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Dear Colleagues,

O behalf of the Board of the Evvapean Academy of Ginaecological Cancer, EAGC,
§ wish to extend an invitation fo vou fo attend our 15t Educational World Congress on
Ghvnecologic Oncology to be held in Budapest, Hungary from Ogctober 10-12, 2002,

The EAGC is a foundarion-based, non-private, non-profit, non-govermmental and
independent Ewropean organization for comprehensive subspecialiv and continwous
prafessional development training and education in gynecologic encelogy. This is a
novel model of a Ewvopean fraining program aimed at harmonizing education and
training of the specialty in practical terms in Ewrope. The mission of EAGC is to
imprave raining and education in gyaceologic oncology, thereby improving the care
of women with tumors of the breasis and genital tract.

This educational world congress will nor onfy be a major event in achieving the
EAGC s objectives but it will be a novel approach to education, and therefore requires
special merir. This kind of congress has never been orvganized. This will not be a venue
for ariginal papers, and will by no means be a cangress similar to that of the con-
eresses of the Ewropean Society of Gynaecological Oncology. This will be exclusively
on education, teaching, e.g. teaching how to perform a radical hysterectomy, the best
wav of delivering radiation therapy or chemotherapy, task force lectures in col-
poscopy, ete. In other wards it will deal with the way to do things and not when or why.

The Congress has several equal-ability chaivmen representing the world. The chair-
mien are respansible for the scientific program and so there will be no scientific com-
mittee. The Organizing Committee will make every effort 1o make the Congress a
memorable event. This will be a non-profit endeavor.

All topics will be covered and all papers, etc. will be presented by the invited faculty,
i.e. there will be no room for proffered papers. However, the Congress will offer the
attendees the opportunity of teaching all participants by presenting positers. Since this
is & mafor goal, the participants are encouraged to prepare posters. Those who wish
to publish the posters as full papers in a book can do so by extra charge by submir-
ting their papers.

As an indicator of the interest this event is attracting. it is my pleasure to acknowledge
thar a large body of International Societies and other organizations have cordially
accepted to participate. This amounts fo a guarantee of the high scientific level of the
Meeting.

As for the venue, Budapest offers warm hospitality, with lots of culoural and tourist
attractions. Participants will have an opparnminy to experience some of them. The city
is prowd to host the Ist Educational World Congress on Gynecologic Oncolagy.

We are looking forward to welcoming vou to Budapest and looking forward as well to
vour invaluable coniribution.

Yours sincerely,
Péter Basze, M.D.
Chppamizing President
Chatrman of EAGC
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A valtozokor kezelésének biztonsaga

Izopropanolos Cimicifuga kivonat — a legiijabb kutatisi eredmények

BEVEZETES Az cmberiseg évszizadok ota alkalmaz gydgyniveé-
nyeket betegsépek kezelésére, illetve a tinctek envhitésére.
Mai gvigyszereink koziil sokat a gyogynovények és hatdanya-
gaik modemn, tudomanyos médseerckkel orténd kutatdsainak
koszonhetiink. A gyogyitasban egykor felhasenilt gyogynive-
nvi készitmények azonban, napjaink korszerien eldallitott fito-
farmakonjaihoz csupin a kiindulisi anyagban - a gyégyno-
vényben hasonlitanak.

A fitofarmakonoknak mindazon kivetelményeknek meg kell
felelniik, melyeket a kémiai alapanyaga (szintetikus) gyogy-
seerekkel szemben timasztanak: farmakoldgial (stabil, garan-
tilt, ellendrzin) mindség, a gvogyszer hatisossiginak és biz-
tonsdgossaginak bizonyitasa, Ellentétben a kémiai gyogysze-
rekkel - melyeknél egy meghatirozott anyag biztositja a gyogy-
hatast — a fitofarmakonok hatéanyaga mindig a teljes nivény
kivonat. Az eltérd modszerck szenint eldalliton névényr Kivona-
tok hatdanyag dsszetétele kiilinbdzd. Kovetkezésképpen a bo-
tanikailag azonos nivénybdl szdrmazd készitmények hatdsukai
tekintve nem mondhatok azonosnak, illetve a klindkai tanulma-
nyok eredmeényei, valamint a tudomanyos megallapitisok is ki-
zarolag a vizsgalatban alkalmazott izopropanolos Cimicifuga
kivonatra {Remifemin®) érvényesck, azok mas hatoanyag Gs-
szetételd kivonatokra nem vonatkoztathatok,

A Remifemin® tabletta Németorszaghan mar negyed szizada
a vezetd antiklimakterialis gyogyszerck kozé tartozik. A Cimi-
cifuga racemosa gydkéntorzsének ceen standardizalt Kivonata-
val torénd kezelés sordn a valozokor tinetek az esetek 1obb
mint 80%-dban javulnak, illetve megszinnek, mégpedig hor-
mondlis megterhelés nélkiil. A legijabb preklinikai in vitro és
in vivo tanulmanyok is éppen arra szolgaltattak bizonyitékot,
hogy a Remifemin®™ és a Remifemin Plus™ tablettak hatoanya-
gaként ismert izopropanolos Cimicifuga extractumnak (1ICR)
nincs dsztrogén agonisztikus hatdsa az emliszivetre, nem
befolyasolja a daganatsejiek prolifericidjar, sem pedig a daga-
natképaidest.

MENNYISEGFUGGS PROLIFERACIO GATLAS A Gseirogén receplor
pozitiv emlorik sejtsorral folytatott in vitre tanulmanyok a Re-
mifemin®™ kivonat mennyiségfiiges prolifericio gatld hatisit

Levelezest cim

Phytotee Hungéria

1026 Budapesi, Lotz Karoly v, 3.
1538 Budapest, Pf: 491
Tavbeszeld: (1) 392-0384
Willanyposta: infodphytotec.h
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igazoltik, mely az dsetradiol Alal felgyorsitont sejlosziodast el-
lenstlyorta. Szintén et timasztottak ali azok az emberi emlo-
rak sejisorral végeett dsszehasonlitd vizsgalatok, melyek sorin
a valtozdkori tiinetek enyhitésére hasendlatos egyéb novényi
kivonatokat (szdja, vords here) is alkalmaztak. A Remufe-
min®-nel cllentétben azonban az utobbiak az emldrik sejick
szaporodasat fokoztak. Ezek a tények a Remifemin®™ tabletta
nagymértékii biztonsdgossagat timasztjak ala.

CSONTVEDS HATAS Az iCR-nek sem allatkisérletes modellben,
sem pedig sejitenyészetben nem volt kimutathatd dsztrogén-
szerll hatisa a méhnyalkahartyira, illetve az emlosebvetre. Pe-
tefészek-cltavolitison dtesen patkinyokon folytatott csontrit-
kuldsi kisérletben eezel szemben a kivonat esontvédd hatast
mutatott: a csontsiiriiség névekedett. Az izopropanolos Remi-
femin® kivonat dsetrogénfiiggd szivetekben tapasztalhatd biz-
tonsagossaga, ugyanakkor, pl. a csontanyageserében észlelhetd
pozitiv hatisa arra enged kovetkeztetni, hogy czen speciil-
extraktum hatoanyagai esetében SERM (seelektiv Gsztrogén
receptor modulitor) hatismechanizmusrol beszélhetiink, Ezén
a készitmény, mint ahogyan azt a klinikai vizsgilatok tibbszo-
risen is bizonyitottak — a hormonpotld kerelés mellett megfe-
lelé alternativat jelent a valtozdkori tinetek kezeléséhen.

IRODALOM™

1. Boblnz N, e al. Troubensilberkertze, Wirksamkeit, Wirkung und
Sicherheit von Cimicifuga racemosa in der Gynaekologie, DAZ 2000,
14028332838,

2. Bodinet C, et al. Effects of various herbal preparations on the prolifera-
tion of human breast cancer cells. Posterpresentation at the 10th Waorld
Congress on the Menopause, 2002, Berlin, Germany.

3. Bodinet C, et al. Influence of Cimicifuga racemosa on the proliferation
of estrogen receptor positive human breast cancer cells. Breast Cancer
Research and Trestment, publication in press, 2002,

4. Freudenstein 1, et al. Luck of promation of estrogen-dependent mamm-
ry gland umors in vive by an isopropanolic Cimicifuga racemosa extract,
Cancer Research 2002; 62:3448-3452,

5. Liske E, et al. Physiological investigation of a unigue extract of Black
Cohosh (Cimicifugae meemosze rhizoma): A G-month clinical study
demoonsirates no systemic estrogenic effect. Journal of Women's Health
&Gender-Baesed-Medicine 2002; 11:163-174.

6. Misslein T, et al. Effects of Black Cohosh on bone marrow cytology and
epiphyseal bone architecture. Posterpresentation at the 10th Waorld
Congress on the Menopause, 2002, Berlin, Germany.

7. Nisslein, T, et al.: Effects of Black Cohosh on urinary bone markers and
femoral density in an OVX-rt model. Posterpresentation at the World
Congress on Osteoporosis, 2000, Chicago, USA.

8. Zierau O, et al. Antiestrogenic activities of Cimicifuga racemosa ext-
racts. Journal of Steroid Biochemistry & Molecular Biology 2002; 8011 25-
130,

* Az irodalomjegyzékben szerepld tanulmanyokat kérésére el-
juttatja Onnek a Phytotee Hungiria,
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Program Overview

2002 October 10, Thursday October 11, Friday October 12, Saturday
08.30-11.00 | Lectures Elements in removing a fixed pelvie | How to perform FIGO staging:
of the new honorary mass and abdominal metastases; the | practical guidance
members way [ do it
of the Hungarian Society In collaboration with the
of Gynaecological International Federation of
Oncologists Crvnecology and Obstetrics (FIGOY)
10.30-11.00 Coffee Break Coffee Break
1.00-13.00 | Opening Ceremony Colposcopy: practical hints Practical guidance of delivering
chemotherapy
In collabaration with the In collaboration with the European
International Federation for Cervical | Society for Medical Oncologisis
pathology and Colposcopy (IFCPC) | (ESMO)
12.00-13.00 Lunch Break Lunch Break
13.00-15.00 | Elements of radical hysterectomy: | Elements of breast surgery; the way | How to prevent and manage bleeding
the way 1 do it I do it {the primary tumor) during pelvic surgery
In collabaration with
In collaboration with the Evropean | the Ewvapean Society
School of Oncology (ESO) of Surgical Oncology (ESS0O)
15.00-15.30 | Coffee Break Coffee Break Coffec Break
15.30-16.30 | What gynaccological oncologists Elements of breast surgery: How to perform
should know about radiation the way I do it cone biopsy/LEETZ
therapy (the axilla)
In colfaborarion with the Evvopean
Socien for Therapewtic Radiology
and Ccalagy § ESTRO)
16.30-18.00 | Principles and practical hints of Elements of groin node dissection: | How to perform laparoscopy:
making flaps the way [ do it little tricks make things better
18.00-19.00 | Buropean Cenificate: how to Techniques of preserving fertility in | Closing Ceremony
get accreditation cervical cancer
19.00-20.00 Surgical histology
continued | Ewropean meeting of cervical cancer
20.00 Welecome Party Free Evening

Nogyagyaszati Onkologia 2002; 795
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Ist EAGC Educational World Congress on Gynecalogic Oncology

soclaL EVENTS Opeming Ceremony
Welcome Party
Closing Ceremony

PROGRAM IN DETAIL

OCTOBER 10, 2002 FRIDAY
08.30-11.00  Lectures of the new honorary members NOTES
of the Hungarian Society
of Gynaccological Oncologists
Chairmen: Péter Basze and Laszio Ungar

Physiology of the postoperative patient
Hugh H. Allen

Gynecologic oncology: a perspective
from “down under”
Neville F. Hacker

The future of radiation therapy in the management of the
female genital tract malignancics
Ben S Smit

OCTOBER 10, 2002 THURSDAY
11.45.13.00  Opening Ceremony NOTES
Charrman: Laszlo Kovacs

11.45-11.55  Opening of the 1= EAGC Educational
World Congress on
Gynecologic Oncology
Mrs, Dalma Madl (patron of the congress)

11.55-12.15  Welcome addresses
fspvin Besznyak
Sandor Eckhardt
Istvan Gari
Antonia Onnis

12.15-12.50  Architectural heritage of Budapest
Pl Ritook

12.50-13.00 Background and objectives of the congress
Peter Bosze

Negvegvaszat Onkeddagio 20602 T-97- 10 ar
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OCTOBER 10, 2002 THURSDAY
13.00-15.00

ELEMEMTS OF RADICAL HYSTERECTOMY;: THE WAY | DO IT
Charrman: Pierfuigi Benedeni Panici
Co-chairman: Raberr Koixs

13.00-13.40  Elements of radical hysterectomy and key points in perfor-
ming pelvic and paraaortic lymphadenectomy: an overview
Pierluigi Benedeni Panici

13.40-13.55 The way | do it
Atrifa Artner

12.55-14.10 My view
Tak-hong Cheung

14.10-14.25  Thas 1s our approach
Michael Hackel

14.25.15.00  Discussion

LEARMING OBJECTIVES This session will focus on the most important ana-
tomic structures in terms of the safety and adequacy of performing radi-
cal hysterectomy and associated lymphadenectomy, including pelvic and
paraacriic lymph node dissection. A thorough discussion will also be con-
ducted on avoiding postoperative bladder dysfunction and other intra-
and postoperative complications with the aid of novel anatomic findings.
Emphases will be put on how to utilize the anatomic structures in tailor-
g surgery to suit individual patient’s need.

15.00-15.30 COFFEE BREAK

OCTOBER 10, 2002 THURSDAY
15.30-16.30

WHAT GYMAECOLOGICAL ONCOLOGISTS SHOULD KNOW ABOUT
RADIATION THERAPY

In colfaborarion with ESTRO

Chairmen: flvisam Lale Atahan and Ben J. Smit

Co-chairman: Olga Exik

15.30-16.00  An overview
Ben S Smit

16.00-16.20 My way of delivering radiation therapy
fhtisam Lale Atahan

16.20-14.30  [hiscussion

LEARMNING QRJECTIVES Radiotherapy has made major strides during the last
two decades. and this progress is likely to have further impact on redue-
ing complications and improving the local control and survival rates for
radiotherapy patients. Experience in radiotherapy, both in principle
including radiobiology and physies and in clinical practice, is a preregui-
site for gynaccological oncologists to be a competent consultant in the
field. It is not necessary for the gynaccological oncologist to give radio-
therapy, but 1o be prepared to do so in case it is necessary, and in order to
be able to evaluate the capability of this treatment modality, when mak-
ing a decision regarding treatment approaches of individual patients, and
to avold the one-sided decision of the radiotherapist,

s

NOTES

NOTES

&y
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OCTOBER 10, 2002 THURSDAY
16.30-18.00

PRINCIPLES AND PRACTICAL HINTS OF MAKING FLAPS
Chairman: Michael Héckel
Co-chairman: Gusziav Gulvias

16.30-17.00  An overview

Michael Hackel
17.00-17.15 My view

Grusztav Gulvds
17.15.17.30  The way I do it

Fierluigi Benedeni Panici
17.30-18.00  [iscussion

LEARMING OBIECTIVES Flaps are increasingly used even in gynecologic
surgery and they have a major role in managing cancer patients. Gyneco-
logie oncologists should be familiar and experienced in making flaps not
only to cover large wounds and for plastic surgical purposes, but also to
improve the blood supply of the tumor beds by neovasculansation. Due to
the newly formed blood vessels from the flaps, oxygen level of the re-
maining cancer cells increases and the radiation therapy will be more
effective. This program is designed for gynecologists, gynecologic oncol-
ogists, plastic surgeons, radiotherapists and all others who treat patients
with malignant diseases. As with other sessions, the major objective is
how to make flaps.

Napvdvdszatl Onkoldgia 2002; T:97-110
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OCTOBER 10, 2002 THURSDAY
18.00-20.00

EUROPEAM CERTIFICATES: HOW TO GET ACCREDITATION
European meeting

Chairman: Cees C. Leibbrands

Co-chairman: Awrila Pal

18.00-18.05  Introduction
Cees C. Leibbrand:

18.05-18.25  Is there a need for European Certificates: an overview
Pérer Bisze

18.25.18.45  Organisation: practical considerations
Charles W.E. Redman

18.45.19.05  The role of FECS in accrediting European Certificates in
oncology
Niall O 'Higgins

19.05.19.25  The role of EBCOG in accrediting European Certificates
in gynecology and gynecologic oncology
E André van Assche

19.25-19.45  The role of UEMS in accrediting European Certificates
i oncology
Cees O Leibbrand:

19.45-20.00  Discussion

LEARMING OBJECTVES Regarding the European training in medicine, one of
the major issues is accreditation. As for CME acereditation, we are well on
the way with the establishment of the European Accreditation Centre for
CME within UEMS. However, there is still a long way to go in terms of
accreditation of European Certificates. Apparently, there is an increasing
need for European Cenificates. E.g. the European Federation of
Colposcopy has developed a core curriculum for European Colposcopy
Training and a Course Book on Colposcopy is being published by the
European Academy of Gynaecological Cancer, The interest in getting such
a European Colposcopy Centificate is obvious for several reasons. The
major concern is accreditation. This is just one example and there are
many others including subspecialty training. This is the rational of this ses-
ston and it seems timely to organise a European meeting in this context.

OCTOBER 10, 2002 THURSDAY

20.00 WELCOME PARTY

Tod

MNOTES

&
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OCTOBER 11, 2002 FRIDAY
08.30-10.30 MNOTES

ELEMEMTS IN REMOVING A FIXED PELVIC MASS AND ABDOMIMNAL
METASTASES; THE WAY | DO IT

Charrman: Hugh H. Allen

Co-chairman: Robert Poka

08,30-09.10  Major points of the surgical approach
Hugh H. Allen

09.10-09.25  The way [ do it
Neville . Hacker

09.25-09.40  The way I dont
Frans AN, Zoetmulder

09.40-10.30  Discussion

LEARNING OBIECTIVES This comprehensive session has been designed to
advance the surgical experience of pelvic surgeons in managing patients
with seemingly unresectable tumors. With the understanding of the
retroperitoneal approach and the major anatomic structures, almost all
pelvie masses can be removed. By the end of the session. attendees will
be familiar with the surgical elements required to manage women with
advanced wmors, e.g. disseminated ovarian cancer. Leading world
experts will share their experience in this context.

10.30-11.00 COFFEE BREAK

OCTOBER 11, 2002 FRIDAY
11.00-12.00 MNOTES

COLPOSCOPY: PRACTICAL HINTS
In collaboration with {FCPC
Chairman: Santiage Dexeus
Co-chairman: Laszla Kormya

11.00-11.20  Task force lectures in colposcopy
Samtiago Devens
11.20-11.35  Awypical colposcopic findings: recognition and clinical
implications
Claes Trape
11.35-11.45  Vulvoscopy: practical hints
Vesna Kesie
11.45.12.00  Discussion

LEARMING OBJECTIVES Colposcopy has a fundamental role in evaluating
women with abnormal smears. [t s also used i primary setting, as parn
of gynecologic examination, in some parts of the world. The lectures
will be arranged in a didactic fashion by providing algorithms. By the
end, participants should be able to understand the colposcopic findings
and their clinical implications as well as the limitations of this proce-
dure,

12.00.13.00 LUNCH BREAK &1
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OCTOBER 11, 2002 FRIDAY
13.00-15.00

ELEMENTS OF BREAST SURGERY; THE WAY | DO IT

(THE PRIMARY TUMOR)

In collaboration with the Ewrapean School of Oncology (ESO)
Chairman: Alberta Costa

Co-chairman: Pal Sikias

13.00-13.40  Biopsy techniques and conservative surgery: an overview
Atherto Costa

12.40-13.55  Biopsy techniques: the way | do it
Niall O 'Higgins

13.55-14.10  Biopsy technigues: the way | do it
Egon Svastics

14.10-14.25  Conservative surgery of the primary tumor: my view
Laszlo Palfalvi

14.25-14.40  Conservative surgery of the primary tumor; my view
Wiehren AA. Tjalma

14.40-15.00  [hscussion

LEARMNING OBJECTIVES As with other sessions on surgery, thorough dis-
cussion will be conducted on anatomy and the utilization of anatomic
landmarks in removing the primary breast wmors or masses, Breast
biopsy is by no means an easy procedure requiring special technigues,
which will be demonstrated. This session will introduce the basic surgi-
cal principles in preserving the cancer-bearing breast. Again, the major
emphases will not focus on when, but rather how 1o perform breast-con-
serving surgery in terms of removing the primary tumor.

15.00-15.30 COFFEE BREAK

OCTOBER 11, 2002 FRIDAY
15.30-14.30

ELEMENTS OF BREAST SURGERY; THE WAY | DO IT (THE AXILLA)
Chairman: Neall €' Higeing
Co-chairman; Egxon Svastics

15.30-15.55  Surgical management of the axilla:
key anatomical landmarks and techniques
Niall O 'Higgins

15.55-16,10  The way [ do it
Samriago Dexens

16.10-16,30  Discussion

LEARMNING CBIECTIVES In principle, this session has the same objective as
the previous one, focusing on the axillary node dissection. With the
advances of apphied anatomy, the surgeon can be safely guided to find
the axillary vein, the most important landmark in clearing the axilla,
This will allow for the participants to significamly reduce the surgical
risk in their home practice.

fa2

NOTES

MNOTES

#
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OCTOBER 11, 2002 FRIDAY
16.30-18.00 NOTES

ELEMENTS OF GROIN MNODE DISSECTION: THE WAY I DO IT
Chairman: Neville F Hacker

Co-chairman: Arila Artner

16.30.17.00  Anatomical landmarks for guiding surgery; my technigue
Neville F. Hacker

17.00-17.15  The way 1 do i
Hugh H. Allen

17.15-17.30 My view
Frans A. N. Zoetmulder

17.30-18.00  Discussion

LEARMING OBJECTIVES Carcinoma of the vulva is relatively rare and not
many centers accumulate enough cases to establish firm therapeutic
guidelines. There are still comroversies regarding the extent of groin
node dissection. This matter, however, is of particular importance
because groin failure is almost invariable fatal in one hand, and the more
radical the node dissection is the more severe the complications are, par-
ticularly the lymphedema. Recemt studies have provided insight mto the
exact anatomic localization of the inguinal and femoral notes, making
possible to remove the nodes effectively without disturbing normal
anatomical structures. This approach is a key step in reducing the inci-
dence and severity of lymphedema without compromising patients’ care.

OCTOBER 11, 2002 FRIDAY
18.00-19.00 NOTES

TECHMIQUES OF PRESERVING FERTILITY IN CERVICAL CANCER
Chairman: Laszio Palfal
Co-chairman: Filmaos Frildp

18.00.18.20  Radical trachelectomy: applied anatomy and major tech-
mical elements
Danied Dargent

18.20-18.40  Uterine preserving abdominal surgery: the way | do it
Laszla Ungar

18.40.19.00  Discussion

LEARMING OBIECTIVES Cervical cancer is one of the most commaon cancers
of the female genital tract. Traditionally, it has been treated with radical
surgery and’or radical radiotherapy. with the invariable consequence of
compromising further childbearing. Recent advances have dramatically
changed this practice. Women with early-stage cervical carcinoma may
have the option of preserving the uterine corpus, ie. fertility capacity,
There are two major approaches, which will be addressed in detail, &
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OCTOBER 11, 2002 FRIDAY
19.00-20.00

SURGICAL HISTOLOGY OF CERVICAL CANCER
Chairmen: Laszlé Ungar and Laszlo Vass

19.00:19.25  Surgical histology of cervical cancer: an overview
Laszlo Ungar

19.25-19.45 My view
Criovanni Scambia

19.45-2000  Discussion

LEARMING QBIECTIVES The session includes a thorough discussion on the
clinical implications of the surgical histology. Important details will be
highlighted with special emphases on intra- and postoperative decision-
making. The participants will have the opportunity to share their own
experience. At the end of the session the attendees should be familiar
with this novel concept and its practical chinical value.

NOTES

&
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QCTOBER 12, 2002 SATURDAY
08.30-10.30 NOTES

HOW TO PERFORM FIGO STAGING: PRACTICAL GUIDANCE
In collaboration with FIGO
Chairmen: Hextan Y8 Ngan and Claes Trapé

08.30.08.50  FIGO Oncology Committee and principles of
setting up FIGO staging
Hextan Y5 Nean
08.50-09.30  Practical guidance of staging carcinoma of vulva, vagina,
cervix, corpus uteri and ovarics
Claes Trape
09.30-09.45 My view
Nevilfe £ Hacker
09.45.10.30  Discussion

LEARNING OBJECTIVES This session will provide gynecologists, gyneco-
logic oncologists and other physicians dealing with cancers of the
female genital tract with up-dated and comprehensive knowledge on the
principles of the FIGO staging system. It is also intended 1o provide
practical guidelines in terms of practice, pitfalls and controversies of
FIGO staging. By the end of the session, paniicipants should aware of the
best way in performing FIGO staging in women with gynecological
malignancies.

10.30-11.00 COFFEE BREAK

OCTOBER 12, 2002 SATURDAY
11.00-12.00 NOTES

PRACTICAL GUIDAMCE OF DELIVERING CHEMOTHERAPY
In collaboration with ESMO

Charrman: Jan B. Vermaorken

Co-chairman: Andras Szantha

11.00-11.30  An overview
Jan B, Vermorken

11.30-11.45  Cytoreductive surgery followed by intrapenitoneal
hyperthermic perfusion in the treatment of recurrent
epithelial ovarian cancer
Marcelle Deraco

11.45-12.00  Discussion

LEARNING QBIECTIVES Chemotherapy 1s mostly given by medical oncolo-
gists, In many centers, however. it is the gynecological oncologists, who
treat their patients. Irrespective of the institutional practice, physicians
involved in the management of cancer patients should be familiar with
the practical administration of cytotoxic drugs. The participants will
have the opportunity to get the basic principles and practical hints from
one of the leading world experts in the field.

12.00-13.00 LUNCH BREAK @y
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OCTOBER 12, 2002 SATURDAY
13.00-15.00

HOW TO PREVENT AND MAMAGE BLEEDING DURIMNG PELVIC SURGERY
In collaboration with the

European Society of Surgical Oncology (ESS0)

Chairman: Frans AN Zoetmulder

Co-chairman: Miklas Torok

13.00-13.30  Principles: methods of preventing bleeding, management
of heavy (life threatening) bleeding, how to deal with ooz-
ing, management of bleeding from small vessels retracting
in the bones
Frans AN, Zoctmulder

13.30-13.50  Step by step approach in clearing the pelvic side wall:
applied anatomy
Laszlo Palfaiv

13.50-14.10  Bleeding: the view of the anacsthetist
{systemic anticoagulation)
Janos Karovies

14.10-14.25  Ligation of the large vessels in the pelvis: indication and
conscquences
Cxaba Dzsinich

14.25-14.40  Movel approaches
Gianfranca Bellezza

14.40-15.00  Discussion

LEARMING OBIECTIVES This session is designed to suit all surgeons regard-
less of whether they are gynecologists, cancer surgeons or general sur-
geons. A comprehensive review will be provided, covering all methods
utilized in managing mtraoperative bleeding. In addition, the key anatom-
ical structures will be discussed which can be used to avoid vascular
injury and bleeding. Participants will learn novel surgical methods of
sealing the small vessel and, thereby, they will be able to significantly
reduce blood loss and operating time. The role of the anacsthetists in
managing heavy bleeding will also be addressed.

15.00-15.30 COFFEE BREAK

NOTES

&y

Nagvagvasoati Cakologia 2002, T-87- ][




Ist EAGC Educational World Congress on Gymece

QCTOBER 12, 2002 SATURDAY
15.30-146.30

HOW TO PERFORM COME BIOPSY/LEETZ
Chairmen: Raimund Winter and Ferene Poulin

THE WAY | DO T

15.30-15.45  The Graz expenence
Raimund Winter

15.45.16.00  The Oslo experience
Claes Tropd

16.00-16.15  The Belgrade experience
Vesna Kesice

16.15-16.30  Dhscussion

LEARMING OBJIECTIVES Cone biopsy of the uterine cervix s one of the most
frequently performed minor surgical interventions in gynecology. In
spite of this, there have been a great variety of methods used during the
last three decades. Recently, the radiofrequency electrosurgical excision
has become very trendy. Controversies, however, still exist. World
experts will address the relevant questions and share their experiences.

OCTOBER 12, 2002 SATURDAY
16.30-18.00

HOW TO PERFORM LAPAROSCOPY:
LITTLE TRICKS MAKE THINGS BETTER
Chairman: Daniel Dargem
Co-chairman: Zsolt Crapd

16.30-17.00  An overview
Daniel Dargent
17.00:17.15  The way [ do
Fervan Rakoczi
17.15-17.30 My view
Paul Bartos
17.30-18.00  Discussion

LEARMING OBJECTIVES Laparoscopy has an mcreasing role in gynecologic
oncology. This involves minor and major surgical procedures. The effi-
cacy of laparoscopic lymphadenectomy, for instance, has been demon-
strated. The leaming curve of laparoscopic surgery, however, is long and
incidental complications are not infrequent. This session, therefore, is
specifically designed 1o discuss the basic roles in performing laparo-
scopy and to highlight little tricks in order 1o avoud adverse effects.

OCTOBER 12, 2002 SATURDAY
18.00-19.00

CLOSING CEREMOMY

Négvdgyaszan Onkoldgia 2002, 797110
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REGISTRATION INFORMATION

Please present the confirmation as proof of registration at the Registration Desk and pick up vour Congress Documents.
Registration Desk is located in the EAGC Registration Area in the Congress Venue.

Omn-site registration is available.

REGISTRATION FEE

Delegates 510 EUR
Accompanying
Persons 150 EUR

Registered delegates are entitled to attend all Scientific Ses-
sions, receive all official Congress Documents, access 1o Ex-
hibitions, attend the Opening Ceremony, Welcome Reception
and Closing Ceremony. receive 2 luncheon vouchers (Friday
and Saturday) and coffee during the Congress.

Registered Accompanving Persons (not attending the scientific
program) are entitled to access o Exhibitions, attend the Ope-
ning Ceremony, Welcome Reception and Closing Ceremony,
coffee during the Congress and one hall-day sightseeing tour.

The participants acknowledge that he or she has no right to
lodge damage claims against the organizers should the holding
of the congress be hindered or prevented by unexpected polit-
ical or economic events or generally by vis major, or should the
non-appearance of speakers or other reasons necessitate pro-
gram changes. With registration, the participants accept this
proviso,

ACCOMMODATION INFORMATION

The Orgamzing Company has special prices for participants at

selected hotels. Rates are as fallows:

HOTELS Cost per night (EUR)

Double room Single room
(2 persons)

Hotel Mercure Budapest Buda *#**

(Congress venue) 121 0%
*+=**Hotels 220-320 200-300
***Hotels T0-90 680

Other individual accommodation arrangements are available
upon request to the Organizing Company.

There will be an additional room charge of 20 ELUR/per night
+ the cost of breakfast for a third person sharing a double

Tig

room. Children under 18 years of age may share room with
parents at no additional room charge but breakfast.

The rate is in EUR per night and includes breakfast and all
taxes but gratuities. It is the responsibility of participants o
settle his or her own extras charged to the room on the day of
departure. Check-out time is 12.00 a.m.

TOURIST PROGRAM

1. "GUARANTEED CLASSICAL BUDAPEST SIGHTSEEIMNG TOURT b}«'
bus with tour guide, We show you the most beautiful sights of
Budapest: Heroe's Square, Millennium Memorial, Opera
House, St Stephen’s Cathedral, Parliament, Margaret Island,
Castle Dhstrict, Fishermen's Bastion (walk), Matthias Church,
Citadel (photo-stop), Downtown, Market Hall, National
Museum, Jewish Synagogue. Tour ends at the pier/city center.

Price: 32 EUR / person

2. “SECRETS OF BUDAPEST" Visit of the Market Hall, Parliament,
Opera Backstage with bus and guide

Price: 27 EUR / person

3. "BOAT TRIP TO THE MARGARET ISLAND® Omne-hour boat trip from
city center to the Island, cake and coffee service. One-hour
guided tour on the Island — getting acquainted with the history
and the monuments. One-hour boat trip back to the city center.

Price: 14 EUR / person

4, "DANUBE TOUR® Full-day trip on the Danube Bend. Visit the
towns of archbishops, kings and artists. See Hungary's greatesi
Basilica in Esztergom, center of catholie faith. Visegrid hous-
es the former Royval Residence. Panoramic View from the cas-
tle followed by trip to Szentendre. Lunch and wine tasting.
Walk in the town. Return to Budapest on the Danube by boat.
Tour ends at the pier'city center. By low level of water the tour
is available only by bus.

Price: 85 EUR / person
5, POST COMNGRESS PROGRAM “Castle Tournament with Feast of
the Middle Ages in Siimeg”

We turn back the time and evoke the spirit of the most manly
contest of the Middle Ages involving both cavalry™s and
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infantry’s fascinating battles. Faithful to their titles, the knights
fought in order to be worthy of the ladies” heant. They set an
excellemt example in skill, strength, courage and cleverness,
The program is followed by the feast with unlimited consump-
tion of food and drnnks. According to the customs of the
Middle Ages, guests may eat without cutlery. Knights and
Ladies of the Castle serve the food and drink. The meal 15
accompanied by gypsy music. Travel by bus.

Price: 50 EUR [ person
IMPORTANT NOTE: The prices are subject to changes depending
on the number of participants,
GEMERAL INFORMATION

THE CITY OF BUDAPEST

With its over 2 million inhabitants, Budapest, the capital of

Hungary, is the largest ety in a country of 11 million people,

and is also the nchest i attractions. The ety lies in the heart of

Europe, on both banks of the rniver Danube,

Thanks to its favorable geographical position, the place was,
even in ancient times and the Middle Ages, an important road
junction and a major settlement. If we take into account its
Roman predecessor, Aquincum, we can say that it is 2,000
years old. Legally, however, Budapest did not come into being
until as recently as 1873, when the three independent towns of
Pest, Buda and Obuda (Old Buda) were united. Thus, a setile-
ment with over two thousand yvears of history has only been
‘Budapest” for the past 128 years,

The beautiful setting of the city, its anlistic monuments dating
from so many different periods, its lively cultural life and
numerous medicinal baths, its fine food and drink, and its am-
mated life and warm hospitality — these assets deservedly
attract more and more foreign visitors each year,

CONGRESS VEMLUE
Hotel Mercure Buda (1013 Budapest, Krisetina krt. 41-43)

QFFICIAL LANGUAGE
The official language of the Congress is exclusively English.
There will be no simultancous translation.

WEATHER AND CLOTHING
Iin October the weather is usually pleasant and sunny, The aver-
age lemperature ranges from 18 1o 22 °C. Fairly light clothing
is advisable; however, the evenings may be cool, so a jacket or
raincoal may be useful.

‘n.'-?mvim:i_\.:qm Hrli.nf{}gur e R L S T ]

EXHIBITION

During the congress, a large exhibition, featuring commercial
displays by pharmaceutical companies and industries serving
the gynecological oncology community will be organized.

IMFORMATION DESK
Information service will be provided during the Congress from
07.00 to 1930, The Information Desk will be located in the
Registration Area,

INVITATION LETTERS

Official letters of invitation to help overcome administrative
difficultics including obtaining visa or permission to attend the
Congress can be sent upon written request to the Organising
Company. This should not, however, be construed as a finan-
cial commitment on the part of the Organizers.

