speakers used the terms of the Kiel
classification. The atmosphere was very hospitable.

During the lunch break I enjoyed talking with MACLENNAN. He was an
immunologist who had studied marginal zone cells with PAP staining. He
was an enthusiastic supporter of the Kiel classification. STANSFELD intro-
duced me to S. H. SWErDLOW, who had been working with CoLLINs for two
years and was especially interested in histiocytic and dendritic reticulum
cells. I also had an opportunity to speak with BENNETT. He was doing a com-
prehensive study of 5,000 cases collected by the British lymphoma study
group, starting with the cases of Hodgkin’s disease.

Early in the evening I held a Litchfield Lecture. The topic was “Prelym-
phomas and Early Lymphomas” (myoepithelial sialadenitis, “lymphogranu-
lomatosis X” [angioimmunoblastic lymphadenopathy]). I began by greeting
RoBB-SMITH as the founder of the first lymph node registry in the world.
Then I showed photographs of my most important co-workers and of the In-
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stitute of Pathology in Kiel in its three phases of development. I had some
trouble with my English, but I was able to make a few jokes. WRIGHT told me
later that he was impressed because I had shown photographs of my co-
workers, which he thought was unusual. The lecture was followed by a
15-minute discussion and then by informal conversations that continued
through dinner.

On 28 January I went to Blackwells, the famous bookshop in Oxford. I
noticed that there were no German medical books for sale. In the afternoon
I went on to the General Hospital in Southampton. WRIGHT greeted me
there and showed me his department, where macroscopy was especially cul-
tivated. I gave the same lecture I had given the day before, which WRiGHT
thought went better this time, probably because I spoke freely. It was held in
a small demonstration room (approx. 50 seats). WRIGHT was surprised at
how full it was. In the evening I had dinner with five colleagues from
WRIGHT’s department; the conversation was not so pleasant when it turned
to politics.

The next morning WRIGHT again took me to his department. The sign at
the entrance said “D. Wright, Professor of Pathology” and not “Institute of
Pathology”. Evidently, departments of pathology were not desired. IsaacsoN
was there waiting for us. We discussed malignant “histiocytosis” of the intes-
tine. IsAAcsoN told me about an interesting new finding in Mediterranean
lymphoma, which he said was top secret. I was able to give him a few sugges-
tions. With WRi1GHT I discussed a case of nodular paragranuloma showing
transformation into sarcoma after the course of several years.

The rest of the day WRIGHT took me sightseeing to Stonehenge and Salis-
bury. In the evening I returned to Oxford and met with MAsON. As a haema-
tologist he wished to cooperate with the Kiel research group, since he had no
partners in pathology at Oxford. Then we had dinner with McGEE and his
wife, MoTA, and GATTER. The conversation was hearty and I enjoyed getting
to know McGEE better.

On the last day RoBB-SMmITH and his wife took me to Woodstock to see
Blenheim Castle, the birthplace of WinsTon CHURCHILL of whom RoBBs-
SMITH was very proud. Then they took me to their own house right next
door for tea. The house had been built in the 12 century. ROBB-SMITH’S
large library was impressive.

In the evening I took a train to London to visit STANSFELD. We spoke
about the future of the ELC. STANSFELD felt that the Club should continue
and planned to write to vAN UNNIK. STANSEELD was very happy in retire-
ment and had time to write a book on lymph node pathology.

The most remarkable observation that I made during my stay in the UK
was the increasing acceptance of the Kiel classification. The British classifica-
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tion was subject to increasing criticism and the American classifications had
hardly a chance in the UK.

2.16.9 USA, 25 FEBRUARY -5 MARCH 1982

On my arrival in Rochester, MN on 25 February BANKs was waiting for me
at the airport. The next day I visited the Mayo Clinic. In the morning I was
shown cases of T-cell lymphoma. The laboratory gave me some useful advice
on techniques for frozen tissue to pass on to STEIN.

In the afternoon I showed the colour transparencies I was planning to use
in my lecture on T-cell lymphomas at the UCLA symposium (see below).
The listeners were surprised at the diversity of T-cell lymphomas. I met
K.K. UnNI from Iceland, who had spent a year working with G. DHOM in
Homburg/Saar, Germany. T. W. MORGAN from Denver, CO was an enthusi-
ast of the Kiel classification; he asked me to sign a copy of the handbook and
send it to him.

The evening began with a cocktail party at the home of BANKs. The other
guests were DAHLIN (bone pathologist) and his wife, WINCKELMANN (der-
matologist who had attended the germinal centre conference in Kiel),
R.V. P1erRE (haematologist, specialized in preleukaemia), L1 (histochem-
ist), MORGAN, several young assistants, and some technical assistants.

On 27 February BANks drove me to the airport. He suggested that I re-
frain from presenting the “classification” of T-cell lymphomas at the UCLA
symposium because it would be too confusing.

From Rochester I travelled on to Squaw Valley, CA via Salt Lake City, UT
and Reno, NV. Squaw Valley is a ski resort located in the mountains near
Lake Tahoe. It is modelled after an Austrian or Bavarian village. The accom-
modations were quite primitive.

The 1™ Annual UCLA Symposium began with a buffet in the evening of
28 February. The topic of the symposium was “B and T Cell Tumors: Biologi-
cal and Clinical Aspects” and it was organized by ELLEN S. VITETTA [81].
That evening I enjoyed talking with SELIGMANN, who was now in politics,
working for the French minister of culture. Then SCHLOSSMAN came up to
me. He wanted to make up for what had happened in Vienna the year before
(see p. 68) and introduced me to the manager of the company that produced
his new monoclonal antibodies so that I could obtain some new ones with-
out delay. He also offered antibodies to J. A. HABESHAW, with whom I had a
nice conversation.

On 1 March I got up early to prepare my colour transparencies for the lec-
ture since I suspected that there would be technical problems similar to ones
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I had had in the USA before (known as the “carousel phenomenon”?). The
symposium took place in the primitive “theatre” The co-authors of my
presentation were STEIN, FELLER, and J. GERDES [82]. In the introduction
I made some friendly remarks to SCHLOSSMAN. I presented the results of
analyses of T-cell lymphomas, including innumerable tracings of nuclei in
photographs. In most cases the nuclei proved to be distinctly pleomorphic
(including a “jellyfish-like” type). In addition I presented numerous immu-
nohistochemical findings. I also described Lennert’s lymphoma and its dif-
ferential diagnosis. For special effect I mentioned a lymphoma that later
turned out to be Ki-1+ and went into remission in response to chemother-
apy; a remarkable feature of the latter development was that the tumour cells
became smaller. The audience did not seem to take much notice of this and
other remarks, but there was much applause.

ROSENBERG reported on the results of the NCI study and ended his lec-
ture by repeating his opinion that all six lymphoma classifications are of
equal value. I spent the rest of the afternoon and evening with HABESHAW.

The lectures in the morning of the second day of the symposium were of
high quality. P.H. KRAMMER gave an excellent presentation. He was plan-
ning to leave Heidelberg, Germany and work in the USA.

In the afternoon there was a workshop on lymphoma classifications
moderated by JAFFE and WARNKE. Unfortunately, the workshop went poorly.
JAFFE presented her hypothesis that follicular lymphoma is benign, since
there are no other benign lymphomas. I disagreed and said that her reasoning
was wrong. I pointed out benign lymphoma of the rectum as an example.

After the workshop I enjoyed conversations with BLooMFIELD. I also had
a long and friendly talk with GAajL-PECczALskA. She was doing immunohis-
tochemical analyses of malignant lymphomas together with BLOOMFIELD
and FrizzeraA [83]. They had been using 13 antibodies on single cell suspen-
sions and frozen sections. The results obtained in 100 cases largely corre-
sponded to our findings, even though the nomenclature was different (the
group in Minneapolis used the Working Formulation).

In the evening I had another conversation with HABEsHAW. Like JAFFE he
thought that follicular lymphoma was benign and often polyclonal. I dis-

3 Colour transparencies that are not framed in cardboard often get jammed or will not fit
in most slide projectors used in the USA (known as “carousels”). Fortunately, this time I had
brought my own projector. This made it possible for me to show my own transparencies and
also to help out a few other speakers from Europe who otherwise would have had the same
problem.
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agreed and mentioned that GAjL-PEczALskaA had also found only monoclo-
nal lymphomas of this type. We got into a heated argument. Nevertheless,
HaBEsSHAW was not offended and we parted cordially.

On 3 March the owner of the ski lodge, W. PARsoN, and his wife invited
me to lunch. They spoke German since he had been born in Transylvania
and she in Austria. They were very kind to me.

In the afternoon there was a well-organized and stimulating session on
B-cell and T-cell lymphoma markers moderated by BLooMFIELD. After-
wards G.E. MARTI joined me for supper and we had a nice conversation.
MARTI was an immunogeneticist who used to work in Chicago and was now
at the NIH in Bethesda, MD. I gave him a copy of our recent book [60] since
he had shown so much interest in morphology and had admired the high
quality of the histological and histochemical slides I had presented.

On 4 March the lectures were not of great interest to me (e.g. animal pa-
thology). There was one presentation that stood out, however, namely that
given by M. FELDMAN. He was a very dynamic speaker.

In the afternoon the participants went to the top of one of the mountains
by gondola. Here I had an opportunity for many conversations. FELDMAN
came up to me and asked about the continuous Hodgkin cell lines of Ka-
PLAN. FELDMAN believed in them, whereas I was sceptical. He mentioned
interest in visiting Kiel. I also spoke briefly with WALDMANN. He praised my
lecture and said it was good to meet me after hearing so much about me. I
told him that his lecture was the highlight of the symposium.

On the last day there were several more cordial encounters. WARNKE, for
example, looked forward to visiting me in Kiel. I also had a few final words
with SELIGMANN.

In retrospect, I wondered why there were not more than 10 “old warriors”
from the lymphoma battlefield. Had they not been invited? Where was my
generation? There were about 300 young people there, however, who were
very lively.

2.16.10 COPENHAGEN, DENMARK, 28-30 JUNE 1982

The Nordic Congress of Pathological Anatomy and Cytology was the first
pathology congress for all four Scandinavian countries. There were about
250 participants. The congress was held in English to accommodate the
Finns. My slide seminar on reactive lymph node lesions was scheduled at the
end of the congress in order to keep people from leaving early. The congress
secretary, B. HAINAU, gave ingenious and polished opening remarks. He em-
phasized the necessity to learn from German pathology and mentioned
R. VIRCHOW, ASCHOFF, D. P. HANSEMANN, and SANDRITTER. In the seminar
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I demonstrated plasmacytoid T cells for the first time and a case of Kikuchi’s
lymphadenitis caused by Yersinia enterocolitica. The seminar went well, even
though the atmosphere was somewhat strained. The audience was very
attentive. The participants included a few old friends, but most of them were
“newcomers”.

At breakfast I enjoyed a conversation with A. TALERMAN. After the semi-
nar HAINAU invited me to his home, where I met his wife who came from
Berlin. I also enjoyed speaking with the president of the congress, S. OLSEN,
and his wife. He was professor of pathology in Aarhus, specializing in renal
pathology, and a friend of A. BOHLE. OLSEN remembered visiting me in 1958
in Frankfurt a. M., where I gave him material from a case of Masshoff’s
lymphadenitis, which made this disease known in Denmark.

2.16.11 FREIBURG, GERMANY, 6 JULY 1982

The Faculty of Medicine at the University of Freiburg awarded me the
Aschoff Medal. I was asked to give a lecture at the ceremony.

The topic of my lecture in the evening of 6 July was prelymphomas and
early lymphomas, which I had spoken about in a presentation at the Con-
gress of the German Society of Pathology in 1979. The lecture hall in Freiburg
was overfilled and very hot. About 70% of the audience were students and
many members of the faculty were there. BUCHNER and SANDRITTER’s wife
were sitting in the first row. In my introductory remarks I reminisced about
my faithful friend SANDRITTER, who had died in 1980. There was a lump in
my throat and the audience was absolutely silent. Then I went on with the
lecture as usual, which was received with hearty applause. The Dean pre-
sented me with the silver Aschoft Medal, which had been instituted by the
Faculty of Medicine at the suggestion of SANDRITTER. The inscription read
“Leben heifSt arbeiten” (translation: to live means to work), which was obvi-
ously a quotation from ASCHOFF.

The next day was SANDRITTER’s birthday. His wife, my wife and I visited
his grave.

2.16.12 KIEL, 2-6 AUGUST 1982

Nancy L. Harris (Boston) spent a week working with me. She was sur-
prised by the hospitality and by the number of guests at the Lymph Node
Registry. WARNKE also came to Kiel for a few days and gave a lecture. At the
time P1r1s (from Spain) was working at the Institute of Pathology in Kiel.
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2.16.13 SEATTLE, WA, USA, 6-7 SEPTEMBER 1982

All the sessions at The Second Seminar on Differences in Lymphocytic
Diseases in the US and Japan were moderated by BERARD. Unfortunately, he
did not have time for a conversation with me. I did not want to surprise him
and would have liked to tell him that I was not going to agree to the Working
Formulation at the UICC Cancer Congress a few days later (see pp. 57ff.).

The introductory lecture was held by B. MILLER of the NIH. He presented
the results of an epidemiologic comparison of lymphomas and other diseases
(including rheumatoid diseases) in Japan and the USA. The other presenta-
tions were of varying quality. Surprisingly, MOHRI presented his own lym-
phoma classification, which was a combination of the Kiel classification and
the WHO classification (!).