BADGE

Name badge will be needed for admission to all scientific
events including exhibits, and to all social events. Participants,
exhibitors and accompanying persons are requested to wear
their badge at all times during the conference.

SLIDE VIEW ROOM AND PROJECTION
The Shide View Room will be located m the Congress venue
and will be open duning Congress Hours,

Available projection facilities: single and double slide projec-
tion, overhead projection, LCD projection for PC (PowerPoint,
JPG, BMP) and video (VHS, S-VHS, PAL, NTSC). Please
indicate yvour preference.

CERTIFICATES OF ATTEMDAMCE
Certificates of Attendance will be provided to all anendees.

INSURAMNCE

The Organizers do not accept liability for individual medical,
travel or personal insurance, and participants are strongly
advised to take out their own personal insurance policies,

If necessary consult your travel agent.

LEFT LUGGAGE
Cloakroom facilitics will be avalable at the Congress Venue
every day.

LOST AND FOUND

All enquires should be directed to the Information Desk.
Participants are advised to mark their Congress Documents
with their name. Pre-printed labels will be provided for this
purpose.

rog
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MESSAGE CEMTRE
Message Centre will be operating durning the Congress and are
located in the Registration area,

SMOKIMNG
There will be a strict no-smoking policy within all areas used
by the Conference.

TIFFING

Gratuities are expected and are wusually 10% i restaurants and
other public places and for taxi drivers. Please note that service

1o

charges are included in transportation rates from and to the
Adrport.

ELECTRICITY
The electricity supply is 220 V, 50 Hz.

CAR PARK

The Hotel Mercure Budapest Buda has an open Car Park and
there is a covered Car Park in the vicinity of the Congress
Venue. Car Park Tickets are available in the Car Parks. The
cost of car parking is not in¢luded in the Registration Fee.
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ANNOUNCEMENT

The European Society of Mastology, The European Society of Surgical
Oncology and the European School of Oncology are pleased to announce a
one week, intensive residential course:

“Improving Clinical Skills in Early Breast Cancer”
Ljubljana, Slovenia, 3-7 February 2003

followed by
One month of training in a European Breast Unit
between March 2003 and July 2003

The aim of the programme is to facilitate the creation of the first group of
European-minded senologists; clinicians who will be specifically and almost
exclusively dedicated to breast cancer.

Free registration by competitive application

Final deadline for application: 11 November, 2002

« Potential candidates have a maximum age of 40 years

e Priority will be given to applicants already working in the field of breast cancer,
especially to radiologists, pathologists, surgeons and radiotherapists

« Candidates from Southern, Eastern and Central Europe will be given priority

« The course will be conducted in English so a good knowledge of the English
language is required

Interested candidates should send a copy of their curriculum vitae in English, together with
an accompanying letter of recommendation from the Head of the Department that they are
working in and a coveri g letter explaining their motivation. Successful candidates will be
notified by December 15"

For more information or to submit an application,
visit www.eusoma.org or contact the European Society of Mastology
Corso Italia 16, 20122 Milan, Italy
Tel: +39 02 89096008 fax:+39 02 89098904 e-mail: secretariat@eusoma.org

This programme has been made possible by an educational grant from the Federation of European Cancer
Societies Project Fund. The residential course has been organised in collaboration with the Institute of

Oncology in Ljubljana.
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TISZTELETBELI TAGSAG

New Honorary Members of the Hungarian Society
of Gynaecological Oncologists
A Magyar Nogyogyasz Onkologusok Tarsasaganak

Uj tiszteletbeli tagjai

HUGH H. ALLEN, M.D. Professor Emeritus, London Health Sciences Centre, Westminster Campus, London, Ontario, Canada

NEVILLE F HACKER, M.D. Professor and Chairman, Roval Hospital for Women, Svdney, Australia

BEN S SMIT. M.D. Professor Emeritus, Department of Radiation Oneology, Faculty of Medicine, University of Stellenbosch,

Tvgerberg, Republic of South Africa

The Hungarian Society of Gynaccological Oncologists has the honor to welcome its new honorary mem-
bers: Professors Hugh H. Allan, Neville F. Hacker and Ben J. Smit.

A Magyar Nogyogyvasz Onkologusok Tiarsasaga uj tiszteletbeli tagjait koszontheti Allen, Hacker és Smit
professzorok sremélyéhen. Az aldbbiakban ismertetjiik palyvafutisaikat,

ALLEN H. HUGH, M.D. Professor of Obstetrics and Gynaccology

sPECIALTY Obstetrics and Gynaccology, Sub-Specialty
cologic Oncology, University of Western Ontario
PUBLIC SCHOOL S.5. #8 Dover, a one room school with one
teacher, 65 students from Grade [-VIII

HIGH SCHOOL Chatham Collegiate Institute

POST-GRADUATE Training for fellowship in Obstetrics & Gynae-
cology at London and Hamilton

POST-FELLOWSHIF  Training on a John A. McEachem Scholar-
ship in European Centres — Stockholm, Sweden; Amsterdam,
Metherlands; Gratz and Vienna, Austria; Newcastle and Lon-

Ciyne-

don, England.

MEDICAL SOCIETY MEMBERSHIP AND OFFICES HELD 1. Fellow of the
Royal College of Physicians & Surgeons of Canada, 2. Society
of Obstetricians & Gynaecologists of Canada (President 1979
19800, (Vice-President 1975-76: [978-79), 3. Fellow of the

Addelress corvespondence 1o

Hugh 1., Allen, M.I.

London Health Scences Centre

Westmnster Campus

R Commassioners Rd. E.,

London, Ontano NoA 4G5, Canada

Phone (1 519) 6858110 Fax (1 519) 685 8194
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American College of Surgeons (Govemor 1978-87), 4. Fellow
of the Amencan College of Obstetricians & Gynaccologists, 5.
Ontario Medical Association, 6. Canadian Medical Association,
7. Canadian Gynaecologic Oncology Society (President: 1954

1986), 8. Infectious Discase Society for Obstetrics & Gynacco-
logy, 9. Intermational Society for Infectious Disease in Obstet-
ries & Gynaecology (Advisory Board) 10, Intemational Gyniae-

i
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cologic Cancer Society, 11, Council of The College of Physi-
cians & Surgeons of Ontario (3 vears) 12, Disciplinary Commit-
tee of The College of Physicians & Surgeons of Ontario (1-1/2
years), 13, Complaims Committee of The College of Physicians
& Surgeons of Ontario (1-12 years), 14, Finance Committee of
The College of Physicians & Surgeons of Ontario (1-12 years),
15, European Joumal of Gynaecologic Oncology (Editorial
Board), 16. A CME Joumnal of Gynaecologic Oncology (Inter-
national Advisory Board), 17. European Academy of Gynaeco-
logical Cancer (Advisory Board), 18. Polish Gynaecologic On-
cology Society { Honorary Member),

HOMOURS |, Canadian Cancer Society John A, McEachern
Fellowship Award, 2. Royal College of Physicians & Surgeons
of Canada ~ Duncan Graham Award (1987), 3. Alpha Omega
Alpha Honour Medical Society, 4. PAIRO Clinical Teaching
Award for Province of Omtario (1995), 5. Medical Advisory
Presidents Award (1995), 6. Royal College of Physicians &
Surgeons of Canada — Mentor of the Year (2002), 7. Teaching
Award — The Government of Yemen (2002).

PUBLICATIONS AMD LECTURES |. Co-author of book “Cancer in
Pregnancy”, 2. Author of several book chapters on Gynecolo-
gic Surgery, 3. Author or co-author of 30 Journal Publications,
4. Over 300 abstracts and lectures presented at local, national
and international meetings and universities in 35 different
countries.

ALLEN H. HUGH, M.D. A szilleszel ¢s nogyogyiaseal professzora
SZAKOSODAS nogyogyiszati onkologia, University of Western
Ontario.

ALTALANOS 1SKOLA S.S. #8 Dover — egviantermes iskola, hat-
vindl, 1-8. osztaly kiztin tanulora egyetlen tandr jutort,
KOZEPISKOLA Chatham Collegiate Institute

POSZTGRADUALS KEPZES Sziilészeti és nogyogyvaszali képrés
Londonban Hamiltonban.

POSZTGRADUALIS OsZTOMDI  John A, McEachern dsatiindij
keret:ben 1obb curdpai kozpontban, kéetik a Svédorszaghan,

T4

Stockholmban, Hollandidban, Amszierdamban, Ausziridban
Grazban és Beécsben, illetve Nagy Britannidban, Newscastle-
ban és Londonban.

ORVOSTARSASAG! TAGSAGOK ES BETOLTOTT HIVATALOK 1. A Roval
College of Physicians & Surgeons of Canada tagja, 2, A So-
ciety of Obstetricians & Gynaccologists of Canada elnitke
19791980 kazdn, illetve alelnike 1975-1976 és 19781979
kiziitt, 3. Az American College of Surgeons tagja, korményzd
19781987 kiozot, 4. Az Amenican College of Obstetricians &
Gynaccologists tagja, 5. Az Ontario Medical Association tagja,
6. A Canadian Medical Association tagja,7. A Canadian Gy-
naccologic-Oncology Society elnike 19841986 kozott, 8. Az
Infectious Disease Society for Obstetrics & Gynaccology tag-
Ja, 9 Az International Society for Infectious Disease in Obstet-
rics & Gynaecology Tandcsado Bizottsiginak tagja, 10, Az In-
ternational Gynaecologic Cancer Society tagja, 11. A College
of Physicians & Surgeons of Ontario Tandcsdnak tagja 3 éven
it 12. A College of Physicians & Surgeons of Ontario Fegyel-
mi Bizottsaginak tagja masfél évig, 13. A College of Phy-
sicians and Surgeons of Ontario Panasz Bizotisdginak tagja
masfél évig, 14, A College of Physicians and Surgeons of On-
tario Péneligyl Bizotsiginak tagja masfél évig, 15, A Euro-
pean Joumal of Gynaecologic Oncology Szerkesztdbizott-
saginak tagja, 16, A CME Journal of Gynecologic Oncology,
Nemzetkozi Tanacsado Testiiletének tagja, 17. Az Eurdpai
MNogyogyaszati Akadémia Tandcsado Bizousaganak tagja, 18,
A Polish Gynaccologic Oncology Society tiszteletbeli tagja,

TISZTELETBELI TAGSAGOK  — lasd az angol nyelvii ismertetiben

KOZLEMENYEK ES ELOADASOK 1. A “Cancer in Pregnaney” cimii
kimyv tarsszerzdje, 2. Szamos kinyviejezet alkoldja ndgyo-
gyaszati sebéseeti iwemakaorben, 3. Mintegy 50 folydirati kiele-
mény szerzije vagy tirsszerzdje. 4. Tobb mint 300 absetraks
vagy cloadas szerzdje és eldaddja helyi, nemzeti vagy nemzet-
kizi konferencidkon és egyetemeken a vilag 35 kiilénbozd or-
seagiban.
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MEVILLE FREDERICK HACKER M.D. Professor of Obstetrics and
Gynaccology

BIRTH DATE January 16, 1944

BIRTHPLACE Brishane, Queensland, Australia

PRESENT ADDRESS 59 Salisbury Road, Rose Bay Sydney Nsw
2029, Telephone: (02) 9327 8942

DEGREES M8 BS (1967} First Class Honours, Unmiversity of
Cueensland MD (1993 ) University of New South Wales
IMTERMSHIP Roval Brishane Hospital (General Intemship) 1968
MEDICAL APPOINTMENTS  Residem Medical Officer, Gympie
Hospital, Queensland, 1969-1970, Medical Superintendent
Atherton Hospital, Queensland, 1971-1973, Registrar in Obs-
tetrics and Gynaccology, 1974-1977 Roval Brisbane Hospital,
Royal Womens Hospital, Princess Alexandra Hospital

FELLOWSHIP
University of California, Los Angeles, (UCLA).

PARTICIPATING INSTITUTIONS LICLA Medical Center, Cedars-Si-
nai Medical Center, Habor GeneralUCLA Medical Center,
Martin Luther King Ir.. Hospital

Fellow in Gynaecological Oncology, 197880,

ACADEMIC APPOIMTMENTS Depaniment of Obstetrics and Ciynae-
cology, Umversity of California at Los Angeles (UCLA),
School of Medicine, Los Angeles, California LS. A, Assistant
Professor (July 1980
1984 — October 1986), Director of Gynaccologic Oncology
(Apnil 1985 — October 1986), University of New South Wales,
School of Medicine Svdney NSW Australia (Movember 1986

present) Associate Professor of Obstetnies and Gynaccology,

June 1984), Associate Professor (July

Director of Gyvnaecologic Oncology, Roval Hospital for Wo-
men and associated teaching hospitals of the University of
New South Wales, Barker Street, Randwick NSW 2031, Aust-
ralia (Movember 1986 - present)

BOARDS 1. Flex examination for Foreign Medical Graduates,
1979, 2. American Board of Obstetrics and Gynaccology,
1952, 3. Subspeciality Certification in Gynaecologic Oncolo-
a2y, (ACOG), 1983, 4. Certificate in Gynaecologic Oncology
(RACOG), 1959,

LCEMSURE 1. Califormia, LS. A, No. A3E20, 2. New South
Wales, Australia No, 045201H, 3. Queensland, Australia Mo,
045202, 4. ACT, Registration No. 3636

Auliress correspomdenice o

Neville F. Hacker MDD

i '::\.'n:l.d.:..'nllli.:t(.l! Cangcer Cemire

Royal Hospatal for Women

188 Oxford Street. Paddington,

NSW 2021 AUSTRALIA

Phone (61 2) 93826290 Fax {61 2) 3604243
E-mail 3. Hackerimunsw. edu au
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PROFESSIOMAL
ORGAMISATIONS |. Roval College of Obstetricians and Gynae-
cologist (Member 1976, fellow 1988), 2. Sims Black Travel-
ling Professor (1999), 3. Royal Australian & New Zealand
College of Obstetnicians and Gynaecologists (Foundation
Member 1979, Fellow 1986 Certified Gynaccological Oncolo-
gist 1988), 4. Western Association of Gynaecologic Oncolo-
gists (Member 1982 —-1996), 5. American College of Obstetri-
cians and Gynaecologists (Fellow 1983), 6. Intermnational So-
ciety for the Study of Vulvar Discase (Fellow 1983, Chairman,
Oncology Committee 1995-1997), 7. American College of
Surgeons (Fellow 1984) 8. Society of Gynaecologic Oncolo-
gists (Member 1984), 9. Intemational Gynaecologic Cancer
Society (Foundation Member, 1987, Executive Committee
19871993, Vice President 19911993, President Elect
19931995, President 1995-1997), 10. Australian Society of
Gynaecological Oncologists (Member, 1987 — present), 11,
Amencan Society of Clinical Oncologists (Member, 1987

1999}, 12, Clinical Oncology Society of Australia (Member,
1988, Chairman — Gynaecology Section 1995-1997), 13. In-
ternational Society of Gynaecological Pathologists (Associate
Member, 1988-1999), 14, Society of Pelvie Surgeons (Mem-
ber, 1998
logic Oncologist (Honorary member 1999

present), 15, Argentinian Association of Gynaeco-
present)

comaTTeEES 1. UCLA Committees: a) Medical Director Inten-
sive Care Umnit, 1980, Chairman of Committee, 1981-1982, b)
Medical Risk Management Committee, UCLA School of Me-
dicine, 19811984, ¢) Medical Records Commattee, UCLA
School of Medicine 1981-1984, d) Academic Personnel Com-
mittee, Department of Obstetrics and Gynaecology 1981

1986, ) Administrative Budget Committee, Department of
obstetrics and Gynaccology 1981-1983, Chamrman 1983
1985, ¢) Medical Student Education Commuttee (Ob-Ciyn)
Chairman 19821986, 1) Education Policy and Curriculum
Committee, UCLA School of Medicine, July 19841986, g)
Executive Committee, Department of Obstetrics and Gy-
naecology 1985-1986, h) Exccutive Policy committee, Jons-
son Cancer Center, 19851986, 1) Tissue Committee, UCLA
School of Medicine, 19841986, 2, National and International
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Committees: a) Cervix, Vulva, Vagina Commuittee, Gynaecolo-
gic Oncology Group, U.S.A. 19821986, b) Task Force on
Micro-Invasive Carcinoma of the Vulva, International Society
for the Study of vulvar Discase, 1983-1986, ¢) M.D. Thesis
Committee for Dr A P M Heintz, Thesis: Advanced Ovarian

Cancer: Surgical treatment and prognosis (Umiversity of

Leiden, The Netherlands June 5, 1985), d) Organising Com-
mittee, Third International Congress of Gynaecologic Onco-
logy, London, England, September 1985, ¢) Intemational Gy-
naecologic Cancer society (Steering Committee 19851986,
Program Committee 1987, 1989, 1993, 1995, 1997, 1999,
Chairman of Program Committee 1991, Chairman of Orga-
mising Committee 1991, Chairman Guidelines Committee
1999—present), £) Cervical Trials Committee — Chairman, Chi-
nical Oncology Society of Australia 19881998, g) Endomet-
rial and Vulvar Trials Comminees, Clinical Oncology Society
of Australia 19871998, h) Registry for Vulvar Melanomas -
Chairman, Intemational Society for the Study of Vulvar -
sease. 19881990, 1) RACOG Oncology Committee, Member
19881998, Chairman 1992-1996, j) New South Wales State
Oncology Advisory Commuttee, 1989-1994, k) RACOG Exa-
miner for Gynaecological Oncology, Member 1989 — present,
Chairman of Examiners 1992 — present, 1) National Working
Party on Quality Assurance in Cervical Cyviology, Member
19931997, m) Australian Health Council for Mature Women,
Member 1997-1998. n) FIGO Expert Advisory Panel on
Oneology, Member 1997 — present

EDITORIAL BOARDS: 1. International Gynecologic Cancer Jour-
nal, 2. Regional Editor {Pacific) 1989 - 2000, 3. Gynecologic
Oncology 19921999

GRANTS |, NIH- Gramt CA 13630, Gynaccologic Oncology
Giroup, 19811983, Co Principal Investigator ($75,000/yr), 2.
NIH — Gramt CA 16042 (UCLA Jonsson Comprehensive Can-
cer Center Core Grant), Patterns of care of ovarian cancer in
Community Hospitals, 1982-1983. Co-Principal Investiga-

I16

tor (%19,700), 3. California Institute for Cancer Research
{(CAT6042-08). Intraperitoneal Corynebacterium parvum in
ovarian cancer limited to the peritoneal cavity, 19811982, Co-
Principal Investigator ($18,385), 4. NIH — Grant (CA18630-
13). Gynaccologic Oncology Group, 19841988, Principal In-
vestigator (5350,88K), 5. Essex Laboratonies. Intraperitoneal
Interferon in ovarian cancer 19881989, Co-Principal Investi-
gator (S30,000 for 2 years), 6. Government Emplovees Medi-
cal Research fund 19881989, Immunological aspects of Inter-
feron in ovarian cancer. Co-Principal Investigator (346,000, 7.
NHMRC GRANT NO: 911081, A case control study of ovari-
an cancer. Co-Investigator (5280,000), 8. NHMRC GRANT
NO: 921138, A randomised trial of concurrent radiotherapy
and chemotherapy for cancer of the cervix. Principal Investi-
gator 528,134 per vear for three years (1992-1994)

PUBLICATIONS

1. Hacker NF. Spomancous bowel hagmatoma wath anticoagulant therapy, Med J Aust 1973,
2220224

2. Biggs 150, Hacker NF, Andrews I, and Munso C. Bromocrypine, methy| testosterone, and

placeba for inhbition of physsobogical lactatson. Mad J Aast Spec Supplement 197%; 2:23-27

3. Hacker NF, and Biggs JSG. Blood pressure chanpes when ulenme musche stimubants are
wsed after pormal debivery, Bt ] Dbst Gynecod 1979; 86,633-635

4. Hacker NF, Charles EH, Savage EW. Postcoital, posthysteraciomy vagimal vaubl rupture
with haemerrhagic shock, Aust W2 1 Obstet Gynageol 1980; 20:152-154

5. Khboo SK, Hacker NF, Chang A: An incremental dose combinad osstrogen-progesterone
oral contraceptive: Effect on body weight, blood pressure, and blochemical parameters, Aust
N Z J Obstet Grymaecol 1980 20:172-176

ti. Charles EH, Savage EW, Hacker NF, Jones NC. Cryosungical treatment of cervical intracp-
hefial neoplasia. Gynecod Oncol 1981; 128388

7. Hacker NF, Leuchter RS, Berek JS, Castaldo TW, Lagasse LI, Radical vulvectomy and
balateral inguinal lymphadenectonsy throwgh separate groan mcisions, Obstet Gynecol 1931,
$8:574-579

8 Hacker N F, Morrow CF, Castaldo TW, Ballon SC. Pasitive pertoncal cytology in corpus
carcinoma. Report of a fxtal owcomse. Aust N.Z, J Obster Gynagcel 1982; 22:103-1 06
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9. Berek J5, Castaldo TW, Hacker NF, Petrilli ES, Lagasse LD, Moore §G. Adenocarcinonz
of the uterine cervin. Cancer 1981 48:274-1741

10. Hacker NF, Charles EH, Berek J5, Savage EW, Lagasse LD, Moore JG. Cervix carcino-
mia assocested with pregnancy. Obstel Gymecol 1982, 59:735-T46.

11, Leuckter RS, Pemnlli ES, Dwver BM, Hacker NF, Castaldo TW, Lagasse LD Nd-YAG
Laser therapy of rectosigmoid bleeding due to radiation therapy. Am J Obsbet Gynecol 1952,
655675

12. Andersen BL, Hacker NF: Treatment for Gyvmsecologic Cancer. A review of the effects on
female sexuslity. Health Psych 1983, 2:203.231

13. Leuchter RS, Hacker NF, Berek 15, Lagasse LD Primary cancinoma of Barthokin's gland:
A report of 15 cases. (fbaset Gynecol 1982; 60:36]-368.

14. Berek J5, Hacker NF. Leachter RS, Lagasse LD, Byron BL. Urologie operstions during
eytoreductive surgery for ovarian cancer. Gynecol Oncal 1982; 13: 87.92,

15, Berek J5, Lapasse LD, Hacker NF, Lewchter RS, Levator ani transposition for anal incom-
petence secondary 1o sphincter damage. (bstet Gymecol 1582; 39:108-112

16, Andersen BL, Hacker NF. Psychosexual adpistment of gynecologic oncobogy patients: A
proposed moded for future mvestigations. Gynecol Cncol 1983 15:214-223,

17. Leuchter RS, Lagasse LD, Hacker NF, Berek J5. Management of postexenteration per-
ineal hemias by myocutaneous axial faps. Gymocol Cocol 198 14:15-22.

18. Hacker NF, Neberg RK, Berek J5, Lagasse LD, et al. Superficially myvasive valvar can-
cer with nodal metastases. Gynecol Oncol 1983; 15:65-77.

19. Fard LC, Berek J5, Lagasse LD, Hacker NF, et al. Estrogen and progesterane receplors
i ovarian neoplisms. Cvnecel Oneol 1983, 13:700- 304

20 Herek 15, Hocker NF, Lagasse LD, Neiherg RE, Elashoff BM. Survival of patients fol-
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Gruest Speaker af the %t Intenational Medscal Congress of the Kuring-gai District Medical
Assocaation, Cherating, Malaysia, Joly 1985

27, Mamagement of advanced ovarian cancer. Presented as an invited Guest Speaker at the #h

International Medical Congress of the Kunng-gai Distnct Medical Association, Cherating,
Malaysia, July 1985,
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28, Conservative surgery for early vulvar cancer, Presented s an levaied Speaker for the
Intemational Symposimm on Micromvasive Carcinoma of the Vulva at the VI World
Congress of the Intemmational Society for the Study of Vlvar Disease, Aland Island. Finland,
September 1985,

29, Early vulvar cancer. The case for comservative surgery. Presented as Inviled Gaest
Speaker a1 the 3nd Imternational Congress of Gynecologic Oncology, London, England,

September 1955,

30, Cancinoma of the vulva. Presemted as the Upgohn Visiting Professor, Inangaral Annual
Scientific Mecting of the Amstralian Society of Gynaecological Oncologests, Hobart,
Australia, March 1956

31, Intraperitoncal therapy for gymaecologecal malignancies. Pressnted as the Upjoha Visiting
Prodessor, Inaugural Scientific Meeting of the Australion Society of Gynascological
Cmcobogists, Hobart, Australia, March 1986,

32 The future of Gynecobogic Oncology. Presented as Invited Guest Speaker at the Ansual
Meeting of the Society of Osteopathic Obstetrcians and Gynecologists, Tuscon, Arsana,
Mhay 1986,

33, Vulvar susgery - consenvative of radical. Presented as Invited Guest speaker ai the $th
Intemational Conference on Gymecologie Cancer, San Francisco, California, May 1986,

34, Current status of vulvar creinonss. Presented as Invited Guest Professor, Universaty of
Oiclahoma, (Mclahoma City, Oklahoma, June 1986

35. Feasihility of pnmary cytoreductive sumgery for advanced ovanan cancer. Presented as
ivited speaker at the Helene Harris Memonal Trust Synaposium on Ovanan Cancer, Brocket
Hall, Henfordshire, England, April 1987

36, Managensent of advanced vulvar cancer. Presemted by imvitation at the 9th Invemanonal
Conference of the International Society for the Study of Vulvar Desease, Broadbeach,
Cueenshand, Australia, September 1957,

57, Chairman of Workshop entitled “Vilvar cancer - individualization of treatment”. Panel
members: HL Kneale, 10 Lagasse, IM Monaghan, HI Homesley, RC Boronow, GW Morley
151 Meeting of the International Gymecologic Cancer Sochety, Amsterdam, The Netherlands,
October 1957

38 Management of valvar cancer. Presented as Invited Guest Professor, Unaversity of Graz
Giraz, Ausina, Ociober 1957

30, Current status of imtraperiioncal therapy for svanan cancer. Presented by mvitation a1 the
Snd International Congress of Gynecologic Oneology, Surgery and Urology, Sendai, Japam,
Osctober 1957

4. Management of early vubvar cancer. Presented by mvitation at the 3ed [nternatonal
Congress of Gynecologic Oncology, Surgery and Urology, Takyo, Japan. Ocsober 19587

41, The role of radical surgery in gynecologic oncology. Presented by invitation at the 14th
annual Sciemtific Meeting of the Clinical Oncology Society of Ammalia Melboume,
Australia, Movember 1987

42, Recent advances 1 gynecological malignancy. Presented by imvitation al a semanar enti-
tled “Women's Health on the Northern Rivers im 198%", Lismore, Australia, November 1957

43 Interferon Therapy in (vanan Carcinoma. Presented at the 3rd anmual Sciemtific Meeting
of the Australizn Society of Gynecologic Oncologists, Hunter Valley, Australia, March 1985,

44, Controversial aspects of cytoreductive surgery. Clinical and operative staging of cervical
cancer, Presemted by mvitation 31 the Inemationa] Symposmunn, Operative trestmend of
Cervical amd Ovarian Cancer, Graz, Awstnia. June 1958,

45, Furst speaker for the negative team m a debate: “Thou shalt not strive officiously 1o keep
alive”, Fifth Advanced Coarse of the RACOG, Sydney, Australia, August [958,

46, Intraperioneal therapy for ovanan cancer. Presenied by invitation al the Ansual Meeting
of the Tasmaman Hacmatodogy, Immunalogy and Neoplasia Growp. Oailands, Tasmania, No-
wvember 1988

47. Surgical Staging for cervical cancer. What have we leamt from 15 vears expensnce?
Presemted at the Anmual Meeting of the Clinical Oncology Society of Austrahia. Svdney, New
South Wales. Movember 1958,

Niwrvdarvaszali (nboldgrta 2002 7113136




New Honorary Menthers of the Hungarian Socien of Gynaecological Ovcalogists

48, Secondary Cytoreductive Surgery for epithelial ovanian cancer, Invited discassion on
papers by Hoskins et ab and Momes ¢t al, at the 20k Anniad Meeting of the Soceety of
Gynecodogical Oncologists. Mau, Hawai, February 1959

49, 1, High dose chemotherapy with autalogous bone mamow rescue as salvage therapy for
ovarian cancer. 2. Intraperioncal interfeson for avarian cancer. Presemied by invitation at the
Second Bienmial Helene Harris memonial Forum on Ohvanan Cancer. Graw, Austra. Aprl
1585

50. Intrapervioneal tberapy for ovanan cancer. Presented by imvitation 3t the Second Chinese
Matioral Congress on Gynaecologic Oncobogy. Chengdua, China. May 1959,

31, Cervical cancer i pregnancy. Presented by invitation a1 the Internatsonal Conference on
Gymaccobogy. Obstetrcs and Ciynacoological Cneology. Hong Kong, May 1989

51 Surgery for gymacological Cancer. Resubts since the imroduction of radical operations.
Presented by invitatson af the Valedictory Symposium in honour of Professor Eric Mackay,
Brishane, Queensiand. Seprember | 959,

53. Partcipant m Workshop entitled “Givnaccobogical Oncology and the Generalist” Pamel
members: K. Free (Chairman), H. Avereit, L. Brunello. Fifth Australan Congress of
Obstetrics and Gynaccology, Brishane, Cueenstind. Scpoember, 198%

54, Chairman of Workshop entitled “Cervical carcinoma m young women . Panel members:
IM Monaghan, G. Blackbedge, B Richart, P Schwartz, P Eiott, Second biennial meeting of
the Intemansonal Grymecologee Cancer Society. Toronto, Canada. October, 1989

55 Cervical cancer in pregnancy. Presented by invitation at the inaugural Scientific meeting
of the llywarrz Society of Obstetricians and Gyvnsecologists, Wollengong, New Soath Wales,
Novemher. 1989

Sb. The conservative surgecal approach to valvar cancer. Presented at the Ansual Mecting of
the Australian Society of Gynaccobogical Oncologists, Margaret River, Western Australia.
Apail, 1990

57, Organ conservabion m vulvar cancer. Presented by mvitation st the Fifteenth Intematsonal
Cancer Congress, Hamburg, Germany, August 1990

8. The surgical approach % endometrial cancer. Presented by mvitation 21 an Intemational
Conference enlitled “New Aspects in the Therapy of Endometrial Cancer”. Frefburg,
Crermany. August, 15990

30, Sarpcal technaque for radical hysterectomy and modified radical vulvectomy.
Demanstrated by mvitation at the Nanonal Cancer Instituse, Bodapest, Humgary, August,
1954

). Conservative surgery for vulvar cancer. Presemed by anvitation at the Catholic Unaversaty
of Rome. Rome, Maly. September, 1990

6], Surgery for mvasive gynecological cancer in women over T vears. Presented al the
Fomieth Annaal Meeting of the Soctety of Pelvic Surgeons. Charleston. South Caroling. No-
vember. |99

62, Major pynaecolegical surgery in the elderly. Presemed ar the JF. Comey Valedictory
Meeting. Hobas, Tasmania. March, 199]

63, Management and outcome of Stage I epithelial ovanan cancer. Presented at the Third
Biennzal Meeting of the Helene Hams Owanan Cancer Trust. Charlesion, South Canolina
Agril 199]

64, Surgweal sspects of palliation in gynaecological cancer. Presented by imvitation at the
golden lubilee Scientific Meeting. Kmg George V Hospital. Sydney. May 1991

65, Surgery for invasave gymaecobogical cancer for women over seventy years. Presented at
the Sixth Annual Meeting of the Australian Society of Gynecological Oncologists, Coolum,
Queensland. May 199]

6. The Pap Smear — Focts and Factson Presented by invitation 31 the Australian Medical
Research Week Symposiem. Brishane, Qricensland, August 1991

67, Partscipant m Workshop entitled: “Conservative Management of Vulvar Cancer”. Panel
members B Boronow (Chaiman), H. Bender, ] Monaghan. Third Biennial Meeting of the
International Gynecologic Cancer society. Caims, Queenshand. September 1991

68 o Philosophical, Educational and Polical Reguirements for sub-specialization in
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Civnaecologic Oncology, b, Vidvar Cancer: Sate of the an, ¢. Ovaran Cancer: State of the
art. Presented by mvitation af the Inawgural Meeting of the Argentinian Association of
Gynecologic Oneodogistz. Buenos Aires, Argentina. October 1991,

68, Surgery for ovanan cancer. Charman of the surgical secton of the Consensus
Developmeent Conference on Ovarian Cancer, Unaversity of Freibarg, Freibarg. Germany,
November 1991

0. Surgscal management of cervical cancer. Presented as Keynote Address at the 10th
anmversary Meening of the Fuluoka Gymecologic Cancer Conference. Fukisoka, Japan
Jamssary 1992,

7. Current management of vobvar cancer. Presented by myvtation ot the University of
Kyushu, Fuksola, fapan. Jasaary 1947

72 Conservative management of early vulvar cancer. Presented by invitation a1 the Amenican
Cancer Society’s National Confierence on Ganecologic Cancer, Orlando, Florida, Apal, 19492

73, Comservative sargery for vulvar cancer. Presemed by inwitstion al the Fifih International
Symposium on Gynecologic Oncology, Surgery and Uralogy. Vensce, ltaly, Apnl 1992

T4, 2. New Trends and controversies in the treatment of vulvar cancer, b. Current approach 1o
ulerne sarcomas, ¢, Surgical therapy for early cenical cancer. Presented by mvilation a1 the
Third National Congress on Gynaecologic Oncology. Antalva, Turkey, May 1962

T3, Subspecialization in (nmaecological Oncology: A philesaphical perspective. Shedden
Adam memonal lecture, Brisbane, Qricensland. Augast 1992

T6. o Surgical maragemrent of endametrial cancer, b. Cusrent cancer status of cervical and
vulbvar cancer. Presented a5 Royal Women's Hospital visiton, Brishane, Croeensland, Augus,
1952

77. a. Ranonale for nguinal Node Dissection, b. Lymphoedema following Grom Dissection
Presented by mvitation at the First Biennial Alon 1. Dembo memonal Workshop entitled:
“Innovations m the treatment of vulvar cancer”. Toronto, Canada. Seplember 25-26¢h, 1592

78, New Trends in the Treatment of Valvar Cancer. Presented by imvitation a1 New Trends in
Ohstetrscs and Gynaecodogy i 1992 - An Intemational Symposiem. Tarper, Tarwan, Novem-
ber -ih, 1992,

9. Cuarrent Status of Surgery in the Management of Epithelisl Ovarian Cancer, Presented by
mvitation at the 191k annaual Scieniific Meetmg of the Clinical Orcology Society of Australia
Melboume, Australia. November 25-27th, 1992

0. Indsviduadization of Treatment of Early Vielvar Cancer. Fresenied by mvitation at the Sth
Warkd Congress of Cervical Pathology and Culposcopy. Chicago, linois, May 12-16th, 1993

&1, Imtervention and Debulking Surgery for Ovanian Cancer. Presented by invitaton at an
Imemational woekshop on Ovanian Cancer. Copenhagen, Denmark June [6-1%h, 1993

&2, Current Managemen of Cervical Cancer. Presentad by imvitation at the Nanonal Cancer
Institute, Bucharest, Romania. Augast, 1993

&3, Resection of Bulky Lymph Nodes in Cervical Cancer. Presented at the Fourth Biensial
meeling of the Imemational Gynecologic Cancer Society, Stockbolm. Sweden September
1993

§4. Participant in Workshop entitled “Conservative Management of Cvarian Tumouss”. Fanel
Members: 5. Peconelli (Chairman), P Schwantz, C. Trope, C. Mangsom, U. Baanchi. Foanb
Bieomial Meetmg of the Intemanional Gynecologic Cancer Society. Stockholm, Sweden.
August 29th - September Ind, 1993

85, Current Status of Ovanian Cancer, Presented by mvitation at the Fourth Anmual Scientific
Meeting of the ACT Branch of the Roval Australian College of Surgeons. Canberra, ACT
Sepoember 1993

6. Cuement Status of Surgery in the Management of Epithelial Ovarian Cancer. Presented by
imvatation af the 44th Annual Mesting of the Roval Australian College of Radiwlogsts. Syd-
ney, Australia October 1993

87, Gymaecological Oncology and the Generalist. Participant in Workshop at the Srd Annual
Scientific Meeting of the RACOG Svdney, Australia, April 1994

B8, A Pilot Soady of Resection of Bulky Positive Lymph Nodes in Conpunction with Radical

Hysterectomy. Presented by imvitation 2l the mecting entitled “Wertheim's rdical hysierec-
fomyy. Present and finare”. Rome, laly. Jane 23 - 25, 1994
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59 a Current Status of Endomeinal Cancer Management, b, Management of Early Vulvar
Cancer. Presented by invitation at the Fourteenth World Congress of Gynaecology and
Obstetrics (FIGO) Montreal, Canaida, September, 1994,

. Resection of Bulky Positive Nodes in Conjunction with Badsczl Hysterectonsy. Presented
a1 the Annual Mecting of the Australian Society of Gynaecological Onoologists. Melboume,
Australia, Sepember, 1994

M. 2. Management of CIN, b. Surgery for Cervical Cancer, c. Cument Treatmem of
Endometnal Cancer. Presented by mvitation at the Fourth Mational Congress on
Gynaecological Oncology. Antalya, Turkey. November, 1994,

2. Adjuwvant Chemotherapy for Papallary Serous Endometnal Carcinoma. Presented at the
MstArnua] Sceentific meeting of the Clmical Oncology Society of Australin. Adelasde,
Australia. November, 1994

3. Screenng for Gymaecologcal Malignancies. Presented by imvitation at an Imemational
Symposium entitbed “Cancer Prevention and Early Detection in Asia- & Call to Action”
Taipwi, Taawan, Oclober 1994

4. Management of High Grade Cervical Abnormalitics. Presented by mvitation af a Seminar
o Screen Detected Abnommalines, Canberra, Anstralta, November, 1994

95, a Surpscal Management of Cervical Cancer, b. Carment Trends in Endometrial Cancer.
Presented at the Intemational Gynaccological Cancer Conderence, Auckland, New Zealand
March 1995,

9. Gynaccological Cancer: Its Impact on the Woman. Presented as Nathan Visstng
Professor, University of Avckland, Auckland, New Zeakend. March 1993

07, a. Screenang for Gynaecological Cancer, b, Current States of Endonsetrial Camcer
Management. Presented by myitation at the combined Coast and Nonthem CObstetrical and
Crvnaecological Society, Tugan Queensland. Apnl 1995,

8. a. Resection of Bulky Positive Nodes in Cervical Cancer, b. Trends i the Management
of Endometrial Cancer. Presemied an the Jakarts Intemational Cancer Conference, Rakartra,
Indeneaa. May 1995,

99, Stagng of Ovaman Cancer. Presenled as Visiting Professor at the Dharmas Cancer
Hospital, Jakarta. Indonesia. May 1995,

100, 2. Cervical Cancer: A Philosophy of Management, b. Curremt Statas of Vidvar Cancer,
c. Trends in the Management of Endometrial Cancer. d. Gynacoological Cancer: 1is Impact
on the Woman. Presented 23 the ] George Moore Visiting Professor, UCLA School of
Medicne, Los Angebes, California. June 1995

101, Primary sungery i optimal therapy for bulky Stage 1B cervical cancer. Presented as affir-
mative side in debate. Fafth biennial meeting of the Intematsonal Gynsecologe Cancer soci-
ety, Mhiladelphia, Pennsylvania. September 1995,

102, Advanced vulvar cancer. Presented as pant of a workshop with RC Boronow, PG
Knapstein, and (M Thomas at the Fifth héennial meeting of the Intemationa! Gynaccologic
Cancer Society. Phaladelphia, Pennsylvanis, Seplember 1995

103, Cervical Cancer; A Philosophy of Management Presented by imvitation at the
Department of Obstetrics and Gynzecology. Emory University, Atlanta. Georgia. Seplember
1995

104, Treatmem of groim lymph nodes, Presented & pant of a panel on “Conservative
Treztment of Vulvar Cancer” with GR Dh Pacla, K Hasch, H Bender. Thartzenth [nternational
Congress of the 135VD. lpuxa Argentina. Seplember 1995

105, Endometrial cancer in women under 43 years, Presented at the 10 Annual Scientific
Meeting of the Australian Seciety of Gynaecological Omcologists. Fremantle, Western

Australin. September 1995

106, a. Carrent Management of Endometrial Cancer, b, A Phibosophical Approach to Cervical
Cancer. Presented as kevnole speaker at the 28th Bienmial Congress of the South Afican
Society of Obstetricazns and Gynascologists. Bloemfonsein, South Afirica. Apnl 199,

107, Surgery for Carcinoma of the Yulva. Presensed as Keymote Speaker a1 the Sth Sciemtific
Meeting of the Austnan Society of Gynascologic Oncologisls

106, Faped Omset Cervical Cancer: Fact or Fiction. Presented by imvitation at the Sth World
Congress of Cervical Pathology and Colposcopy Swidney, Australia, May 1996,

122

109, Treating Vulvar Cancer and Refated Premalignam Lesions: Quo Vadis? Presested as
keynote Speaker a1 the COBRA Symposium of Gynsecological Cancer. Noosdwijkerhout,
The Netherlands, May, 1996

110, 2. Orvarian cascer and the peneral gynascologist, b, Screening for gynaccological cancer,
¢. Subspecialization in gynaccological cancer, d. Surgery for ovarian cancer, e Current rends
in endometrial cancer management. Presented as the Health Manpower Development Plan
Visiting Expert m Gynaecological Onoology, Singapore, May 1596

111, Resection of Bulky Positive Nodes m Conjuncton with Radical Hysterectomy
Presemted by imvitation a1 a Symposium entitled Gynecologic Oncology - State of the A,
Freiburg, Germany, Seplember 1996

112, a. New Developments in the management of Cervical Cancer, b, Vulvar Cancer: The
Benefits of Individaslized Trestment, ¢ Conservatve Management of Gymascological
Cancer. Presented as the Biennial Visitor, King Edward VI Memorial Hospaal for Women,
Perih, Western Australia, October 1996

113, Resectson of Bulky Positrve Lymph Nodes in Conpanction with Radical Hysiereciony
Presenied as invited speaker a1 the Charte - Mayo Conference - Update i Gynaecological
Omcabogy, Berhin, Germany, Movember 1996,

[14. a. Current Status of Endometnial Cancer Treatment, b, Surgical Management of Early
Cervical Cancer. Presented as keynote speaker at the VI Helenic National Congress of
(Retetnes and Gynaecology. Herakbon, Crete, (ireece, May 1997

185, Early Cervical Cancer: A Philosophy of Management . Presented as kevnote speakier at
the First Annual Terry Fox and Chang Gung Memonal Hospital International Cancer
Symposium. Tatpes, Taiwan October 1997

116, Organizstion of Gynsecological Cancer Care: A Time for Change. Presented as
Presadential Address. Sixth beennaal meeting of the Intema-tional Gyvnecologic Cancer
Seciety, Fukuoka, Japan, October 1997,

117. Resection of Bulky Positive Lymph Nodes in Conjunction with Radical Hysterectamy
Presented at the 47th Annual Meeting of the Society of Pebvic Surgeons: Indianapolis,
Indiana, Movember 1997

118, Groin node dissection an vulvar cancer. Presented 31 breakfast session, Society of
Grynecologic Oncologists. Orlande. Flonda, Febraary 19959,

119, a. Recent advances mn techniques and technology in gynaecological oncology, b
Socweconomic implications of recent advances in technology in gymascological oncology.
Presented by invitation #1 the 60th Anmiversary symposiam of The Royval Women's Hospital
Brishane. Seplember 1989,

120. 2. Management of lymph nodes in cervical cancer, b Early cervical cancer. A philoso-
phy of manzgement. Presented by mvitation at the Wenheim Centenary Mecting, Vienna,
Austria. September 19

121. a. Early cervical cancer. A phubosophy of management. b, Management of endometrial
camcer, Presented by invitation af the annual mecting of the Korean Society of Gymacoodogic
Oncology. Seoul, Souh Korea. Sepsember, 1998

122 4. Sargical approach fo vulvar cancer, b. Treatment strategies n high-nisk, Stage 18 cer-
vical cancer, Presented by myitation at the Thind National Congress of the Hellenic Society
of Crymaecologic Oncologists, Athens Greece, Ociober 1998,

123, a. Vualvar cancer-can we be comservative but safe?, b, Endometrial cancer-an evolving
story, ¢. Early cervical cancer - a philosophy of management, d. Ovanian cancer for the gen-
enalist, & Molecular genetics for the pynaccodogist. Presented 25 Sims Black Travelling
Professor m the UK and South Afnca. August 2151 - Oclober Sth, 1999,

124, The need for surgery in early stape cervical cancer. Presented as the affirmative in a
debate at the S0th Anmual Scientific meeting of the RANZ Colbege of Radiologists, Sydney,
Austrakia, October 199

123, Groin node dissection in vulvar cancer. Presemted i the Tth Beennial Mecting of the
Intermational Gynecologic Cancer Sockety Rome, Haly. (ktober 1999,

126, Gymaccological cancer and lymphoedema. Presented a1 the Australian Lymphology
Assoceation Annual Meeting. Melbourne, Australia. Apnl 2000

127, Comservative manggement of germ cell ovanan tamours, Presented a5 pant of 3 work-
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shiap at the Sth Brenmial Meeting of the Intematsonal Gynecologac Cancer Socicty. Huenos Ai-
res, Argentina. October 2000

128, Secomdary cytoreductive surgery for recurrent epithelial ovarian cancer, Presented at the
Sith Annual Meeting of The Socsery of Pelvic Surgeons. Hamilion, Bermuda, Muveniber
00

129. Curent trends in the management of vubvar cancer. Presented al the lapancse
(rynaecological Cancer Society Meeting. Sopporo, Japan, November 2000

30 2. Stage IBI] cervical cancer. What is the best management?, b, Endomsetrial cancer cane:
An evolving story, ¢. Conservative management of vulvar cancer, 4. Screening for gynaeco-
logac cancer, ¢, The role of cytoreductive susgery in epithelial ovarian cancer. Presented as
Ciaest Profiessor at the $6th Obstetrical and Gynecodogical Assembly of Southem Californis,
Los Angeles. California. February 2001

131 Stage IBII cervacal cancer: a phabosophy of management, Presented at the Alan Hewson
Valedictory meeting Mewcastle, Australia. February 2001
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Progress in Gynecological Oncology. “Current Surgical Aspects of
Cervical, Vulvar, and Vaginal Carcinoma”, lim S Bonorris, M.D.,
Program Directors, Los Angeles, California, February 1986, 9.
Greater Baltimore Medical Centre, Colposcopy, Cervical and
Vulvar Pathology and Gynecologic Laser surgery, “Surgical
Options for Early Vulvar Cancer”, James Dorsey, M.D., and
Richard Reid, Course Directors, San Francisco, California, June
1986, 10. Royal College of Obstetricians and Gynecologists,
Radical Management of Gynecological Malignancies. Lectures: a.
Surgical Staging of Cervical Cancer, b. Management of Early
Vulvar Cancer. Dr Pat Soutter, Course Director, London, England,
Apnl 1987, 11, International Society for the Study of Vulvar
Disease. Vulvar Disease Symposium. Lectures: a. Individua-
lization of Treatment for Vulvar Cancer, 2. Psychological Aspects
of Vulvectomy. Dr Barry Kneal, Course Director, Broadbeach,
Queensland. September 1987, 12, Royal College of Obstetricians
and Gynaecologists. Ovanan Symposium, Chairman of Session on
Primary Surgery, Professor F Sharp, Course Director, London,
England, October 1987, 13. Royval Australian College of Obstet-
ricians and Gynaecologists. Fifth Advanced Course. “Maximal
Surgical Effort for Ovarian Cancer”, Sydney, Australia, August
1988, 14, Tasmanian Gynaccological Cancer Support Group.
Gynaecological Oncology Symposium.  Lectures: a, Vulvar
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Cancer, b. Ovarian Cancer, ¢, Sexuality and gynaecologic malig-
nancy. Dr Don Marsden, Course Director, Hobart, Tasmania, No-
vember, 1988, 15, University of Massachusettes. Update in
Gynecologic Oncology. Lectures: a. Recent modifications in the
treatment of vulvar cancer, b. Second-look laparotomy. Richard E
Hunter, M.I3., Course Director Sturbridge, Massachusettes, Oc-
tober 1989, 16. European School of Oncology. Post Graduate
Course on Gynecologic Oncology. Lectures: a. Surgical Ma-
nagement of cervical cancer, b, Surgical management of vulvar
cancer, ¢. Surgical Management of endometrial cancer, d. Surgical
Management of ovarian cancer. Course Directors: 1 Vermorken
MD, 1 Aalders MD. Amsterdam, The Netherlands, September
1990, 17. University of Tennessee and Baptist Memorial Hospital,
Lectures: a. Intraoperative Management of an unsuspecied ovari-
an malignancy, b, Management of cervical carcinoma in preg-
nancy, ¢. Diagnosis and Management of early vulvar cancer.
Course Director: Thomas G Stovall MD. Memphis, Tennessee,
Movember 1990, 1¥. Roval Hospital for Women, Third Annual
Conference. Lectures: a. Cervical Cancer in pregnancy, b. Radical
surgery for ovarian cancer, ¢. Curremt management of vulvar can-
cer. Course Director: Neville F Hacker. Leura. New South Wales,
April 1991, 19. University of Freiburg. International Postgraduate
Symposium on Diagnosis and Therapy of Ovarian Cancer.
Lectures: a. Surgical Staging for ovanan cancer, b. Cytoreduction
for ovanan cancer. Course Director: Albrecht Pleiderer M.D.
Freiburg, Germany. November 1991, 20, Euwropean School of
Oncology., Postgraduate Course on Gynecologic Oncology.
Lectures; a. Surgery for endometrial cancer, b. Surgery for cervi-
cal cancer, ¢. Surgery for vulvar cancer, d. Surgery for ovarian
cancer, ¢. Management of bowel obstruction. Course Directors: 1.
Vermorken MD, J. Aalders MD, Amsterdam, The Netherlands,
September 6-11th 1992, 21, European School of Oncology. Curso,
Sobre Oncologia Ginecologia. Lectures: a. Management of HPV
and preinvasive cervical cancer, b, Surgery for cervieal cancer, ¢
Surgery for endometrial cancer, d. Surgery for ovarian cancer.
Course Directors: N. Einhorn MD, A. Arnghi MD. Buenos Aires,
Argentina, October 506th, 1992, 22, European School of
Oncology. Simposio International Cancer Genecologico. Lectures:
a. Management of HPV and preinvasive cervical cancer, b,
Surgery for cervical cancer, ¢. Surgery for endometrial cancer, d.
Surgery for ovarian cancer. Course Directors: M. Einhorn MD,
LA, Pinotti, MD. San Paulo, Brazil. October 8-9th, 1992, 23,
Gujarat Cancer Society. Update in Gynecologic Oncology.
Lectures: a . Surgery for cervical cancer, b. Surgery for endome-
trial cancer, ¢. Surgery for ovarian cancer, d. Live demonstration
of radical hysterectomy. Course Director: Dr Anila Kapadia,
Ahmedabad, India, October 29-31st, 1992, 24, Cancer Institute of
Madras and European School of Oncology. Postgraduate Course
on Gynecologic Oncology. Lectures: a. Surgical procedures in cer-
vical carcinoma, b, Implications of new FIGO Staging on surgi-
cal procedures, ©. Surgical approach in ovarian cancer, d.
Management of vulvar carcinoma, Course Directors: N. Einhorn
MD, V. Shama MD Madras, India. November 1-5th, 1992, 25,
Raoyal Hospital for Women. Update on Gynaecological Oncology.
Lectures: a. Recent advances in cervical cancer. b, Implications of
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the new FIGO Staging for endometrial cancer, ¢ Current status of
vulvar cancer. Course Director: MNeville F Hacker, Leura, New
South Wales, April 30th - 2nd May, 1993, 26, European School of
Oncology. Postgraduate Course in Gynecologic Oncology.
Lectures: a. Surgical management of cervical cancer, b, Surgery
for endometrial cancer, ¢. Cytoreduction for ovanan cancer, d.
Surgery for vulvar cancer. Course Directors: N, Eimhorn MD, 1.
Vermorken MDD, Orta, Daly, May 17-21st 1993, 27. Royal
Australian  College of Obstetricians and  Gynaecologists,
Postgraduate course on Gynaecologic Surgery. Lectures: a,
Dissemipated ovarian cancer, b, Residual ovary syndrome and
ovarian remnant syndrome, ¢. Abdominal wound closure-pitfalls,
practice and complications, d. Laparoscopic surgery-pitfalls and
problems, Course Directors: B, Rome and B. Cutter. Canberra
ACT Australia, November 1993, 28 European School of
Oncology. Curso Internatinal de Ginecologia Oncologia, Lectures:
a. Surgical management of cervical cancer, b, Surgery for endome-
trial cancer, ¢. Cytoreduction for ovarian cancer, d. Surgery for
vulvar cancer.Course Directors: Dr J.G. de la Garza, Salazar
National Cancer Institute, Mexico City, November 1993, 29,
European School of Oncology. Curso de Actualizacion en Cancer
Ginecologico. Lectures: a. Surgical management of cervical can-
cer, b. Surgery for endometrial cancer, c. Cytoreduction for ovari-
an cancer, d. Surgery for vulvar cancer.Course Director: Dr Jesus
Gareia Colina Caracus, Venezula. November 1993, 30, European
School of Oncology. Postgraduate Course on Gynaecological
Oncology. Lectures: a, Surgical management of cervical cancer, b,
Surgery for endometnal cancer, ¢. Cytoreduction for ovarnan can-
cer, . Surgery for wvulvar cancer. Course Director: Dr Jan
Vermorken, Amsterdam, The NMetherlands. September 18-23,
1994, 31. International Society for the Sudy of Vulvo-vaginal
Disease. Postgraduate Course. Lectures: a. Individualisation of
treatment of early vulvar cancer, b. Strategies in advanced vulvar
cancer, Course Director: Professor GR Di Paola, Buenos Aires,
Argentina. September 1995, 32, Pelvic surgery for the General
Gynaecologist. Lectures: a. The residual ovary and the ovarian
remnant syndrome, b, Disseminated ovarian cancer, ¢. Abdominal
wound closure: principles, practice and complications.Course
Director: Mr Robert Rome, Melbourne, Australia. December
1995, 33, European School of Oncology. Posigraduate course on
gynaccological oncology. Lectures: a. Surgery for vulvar cancer,
b. Surgery versus radiation for early cervical cancer, ¢. Surgery for
advanced cervical cancer, d. Surgery for advanced ovarian cancer,
Course Directors: 1 Vermorken MD, N Einhorn MD Heemskerk,
The Netherlands, September 1996, X4, Intemational Society for
the Study of Vulvo-vaginal Disease. Postgraduate Course.
Lecture: Conservative vulvar surgery. Course Directors: L.
Micheletti MD, M Siden MD, Baveno, ltaly September 1997, 35,
Institute of Obstetrics and Gynaecology, Queen Charlotte’s and
Chelsea Hospital. Posigraduate Course on gynaecological oncolo-
gy. Lecture: Managing patients with bulky positive lymph nodes.
Course Drector: Dr Angus Mclndoe, London, England. November
1997, 36. European School of Oncology. Postgraduate course on
gynecological oncology, Lectures: a. Management of lymph nodes
in vulvar cancer, b, Surgery for endometrial cancer, 3. Surgery for
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ovarian cancer. 4. Management of germ cell tumours, Course Di-
rector: Ali Ayvhan MD Hacetiepe University, Ankara, Turkey.
March 1998, 37, European School of Oncology. Postgraduate
course on pelvic reconstruction. Lectures: a. Vaginal reconstruc-
tion im the fibrotic pelvis, b. Vulvar reconstruction, Course Direc-
tors: Peter Bosze, Lazle Ungar. Budapest, Hungary. September
1998, 38, European School of Oncology. First Gynecologic
Oncology Meeting of the New Millennium. Lectures: a. Surgical
management of advanced and recurremt cervical cancer, b,
Surgical management of advanced endometnal cancer, ¢, Initial
versus interval debulking in advanced ovarian cancer, d. Update
management of vulvar cancer. Course Director: Dr Ali Ayhan,
lsmir, Turkey, April 2000.

MEVILLE FREDERICK HACKER 1944, januir 16-in sziiletett
Brisbane-ben, Queensland, Ausztralia. Jelenlegi cime: 59
Salisbury Road, Rose Bay, Sydney NSW 2029, Australia,
Tavbeszéla: (02) 9327 8942

VEGZETTSEGEK MB BS (1967), kivild hallgatod, University of
Queensland M.D. (1993), University of New South Wales

SZAKMAI GYAKORLAT Roval Brisbane Hospital (dltalinos orvo-
si gyakorlat), 1968,

ORVOS! BEOSZTASOK Residens tisztiorvos — Gympie Hospital,
Queensland, 19691970, Orvosigazgatd — Atherton Hospital,
Queensland, 1971-1973, Gyakorlé sziilész-ndgyogyase szak-
orvos, 1974-1977 — Royal Brisbane Hospital, Royal Womens
Hospital, Princess Alexandra Hospital,

Os2TONDLAK 1. Nigyogydszati onkoldgiai dsztindijas,
19781980, University of California, Los Angeles (UCLA).
Ennek keretében dolgozott: UCLA Medical Center, Cedars-
Sinai Medical Center, Habor General/UCLA Medical Center,
Martin Luther King Jr.. Hospital.

AKADEMIAI BEOSZTASOK Department of Obstetrics and Gynacco-
logy, Umiversity of California at Los Angeles (UCLA), School
of Medicine, Los Angeles, California, USA, - adjunktus ( 1980,
julius— 1984, jinius), egyetemi docens (1984, jalius-1986. ok-
tober), négyogyaszati onkoldgiai igazgatd (1985, dprilis-1986.
oktober), University of New South Wales, School of Medicine,
Sydney, NSW, Ausztrilia (1986, novembere ota), Royal Ho-
spital for Women és a University of New South Wales oktatd
korhazan (Barker Street, Randwick NSW 2031, Auserilia) —
sziilészen-ndgyogvaseati adjunktus, ndgyogyiszati onkoldgiai
igazgald (1986, novembere 6la).

BIZOTTSAGI TAGSAG |, Killfildi orvostanhallgatok vizsgie-
tatdsa, 1979, 2. Amerikai Szilészeti és Nogyogviaszati Bi-
zottsag, 1982, 3. Nogyogyiszati Onkologiai Szakoklevél
(ACOG), 1983, 4, Nogyogyaszati Onkologiai Oklevél
(RACOG), 1989

128

SZAKMAI JEGYZES 1. Kalifornia, USA: Nr. A34820, 2. New
South Wales, Auseztralia: Nr. 045201H, 3. Queensland, Auszi-
rilia: Nr. 045202, 4. ACT Regisetricios szam: Nr. 3636

SZAKMAI SZERVEZETEK |. Royal College of Obstetricians and
Gynaecologist (tag: 1976, testiileti tag: 1988), 2. Sims Black
{utazoprofesszor: 19949, 3. Roval Australian & New Zealand
“ollege of Obstetricians and Gynaccelogists (alapité ag:
1979, testileti tag: 1986, okleveles nigyogvasz onkoldgus:
1988), 4. Western Association of Gynaecologic Oncologists
(tag: 1982-1996), 5, American College of Obstetricians and
Gynaecologists (testiileti tag: 1983), 6. International Society
for the Study of Vulvar Disease (testileti tag: 1983, az Onko-
logiai Bizottsag elndke: 1995-1997), 7. American College of
Surgeons (testitleti tag: 1984), 8. Society of Gynaecologic On-
cologists (tag: 1984), 9. International Gynaecologic Cancer
Society (alapitd tag: 1987, végrehajto bizottsig tagja: 1987
1993, elndkhelyettes: 1991-1993, vilaszton clnék: 1993
19935, elndk: 1995-1997), 10. Australian Socicty of Gynacco-
logical Oncologists (tag: 1987 ota), 11. American Society of
Clinical Oncologists (tag: 1987-1999), 12, Clinical Oncology
Society of Australia (tag: 1988, ndgyogyaszati szekcid elnike:
1995-1997), 13. International Society of Gynaecological Pa-
thologists (tarstag: 1988-1999) 14, Society of Pelvic Surgeons
(tag: 1998 ota), 150 Argentinian Association of Gynaecologic
Oncologist (tiszteletbeli tag: 1999 ora),

UCLA BIZOTTSAGOK a. Intenziv Elldtisi Egysée orvosigazgatoja
(1980, a bizotisag elndke: 19811982 kozitt), b. Orvosi Koc-
kizatkezeld Bizottsig UCLA School of Medicine (1981
19284), c. Orvosi Foljegyzések Bizottsiga — UCLA School of
Medicine (1981-1984), d. Akadémiai Testilet Bizottsiga
Sziilészeti ¢s Nogyogyiszati Osztaly (1981-1986), e. Admi-
misztrativ. Koltségvezési Bizottsag — Saztlészeti és Nogvo-
gyaszati Osztaly (19811983, clndk: 1983-1985), £ Orvostan-
hallgatok Okitatasi Bizotsdga (senléseet-négyogyaszat) (el
nik: 1982-1986), g. Oktatispolitikai és Tantervi Bizottsig -
UCLA School of Medicine { 1984 jilius-1986), h. Végrehajio
Bizotisag — Szilészeti és Nogyogydaszati Osztaly (1985-1986),
i. Végrehajtopolitikai Bizottsdg — Jonsson Cancer Center
(1985-1986), j. Szivettani Bizottsag — UCLA School of
Medicine ( 1984-1986).

MEMZETI ES MEMZETKOZI BIZOTTSAGOK 1. Mdéhnyak, Szemérem-
test ¢s Hiively Bizottsig - Gynaecologic Oncology Group,
USA (1982-1986), 2. Mikroinvaziv Szeméremtest-rik Munka-
csoport — International Society for the Study of Vulvar Di-
sease, 19831986, 3. Dr. A. P. M. Heintz Orvosi Témabizottsi-
gai — Elorehaladott petefésrekrik: Sebészen ellitis és korjos-
lat, Leideni Egyetem, Hollandia 1985, jinius 5., 4. Szervezd-
bizottsag — 3rd Intermational Congress on Gynaecological On-
cology, London, Anglia, 1985, szeptember, 5. International
Giynaecologic Cancer Society (Kormanyzobizotisig tagja
19851986, Programbizolisag tagja: 1987, 1989, 1993, 1995,
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1997, 1999; A Programbizottsag elndke: 1991 A Szervead-
bizotsag elndke: 1991; Irinyvonal Bizotisag elndke: 1999 ota,
6. Méhnyak-kisérleti Bizonisag elnike; Clinical Oncology So-
ciety of Australia, 1988-1998), 7. Méhnyalkahartya- és Sze-
méremtest-kisérleti Bizottsigok - Clinical Oncology Society
of Australia (1987 1998), 8. Szeméremtest Melanoma Jegyzek
elndke ~ International Society for the Study of Vulvar Di-
sease (1985-1990), 9. RACOG Onkologial Bizoltsag (lag:
19881998, elndk: 1992-1996), 10. New South Wales Allam
Onkologiai Tandcsadé Bizottsaga (1989-1994), 11. RACOG
Mogyogyaszati Onkoldgial Vizsgilobiztos (tag: 1989 dta;
vizsgalobiztosok elndke: 1992 ota), 12, Nemzetkoezi Méh-
nyak-citologiai Mindségbiztositisi Munkacsoport  (tag:
1993-1997), 13. Ausaril Felndu Nai Egéseséptanics (tag:
1997-1998), 14. FIGO Onkologia Szakéndi Tandesado Tes-
tidlet (tag: 1997 ota),

SZERKESZTOBIZOTTSAG TAGSAG 1. International Gynecologic
Cancer Journal, teriileti szerkeszd (Csendes-ocedni térség):
1989-2000, 2. Gynecologic Oncology, 1992-1999

Gszronpiiax 1. CA 13630 NIH-oszt6ndij: Gynaecologic On-
cology Group, 19811983, veretd kuwtatd munkatirs (75,000
USDVév), 2. CA 16042 NIH-oszténdij, UCLA Jonsson Comp-
rehensive Cancer Center Core Grant, A petefészekrik kezelési
eljarisai a Megyei Korhizakban, 19821983, vezetd kulald
munkatars (19,700 USD) 3. California Institute for Cancer
Research (CA16042-08), A hasiiregben elhelyezkedd, hasiiregi
Corynebacterium parvum peteféseckrik esetén, 19811982,
vezeld kutatd munkatars (18,385 USD), 4. CA18630-13 NIH-
dsatondij. Gynaecologic Oncology Group, 19841988, vezetd
kutatd (350,888 USD) 5. Essex Laboratories, Hastiregi interfe-
ron petefészekrik esetén, 19881989, vezetd kutatd munkatirs
(30,000 USD 2 évig), 6. Government Employees Medical
Rescarch Fund, 19881989, Az imerferon immunologiai hati-
sai petefészckrik esetén, veretd kutatd munkatirs (46,000
USD), 7. 911081 NHMRC dsztondij, Esetellendrzon tanul-
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many a petefészekrakrdl, kutatd munkatirs (280,000 USD), 8.
921138 NHMRC dsztondi), A méhnyakrik sugir- ¢s a gyogy-
szerkezelésénck véletlenszeriien kivalasstott beteganyaggal
dolgozd ossechasonlitd tanulméanya, vezetd kutatd (28,134
LISD/év 3 evig, 1992-1994)

KOZLEMENYEK — lidsd ax angol nyvelvil ismertetést.

CONTRIBUTIONS — lasd az angol nyelvi ismertetést.

HEMZET! PROTOKOLLOK

I Hacker NF iprotokoll-cindk). Primary cyvtoreductive surgery for ovarian carcinoms - a
prospective study. Protocol-50, Gynecologic Oncology Group.

1 Hacker WF, Montana i 2 taoubminy elndker). Pre-operative chemoradsotherapy for
advanced vulvar cancer, Protocol 37-R, Crnecologic Oncalogy Group.

3. Berek J5, Hacker NF {3 tamubmény elndkei). Intrapertoncal inerferon for persastent ovar-
ian cancer. Grymecologie Oncology Group Sty

4. Hacker NF, Campbell 1] jtirselndkak). Chemoradiaton for advanced cervical cancer. A
Clinscal Oneology Society of Australia jegvaikonyve. Elethe lepés: 1990 augusiius

5. Hacker NF (a tasulminy elndke). Systemic pelvic and para-aorisc lymphadenectony versus
resection of bulky nodes only for advanced ovanan cancer. Elethe kpés: 1992, augusrius,

FOBB ELOADASOK  — lasd az angol nyelvil ismertetést

ABSZTRAKTOK — lisd az angol nyelvii ismertetést
KEOMNYVFEIEZETEK

lasd az angol nyelvii ismertetést

KONYVEK

1. Hacker NF., Moore JG, szerk. Essentals of obstetnics and gynecology. WB Saunders Ca,
Philadelphiz, PA (2 spasvol kiadis Emaka SA. Madnd, Spamyolorszag pondocrisiban ke-
seift). 2. k. 1992, 3 kiad. 1997

2. Berek JS. Hacker NF. szerk. Praciical gymecologie cocology. Williams and Wilkins,
Haltimore, MID, 1989, 2, kiad. 1994, 3 kiad. 2004

TOVABBKEPZESER — lasd az angol nyelvil ismerteiést
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BEN J. SMIT, M.D.

First Mames:  Berend Jakobus

Sumame: Smit
Date of birth: 16 November 1935
Matonality:  South African

Marital stats: Married
Languages:  English and Afrikaans

EDUCATION

1953: Matriculation with a first class pass,

1959: Obtaimed the degree M.B., Ch.B. at the University of
Pretoria, with distinetion in diseases of the Ear, Nose and
Throat.

1961-63: University of Pretoria,

1963-71: General Practitioner in general practice, first in the
rural town of Alicedale near Port Elizabeth and then m Pon
Elizabeth itself.

1971-75: Registrar, Department of Radiotherapy, Groote
Schuur Hospital, Cape Town, and obtained the degree M.Med,
(Rad. T.) in 1975,

1975-78: Senior Radiotherapist, Department of Radiotherapy,
Provincial Hospital, Port Elizabeth,

May 1978: Professor and Head, Department of Radiotherapy,
Faculty of Medicine, University of Stellenbosch, Tygerberg,

PUBLICATIONS

I.-5mit BY. Correspondence: Comsbined approach o carcinoma. § Afr Med J 1977; 51:451.

I Van Der Spuy 5, Levin W, Smit BJ. The role of mastectomy in locally advanced beeast can-
cer. § Afr Med J 1977; 52:716-717

3. Van Der Spuy 5, Levin W, Smit BJ. Comespondence; The efficacy of chemotherapy m the
treatment of breast cancer. 5 Afr Med J 1978; 33:390

4. Van Dier Spuy 8, Levin W, Semat B), GRAHAM T, McQuzide JB. Peritoneoscopy i the
management of heeast cancer. § AfF Med J 1978; 54:402-403.