The most important topic was T-cell lymphoma, especially ATLL. Presen-
tations were given by HANAOKA, KIKUCHI, SUCHI, and K. TAKATSUKI. The
latter was an internist who used excellent immunological techniques and ev-
idently discovered ATLL [84]. CaTOVSKY reported on ATLL in Blacks from
the West Indies. KADIN reported on nonendemic ATLL in six Caucasian pa-
tients. J.W. SAID presented ultrastructural findings; he had a large collection
of cases and worked with GERALDINE S. PINKUS. M. SHIMOYAMA [29] gave
a talk on “T-cell lymphoma with suppressor/cytotoxic T-cell phenotype”,
which corresponded to what I defined at the time as lymphogranulomatosis
X [26,27]. He thought it was a malignant T-cell tumour, however, whereas I
said it was a nonneoplastic lesion. ALEXANDRA LEVINE spoke about T-im-
munoblastic lymphoma.

The talk I gave on T-cell lymphomas was the last one on the first evening
of the seminar. It was the first time that I presented plasmacytoid T-cell lym-
phoma. I also described T-zone lymphoma, pleomorphic T-cell lymphoma,
and lymphoepithelioid lymphoma (Lennert’s lymphoma). There was much
confusion over the latter. In the early 1970s it had become clear that it was
not “simply Hodgkin’s disease”; many cases proved to be T-cell lymphomas.

Viral induced lymphoproliferative diseases in immunodeficient patients
was the topic of a presentation by D. PURTILO. STEIN presented the immu-
nohistology of Hodgkin’s disease. WAkasA and DORFMAN described necro-
tizing lymphadenitis (also known as Kikuchi’s lymphadenitis). Kojima spoke
about multicentric lymphadenopathy histologically simulating Castleman’s
disease.

During the discussions BERARD kept asking me to make comments. I lost
my patience and said that I did not want to appear to be the “Pope”. Finally,
he demanded that I express my opinion on the Working Formulation. I ex-
plained that I rejected the Working Formulation because it did not define
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biological entities. BERARD contradicted me. I had already informed
O’Conor and DOREMAN of my criticism.

In the evening I had dinner with MoHRr1, KikucHI, and STEIN. I asked
MoHRI about his classification. Was it pure opportunism, weakness, or inse-
curity? STEIN said that he would have to bear the ridicule and he and Kixu-
cHI laughed at him. I was horrified that MoHRI had spent five years in Kiel
and studied thousands of cases classified by the Kiel classification and had
now thrown everything overboard.

The next day I went on a boat trip with STEIN to Victoria, Canada, where
we visited the Butchart Gardens. On the boat STEIN talked about his depar-
ture for Oxford, UK on 1 November 1982. He would be turning his laboratory
over to FELLER. Following his stay in the UK STEIN would be moving to
Berlin.

NaTHWANTI and his wife were also on the boat. We had some scientific ar-
guments. NATHWANTI said that he respected the work done in Kiel and the
handbook in particular, but on some topics he was of a different opinion. He
mentioned a positive example: the pseudofollicular proliferation centres in
chronic lymphocytic leukaemia permit a diagnosis within seconds. I told
him that I was very sad because of the animosities towards me that had arisen
in the USA. I invited him to come to Kiel and see for himself what we were
doing in our laboratories. He planned to apply for a grant from the German
Academic Exchange Service (DAAD). NATHWANI was a flery man who
worked under RAPPAPORT at the City of Hope Cancer Center in Duarte, CA,
USA. He told me that the immunological techniques used at the Cancer
Center were primitive. The Center received only about 300 new cases per
year, but did see many cases for consultation (approx. 2,000 per year). About
100 autopsies were performed at the Center and there were approx.
3,000-5,000 biopsies in all per year.

2.16.14 BIRMINGHAM, UK, 20 SEPTEMBER 1982

The Birmingham International Symposium on Head and Neck Cancer
was held in a chemistry lecture hall. Humorous introductory remarks were
given by P. BEVAN, a surgeon. The lecture hall was only about half full and
most of the approx. 100 listeners were clinicians who did not appear to un-
derstand us pathologists. I was introduced by R. BRowN, an oral pathologist
from Birmingham. He asked an odd question about myoepithelial complexes
in Sjogren’s syndrome. In my lecture I presented the pathology of cervical
lymph nodes, Waldeyer’s ring (including findings of RILKE), and the salivary
glands [85]. D.F.N. HarrIsoN (director of the Department of Oral Surgery)
criticized me sharply and said that “low grade” and “high grade” depend on
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stage of the disease and treatment and not on morphology. E. WiLLIAMS
gave a very good lecture on tumours of the thyroid gland. He invited me to
visit him in Cardiff, Wales.

After the symposium I had a good conversation with G. pE THE on the
way to the airport. He mentioned that about 3,000 of the 7,000 participants at
the meeting in Seattle two weeks previously (see pp. 561t.) were from Japan.

StTaNSFELD and I had arranged to meet at the airport. I was glad to see
him and to exchange views after the meeting in Seattle. STANSFELD was
firmly opposed to the Working Formulation. He reported on bad experi-
ences with the British National Health System and said that more and more
people were choosing private insurance. He though that the German health
system was probably better.

The next day I noticed that the Working Formulation was occupying my
mind more than the upcoming trip to South America.

2.16.15 BRAZIL, 22-26 SEPTEMBER 1982

In Sao Paulo I was met at the airport by SCHWARZE and two of MACHADO’s
assistants, G.S. HIpALGO and A.C. ALVEs. I was allowed through customs
quickly because I was a “professor”. At the hotel I met two Brazilians, J. VER-
ciLLI and P. PAEs, as they were also inquiring about the arrival of DIEBOLD.
PaEgs had spent a year working with D1EBOLD in Paris. PAEs and I had lunch
together and I told him about the Working Formulation and the meeting in
Seattle. The result of our conversation was that PAEs changed his opinion of
the Rappaport and Kiel classifications. Beforehand he had defended the for-
mer against the latter. Afterwards he became a supporter of the Kiel classifi-
cation. In the evening I had dinner with MacHADO and his wife, SCHWARZE,
and DIEBOLD.

The Latin American Club for Haematopathology and the National
(Brazilian) Commission for Malignant Lymphomas held a symposium
in Sdo Paulo, 23-25 September. The participants included S. BEsuscHIO,
P. A. RoLoN (who later came to Kiel for three months), MACHADO, ROESCH
(who later came to Kiel for 12 months), LoRaAND (who had already been in
Kiel for six months in 1977/78), E. CHAVES, and DE CASTRO (who came to
Kiel several times). The symposium took place at the Instituto Butantan,
where research on snake poisons was done. There was also a department of
pathology, of which MAcHADO was still director. He was also director of the
Institute of Pathology at the cancer hospital. The Instituto Butantan had set
up a room with 20 microscopes for the participants. On the wall there were
photographs of all the previous meetings of lymphoma experts, including
our first tutorial in 1976 (see p. 31).
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The symposium was held in a small lecture hall with seats for a maximum
of 100 listeners. It was so full that some people had to stand. My old friend
JaMRA was there. He wanted to help me to get LORAND’s Portuguese transla-
tion of the lymphoma book published (unfortunately with no success). At
the symposium I was asked to report on the pathology of T-cell lymphomas.
After my presentation DIEBOLD gave a comprehensive and systematic re-
view of splenic lymphomas and other types of splenomegaly. In the after-
noon there was a seminar on the spleen. I spent the evening with the South
American lymphoma club and Brazilian lymphoma experts. They were all
supporters of the Kiel classification.

The next morning I held a slide seminar on lymphoma-like lymph node
lesions. The participants were disappointed that there was only one who
could recognize the case of leishmaniasis that I presented. The atmosphere
was friendly, but it was not easy to discuss all 18 slides in just two hours.

There was a round table discussion in the afternoon, moderated by MacH-
ADO. The speakers were DIEBOLD, BESUSCHIO, and myself. BEsuscHIO de-
clared his support of the Kiel classification and had just three small difficul-
ties with it that I was able to clarify easily. For example, he asked why
immature plasmacytoma was not included in the Kiel classification. His
comments on the Working Formulation were: “The result is very poor in re-
lation to the magnitude of the task” and “Also this work was wrong for creat-
ing ideas”. DIEBOLD’s support was very eloquent and spontaneous. I reported
on the current status of the Kiel classification, including recent clinical and
immunological findings, and on the disastrous meeting in Seattle (see
pp- 57ft.). This evoked hearty applause. In the evening MAcHADO held a re-
ception at his new appartment.

In the morning of 25 September SCHWARZE held a seminar on lymphoma
cytology as shown by smears. Then I went on a tour of the city with DIEBOLD.
Later I flew on to Rio de Janeiro together with DiEBoLD and DE CASTRO.
During dinner with DIEBOLD he told me about the situation of pathologists
in Paris. He was having problems with SELIGMANN, who was now working
for the government, but these were due to his being dean of the medical fac-
ulty. DiEBOLD and L. ORCEL were the only tenured professors of pathology
in Paris. DIEBOLD was not only dean, but also president of all the medical
deans in Paris. He had much respect for NEzZELOF and tried to help him
whenever he could.

The next day DE CASTRO met me and DiEBOLD and drove us through the
city to a boat that took us out to the small island where DE CasTRoO lived (to
be safe from burglars). Many family friends and guests were there. DE Cas-
TRO kept up with current research and was a full supporter of the Kiel classi-
fication. After a sumptuous meal he drove us to the airport to catch our aero-
planes back to Europe.
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In retrospect I noted the following in my diary. The Brazilian population
makes up about half the total population of South America. Brazil is the
most modern nation there. There are about 500 pathologists in Brazil, while
all other countries together have only about 200. I noticed that enormous
progress had been made in the diagnosis of lymph node diseases. For exam-
ple, all of the participants in the seminar had recognized infectious mono-
nucleosis. In Germany perhaps about half of the participants would have di-
agnosed malignant lymphoma.

BesuscHIo, who came from Argentina, was also an excellent pathologist
and an enthusiastic supporter of the Kiel classification. He worked with
A. PaviLovsKY in Buenos Aires. He was planning to turn the international
haematopathology congress (in 1984) into a success for the Kiel classifica-
tion. In his lecture at the symposium he cited the philosophers R. DESCARTES
and J. ORTEGA Y GASSET.

MacHADO did much for the Kiel classification in South America. The first
spark was struck by JAMrA, however, with whom I had become friends in
London (see p. 26) and who had prompted MacHADO to attend the tutorial
in Damp in 1975 (see p. 28). MACHADO was a firm supporter of the Kiel
classification and founded the South American lymphoma club, of which
DieBOLD was also a member (Fig. 14). How efficient was the club? The mem-
bers met about once a year and evidently exchanged slides. The clinicians
caused problems for the supporters of the Kiel classification because (a) there

Fig. 14 Members of the South American Lymphoma Club in

Séo Paulo, Brazil, 1982. Left to right: S. BESusCHIO, G. VARCELLI,
J. DIEBOLD, the author, J.C. MACHADO (initiator of cooperation
with South America), P.A. RoLoN, H. NAVARETTE, J. ROHMANN
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were no treatment guidelines and (b) the hospitals were dependent on grants
from the USA and therefore required to use the Working Formulation. I
thought we should send treatment protocolls to the club.

RoronN from Paraguay made a particularly good impression on me. He
was an experienced pathologist who was very knowledgeable in many fields,
including politics.

2.16.16 ROME, ITALY, 3-6 OCTOBER 1982

At the suggestion of RILKE, I was invited to hold a course on lymphoma pa-
thology at the Catholic University in Rome, which belongs to the Vatican. I
was officially invited by P. DONNORsO, a cytopathologist. He was a lively
man, a very good organizer, and a gracious host.

The course went well, but I had no personal contact with the participants
because they did not understand English and the translation was not simul-
taneous. RILKE helped where he could. My presentation lasted all morning
and took place in a grandiose lecture hall. In the afternoon the participants
could use microscopes in five rooms; this was supervised by RILKE. At the
end of the course all of the participants were satisfied. Many of them ex-
pressed interest in coming to Kiel themselves or sending assistants. MIREL-
LA MARINO was one of them and she later came to Kiel twice for several
months.

2.16.17 1983

At a number of congresses in 1983 a comprehensive presentation of the clas-
sification of lymphomas was at the focus of attention, especially in German-
speaking countries. The possibility that T-cell lymphomas are induced by vi-
ruses was discussed at several meetings. This was also the year that I met
ANNA Tu (see p.87) and learned about the Chinese views on lymphoma
classification.

2.16.17.1 WIESBADEN, GERMANY, 14 APRIL 1983

At the 89™ Meeting of the German Society of Internal Medicine one of the
main topics was malignant lymphomas. The session on Hodgkin’s disease
and NHL was moderated by H.]. DENGLER and myself. The topic of my lec-
ture was the pathology of NHL. Other lectures were given by R. FISCHER,
Di1EHL, LOFFLER, BRITTINGER, THEML, and RUHL.
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2.16.17.2 LUCERNE, SWITZERLAND, 24-28 MAY 1983

Since, as president, I was responsible for organizing the 67" Meeting of the
German Society of Pathology [86] I took the liberty of choosing just one
main topic, namely haematopathology. Virtually all fields of morphological
haematopathology were discussed for five whole days. At the end of the
meeting half of one day was devoted to NHL, with lectures by STEIN, BrIT-
TINGER, and others. The discussion of T-cell lymphomas received a new im-
pulse from the discovery of HTLV-positive lymphomas in Japan. This led us
to organize a special workshop on the topic (see below).

2.16.17.3 KIEL, 5-11 SEPTEMBER 1983

A workshop was held to discuss European HTLV-negative and Japanese
HTLV-positive T-cell lymphomas. The Japanese participants were E. SATO,
SucHi, and KikucHI. The European participants were STANSFELD, FELLER,
GODDE-SALZ, M. L. HANSMANN, MULLER-HERMELINK, and myself (Fig. 15).
A total of 18 HTLV-positive and 31 HTLV-negative cases were examined.