3, Smit B). Cosrespondence: More aboul mammography. § Afr Med ) loumnal 1978; 54:846,

&, Smit B, Sternswiind J, Dowidle E, Sealy B, Wilson E, Beatty [, Jacobs P. Bennett B, The
Ivmgphocyte-monacyte ratso: B- and T-cell ratio afier radiotherapy, chemuoiberapy and sargery.
Int J Radeat Oncol Biol Phys 1979; 5:1841-1347

Smit B). Radioerapée en onkologie - war was die belangnksse ontwikkelings in nig-
chinargiese behandeling van kanker die afgelope kwarteeu? 25 Jarige Gedenkuitgawe van
Tygertand 1981

5. Smat B, Comespondence: The reversibility of cancer. 5 Afr Med ] 1982: 62:716.

9. Smat B). Fueddamental aspects of the radogherapy of cancer. Cancer 1983

1. Smit BE. Comespondence: The treatment of ncurable camcer, S Afr Med J 1983 83-350

Auliress correspondence o

Ben J. Smit, M.,

Department of Radistion Oncology,

Faculty of Medicine

University of Stellenbosch

PO Box 19063, Tygerberg T305, Repatblic of South Africa
Tavbeseeld (27 020) 938 53992 Tivmasold (27 0210931 0504
E-posta BISMisun.ac.2
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1. Smit B $.A. has made major advances in cancer treatmsent. The Sear 1983

12, D Wet JJ, Snut B). The rale of ubtrasound in the managenent of cervical carcinoma. §
Al Med I 1983; 64:38 1383,

13, Smat B, Camcer of the uterus. S Afr ) Cont Med Educar 1954

14, Dra Tou DF, Hewdenrveh J1, Smie BY, Zuarmond T, Louw G, Laker L, B2 D, Wolfe-Coote
8, Van Der Merwe EA, Groenewald WA Segmental pancreatic allograft sunvival in pimates
treated with total body or lymphoid irvadizton and pre-operative blood transfusions
Transplentation 1984; 37:325.326

15, Dha Tow DF. Heydenrvch 1), Smat BY, Zusrmond T, Loww G, Laker L, Els D, Wolfe-Coote
5, Van Der Merwe EA, Groenewald WA, Segmentsl pancreatic allografl survival in pancres-
tectomized haboons treated with fotal body or lvmphoid iradiation and preoperative blood
transfusions. Transplant Proceed 1954; 16:504-506

16, Dt Toit IF, Heydenrych J1, Smat BJ, Louw G, Zuarmond T, Laker L, Els D, Wesdernan
A, Wolfe-Coote 5, Van Der Merwe EA, Groenewald WA, Experimental vascularized seg-
mental pancreatic and islet tramsplandstion in the baboon. Workd ] Sarg 1984; 8:236.243

17. D Tt DF, Hevdenrvch 11, Smit B, Zuemmond T, Louw G, Laker L, Els [, Davids H,
Wewdeman A, Wolfe-Coote 5, Van Der Merwe E. Groenewald W, Prolongation of baboon
pancreas albografts with total lvmphoid imadiation (TLI). 5 Afr J Sarg 1984; 22150

18. Dea Toit DY, Heydenrych 1, Smat BJ, Louw G, Zuurmond T, Laker L, Els D, Weideman
A, Wolfe-Coate 5, Van Der Merwe E, Groenewald A Segmental pancreatic allograft survival
i haboons treated with combined imadsation and cyclosponin (CSA). § Afr J Surg [984;
bR

1% Gelderblom [, Smit BJ, Bohm L, Effect of uradiation and endogenous muckeases on rat
liver chromatin, Radiat Res 1984; 99:363-371

0. Dha Tost DF, Heydensych ). Smit B), Loww G, Zaurmond T, Laker L, Els D, Weideman
A, Walfe-Coote 5, Van Der Merwe EA, Groenewald WA Segmental pancreatic allograft sur-
vival in baboons treated with combined irradiation and cyclosporing: A preliminary report
Sumgery 1985; 97:447-453

21. D Teat D¥, Hevdenewch 1), Smut B Die Hematologeese en Pankreatiess Endoknene
Afwykings na loniserends Besiraling: *n Ekspenimentele Studie. Geneeskunde 1956; 28:83-
89, Pryswennende artikel - Mer-National Prys gesamentlik tocpeken

22, Heussen C, Nackerdien £, Smit B, Béhm L. Imadiation dsmage in chromatin isolated
from V=79 chanese hamster hung fibroblasts, Radiat Res 1987, 110:84-94

13 Smat BJ, Du Toin JF, Groenswald WA, An mndwelling intrastenne tube to [acilitate intra-
cavitary radiolberapy of carcmoma of the cervix, Br ) Radiol 1989; 62.65-69,

24, Schmatt G, Mills EED, Levin V, Fape H, Snuit BI, Zamboglou N, The rale of newtrons in
the reatmsent of soft tissue sarcoma. Cancer 1959, 64 1064- 1063

23, Smit BJ, Highly active at close quaners. Nuchear Active (Int  Atomac Energy Corp) 1989,
40:13-16
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26. Smat BJ, Radhotherapy: enpoying advances on all magor fronts. Hospatal Suppless January
1900; 9 and 12

27, Smit B, Oceupational exposure of women of reproductive capacity with special reference
to pregrant radzographers - new recommendations. 5 A Med ] 1990; 77432433

28, Smut BJ. [he Geskiedens van die Typerbergse Radsoserapie Depanensent. Tygerland
10edk 122157
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7. Smut B). The Impartance of Fractionaton in HDR Brachvtherapy. Gammsamed: Procee-
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apy. Tumorzentrum, Dusseldorf, Nemetorszag, 1993,
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Cancer Study Group. Johannesburg. 1987

15, Smit B), The role of wotal nodal irradiation for immuncsuppression i organ transplas!
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Congress of the Soath Afncan Society of Medical Oncology. Johanmesburg, 1990

23, Smit B, The management of advanoed cancinoma of the wtering cervia, 4th 5.4, Congress
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of the Pharmacology Seceety, UCT. Sea Point, 1994,

37. Stamnard C, Vemnimmen F, Yan Wijk L, Brennan 5. Visser AM, Johnson C, Wilson J,
Levin V. Mills E, Afberts A, Werner [, Smut B, Schmant G, Kranold D, Murray E, Gudgeon
A, Bental ¥, Abean R, Kiley J, Van Der Meroe A, Keuler B, Goedhals L, Krawitz H, Donde
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45 Smat B, Groenewald WA, Dose-volame relationships in radiosurgery. First Kansa
Omcolagy Sehool, Kational Accelerator Centre, Faure, 1999,

46, Smat BJ, Groenewabd WA Constramts 10 dose-volume relationships m radosurgery,
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21. Smit BY. Chasmean: Session on “Brachyiberapy m Practice” a1 Brachytherapy Mecting,
Cyprus, 1999, mdjus

22, Smil BI. Radiochinsrgie: Nuwe wepassings in radioterapse vir beginletsels, Spiespant
Voordrag, Hse Akademiese Jaardag, Universsteit van Stellenbosch, Typerberg Kampus,
20000, auguszhas 23-24

23 Smit B Nuwe ontwikkeling in kankerierapie, Openbare Lesing oor Kanker, Universiteit
van Stellenbosch. Tygerberg Kampus, 20000 augusznes 30

24, Smit B Radiochinargse: Geskiedens, Tegniese Aspekie, Bestaande periewe in die
RSA, Indikasies. VPO lesing gebow deur die Omkologie Eenhesd van Durbanville in
samewerking med Durbanville Medi-Clinic, Farways Restaoram, Welgemoed Golfklsh,
2000, sreprember 13,

25, Smat BI. Raiosurgery and constraints in dose volume relationships. Guest speaker a1
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Muddlesex Hospatal and Royval Marsden Hospial on new development in Radicsurgery. Lon-
don, Egvesiih Kirdlvsig, 2000, nsijus 18
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ADDITIONAL

1. Member, Technical Advisory Panel — Foundation for Rescarch Development, 2. Ex-Sec-
retary - S.A. Society of Radiotherzpists, 3, Ex-Chairman - S.A. Socbety of Radiotherapists,
4, Alternative Head Radiotherapist - Mational Accelerator Centre, 3. Examiner for Ra-
diotherapy - S.A. College of Medicing, 6, Reviewer for the S.A. Medical Journal, T
Appointed on Editonal Board of Radiaion Oncology Investigations. (An Intemational lour-
nal), 8. Member of the Evaluation Panel for Radiotherapy and Radiobiodogy, Medical
Research Council, 9. Co-promotor, Doctoral Thesis — Dr WA Groenewald, Radiotherapy
Depariment, Faculty of Medicine, Unaverssty of Stellenbosch (1979, 10, Co-winmer — Mer
National Prize for the best anticle in “Genoeskunde” (1986}, 11, Centificate of Ment for con-
trsbustions o High Dose Rate Brachysherapy (1992), 12 Special Mention, section “Oncology
Abstracts”, of outstanding article in its fiehd, m Clinical Digest Series (Prospects for Proton
Therapy i Ca. Cervix, Int. J. Rad. Oncol. Biol. Phys, 1992), 13. Recipient of the Dr. Kun
Saverwein Medal by the European International Brachytherapy Group (Sponsor Fsodopen-
Technik Dr. Sawerwein GMBH, Haan, Germany) 1993, for cutstanding woelk in the fiehd of
radiation therapy, 14. Associate of the Faculty of Radology of The College of Medicme of
South Afnca, 15, Visting Professor o the Oncology Group, Department of Ohstetrics and
Gynaecolagy, Unaversity of the Witwaterarand { 1993), 16, Member of the Advisory Panel on
Medical Biophysics, Medical Research Council, 17, Co-recipient of the Alex Montimer
Memorial Award for research on Samanuml 53, 18, Founder member of the Amstoteles
Saciety, Greece, 19. Recipient of Centificate of Apprecistion by the Cancer Association of
South Africa, for research in combating cancer (1995), 20, Member of the Phvsacs Work
Growp of the Curnculum Commitiee for MB., Ch.B, 1, (19960, 21, Vige Chairman of the Fo-
rum for Radiation Pretection (since 1996, 22, Member of Radiation Research Society (smce
1996), 23. Member of the Commitiee for Radiation Oncology at the College of Medicing of
South Africa (1999), 24, Member of an mterviewing panel for the Clinical Research Hospital
Manager post al the Natonal Accelerator Centre at Faure (1999}, 25. Speaker: AFRA,
Universaty of Crange Free State, Blocmfontein (March 1999), 26, Project Leader of Audit Te-
am on Radiotherapy facilities i Tuncsia. Requested by the TAEA (Imemnational Atoemic
Energy Agency, (1418 Decensher 1998, 27, Member of SASMO [South African Society of
Medical Oncologisis), 28, Member of the pane! of experts with regard 10 medical and dental
professional conduct matters (Gynaccobogy. Prostate, Radiosusgery), Medical and Dental
Professional Board, Health Professions Council of South Africa 1999, 20. Speaker: Prostate
Cancer. National Cancer Weck 1999 (Vredendal, Western Cape, August 1999), 30, Radio
Mamakwaland, Vredendal, Radio discussion on Prostate and Testis Cancer, organissd by
CANSA (26 August 1999, 31, Chairman of the “Temozolomide Laumch”, Two (ccans
Aquarmm, Waterfrant, Cape Town. Sponsored by Schering-Plough (Prv) Lid, (12 October
1549), 32 Speaker: Prostate and Testis Cancer, Ovganised by CANSA. Wellington Town Hall
(27 Ocioher 199493, 33. Tvgerberg Management Team (15349, 34. Member: Panel of expents
with regard b0 Medical and Dental Professional Conduct Matters, HPCSA (2000), 35
Chairman of Session. SASMOSASRO Congress, CSIR, Pretaria (17-19 March 2000, 36
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New Homorary Mentbers of the Hungarian Societv of Gvaecologicel Omeologivs

Investigators’ Meeting: Astra Feneca, for 21839 (*Inessa’), Geneve, Switrerland (19-21
Jume 2000), 37, Member: American Association for the Advancement of Science, 38,
Colleges of Medscine of Soath Afnica: Awarded the Fellowship by Peer Review of the Coll-
ege of Radutson Onoologists (CMSA) 200,

MATIOMAL CONGRESSES ORGANISED

|. Congress of the Sowth African Society of Radiotherapists, 1977, (Co-organiser), 2
Congress of the South African Seciety of Radictherapists. 1985, 3, Congress of the South
Afrean Society of Radiotherapasts, 1993

OTHER

Co-onganizer, symposium on Molecular Brobogy, guest Geonge Klein, Cape Town (1956),
First CANSA Oncology School (140 defegates): Radiosurgery and Particle Therapy (1999)

MAJOR LEADERSHIP / MANAGEMEMNT SYMPOSIA

1981: Siwational Leadership for TBH/US at Mispah
Colonel Dugmore.

1984: Sitational Leadership for Department at Stellenbosch

Colonel Dugmore,

1988: Communication Skills at Gene Louw — Elna Mouton.

1991: Strategic Planning for Department - Prof Cas Ter-
blanche.

1992: Strategic Planning for Medical Faculty — Prof Cas Ter-

blanche.

COMMISSIONING COMMITTEES

1. Medical Component of the NAC, especially the hospital, 2.
Radiation Oncology Unit at Tygerberg. Moved from 1,500 m?
at Karl Bremer to 5,500 m® ultra modern building (The Gene
Louw) on the Tygerberg Campus, 1986, 3. Patient information
Centre, NCA, 1988,

RESEARCH PROJECTS

I. Dosimetric studies of carcinoma of the cervix.

2. Proton therapy development,

3. Electro-porosity and electro-chemotherapy.

4. Simultaneous hyperthermia and radiation for carcinoma of
the cervix.

5. Intra-operative radiotherapy.

6. Samarium153 in: (a) late, and (b) carly metastatic carcino-

ma of the prostate in co-operation with principal, Albert Al-

berts. (First National co-operative study outside protons/

neutrons).

7. Predictive assays and twmour cell kinetics with flow cyto-

metry.

%. Photodynamic Therapy (PDT) for carly oral carcinomas.

9, PDT for recurrent oral carcinomas.

10. Various “contract research” projects with chemotherapy.

[1. Co-operative project with The Strahlenklinik in Offenbach,

Germany {Profl Zambouglou, Balthas), December 1998,

12. Co-developer with Dermatology and the Centre of Elect-

ronic Services, University of Stellenbosch, for the develop-

ment of the PDT hight-source, August 1999,

13, Investigation into the dose-volume effects of radiosurgery.

4. ZD0473 in patients with malignant mesothelioma who

have failed one prior chemotherapy regimen.
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15, ZIMM73 as second-ling therapy to patients with ovarian
cancer who have failed one prior platinum based chemothe-
FApY regimen.

16, Anti-EGFr antibody (Cetuximab) for locally advanced
squamous cell carcinomas of the head and neck .

BEN J. SMIT, M.D. { Berend Jakobus Smit) 1935, november 16-in
siiletett, dél-afrikai allampolgdr, nds, ar angol és afrikinsz
nyelvek beszéli.

TAMULMANYOK

1953 Kavald mundsitési éretiségi

1959 M.B. Ch.B. fokozatok megszerzése a Pretoria Egyete-
men, 2 fiil, az ore- és a torok betegségeibdl kittintetéssel

19611963

1963-1971

A Pretoria Egyetem hallgataja

Givakorld dltalinos orvos eldszdr a Port
Elizabeth-kozeli vidéki varoshan,
Alicedale-ben, késobb Port Elizabeth-ben
A Cape Town-i Groote Schuur Korhaz Su-
garkezelést Osgtilyara vesak f6l, majd
1975-ben megszerei a M.Med, fokozatot
sugirkezeléshaol

Rangidés sugiarkezelési orvos a Porth Eli-
zabeth-i Tartomdnyi Korhde Sugarkezelési
Orsetalyin

A tygerbergi Stellenbosch Egyetem Orvosi
Tagozatin a Sugirkezelési Osztaly igarga-
16 professzora

1971-1975

19751978

1978, majus

KOZLEMENYEK — lisd az angol nyelvii ismenetdben..

KOZLEMEMYEK MEGIELEMTETETT OSSZEFOGLALOI — lisd az angol
nyelvii ismerietoben..

NEMZETKOZI TUDOMANYOS RENDEZVENYEK KIADOTT ELOADASAI
lasd ae angol nyelvii ismertetGben.,

A RENDEZVEMYEK KOZLEMENY-GYUJTEMENYEBEN MEG MEM JELEMTE-
TETT ELOADASOK ES POSZTER BEMUTATOR — lasd az angol nyelvii
ismertetdben..

BELFOLDI TUDOMAMYOS REMDEZVEMYEK ELOADASAI £S POSITER BE-
MUTATON — Lisd az angol nyelvii ismertetiben..

EGYER ELGADASOK ES POSZTER BEMUTATOK — lasd ax angol nvelvii
ismertetdben..

KOMNYVFEIEZETEX — ldsd az angol nyelvii ismertetdben,

KONYVEK
Beewer H, Smat B). Proton therapy and radioswrgery. Springer Verkag, Germany, 2000: 201

EGYER

1. A Foundation for Research Development Technikai Ta-
niacsado Testiileténck tagja.

2. A S.A. Socicty of Radiotherapists volt titkira,

3 A S.AL Society of Radiotherapists volt elndke.

4. A National Accelerator Centre , Alternative Head Radiothe-
rapist” munkatiarsa
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New Honovary Members of the Hungarian Socicly of Gynaecological Cneologisis

3. Az S.A College of Medicine Sugarkezelési Vizsgilobiztosa,

6. Az 5.A. Medical Joumal kozlemény-biralaja.

T. A Radiation Oncology Investigations nemzetkdz folydirat
Szerkesatobizottsaganak kinevezett tagja,

8. Az Orvosi Kutatdtandes Sugdrkezelési és Sugdarbiologiai
Ertékelé Bizottsiganak tagja.

9. A Stellenbosch Egyetem Orvosi Kardn a Sugirkezelési
Osztalyon doktoratust ird Dr. WA, Groenewald diploma-
dolgozatinak tarshirdlaja, 1979,

100 A Geneeskunde™ targykirben legjobb kizleményt srer-
zinek jaro Mer National Prize dij tirs-nyertese, 1986.

11. . Merit for contributions 1o High Dose Rate Brachyihe-
rapy” bizonvitviny megszersése, 1992,

12, Kiilonleges dicséret a Clinical Digest Serics-ben (Prospects
for proton therapy in carcimoma of the cervix, Int | Rad
Oncol Biol Phys 1992), az Onkologiai Absztrakiok téma-
korében irt kimagaslo kzleményért.

13. A European International Brachytherapy Group (timogato-
Ja: Isotopen-Technik Dr. Sauerwein GMBH, Haan, Német-
orszag) 1993. évi Dr. Kurt Sauerwein Erdemérménck dija-
zottja a sugiarkezelés teriiletén végrent kimagasléo munkis-
sgadrt.

4. A College of Medicine of South Africa Radiologial Kari-
nak munkatirsa,

15. A Wirwatersrand Egyetem Seiilészeti &8 Nogyogyiszati

Osztalya Onkologiai Csoportjanak vendégeloadja, 1993,

A Medical Research Council Orvosi Biofizikai Tandcsado

Testiiletének tagja.

17. A Samarium 153 kutatasién az Alex Mortimer Emlékérem
tirs-dijazoitja.

18, A girig Aristoteles Society alapitd tagja.

19, Cancer Association of South Africa Elismerd Bizonyitvi-
nyinak dijazottja a rak elleni kiizdelem érdekében végeen
kutatisaért, 1995,

200 MLB.. Ch.B. | Tantervi Bizottsaga Fizikan Munkacsoportjd-

nak tagja, 1996,

1. A Forum for Radiation Protection tars-clnike 1996 ota.

2. A Radiation Rescarch Society tagja 1996 dta,

3. College of Medicine of South Africa Besugirzisi-Daganat-

gvogyiszati Bizonsiaginak tagja, 1999,

24. A Faure-i National Accelerator Centre ,,Clinical Research/
Hospital Manager” illasanak betiliésére létrehozott felvé-
teli bizottsag tagja, 1999,

23. Szonok: AFRA, University of Orange Free State, Bloem-
fontein, 1999, mircius.

26. Az Audit Team on Radiotherapy facilitics in Tunesia terv-
feladat-vezetdje az TAEA (Intemational Atomic Encrgy
Agency) felkérése alapjan, 1998, december 1418,

27. A SASMO (South African Society of Medical Oncologists)
tagja.

28, Az orvosi ¢s fogorvosi hivatisgyakorlisi eljdrisok (Nagyo-
gyiszal, Prosziata, Sugirsebészet viesgilatira létrehozont
szakéndbizottsag tagja, Medical and Dental Pro-fessional
Board, Health Professions Council of South Africa, 1999,

29 Szonok: Prostate Cancer. National Cancer Week 1999 -
Vredendal, Westemm Cape, 1999, augusztus,

16.

=
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30, Radio Namakwaland, Vredendal. A CANSA dltal 1999, au-
gusztus 26-in a prosztata- és a hererakrdl rendezett ridio-
vita résztvevije.

31 Temozolomide Launch”™ cimil Gilés elnike. Two Occans
Aquarium, Waterfront, Cape Town. Szponzor; Schering-
Plough (Pty) Lid., 1999, oktdber 12,

32, Szdnok: Prostate and Testis Cancer. Szerverd; CANSA.
Wellington Town Hall, 1999, okidber 27,

33, A Tygerberg Management Team tagja, 1999,

34. Az orvosi és fogorvosi hivatasgyakorlisi viesgilatara létre-
hozott szakértdbizottsag tagja. HPCSA, 2000,

35. Uléselnok: SASMO/SASRO Congress, CSIR, Pretoria,
2000, midrcius 17-19,

36. A ZD1839 (Iressa”) tanulmanyozisit dsszefoglald Kuta-
16 Talilkozd résztvevdje. Szervezd: Astra Zeneca, Genf,
Swije, 2000, jonius 19-240.

37. Az American Association for the Advancement of Science
tagja.

38. A Colleges of Medicine of South Africa kitiintetett tagja a
College of Radiation Oncologists (CMSA) Birdlo Bizotsa-
ganak javaslatira, 2000,

SAJAT SZERVEZESU MEMZETKOZI TUDOMAMYOS REMDEZVEMYEK 1.
Congress of the South African Socicty of Radiotherapists 1977
(tars-szervezo), 2. Congress of the South African Society of
Radiotherapists, 1985, 3. Congress of the South African So-
ciety of Radiotherapists, 1993,

EGYER RENDEZVENYSZERVEZES

I. Tiarszervezo, Symposium on Molecular Biology, vendég:
George Klein, Cape Town (1986), 2. First CANSA Oncology
School (140 résztvevd): Radiosurgery and Particle Therapy
( 1999),

ELNOKSEG VAGY KEREKASZITAL VEZETESE

1981 Situational Leadership for TBH/US at Mispah
Colonel Dugmore.

1984 Sitwational Leadership for Department at Stellenbosch

Colonel Dugmore,

1988 Communication Skills at Gene Louw — Elna Mouton.

1991 Strategic Planning for Department Prof Cas
Terblanche,

1992 Sirategic Planning for Medical Faculty - Prof Cas
Terblanche.

BIZOTTSAGI MEGBIZASOK

. A NAC és Korhaz Orvosi Bizottsiga, killondsen a korhize,
2. Kohbzietd Bizonsig, Tygerberg Besugirzasi-Daganatgyo-
gyaszati Egységének atkihbztetése 1500 m2-rél, Karl Bremer-
bol egy 5.500 m= alapieriiletd, korszerii épilletbe (The Gene
Louw), a Tygerberg Egveter Kdepont teriletére, 1986, 3.
Tijékoetatisi Bizottsag, Informicios Kizpont Betegek részére,
NCA, 1988,

KUTATASI TERVFELADATOK  — ldsd az angol nyelvii ismertetében.
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LECTURES

Physiology of the postoperative patient

HUGH H. ALLEN, M.D.

Department of Gynecology, Health Sciences Centre, London, Ontario

INTRODUCTION The surgeon of today must understand the stress
physiologic responses of the patient who undergoes the major
surgical procedures carried out, especially in oncology, and
complicated benign cases in order to optimise their physiologic
responses with a common sense well balanced approach. The
many facettes of these physiologic responses presents a huge
challenge 1o the surgeon responsible. The real physiologic abi-
lity of cach patient to respond to siress, cannot as yet be accu-
rately measured. We can fairly accurately measure their cardiac,
renal and pulmonary reserve. However many important func-
tions appear to be altered by genetically determined varianis
exemplified by germline mutations in specific gene encoding,
and probably to some extent also by environmental factors.
Important clinical physiologic responses are | the hyper dynamic
and hyper metabolic state, 2. muscle wasting, 3. glucose intoler-
ance, 4. fluid, electrolyvte and protein movement, 5. pain and tem-
perature effects.

FACTORS THAT CAM BE DIRECTLY CONTROLLED OR INFLUENCED |,
Whole body oxvgen, 2. whole body perfusion, 3. pain, anxicty.
4. body temperature, 5. glucose concentration, 6. extracellular
fluid electrolytes balance, 7. acid-base balance, 8. gut mucosal
integrity, 9. focal infection and bacteracmia, 10. wound healing
potential, 11, nutritional supply.

HYPER DYMAMIC AND HYPER METABOLIC RESPONSE
1. HEART — tachycardia, inereased cardiac ouiput,
decreased peripheral resistance;

2. REGIOMAL BLOOD FLOW INCREASED (SURGICAL AREA] — (. deliv-
ery, (0, consumption, cellular activity, energy requirements

3. HYPER METABOUIC — C1), production, respiratory rate, energy
consumplion
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4. GUT — increased blood flow, 0. utilization, energy utilization

5. KIDMEY - increased blood flow, increase glomerular filtration,
solute load excretion, drug excretion

MUSCLE WASTING In postoperative time energy increased
requirements and utilization is marked. Much of this energy is
supplicd by muscle protein breakdown mostly in striated bu
some in smooth muscle. Glucose and amino acids both are sup-
plied for wound healing and production of acute phase proteins
in the liver. The catabolic process with the subsequent release
of amino acids and other intracellular products results in mus-
cle wasting. Mild hypochloremia and a reduction in total body
potassium and magnesium with some metabolic alkalosis can
result from this process. Therefore nutritional suppont should
include potassium (100 meg/day or more) magnesium at least
30 mmol/day and trace minerals. Phosphate replacement may
be important to facilitate O, change, especially for patients
with a prolonged illness or heavy tumour burden.

Skeletal muscle comnains approximately 80% total body free
amino acid pool. Intracellular concentration of amino acids are
30 times grater than plasma concentrations. A 70 kg patient
will have about 87 grams of free amino acid intracellular and
only 1.2 gm extracellular, Glutamine is a most important free
amino acid. It is only 3% of the cellular protein but is 60% of
the free amino acid pool. It is readily available for use at times
of demand (i.e. postoperative sepsis, starvation, etc.) A de-
crease in cellular glutamine occurs early in stress and becomes
less available as time of stress increases.

Glutamine and alanine comprise 70% of the amino acids
released from muscle to interstitial space for transpont to liver,
kidney, gut, ete. The 2 amino acids are metabolized in liver to
glucose for energy. Urea is formed from this metabolic process
and is excreted by the kidney which produces an irreversible
loss of body nitrogen. Bed exercises with mobilizing the pa-
tient as soon as possible will help decrease muscle wasting and
weight loss.

GLUCOSE INTOLERANCE Maost ill patients post major surgery,
infection, ete. exhibit glucose intolerance. Hyperglycaemia
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results from increased liver production of glucose and
decreased uptake by insulin dependemt tissues. This occurs
despite an insulin response to hyperglycaemia. Marked hyper-
glycaemia may exacerbate ventilatory insufficiency, promotes
asmotic diuresis and dehydration, also contribute to hepatic
dysfunction. Control of blood glucose level below renal thresh-
ald (approx. 180 mg/dl, ie. 10 mmol/l is necessary. Insulin
resistance is present in most postoperative patients and may
require unusual amounts of insulin to control glucose levels.
Insulin by iv. infusion 15 useful to closely control glucose lev-
els. Insulin requirements will decrease as the patient improves,
Infection or pending sepsis can increase insulin requirements.

Healing wounds require glucose for energy and wtilize large
amounts, however, marked hyperglveaemia (over 180 mg) is
counter productive and should be avoided.

FLUIDS AND ELECTROLYTE REPLACEMENT Adcquate perfusion and
delivery of oxvgen and nutrients is a critical part of postope-
rative care. The cellular biochemical processes involved in
wound healing and recovery from illness require 0, delivery,
and energy substrate, mainly glucose but also other essential
nutrients such as proteins, electrolytes and micronutrients. The
heart is the pump that maintains blood pressure ie. the hydro-
static force. The kidney acts to control sodium and water bal-
ance directed by the ADH and aldosterone mechanisms which
is regulated by the supra optic nuclei sensitive to sodium con-
centration. Urine output is mainly regulated by ADH produc-
tion and its effect on renal tubular cells to effect water reab-
sorption. The aldosterone mechanism in the kidney is less
important,

The physiologic responses requiring fMuid and clectrolyte infu-
sions and the rate of intravascular replacement can be consid-
ered 3 phases:

prase 1 — The surgical procedure when blood loss and surgical
trauma begins to stimulate cytokine responses.

PHasE 2 — The immediate postoperative time. Fluid and elec-
trolvies move into the interstitial space from intravascular
compartment, lasting 28-70 hours. Average time in our review
415 hours, young fit patients respond sooner than older pa-
tients,
priase 3 — The period of mobilization of fluid electrolytes and
albumin from interstitial and intracellular space back into the
intravascular space,

In the hours immediately following the surgical procedure, the
patient frequently has some oliguria caused by a decrease in
intravascular volume resulting from the movement of fluid,
electrolyte and protein into the interstitial space decreasing
intravascular volume. There is usually a decrease in urine out-
put and is best managed by balanced clectrolyte infusion,
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Diuretics in this situation only leads to a more marked decrease
in intravascular volume with a decrease in 0. and nutrient
delivery 1o the surgical area as well as liver and other essential
organs. If there is doubt about the intravascular volume, an
infusion of 500-1000 ml of saline over 15-30 minutes should
result in a suitable increase in urinary output, This indicates an
increase in fluid infusion is necessary to maintain the intravas-
cular volume. The surgeon responsible must remember fluid
sequestration is an ongoing process during phase 2. An infu-
sion rate to sustain a urinary output of 1-3 mlkg'hr should be
given. An urinary output of less than 0.5 mbkg/hr promotes
under perfusion with delayed healing and increased infection
in the surgical area.

The margination of white blood cells in the pulmonary system
during phase 2 increases the cytokine effect on the vascular
endothelium predisposing to fluid, electrolyte and albumin
movement into the interstitial space. This also increases the
distance 0, must travel to get into capillary blood and CO, 10
get out. C0, does move more readily than 0, across this barrier
by a ratio of 20 to L. In phase 3, when the intravascular volume
rises, this may then lead to pulmonary cedema and diuretics
may be required.

Older patients may have a blunted response 1o reversal of the
ADH and aldosterone mechanisms probably by slower renal
tubular ¢ell receptor response. If this does occur, the diagnosis
usually can be made with intravascular monitoring or if some
cardiac decompensation {pulmonary oedema occurs), diuretics
then are indicated to take off some fluid, and decrease cardiac
work.

In phase 2, a reduction in plasma proteins may occur as a result
of albumin and some globulin being retained in the interstitial
space along with sodium and water. When the transition from
phase 2 to phase 3 begins, there is a marked movement of so-
dium, water and albumin back into the intravascular space.
This 15 usually indicated by a slowing of pulse rate and some
increase in blood pressure as the intravaseular space fills and
becomes more stable. A rise in urinary output should oceur and
the maintenance infusion rate can be decreased appropriately.

If a delayed renal response occurs, (more frequent in older pa-
tients), some help with low dose diuretics may be indicated to
help renal response rate. Patients who have been on diuretics
or beta blocking agents preoperatively may confuse some pri-
mary physiologic responses. Intravascular monitoring is more
often necessary in these patients. Patients that do not enter
phase 3 in 60-70 hours usually have a poor prognosis.

FAIN All patients who have major surgical procedures expe-
rience some pain. Lack of pain comrol results in increased
sympathetic tone, which reduces arteriolar vascular diameter
and markedly decreases blood supply to the healing surgical
area.
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Pain control is imperative. Continuous intravenous infusion of
analgesics usually produces the best physiologic results. Highs
and lows with resultant respiratory depression and hypoxia are
less likely to occur. If this occurs, it is not sufficient to stop the
analgesia until the effect reduces. This will produce an unac-
ceptable time off tissue hypoxia and predispose to infection
and delayed wound healing. Pharmacologic agents to release
this respiratory depressant effect are readily available and
should be used immediately.

TEMPERATURE The ill patient usually adjusts the temperature
regulating system upwards and therefore, prefers warmer sur-
roundings. Patients exposed to reduced core temperature during
surgery have been shown to have vascular spasm and reduced
blood flow to surgical arca with resultant increase in infection
and hospital time. Operations lasting over 2 hours are predis-
posed to this problem. Recemt observations strongly suggest
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there is real value in maximizing the pain free state. (Pain pump
if indicated). Also, early mobilization, oral feeding as soon as
appropriate, renal and vascular support with reinforced preop-
erative psychologic preparation of the patient, will lead 1o a
major improvemenl in postoperative morbidity  including
decreased fatigue (muscle wasting) and decreased hospital stay.

Factors that influence postoperative physiologic response that
we cannot control at present but that in the future we may be
able to measure and therefore more accurately quantify the risk
of surgery (i.c. stress response ability) are: 1. patient genetic
makeup, 2. gene transcription and translation, 3, expression of
hormones, cytokines and growth factors, 4. expression of sec-
ondary messengers, 5. bacterial virulence factors. In the next
decade, these and others yet to be unveiled will surely become
measurable clinical factors for preoperative assessment of sur-
gical risk.




Abdominal mass removal

HUGH H. ALLEN, M.D.

Depariment of Gynecology, Health Sciences Centre, London, Ontario

INTRODUCTION Abdominal masses are described in the very
early medical literature, Hippocrates in 400 BC discussed the
diagnostic importance of abdominal masses and physical signs
of bad omen. He writes “the state of the hypochondrium is best
when it is free of pain, soft and of equal size on the right side
and the left. But if inflamed or painful or distended, or when
the right and left side are of disproportionate sizes, all these
appearances are 1o be dreaded. Such swellings as are soft, free
tfrom pain, and vield to the finger. occasion more proiracted
crises and are less dangerous than others. Such then as are
painful, hard and large, indicate danger and speedy death”.
These clinical findings are still true today.

Papyrus Ebor 1500 BC deseribed methods of physical exa-
mination to help in the differential diagnosis of abdominal
masses. Many of the basic lessons learned in those early days
are still useful tools. In spite of all the new technology and
imaging that we have available today, we must not forget the
real value of physical examination and clinical assessment of
cach patient, especially in determining the urgency of surgical
intervention. All of the evidence must be systematically assem-
bled and considered. A careful history, physical examination,
laboratory findings and imaging were indicated. Preoperative,
physiologic, pharmacologic and psychologic preparation is
very important in reducing operative and postoperative mor-
bidity. The patient must be in the best condition possible 10
undergo the stress of the surgical procedure with the many psy-
chologic changes that occur with stress.

Ultrasound and CT imaging can be helpful but must not be
regarded as an absolute indicator of the presence or absence of
intra-abdominal tumour or extension of cervical tumour to
bladder or parametrium. Over application and reliance of CT
or ultrasound can result in misdiagnosis and management
errors. If the CT does not fit the clinical picture and the physi-
cal examination, one should proceed with caution. MRI has

Address correspondence o

Hugh H. Allen, M.I).

Professor Ementus

Health Sciences Centre, Victona Campus

B0 Commussioners Koad, East, Box 3375
London, Cntana, Canoda NeA 405

Phone (1 519) 6RSE1I0 Fax (1 519) 685 8194

142

been recently shown by a Japanese group to have similar errors
in reliability of disease extent. Careful clinical examination is
still a most important aspect of surgical diagnosis and manage-
ment.

The nature and extent of the surgery depends very heavily on
accurate diagnosis before or early in the surgical procedure.
The surgery also is influenced by the preoperative assessment
of each patient’s ability o tolerate the stress of surgery. Di-
agnostic laparoscopy and biopsy are helpful i a very limited
number of cases. Mass size adhesions and technical difficulties
make this route rarely practical. For those who are training in
the field | strongly urge you 1o have a method. use it and only
change when you believe some improvement in it comes
along. The decision to attempt optimal debulking can generally
be made carly in the procedure. The abdomen should be sys-
tematically explored at the beginning of the surgery to deter-
mine the mobility of the tumour areas, whether they can prob-
ably be removed without irreparable damage to essential or-
gans or blood loss that is beyond the ability of this individual
patient to tolerate, The physiologic and psychologic imitations
of each individual patient must be considered to the best of
the surgical team’s ability. A careful preoperative assessment of
cach patient’s physiologic reserve is essential. The physiologic
age of the patient is more important than the chronologic age.

Figure .

Zones of the

abdomen
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ZOMES OF THE ABDOMEN The abdomen can be divided into 5
anatomic zones: 1. upper abdomen — subdiaphragmatic, liver,
spleen, pancreas and stomach; 2. central zone - periaortic and
vena caval areas with the small bowel, transverse colon and
omentum; 3. right flank - colon and kidney, 4. left flank (colon
and kidney), 5. pelvis - all pelvic contents (Figure [).

Zones 1 and 2 present the most difficult surgical arcas to
explore systematically and remove tumour. The basic surgical
principles are: 1. identify the organs not to be removed and
then keep them in view throughout the procedure, 2. identify
and control the blood supply of the tumour 1o be removed, 3.
go about freeing it up from other organs so it can be removed,
4. repair any damage that may have occurred to surrounding
tissue. In order to do these things casily, exposure is an impor-
tant prerequisite. Stan the procedure in the upper abdomen if
tumour present.

DIAPHRAGM EXPOSURE The mudline incision may reguire exten-
sion to the xiphoid. Occasionally the triangular ligament of the
liver and coronary ligament may be divided to give proper
exposure of the diaphragm or liver (Richardson or similar ret-
ractor for rib cage). Care must be taken not to damage the he-
patic veins,

TUMOUR REMOVAL If the diaphragm is coated with tumour — no
large masses —, | usually take a large uterine curette and scrape
the abdominal side of the diaphragm as clean as [ can. This
should be done early in the procedure. | then pack the dia-
phragm with large dry sponges and proceed with the next step.
I have never had serious bleeding result.

Large tumours require more dissection to free the diaphragm.
Warn the anaesthetist vou may perforate the diaphragm. Per-
foration of the diaphragm is not a serious complication but the
diaphragm must be repaired - never leave a diaphragm perfo-
ration or tear of any kind not repaired.

Repair of diaphragm: 1. use monofilament permanent suture
for repair {Novafil, Prolene, cte.) with a continous suturing
method, 2. rarely a large defect is present — marlex or dacron
prosthetic material may be required, 3. in either case, long Allis
clamps or similar type (T-clamps, ete.) can be used to evert the
diaphragm to make the defect more easily visible for repair,
4. have the anaesthetist expand the lung and put the diaphragm
back to allow air in chest to escape before you seal off the
diaphragm repair.

TUMOUR INVADING THE LIVER Surface tumour invading the liver
2 or 3 em can be removed locally with cautery and careful sys-
tematic control of all bleeding as it occurs.

If the lower edge of the liver is involved: 1. expose the liver, 2.

mattress sutures through liver proximal to the tumour using
absorbable suture over a bumper of surgical or other absor-
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bable material, 3. the distal liver edge can then be removed
with cautery to control residual points.

If undue bleeding occurs, direct pressure or the Pringle ma-
noeuvre controls blood gomg to the liver via portal vein and
hepatic artery. Pringle manoeuvre is the index finger in fora-
men of Winslow and soft clamp or thumb across this area to
put pressure on portal vein and hepatic artery — remember the
common bile duct is also in this bundle of tissue (Figwre 2.
Any further bleeding is from the hepatic veins, which is not se-
vere and under low pressure,

Figure 2. Pringle manoeuvre

There are other areas in the liver of special interest. The gynae-
cologist probably 1s better dealing with tumours in above areas
and leaving larger resections if indicated to liver surgeons.

liwver
stomach

Figure 3. Splencctomy
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SPLEEN A tumour mass on the spleen or at the hilum usually
requires removal of the spleen, occasionally the tumour may be
removed from the hilum or spleen surface. Damage to splenic
blood supply or capsule 1s not easily repaired. Oceasionally
mattress sutures through the spleen over a soft bumper will
conirel the bleeding and allow the spleen to heal. The spleen
can be mobilized forward into the operative field for manage-
ment decisions (Figure 3 and 4) .

Figuire 4. Spleen repair

If splenectomy is necessary, postoperative pneumovax should
be given. It is best to wait 2-4 weeks afier the surgery so the
patient is more capable of mounting an immune response to the
vaccine. Preoperative and immediate postoperative vaccine
has produced less immune response in the patient, especially
when they have a large tumour burden and require extensive
Surgery,

FANCREAS Tumour involving the tail of the pancreas is quite
commionly associated with tumour in the spleen. The 1ail of the
pancreas 15 very close to the lower part of the spleen. When the
spleen is mobilized forward, the tail of the pancreas comes for-
ward with it. Removal of the tail of the pancreas can casily be
carried out if necessary. The cut edge of the pancreas is closed
with maitress sutures and if possible, some adjacent tissue to
cover the cut area. IF the head of the pancreas is involved, it 1s
much more serious as preservation of the main pancreatic duct
is essential.

STOMACH Resection of tumour from stomach usually involves
repair of the stomach wall with a | or 2 laver closure — surgeon
preference. The stomach usually heals quickly if blood supply
to the repaired area is maintained. A gastrostomy can be used
to decrease tension on the repaired arca. If a gastrostomy is
used, | prefer to make a small skin incision over the faleiform
ligament, then with blunt dissection, go down between the lay-
ers of falciform adjacent to stomach and place gastrotomy in
anterior wall of stomach at that side with no part of the tube
through the free peritoneal cavity. The falciform ligament is
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sutured to the stomach at the site. The gastrotomy tube enters
the stomach. If leaking occurs, it can track out the anterior
abdominal wall along the catheter. The gastrostomy is usually
inserted at the end of the procedure to avoid inadvertent ten-
sion on the stomach during the surgery.

SMALL BOWEL Area 2 — The small bowel, omentum, paraaortic
and v
that is non-resectable. Small bowel resection is frequently
required. Resection of diseased areas with end 1o end anasta-
mosis by stapler or 2-layer, hand-sewn anastamoses using 2 0
vieryl or dexon, maintaining all the rules of repair: 1. adequate
diameter to the anastamosis to avoid stenosis of lumen, 2.
blood supply, and 3. all sutures through the submucosal laver
of the bowel. It is often discussed how much small bowel must
be left for postoperative nutrition. Many say 25-40 inches must
be lefi. If ileum is removed. postoperative B12 should be
given.

ena caval area is the next area where one may find tumour

VEMA CAVA AND AORTIC AREAS Exploration of the vena caval
and periaortic arcas can be carmied out by the anterior route
below the mesentery of the small bowel by incising the peri-
toneum with care to avoid the aorta and mesenteric vessels. |
prefer to incise the peritoneum on the right side lateral to the
right colon and reflect the colon and mesentery forward to
expose the anterior part of the right kidney and (Figure 5.) the
vena cava. This is a non-vascular area that gives very good vis-
ibility of the whole arca. Removal of tumour in lymph nodes
here may be desirable. To expose the aorta and left side, the left
colon is mobilized in a similar manner incising of the lateral
peritoneum and reflecting the bowel forward with its mesen-
tery which includes the blood supply almost the full length of
the abdominal aorta and right common iliac vessels will be vis-
ible {Figure 6.). This reflection takes the spleen and tail of the
pancreas forward also making rescetion of this arca casily vis-
ible. The coeliac axis, superior mesenteric and inferior mesen-
teric vessels all will be visualized and must be preserved if pos-
sible. The inferior mesenteric however may be sacrificed if
necessary providing yvou are able to preserve the marginal ves-
sel along the colon. | have sacrificed the inferior mesenteric
many times and have not had a problem with lower bowel
hypoxia 1o require resection of the recto-sigmoid area. The
incidence of significant hypoxia is said 10 be 10%. | have not
seen this occur if care is taken to preserve the marginal vessel.

RIGHT COLON PATHOLOGY The right colon can be reflected for-
ward into the incision as above for better visibility if discase is
present in the right colon, that necessitates removal of a portion
of the right colon: 1. if it is only in the caccum — resection of
the caecum with closure of the colon can be carried out, 2. if
ileo-caccal valve is damaged or removed - closure of the colon
and anastomosis of ileum to transverse colon (right side near
hepatic flexure) — (side-to-side anastomosis). The terminal 12-
14 cms of ileum should be removed with the caccum as it 1s
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usually supplied by end vessels with decreased collateral ves-
sels to terminal ileum. Therefore may have decreased healing
potential. Injuries to the colon that involve less than half the
circumference recognized at the time of surgery can usually be
repaired without resection of the wall providing the blood sup-
ply is preserved. The colon of course has a much higher bacte-
rial level than the small bowel. Colon bacterial concentration
ranges from 10% in the caccum to 1013 in the rectum. Primary
closure of colon injuries have a lgher incidence of leaking
than small bowel.

Operative right colon injuries and resections rarely require
proximal diversion of the faccal stream by ileostomy. How-
ever, the healing potential of the repair or resection must al-
ways be assessed. Caccostomy is no longer used.

kidney

| [
WEnkl L BRI
cava |

Figure 5. The right colon and mesentery is reflected forward

TRANSVERSE COLON AND LEFT COLON Transverse colon and left
colon injuries and resection can usually be repaired or resec-
ted with primary closure without defunctioning colostomy.
Fabian, Strada and others have reported as good or better re-
sults with primary closure of colon injuries when recognized
early. A grossly dilated colon from distal obstruction is a very
dangerous bowel to repair or anastamose. The local defense
mechanisms in the bowel may be seriously depressed so that
the primary process of wound healing may not proceed as
usual and leakage at the site of repair is much more likely.
Proximal and distal faecal load should be removed by immiga-
tion or manual expression. Defunctioning proximal colos-
tomy may be necessary in these cases. When defunctioning
colostomy 1s carried out, care must be taken not to injure the
blood supply distal to the colostomy, (i.e. marginal vessel}.
(Figure 6)
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Figure & The left colon and mesentery is reflected forward

SIGMOID COLON AND RECTUM The basic principles of colon
repair apply to sigmoid and rectum: 1. irrigate the colon and
rectum clear, especially if bowel preparation has not been pos-
sible, 2. maintain blood supply to repair. 3. [ prefer a 2-layer
closure with all sutures involving the submucosal layer of the

Figure 8 In most patients high ligations are necessary to provide sufficient
maobility of the left colon for it 1o reach safely to the pelvie floor
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bowel — staples may be used, 4. Prophylactic antibiotics with
wide coverage and continue 2-3 days (Figure 7).

PELVIC MASS The approach to a pelvic mass in general is much
more standard: 1. identify the blood free pelvic spaces and
decide the likelihood of removal of the mass to the optimum
level, 2. wentify the structures not to be removed and keep
them in view at all times. | do not put rubber drains on ureters
or vessels o identify them, 3. identify the blood supply to the
tumour at a level it can be controlled, 4. use sharp dissection
with scalpel to identify planes and slightly open long scissors
{shde) to explore the blood free planes of dissection for re-
moval of the tumour mass.

A very important part of removal of a pelvic tumour is: 1. use
of the blood free space (i.e. pararectal and paravesicle), 2. con-
trol of major blood supply to the tumour, e ovarian ves-
sels, internal iliac or anterior division, inferior mesenteric or
branches. Controlling these vessels by tying them off or a ves-
sel elamp may be used if you are not going to sacrifice the ves-
sel at that proximal point. Controlling blood supply as early
in the procedure as possible is very helpful in pelvic mass
removal. If the omentum is densely adherent to the mass, it
would have been disconnected from the colon and its main
blood supply during stage 11 of the procedure.

If tumour 15 adherent i the obturator fossa and involves the
obturator nerve rather than leave gross tumour behind the obtu-
rator nerve can be sacrificed with very little or no sensory loss
or motor deficit. Most areas supplied by the obturator nerve
have overlapping mnervation. The lumbo-sacral nerve trunk
however is close by and comes into the pelvis from the lum-
bar plexus over the sacro-iliac joint, posterior to the obturator
nerve and is quite a different story, Trauma 1o this nerve can
cause foot drop and a much more problematic nerve deficit
with considerable disability. It should therefore be carefully
preserved.

Usually the pelvie wumour can be removed as one mass that
may include part of the rectum or sigmoid and possible a por-
tion of bladder dome, which may leave a large denuded area in
the pelvis.

The lower presacral area is especially dangerous. The presacral
area at the level of sacral segmemts 1 and 2 may have bleeding
from the anterior presacral vessels. These are relatively casy to
control with cautery as they are on the anterior aspect of the
upper sacrum. The lower 3 segments of the sacrum however
have veins that penetrate directly into the anterior foramen and
if they are severed near the foramen, they retract into the open-
ing and the bleeding can be very difficult 1o control. Cautery
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set at 100 will usually control the bleeding, which is usually of
venous origin. Bone wax pressed into the foramen will some-
times help. If nerve roots sacral 4 and 5 have 1o be sacrificed
by cautery in the foramen, no serious nerve deficit will result.
53 however, is a larger trunk that can be sacrificed if absolute-
Iy necessary 1o control bleeding. Some posterior buttock loss of
sensation may occur but no major motor deficit should result.
Pelvic floor bleeding can be very difficult 1w control. Great
respect and care in this area to control bleeding immediately
will pay dividends in decreased blood loss and surgical time.

A large denuded area on the pelvic floor that continues to ooze
from capillary bleeding can be packed with dry sponges or
other large packs and the abdomen left open with rayon cover
for 24 hours, Then taken back 1o the OR for removal of the
packs, and the abdomen is washed liberally and closed. Drains
can be used but usually are not necessary unless cozing con-
tinues which is rare if the patient is adequately resuscitated and
adequate perfusion maintained postoperatively to bring clot-
ting factors back to normal.

The intravascular volume, oxygenation and nutrient delivery
must all be carefully monitored to promote the best physio-
logic patient response.

ABDOMINAL CLOSURE The method of abdominal closure has
been debated between continuous and interrupted suturing. In
our Centre and also in Edmonton, comparative series of over
1,000 cases in each group using monofilament permanent su-
ture. The continuous suture closure was slightly better for both
short-term problems of incisional rupture and long-term hernia
formation. The method of closure was one-layer 1-1/2-2 ems of
rectus sheath in each suture with or without peritoneum. We
therefore use a continuous suture of prolene or Novafil being
careful that cach bite contains 1.5-2 cm of rectus sheath, Peri-
teneal closure is not regarded important.

Delaved primary closure is often used for the very obese
patient or if bacterial contamination of the wound is higher
than normal. Subcutancous fatty tissue cannot significantly in-
crease blood supply to mount an adequate defence response.
Obese patients require special care to reduce postoperative
infection. In these cases the skin is left open. The wound is
packed and covered. It 1s closed on the ward with mild seda-
tion on the 4th postoperative day when collagen is just begin-
ning 1o be secreted by the healing fibroblasts. By the Tth day
the wound will have the same strength as primary closure. In-
fection rates were reduced from 21 to 2.5% in this special
group of infection predisposed patients. Prophylactic antibio-
tics cannot and should not be used to compensate for impro-
per wound care,
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Carcinoma of the vulva: method of node dissection

HUGH H. ALLEN, M.D.

Department of Gynecology, Health Sciences Centre, London, Ontario

INTRODUCTION Carcinoma of the vulva has been treated surgi-
cally for a number of vears however, Tanssig in 1940 and Way
in the 1950 recognized the importance of gland removal in
the treatment of all stages of carcinoma of the vulva, They
were able 10 show a reduction in long-term mortality of 13-20
or even 23%, especially in stage 11 and 111 lesions,

Most groin recurrences are not cured by secondary treatment.
Ciroin node removal prevents many of these recurrences, very
especially those that are confined to the node and with the node
capsule and where the number of positive nodes in the groin
does not exceed 3. 1t is now well accepted that groin node dis-
section therefore is necessary for all squamous cell carcinomas
of the vulva that exceed | mm depth of invasion. It may be uni-
lateral in certain circumstances or bilateral, depending on the
depth of penetration, the size of the tumour, the position of the
tumour and to some extent on the degree of anaplasticity. The

size of the lesion 1s important in determining the incidence of

nodal extension. If there 15 3 or more nodes in the groin, this
is a negative factor for recurrence and long-term survival.
Extension in a node beyvond the gland capsule also is a nega-
tive factor. I the nodes are positive in the groin overall, there
is approximately 8-times decrease in 5-year survival and smok-
ers also have a 6.3-times decrease in long-term survival. For
each cm increase in size of lesion beyond | em, a decrease in
survival by over 40% has been reported.

Professor Hacker has been a proponent of conservative man-
agement of carcinoma of the vulva for many vears. | first dis-
cussed this subject with him in 1987 at the original meeting
of The International Society of Gynaccologic Oncology in
Amsterdam. Dr. Hacker’s work on conservative management
began to appear in the carly 8075, Our own work on the Jong-
term results of conservative management was later in the 80's.

We looked at 181 patients with stage [ and 11 carcinoma of the
vulva treated by surgery, approximately one-half treated by the
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radical method — Stanley Way type of wide removal of groin
and vulvar area — and the other half treated by a much more
conservative local excision of the lesion with a subcutaneous
node dissection with no node groin incisions. We have been
able to show a decrease in operative and postoperative compli-
cations including infection and postoperative lymphoedema
with this more conservative approach to both the primary tu-
mour removal with the absence of groin mcisions. Our S-vear
results are comparable for both the radical and conservative me-
thods although admittedly the series is small. There are larger
numbers since the 1995 repon on conservative management but
the figures have not changed. They are now being compared 1o
the more recent method of the 3-incision approach which is a
modification of the operation described in 1812 by Adwioine
Basset of Paris and popularized by Taussig in United States.
There has been a good deal of discussion regarding the 3-inci-
sion method and the problem of bridge recurrences. Bridge
recurrences may be 2-4% especially if nodes are positive,

In our experience, there has been very little difference in the
long-term survival in the 3 different types of approach to wide
excision of the lesion and removal of the groin nodes. We have
had a decrease in the mcidence of wound infection, bridge
recurrences and probably a decrease in lymphoedema of the
leg with the | incision method. The technigque 1s very simple
and can be guickly outlined.

CARCINOMA OF VULVA: LOCAL RECURREMNCE RATE

The local recurrence rate 15 direetly proportional to the ade-
quacy of local removal of the tumour and the time the patient
is followed. Local removal margins for lesions of less than 2
em: | em margin around the tumour is adequate. If the lesion
is 2-4 em, 2 em of margin around the twmour is necessary, If
there is vaginal mucosal involvement, 3 cm are required.
Lesions greater than 3-4 cm have a margin of 3-4 cm of nor-
mal tissue at the time of resection, not necessarily in the con-
tracted pathology specimen but in the resection incision at the
time of removal. (Tahle [)

Tahle |, Carcinoma of the vulva: local resection

Sire of the tumowr (cm) Margins (cm)

24
Vaginal mucosa invelved
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The local recurrence rate has been said to be proportional to the
length of time the patient is followed and to the adequacy of
the removal. Stanfey Way and others have maintained that the
local biochemistry in the vulvar area in patients who develop
carcinoma of the vulva predisposes to recurrence of malig-
nancy in a high percentage of cases if they are followed long
enough. This, unfortunately, includes skin flaps, skin grafis in
the area and local skin that is moved in to close the defect, The
anaplasticity of the tumour as well is a factor. Groin and bridge
recurrences are almost always related to the presence of posi-
tive nodes at the time of surgery as well as the adequacy of the
node removal.

GROIN NODE DISSECTION The indication of groim node dissec-
tion is outlined in Table 2.

Table 2. Carcinoma of the vulva: node removal

Tumour size Mode remaoval
=1 mm invasion 0
=1 mm invasion £

Postenor to middle 13

lesion <2 cm Unilateral
Anterior 'Y lesion

Lesion <2 cm Bilateral
Postenor or middle 13

lesion =2 cm Bilateral

METHOD

I. Separate groin incisions not necessary — unless groin skin or
subcutaneous tissue is involved with tumour.

2. May extend vulvar incision anterior to open dissection
space.

3. Lift skin flaps on both sides — identify Scarpa’s fascia,

4. Remove all tissue deep o superficial fascial layer (Scarpa’s)
- no bridge of tissue remains between the gland dissection and
the vulvar tumour removal.

3. Remove all tissue 4 cm above and below inguinal ligament
lateral to 5 cm below anterior superior iliac spine - clean
temoral vein where saphenous vein enters — clean down saphe-
nous vein 4-5 cm.

6. Remove nodal tssue from lateral to medial down to the fas-
cia lata.

7. Clean the medial aspect of the femoral vein and femoral
canal.
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8, Open external ring and remove ligament and all adjacent tis-
sue up to a deep inguinal ring.

9. Close the external inguinal ring and oblique fascia — place
peyrara sutures.

0. Irrigate under flaps and perineal area with copious amounts
of saline or water and remove all devasculanzed tissue,

11. Be sure bleeding points are tied and flaps are dry, (espe-
cially superficial circumflex iliac and superficial epigastric
vessels) - Deep nodes can be dissected if desired.

12. Mobilize edges of the incision — especially abdominal flap
if necessary.

13. Bring in fatty tissue to cover the pubic ramus if possible for
padding over the ramus — reduces pressure dyspareunia at this
point.

14, Close skin with 4-0 absorbable suture, preferably subcuta-
neous and subcuticular suture.

15. If unilateral tumour removal, try to build the area up so that
it will be as close to the normal side as possible.

16. Bring drain out under skin flaps — low in a dependent area

with good blood supply.

17. Do not bring thigh skin across pubic area
with abduction,

will give pain

18, Mobilize the patient as soon as possible,

19. Do not remove drains until drainage is less than 50 ml/24
hirs.

200 If lymphocysis develops, establish drainage usually
through the previous drainage opening and maintain drainage.

21. Keep the skin flaps over lymphocyst down on underlying
Lissue.

22, Give antibiotics if skin begins to become inflamed.

Sentinel node research may make radical node removal less
frequent.

INDICATIONS FOR RADIATION |, Three or more nodes positive in
the pathology specimen, 2. positive node with extension out-
side node capsule, 3. nodes fixed to femoral vessels, 4. inoper-
able advanced disease,
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Gynaecological oncology:

a perspective from "down under"

NEVILLE F. HACKER, M.D.

Gynaecological Cancer Centre, Roval Hospital for Women, Sydney

iMTRopucTion [t 13 an honour for me to present this lecture,
in accepting honorary membership of the Hunganan Society
of Gynaccological Oncologists. The nitle of the lecture was
chosen in consultation with Pérer Bdsze, and it is probably
an opportune time to reflect on the development of the sub-
speciality in Australia, as the European Union of Medical
Specialists has accepted subspecialization in Gynaecologic
Oncology for Europe as recently as December 1999,

I feel well qualified 1o comment on the subspeciality in Aust-

ralia, having served as Chairman of the Oncology Committee of

the Royal Australian College of Obstetricians and Gynaccolo-
gists from 1992 1o 1997 and as Chairman of the Board of Onco-
logy Examiners from 1992 to the presem time. In 1998 the
Australian and New Zealand Colleges amalgamated, so the On-
cology Committee and Board of Examiners now have responsi-
hility for Oncology training and certification in both countries.

| undertook my own training in gynaecologic oncology at the
University of California, Los Angeles, in the late 1970, and
subsequently served on the faculty of UCLA for a further 6 '
years. Henee | had an opportunity to experience first hand the
evolution of the subspeciality in the United States in its early
years, Having done my basic training in obstetrics and gynae-
cology in Australia in the era of the general obstetrician and
gynaecologist, there was no doubt in my mind that what |
experienced when | arrived in the United States was a para-
digm shift in gynaecological cancer care,

The formal fellowship training in the United States meant that
the gvnaccological oncologist had a much better understanding
of the biological behaviour of all the relevant tumours, a better
understanding of the principles of all treatment modalities, and
far greater surgical skills.
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The most obvious difference was the better training in radical
surgery, including relevant aspects of bowel, urologic, and
plastic surgery. This meant less reliance on radiation for early
cervical and endometrial cancer, better surgical staging of
patients with endometrial and ovarian cancer, radical debulk-
ing rather than biopsy and ¢losure of the abdomen for patients
with advanced ovarian cancer, and an ability to undertake
pelvic exenteration and reconstruction for patients with
tumours recurrent in the central pelvis.

THE SUBSPECIALTY IN AUSTRALIA The subspeciality in
Australia was officially recognized by the College in
1985, and the first Board Examinations were held in 1991,
In developing the subspeciality in Australia, the American
model naturally formed the basic blueprint to follow,
However, with the luxury that we had of reflecting on the
US experience with hindsight, some important differences
were incorporated.

One of the first requirements for the establishment of a sub-
speciality is the anointment of “Grandfathers”. Senior
Consultants who have had the responsibility of caring for
synaecological cancer patients for many years, ofien without
the advantage of any formal training. This process has the
potential to be both controversial and divisive, In the United
States, all “Grandfathers’ were required to sit a formal Board
Examination, which tended 1o make the subspeciality some-
what exclusive,

In Australia, we took the view that it was important not to
alienate senior, influential consultants, whose support would
be vital to the acceptance of the subspeciality in the wider
gynaecological community. Hence, we attempted to be as
inclusive as possible. “Grandfathers” were not required to take
an examination, but rather were required to produce a log book
of cases, demonstrating that about 30% of their time was spent
dealing with mvasive and preinvasive disease,

Mot all of those who would have been eligible applied 10 be
“Grandfathers”, but of those 20 who did apply, 18 were accept-
ed. Nobody who held a position at a teaching hospital was
rejected. For this reason, 1 believe that we were able to garner

149




Hacker NF

much goodwill and support within the wider gynaecological
community.

Another important early event was the formation of the
Australian Society of Gynaecological Oncologists (ASGO),
This followed a retreat, which was organized by Margares
Dy in the Barossa Valley in South Australia. There were 10
invitees, and Bill Creasman, then at Duke University, was the
mvited guest. As a result of this retreat, it was resolved to form
the Society, and the first meeting was organized by Don Mars-
den in Hoban. Robert Rome was the inaugural Chairperson,
and | was privileged 1o be the first invited overseas guest, as |
was still working at UCLA at the time.

Not all “Grandfathers” supported the formation of ASGO,
because it was seen as being in competition with another can-
cer society, the Clinical Oncology Society of Australia
(COSA), of which gynaecology was a subsection. Certainly,
participation at COSA meetings by gynaecological oncologists
has declined markedly as ASGO has grown, but the political
influence that ASGO has had cannot be underestimated.

The decision was made to restrict membership of ASGO 1o
gynaecological oncologists, allowing colleagues in other disci-
plines to attend only as guests. This has kept the group fairly
small, but it has allowed ASGO to be the major lobby group for
the advancement of the subspeciality in Australia. In recent
years, the Society has attracted an increasing attendance from
Asian colleagues, a number of whom have trained in Australia
over the past 10 years.

In Australia, certification in Obstetrics and Gynaccology
requires 6 yvears of specialty training, which may commence
after a minimum of 3 years of a rotating residency program.
Training in Oncology may commence after a minimum of 4
vears of training in Obstetrics and Gynaecology, and the
requirement is for 3 years of clinical training in an approved
Grynaecological Oncology Unit,

During this 3 vear Fellowship program, up to 6 months may be
spent rotating to other clinical areas such as Radiation Onco-
logy, Medical Oncology, Pathology or Palliative Care. Unlike
in the United Kingdom and the United States, we do not
require training in laboratory research.

In my wview, and that of the Australian and New Zcaland
College, 1t is the surgical skills which are the most difficult to
acquire, but vet are the most important prerequisites for a
gynaecological oncologist. This 15 our raison d’etre. We musi
be able to perform radical surgical procedures safely, and inde-
pendently, if we are to have the respect of our gynaccological
colleagues, and attract referrals from them. If we cannot do
this, gynaecological cancer care will once again be shared
among general gynaecologists, peneral surgeons, and radiation
oncologists. As surgical expertise is partly inherent and partly
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learnt, we all have a responsibility to encourage only those
trainces with a natural aptitude for surgery, and to ensure that
the training they receive is of the highest order.

Expertise in radical surgery requires not only aptitude and
training, but also continued exposure to a large volume of
cases. Caseload relates to manpower issues, and this is anoth-
er point of difference between the US and Australian Colleges.
In the United States, the American College accredits units to
train Fellows, and each unit is able to have one or more
Fellows in training at any given time,

In Australia, we believe that it is important to control our man-
power needs, which means that accredited units will not
always have an Australian Fellow in their program. A vacant
position may be taken by an overseas gynaecologist seeking
training in oncology, or a general trainee secking to enhance
his or her surgical skills.

We believe that an optimal manpower ratio is about one gynae-
cological oncologist for every half million head of population,
so with Australia’s current population of 19 million, we would
need about 35-40. At the present time, we have 29 certified
gynaccological oncologists in Australia, and there are a further
5 in training or awaiting certification,

In order to achieve control of our manpower, we introduced the
National Selection Program in 1996 and aceept only one or two
candidates into training positions each year. Candidates wishing
to apply for Fellowship training do so to the College, and each
June, there is a meeting to select the best candidate. Participants
at the meeting are representatives from ecach of the accredited
training units, and all candidates are asked the same series of
questions. To be competitive, it is usually necessary for a can-
didate to have had surgical or research experience bevond the 4
years of basic training in Obstetrics and Gynaecology.

As there is a finite number of cases to be managed each year,
oversupply of manpower and dispersion of cases among mul-
tiple units can only lead to low case loads, difficulty maintain-
g surgical skills, complex cases rarely seen, and limied
availability of cases for research and training. All of these lead
to job dissatsfaction, and to competition with general gynae-
cologists for benign cascs, in order to pay the rent,

Certification “down under” is by examination. Candidates are
required to pass a written and oral examination, and to submit
an original clinico-pathological research paper. The latter must
be acceptable for publication in a peer-reviewed journal. An
examination, of course, docs not guarantee surgical compe-
tence, but Fellows must submit progress reports to the College
from their Program Director every 6 months during training. It
is the responsibility of the Program Director to terminate the
training of any Fellow who lacks the necessary surgical skills
to master radical pelvic surgery.
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At the present time, candidates are allowed to sit for the writ-
ten examination if they are within 3 months of completing their
Fellowship training. Candidates currently elect to take the
examination as soon as they are eligible, but 1 am not con-
vinced that this allows a proper assessment of their ability to
function as an independent consultant. My own view is that the
American system is preferable here, where candidates are con-
sidered Board Eligible at the completion of their Fellowship
training, and are not able to sit the examination until they have
been in independent practice for 2 years, and submitted a sat-
isfactory log of cases.

Certification in Gynaecologic Oncology s valid for 3 years
only in Australia, following which re-certification is necessary.
The re-certification is based on submission of a satisfactory log
book of cases, together with the accumulation of a mimimum
number of Continuing Medical Education credits. The log
book must demonstrate that the candidate is personally respon-
sible for the management of at least 75 new cases of invasive
cancer per year, and spends at least 66% of his or her time in
the subspeciality.

Unlike our British counterparts, we sec no role for a “gynac-
cologist with a special interest in oncology”. The general
synaecologist will usually make the initial diagnosis, and par-
ticipate in the follow-up care, but we believe that all patients
with imvasive cancer should be managed in consultation with a
gynaecological oncologisit. This is not to suggest that all
patients requiring surgery need to be referred to a tertiary refer-
ral unit, If non-radical surgery is considered appropriate after
review of the pathology, this would normally be carried out by
the patient’s own gynaccologist,

Most gynaecological oncologists in Australia work in tertiary
referral units, as part of a multidisciplinary team ol medical,
nursing, and paramedical personnel. Such units offer the best
compromise between quality care and economic reality. With a
finite number of new cancers cach year, it is not possible for
every teaching hospital to have such a unit, if units of a viable
size are 1o be maintained.

There can be no doubt that subspecialization in gynaccologi-
cal oncology is in the best interests of patient care, but it has
been slow 1o gain acceptance in Europe, because of the med-
wcal politics involved. The American model of a gynaccologi-
cal oncologist encroaches on other medical and surgical spe-
cialities, particularly medical oncology, colorectal and urolog-
ic surgery, and this has led to many confrontations in individ-
ual hospitals.

In Australia, chemotherapy is generally given by a medical
oncologist who works as member of a multidisciplinary team,
and I feel that this provides the optimal standard of care.
Medical Oncology is now a mature specialty in its own right,
and 1t 15 impossible for the gynaecological oncologist to be
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expert in all aspects of chemotherapy, tumour genetics, immu-
notherapy, and gene therapy (1).

Most bowel surgery is done by the gynaccological oncologist,
and | believe that it is realistically impossible to practice this
subspecialty if one 15 not competent to underiake this surgery.
The need for bowel resection is commaon, so expertise is read-
ily maintained, and it is frequently not possible to predict its
need preoperatively, On the other hand, the need for major uro-
logic procedures, such as continent conduits, s uncommon,
and their requirement is entirely predictable, so it is preferable
to undertake such procedures in conjunction with a urologic
surgeon. The underlying principle should always be to do what
is in the best interests of the patient.

Notwithstanding the political problems with colleagues from
other specialities, the major resistance to sub-specialization has
always come from within our own ranks. The well-trained
gynaecological oncologist is undoubtedly an elite surgeon, and
general gynaccologists have always perceived us as a threat
Hence it is incumbent upon us o work towards developing a
partnership with our general colleagues which is non-threaten-
mg, non-judgemental, and non competitive, 1 we want patients
with cancer referred to us, we must not compete with the gen-
eral gynaccologist for patients with benign disease. This will
only happen if we control our manpower (2},

We must also accept that as oncologists, we live in an “ivory
tower . Patients are typically referred after the diagnosis has
been made, and with the benefit of hindsight, it is sometimes
easy to see problems with a colleague’s management. However
we should remember that diplomacy and humility are ulti-
mately more likely to be influential in changing patterns of
care, than is blatant criticism.

CONCLUDING THOUGHTS We live in changing times. Alexander
Pope said “Be not the first by whom the new is tried, nor yet
the last to cast the old aside™. 1 believe it is time for Europe to
cast the old aside and embrace the concept of subspecialization
in gynaccological oncology, so that women with gynaccologi-
cal cancer may be assured that their management will be car-
ricd out with genuine expertise.

I wish the members of the European Union of Medical Specia-
lists every success in their endeavours to introduce subspecial-
ization to Europe, and may | conclude by once again thanking
Péter Bésze and the members of the Hungarian Society of
Gynaccological Oncologists for the honour of membership of
their Society.

PRESIDENTIAL ADDRESS

I. Heintz APM. Gynecologic Oncology: a discipling or a profession? Int J
Crymecol Cancer 2002; 12:133-134,

2. Hacker NF. Owganization of gyvnecological cancer care: a time for
change. Int ] Gynecol Cancer 1998; %:1-5,
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European Colposcopy Certificate —

how to get accreditation

CHARLES WE REDMAN, M.D.

Department of Obstetrics and Gynaecology, North Staffordshive Hospital, Stoke-on-Trent

INTRODUCTION At present, there is no European Colposcopy
Centificate and no agreed form of accreditation. On the other
hand it would be useful to review the current situation and dis-
cuss the ways forward.

Firstly, the fact that we are considering this issue at all indi-
cates the guality assurance, and professional accountability has
become important issues throughout Europe and indeed the
world. There is increasing recognition that clinical care should
be evidence-based and that practise should conform to agreed
guidelines and standards. Clinicians, and indeed health care
workers generally, need to provide evidence of adequate train-
ing, and professional govermance, including continued profes-
sional development. These concepts have become widely
accepted, at least in principle, but their implementation can be
difficult.

In addition to issucs of quality assurance, the need for greater
uniformity in health care provision has become an issue, par-
ticularly within national Health Care systems such as the
MNational Health Service (NHS) in the United Kingdom (UK)
or within political or economic bodies such as the European
Economic Commission (EEC). It is obviously imponant to
patients that they know that the care they receive is not depen-
dent on where they live and that the professionals looking after
meet up to required standards. In the context of colposcopy,
which is a relatively limited clinical arca with well-defined
objectives, it is clearly desirable that women throughout
Europe can be safe in the knowledge that anvone who sees
them is trustworthy and competent. Furthermore, from a pro-
fessional point of view uniformity in practise and training
between states should confers a number of advantages and
facilitate mobility,

Addvess corvespondence to!