Fig.15 Participants in the Japanese-German workshop on

virus-induced T-cell lymphomas in Japan in comparison with
virus-negative European T-cell lymphomas, Kiel, Germany, 1983.
First row, left to right: E. SaTo, M. KikucHI, T. SucHI, the au-
thor, A. G. STANSFELD. Second row: H. K. MULLER-HERMELINK,
M.-L. HANsMANN, A. C. FELLER, K. HAasu1
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They were classified as pleomorphic (peripheral) T-cell lymphomas with tu-
mour cells of various sizes [87]. In a blind trial KikucHI and SATO were able
to morphologically identify 80% of HTLV-positive cases.

2.16.17.4 COLD SPRING HARBOR, NY, USA, 14-15 SEPTEMBER 1983

Immediately after the workshop in Kiel a symposium entitled “Human
T- Cell Leukemia Viruses” was organized by M. Essex and GALLO in the
USA. The accommodations were primitive. My roommates were GALLO and
CaTovsKy. In the morning before the meeting I was able to have a conversa-
tion with Garro. He did not accept my suggestion to report on the results of
the German-Japanese workshop in Kiel. He said that I could mention them
in my introductory remarks as chairman of the evening session.

The symposium was run informally. Most of the participants were be-
tween 25 and 40 years old. The only “oldsters” were KapLAN, GROSS, and
myself. GRoss described the mouse leukaemias that had been induced by a
virus. He had received the Paul Ehrlich prize and wore a medal of the French
Legion of Honour. I told him that I had been citing his work for 30 years
when I was teaching.

There were many participants from Japan. M. YosHIDA seemed to be the
best one. It was obvious that there was animosity between the Japanese and
the Americans. HTLV was new on the market. In retrospect I could under-
stand why GaLrLo did not want to hear about the German-Japanese study.
The Japanese presentations were excellent. There were also 10 talks given by
employees of the NIH. There were no speakers from Germany. I was the only
invited guest from Germany. Many of the Americans were German, how-
ever, and they greeted me kindly. These included P. VoGt (from Los Angeles)
and P.H. DUESBERG (a virologist from Berkeley, CA). M.A. LuTZNER had
returned to the NIH from Paris. There was not one morphological presenta-
tion, as I criticized in my introduction to the evening session. I thought that
morphology was underestimated. GALLO, however, felt that morphology
was not opportune in Cold Spring Harbor. Although my introductory re-
marks were applauded, they were understood by only a few (e.g. N.L. WAR-
NER). GALLO did not show much interest, even though he was very friendly
in private. Another Japanese participant was Y. ITo (from Kyoto). GREAVES
approached me for the first time. CATOVSKY was more friendly than the last
time we met. He told me that he had held six lectures at the African-Euro-
pean congress of the International Society of Haematology. He was impressed
by the presentation given there by H.J. RADZUN of the Institute of Pathology
in Kiel.



2.16 ACCEPTANCE OF THE KIEL CLASSIFICATION, 1981-1987

2.16.17.5 HAMBURG, GERMANY, 19-24 SEPTEMBER 1983

At the 9™ Congress of the European Society of Pathology I held the Syme-
onides lecture, which was entitled “New Aspects in the Research of Lympho-
mas”. I did not give an introduction to the Kiel classification, but instead pre-
sented “new aspects”. I reported on the results of the German-Japanese study
and of immunological analyses by the research group in Kiel in cases of
T-cell lymphoma, especially ATLL. I also mentioned recent data showing the
clinical relevance of the Kiel classification.

2.16.17.6 LONDON, 29-30 SEPTEMBER 1983

Stansfeld organized a meeting of the ELC. At this meeting ANNA Tu was ac-
cepted as an honorary member of the club. We looked at a large number of
histological slides. I demonstrated the first case of malignant lymphoma of
monocytoid B cells that we had been able to identify as such.

After the meeting Tu accompanied me to Kiel. She had spent a year work-
ing with BENNETT in the UK. At the time she was employed at the Institute
of Pathology in Shanghai. She had a difficult time walking and had to use a
cane, supposedly because of arthrosis. Later it was discovered that she had
carcinoma of the colon with bone metastases.

2.16.17.7 KIEL, 1-7 OCTOBER 1983

At Tu’s request she stayed in the guest room at the Institute of Pathology
because she wanted to spend as much time as possible at the microscope and
discussing cases with me. Together we examined the Japanese series. Tu
noticed a new type of lymphoma composed of medium-sized basophilic cells.
We drafted a scheme of T-cell lymphomas that Tu would take to SucHI.
While she was in Kiel Tu did hardly anything besides work. We spent
many hours together at the microscope. She had excellent eyes and a good
mind. She was very grateful for everything and we became good friends.

2.16.17.8 BOLOGNA, ITALY, 17-18 OCTOBER 1983

S. PILERI organized a meeting on “Current Topics in Lymphopathology”.
P.P. PiccaLuGa and I functioned merely as “presidents”. Most of the presen-
tations were given by Italians. There were a few speakers from Kiel, including
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M. L. GEerTs and U. ScHMID. One of the topics was T-cell lymphoma. I
was asked to comment on the Working Formulation. The atmosphere was
very friendly and most of the pariticipants were supporters of the Kiel
classification.

2.16.17.9 MOROCCO, 23-26 OCTOBER 1983

Under the auspices of the Goethe Institute MULLER-HERMELINK and I were
invited to give a slide demonstration on malignant lymphomas at the insti-
tute of G. GUERBAOUI in Casablanca. He was a Berber who had spent 16
years in Strasbourg. He and his Alsation wife and WABER of the Goethe In-
stitute met us at the airport. The lectures and demonstrations given by MUL-
LER-HERMELINK (in French) and myself (in English) were not very effective
because the listeners did not have enough background knowledge.

We also visited the institute in Rabat, which was much larger and very
well equipped. Unfortunately, the 10 assistants had very little knowledge of
how to use the equipment. For example, an electron microscope that had
been donated from Europe had never been unpacked. There was only one
laboratory assistant and one secretary.

On the last evening of our stay GUERBAOUI hosted a festive dinner at his
apartment, with roast mutton and couscous. The hospitality of the Moroc-
cans was overwhelming.

2.16.18 1984

The most significant event in 1984 was my first trip to China, where I gave
several seminars and lectures that were translated by Tu. There was great in-
terest in the Kiel classification in China. Unfortunately, the cooperation be-
tween Kiel and China did not develop to the planned degree because of the
tragic death of Tu in 1986.

The same year I also visited Japan, South America, and the USA. The pa-
thology of T-cell lymphomas was the focus of most presentations. The year
began with a lecture in France and ended with a stimulating symposium in
Siena, Italy, followed by a gratifying stay in Birmingham, UK.

2.16.18.1 FRANCE, 26-28 APRIL 1984

On 26 April I held a lecture on malignant lymphomas in Lyon. I enjoyed
meeting FRANGOISE BERGER.
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J.J. SoTTO organized a seminar on NHL in Grenoble, 27-28 April. The
evening before the seminar I had dinner with LukEs, who did not seem well.
The next morning LUKES, DIEBOLD, and I each held a lecture on the classifi-
cation of NHL. DieBoLD commented in detail on the Working Formulation,
in much the critical way I would have done. That evening I joined BriT-
TINGER and his wife, H. RIeEM, and WRIGHT. WRIGHT was very active in
China supporting the Kiel classification. His opinion of the current political
situation in China was positive. RIEHM expressed his regret that he had be-
come aware of the immunological concept of the Kiel classification so late. I
had to leave the next morning, but the seminar continued with presentations
by WRIGHT, AUDOUIN, PANGALIs, TUBIANA, BRITTINGER, MATHE, and
others.

2.16.18.2 CHINA, 29 APRIL - 12 MAY 1984

In Beijing my wife and I were met by Tu and her colleague Hu, who were
our gracious hosts and guides during our stay. The hotel where we stayed
first used to be the residence of a higher pre-communist official. The day af-
ter our arrival we had an opportunity to visit the Chinese Wall.

On 3 May I gave a lecture at the Institute of Cancer Research in Beijing.
The director was GNA, 58 years old, who had spent four postgraduate years
in Leningrad. In 1983 he had spent a few months in the USA. He had also
been in East Germany for 1% months. He knew a lot about oncogenes and
laser therapy. His assistant CHANG was very helpful in preparing everything
for my lecture, which was held in a primitive lecture hall with a small black-
board and a small slide screen. There were about 100 listeners, approx. 80%
of them were pathologists. Some of them were wearing uniform caps. Tu
translated my lecture.

In my lecture I began by showing photographs of the Institute of Pathol-
ogy in Kiel and of my co-workers, who sent friendly greetings to their Chi-
nese colleagues and who remembered meeting Tu the previous year. We
hoped that the contact between Kiel and Beijing could be intensified. Then I
showed a table comparing the six classifications of NHL in current use. They
were the ones compared in the NCI study, on the basis of survival data. Those
data were not adequate for evaluating a classification. One of the most im-
portant criteria is the compatibility of a classification with the modern im-
mune system (B and T cells). This was realized only in the Lukes-Collins and
Kiel classifications. LukEs had presented his classification in China the pre-
vious year. Now it was my turn. The Kiel classification was not the accom-
plishment of a single person, but rather a collaborative effort from the very
beginning. I showed photographs of the members of the ELC, who devel-
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oped the basic concept of the Kiel classification in Kiel almost exactly 10
years previously (see pp. 18ff.). Soon a retrospective study and then a large
prospective clinical study were initiated by STACHER and then carried on
under the leadership of BRITTINGER. It soon became evident that the Kiel
classification was not an artefact, but that it defined entities with correspond-
ingly distinct clinical features [38]. By 1984 the Kiel classification had be-
come widely accepted in Europe. The European Lymphoma Study Group (a
group composed of about 80-100 European pathologists; see p.112) met
once every two years at a workshop for training in the diagnosis of lympho-
mas according to the Kiel classification. I mentioned that the ELC had ac-
cepted Tu as an honorary member at its last meeting in London (see p. 87) in
order to document the bond between European and Chinese medicine,
which we hoped would become even stronger in the future.

The lecture lasted for 2% hours with a break of only five minutes, but I was
provided with a pot of green tea to refresh myself. The audience was partially
interested and partially bored. A few people even fell asleep. One particu-
larly interested listener asked me about the nature of angioimmunoblastic
lymphadenopathly with dysproteinaemia (AILD); he seemed to know what
he was talking about. The lecture went well, and at the end I invited the audi-
ence to cooperate with other countries. China had tremendous opportuni-
ties with its huge amount of material for research.

After the lecture GNa invited Tu, Hu, and my wife and myself to a dinner
of Peking duck. When we got back to the hotel we found out that we had to
move to another, more modern hotel.

Early the next morning Hu picked us up and took us to Tidn tan Hospital,
where ZHU CHANG REN was head of the department of pathology. We ar-
rived late and found ZHU waiting in the park. He was a fine gray-haired man
who had translated parts of my first handbook while he was exiled during
the Cultural Revolution. He gave me his last copy of the book, which looked
like a thick pamphlet. Years later he apologized for translating the book
without asking me and drew a calligraphic scroll for me as compensation.
Eventually he moved to the USA to be with his two sons. When we met in
Beijing he expressed interest in visiting Kiel. He showed us what he thought
was the most beautiful temple in China (the “Heavenly Temple”) and the 300
year old cedars in the park.

That afternoon we left for Xi’an. At the airport we were met by a large
group of people: Liu YAN-FANG, SHUI SUu Hua, YUNG DIN-TONG, YANG
SHAO-VAN, and three others. L1u was a professor of pathology at the I'V. Mil-
itary College. He was about 60 years old and spoke English well; he had been
a translator for Americans in about 1940. Tu thought it was very important
that I accept his invitation. He organized our visit in Xi’an and was a friendly
host. SHUI was the head pathologist at the Central Hospital. She had been a
student of Tu’s. YUNG was a professor of medicine at the I. College and vice-



2.16 ACCEPTANCE OF THE KIEL CLASSIFICATION, 1981-1987

president of the regional pathology society. YANG was a nice young co-worker
of L1U’s.

At the hotel we were given a large appartment with two rooms and a bath.
After a snack L1u took us on a tour of the city. He showed us an old mosque
and a drum tower. From the tower we could see many poor houses that were
being torn down or renovated. The two-story houses were so different from
Beijing.

After dinner L1U’s assistant YANG came to discuss the rest of our visit. We
were later joined by my translator, SHE LE-CHENG, and a pathology profes-
sor from I. Medical College to prepare for my lectures the next day.

The next morning L1u took us to visit a museum (history of China) that
had a large collection of stelae. Lunch was a large meal with eight bowls of
food (and chopsticks). Afterwards it turned out that I had to pay for
everything: the hotel, meals, rental car, and guides. The total cost was
exorbitant.

In the afternoon L1u took us to the lecture hall, which was overfilled.
There were about 100 pathologists, most of whom were young and dressed in
uniforms with caps on their heads. There were also a few grey-haired
colleagues. I had been asked to give two lectures, one on the Kiel classifica-
tion and one on immunohistochemistry of NHL. After the first lecture (1%
hours) there was a 10-minute break. Then everyone came back for the second
lecture (another 1% hours). In contrast to Beijing there were no problems
with the slide projection. L1u found my presentations convincing and in-
tended to support the Kiel classification. He seemed to be very knowledge-
able and interested in immunology.

After the lectures we visited a civilian institute of pathology, which was
simple and clean. A cryostat and monoclonal antibodies were in use. We
were shown only two laboratories and not allowed into the autopsy room.
Anatomical specimens were displayed in the halls. We were told that about
80 autopsies were performed and 7,000 biopsies were examined each year.
This was comparable to the volume at the military institute.