Charles WE Redman, VLI,

Department of Obstetnics and Gynaecology
North Seaffordshire Hospatal
Stoke-on-Trent, UK

E-mail credmanianetcentral co.uk
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WHAT IS MEANT BY ACCREDITATION? The principle is that some
body or other is given the authority to accredit a professional
usually 1o the effect that they meet some or other list of
required standards.

In the UK, for example, the British Society for Colposcopy and
Cervical Pathology (BSCCP) launched an acereditation process
and, in conjunction with Royal College of Obstetricians and
Gynaecologists (RCOG), introduced a structured training pro-
grammie which all future colposcopists will need to successfully
complete in order to practise as BSCCP certified colposcopists,

The NHSCSP colposcopy quality standards require that all col-

poscopists are adequately trained and see sufficient patients 1o

maintain their skills. At present centification ocecurs on a trien-

nial basis and requires the colposcopist to demonstrate:

@ a sufficient work-load which is defined as a minimum of 50
new patients presenting with an abnormal smear per annum

@ commitment to audit

® engages in Continued Medical Education 1.e. must attend at
least one BSCCP recognised meeting every three vears,

It 15 possible that in future practitioners will need to demon-
strate not only a commitment to audit of their practise but that
it conforms to agreed clinical guidelines. Clearly the develop-
ment of such guidelines is a necessary pre-requisite.

There are two key points to note. Firstly although accreditation
requires adequate training, it is not simply about this but
mcludes other areas of professional practise. Secondly, the cer-
tifying body has the authority to decide who 15 certified and
who is not, but has no direct authority about who should prac-
tise colposcopy. In the UK, there are abowut 1900 BSCCP centi-
fied colposcopists who represent about 90% of currently prac-
tising colposcopists. Many emploving or purchasing authori-
ties are demanding that colposcopy is performed by BSCCP
accredited practitioners but it not the BSCCP who validates
whether or not practising colposcopists are accredited.

TRAIMING REQUIREMENTS Accreditation requires that an ade-
quate traming programme exists and if there is to be European
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certification there has to be uniform training programmes
throughout Europe. There are, in fact, few national training
programmes in the 40 or so countries within Europe: a recent
survey identified only 4 programmes, namely in Belgium,
Croatia, Yugoslavia and the United Kingdom (1).

The need for adequate and uniform wraining 15 well recognised.
In 1998, representatives from a number of European colpos-
copy societics met and agreed that a pan-European group
should be established. Consequently the European Federation
for Colposcopy (EFC) was formed in April 2000.

IDEMTIFICATION OF A CURRICULUM  The first step was 1o agree a
training curriculum. It was decided to use a competence-based
approach; in other words, the aim was to identify those com-
petencies that an individual would require to practise col-
poscopy. Although colposcopy is performed for a variety of
different reasons and in different settings throughout Europe,
whatever the idication, the prime objective is the same,
namely 1o detect cervical disease, particularly pre-cancerous
changes, as are the required core skills.

There are a number of ways of developing a curriculum (2),
which include a subject-centred or ‘content knowledge’
approach, task analysis and the Delphi technique. The subject-
centred or ‘content knowledge” approach is the traditional
model used for training doctors in the UK and Europe. The
training methodology is theory dominated and demands factu-
al knowledge at the expense of practical experience and clini-
cal competence. The drawbacks of this approach are widely
acknowledged. Task analysis involves detailing all the func-
tions, which constitute the practise of colposcopy. One could
then prepare a training programme founded on these activities.
The obvious disadvantage of this approach is that it refers only
to functional tacks and not how best to perform them. Such as
exercise can only have limited value.

Another approach is the Delphi technique, which relies on
obtaining a consensus from an expert panel or *wise men”. This
i5 one of the most commonly and successfully used mecha-
misms for identifving professional behaviour /competencies.
This approach has been often used in clinical and health ser-
vices research (2-5). The Delphi technique is an iterative mul-
tistage process designed 1o combine opinion into group con-
sensus, It was decided to use this method to identify compe-
tences that are regarded as necessary for a diagnostic colpo-
scopist to practise within Europe and these would form the
basis of a competence-based core curriculum (6). The core
competences identified are shown in Table /.

TRAINING PROGRAMME COMPONENTS [t 1s not intended that there
should a single pan-European colposcopy training programme,
rather that training programmes in Europe share, not only a
common core curriculum, but a number of other basic features.
Given that this 1s achieved then the way is open for training in
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Table 1. EFC Core Competencies
1. Basic skills

1.1 History taking

i.2 Posithoning of patient

1.3 Insertion of vaginal speculum

1.4 Perform cervical smear {incleding Cytobrush)

1.5 Perform bactericlogical swabs

1.6 Take samples for HPY testing

1.7 Practise complics with Health and Safery
recommendations

1.5 Practise complies with Nitional Cervical
Screening Guidelines

2, Colposcopic examination

2.1 Position and adjust the colposcope

232 Determine whethier or not the entire
transformation zone (T2} 15 visible

23 Determine whether or not colposcopy 15 satisfactory

24 Recognise abnormal vascular pattemns

2.5 Examination of TZ with saline and green Glter

26 Examination of TZ with acetic acid

2.7 Quantify and describe acetic acid changes

2.8 Use endocervical speculum

29 Schiller's Test

210 Examination of vagina with acetic acid

3. Colposcopic features of the normal cervix

31 Recognise original squamous epithelium

3.2 Recognise columnar epithelium

33 Recognise metaplastic epithelium

34 Recognise Congenital Transformation Zone
35 Recognise features of a postmenopausal cervix
6 Recognise effects of pregnancy

4. Colposcopic features of the abnormal lower genital tract

4.1 Low grade pre-cancerous cervical abnormality

4.2 High grade pre-cancerous cervical abnormality

4.3 Features suggestive of invasion

44 WalN

45 ViIN

4.6 Extent of abnormal epithelium

4.7 Acute inflammatory changes

4.8 HPY infection, including condylomata plana and accuminata
49 Changes associated with prior treatment

4.0 Benign cervical polyps

5. Practical Procedures

| Local analgesia

52 [hrected cervical biopsies

53 Directed vaginal biopsies

54 Drrected vulval biopsies

55 Control bleeding from biopsy sites

i, Administration

6.l Document Nindings
6.2 Manage patienis within guidelines

7. Communication

7.1 Ensure adequate information

72 Obtain informed consent comectly

7.3 Break bad news

7.4 Communicate well with other health professionals
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one country being recognised by another. This methodology
allows each training programme to be customised to the needs
of the individual country and yet share sufficient common
ground with other training programmes.

A training programme is not simply an educational course, It is
a comprehensive period of training with defined aims and
objectives, and a designated trainer who facilitates learning of
the various skills required. Training is chinically based and nec-
essarily will use an apprenticeship model. There is a need for
assessment and quality assurance.

The features of the current programmes are summarised in
Table 2. The current length of training ranges from 3-18
months depending on whether the trainee is full-time (as in
Yugoslavia) or part-time as in the UK (about one session per
week), Similarly the requirements necessary 1o be a tramer
vary: in the UK a trainer only needs to see a mimimum of 50
patients whereas in Yugoslavia the requirement is 500! The UK
is the only training programme that does not have comprehen-
sive assessment,

Tahle 2. Current European Training Programme Details

Country Aims  Length  Assess-  Cases Trainer  Centre
{mw} mem cnleria  critena

Belgium X f 150 X

Croatia b t X X X

Yugoslavia 3 X SO0

LK 15 X 150 k1] b

If there is to be uniformity and mutual recognition in training
programmes in Europe, there has to be agreement on these
basic traiming programme features. This exercise is currently
underway and agreement will hopefully be reached by Apnil
2003,

THE BSCCP/RCOG TRAINING PROGRAMME This programme serves
as an example of an on-going colposcopy-training programme,
It is open to any gualified doctor or nurse who has attended a
BSCCP recognised Basic Colposcopy Course. The tramee
needs to identify a trainer, who must be a BSCCP centified col-
poscopist, and then register with the BSCCP. There are cur-
renily 470 BSCCP centified colposcopists who have indicated
a commitment to training and 400 registered trainees. Since
1998 over 300 rainees have completed the training pro-
gramme.

The training programme has an agreed curriculum, is struc-
tured and trainee-centred. The trainee must see a total of 150
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patients under supervision (the first 50 of these must be direct-
ly supervised). In addition 1o completing a loghook the trainee
15 required to present 10 short case commentaries on which the
management is discussed. Successful completion of these
requirements allows the trainee to be awarded the BSCCP/
RCOG Colposcopy (D) diploma i.e. in diagnostic colposcopy.
There is an optional treatmemt module which allows the
BSCCP/RCOG Colposcopy (DT) diploma ie. diagnosis and
treatment.

LESSONS TO BE GAINED FROM THE UK EXPERIENC Colposcopy
forms part of the NHSCSP, which has helped to introduce of a
uniform strategy based on agreed quality standards, Through
previously agreed national guidelines, the role of and indica-
tions for colposcopy have been well defined. There has been
close co-operation between the NHSCSP and the involved
national bodies, which include the BSCCP, RCOG, and the
Association of Genito-Urinary Medicine. The BSCCP is a
well-gstablished and thriving society that has promoted col-
poscopy for over 25 years and to which most UK colposcopists
belong. All these factors have promoted consensus and cohe-
sion,

In a relatively short space of time a comprehensive accredita-
tion and training programme has been instituted. In many ways
the scene was set for this o happen as throughout the NHS a
quality assurance culture has emerged, responding 1o a politi-
cal and public demand for cost effectiveness and accountabilty,
There appeared to be high degree of consensus that these
changes were right and necessary; consequently little opposi-
tion has been encountered.

THE ROLE OF MATIONAL COLPOSCOPY SOCIETIES There are many
advantages in using national colposcopy societies as the organ-
isational structure for co-ordinating training and accreditation,
A principle advantage is that the process is in the control of
those who undentake colposcopy and therefore understand the
practical issues, Naturally it may be necessary for liaison with
other national bodies. In the UK, for example, the BSCCP
works closely with the NHS Cervical Screening Programme
and has joint responsibility with the RCOG for training,
However, the BSCCP was from the outset, in many ways, in a
privileged position not shared in other countries. Not all coun-
tries have a colposcopy society and in those countries with a
society, the proportion of practising colposcopists who are
members can vary greatly. In Germany there may be 4000 col-
poscopists but only 300 are member of the national colposcopy
sociely.

What steps are needed if societies are going to be able o
realise their potential. Firstly it is vital that every country has a
colposcopy society and with the advent of the EFC this appears
to be happening. Secondly there is a need for these societies to
work together and there 15 an obvious role for the EFC o
enable this, and, to date, this appears to be happening. Finally
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societies need to be given the mandate to train. This, to some
degree, is a political area and it may be that the medical edu-
cational authorities within the EEC need to be brought on
board to realise this goal. Onee a society has the authority to
train, it 1 in a position to introduce acereditation for its mem-
bers. The significance of acereditation in any given country
will vary subject to local forces.

REQUIREMENTS FOR ACCREDITATION [n summary, accreditation,
as with training, should be a local issue. There should,
nonetheless, be core common features so that accreditation in
one country is transferable. For this to oceur there needs to be
commeon standards for trmining, accreditation and, ultimately of
clinical practise. These objectives are currently being
addressed by the EFC in conjunction with the EEC Cervical
Secreening Network.

ROLE FOR THE EAGC [t 15 likely that individual national societies
will have the authority to plan individual training programmes
and set targets for accreditation. The educational activity
required for training and. just as importantly, continued pro-
fessional development (CPD) and education (CME) will be
provided by a variety of sources. In the UK, for example, basic
colposcopy courses, as well as courses in pathology and
eytopathology are provided by other bodies but the courses are
recognised by the BSCCP for the purposes of training. A simi-
lar approach is taken for CME, It is recognised that not all col-
poscopy societies will have the resource to provide compre-
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Enrapean Colpascopy Certificate — how to get acereditation
hensive educational material and opportunities required for
these activities. Educational professional bodies, such as the
EAGC, are ideally placed to meet this opportunity.
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What gynecologists should know about radiotherapy

Ben ). Smat, M.D,

Department of Radiation Oncology, University of Stellenbosch, Tvgerberg Campus, Tveerberg

INTRODUCTION This is not an casy question to answer. | am
sure that the majority of gynecologists know that radiotherapy
is very useful, and refer patients regularly to radiotherapists.
Much literature has been generated in the last decade with ref-
erence 1o the integration of chemotherapy and radiotherapy — it
scems that the jury still may be out relevant to this verdict.

The purpose of this paper 1s to spell out in some more detail
how very useful this modality of radiotherapy 15. Besides the
perhaps drab purely clinical, radiotherapy has a very interest-
ing and captivating origin, and the discoverers of X-rays and
the phenomena of radicactivity and radioactive chemicals, had
a profound influence on the course of world history:, on the
course of medical practice in general and on the successful
treatment of cancer by means of radiotherapy.

The events leading 1o the discovery of the tools for radiothe-
rapy also had a profound influence on astronomy and on our
present understanding of the structure and functions of the
Universe. These discoveries changed perceptions of our place
in the universe. We can safely say that modemn man was
defined by the discovery of radioactivity and the tools for
radiotherapy in the late 1800°s carly 1900°s. Cancers of gyne-
cological interest vary with the country, but often include can-
cers of the wlerus, cervix, the ovaries and breasts, but this paper
will exclude radiotherapy for breast cancers,

HISTORY: GYNECOLOGY AND RADIOTHERAPY | hope that the reader
will find much pleasure in appreciating what monumental dis-
coveries were made at the tum of the previous century, how
perceptive these workers were and how quickly events fol-
lowed on these discoveries.

Wilhelm Conrad Roenigen discovered X-rays, almost by acci-
dent. He unlocked this cpoch making secret in 1895, What was
this secret? Because man can only perceive colors from violet
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to red, anything above vielet or under red was not visible to the
human eye. Light is a form of clectromagnetic radiation, just
like radio waves. The color of a light wave 15 dependent on the
wavelength. Uliravielet has a relatively shont, and red a rela-
tively long wavelength. Reentgen observed by chance that if
the charge of a fairly large induction coil (a thing still found in
most modermn motor cars) is made to pass through a Crookes’
tube, shadows were formed on a nearby photographic plate. He
immediately set out to do a series of very careful and thought-
ful experiments. Because he appeared to realize that 1f the
shadows were for real, then some “invisible light” must have
penetrated the paper wraps around the photographic plate,
which was something that UV light could not do, He then cov-
ered the Crookes” tube in black cardboard and placed it in a
darkened room, and observed at each discharge of the induc-
tion coil through the wbe, a bright illumination of a paper
screen which he had covered with barium platino-cyanide, a
material capable of fluorescing. Such materials fluoresce if
some invisible light, for instance ultraviolet, falls on it. The
UV light is invisible, but will cause the particular material to
emit visible white light. This new, invisible ray emanating
from the Crookes’ tube, however, caused the material to fluo-
resce despite having passed through cardboard!

He then investigated how much paper this “light” could pene-
trate — it went through a book of 1000 pages, through a double
pack of playing cards or through several lavers of tinfoil. He
found that thick blocks of wood were also transparent. A sheet
of aluminum 15 mm thick enfeebled the action senously, but it
did not cause the fluorescence to disappear entirely. Roenigen
named these rays, X-rays because at the ime their nature was
still unknown and the symbol in mathematics for the unknown
15 X, Roenigen is therefore m a sense, the father of teleradio-
therapy because his apparatus could irradiate substances a sub-
stantial distance away from his Crookes’ tube. Very soon he
had photos of his hand and the hand of his wife, the first “X-
rays” or Roentgenographs. Roentgen never patented his appa-
ratus. This was a conscious and philanthropic decision, leaving
it for the benefit of mankind.

HEMRI BEQIUEREL AMD RADIQACTIVITY (1896} A physicist, Amiaine
Henri Becguerel, having read about Roemtgen's discovery,
became interested in materials in which “phosphorescence”
could be induced by sunlight. He decided 1o investigate the
relationship, it any, between light and X-rays. He postulated
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that phosphorescent materials may also be induced to produce
X-rays. He placed several phosphorescent materials (on a pho-
tographic plate protected from light) and exposed the rocky
materials to sunlight to make them phosphorescent. Sure
enough, some of these materials had the profile of the stones
displayed on the plate. However, he learnt that some materials,
especially uranium salts, exposed the photographic film even
when not exposed to sunlight. Obviously, whatever emanated
from the rocks had a similar effect to that of X-rays. But were
they X-rays? We now know that this process is due to the decay
of radium or thorium atoms, and the very important phenome-
non of radicactivity (later so named by the Curies) was dis-
covered. This was in 1896, jusi about a year after Roentgen’s
monumental discovery, Beguerel therefore, in a sense, was the
father of brachyradiotherapy, which means radiation from
close up, i.e. from rays emitted from radioactive “rocks” like
radium, or later from manmade radioactive materials like ind-
jum 192, These could be made into highly radicactive small
tubes, ideally suited for placing into either needles for imtersti-
tial radiotherapy, or into tubes for intracavitary radiotherapy,
the latter ideal for treating cancer of the cervix, as was soon
attempted. This was due in part to the fact that Beguere! found
out that the rays from radium were not “innocent”, he carried
radium in a shint pocket and received a radiation burn. These
rays obviously had some biological effect!

MARIE SKLODOVSKA AND PIERRE CURIE (1898] This legendary cou-
ple discovered polonium (Marie was from Poland) and Marie
discovered the element radium. Marie Curie called the phe-
nomenon of radiation emanating from rocks and uranium ra-
dioactivity, although Beguerel discovered the phenomenon, he
did not give it a name.

The discoveries discussed above had an enormous influence on
medicine, physics, astronomy and the way mankind under-
stands his place in the universe. Today, we are using both X-
rays and the products of radioactivity to analyze matenals, to
unravel the nature of matter and energy and to treat cancer suec-
cessiully.

Jean Danysz, a polish pathologist, used radium to treat malig-
nant tumors, circa 1899, James Ewing was an oncologist from
Comell University Medical College and of course described
Ewing's sarcoma. In 1920 he was intemnationally recognized
for his work on cancer. He was bom in 1866 and he was instru-
mental in establishing oncology as a specialty in America in
1919. He was professor of oncology at the Comell Umiversity
Medical College in New York.

In 1904 the Curdes demonstrated that radium rays are capable
of destroying diseased cells, and consequently radium treat-

ment was used for malignam diseases. Modem vanations of

radiation therapy remain one of the most significant develop-
ments in the history of oncology.
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In 1903 Margarer Cleaves is reputed 1o have used radium in
glass tbes (highly dangerous!) for carcinoma of the cervix,
but it was Carl Forssell, a Swedish radiologist who pioneered
radium treatment for cancer of the uterus in 1917, Radium
treatment for cancer was introduced into the UK in 1929, and
in 1930 radiotherapy was added to surgery as an effective
modality in the treatment of certain cancers. In 1935, radioiso-
topes to study living tissues were initiated by the Hungaran-
born professor of chemistry, Georg Charles von Hevesyv. In
1963 a South African born physicist, Alan Cormack, devel-
oped the mathematical principles for the X-ray imaging of soft
tissues, the basis for the CT scanner {Computerized tomo-
araph).

Geoffrey Hounsfield built the first CT Scanner, based on
Cormack’s algorithm for the differential absorption of X-rays
in tissues of differing densities. He was at the time, an engineer
employed by the EMI record company, The vear was [973.
They, Cormack and Hounsfield later received the Nobel Prize
for physics for this achievement (1979). This discovery revo-
lutionized diagnostic radiology as well as the standard of
radiotherapy practice (1-2).

THE RELEVANT PHYSICS FOR GYNECOLOGISTS

PHOTONS AND ELECTROMS, THE COMMONLY USED RADIOTHERAPY
MODALTIES A photon is an electromagnetic wave. Ordinary
white light is composed of a spectrum of photons of different
wavelengths, red having the longest, and ultraviolet the shor-
est. The shorter the wavelength, the more energetic and pene-
trating the photon. Gamma rays are quite energetic, but mod-
em linear accelerators can produce X-rays that are as much as
25 times more energetic than gamma rays. The distinetion
between gamma rays and X-rays is largely academie: gamma
rays emanate from radioactive nuclides like radium, cesium 37
or irdium 192; X-rays from manmade electron accelerators.
X- and gamma rays are thus both high-energy photons with
very short wavelengths,

Photons are emitted from atoms under certain conditions, An
atom is composed of clementary particles, the proton and neu-
trom in the nucleus, the electrons orbiting the nucleus. All these
particles can be used for radiotherapy, but only electrons are
used widely. Unlike photons, which can penetrate the body
with ease, although the exit dose will be smaller than the entry
dose, clectrons can only penetrate about 2-6 cm in ordinary
use, depending on the energy with which they are accelerated,
Electrons are useful; because of this quality underlying tissue
can be protected. An example would be the treatment of the
chest wall in breast cancer. where the underlyimg lung or heart
can be spared. This cannot easily be done with photons.

RADIOTHERAPY PLANNING With the advent of the CT scanner in

1973, this apparatus was soon used not only for tumor local-
ization and diagnosis, but it also allowed 3-dimensional col-
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lection of data on tissue densities as well as corrections for dif-
ferences in the composition of tissues. This allows a very accu-
rate determination of the energy distribution through a target
arca, which can then be iradiated very homogeneously.

Three-dimensional planning also allows the normal tissuc
some centimeters from the wmor to be protected from the
insult of large doses of radiation. This leads o improved tumor
control and fewer complications. Computerized scanning,
localization and the associated 3-D planning revolutionized the
practice of radiotherapy. No plan for radical curative radio-
therapy is presently accepiable unless the plans were done by
aid of a CT scanner and 3-D planning computer.

The Magnetic Resonance Imager (MRI) soon followed the
example of the CT scanner (1980's), and pioneered the way
for marvelous 3-dimensional pictures, The MRI scanner can
image soft tissues exquisitely, and is of great value to the radia-
tion oncologist in all anatomical regions. Software programs
enabling the registering of MR and CT pictures are available,
and are essential in some areas, for example the pituitary gland.

PROTECTION OF NORMAL TISSUES The unit of radiation dose
for clinical use is the Gray, abbreviated Gy. Technically it is
energy of | Joule deposited for each kilogram of water. In
terms of heat energy, this is very little. The damage to tissue is
by virtue of damage to the DNA and it is not because of any
thermal effect.

Normal tissues can be protected in the high dose areas near the
target or tumor arca by suitably shaped and contoured lead or
low-melting point “Cerrobend”™ blocks. These have the big
advantage of allowing larger doses to, for example, the cervix
and reducing dose to the sensitive rectum and slightly less sen-
sitive bladder. These organs can tolerate only about 60 Gy in 2
Gy fractions, whereas the cervix and vaginal vault can tolerate
very high doses of radiation, in the order of 100 Gy or more,
delivered by radium.

The modern frontier of technical excellence 15 the multi-leaf
collimator. With this device the projected shape of any tumor
can be matched from any direction the radiotherapy beam is
directed, This obviates custom-made lead blocks and is fast
and accurate, although the collimators are expensive.

The nexi significant development is that of conformal radio-
therapy. This is somewhat complicated technically, but what it
means, is the capability now, by modulating the intensity of
each of a large number of radiotherapy pixels (or little cubes
per field). The result of this is that a homogeneous dose con-
forming to the surface of a tumor of complicated shape can be
delivered. In this way the sensitive organs can be protected, for
example the spinal cord where irradiation of the para-aortic
nodes 15 considered.
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RADIOTHERAPY OPTIONS As alluded to above, in the section on
the history of radiotherapy, radiotherapy can be divided into
teletherapy, brachytherapy and systemic radiotherapy.

TELERADIOTHERAPY By this is meant the delivery of X-rays
from a radiation source some distance from the skin surface
or from the midpoint of the tumor. This point 1s called the
iso-center, because the central axes of beams of radiation
directed from a gantry that can rotate around the patient will
all cross through this point, It 1s easy to visualize this situa-
tion if one imagines the hub of a bicyele wheel as the iso-cen-
ter and the spokes as multiple beams passing from all of 360
degrees through the hub. In practice the number of beams sel-
dom exceed 6. Note that all the “spokes™ are in the same
plane. The distance from the point of exit of the radiation
energy lo the iso-center is nowadays most frequently one
meter, or 100 centimeters,

The dominant teletherapy machine employed globally is
the linear accelerator. A linear accelerator produces X-rays
by accelerating clectrons to very near the speed of light in a
vacuum tube, If these high speed electrons collide with a heavy
metal like tungsten, a lot of heat is produced (99%) as well as
very penetrating X-rays (about 1% of the towal energy).

BRACHYTHERAPY  Brachyradiotherapy is radiotherapy “from
close up”. Here the source of radiation is in close contact with
the tissues and it 15 usually a radioactive substance like radium
{low dose rate) or indiwm 192 (high dese rate).

Brachyradiotherapy is subdivided into:

mrersTmaL Lsually radioactive needles or wires, used to implant
malignant tissues for example a carcinomatous plague in the
vagina, or the tumor bed as a beoster in carcinoma of the
breast.

mTRACAVITARY Here a tube contaiming the radioactive material is
inserted into a cavity, for example, the endomerrial cavity or
cervical canal. Sophisticated software for optimizing the dose
distribution of the multi-step point source high dose rate after-
loading brachytherapy units were developed. A Group in Of-
fenbach, Germany, is very active on this front,

SYSTEMIC RADIOTHERAPY Systemic radiotherapy is the oral or
intravenouws administration of a radicactive nuclide. The best-
known example is radioactive iodine for the treatment of car-
cinoma of the thyroid. In gynecology, it may be of use in the
very rare case of malignant metastases from struma ovarii.

RADIOBIOLOGICAL PRINCIPLES This is a complex subject, but the
gynecologist will be in a better position to understand the rea-
sons for some things radiotherapists do if the basic facts are
explained. It is important to understand that all the biological
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damage done by radiation is by damage 10 the DNA. The heat
effect of | Gy is neghgible!

Radiation damage can be classified as acute damage or late
damage, Acute effects on tissues are due to depletion of sensi-
tive epithelium, for instance the lining of the gut or bladder.
Late effects are due to changes in the connective supporting
tissue and the capillaries. The capillaries are drastically re-
duced in patency and number and this causes fibrosis and
edema and a greater vulnerability to injury like surgery or other
some months or vears after radiotherapy.

RADIOSENSITIVITY  Some tumors are inherently more radio-
sensitive than others. The most sensitive are dysgerminomas
{because the germinal epithelium is so sensitive) then squa-
mous carcinomas, then adenocarcinomas, with sarcomas being
frankly radio-resistant.

FRACTIONATION A single large dose of radiotherapy, for exam-
ple 20 Gy, will not usually cure a umor without causing
extremely serious damage to the tissue of the rectum, guot, blad-
der or other radiosensitive tissues like the lung. liver or kidney.
A fairly large dose, for example 36 Gy in increments of & Gy
cach may cure a tumor, but with still a very high risk of dam-
age 1o the normal tissues. A very large dose of radiotherapy can
be delivered in small daily or bi-daily increments. A daily dose
of 2 Gy over 6 weeks 1o a total dose of 60 Gy is likely 10 cure
the imaginary umour mentioned above with very little mor-
bidity. This is in fact simple to comprehend. A single large dose
catches each tumor cell in different phases of the cell cycle.
Some of these phases are more radio-resistant than others
therefore the chance of catching cells in sensitive phases
improves if the dose is protracted. The same argument applies
to states of oxygenation; a tumor cell is more sensitive if well
oxygenated. The cells killed by a fraction of radiotherapy
reduce the tissue pressure on the remaining cells, allowing a
better blood supply and better oxygenation. A well-oxygenated
cell requires only half the dose to kill it than an anoxic cell.
This may explain why the results of radiotherapy are better
stage for stage, in patients with cervix cancer with hemoglobin
levels above 11 gm per 100 ml bloed.

Fractionation allows the cells of normal tissues to migrate from
areas outside the target field w replenish damaged tissues, a
luxury and privilege that a well-demarcated wmor will not
have, This 15 called repopulation. Many small fractions are
effective and safe, whereas a few large fractions are usually
meffective and dangerous.

Fractionation also allows the DNA repair enzymes to achieve
some repair in normal tssues. Tumor cells ofien have an
impaired capacity for repair. The 4 Rs of radiotherapy re-oxy-

genation, repopulation, redistribution and repair can thus be

optimally exploited by adequate fractionation!
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CHEMOSENSITIZATION The concurrent admimistration of some
chemotherapeutic drugs may enhance the radiosensitivity of
tumor cells. One such chemotherapeutic agent is cisplatinum,
which is well olerated given in relatively small doses once or
twice a week during a course of radiotherapy. This 15 now
regarded as the standard approach for carcinoma of the cervix
in the stages IB and upwards, where radical hysterectomy is
not an option.

VASCULITIS Patients who have syphilis or diabetes do not toler-
ate radiotherapy as well as patients with healthy vessels.

PREDICTIVE MODELS Radiotherapists have at their disposal ele-
gant models to model many “what if” situations. What will
happen to tumor control if we make the treatment course short-
er or longer? What will be the effect of a treatment gap? What
will happen if we give 2 fractions a day instead of just one” A
lot depends on the value ratio alpha/beta, which is a value that
depends on the relative abilitics of a particular wmor relative
to the normal tissues surrounding the tumor, to repair partial or
so-called sub-lethal damage. In general, the smaller the frac-
tion size and the larger the 1otal dose, the better the umor con-
trol will be and the smallest the amount of damage to normal
tissues will be (3).

RADIOTHERAFY AND GYMECOLOGICAL CANCERS

CARCINOMA OF THE UTERINE CERVIX Radiotherapy has been used
extensively for the treatment of this cancer, so common in
overpopulated and underprivileged parts of the world. The
consequences of inadequate or overzealous therapy can be
absolutely devastating to the vietim of this sexually transmis-
sible and largely preventable disease.

The primary therapy is intervention by thermal loops (LETZ),
cone resection or simple hysterectomy for the earliest lesions.
For larger lesions up to stage IB or [IA, a radical hysterectomy
15 indicated,

Where inadequate surgery has inadvertently been done for
lesions further advanced than initially judged, adjuvant radio-
therapy is mandatory 1o ensure sterilization of the residual
tumor. Postoperative radiotherapy after inadequate surgery 15
less effective than when an adequate operation has been done
with no trans-section of malignant tissue, This is because the
malignant cells caught in postoperative scar tissue will be more
resistant 1o therapy for two reasons: firstly adjuvant chemo-
therapy is gaining in popularity, and cells caught in scar tissue
are not perfused as well as they should be and therefore che-
motherapy drugs, now commoenly used as radiosensitizers will
have difficulty 1o penetrate to the cells in adequate amounts.
Secondly, because of poor perfusion, the cells will be anoxic
and therefore will be more radioresistant, as we have discussed
under radiobiology above. It is therefore imperative that the
clinician must avail himself of all the possible aids to stage the
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patient properly, so that the initial therapeutic option is correct
and optimal to avoid inappropriatesurgery and therefore sub-
optimal adjuvant postoperative radiotherapy.

I5 RADIOTHERAPY EFFECTIVE AMD CURATIVE FOR CAMCER OF THE CERVIXE
Intracavitary therapy alone by radium or high dose rate frac-
tionated therapy can cure 96% of stage 1A and 1B tumors less
than | em in diameter according to Grigshy and Perez
(4). Radiotherapy can cure upwards of £85% of stage | tumors
that are not barrel-shaped and very bulky. The cure rate for
stage 11 is about 60 % at five vears and about 20-30 % for
stage 111, according to a survey of 14 institutions by FIGO,
Pettersson (5).

At Tygerberg we have treated about 3250 patients over the last
21 years, most of them with stage HIB uni- or bilateral para-
metrial disease. We analyzed the results in the first 750 patients
and achieved an absolute 5-vear survival rate of 38% with a

% complication rate of late proctitis, and cystitis not requir-
ing surgery of 5% (6). These relatively good results we ascribe
to a number of factors: namely, accurate staging in a combined
gynecological-radio-chemotherapy clinic, computerized to-
mographic localization and planning of all patients. treating all
fields every day, using small daily fractions of 1.8-2 Gy, irra-
diation of all patients by high energy linear accelerator 8-16
MeV, and when the wmor has shrunk maximally, adding
4 fractions of 4.2 Gy each high dose rate intracavitary therapy
using the Smit tube (or sleeve, as the Americans call it) defined
at the paracental point or “point A", This nominal dose is
somewhat lower than advocated by Brenner and Hall (7), who
maintain that the dose should be 75 Gy or more at the para-
central point. These authors usually recommend about 45 Gy
in 1.8 Giy fractions, and an additional 30 Gy by LDR brachy-
therapy to bring the total nominal dose 1o 75 Gy.

DOSE EXPRESSED AS A STANDARDIZED DOsE What is this dose i.e. 75 Gy
mentioned above, if it is translated into the 2 Gy fraction
equivalents dose (the so-called 1D2)? Our treatment schedule
translated into the 2 Gy per fraction equivalent dose (1D2, see
appendix) is 50 Gy for the whole pelvic irradiation and 20.5
Gy for the intracavitary therapy, for a total dose of 70.5 Gy a
point A, The nominal dose of our schedule of 66.8 Gy thus 1s
in reality equivalent to 70.5 Gy in 2 Gy fractions.

What is the LDR dose of 75 Gy equivalent to in terms of 2 Gy
fractions? Radium is about 1.3 times less effective for the same
nominal dose than fractionated high dose rate therapy. The rel-
evant dose from this (LDR) therapy that must be added 1o 45
Giy teletherapy to obtain 75 Gy must be 30 Gy equivalent,
Down scaled to 1.1 — 1.3 times less effective the 1D2 dose
becomes 23.07 Gy to 27.27 Gy, or a biological equivalent of
68.0 1o 72.27 Gy. Thus the nominal dose of 75 Gy becomes
also about 7005 Gy. This explanation illustrates that nominal
doses quoted have only a comparative meaning. The dose

Taa

should ideally be “translated” into a standardized 2 Gy per
fraction dose. Read the appendix for more information, Ra-
diation oncologists should perhaps be convineed to do this as a
matter of habit!

So the well-fractionated HDR schedule used by us by using
the Smit tube fell into the recommended dose range, but with
two possible advantages: firstly, a larger total pelvic dose (50
Gy versus 45 Gy) with a better chance of tumor control in the
nodes and parametria, and secondly, because our intracavitary
therapy is given at the end of the course in 4 consecutive frac-
tions, there is no time for repopulation of cells in between frae-
tions, and more importantly the full booster dose is given to a
tumor that has been maximally shrunk by the extemal radio-
therapy. This is very important because the really effective
dose outside of the critical 40 mm diameter irradiated 1o the
stipulated dose at point A diminishes rapidly. This is discussed
further down. Apart from the above-mentioned points, the
entire course is relatively short at a total of 39 days, with
no interruptions of the whole pelvie irradiation. This is well
within the recommended 37 to 60 days total treatment time.
Treatment lasting more than 60 days adversely affects progno-
sis and results (8-9).

Lastly, imtracavitary therapy is absolutely essential for opti-
mal resulis. Patients, who cannot get intracavitary therapy for
whatever reason, invariably have a worse result, because the
total tumor dose cannot be escalated to more than about 60 Gy
without compromising the bladder and the rectum. With intra-
cavitary therapy the dose across the primary tumour varies
from about 1200 Gy at 2 Gy equivalent fractions to the stated
70 Gy at the para-central point. There is thus a very steep dose
gradient across the tumor, very lethal o any tumor cells in this
area. This is not achievable with external therapy. Many meth-
ods of delivering the intracavitary dose have been described,
with each institution or person believing firmly in the merits of
histher particular method. Basically all systems deliver the
essential high dose boost to the site of the primary umour. The
major systems are the Paris, Stockholm or Manchester meth-
ods. An American variant is the Fletcher-Suit applicators,
To the gynecologist, it is largely irrelevant which system is
given, provided that it is given adequately and competently.
The danger is overdosing either the bladder or the rectum or
both. The radiotherapist must know the problems and appreci-
ate the dangers.

Intacavitary therapy can be mainly low dose rate, or high dose
rate. [t is not terribly important for the gynecologist to know all
the details, but a few differences are imporntant.

All systems require dilatation of the cervix and anesthesia.
Low dose rate systems need to stay in situ for many hours, and
this carries a risk of shifi of the sources and a nisk of pelvic
deep vein thrombosis. Because anesthesia is required, the ex-
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ternal therapy must be interrupted to apply the minimum rec-
ommended two applications. The consequence is that the treat-
ment is usually not given at the end of a course of pelvic radio-
therapy, which is the optimal time. To give three or more frac-
tions would require 3-4 anesthetics, which is not usually con-
venient or cost-effective. The compromise is to give large
doses per fraction, and this is radiobiologically unwise. The
Smit tube (10) solves these problems, because only a single
anesthetic at the end of whole pelvis imadiation 1s needed. The
other fractions can be given with the greatest of ease without
anesthetic, because the cervix is accessible through the indwel-
ling Smit tube, which can remain in situ for up to 10 days if
required. In principle, the Smit tube simply is a way to keep
the cervix dilated and accessible for as long as is required.
Fractionation can now be optimized and the intracavitary ther-
apy can be given at the end of the pelvic external radiotherapy,
when the tumor is maximally shrunk and ready for the booster
dose.

DOES IT HELP TO GIVE EXTENDED FELD IRRADIATION IN SELECTED PATIENTS? The
meidence of paraaortic lymph node imvolvement ranges from
8% for stage 1B 1o 30% in stage 1B, In patients with pelvic
nodal disease there s as much as a 30 to 60% risk of involve-
ment of the paraaortic nodes.

It is essential that the primary site must be considered control-
lable. That usually means a tumor should be small enough to
allow the para-centrally presenbed maximally tolerable dose to
cover it completely. In the RTOG trial 79-20, Rotman er al,
(1) randomized 330 patients with stage 1B or IIA <4 ¢m -
mors, o pelvie versus extended field therapy, The 5-year sur-
vival was 66 versus 55%, (p = 0.043), The complication rates
were equal in the pelvic versus extended field radiotherapy in
patients who were not operated on. For the entire group the
complication rate was 7.8% for the extended field group and
3.6% for the pelvis alone group. The complications included
Il life threatening complications and 2 deaths. The distant
metastatic rate was also lowered from 22% for pelvic radio-
therapy alone to 12% for the extended field group (p = 0.04),
The pelvic regimen is as per standard, but the paraaortic nodal
arca receives 45 Gy through AP-PA fields, or no more than 50
Gy in planned fields. Extended field radiotherapy can produce
improved cure in selected patients at risk of between 10 and
50%.

There may be a new stimulus to give paraaortic radiotherapy
with the advent of chemosensitization, and such trials may be
needed. The fundamental problem however, 15 that the small
bowel is very radiosensitive - as are the Kidneys. The benefit
of paraaortic, or so-called extended field radiotherapy is mar-
ginal, since the anatomical biological factors are almost insur-
mountable, Modern radioprotectors like amiphostine may also
be investigated 1o protect the normal tissues in the area. Ami-
fostine is supposed not to protect tumor cells against the effects
of radiation.
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I5 THERE A PLACE FOR PREQPERATIVE RADIOTHERAPY FOR CARCI-
NOMA OF THE CERVIX? Preoperative brachytherapy is popular in
Europe and in some American hospitals. The rationale is ster-
ilization of viable cells, sterilization of microscopic disease
and reduction of tumor bulk, Pearcy (12) compared Preopera-
tive brachytherapy plus radical surgery to radical surgery alone
and found no difference. This has been our own experience
al Tygerberg, The gynecological oncologist felt that the blood
loss per operation was somewhat larger in the irradiated group
and that the tissue planes were much more difficult to find.
Analysis did not suggest any survival advantage and the pro-
cedure was abandoned (unpublished results).

Preoperative intracavitary therapy has been used in an attempt
1o extend the ndications for radical hysterectomy to imclude
patients with stage 1B disease. The Gusiave Roussy Institute
Group used preoperative brachytherapy with this purpose in
mind ( 13). This Group reported pelvic failure only in 13 out of
153 patients with stage [1A and proximal 11B disease. This isa
control rate of 91% with serious complications in 6%, This
seems to indicate that a blanket approach to preoperative intra-
cavitary therapy may be the wrong approach; but if a particu-
lar goal is in sight, namely “down-staging” of very early 11B
cancers, the results may be good.

POSTOPERATIVE RaDOTHERAFY  The goal is to reduce the nisk for local
and pelvic recurrence after radical surgery and to improve the
disease free interval and survival. Salvage of pelvic Failures
after surgery is only 3% to 27% (14). It is therefore important
to find a way to prevent recurrence if possible. Recurrence in
accurately staged patients with early disease is rare, since the
cure rate usually is over 80%. The dentification of valid risk
factors is the key to select patients for adjuvant therapy; other-
wise many patients will receive unnecessary radiotherapy. The
factors associated with an increased risk of pelvie recurrence
are pelvie nodes involved, tumor larger than 2 em in diameter,
stromal mvasion, mvolved resection marging and parametrial
extension (15).

Thomas and Demba (16) found that patients with positive
pelvie nodes fail distantly or on the pelvie sidewall, whereas
patients with carly disease and negative nodes tend to fail cen-
trally. The challenge then is to identify the few patients with
negative nodes with increased risk factors. Currently postoper-
ative therapy is still indicated in patients with the stated nsk
factors, since the evidence we have point to a reduction in
pelvie recurrence rate from about 70 1o 40% in stage 1B and
1A patients. Adjuvant radiation increases the median time to
recurrent disease from 1.4 1o 2,1 vears (17). There s addition-
al evidence that the period to recurrence may be lengthened by
from 12 to 35 months (15).

Morrenw e al. (18) found a reduction in the proportion of pelvic

failures from 84 to 50%. They found a reduction in pelvic fail-
ures from 84 w50%. Fiege and Tamini (19) reported a reduc-
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tion i the recurrence rate from 92 to 38%. There is also a sur-
vival advamtage recorded. Morrow et al. (18) also found an
improvement in the 2-year survival from 41 to 70% (18).

Simee the complication rate 15 quite low for postoperative
radiotherapy, till such time as its usefulness s definitely
proven to be low, it seems wise to give patients with risk fac-
tors postoperative pelvic radiotherapy. Also in this situation,
combined chemotherapy and radiotherapy have been shown o
be bencficial.

CHEMO-RADIOTHERAPY  There is now a fairly strong body of evi-
dence that sensitizing doses of cisplatinum given concurrently
during a course of radiotherapy confers a survival advantage.
Piver (20) and Hreshehyshvn et al, (21) used hydroxyurea as
a sensitizing agent and reported a survival benefit. Since
then, Smit and van der Merwe (22) reported a trend towards
improved survival in a randomized study with 63 patients with
stage 1IB carcinoma m three arms: radiotherapy alone vs.
radiotherapy plus hydroxyurea vs. radiotherapy with cisplat-
inum. The latter appeared to be better than the other 2 arms,
A plethora of review anticles appeared recently, all suppor-
ting the use of adjuvant chemotherapy, mainly using cisplati-
num. Review articles have appeared from the Martin Luther
University, Halle-Wittenberg Germany, by Dunst and
Haensgen (23), Clatterbridge Center for Oncology by Green,

Kirwan, Tierney et al, (24) and The Mallincrodt Institute of

Radiology Washington, University Medical College St Louis,
by Grigsby (25).

RADIOTHERAPY AND ENDOMETRIAL CARCINOMA  Surgery, namely
total abdominal hysterectomy and bilateral salpingo-cophorec-
tomy, { TAH-BSOY) is the treatment of choice, especially since
the majority of cases are diagnosed relatively early and 75%
are stage |.

The uterus is an ideal receptacle for radium sources, and it can
tolerate very high doses of radiation. The dose it can tolerate is
really determined by the sensitivity of the small intestine, blad-
der and rectum, since the latter structures can tolerate only very
much lower doses. One of the problems with endometrial car-
cinoma is the fact that about 9.5% of these tumors recur in the
vagina. Several strategies have evolved to reduce this risk.

PRECPERATIVE RADIOTHERAPY Preoperative intracavitary therapy
reduces the risk of vaginal recurrence from 9.5 1o 2%, whilst
preoperative teleradiotherapy reduces this risk from 9.5%
{average) to about 1%, The problem with the preoperative
approach is that it spoils the histology and that it precludes ade-
quate surgical staging. Routine preoperative radiotherapy will
also mean that a lot of patients will receive unneeded radio-
therapy, since only 9.5% will actually develop vaginal recur-
rences. Selection could be made on the basis of risk factors, but
these again arc better assessed post-surgically, These risk fac-
tors are: positive nodal disease, and unfavorable pathology like
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adenc-acanthoma or adenosquamous carcinoma with a risk
of recurrence of 10-183%. Poor differentiation of a umor or
myometrial invasion of especially the outer third has a risk
of recurrence of 24%. Positive peritoneal cytology carries a
risk for recurrence of 25% and parametrial invasion a risk of

2% (23},

The question then is how good is postoperative radiotherapy?
The newer imaging techniques may reduce the need for surgi-
cal staging. MRI is especially good, Regardless of how good
the imaging technigues may become, the patient will still need
surgery. The logical approach therefore seems to stage the
patients surgically and then give radiotherapy only to those
with increased risk factors,

POSTOPERATIVE RADICTHERAPY: 1. PREVENTION OF RECURRENT DISEASE  AS
already stated, the risk factors post-surgery and post-pathology
scrutiny can be far better assessed than with preoperative
radiotherapy. Furthermore, a detailed operative description of
the tumor extent helps the radiation oncologist sigmificantly,
especially if surgical clips are placed at sites of possible macro-
scopic residuum or at the site where suspicious nodes were
removed,

Intracavitary therapy is the treatment of choice for vaginal
recurrences, and external radiotherapy for pelvie recurrences.
The dose 1o the pelvie wall must be 50 Gy to assure control of
positive lymph nodes. We have irmadiated about 300 patients
with endometrial carcinoma stage | with risk factors. The
approach was whole pelvic radiotherapy to 50 Gy in 2-Gy frac-
tions, and a vaginal cylinder, usually only 1o the upper 1/3 of
the vagina, an additional 10 Gy in 2 Gy fractions delivered 1o
the vaginal epithelium. There were no recurrences in this group
and the survival equaled that of the low risk stage | patients at
5 years. The complication rate was 1% (grade 1-2, moderate
cystitis or proctins, unpublished results).

RADIOTHERAFY AS PRIMARY AND ONLY THERAPY FOR ENDOMETRIAL CARCINOMA [T
needs to be remembered that radiotherapy on its own can elim-
inate even fairly large tumors where an operation is not possi-
ble. The success rate of this approach is stage dependent, but
Landgren et al. (26) showed a survival rate of about 75% for
stage | A, and for 1 B, 70%, for all patients 50% for stage 11
Even technically unresectable endometrial carcinoma had a
survival rate at 5 yvears of about 3%, (27).

The conclusion is that postoperative radiotherapy or radiother-
apy alone in inoperable patients, is a very valuable adjunct or
treatment modality,

RADIATICN THERAPY FOR CARCINGMA OF THE VULVA Although rad-
ical vulvectomy is frequently needed, the objective in the man-
agement of vulva carcinoma is to avoid the use of the very
mutilating classical radical vulvectomy as far as possible.
Lesser procedures are now more widely accepted. For patients
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with in situ carcinoma, or lesions smaller than 2 em, the can-
cer can be treated adequately by simple excision or simple vul-
vectomy (28). Radiation therapy may be substituted for lymph-
adenectomy in the management of the regional nodes if the
size of the lesion or the depth of invasion suggests involve-
ment. Fields must encompass the inguinal and proximal
femoral node stations. Doses of 45 Gy in 1.8 Gy fractions are
required, plus an additional dose of 6-10 Gy 1o reduced fields.
For known positive nodes, 65 o 70 Gy may be needed (29).
Hemesley (29) showed that radiotherapy, whole pelvis 1o 50
Gy, was superior to pelvic lymphadeneciomy, The survival for
patients with carcinoma of the vulva is reasonably favorable.
Hacker (30) reported S-year survival rates in 1035 patients of
Q0% for stage 1, 77% for stage 11, 51% for stage 11 and 18%
for stage IV. This 1s, stage for stage, better than the survival
rates for cervical carcinoma, Radio-chemotherapy, given con-
currently, may further improve the survival rate, but more
importantly, reduce the morbidity. Trials to investigate this
question are needed.

RADIATION THERAPY OF VAGINAL CARCINOMA Because of the
proximity of the urethra and the rectum as adjacent anatomical
structures, and the great need to conserve these structures,
radiotherapy is with few exceptions, the treatment of choice.

Local excision may suffice for intra-epithelial lesions. These
and multi-focal superficial lesions, can also be treated by vagi-
nal eylinder, 30 Gy in 2 Gy fractions to the surface of the
applicator.

Invasive carcinomas require whole pelvis irradiation. The
vaginal primary can be boosted with an irndium wire implant.
The larger lesions may need 65-70 Gy achievable by a combi-
nation of external beam irradiation, vaginal implant or eylinder
or a combination of these, for example a largish lesion that
15 infiltrating. The teletherapy dose should be about 50 Gy in
1.8 0 2 Gy fractions, supplemented by implant or cylinder to
another 20 to 25 Gy. Fortunately, the vagina itself can tolerate
fairly high doses if the volume is not too large. Survival can be
sood: Perez et al. (31) reported a 94% S-years for stage 0.
Krcera and Vavra (32) reported a S-year survival rate of 81%,
for stage 1, 44% for stage 11, stage 35% for stage [IB and stage
24% for stage IV.

The conclusion is that for the majority of vaginal cancers,
radiotherapy is the reatment medality of choice. Here, like
with other squamous carcinomas of the female genital tract,
combined chemo-radiation should be further explored by clin-
ical trial.

RADICTHERAPY AND CARCINOMA OF THE FEMALE URETHRA There 15
a need to preserve the anatomy, therefore radiotherapy is a very
useful and effective therapy option. Small lesions should be
treated virtually as for cancer of the cervix, with whole pelvis
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irradiation including the primary tumor and the femoral and
inguinal nodes. Two parallel-opposed fields can be used, with
the beams tilted so as to avoid the anus. The approach is 45 Gy
in 1.8 Gy fractions, plus a peri-urethral implant to boost the
dose to the primary to about 65 to 70 Gy. For inguinal metas-
tases, preoperative or postoperative radiotherapy may improve
results. Concurrent radio-chemaotherapy 15 under investigation
and is likely to lead 1o improved resulis.

CARCINGOMA OF THE OVARY The ovary is very sensitive to radio-
therapy. The oocyte is the most sensitive, and can be destroyed
by low doses of radiation. Menopause can be induced in
women over 40 by 3.5 Gy whereas women under 40 require
higher doses, in the order of 5-10 Gy. Castration can be
mduced in patients with breast cancer by 4 fractions of 2.5 Gy
or 3 fractions of 3 Gy each. Dembo (33) argues that less than
1% of discase relapses oceur beyond 8 years of diagnosis,
Patients may be cured by surgery alone. Therefore, only
patients with known macroscopic residual after primary
surgery can eventually supply evidence of the efficacy of a
modality. Ten-yvear results of abdomino-pelvic irradiation for
stage 11 and 111 disease are reported in three series (33-35). All
three show that about 40 to 50% of patients with residual
lesions smaller than 2 em achieve long-term disease free status,
Very few patients with residual lesions larger than 2 cm are
cured by radio- or chemotherapy, but chemotherapy supplies
longer disease free intervals and is therefore preferred to radio-
therapy.

Technically the entire abdominal cavity including the liver and
entire diaphragm should receive 25 o 28 Gy in 1-1.2 Gy frac-
tions. The pelvis gets an additional dose to take the total dose
to 45-48 Gy, The total 2 Gy equivalent dose of this regimen is
44 Gy to the pelvis, 24 Gy to the liver and diaphragm. The dose
to the kidneys is limited to 18-20 Gy,

IHDICATIONS FOR POSTOPERATIVE ABDOMIMNO-PELVIC IRRADIATION: PATIEMNTS WITH
STAGE 1, 1l OR Bl DISEASE WITH MO MacROSCOPC REsiDUUM Exclude patients
with stage 1, grade | lesions and negative cytology — these
patients require no additional therapy. Exclude patients with
high risk. These should get cisplatinum chemotherapy, The
remainder of the patients in this intermediate risk group has a 3-
year survival rate of 75%, if treated by abdomino-pelvic irradi-
ation, Patients with intermediate risk make up almost a third of
the patients (33). Data for platinum based chemotherapy in
stage |1 discase scems to be no better than that of stage 11 dis-
ease. The results are about 40% S-year progression free interval
which is much worse that the 75% reported by Dembo et al.
(33}, Cisplatin resulted in a 5-10% increase in survival over sin-
gle agent therapy. The overall S-year survival for platinum
based chemotherapy is only 20 to 30%,

There are now newer drugs like the taxanes, which seem to
give even better results than the cisplatin based chemotherapy,
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so that the role of radiotherapy may have to be redefined. In the
United States of America more than 23,000 cases of ovarian
caneer were expected in the vear 2000, with 13,900 deaths, or
the survivors will only add up to less than 40% of the new
cases. Although there have been advances in the success rate of
chemotherapy, the S-vear survival of women with advanced
disease is only 25-30%., and 75% of women present with
advanced disease.

Adjuvant chemotherapy presently is indicated in patients with
high-risk early stage disease, which will comprise patients with
stage A, or IB disease with grade 3 histology. Adjuvant che-
motherapy is also recommended for all patients with advanced
disease. Standard chemotherapy presently is a combination of
paclitaxel and carboplatin. Other promising agents include dox-
orubicin, topotecan, etoposide. gemeitabine or taxotere (36).

The relative costs will also have to be taken into account.

In conclusion, radiotherapy is a very valuable adjunct in the
management of ovarian cancer and offers a cohort of paticnts a
reasonable cure rate. It is still a modality to keep in mind,
Overall, radiotherapy s a very valuable primary treatment
modality or adjunct 1o surgery for the majority of gynecologi-
cal malignancies. A shightly betier comprehension of the
physics radiobiology and technical factors will equip the gvne-
cological oncologist to make increasingly use of the many
options and opportunities that modem radiotherapy offers.

Formula for expressing a radiation dose in terms of a “stan-
dard” course of 60 Gy in 2 Gy fractions (1D2)

102 = Did +a/f) Gy where D = the total dose and d= the
(2+ a/B) dose per fraction

Example 1: A dose of 60 Gy is delivered in 2 Gy fractions and
the /B = 10
60(2 +10) Gy = 60 Gy which is the test “standard
(2+10) dose”

i The a'h ratio for acutely reacting tissue like the small bowel
or a tumor like carcinoma of the cervix may be taken 1o be 10,

The 1D2 effects for late reacting tissues like the bladder or rec-
tum will be:

ID2 = 60(2 + 2) Gy
(2 +2)

1.¢. the reaction the which clinicians are used to for this “stan-
dard dose”

Example 2: A radiation oncologist treats a patient with cervix
carcinoma to a dose of only 40 Gy but uses 4 Gy fractions.
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What is the damage to the tumour in terms of a standard dose
of 60 Gy?
ID2 = 40(4 + 10) Gy = 46.6 Gy
(2 +10)
illustrating that this dose will not kill the tumor to the same
degree as 60 Gy in 30 fractions of 2 Gy each,

Example 3: The ID2 for damage 1o bladder and rectum:

ID2 = 40(4 +2) Gy = 60 Gy

(2+2)

This illustrates that the large 40 Gy in 4 Gy fractions will do as
much damage to the rectum and the bladder as the dose of 60
Gy in 2 Gy fractions, but with a much weaker chance to con-
trol the twmor. This simple example illustrates the dangers in
using large faction sizes.
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Neoadjuvant chemotherapy in women
with breast cancer and the influence into
the type of surgery

M. BENDOVA, M.DL, V. PECHA!, K. TIKOVSKY',
K. PELCOVA2, M. SKOVAJSOVA?

! Department of Obstetrics and Gynecology,

I Faculty of Medicine, ‘Radiodiagnostic Clinic,
I Faeulty of Medicine, Charles University,
IMammacentrum DTC, Prague

oBJECTIVE [n historical introduction authors give a summary
the therapeutic modalities of breast cancer. They characterize
conception of advanced breast cancer from a local disease to
the systemic one in historical context. As a result of this phi-
losophy is mentioned the influence into the seguence of using
therapeutic modalities.

METHODS The article deals especially with using the possibili-
ty of the neoadjuvant chemotherapy in women with advanced
breast cancer with a goal to reach the operability (conservative
surgery) in indicated cases, when the risk of dissemination or
generalisation is higher then the risk of local progression
or local relaps. At the same time effect of the neoadjuvant
chemotherapy is such a test of chemosensitivity of the tumor in
vivo, The absolute indications for mastectomy (radical opera-
tion) are mentioned and the reasons for change this postulates
and posibility of the conservative (partial) operation of the
breast cancer is described. Authors report a group of 70
patients with new breast cancer (stadium T2-4), in which oper-
ation was planned. In this group, neoadjuvant chemotherapy
was applied (number of cycles 2-5). The average size of the
tumor was monitored by sonography (cm) before the start of
chemotherapy, after every cycle and afier stopping chemother-
apy before operation. Average size of the tumor was evaluate
before and after neoadjuvant chemotherapy. At the same time
the influence into the deciding process about the type of oper-
ation was studied.

RESULTS Regression of the wmor after chemotherapy was
observed in a group of women with conservative operation in
average to 27.7% , respectivelly to 53% in a group of women
with radical operation.

Nogyogydszari Onkolagie 2002; 7169178

coMcusions The influence of neoadjuvant chemotherapy
into the deciding process about the type of operation was eval-
uate in women with advanced breast cancer. The results show
the evidence of the significant efect of neoadjuvant chemother-
apy on the average size (regression) of the tumor and it's sig-
nificant influence to decreasing the number of mutile radical
operations. The possibility of conservative operation with the
same therapeutic efect stimulates the psychic stage of the
patients and increases their quality of life.

Kev words breast cancer, neoadjuvant chemoterapy. conserva-
tive and radical surgery

Cytoreductive surgery followed by intra-
peritoneal hyperthermic perfusion in the
treatment of recurrent epithelial ovarian
cancer — a phase II clinical study

MARCELLO DERACO!, CARLO R. ROSSE,
ELISABETTA PENNACCHIOLI!, STEFANO
GUADAGNE, DANIELLE CARLIER SOMERS!,
NICOLA SANTORO!, FRANCESCO RASPAGLIESI,
SHIGEKI KUSAMURA!, MAURIZIO VAGLINIY

! Department of Surgery, National Cancer Institute of Milan,
2Depariment of Surgery, University of Padua, 3 Department
of Surgery, University of L'Aguila

AIMS AND BACKGROUND The optimal salvage therapy for
recurrent ovarian carcinoma has not been clearly established.
Response to second-line chemotherapy is low with a shon
median survival (8.8-15 months). We investigated the effect of
an aggressive approach consisting of surgery followed by intra-
peritoncal drug delivery and local hyperthermia,

PATIENTS AND METHODS In a phase 11 clinical study, 27 patients
with advanced/recurrent ovarian carcinoma were treated with
cytoreductive surgery (CRS) and intraperitoneal hyperthermic
perfusion (IPHP). Median patient age was 53 years (30-67) and
mean follow-up was 17.4 months (0.3-36.0). Patients had been
surgically staged and heavily pre-treated with cisplatin-based,
taxol-based or taxol-platinum containing regimens. Nineteen
{70%) patients were cytoreduced to minimal residual disease
=2 5 mm. The IPHP was performed with the closed abdomen

169




Selecred abstracts

technique, using a preheated polysaline perfusate containing
cisplatin (25 mg/m?/1} + mitomyein-C (3.3 mg/m#/1) through a
heart-lung pump (mean flow of 700 ml/min) for 60 minutes in
the hyperthermic phase (42.5°C).

RESULTS Two-year overall survival was 55%. Median times to
overall progression and local progression were 16 months and
21.8 months, respectively. Variables that affected the overall
survival or time to progression were as follows: residual dis-
case (p = 0.00025), patient age (p = 0.04), and lag-time bet-
ween diagnosis and CRS+IPHP (p = 0.04). Treatment-related
morbidity, mortality and acute toxicity (grade 11-111) rates were
11, 4 and 11%, respectively. Eight (89%) out of 9 patients had
ascites resolution.

coNcLusionN Our results suggest that CRS+IPHP 15 a well-tol-
erated, feasible and promising alternative in the management of
selected patiemts with recurrent ovarian cancer, but further ran-
domised controlled studies are needed in order to confirm our
findings.

Human papillomavirus (HPV) typing in
pozega county

DAMIR HODZIC!, RENATA RALIS!, RASTISLAV
NAVRATIL!, DAMIR ELJUGAZ, KRESIMIR PAVELIC?,
MAGDALENA GRCE?

Pozega County General Hospital, Department of
Crvmecology & Obstetrics, Pozega, 2University Clinic for
Tumars, Department of Gynecology, Zagreb, institute
"Ruder Boskovic ", Division of Molecular Medicine, Zagreh

Between May 2001 and May 2002 in gynecological polyelinic
of Pozega County General Hospital we treated 66 women with
HPV suspect Pap smear or with chronie and persistent inflam-
mation of lower genital tract. In all of them we took endocervi-
cal smear for microbiological analysis, as well as endocervical
cyto-brush for HPYV DNA identification by PCR method. From
all 66 patients, 37 (56.1%) were HPV positive. In 19 (51.4%) of
them HPV 16 was found, in 15 {40.5%) there was HPV of unde-
termined type, in 2 (5.4%) HPV 33, and in 1 (2.7%) HPV 6.
Among all patiems, only in 15 (22.7%) of them no microbio-
logical agent was isolated, and of these, 11 {73.3%) were HPV
positive. All other patients with proven infection of lower geni-
tal tract were specifically tremed with antibiotics, Recurrent
infection was occurred in 3 (5.9%) patients, and treatment was
repeated with other suitable antibiotics. Nuligravidae were 24
(36.4%), out of which 16 (66.7%) were HPV positive. The
youngest patient was 19, and the oldest 75 years old. In the
group up to 19 years, there were 2 patients and | was HPV pos-
itive. In the group of 20-29 years, there were 26 patients, out of
which 15 (57.7%) were HPV positive. In the group of 30-39
years, there were 22 patients, out of which 13 (59,1%) were

]

HPY positive. In the group 40-49 of years, there were 10
patients, oul of which 5 (50%) were HPV positive. In the group
of 50 and older, there were 6 patients, out of which 3 were HPV
positive. HPV infection, as most common sexually transmined
disease, occurs in 20-40% sexually active women. It is the fact
that HPV, up to now, can not be completely eradicated by any
known therapy. Moreover, according to recent literature reports,
the HPY infection obviously correlates with developing of cer-
vical cancer. Knowing these facts, the importance of prevention
the infections of lower genital tract is casily understandable as
well as proper treatment. So, we presented our own educational
program not only for risk women, but medical staff, oo, We
also presented improved algorhytms of preventive measures
and combined therapy against HPY infection,

Kev words  HPV typing, female genital infections, cervical
cancer prevention

HDR and MDR brachytherapy
carcinoma of the uterine cervix

M. KISELEVA, L. KRIKUNOWVA

Department of Radiation Therapy of Gynecologycal
Diseases, Medical Radiological Research Center of RAMS,
Obninck

241 patients with cervix uteni cancer have gone through the
course of the combined radiation therapy in the Department of
Radiation Therapy of Gynecological Diseases of the MRRC
RAMS, In 108 patients, the internal radiation therapy was per-
formed with the “Selectron” apparatus (produced by the
Nucletron) with 1#7Cs-MDR source. The remaining 133 patients
were imadiated by traditional technique with #Co-HDR source.
In the both groups, the stage 11 of the illness dominated. Basing
on the results of the morphological examinations, the squamous
cell cancer diagnosis was verified in 65% patients from the first
group and in 77% patients from the second group. Of these, 61,5
and 55% cases, comrespondingly, were squamous cell cancers.
Adenocarcinoma has made up 18.2% and low-differentiated can-
cer case — 1% from the fist group and in group number two: ade-
nocarcinoma took place in 18,8%, low-differentinted — 3%. The
dominating types of growth were the exophyte type in the first
group (32.5%) and the endophyte one in the second group
{43%). As regards the spread of the tumor process, the para-
metrium-vaginal version dominated in the both groups. In the 1«
group, the required local dose equaled 10 10,6 Gy. The total local
dose was 53.0 Gy for the stage [, and 58.4 Gy for the remaining
stages and for histologically unfavorable forms. In the 2+ group,
the single local dose was 5.0 Gy, exposures were performed
twice a week. The total local dose made up 40 10 43 Gy for the
stage | and 50.0 Gy for the stages Il and 1. The 5-year survival
was: first — 76.7%, second — 88%, third — 56.6% in the 1+ group,
and 92.6, 69,3 and 52.8% in the 2= group, correspondingly.

Négyogvasza Onkolagia 2002, 7: 168178




Pelvic (intraperitoneal) and paraaortal
(extraperitoneal) laparoscopic
lymphadenectomy in gynecological
malignomas

MIROSLAV KOPJAR, MLADEN ZADRO, TONCI
VISKOVIC. MARIN SIMIC, NIKSA KNEZOVIC,
ILIJA ALVIR, Z.VAJDIC, IGOR MARICIC

Creneral Hospital Zabok, Zabok

oBJECTIVE We would like to present our carly results in laparo-
scopic pelvic lymphadencctomies and one laparoscopic
paraaorial lymphadenectomy in General Hospital Zabok,
Croatia. The most important prognostic factor in gynecological
malignomas is the presence of pelvic and/or paraaortal lymph
node metastasis. Lymph node dissection is only reliable
method n staging of pelvic malignancies. Open surgery
lymphadeneciomy is connected with high morbidity and long
postoperative recovery and diagnostic results of noninvasive
imaging methods can’t be compared with surgical methods.
We believe that laparoscopic lymphadenectomy 15 reasonable
alternative to open surgery.

SUBJECTS AND METHODS Ohver a perniod of 5 vears, 25 pelvic
lymphadenectomies and 12 pelvic-paraaorial lymphadence-
tomies were performed at General Hospital Zabok, Croatia and
of that number there were 5 laparoscopic intraperitoneal pelvic
limphadenectomies and one extraperitoneal laparoscopic
paraaorial lvmphadenectomy, the rest of the operations were
performed by laparotomy. We used transperitoneal route for
laparoscopic pelvie lymphadencctomies and extraperitoneal
route for paraaortal laparoscopic lvmphadencctomy. Indication
for operation were carcinoma of endometrium, and one carci-
noma of cervix. The aim of the laparoscopic lymphadenec-
tomies was the staging of carcinoma. All lymphadenectomies
were performed together with TLH, except one which was per-
formed with coelio Shauta radical hysterectomy.

RESULTS All laparoscopic lymphadenectomies were performed
successfully, There was no operative mortality, and there was
no serious intraoperative complications. The average number
of removed lymph nodes was 20 (range 9-25). In one patient
tumor metastasis were found m removed lymph nodes. There
wits no significant blood loss,

coNcwsion  Our carly experience shows that endoscopic
pelvic lvmphadenectomy gives the same surgical results as
laparotomy if performed by experienced laparoscopist with
excellent knowledge of anatomy and oncology. Laparoscopic
lymphadenectomy performed with TLH or coelio Shauta oper-
ation combines advantages of both technics allowing a radical
operation with shoner postoperative recovery, shorter hospital-
ization and better quality of life. Although laparascopic

Nognvdgvarzat Oukoldgia 202 7 a9 ] T8

Selected abstracts

paraaortal lymphadenectomy looks very promising, our expe-
rience is insufficient to draw longterm conclusions.

Kev wards  laparoscopic pelvie lymphadenectomy, laparosco-
pic paraaortal lymphadenectomy

Radical hysterectomy, class III,
accurding to the Mayo Clinic modification

MILOS MLYNCEK, ADRIAN OBERT,
MIROSLAV KRJAK. PETER UHARCEK

Department of Ohstetrics and Gynecology,
Faculty Hospital, Nitra

The basic phases of abdominal radical hysterectomy, class 111
in the modification of Mayo Clinic for cervical cancer, stage
A2, [B1, IB2 are the following: 1. The opening of the retrope-
ritoneal space and the developing of the paravesical and
pararectal spaces. 2. Pelvic lymphadenectomy - the dissection
of common iliac, external iliac, internal iliac and obturator
nodes. 3. The ligation of the anterior division of the mtemal
iliac artery. 4. The cardinal ligament transection. 5. The utero-
sacral ligament transection after the dissection of the rectum
from the back of the upper vagina. 6. The dissection of the
ureter from the top of the cardinal ligament and from the pubo-
cervical ligament. 7. The dissection of the bladder from the
cervix and vagina, 8. The division and ligation of the vesi-
couterine ligament. 9. The divison of the paracolpium up to the
edge of the vagina, the cutting of the vagina. 10. The closure of
the vagina and peritoncum. 11. The insertion of the suprapubic
1% French Foley catheter into the bladder.

The authors demonstrate the results in the series of the last con-
secutive 150 radical hystercctomies performed by the same
operative team:

Mean operative time: 210 minutes ( 160-300})

Mean blood loss: 550 ml (300-1200}

Mean number of pelvic lymph nodes: 26 (12-3%)
Postoperative period with suprapubic bladder drainage: 11
days (9-16)

Bleeding from pelvic floor veins: 3 (2%)

Bleeding from the external thac vein: 1 (0.7%%)

Blecding from the internal iliae vein: 2 (1.3%)

Complications during first 30 postoperative days
Vesicovaginal fistula: 1 (0.7%)

leus from intestinal obstruction: 2 (1.3%)

Wound dehiscence: 1 (0.7%)

coNcLusioN The surgical competence in gynecologic onco-
logy is the independent prognostic factor for the benefit of sur-
gical treatment. The training in the specialized centers must be
realized under the requirements of the ULS. Society of Gyne-
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cologic Oncology and the European Society of Gynecologic
Oncology.