In the evening the faculty held a dinner for us, at which there were some
short speeches and we were given a terracotta horse. Afterwards I went for a
walk by myself and got lost when the front door of a store was locked and I
was forced to leave by the back door. No one on the streets understood me.
Finally, a young girl understood “hotel” and showed me the way back. There
was still lots of merchant activity on the streets. I got a glimpse of some sleep-
ing quarters: 10 beds one behind the other. The people slept fully dressed
with no sheets or blankets.

On 6 May YANG CHANG Hua (a student) and his wife picked us up to go
to see the terracotta soldiers at the tomb of the first emperor of China,
Qin SHI HUANG (259-210 B.C.). We stopped at the Huaqing Hot Springs
near Mt. Lishan, where the escape of CHIANG KAI-SHEK was described in
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full detail. He had hidden there. There were bullet holes in the bedroom.
YANG’s wife was very friendly but not willing to discuss politics.

After another sumptuous lunch we were taken shopping, but we did not
buy anything. Later at the airport the same large group of people who had
met us were there to say farewell. They were very helpful getting us and our
luggage onto the aeroplane.

That evening we arrived in Shanghai, where Tu and Xu L1aANG ZHONG
were waiting for us. Xu was a cytogeneticist who had worked in Southamp-
ton, UK and at the NCI. A limousine took us to a guest house where we had
a large room with bath. Flowers had been put on the table for my wife be-
cause it was Mother’s Day.

The next morning ZHANG Hua ZHONG met us and took us to the temple
of the jade Buddha. ZHANG was half Chinese, half Indonesian. After the
Revolution he left Indonesia and chose to come to China. He worked with
Xu. Previously he had spent one year working with the cytologist su and two
years with JAFFE at the NCI in Washington, DC. He had analyzed lympho-
mas with the avidin method.

In the evening we were invited to a banquet with about 12 dignitaries. The
most honoured guest was Gu, an emeritus professor of pathology. He was
highly regarded by everyone and treated like royalty by younger colleagues.
He suffered from the effects of a stroke. He was very kind and genuinely
pleased to meet us. The other guests were leading pathologists. One of them
was Lu Y1 Yu, the director of the Cancer Institute. He had visited the Ger-
man Cancer Research Centre in Heidelberg and had attended the gastroen-
terology congress in Mainz. He seemed to be very skilled in his field and res-
olute, but at the same time friendly and modest. Xu and Tu were also there,
but neither of them said anything. Lu proposed the first toast and I re-
sponded, whereby he stood and I had to sit down. The atmosphere was very
friendly and the meal was excellent. Some of the guests were dressed in the
European style.

In the morning of 8 May ZHANG took us on a tour of the city. In the after-
noon I gave a 2%-hour lecture on NHL, including immunohistochemistry,
which was again translated by Tu. I was introduced by Ho. Gu insisted on
attending even though he was not well. After the first half of the lecture he
left, however, escorted by some of his students.

Tu graciously invited us to her home in the evening. Everything was very
simple. Tu had five children, born while she was in the USA. At the time of
our visit three of them had returned to the USA, another would follow soon.
Tu’s husband was a surgeon and a member of the General Assembly. He had
trained in the USA. Her father had also been in the USA, where he received
a PhD, and he spoke four languages. During the Cultural Revolution he was
put into prison and went insane. Every day he was told to confess that he was
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a conspirator until he finally did, but without success. When he was asked
who the other conspirators were he of course could not name any. He was a
Christian. While he was in the USA getting his PhD he married an Ameri-
can. She was the one who later persuaded Tu and her family to return to
China because the situation there had supposedly gotten much better (under
Mao). Tu and her family returned to China by ship via Europe. Instead of
their motor car they took a used piano with them. Then came the Cultural
Revolution and everything was taken away from Tu, including two Bibles, all
photographs, all phonograph records, and all books because they were “capi-
talistic”. Tu was sent out to the country to work as a farm labourer and later
she was employed as a laboratory assistant. At the time of our visit she was
the deputy doctor at the Institute of Pathology in Shanghai. Gu was head of
the national lymphoma research programme, which was centrally organized.
Tu was able to study virtually all cases of lymphoma in China. There was no
special equipment, however, not even a typewriter (because of the compli-
cated Chinese characters), just a huge device for documents.

On 9 May I held the first part of a lymph node seminar at the military
academy. There were 250 eager listeners, many of whom wore uniforms. Af-
ter a simple lunch Tu took us to the botanical garden. In the evening we went
to the theatre.

The second part of the lymph node seminar was held in the morning of
10 May. The participants expressed their gratitude by sending us on an ex-
cursion in the afternoon to Hangzou by train. We were accompanied by
ZHANG. We were seated in the only carriage with padded seats. The rest of
the train was very primitive. The other passengers in the carriage included a
soldier and his wife and a Chinese professor of agriculture. The latter ex-
plained a plant to us in English and told us about a visit to Germany.

In Hangzou we stayed at what was supposedly the most beautiful hotel in
China. The building was old and splendid and the rooms were very large, but
it was very hot. Instead of air conditioning there was plenty of green tea.
Hangzou lies on the lake where the summer residence of Mao TSE-TUNG
was also located. The next afternoon we retured to Shanghai. There was an
American tour group on the train. One of them spoke German with us be-
cause he originally came from Koblenz. A Hungarian mathematician told us
that he would visit Austria but never Germany. The Americans had been
shielded from the Chinese and thus understood very little. A Canadian
woman and I had an interesting discussion about the present situation in
China and freedom. We also enjoyed conversations with ZHANG, who
thought that Tu should have a secretary to help her be better organized.

On our last day, 12 May, I discussed T-cell lymphomas and the classifica-
tion of NHL with Tu. We also spoke about the Chinese working classifica-
tion, which would be improved later. Tu was very open to the Kiel classifica-
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tion, but she had not yet established a clear standpoint. She was also not well.
It was difficult for me to evaluate the situation. Xu and Tu wanted me to be-
come the leader of the Chinese lymphoma group. Xu expressed interest in
exchange with Kiel. German colleagues could come to Shanghai for training
and Chinese colleagues could go to Kiel. It might be possible to obtain study
grants from German foundations.

In my diary I noted that RAPPAPORT and JAFFE had both been in China
and had given lectures on the Working Formulation. Lukes had been in
Beijing, evidently for more than just a lecture. My influence was more in
Shanghai. Even though ZuANG had spent two years training at the NCI and
had become familiar with the immunohistochemistry of malignant lympho-
mas, Tu considered Kiel to be the “Mecca” She thought that the Kiel
classification was more logical than the Lukes-Collins classification, but
her group used “cleaved” instead of centrocytic for linguistic reasons.

Xu organized an elegant farewell lunch at the hotel. Then Tu and I fin-
ished our discussion of the Chinese lymphoma classification. I insisted on
many changes. In particular I was opposed to distinguishing follicular versus
diffuse lymphomas. Tu agreed to make the changes. Later (1987) Xu came to
the Lymph Node Registry in Kiel. After my retirement he sent an assistant to
work with my former co-worker FELLER in Liibeck, Germany. FELLER was
also invited to Shanghai. I do not know much more about further German-
Chinese contacts.

In the afternoon we went into the city to buy presents. At the airport Xu
was waiting for us with a special “distinguished guests” document that al-
lowed us to board the Japanese aeroplane quickly. We noticed that there were
lots of police at the large terminal, but they were not unfriendly.

2.16.18.3 JAPAN, 12-19 MAY 1984

When we arrived in Tokyo late in the evening NAGAI, his daughter, and Su-
CHI were waiting for us at the airport. The next morning SucHI joined us for
breakfast. Then NaGar and his daughter accompanied us by aeroplane to
Aori, where we were met by NAGATI’s wife and driven to Hirosaki. There we
had an interesting conversation with NAGAT’s wife about the German lan-
guage, which she thought was more exact and more logical than Japanese.
Both NaGar and his head assistant Y. KaAMATA spoke German. NAGAI taught
German at the University of Hirosaki.

On 14 May I held a lecture on lymphomas for medical students. The lec-
ture hall was not full, but the listeners were very interested in immunohisto-
chemistry. NAGAT had a small department with eight assistants, one of whom
was a woman. KaAMATA owned copies of both the large handbook and the
small lymphoma book, both of which he asked me to sign.
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On 15 May we travelled by aeroplane and train to Nagoya. SucHI and his
wife SIGEKO met us there. The next morning I met with SucHr and KikucHI
to discuss T-cell lymphomas. In the afternoon Kojima and I met briefly to
discuss preparations for the upcoming German-Japanese meeting in Kiel
(see p. 96). That afternoon we were invited to a reception for the top mem-
bers of the Reticuloendothelial Society in Japan.

In his introductory remarks at the Congress of the Reticuloendothelial
Society on 17 May SucHI mentioned that that day marked the 10™ anniver-
sary of the Kiel classification. I had been invited as the main speaker at the
Congress and was treated with special respect. The topic of my lecture was
“Malignant Histiocytosis and Related Disorders” (co-authored by FELLER
and RADzUN). There were 300-500 listeners. S. WATANABE and NANBA par-
ticipated in the discussion.

Afterwards we had lunch with Japanese colleagues who had worked with
me in Kiel (SATODATE, Y. SUGIJAMA, TASHIRO, EzumI, KAMIYAMA, M. Mo-
TOI, MORI). We were entertained by E. IsHIKAWA. At the evening reception
I was asked to give a speech, in which I praised my Japanese co-workers Na-
GAI, Mor1, and MoHRI. Then I had to answer innumerable questions and
hardly had time to eat. AKAZAKI opened a barrel of sake like a beer barrel at
the Oktoberfest and we drank the sake out of square wooden cups.

On the second day of the congress I visited the Springer Verlag stand and
gave away all the Japanese translations of the little book I had written in col-
laboration with STEIN. In the evening we had dinner with the “lymphomani-
acs” (AKAZAKI, SATO, and others).

On 19 May we left Japan. It was a long trip via Alaska home to Germany.

In retrospect I wrote the following comments in my diary. AKAZAKI was
81 years old and seemed both physically and mentally fit even though he had
had tuberculosis. Together with RoBB-SMITH he had been one of the last
pupils of AscHOEE. The year before he had visited Germany with a YMCA
group, of which his Christian wife was a member. He had been in the USA
only once, 10 years previously. He was very much in tune with Germany. Un-
fortunately, he did not have a good relationship with the late S. AMaNo (pro-
fessor in Kyoto), who also thought much of German pathology.

SucHrI had spent five years in the USA and got married there. He was born
near Nagoya and was originally a physiologist. He was a faithful supporter of
the Kiel classification and a very resolute person, even though he was slight
in apperance.

In general we gained a lot of ground in Japan. There were still several pro-
USA, anti-Germany people, however, including NANBA and several col-
leagues at the Cancer Institute in Tokyo. Iijima would be succeeded by
HaRra; both of them had worked with F. BUcHNER in Freiburg. The influ-
ence of ASCHOFE was still noticeable. Probably the best Japanese patholo-
gists had been in Freiburg.
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2.16.18.4 SIENA, ITALY, 24-26 MAY 1984

At a symposium on Cytobiology of Leukemias and Lymphomas I gave a
presentation entitled “Morphology and Immunohistology of T Cell Lym-
phomas” (co-author: FELLER). The main subjects of the presentation were
lymphoepithelioid lymphoma (Lennert’s lymphoma) and lymphohistiocytic
lymphoma. There was a lively discussion with GALTON about “L.B. disease”
(lymphohistiocytic lymphoma); “L.B” was one of his patients. GALTON
thought the disease was benign. H. vAN DEN BERGHE (geneticist from Lou-
vain, Belgium) said that the demonstration of chromosomal anomalies in
one of our cases was not proof of malignancy because his own father
had shown such an anomaly in the bone marrow that disappeared spontane-
ously.

2.16.18.5 KIEL, 24-27 JUNE 1984

The topic of the Third Japanese-German Workshop on Cancer Research
was “Malignant Lymphomas and Related Disorders” The members of the
scientific programme committee were Kojima, K. MuNK, and myself. For
the German participants the most significant lectures were given by TAKAT-
sukl and Kojima. TAKATSUKI, who had been the first to describe ATLL,
reported on clinical and virological studies of ATLL [83,88]. For discussion
Kojima presented excellent histopathological slides, which he described as
“plasma cell dyscrasia with polyneuropathy and endocrine disturbances”
and which he distinguished from multiple myeloma. This syndrome is evi-
dently identical with the POEM syndrome described elsewhere in the litera-
ture [89].

2.16.18.6 BUENOS AIRES, ARGENTINA, 2-4 SEPTEMBER 1984

At the airport my wife and I were met by BEsuscH10s wife and daughter,
whom we had met when they came to Kiel. We attended the opening cere-
mony of the XI. Congress of the International Society of Haematology,
which was held at the Centro cultural General San Martin. The lecture halls
were nice and the congress was well organized, but when the plenary lectures
began there were no slide projectors and this caused a delay. That evening I
had conversations with DIEBOLD, GooD, and others.

On 3 September BEsuscHIO met us at the hotel very early because there
was a general strike in progress and there were very few taxis. BESUSCHIO
took us to his institute, where we were greeted warmly and met all of his
assistants.
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The topic of the first symposium at the congress was the pathohistology of
the bone marrow. It was moderated by R. BURCKHARDT. The participants in-
cluded A. GEoraiI and DiEBOLD. I was asked to report on mastocytosis; the
audience was very interested. Afterwards E.C. ZaINO invited me to New
York; he was a supporter of the Kiel classification.

In the afternoon the second symposium was moderated by DiEBOLD. I
gave a presentation on prelymphomas (myoepithelial sialadenitis, etc.).
There were also talks by M. REYNES, GEORGII, and SCHWARZE.

On 4 September I gave a plenary lecture entitled “New Data on Morphol-
ogy and Immunohistochemistry of T-Cell Lymphomas”. Before the session I
had an informal, inconclusive conversation with VAN DEN BERGHE, who
gave one of the lectures before mine; his topic was cytogenetics and haema-
tology. JW. ApAMsoON (from Seattle) gave an excellent lecture on stem cell
problems. E. POLLI was chairman of the session and introduced me kindly,
even mentioning my musical ambitions. Since I felt uneasy I was not able to
speak fluently. There was no light where I was standing in front of the slide
screen (which was not visible from the rostrum). I had chosen colour trans-
parencies of resin embedded sections, which were of high quality; but I could
not make any pithy statements because it was not yet possible to present a
definitive concept of T-cell lymphomas. Pure morphology was above the
heads of the audience (at least 500). Nevertheless, the listeners were im-
pressed by the transparencies. Afterwards DOROTHEA ZUCKER-FRANKLIN
asked me if I would give her some photographs for her book. AbAMsoN of-
fered to publish my photographs in »Blood«, of which he was head editor.
Later I did not follow up on this offer because the problem of T-cell lympho-
mas still did not seem to have been solved. BEsuscHIo thanked me for men-
tioning him and the Argentinean pathologists in my introduction; my praise
was important to them politically.

In the afternoon MARINA NARBITZ took us on a tour of the city. The next
day BEsuscHIO drove us to the airport.

2.16.18.7 USA, 5-22 SEPTEMBER 1984

From Buenos Aires we flew via Miami, FL and New York to Baltimore, MD.
There we were met by D. MERENY, an old friend whom I had met while I was
in Erlangen, Germany. He showed us John Hopkins Hospital, where Doro-
THY REED had masterfully demonstrated the giant cells of Hodgkin’s disease.
Risa MANN was now responsible for haematopathology there.

Then we continued on to Nashville, TN to visit CoLLINS at Vanderbilt
University. I gave a lecture on “Pathology of Mast Cells”.

On 14 September we finally reached San Diego, CA, where we were wel-
comed by LUKES and his wife. LUKES was retired, but still worked one or two
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days per week at the cancer institute in La Jolla, CA, where he examined
cases sent for consultation and continued his research. He was annoyed be-
cause the third tutorial that had been planned for him in Europe was can-
celled because of a meeting in Lugano, Switzerland.

On 16 September we arrived in Chicago. I had been invited by North-
western University to give a lecture. VARIAKOJIS and her husband met us at
the airport. The next morning she introduced me to the head of her depart-
ment, D. G. SCARPELLI, who originally came from Italy. VAriaKoOj1s had es-
caped from Lithuania. The topic of my lecture was T-cell lymphomas. ScARr-
PELLI introduced me; he mentioned that I had been criticizing the histological
techniques used in the USA. There was a lively discussion about T-cell lym-
phomas. MOLNAR was in the audience and enthusiastically expressed her
support. Afterwards I was asked to sign many copies of the recent book on
lymphomas.

On 19 September we flew back to Rochester, MN. BANKs was waiting for
us and we spent the evening with him, KapIN, and WARNKE. The next day a
Workshop on Controversies in Lymphoid Pathology was held at the Mayo
Clinic. It was moderated by BANKs, who began by giving a review of current
lymphoma research. He was overly enthusiastic about the work of the group
in Kiel and maintained that we had been the first to do everything. He said
that RappaPORT’s work was out of date and that LUKES’ concepts had be-
come of minor interest. The Working Formulation was not mentioned at
all.

During the workshop the following topics were covered and then at the
end the participants were expected to take a post-test: immunological meth-
ods, classification of B-cell lymphomas (WARNKE); specific categories of
lymphoid hyperplasia (FR1ZZERA); histiocytic proliferations, Hodgkin’s dis-
ease (KapiIN); differential diagnosis of low-grade neoplasia versus hyperpla-
sia (BANKS); “premalignant” or precursor states of lymphoid hyperplasia
(the author); cytochemical methods (L1). There were also several case dis-
cussions. In the evening I held the “keynote lecture” on T-cell lymphomas. In
his amusing introduction BANKs showed photographs of the Institute of Pa-
thology in Kiel in comparison with the town of Kiel in Wisconsin.

On 21 September there was a discussion with the faculty. I emphasized the
importance of optimum techniques and the use of haematological stainings
(e.g. Giemsa) before doing immunological analyses. WARNKE asked the par-
ticipants for special applause in recognition of the Giemsa stained slides that
I had shown in my lecture.

In the afternoon I met with G. W. DEWALD, a cytogeneticist. He was very
well organized and had analyzed 29 lymph nodes in the past few years. He
did not think it was necessary to use the cytogenetic technique of E.J. YuNIs,
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since he had done comparisons in a blind study. He told me that GODDE-
Savrz (Kiel) was welcome to visit him.

BaNKks accompanied us to the airport on 22 September. He admitted that
he used the Working Formulation but added the terms of the Kiel classifica-
tion in parentheses. He complained that there was less scientific freedom in
the USA than in Germany. The Working Formulation would prevail in the
USA because of the omnipotence of the NCI.

2.16.18.8 UK, 18-21 NOVEMBER 1984

At the invitation of the medical faculty I had a brief guest professorship at
the University of Birmingham. L. JoNEs and his wife met me at the airport
on 18 November and brought me to the elegant home of R. CURRAN, who
had kindly invited me to stay with him. CURRAN was a highly regarded Brit-
ish scientist and had been president of the Royal College of Pathologists for
three years.

On 19 November I visited JONESs at the Institute of Pathology. Then I went
to see MACLENNAN, who had just learned of the tragic death of his friend
Forp in Australia. We had a candid discussion of several topics, including
marginal zone cells; we were joined by a few of his assistants.

At noon there was a reception where I met the dean and many members
of the faculty. In the afternoon I gave a lecture on prelymphomas (progres-
sively transformed germinal centres and Sjogren’s syndrome). There were
relatively few listeners, but the discussion was lively and friendly. Afterwards
I attended a faculty meeting, where I was greeted cordially. There were about
50 people at the meeting, including 10 students. The topics of discussion
were common faculty matters, in which I did not participate. In the evening
JonEs invited me to his home outside of Birmingham for dinner.

On 20 November I visited M.]. OWEN, an anatomist who was an expert
on T-cells. We had a very interesting discussion about the maturation of
T-cells in the thymus. He said that interdigitating cells are responsible for the
maturation. He also told me about experiments concerning the rearrange-
ment of T-cell genes.

Afterwards I visited the department of radiology. There were no facilities
for lymphangiography. Thus staging was not possible and many cases of
NHL were probably overtreated.

In the late morning I held a lecture on NHL. MACLENNAN mentioned in
the discussion that the Kiel classification had now been fully confirmed im-
munologically. Later in the afternoon I gave another lecture on the pathol-
ogy of T-cell lymphomas. There were about 250 listeners, including many

929



100 2 CLASSIFICATION OF MALIGNANT LYMPHOMAS

students. The dean made introductory remarks. I was able to speak freely
and the lecture went well.

That evening I was invited to dinner with about 15 members of the faculty
at the staff house of the University. I sat between the dean and CURRAN, both
of whom paid me complements in their speeches. I was flattered by many
who praised my English. At his home afterwards CURRAN gave me a lesson
about the various kinds of whisky. During my whole stay in Birmingham he
took especially good care of me, for which I was very grateful.

On 21 November CURRAN and JoNEs and their wives accompanied me to
Woodstock. I thought this was very kind of them because they were very
busy. We drove through beautiful autumn countryside and saw the village
where SHAKESPEARE had lived. After an early lunch in Woodstock we went
to visit RoBB-SMITH. He was very glad to see us, even though he was not well
and his vision had become very poor. In spite of his poor health he was work-
ing on a book about the faculty of Oxford University in the 19" century. He
was up to date on lymphoma research and still a staunch supporter of the
Kiel classification. He thought this was the only classification that was of
proven clinical relevance and still simple to use and reproducible. His wife
was very kind and cheery. She took care of him at home in Woodstock until
he died on 2 January 2000.

In the afternoon MasoN met me and drove me to his laboratory. I asked
him whether it had the capacity to do DNA analyses of the cases of T-cell
lymphoma collected in Kiel. He agreed.

2.16.19 1985

The diagnosis and manifestation of T-cell lymphomas continued to be of
great interest in 1985. One of the most important findings was the demon-
stration of the clonal rearrangement of the T-cell receptor B-chain gene by
MasoN’s research group [68] and by H. GRIESSER at the laboratory of
T.W. MaAK and in Kiel [69,90].

2.16.19.1 PUERTO DE LA CRUZ, TENERIFE, 8-10 MARCH 1985

The I. Reunion de Patologia Canaria was organized by OLGA FERRER-RocCA
of the Universidad de la Laguna. The topic of the meeting was the pathology
of lymphomas on the Canary Islands. The participants were pathologists
from the Canary Islands and Spain. I was invited to hold a lecture on the
prognostic and diagnostic value of the Kiel classification of NHL and to give
the introduction to a seminar on malignant lymphomas, which was held by
ScHwARZE. He also gave a lecture on extranodal NHL. FERRER-RocA used
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to work in Barcelona, Spain, had spent four weeks in Kiel in 1981, and was
now director of the new Institute of Pathology at the University. After my
presentations there were several lectures on malignant lymphomas on the
Canary Islands and in Barcelona. Immunohistochemical and clinical data
were emphasized.

2.16.19.2 KIEL, 24-30 APRIL 1985

SucHI came to Kiel to work with us on T-cell lymphomas. Together we sat at
the microscope and studied about 200 cases, most of which I had discussed
with Tu (see p. 87) and with experts on HTLV-positive ATLL from Japan
(KikucHI and SATO [86]). Our observations were combined with histo-
chemical findings (presented by FELLER) and cytogenetic data (presented by
GODDE-SALZ). The result was a new classification of T-cell lymphomas that
was published by SucHI et al. [91].

2.16.19.3 STOCKHOLM, SWEDEN, 6 JUNE 1985

At a meeting of Scandinavian pathologists I gave a lecture on “Borderline
Problems of Hodgkin’s and Non-Hodgkin’s Lymphomas”. BIBERFELD invited
DoreMAN and me to attend. At the end of my presentation I said that the
borderline between Hodgkin’s disease and NHL is not sharp because there is
neither a specific cell type (Sternberg-Reed cells) nor a specific immunologi-
cal marker (Ki-1) that proves or excludes Hodgkin’s disease. Hence we shall
have to look for more specific markers and use other techniques, e.g. gene
rearrangement analyses, in order to learn whether or not Hodgkin’s disease
and NHL overlap.

2.16.19.4 KIEL, 10-11 JUNE 1985

MACLENNAN accepted an invitation to Kiel and held two lectures. His visit
was very stimulating. We discussed the various types of cells in lymphoid
tissue and found that we agreed on all important points.

2.16.19.5 PRAGUE, CZECHOSLOVAKIA, 3-6 SEPTEMBER 1985

The topic of the International Symposium of the UICC was “Recent Ap-

proaches to Chronic Lymphoproliferative Diseases”. MATHE gave an intro-
duction entitled “Integrating Positition of Electron Microscopy in Diagnosis
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of Malignant Lymphomas”. The title of my main lecture was “Morphology
and Immunohistochemistry of T-Cell Lymphomas. New Results”. I also gave
a talk on “Lymphoepithelioid Lymphoma. Pathology and Differential Diag-
nosis”. B. BEDNAR was critical of this entity.

2.16.19.6 KIEL, 13-15 SEPTEMBER 1985

The Second Dermatohistopathology Meeting was held under the auspices
of the International Society of Dermatohistopathology and organized by
E. CHRISTOPHERS. On 14 September I held a special lecture entitled
“Malignant Histiocytosis and Related Disorders”. ZUCKER-FRANKLIN gave a
comprehensive presentation on “Phylogeny and Structure of the Granulo-
cytes”. She also visited us at the Institute of Pathology, and we had a good
conversation about various problems.

2.16.19.7 ATHENS, 4-5 OCTOBER 1985

PApACHARALAMPOUS invited me to give a lecture entitled “Malignant His-
tiocytoses and Related Neoplasias” for pathologists and haematologists. It
was held in a lecture hall at the military hospital, where General TINIAKOS
was the director and professor of pathology. He greeted me heartily in Ger-
man, for which I thanked him when I began my presentation in German. I
said that the fate of the German language was similar to that of Old Greek,
since both languages had been largely dismantled but were still essential for
understanding ancient and modern philosophy. Then I continued my pre-
sentation in English. In retrospect I was somewhat disappointed because I
should have spoken about the Kiel classification instead of histiocytosis. I
acquiesced to my hosts’ request, however, since I and others had misjudged
the current state of lymphoma classification in Greece.

After the lecture I enjoyed meeting and speaking with many people, in-
cluding E. Parsourts and C.H. KitTas. RAPPAPORT had been in Greece
awhile ago and had presented his revised classification.

In my diary I noted that PANGALIs was favourable to Rappaport. PaT-
souRris would probably have a difficult time because he was an emphatic
supporter of the Kiel classification, but he would probably prevail. KiTTAs
evidently gave the clinicians diagnoses according to the Rappaport classifi-
cation and the Working Formulation; but he denied this to me.

In Greece those who studied and diagnosed lymphomas seemed to waver
between the Kiel classification and the American classifications. About half
of them were oriented towards the USA. ANAGNOsTOU had spent a year
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working with LUKES. PANGALIs had worked with RAppAPORT for two years.
PapacHARALAMPOUS had studied in Germany (with H. MEESSEN) and was
a supporter of German pathology, but he was not very forceful. His students
PAPADIMITRIOU (spent 18 months in Kiel) and PATSOURIS (spent three years
in Kiel) would have to fight. They had done good work. The influence of
RappaPORT and the clinicians who had studied in the USA was very strong.
During my visit ANAGNOSTOU appeared to be changing her mind and of-
fered to come to Kiel to help me revise the book on reactive lymphadenopa-
thy. (This never took place. Instead a CD-ROM on reactive and inflamma-
tory lymphadenopathy was produced together with DIEBOLD.)

2.16.19.8 VIENNA, 6-9 OCTOBER 1985

At the annual meeting of the Austrian and German Societies of Haematol-
ogy and Oncology I gave a lecture on T-cell lymphomas (“Zur Immunhisto-
chemie und Morphologie der T-Zell-Lymphome”; co-authored by FELLER).

2.16.20 ATTEMPTS TO FORM A EUROPEAN-
AMERICAN ALLIANCE, 1986

2.16.20.1 KIEL, 26-28 JANUARY 1986

At a meeting of the ELC one of the topics was preparing for the negotiations
at the later meeting in New Orleans, LA, USA (see below).

Two weeks later I met with BRITTINGER in Frankfurt a. M. to talk about
clinical aspects in preparation for the negotiations in New Orleans.

2.16.20.2 NEW ORLEANS, LA, USA, 8-12 MARCH 1986

Banks was the only person who knew about my arrival in New Orleans as a
“surprise guest”. Since he was a member of the board of the Society for Hema-
topathology I asked him to present my proposal concerning the inclusion of
European haematopathologists as a separate division of the Society (“Euro-
pean Division”). He agreed to do so at the board meeting on 8 March.

In the morning of 9 March I had breakfast with BANks, DOREMAN, and
FrizzERA. Then BANKs and I went for a walk in the French Quarter and
along the Mississippi River. He told me about the board meeting and was
very pessimistic about adding a European section to the Society. Later I in-
ferred from a conversation with KapIN and his wife that Kapin had pro-
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posed me for membership on the board. He was discouraged that his pro-
posal had been rejected. I also had a conversation with DOREMAN, even
though he had just given up his position on the board of the Society. “As a
South African” he was in favour of international cooperation, but he said
that he no longer had any influence in the Society. His comment was: “What
would happen if the Japanese and South Americans came to the Society with
the same request?” I realized from this and other comments that the wind
was blowing in the wrong direction and gave up my intention of presenting
my proposal at the general meeting of the Society.

Before the meeting I had an opportunity to speak with RAppAPORT. He
was president of the Society and said that he would support all of my
proposals. He asked me to put the European requests into writing and to
send him copies of my previous correspondence with BERARD.

The Annual Meeting of the Society for Hematopathology was held in
the afternoon of 9 March. There were four presentations announced as “A
Potpourri of Hematopathology”. The topics were: classification of leukaemia
(J.H. BECKSTEAD), immunotyping of lymphoma (R.R. TuBBs), cutaneous
lymphoid infiltrates (BaNks), and histiocytic syndromes (L.P. DEHNER).
BANKS’ presentation was enjoyable because he had a good sense of humour.

This was followed by a business meeting. DORFMAN diplomatically greeted
all of the participants from overseas (including I. KaATayamA, RILKE, and
myself). He referred to the European problem in just one sentence.

Afterwards BANKS organized a dinner at a very good French restaurant. I
enjoyed the evening with HARRIS, VARIAKOJIS, C. KJELDSBERG, FRIZZERA,
and Banks. HaRRrIs had just been appointed as head of the programme
committee and wanted to invite some Europeans to a meeting to discuss
Hodgkin’s disease. She asked me about the reasons for my proposal. KJELDs-
BERG had worked with RAPPAPORT six years ago. He originally came from
Norway and now lived in Utah. He expressed interest in a sabbatical in Kiel
(unfortunately, this never came about).

A meeting of the US-Canadian Division of the International Academy
of Pathology [92] began on 10 March. I had lunch with CorLiNs and his
wife, who were pleasantly surprised that I was there. BRUNNING also joined
us. He asked me to say something about a case of Ki-1-positive lymphoma
during the slide seminar in the evening. The afternoon session on haema-
topathology included presentations on the following topics: Castleman’s
disease, monocytoid B-cell lymphoma, malignant lymphoma in X-linked
lymphoproliferative syndrome, and angiotropic (intravascular) large cell
lymphoma.

In the morning of 1 March there were five good presentations. The topics
included mediastinal large cell lymphoma, lymphomatoid granulomatosis,
angiocentric lymphoma, and AILD. The authors of the latter presentation
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mentioned “key papers” by FR1zZERA, LUKES, NATHWANTI, and SHIMOYAMA
but none by the research group in Kiel (H. KNECHT [26,27]). They distin-
guished AILD from AILD-type T-cell lymphoma. They found T-cell receptor
gene rearrangements in two cases of AILD and in five cases of AILD T-cell
lymphoma. I presented the data obtained by GRIESSER (at the laboratory of
Mak) and these were acknowledged by the audience. In the ensuing discus-
sion H. A. AzAR pointed out to the chairperson that I was Professor LENNERT
from Germany and that I should have been officially introduced. During the
break I thanked him for this kind gesture.

After the morning session a business meeting was held by Raven Press;
the moderator was STERNBERG. I sat together with SLAVIN, AzAR, and
colleagues from Winston Salem, NC. In the afternoon there were two pre-
sentations that put me into an embarrassing situation. Hsu thought that I
had said that Sternberg-Reed cells were interdigitating reticulum cells.
R.S. NEIMAN asked me to comment, but I left the matter open so as not to
discredit Hsu. GATTER presented a paper on paragranuloma, which kindled
alively discussion between him and DoRFMAN and NEIMAN. I came to GAT-
TER’s defense, which probably helped to re-establish a good relationship be-
tween me and MASON’s research group.

A long course entited “Malignant Lymphoma, Leukemia and the Immune
System: From Cacophony to Clarity” was held on 12 March. It was directed
by BERARD and DorRFMAN. The only paper by the research group in Kiel
mentioned by DORFMAN [93] in his introduction was the one about follicu-
lar lymphoma that I had presented in Nagoya 1973. In the published version
of his remarks DORFMAN also cited the lecture that I gave in Zurich (in
1966!) on the European concept of lymphoma classification.

NATHWANI [94] gave a lecture on the classification of NHL. He said that
it was necessary to improve the Working Formulation and mentioned nu-
merous suggestions. These included adding a category for immunocytoma
and an “intermediate” category (equivalent to centrocytic ymphoma). Three
of the existing categories should be divided: “mixed cell” into B-cell and
T-cell types, “large cell” into cleaved and non-cleaved types, and “immuno-
blastic” into B plasmacytoid and T-cell types. Additional terms for the clas-
sification of peripheral T-cell lymphomas were also necessary, including
categories for ATLL, AILD, and angiocentric lymphoma. NATHWANI then
presented a modified Working Formulation. He cited only two findings by
the research group in Kiel (pseudofollicular structures in chronic lympho-
cytic leukaemia and another that I did not take note of) and did not men-
tion the Kiel classification as a separate classification. At least he understood
that immunocytoma was an entity. In his mind the Working Formulation
was the only valid classification. I thought that his presentation was
confusing.
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WARNKE gave a lecture on “B-Cell Lymphomas and Related Disorders in
Immunologic Perspective”. The only findings of the research group in Kiel
that he cited were the Ki-67 data and he did not mention STEIN at all. J. Coss-
MAN spoke about Hodgkin’s disease, T-cell neoplasms, and related disorders.
He mentioned the Ki-1 problem, but did not say anything about the Ki-1 an-
tibody. His research group had their own equivalent antibody.

There were many more lectures that day, but I did not hear all of them be-
cause I had to leave at noon.

During the meeting many people asked me why I had come (e.g. DORE-
MAN and RappaPORT). I answered somewhat sarcastically that I had come to
meet “clarity”. CoLLINS was annoyed over the title of the course and intended
to write a letter to the president. He scribbled on my programme: “In a world
of blind men the one-eyed man is king”. My surprise appearance at the meet-
ing troubled NATHWANT, who said that my attendance was unnecessary since
I already knew everything.

Later, when I spoke with KaDpIN he told me that he thought my presence
at the meeting was a good idea and he hoped that there would be coopera-
tion between the USA and Europe. BRUNNING was of the same opinion. Ra-
DAszZKIEWICZ was shocked that Europe and Kiel did not seem to exist for the
Americans. An Iranian whom I met at the hotel told me that it was an insult
that my excellent book had not been mentioned at all. When I spoke with
Harris I said that I was discouraged because my proposal had been turned
down so bluntly. She was very optimistic and thought that in 10 years the
whole world would be speaking the Kiel language.

In retrospect I noted in my diary that the surprise “coup” had been a suc-
cess because it put the Europeans and Kiel in the spotlight. The intrigues in-
cited by influential people had been disturbed. It had become obvious that
some Americans intended to isolate the Europeans. On the other hand, there
were many colleagues who were familiar with books by the Kiel research
group and who greeted me enthusiastically.

2.16.20.3 AFTER-EFFECTS, APRIL 1986

Several American lymphoma experts spoke with the President-elect of the
Society for Hematopathology, BRUNNING, who suggested that they write
him a letter. In the letter they stated that they supported my attendance at the
meetings in New Orleans and also my proposal concerning cooperation be-
tween the USA and Europe. They suggested that meetings be organized in
the USA to discuss cases for which detailed clinical information and immuno-
logical data were available (similar to the regular meetings of the European
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Lymphoma Study Group). Evidently BRUNNING’s reaction to the letter was
positive, but I do not know any further details.

On 17 April I sent a letter to RAPPAPORT, then president of the Society for
Hematopathology. I wrote him the following:

“After returning from ... [New Orleans] ... and having conversations with
several European colleagues concerning the discussions that took place in
New Orleans, I want to explain to you our standpoint. First, though, I must
take the precaution of saying that this standpoint must still be approved by
the members of the European Lymphoma Study Group at its next meeting in
October.

“Following the discussions in New Orleans we think that at the present
time it would be better for our group — which includes about 120 members
from practically every country of Europe - to offer to become a Section for
Hematopathology in the European Society of Pathology. The European Soci-
ety of Pathology [LLoMBART-BoscH] was enthusiastic in its response to our
inquiry whether they would accept us as a Section for Hematopathology and
offered us complete freedom to hold our meetings separately or jointly with
them. By no means does this rule out joint meetings with the Society for
Hematopathology.

“We could, with complete autonomy, hold joint meetings with our Ameri-
can colleagues in the Society for Hematopathology. We propose biennial
joint meetings to be held alternately in the USA and Europe. [...] At these
meetings we could develop a scientific program and hear reports from both
continents. This would certainly contribute to further scientific progress. —
The workshops carried out by us would take place at the conclusion of the
scientific program. Naturally it would be impossible for all members from
both continents to take part. A workshop with more than 100 participants
and cases would certainly not be practicable. We already have somewhat
more than 100 applicants to our next European workshop. Only those who
can contribute an immunohistochemically investigated case are being ac-
cepted, so that about 100 cases may be discussed at the workshop. - Joint
meetings involving participants from both continents must be so organized
as to enable an adequate number of participants from each continent with-
out becoming impracticable. — This proposal does not rule out that we Euro-
peans can also collaborate actively within the Society for Hematopathology.
In fact, about 20 Europeans are paying members of the Society, most of
whom appear in the list of addresses I made available to COSTAN BERARD [in
my letter of 23 December 1980].

“It would please me very much if the Society for Hematopathology re-
sponds favorably to our proposal. I am very grateful to you for wanting to
contribute so positively to this end”
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In the discussions I had had in New Orleans with RAPPAPORT and other
members of the board of the Society for Hematopathology I pointed out that
the original plan of BERARD, DORFMAN, and myself was for it to be an inter-
national society and that I was supposed to be a founding member repre-
senting the European side. BERARD had been in favour of this proposal and
had suggested in his letter of 23 December 1980 naming the society “The In-
ternational Society of Hematopathology”. Hence I sent RAPPAPORT excerpts
from my correspondence with BERARD and added some timely comments.

2.16.20.4 FOUNDING OF THE SOCIETY
FOR HEMATOPATHOLOGY IN RETROSPECT

The Society was officially founded on 1 September 1981. I did not find out
until later that I was one of the founding members when I received a docu-
ment. The first annual meeting was held on 28 February 1982 in Boston in
the form of a symposium on T-cell lymphomas. DOREMAN was chairman of
the meeting and BERARD moderated the business meeting. Unfortunately, I
was not able to be there because I had already agreed to attend the UCLA
symposium that was being held at the same time (see p. 75).

In his letter of 30 November 1981 BERARD wrote me the following: “I
would also appreciate your advice about how we might proceed in Europe.
You once said that you would consider being an officer of the Society. Would
you be willing to organize and serve as founding President of the European
(or German?) division of the Society for Hematopathology? By April, when
RonN [DoRrRrMAN] visits you, we should have both experience from the First
Annual Meeting and a definite idea of what will be possible at the Sydney
Congress of the .A.P. Rox and I both greatly appreciate and value your ad-
vice and active participation in plans from now into the future”

On 22 December 1981 wrote BERARD an answer and sent a copy to DORE-
MAN. In it I said: “T think it would be the best to discuss the whole problem
while RoN is here in Kiel in April. Then we will have time to consider each
question carefully”

Unfortunately, the discussion with DORFMAN never took place because he
did not come to Kiel. There was no further correspondence. According to a
letter that BERARD wrote to RAPPAPORT on 8 July 1986, however, BERARD
explained why he had dropped the plans to form an international society: he
“learned that founding an international society would be clearly beyond our
capabilities with regard to legal, fiscal, and logistic considerations” After
considering an association with a number of other existing societies, BE-
RARD suggested that German haematopathologists form an organization
within the German division of the International Academy of Pathology and
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that I should get in contact with the president of the German division, GE-
DIGK, “to set up a Society for Hematopathology affiliated with this division.
[BERARD] would be pleased if every division of the IAP would eventually
have a Society for Hematopathology. If enough divisions were to do so, then
we could consider banding together as the International Society for Hemato-
pathology..” Finally, BERARD suggested that the matter be discussed “face-
to-face” with DORFMAN, RapPPAPORT, and myself at the next congress of
the International Academy of Pathology in Vienna (31 August - 5 Septem-
ber 1986, see below) in order to “clear the air”. Such a conversation never
took place.

2.16.21 FURTHER EVENTS, 1986-1987
2.16.21.1 APRIL-JULY 1986

Three clinical-theoretical meetings took place in Deidesheim (Germany),
Wiirzburg (Germany), and Basel (Switzerland). Two lectures on T-cell lym-
phomas were held in France and Norway. SoTTo invited me to speak at
“Assises d’Anatomie pathologique” in Grenoble (3-5 April). DELsoL and
DiesoLD had also been asked to speak. The second opportunity to speak on
T-cell lymphomas was in Oslo (6-7 May). The lecture was part of a lymph
node slide seminar held at the School of Medicine.

2.16.21.2 VIENNA, 27 AUGUST - 5 SEPTEMBER 1986

At the 5™ European Conference on Sarcoidosis and Other Granulomatous
Disorders, 27-30 August, I gave a talk on “Epithelioid Cells in Malignant
Tumors Including Malignant Lymphomas”. I demonstrated two types of epi-
thelioid cell reaction, namely type I (in small clusters) and type II (in large
sheets). After discussing these reactions in inflammatory disorders I also
presented the findings in lymphoepithelioid lymphoma. At the Conference I
met W. JoNEs WiLLIAMS from Wales. He expressed interest in visiting Kiel.
He emphasized the secretory function of epithelioid cells, in contrast to the
phagocytotic function of macrophages. J. CHURG and H.L. JoacHIM also
contributed to the discussion.

Immediately following the Conference, the XVIth International Con-
gress of the International Academy of Pathology began on 31 August. Ata
symposium on “Lymphoma-like Lymphadenopathies” on 3 September I gave
a talk on angioimmunoblastic lymphadenopathy and presented the T-cell
gene rearrangement data of GRIESSER and the cytogenetic data obtained by
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SCHLEGELBERGER. BANKS commented that we were ahead of the Americans
in this field of research. The day before (2 September) DiEBoLD and I had
given a slide seminar entitled “Malignant Hodgkin’s and Non-Hodgkin’s
Lymphomas”

2.16.21.3 FAREAST, 22 SEPTEMBER -7 OCTOBER 1986

On 22 September I gave a lecture on the pathology of NHL in Beijing. At a
meeting of Chinese and German physicians in Wuhan (25-27 September) I
presented the results of the German-Chinese-Japanese study of T-cell lym-
phomas. The topics of the meeting were very heterogeneous. I gave the same
lecture on the pathology of NHL in Shanghai (28-29 September). There I
enjoyed seeing XU again.

On 30 September I flew on to Hong Kong to visit FarTH Ho at her insti-
tute. On 1 October I gave a lecture at the old university (University of Hong
Kong) entitled “The Kiel Classification of Non-Hodgkin’s Lymphomas - Dis-
cussion on B-Cell Lymphomas”. The lecture hall was full and the atmosphere
was very positive. The next day I gave the corresponding lecture “The Kiel
Classification of Non-Hodkgin’s Lymphomas — Discussion on T-Cell Lym-
phomas” at the new university (The Chinese University of Hong Kong). My
host was J. C.K. LEE. The lecture hall was overcrowded and the atmosphere
was excellent. Afterwards LEE gave me a university necktie and invited me to
give a main lecture at the meeting of the International Academy of Pathology
in 1994. Of course I accepted the invitation.

Next I flew to Singapore to visit Ivy SNG. She was the highly respected
director of a relatively small institute (10 employees, almost all of whom were
women). On 4 October I gave alecture on NHL. At dinner one evening I met
SHANMUGARATNAM.

2.16.21.4 CHICAGO, 7-12 MARCH 1987

The Society for Hematopathology again met in conjunction with the Inter-
national Academy of Pathology. The topic was “Controversies in Hodgkin’s
Disease” and it was moderated by HARRIS and RAPPAPORT. STEIN gave a
lecture on “Immunologic and Tissue Culture Studies in Hodgkin’s Disease”
using two slide projectors. My lecture was entitled “Progressive Transforma-
tion of Germinal Centers: Clinical Significance and Relationship to Lympho-
cytic Predominance Hodgkins Disease. The Kiel Experience”. DOREMAN
spoke on the same topic with respect to the Stanford experience, but did not
present any new findings. In his lecture “Clinical Relevance of Morphologic



2.16 ACCEPTANCE OF THE KIEL CLASSIFICATION, 1981-1987

Studies in Hodgkin’s Disease” ROSENBERG concluded that morphology was
irrelevant. He said that the treatment for all types of Hodgkin’s disease at his
hospital was the same. In the discussion I argued that that would mean that
the lymphocytic predominance type would be treated with overdoses.

In the evening of 8 March I had dinner with HARRIS, DOREMAN, and a
few other colleagues. The atmosphere was pleasant. The next day I joined
CoLLINs and his wife for dinner.

2.16.21.5 GARDEN CITY, LONG ISLAND, NY, USA, 13-14 MARCH 1987

Together with LIEBERMAN I held a slide seminar for the New York State
Society of Pathologists and the Nassau County Society of Pathologists at the
Nassau Academy of Medicine. I had been invited by the president of the State
Society, Za1No, who had heard my lecture in 1984 in Buenos Aires (see p. 96)
and had promised to invite me. N.S. TAYLOR (born in Berlin in 1930) acted
as my gracious host and made me feel very welcome. LIEBERMAN contrib-
uted two of the ten cases discussed in the seminar and also gave a lecture on
Langerhans’ cell histiocytosis. I held a lecture on the Kiel classification.

After the symposium I exchanged memories with EL1zABETH WU and she
gave me a present from her mother (Tu) who had died in 1986. While we
were having this somewhat sad conversation my suitcase containing about
600 colour transparencies was stolen. The hotel set off an alarm, but nothing
was found. Fortunately, LIEBERMAN was there and made sure that the matter
would be pursued. F. COLLIER called the Fire Department and the episode
was even mentioned on televison.

2.16.21.6 BOSTON, MA, 15-17 MARCH 1987

On 15 March I had to leave for Boston without the colour transparencies. I
had been invited to give two lectures there, but these of course had to be
cancelled. Instead I improvised at the blackboard for HArr1s, PINKUS, a col-
league from Iceland, and several co-workers.

2.16.21.7 OBERHAUSEN, GERMANY, 23 MARCH - 7 APRIL 1987

While I was in the hospital for surgery my secretary informed me that the
stolen suitcase had been found by a woman in her yard in the Bronx. The
pathologists there were returning it by airmail. I made sure that the woman
was rewarded for her kindness.
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2.17 FOUNDING OF THE EUROPEAN
LYMPHOMA STUDY GROUP

2.17.1 KIEL, 7-8 NOVEMBER 1980

Lymphoma research in Kiel had been generously supported by the DFG
since 1973 (“Sonderforschungsbereich”, see p. 13). During the review process
in 1978 the question arose whether our work had been receiving enough in-
ternational attention. An answer was to be found at a symposium organized
by the speaker of the Sonderforschungsbereich. The symposium was entitled
“Recent Data from the Characterization of Malignant Lymphoma” [95]. It
was held at the University of Kiel. The international response to the invita-
tion was astonishing. More than 200 people registered for the symposium,
almost half of them from outside Germany. Eleven presentations were held
by respected scientists from other countries and 15 by researchers from Kiel.
The symposium was an overwhelming success. At the end of it RoBB-SMITH
went to the microphone and congratulated the hosts with moving words
commending the substance of the symposium and the stimulation it gener-
ated. He also proposed that the participating pathologists join forces in
order to train in the diagnosis of lymphoma using the criteria of the Kiel
classification.

To our great surprise more than 50 pathologists showed up at the Institute
of Pathology in the afternoon of 8 November to form a study group that
would meet at regular intervals to learn more about lymphoma diagnosis ac-
cording to the Kiel classification and to exchange experience. Even RoBB-
SMITH, although he was over 8o years old, attended this meeting and was
one of the enthusiastic initiators of the study group.

That was how the European Lymphoma Study Group (ELSG) came into
existence. It was just to consider this group to be an expansion of the ELC
and to be the legitimate predecessor of the European Association for
Haematopathology.

An interval of two years was chosen for the regular meetings that would
take place in different European cities. There were several prerequisites for
participation in the meetings. (1) Each participant would have to provide
one unstained and one Giemsa-stained section from a case of his/her choice.
(2) In addition 15 unstained sections had to be sent to the laboratory in Kiel
for special stainings. (3) The clinical data were also to be sent to Kiel for
copying and distribution to all the participants. At the meeting each partici-
pant would present his own case and the reasons for the diagnosis he had
made.

The positive reaction to the symposium encouraged the DFG to continue
its generous support of the Sonderforschungsbereich in Kiel.
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At a meeting of the ELC in London a short time later in November there
was much delight and relief over the news from Kiel.

2.17.2 KIEL, 20-24 OCTOBER 1981

The first workshop of the ELSG was held at the Institute of Pathology.
ScHWARZE was the secretary (Fig. 16). The small microscopy room at the In-
stitute had to accommodate 91 pathologists from 26 different countries (the
USA was not included this time). The participants came from West Germany
(6), France (6), The Netherlands (6), Belgium (6), Spain (6), Italy (6), Swit-
zerland (6), the UK (6), Sweden (5), Austria (3), Yugoslavia (3), Poland (3),
East Germany (3), Denmark (3), Finland (3), Greece (3), Turkey (2), Norway
(2), Czechoslovakia (2), Hungary (2), Israel (2), Rumania (2), Portugal (2),
Luxembourg (1), Bulgaria (1), and Iceland (1).

All cases were presented on television screens and discussed. Each partic-
ipant received a set of slides stained with Giemsa. WRIGHT and IsaacsoN
were sitting in the first row (Fig. 17). RoBB-SMITH was in the second row. It
was hardly noticeable how old he was or that he could use only one (glauco-
matous) eye. He sat there the whole time and never complained about the
hard seats or the fact that his vision became worse during the Workshop
(which he admitted to me later). The participants also included M1oDUSZEW-
SKA, NEZELOF, DIEBOLD, and BURKI.

Fig. 16 First workshop of the European Lymphoma Study Group

in the microscopy room at the Institute of Pathology in Kiel, Germany,
1981. Left to right: E.-W. SCHWARZE (organizer of the workshop),
A.H.T. RoBB-SMITH
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Fig.17 Same occasion as Fig. 16. First row: P. G. ISAACSON,
D.H. WRIGHT. Second row, middle: ANNE MARIE MANDARD

Fig. 18 Same occasion as Fig. 16. Lively discussion at the closing
dinner. Left front: G. KELENYI. Right front: P.G. ISAACSON.
Behind: D.H. WRIGHT

The case discussions were interspersed with lectures. For example, IsAac-
SON reported on intestinal lymphomas, which he considered to be histio-
cytic. On Saturday I ended the session early because NoEL’s data on Lennert’s
lymphoma were not convincing enough. In general, the response to the
workshop was enthusiastic. ROBB-SMITH gave a very humorous speech at
the final dinner (Fig. 18).
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Fig.19 Second Workshop of the European Lymphoma Study Group in South-
ampton, UK, 1983. Most of the participants are shown. First row, sitting, left to
right: P.G. IsaacsoN, D.H. WRIGHT, the author, E.-W. SCHWARZE, ANNA Tu

2.17.3 SOUTHAMPTON, UK, 25-28 SEPTEMBER 1983

The second workshop of the ELSG (Fig. 19) was organized by WRIGHT. At
the time STEIN was already in Oxford and helped with the organization. He
evidently had little time for me. At least we were able to complete a lym-
phoma review. WRIGHT did not ask for any help from me. So I was very re-
served during the case discussions and even excused myself part of the time
in order to prepare my lecture.

On the first day IsaacsoN gave a lecture on extranodal lymphomas. My
presentation was scheduled for the second day. I reported on the results
of the German-Japanese workshop on T-cell lymphomas. Tu gave a humor-
ous, stimulating lecture on T-cell lymphomas in China [96]. She had data
on more than 9,000 lymphomas. On the third day STEIN and MASON re-
ported on “Advances in the Use of Immunohistochemistry in the Study of
Lymphomas”

Case discussions filled the times between the lectures. As at the workshop
in Kiel, each participant was required to contribute a case.

The number of participants was somewhat smaller than at the first work-
shop, but there were a number of auditors from Southampton. The 72 partic-
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ipants came from the following countries: the UK (10), West Germany (9),
France (7), Switzerland (7), Italy (7), Denmark (5), Sweden (4), Belgium (4),
Spain (4), Austria (3), Greece (2), Poland (2), The Netherlands (2), Yugosla-
via (1), Hungary (1), Norway (1), Finland (1), East Germany (1), and China
(1). In addition there was one participant from the USA (BANKS).

2.17.4 TOULOUSE, FRANCE, 1-3 APRIL 1985

The third workshop of the ELSG was organized by DELsoL. The topics were
lymphadenitis, AIDS, Hodgkin’s disease, angioimmunoblastic lymphade-
nopathy, and T-cell lymphomas. There was also a slide seminar dealing
mainly with lymphadenitis; it was probably the best slide seminar of the
ELSG.

2.17.5 BRUSSELS, 27-29 OCTOBER 1986

R. HEIMANN organized the fourth workshop of the ELSG. He had a great
sense of humour. This was the first time that not only BANKs but also HAR-
RIS from the USA attended, and they asked to be invited to all the next work-
shops. They said that they wanted to use the “format” of the ELSG workshops
in the USA.

2.17.6 GENEVA, 14-15 MARCH 1988

The fifth workshop of the ELSG was integrated into the first meeting of the
European Association for Haematopathology (see p. 120). The workshop was
organized by SCHWARZE and the main topic was extranodal lymphomas,
with special emphasis on those of MALT.



3 FOUNDING OF THE
EUROPEAN ASSOCIATION
FOR HAEMATOPATHOLOGY

3.1 PRELUDE, 1986-1988

In preparation for the mission in New Orleans there were several gatherings.
On 30 April 1986 I met in Kiel with PALLESEN, the designated secretary of a
European society.

The members of the ELC gathered in Utrecht, The Netherlands,
18-19 July 1986. Then the ELC met in Brussels, Belgium, on 27 October 1986
to discuss the “draft of the by-laws for a European Society for Haematopa-
thology” that had been prepared by DieBoLD and WRIGHT.

On 4 November 1986 KapPaNGI wrote me that he had spoken with a law-
yer about the possibility of founding a European Society for Haematopathol-
ogy in Switzerland. The lawyer had agreed, but suggested using a different
name (see below).

Further meetings of the ELC to discuss the by-laws and the programme of
the first meeting took place in Milan (25-26 February 1987 and 15-16 Sep-
tember 1987) and in Paris (3—5 December 1987).

3.1.1 KIEL, 9-11 DECEMBER 1987

The ELC decided that the main topic of the first meeting should be the pa-
thology of lymphomas of the gastrointestinal tract. Since Isaacson had first
defined MALT lymphoma, I invited him to Kiel to discuss this entity and
place it into context with the other gastrointestinal lymphomas. He accepted
the invitation and came to Kiel twice. During his second visit we developed
a preliminary classification of these lymphomas (Table 2). This draft was
later revised and published in 1994 [97].



118 3 FOUNDING OF THE EUROPEAN ASSOCIATION FOR HAEMATOPATHOLOGY

Table 2 Draft of a preliminary classification of lymphomas of the gastrointestinal tract
(worked out together with Isaacson in Kiel in 1987)

B-cell types

1. Low-grade malignant B-cell lymphomas of MALT, including
immunocytoma

2. High-grade malignant B-cell lymphomas of MALT (centroblas-
tic, immunoblastic, Burkitt's lymphoma, large cell anaplastic,
undefined) with or without evidence of low-grade component

3. Immunoproliferative small intestinal disease (IPSID; Mediter-
ranean lymphoma)

4. Centrocytic lymphoma (later renamed “mantle cell” lymphoma)
+/- polyposis

5. Follicular centroblastic-centrocytic lymphoma
6. Plasmacytic lymphoma

T-cell types

Peripheral T-cell lymphomas (pleomorphic, small, medium-sized
or large, immunoblastic, large cell anaplastic, undefined)

+/- Enteropathy

+/- Eosinophilia

3.1.2 KIEL, 17-19 FEBRUARY 1988

A panel composed of members of the ELC (DIEBOLD, RILKE, WRIGHT, KaA-
PANGI, the designated secretary PALLESEN, and myself) met to prepare the
first meeting of the proposed society.

3.1.3 21 MARCH 1988

KaPANGI sent a letter to all the members of the ELC and enclosed a copy of
the constitution that had been reviewed by a lawyer. The most important is-
sue was the name. The lawyer thought that the term “Association” should be
used instead of “Society” on legal grounds. KapaNgI sent the final document
to RILKE, WRIGHT, DIEBOLD, and myself to be signed. Kapanct also signed
it because he was a resident of Geneva, which was the place where the Asso-
ciation was officially founded.
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3.2 GENEVA, 11-15 APRIL 1988

The first meeting of the European Association for Haematopatholgy
(EAHP) was organized by KarancI with the aid of an outside organization
(Symporg A.G.). The programme was prepared by an “interim EAHP com-
mittee” formed by the ELC. The number of registered participants totalled
246. They came from 20 European countries: France (33), West Germany
(33), Italy (31), Switzerland (20), United Kingdom (19), Belgium (16), Den-
mark (14), Spain (14), Austria (10), The Netherlands (8), Sweden (7), Yugo-
slavia (6), Norway (4), Poland (4), Portugal (4), Hungary (3), Turkey (3),
Finland (1), Monaco (1), and Czechoslovakia (1). There were also participants
from the USA (5), Israel (5), Canada (2), Hong Kong (1) and China (1). The
latter was YAN QUING-HAN from Beijing, who presented us with a drawing
of the Chinese symbol for the current year (a dragon) as a sign of luck.

In my introductory remarks as proposed president I gave a short history
of the EAHP. The Association was formed in several phases. The first step
was the founding of the ELC in 1974, which started with eight members from
various European countries. The ELC met regularly to discuss the develop-
ment and further refinement of the Kiel classification of NHL. In 1982 the
ELSG was founded to offer and promote training in the diagnosis of NHL
according to the Kiel classification. The Study Group had organized four
workshops for about 100 participants from almost all European countries. At
the most recent workshop two guests had been invited from the USA (HAR-
Rr1s and BaNks). The workshops were to continue under the responsibility of
the EAHP.

There were four parts to the programme of the meeting:

1. Tutorial for trainees in haematopathology. This offering was over-

booked. Slide sets were distributed to a total of 120 participants.
The chairman was WRIGHT. The topics of the tutorial were: reactive
and inflammatory conditions of the lymphoreticular system (F. LEE),
Hodgkin’s disease and related conditions (WRIGHT), B-cell NHL
(I. LAUDER), T-cell NHL (STANSFELD), and extranodal lymphomas
(K. MCLENNAN).

2. Scientific sessions with symposia. There were 28 invited speakers. A
keynote lecture was given by Maxk (of Toronto) entitled “The Immuno-
globulin Gene Superfamily”. There were 16 proffered papers. A round
table conference on B-cell lymphomas of the digestive tract was mode-
rated by MULLER-HERMELINK. The participants (ISAACSON, SCHMID,
Rapaszkiewicz, P.M. KLuiN, P. MOUBAYED, and myself) came to
conclusion that MALT lymphomas of the gastrointestinal tract repre-
sent a new entity. The American participants were surprised that the
members of the ELC (including myself) stood solidly behind Isaacson.
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This was probably the most important message of the first meeting of
the EAHP.

The topics of the symposia were: “New Approaches to the Study of
Lymphomas” (chairpersons: HARRIS and Mason), “Hodgkins Lym-
phomas and the Borderline to Non-Hodgkin’s Lymphomas” (chairper-
sons: MIODUSZEWSKA and BANKS), and “Malignant Lymphomas of the
Mucosa-Associated Lymphatic Tissue (MALT)” (chairmen: HEIMANN
and WIDGREN).

The proffered papers were presented in two sessions entitled “News
about NHL and Related Topics” (chairmen: C.D. BARONI and DIEBOLD)
and “Histopathology of Bone Marrow and Spleen” (chairmen: GEORGII
and NEZELOF).

3. Workshop on “Extranodal Lymphomas”. 78 cases were presented and
then discussed after slides had been examined under the microscope.
The chairman was SCHWARZE and the panelists were DIEBOLD, FELLER,
ISAACSON, STANSFELD, and myself.

4. Poster Session. The reviewers were BURKI and VAN UNNIK.

None of the presentations were published in detail. LAUDER and WRIGHT,
however, gave a report on the meeting in »Haematological Oncology« [98].
The secretary of the EAHP, PALLESEN (Fig. 20), wrote in his report in No-
vember 1988: “There was a feeling that the general level of this first meeting
was high. Probably, the program was slightly overloaded leaving very short
time for other useful activities (private meetings etc.).”

The first business meeting of the EAHP was held on 13 April. The chair-
man was WRIGHT. At this meeting the Constitution worked out by the “in-
terim committee” was officially confirmed. The aims of the EAHP were stated
in the Constitution as follows:

“Article 2: Aims

The purpose of this Association shall be to further the study of diseases of
the haematopoietic and lymphoreticular systems and to promote the ex-
change and dissemination of knowledge concerning the diagnosis and treat-
ment of diseases through:

1. The stimulation of interest, investigation, exchange and dissemination

of knowledge concerning haematopathology.

2. Coordination and integration of the morphological aspect of haemato-

pathology with other allied aspects.

3. Promotion of research on haematopathology.

4. Organisation of meetings, workshops and tutorials.”

The following officers were elected at the meeting. The executive committee
was made up of three officers (president: myself; president-elect: WRIGHT;
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Fig.20 G. PALLESEN, first secretary of the European
Association for Haematopathology

secretary-treasurer: PALLESEN) and six councillors (E DELACRETAZ,
DieBoLD, KELENYI, MASON, MORAGAS, and RILKE). ROBB-SMITH was
elected as an honorary member. WRIGHT proposed that I be appointed as
“honorary president for life” and this was accepted.

Plans for the next two meetings of the EAHP were also discussed. It was
decided that the next meeting would be held in conjunction with the Euro-
pean Society of Pathology in Porto, Portugal, 2-9 September 1989. Negotia-
tions were started with the president of the European Society of Pathology,
LLoMBART-BoOSCH, who was also a member of the EAHP and was in atten-
dance at the meeting in Geneva. Further meetings were held in 1988 to
prepare the final programme. Besides the presidents of the involved societies
(LLoMBART-BoscH, D. SERRAO, and M. SOBRINHO-SIMOES) MARIA CLARA
SaAMBADE would be of great help in organizing the meeting in Porto. She
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was well trained in lymphoma pathology and took great interest in the
Association.

The third meeting would be held in Wiirzburg in 1990 and was to be orga-
nized by MULLER-HERMELINK.

YAN brought a greeting to all members of the EAHP from Chinese pa-
thologists. He reported briefly on the “Chinese Lymphoma Research and
Cooperation Association” that had held its first meeting in 1977. He also ad-
dressed an open invitation to the members of the EAHP to their next meet-
ing in the autumn of 1989 in Fu-Chou on the southeast coast of China.

RoBB-SMITH had sent a telegram from the UK that, unfortunately, was
not read aloud. The telegram was addressed to me and the Association and
said: “Congratulations inaugural meeting. Regret absence. You are lighting
flambeau d’Hematologie. Gesundheit. R.-S”

3.3 PORTO, PORTUGAL, 6-7 SEPTEMBER 1989

At the second meeting of the EAHP there were three symposia on 6 Sep-
tember: “Myelodysplastic Syndrome (Preleukemia)” organized by GEoRal1,
“New Approaches in the Study of Lymphomas” organized by MAsoN,
“Hodgkin’s Disease” organized by STEIN, and “T-Cell Lymphomas” orga-
nized by myself.

On 7 September there was a slide seminar on “Histopathology of the
Spleen” organized by DIEBOLD, H.]. STUTTE, and J. vAN KRIEKEN. At a joint
meeting with the European Society of Pathology IsAAcsoN gave a lecture on
“Malignant Lymphomas of the Mucosa Associated Lymphatic Tissue (MALT
Lymphomas)”
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The EAHP has had 11 meetings since the first one in Geneva (see p. 119). The
most recent one was held in Thessaloniki, Greece. It was organized by Papa-
DIMITRIOU. The number of participants had risen to 509, which was more
than double the number (246) attending the first meeting in Geneva. They
came from all continents. The pathology of the bone marrow was more at the
focus of attention, whereas lymphomas had been in the foreground at the
first meeting.

At first the Kiel classification was used by all members of the EAHP. This
changed at the seventh meeting in Toledo, Spain, in 1994, which took place
shortly after the so-called REAL classification (“revised European-American
lymphoma classification”) had been suggested by an international group at
the proposal of Isaacson and STEIN [99]. In this classification the updated
Kiel classification was revised in a few places and the previously excluded
extranodal lymphomas were added. Hodgkin’s lymphomas were also in-
cluded. At the request of the Editor of »Histopathology« I wrote a comment
on the classification [100] in which I emphasized how important the initia-
tive of IsaacsoN and STEIN on the European side and of HARRIS and JAFEE
on the American side was for improving the ever so crucial transatlantic
communication.

At the meeting in Toledo, after much discussion, it was decided that a
generally acceptable and binding classification should be developed on the
basis of the REAL classification. Members of both the Society for Hematopa-
thology and the EAHP should get together and come to an agreement which
would be published as a “Blue Book” by the WHO.

At the initiative of J.O. ARMITAGE, however, the clinical value of the
Working Formulation in comparison with the Kiel classification and the
REAL classification would be investigated beforehand. An international
panel of experienced haematopathologists did a study at several institutions
in various countries. The results were first presented just orally by ROSEN-
BERG at a meeting in Omaha, NE, USA on 11 September 1997. His presenta-
tion was very fair. He reported that the Working Formulation, in which he
had invested so much time and energy, was clearly inferior in clinical value
to both the Kiel and the REAL classifications. The latter were of equal value
and clinically useful. The results were also discussed at a meeting at Airlie
House in November 1997 [101]. At that meeting the members of a “clinical
advisory committee” came to a unanimous agreement that a “Blue Book”



124 4 EPILOGUE, 1989-2004

should be published by the WHO. After further protracted discussions, what
became known as the WHO classification (II) was finally published in 2001
[102] in the new series organized by the UICC in Lyon under the direction of
P. KLEIHUES.

The publication of the new WHO classification eased the tension. It was
not received with enthusiasm by all clinicians, however, as is the fate of many
new classifications. The WHO classification is now undergoing scrutiny. In-
evitably though, another new classification based on new criteria or new
methods will be introduced in a few years. As RAPPAPORT so rightly cited
the old Viennese words of wisdom: Everything is just a transition!
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