Key wards radical hysterectomy, training, gynecologic onco-
logy

The treatment in advanced ovarian
cancer — cooperation of the gynecologist
and the surgeon

A. OLEJEK, W. BICHALSKI, L. MITAS, D. WALA,
A. DREBKOWSKI, R. MUCHA

14 Department of Obstetrics and Gynecology, Department of
General Surgery, Silesian Medical University, Bvtom

BACKGROUND Surgery 1s still the base treatment in advanced
ovarian cancer. The paper analyse the advanced ovarian cancer
cases treated by the team gynecologist-general surgeon.
Between 1994-2001, in the 1= Department of Obstetrics and
Gynecology in Bytom 421 women were operated because of
ovarian cancer stage | to IV according to FIGO., The mean age
was 47.6 years, In advanced cases, surgical consultation before
surgery was planned and in 76 women (18,1%) these surgical
procedure was necessary. The surgery included eytoreduction,
excision of uterus and adnexas, omentectomy, appendectony,
pelvic and periaortal lymphadenectomy, multiplices excision
and washing. There were performed in 24 cases small bowel
resection, inl8 cases colon resection, in 12 cases resection both
of them, in 11 cases anus preternatural, in 1 case kidney resec-
tion. In 16 cases large intestinal adhesions was the cause of
bowel perforation. After the surgery the transitory bowel
obstruction appeared in 28 women. In 4 cases relaparotomy
wits necessary. In 2 cases bleeding to the peritoneum cavity
was stated.

coMcwsioNs The cooperation of gynecologist surgeon and
general surgeon enables more radical surgery in case of
advanced ovarian cancer.

Malignant mass of the ovary in women
under 30 years of age

A. OLEJEK, L. MITAS, J. ZAMLYNSKI,
A. DREBKOWSKI, P. BINKIEWICZ, D. WALA

15 Department af Obstetrics and Gynecology, Silesian
Medical University, Bytom

The study presents malignant ovarian neoplasms in women
aged under 30 treated between 1994-2002 in our department.
24 women aged 13-30 (mean age 23.4) was operated because
of ovarian malignant neoplasms staged [-1V FIGO.,

172

In 16 cases was performed radical surgery applying ovarian
cancer surgical protocol. In 4 cases, staged TA was performed
adnexectomy with biopsies and washing according to EORTC
rules. In 4 cases there secondary cytoreduction was made.

RESULTS In 7 cases (29.16%) was ascertained cystadenocarci-
noma papillare serosum, in 4 cases (16.66%) cystadenocarci-
noma papillare mucinosum, in 2 cases (8.33%) adenocarcino-
ma leve diifferentiatum. The next cases were: in 3 women
{12.5%) dysgerminoma, in 3 (12.5%) endodermal sinus tumor,
in | case dysgerminoma/yolk sac tumor, All cases of germinal
tumors were found in the group aged 13-20 years, Next cases
were: | carcinoma embryonale, | carcinoma mesonephroides,
| carcinoma anaplasticum fusocellulare, | carcinoma anaplas-
ticum.

coNcLusions Ovarian epithelial cancer were found in nearly
50 of women aged under 30 years. In age under 20 vears ger-
minal neoplasms were found most often.

Hormonal activity of transposed ovaries
in young women treated for cervical
cancer-follow up study

A. OLEJEK, L. MITAS, A. DREBROWSKI,
L ZAMEYNSKI D. WALA, A, BLECHARZ, A, LAITL,
P. CHIMICZEWSKI

Deparement of Obstetrics and Gynaecology of Silesian
Medical University, Bvtom

OBJECTIVE The paper analyse the hormonal function of trans-
posed ovaries in young women treated for cervical cancer stage
IB according to FIGO classification.

MATERIALS AND METHODS Hetween 1995-2000, 64 women
aged from 20 to 40 years, mean age 34.5 vears underwent rad-
ical hysterectomy by Wertheim-Meigs methods with ovarian
transposition. The studied patients had no menstrual nor cli-
macterie like problems before surgery. Concentration of FSH,
LH, PRL, oestradiol, testosterone, progesterone in serum was
assessed before surgery and on 9% day after surgery. Patients
were subsequently requested to return afier 6 months, and then
in 2001 in order to have the hormonal activity of ovaries left in
the body assessed in the perspective of a few years after the
operation, depending on whether there had been additional
radiotherapy after surgery.

RESULTS There was a statistically significant difference
between the groups after radiotherapy compared to those with-
out radiotherapy concerning climacteric complaints and hor-
monal results. Proper ovarian hormonal function was observed
as still present in 65% of patients, even 6 vears after surgery.

Nagvdgvaszall Cakoldgia 2002, T: 169178




Lower bone density in young women treated because of cervi-
cal cancer was also observed.

CONCLUSION Ovarian transposition is a procedure allowing
ovarian function to be preserved in women treated for cervi-
cal cancer simultancously preventing the necessity of long
term application of HRT with all the burdens it carries. It is
necessary 1o pay special attention 1o densitometric examina-
tion due to possibility of lower bone mass in women with cer-
vical cancer.

Bacterial flora in vulvar carcinoma with
HPV 16 or HPV 1R infection

A. OLEJEK

Department of Ohstetrics and Gynaecology,
Silesian Medical Uneversity, Bvtom

The objective of the research was o analyze bacterial flora of
vagina in patients with vulvar carcinoma and with presence of
HPY type 16 or 18 infection The investigation covered 20
women with vulvar carcinoma consecutively operated mn our
Department, The vaginal swab was taken from each patient
immediately after admission and the bacteriological examina-
tion was performed. We collected the specimens of vulvar car-
cinoma tissues during radical operation. The examined tissues
were first analyzed histopathologically and then molecularly.
Presence of HPV in the examined tissues was detected with the
PCR technigue using consensus starters, and then HPV was
genotyped also with the PCR. technique using starters specific
for high oncogenous HPV's 16 and 18, Statistical analysis was
carried out with the Statistica PL package,

HPV 16 or HPV IR infections were found in 75,0% of cases. In
the cases without HPV 16 or 18 infections the bacteriological
examination revealed (according to the frequency of appear-
ance): Streplococcus sp., Streptococcus B-haemolyticus, Sta-
phylococcus epidermidis, Escherichia coli, Corynebacterium
sp.. Proteus mirabilis, Morganella morganii. However, in the
cases with presence of HPV 16 or 13 infection we found (accor-
ding 10 the frequency of appearance): Staphylococcus epider-
midis, Streptococcus sp.. Escherichia coli, Proteus mirabilis,
Streptococcus B-haemolyticus, Enterococcus sp., Morganella
morganii. Enterobacter cloacae.

The tumor and its environment:
role of local feedback mechanisms in
human breast cancer

CHRISTIAN F. SINGER!, ERNST KUBISTA!,
FARIDEH GARMROUDIZ, KEVIN J. CULLEN?

Nogyogvaszan Onkolagia 2002 7. 16%-178
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Universiry af Vienna Medical Center and Ludwig-
Boltzmann-Institute of Clinical Experimental Oncology,
Vienna, 2Vincent T. Lombardi Cancer Center: Georgetown
University, Washington

Breast function and development are controlled by a variety of
both local and systemic signals, Many of these signals are
exerted by hormones and cytokines which are believed to be
effectors in autoregulatory feedback loops. Recent studies have
also suggested the involvement of such mechanisms in human
breast cancer. For example, the disruption of a negative feed-
back system by malignant transformation can result in the loss
of growth control or in increased malignant behavior of tumor
cells. Conversely, pathological positive feedback loops can
develop that enhance tumor growth and mvasion by excessive
release of stimulatory factors. These loops are often located a
the site of tumor invasion and involve stromal-epithelial inter-
actions. They can be composed of mutually stimulating or
inhibiting cytokines and may include locally expressed sex
steroids,

Although most studies have concentrated on cell-cell interac-
tions at the site of the primary tumor, a number of observations
indicate their importance in metastases as well. A thorough
analysis of the regulatory mechansims within a malignant tumor
is essential for the understanding of its unique behavior and for
the investigation of more specific breast cancer therapies.

Kev wards
paracrine

stromal-epithelial interactions, breast cancer,

Trans-vaginal hydro-laparoscopy
as a screening method for high-risk
ovarian cancer patients

VASILIOS TANOS!, DIOMEDES IOANNOU!, MINAS
PASCHOPOULOS?

! Department of Gynecological Oncology Evaggelisiria
Medical Cenver, Nicosia, 2 Deparment of Gvnecology,
loanning Medical School

Trans-Vaginal Hydro-Laparoscopy (TVHL) 15 a new method,
which is primarily used to diagnose infentility problems such
as endometriosis, pelvic adhesions and other pelvie pathology.
Vaginal sonography accompanied with color Doppler study
and serum Cal25 failed as early ovarian cancer diagnosis and
screening tests. According to latest reports for every 7 post-
menopausal women identified with abnormal ultrasound (US)
andfor elevated Cal23, undergoing laparoscopy/laparotomy
only one had ovanian cancer. ovarian cancer high risk patients
present women with familial breast/ovarian cancer syndrome
{estimated risk up to 80%) and paticnts with suspected ovari-
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an/pelvic pathology visualized by US. We performed TVHL o
such high risk patients.

meTHODRS Pethidine | mg/keg was injected 1.m, 30 minutes
betore the procedure. The patient was placed in lithotomy
position and local anesthesia was applied at the insertion
point. A veres needle 1.5 mm was inseried in the posterior
vaginal wall 1-2 cm above the cervical-corpus uieri junction
while a bigger trocar of 3.4 mm followed. About 300-500 ml
of warm normal saline was injected in the pelvis, the needle
was removed and a telescope of 2.7 mm was then introduced,
connected to a light source and a monitor. At the end of the
procedure, the normal saline imjected was drained and sent for
cvtology while biopsies sampled through a working channel
from suspected areas. All our cases were selected not to have
vaginal or pelvic operation in the past. In all cases pelvic US
and serumn Ca 125 was performed. The majority of these
patients although high risk to develop ovarian cancer, they
wanted to preserve their fertility.

RESULTS In all 23 cases excellent visualization was noted and
the examiner had no difficulties to identify any pathology. All
patients except one found TVHL simple and painless proce-
dure and they were ready to repeat it in one year. The average
time of TVHL was 30 minutes while the discomfort of the
patient can be compared to that of colonoscopy. Eight women
were postmenopausal without family istory presenting patho-
logical findings in vaginal sonography while 4 had elevated Ca
125, One woman had left adnexal varicose veins, 3 women
diagnosed with benign ovarian pathology and the other four
were within normal limits. Among the other 15 women inves-
tgated were 9 breast cancer patients below 50 years of age
with family history and another & patients with strong family
breast/ovarian cancer history only, In 3 patients bemign lesions
were noted and confirmed in histopathology. Until now no
ovarian cancer case was diagnosed in our serics investigated,
In 3 women, this method was repeated after one year for
screening purposes, The problem of spreading the disease after
biopsy of an ovarian cancer suspected lesion is of primary
imporiance, however, frozen section or switch to laparotomy in
these cases can be an option,

comMcLusioN TWVHL 15 an easy method to leamn, can be repeti-
tive with reliable results. TVHL can reduce the number of
unnecessary laparoscopies and or laparotomies and it seems to
be useful for early diagnosis of ovarian cancer. As far as we
know this is the first report introducing TVHL as a method of
ovarian cancer carly diagnosis in high-risk patients.

Key words ovarian cancer, screening, endoscopy.

Cervical angiogenesis and its prog-
nostic significance in various
degrees of morphopathology

BOGDAN MICHALSKI!, URSZULA MAZUREK?,
ANNA FILAZ, DARIUSZ KUSMIERZ:,
GRAZYNA BIERZYNSKA-MACYSZYN:,

ANITA OLEJEKS, TADEUSZ WILCZOK:?

1Department of Obstetrics and Gynaecology, Tichy,
Department of Molecular Biology, Biochemisty and
Biopharmacy, Sosnowiee, ‘Department of Pathomarphalogy,
Katowice, ‘Department of Obstetrics and Gynaecology,
Bvtom, Medical Universitv School of Silesia, Katowice

INTRODUCTION [t has been a recognised fact for over 100 years
that tumour growth is inseparably linked with growth of a new
vascular network which secures the supply of adeguate nutri-
ent and oxygen quantities, and is involved in the growth of
remote metastases. However, it was not until the arrival of the
new research techniques applicable in primary cancer research,
that a new chapter in pathology was opened, 1.¢. angiogenesis.
Ever since Hinselman introduced colposcopic examination to
cervical chinical pathology in 1940, there has been increasing
recognition of the role of angiogenesis in the natural history of
intraepithelial changes and cervical cancer. This is confirmed
by the colposcopic classification, where the diagnosis of
intraepithelial pathology and of the neoplastic process is fun-
damentally based on the observation of incorrect architecture
of the vascular network in the regeneration zone. The proan-
giogenic factors melude bFGE, TGF?, PD-ECGF, TNF?, inter-
leukins, prostaglanding and others: however, none of the above
proteins is so specifically mitotic for the epithelial cells as
VEGF is. Among the array of proangiogenic factors Werner
Riseau focused on VEGF and its receptors as specific angio-
genic factors which have a direct and specific effect on vascu-
lar endothelial cells.

In intracpathelial pathologies and in cervical cancer, the clas-
sification of changes relies entirely on the morphological
appearance of the tissue. Changes of similar pathomorpholog-
ical characteristics show different clinical
response to treatment. The need for new diagnostic methods
and therapeutic strategies is particularly evident in oncology.
Tumour classifications that are based on molecular subtypes
with different clinical behaviour will allow clinicians to apply
individually targeted therapies. Within the currently used clas-
sification systems, which are based on morphological exami-
nations, there are important molecular subclasses which are
yet 1o be accurately defined. Examples include curable cervi-
cal cancer cases, treated by radical surgery, where we find
micrometastases similar to more advanced cases. The clinical
and pathological heterogeneity of endothelial changes and of

behaviour and
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cervical cancer has been observed for a long time, and it has
become a major driving force for the scarch to define new
molecular types of advancemem within the same clinical
grade.

In this report we focus on angiogenesis, as one component in
the complex process of necovasculanisation in the correct regen-
eration zone, in intraepithelial changes {LSIL and HSIL) and in
cervical cancer. The process is discussed in various degrees of
maorphological pathology on the basis of the expression of
VEGF and its mRNA 1soforms :VI"E-{iFuI. VF-GFH;. vEGF“g.
VEGF g5, VEGF g, VEGEF,,) produced by altemative splic-
ing, and the VEGF receptors (Fli-1, Flk-1, sFli-1), using quan-
titative gene expression analysis (QRT-PCR TagMan®).

ANGIOGENESIS In 1968, Greenblatt and Shubik were first to
describe the vascular permeability factor (VPF), the substance
that stimulates blood vessel growth, which was finally defined
i 1989 by Gospodarowicz, Ferrarva, and Henzel, as the vas-
cular endothelial growth factor (VEGF). The pioncering stud-
ies by D Juda Follkman demonstrated bevond any doubt that
angiogenesis is the key process responsible for tumour growth
and remote metastasis. Angiogenesis, in approximate transla-
tion is: angio — from Greek angeion “vessel” + Greek génesis,
1.2 ., The sum of the circumstances leading to the initiation and
development of a phenomenon™. The phenomenon in question
is the growth of small new blood vessels out of the existing
ones. The research and accomplishments of Werner Risau in
the area of angiogenesis from the stage of embryo- and organo-
genesis up to a fully mature organism, provided a solid foun-
dation for studies of the role of numerous biological and mol-
ecular factors in the process. Early research into the role of
angiogenesis in the biology of various neoplasms led 1o the
commonly accepted view that a tumour may grow without nec-
essarily building a new vascular network — avascular tumour
growth™ — up 1o the size of 2 mm (population of 10510 neo-
plastic cells). This hypothesis may be challenged by the recent
findings by Li er al.. who demonstrated that 20-50 cells with a
“malignant” molecular angiogenic phenotype, are already
capable of initiating an angiogenctic process, thus corroborat-
ing the hypothesis that the physiological process of angiogen-
esis is penetically determined.

UTERINE CERVICAL ANGIOGENESIS Cividi AJ ef al, in an im-
munohistochemical study using factor VIlI-related antigen for
the evaluation of the vascular networks i mitraepithelial
changes (LSIL, HSIL) of werine cervix, imaged two charac-
teristic arrangements of vessels in the stroma: disseminated (in
13% cases of normal cervix and 20% LSIL), and in the form of
Leuffing” (in 90% HSIL and 93% cancer), thus providing solid
morphologic foundations for colposcopic images of punctation
and mosaic, In the in situ hybridisation examination using #5-
antysensRNA for VPF, KDR and fli-1, a significantly higher
(p=0,0001) expression was found in cancer and HSIL cases
than in LSIL and pormal cervix. High expression of VPF
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mRNA was statistically significantly linked with greater aver-
age vessel density in the epithelial stroma, which, for low and
medium expression, was not statistically different between
LSIL and correct cervix; besides, no expression of the above
mentioned genes was found at the site of necrotic neoplastic
tissue. while a positive reaction was only observed at the
perimeter of the zone, The prognostic importance of ..cuffing”
in cervical cancer was confirmed in a study by Hirakawa et al.,
where such picture was linked with worse prognosis, and was
not linked with inflammatory infiltration in the neoplastic stro-
ma. These results were corroborated by Obermady et al., who
used the polyelonal antibody FE-RA to evaluate the average
vascular density coefficient, and monoclonal for VEGF pro-
tein. The results of studies of angiogenesis in cervical cancer
which were largely based on the measurement of average vas-
cular density gave inconclusive values and did not always cor-
relate with clinical and histological parameters (degree of clin-
ical advancement and histological differentiation). Although a
prognostic significance has been demonstrated for this patho-
morphological parameter and for the presence of metastases in
the lymph glands before intrusion into the lymphatic space,
Hawighorst et al. have demonstrated that a magnetic resonance
examination in cervical cancer provides more sensilive prog-
nostic indications than the examination of angiogenesis by
means of morphologic measurement of vascular density. The
experimental study by Demnar ef al, using SCC-13 cervi-
cal cancer cells stably transfected with expression vectors con-
taining murine VEGF (mVEGF) _ in sense (SCCVEGE+) or
antisense (SCC/VEGF-)orientation or with vector alone
(SCC/vee) which were intradermal and subcutaneous xeno-
transplantation, demonstrated a rapid wmour growth with
increased vascular pattern at the point of mvasion, thus docu-
menting the possibility of occurrence of invasive molecular
phenotype of squamous carcinoma.

VEGF (VASCULAR-EPITHELIAL GROWTH FACTOR) AND ITS RECEP-
Tors Vascular-Epithelial Growth Factor (VEGF), also called
the vascular permeability factor (VPF), is a member of the
growth cytokine family, originating from the platelets, and is a
homodimerie glycoprotein of a molecular weight in the range
of 34-64 kDa. Its aminoacid sequence is identical in 20% with
the sequence of the platelet derived growth factor (PDGF) and
to a lesser degree with the transforming growth factor [§
(TGF[B), which implies a similarity of sccondary and tertiary
structure, similar location of bisulfide bonds, and a relative oni-
entation of protein sub-units. The VEGF gene, consisting of
eight exons, was located in site 21.3 of chromosome 6, and its
encoding region occupies some 14 kb. By way of altema-
tive mRNA maturing, a relatively frequent occurrence involv-
ing differentiated resection of introns from a pre-mRNA mole-
cule, one single gene breeds all the isoforms know 1o date

VEGF 5, VEGF 4, VEGF 4, VEGF g, VEGF g, oraz
VEGF,, (the indices signify the numbers of aminoacids con-
stituting a given protein). The mutual functioning of the com-
plex molecular and morphological system of HPV-dependent
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imraepithelial changes and dynamic angiogenesis involving
the entire connective tissue stroma of the uterine cervix is a
result of co-operation between the said isoforms and their
receptors, Two highly specific vascular endothelial receptors
have been identified: Fli-1 (VEGFR-1) and Flk-1 (VEGFR-2,
known as KDR), classified as class 11 receptors, with their
own thyrosine kinase, and seven extracellular immunoglobu-
line-like domains. The bond of VEGF with Flt-1 and Flk-1 is
mediated by another domain — lg. Studies of angiogenesis in
placental tissues have discovered and described a shorter, sol-
uble form of receptor to Fli-1 (sFli-1), unrelated to endothelial
cellular membrane. The third familiar member of the VEGF
receptor family is Flt-4 (VEGFR-3), which binds VEGF-like
proteins (VEGF-C and VEGF-D). Like Flt-1 and Flk-1, Fli-4
15 expressed not only at the early stages of embryvogenesis, but
also i mature life, and its expression is limited to lyvmphatic
endothelium. This suggest some mvolvement of angiogenic
tactors and their receptors in the angio- and lymphogenesis
processes which oceur in parallel.

Although VEGF 1s produced by various body cells, the expres-
ston of Flk-1 and Flt-1 is strictly limited to vascular endothe-
lium,

VEGF 3, — mRNA is built of exons 1-5 (containing the informa-
tion necessary 1o recognise the receptors Flk-1, Flt-1) and exon
8. It is the smallest, totally soluble, lightly acidic protein; it
does not combine with heparin, has strong mitotic properties
and increases vascular permeability. Because of these unique
features it is the most commonly detected and studied
cytokine.

VEGF 45 — a transcript of this isoform is deprived of exon 7. It
was found to be able to induce endothelial cell proliferation

and angiogenesis in vive. The isoform was observed as one of

the most frequently occurring in the cell lines of the genital
Organ Cancers.

VEGF; 45 — this isoform is deprived of exon 6 and, like VEGF 5,
counts as a soluble factor. However, because it has a domain
that is encoded by exon 7, which allows combination with
heparin, it acquires new, specific properties.

VEGF g3 — i5 totally devoid of exon 6" of a length of 51 basic cou-
ples (which is equal to 17 protem aminoacids) and another 18
basic couples from end 3" of exon 6, which has 72 basic cou-
ples. VEGF 4515 the least familiar isoform, which was first dis-
covered and described by Lei er al. in 1998, in kidney tissues,
VEGF g — is devoid of exon 6, and the full length of exon 6 and
T (encoding the cationic domains) imparts the isoform the abil-
ity to bind heparin. By possessing both exons, its operating
direction is radically determined and is clearly targeted at the
extracellular space (ECM) stimulaing cell division, phospho-
rilation of VEGF receptors, increase of intracellular Ca?*_ gene
expression, migration of various components of the ECM.
VEGFqge — 15 the only 1soform that contains all the VEGF encod-
ed exons and, like VEGF g, has sites that develop a strong
heparin bond; as a result it is an isoform that is associated with
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cellular surface. Few findings report this isoform; fewer vet
explain the role it plays in angiogencsis.

OCCURRENCE OF MRNA OF THE ISOFORMS vEGF-pz'L 145, 145, 183,
189, 206 OF THE SFLT-1 RECEPTOR IN A CORRECT REGENERATION
ZoME stratified squamous epithelium does not appear to have
the mENA isoforms VEGF 44, VEGF 5. and the expression of
other isoforms is sporadic. Metaplastic epithelium of correct
regeneration zone demonstrated the mBENA of all VEGF iso-
forms, with two or more isoforms occurring simultancously.
The expression of individual VEGF isoforms in glandular
epithelium was found much more frequently than in the previ-
ous type: co-occurrence of several isoforms was also found
more frequently. The only receptor that demonstrated any
expression in the correct epithelial components of the regener-
ation zone was the soluble form Flt-1 (sFlt-1). mENA of this
receptor was found in metaplastic epithelium in 50%, while in
squamous epithelimu it was only found in 20% of the cases.
The expression of sFlt-1 receptor and most VEGF isoforms
was never above 5x10° copies mERNA/pg total RNA. Only
VEGF 4 and VEGF 5, had increased values, even up to 2x 108
copies/lpg total RNA. The highest gene expression values
were found in cervical tissue samples from those sites which
were covered with metaplastic epithelium.

VEGFy3), ya5, 145, 183, 189, 208 ISOFORMS OF FLK-1, FLT-1, SFLT-1
RECEPTORS, AND LSIL PROGRESSION The isoforms that occurred
most frequently in LSIL were VEGF 4 (70% of the cases).
Oraz VEGF 5 and VEGF . Isoforms VEGF 45 e s 00-
curred with similar frequency as in correct regeneration zone.
The angiogenic phenotype — the number of simultancously
occurning VEGF isoforms in the individual cases provided an
extremely varied picture of angiogenic activity of the individ-
ual cases. In 11% no mRNA of any VEGF isoform was
observed while all isoforms were present in 13% of the LSIL
cases, mRNA of sFlIi-1, and Flt-1 and Flk-1 receptors was
found, which was not found in the proper regeneration zone.
Expression of mRNA of Flk-1 receptor is observed in 16%,
Flt-1 in 11% and sFlt-1 w 42% of the LSIL cases. The number
of mENA copies of VEGF isoforms in some LSIL cases, and
in particular the maximum wvalues for VEGF,,, VEGF .,
VEGF 5. VEGF 53 and VEGF g4 point 1o increased angiogenic
activity, The relative risk of progression of morphological
changes of the LSIL type will be doubled in the event of simul-
taneous occurrence of increased numbers of VEGF,.,,
VEGF 5. Fli-1. mENA copies, and of expression of the five
angiogenic factors (VEGF isoforms and receptors).

OCCURRENCE OF MRNA EXPRESSION OF THE VEGF;3; 145, 165, 183,
189, 206 ISOFORMS OF FLK-1, FLT-1, SFLT-1 RECEPTORS AND HSIL
PROGRESSION Along with increasing epithelial morphologic
pathology, increasingly frequent occurrence of VEGF isoform
mRMNA was observed in the HSIL group, especially VEGF 44 105
181 159, w6 The angiogenic profile showed the presence of
mBENA of all VEGF isoforms at the same time (63%), or of at
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least forms (12%). Expression of Flk-1 mRNA is observed in
60%, Flt-1 in 50%, and sFit-1 in 70% of the HSIL cases. In the
event of high VEGF 5, and VEGF,, mRNA expressions, the
risk of progression will increase by a factor of nine, and for
VEGF _ it will increase by a factor of 13. The high values of
Flk-1 and Flk-1 receptor mRNA demonstrated a risk of progres-
sion that was five times higher than in the LSIL group. The risk
increases by a factor of 14 in the evem of simulianeous occur-
rence of five angiogenic factors (VEGF isoforms and receptors).

OCCURRENCE OF MRNA EXPRESSION OF THE VEGF 21, 145, 185, 183,
189, 206, ISOFORMS OF FLK-1, FLT-1, SFLT-1 RECEPTORS AND PRO-
GRESSION IN SQUAMOUS CARCINOMA Despite what seemed
expectable, no increase in anglogenic activity in cervical cancer
was observed as morphological pathology increased. Neither
were there any differences observed in the frequency of expres-
sion of VEGF isoforms between tissue with signs of epithelial
carcinoma and HSIL. The most frequently oceurring isoform in
cervical cancer was VEGF 4o, and VEGF ., whose mENA
oceurred in 95%. That was accompanied by increased presence
of mRNA of all receptors, and sFlt-1 in particular. The angio-
genic profile of cervical cancer, with simulianeous occurrence
of many isoforms as its main characteristic, was close to HSIL.
No further increase of all maximum expression values of the
isoforms was observed in companson with HSIL. In squamous
carcinoma, the highest value of relative risk of morphological
changes progression was related to high values of mRNA
expression was found for VEGF g, where the risk increases by
a factor of 21. The high expression of the Flk-1 receptor was
linked with an increase in change progression by a factor of 6.
For Flt-1 the progression risk is higher by a factor of 4. The rel-
ative risk of morphological change progression is higher by a
factor of 10 when five angiogenic factors occur simultancously.

Kev words angiogenesis, VEGF, VEGF receptors, SIL, cervi-
cal cancer

Surgical complications connected with
intraperitoneal chemotherapy in ovarian
cancer.

JANUSZ EMERICH, M.D., TOMASZ MILCZEK, M.D..
DAGMARA KLASA-MAZURKIEWICZ, M.D.,
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Department of Gyiaecology, Medical University of Gdarisk,
Crdarisk, Poland

OBJECTIVES From a theoretical viewpoint, intraperitoneal ther-
apy (1P) in-patients with ovarian cancer, a malignancy, which
remains mainly, confined to the peritoneal cavity is logical.
Intraperitoneal catheters have moved to the forefromt as ¢
delivery system in cancer treatment. Authors still descnbed
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complications during the placement, usage, and evacuation of
TenckhofT catheters. Some of them report much too high num-
ber of surgeries complications connected with 1P,

pESIGN We report a number of complications connected with
insertions, functions, and evacuations of Tenckhoffa catheter,

MATERIAL AND METHODS From January 1996 to January 2002,
92 patients with recurrent or persistent ovarian cancer, after
surgery and first line chemotherapy, have had catheter inser-
tion performed, but only 79 have had performed catheter
evacuation: because oft not complete therapy (7 patients),
three patients died during [P therapy, in three cases intraperi-
toneal catheter has spontaneously fold out. Results: During
insertion total number of complications 9 (9.78%), 6 bowel
meision, | bladder incision, 1 hernia of the linea alba, 1 inci-
sion of bowel and bladder. During catheter evacuation total
number of complications 9 (11.39%), & bowel incisions |
hernia of the linca alba. Complications connected with
catheter function: only 8 of 92 (8.70%) required cessation of
chemotherapy prior to its expected completion, 2 fistula of
the catheter to vagina, 2 fistulas to bowel, i two cases
intraperitoneal catheter has spontancously fold out due to
abscess, one after citostatics flow under the skin, one because
of abscess in peritoneal cavity, and problems with citostatics
inflow one because of subileus.

coONCLUSION The surgical complications oceurring during 1PC
are not dangerous for patients. 1PC is valid and safety way of
treatment paticnts with ovarian cancer. The frequency of com-
plications occurring during insertion of Tenckhofl catheter
depends on the way of placement.

Key words  ovarian cancer, intraperitoneal chemotherapy, sur-
gical complications, chemotherapy complications

Effects of intraperitoneal chemotherapy
as a second line therapy, for patients
with ovarian cancer.

JANUSZ EMERICH, M.D., TOMASZ MILCZEK, M.D.,
DAGMARA KLASA-MAZURKIEWICZ, M.D.,
JAROSLAW DEBNIAK, M.D,

Department of Gynaecology, Medical University of Gdansk,
Gdansk, Poland

oBJECTIVES From a theoretical viewpoint, intraperitoneal ther-
apy in-patients with ovarian cancer, a malignancy, which
remains mainly, confined to the peritoneal cavity is logical.
Intraperitoneal catheters have moved to the forefront as ¢
delivery system in cancer treatment. DESIGN  The authors
sought to evaluate effects of intraperitoneal chemotherapy
{IPC) as second line therapy for ovarian cancer patients,
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MATERIAL AND METHODS From January 1996 to January 2002,
92 paticnts with recurrent or persistent cancer, afler surgery,
and first line chemotherapy, were treated with intraperitoneal
chemotherapy as sccond line treatment, Only 74 caught bee
taken to the study, because of not complete therapy (6
patients), spontaneously fold out of catheter (3 patients), five
paticnt ware treated because of some other kind of carcinomas,
three patients dead during therapy because of independent rea-
sons, and caught not be verify and one patient who had wrong
pathological diagnosis in SLL,

RESULTS The three vear survival in whole group reached

58.62% for patients who responded to first line chemotherapy,
or debunking surgery was complete, it was significant
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improvement in survival. There was significamt improvement
in survival for patients with residual tumor <5 mm compered
with all group, and especially with these, whose residual
tumores were greater then 5 mm.

CONCLUSIONS . Survival was increased for patients who had a
positive response to first line intravenous chemotherapy, or had
complete debulking surgery 2. The response for 1PC depends
on size of residual disease. 3. Intraperitonead chemotherapy
improves survival in ovarian cancer.

Key words: ovarian cancer, intraperitoneal chemotherapy, se-
cond line chemotherapy.
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Experimental and clinical results with Avemar

(a dried extract from fermented weath germ) in animal cancer

models and in cancer patients

MICHELE NICHELATTI, M.D., MATE HIDVEGI, M.D.

Avemar Research Group, Limbiate (M), Italy and Biromedicina Co., Budapest

INTRODUCTION Relationships between food and health today
must be studied by taking into account the expanding role of
dietary supplements, specialised medical foods and functional
foods, collectively named as nutracenticals. Nonnutrient bio-
logically active components of foods are receiving increasing
scientific attention. Health professionals, consumers and
industry are incorporating this new knowledge into their own
practice. behavior and strategies. In most cases, nutraceuticals
can challenge the standard distinctions existing between foods
and drugs.

The family of dietary supplements includes not only essential
nutrients but also botanical and herbal products, which offer a
particular challenge in evaluation of biological activity, active
constituents, and interactions with conventional medicines.
Medical foods include a somewhat limited category of foods
targeted 1o existing health problems. Functional foods repre-
sent an emerging category of food products with claims to
offer health benefits. There is a great need for ongoing research
and documentation regarding the efficacy, safety, and regula-
tion of both dietary supplements and the other specialized food
products. Health professionals need 10 actively follow these
scientific advances to be credible sources of information for
their patients (1-2).

Beyond allowed cancer-related health claims, patients are
today invested by popular press and advertising with a confus-
ing array of remedies found in dietary supplements and bioac-
tive substances found in foods. Included are specific foods
(tomatoes, broccoli, sprouts, chili peppers, yvogurt, sovheans),
drinks {green tea, grapefruit and orange juice), vitamins (C, D,
E. folic acid and beta-carotene), minerals (selenium, calcium)
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and some nonnutrient substances like echinacea, saw palmetto,
rosemary, cat’s claw, mistletoe, kombucha, shiitake mush-
rooms, and shark cartilage. Most of these compounds are being
studied with some relation to cancer; however, the reality is
that not long afier any information is publicized, patients stan
self-experimenting with these remedies. They self-dose at a
range of levels, both high and low; with consequences that may
prove effective, useless, or harmful results.

In the late 1990°, reports were published about a biotech
process by which a fermented wheat germ extract could bee
produced. The product, called Avemar, available as a water sol-
uble granulate for oral consumption, has gained much attention
from cancer researchers of several countries, like Israel,
Hungary, the United States, England and Russia. The reason
why this extract has got so much dedication from researchers
was possibly the fact that it has been produced from one of the
most common food sources of mankind, and it has shown a
good synergism with some anticancer drugs used in standard
clinical protocols,

Wheat kernel contains 2-4% germ (also called embryo), which
is separated from the endosperm by milling operations like
rolling, sieving, ¢tc. In the wheat grain, most nutrients with the
exception of starch, are concentrated in the germ. Even though
it is nutritious, wheat germ is mainly used as an animal feed.
Besides its proteins of high biological value and its oil (show-
ing a good fatty acid pattern), wheat germ is the richest known
natural source of tocopherols and also abundant in B-group vit-
amins. The most significant antinutrients of wheat germ are the
lectin WGA (wheat germ agglutinin) and a group of trypsin
inhibitors, which can be destroyed by heat treatment. Other
remarkable nonnutrients of wheat germ are the bioguinones
which are present as glycosides of the corresponding methoxy-
hydroquinones (3), whose potential anticancer effects have
been firstly investigated in experiemental systems by Nobel
laureate Albert Szent-Gydrgyi (4).

A group of chemists has produced a per os applicable stan-
dardized complex of multiple, biologically active molecules
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obtained from the aqueous extract of fermented wheat germ
(5). The standardized extract - named as Avemar
registered and is now marketed as an over-the-counter dietary
supplement in various couniries, like Hungary, Israel, laly,
Austria, Slovakia, Ceech Republic, Cyprus and Switzerland. It
is therefore to point out that Avemar is neither a drug, nor an
altermative to standard anticancer drugs or standard therapies:
Avemar is a dietary supplement to be given to cancer patients
to help drugs to work better.

has been

As any natural product, Avemar exerts several biological
effects, which can be theoretically explained, according to
some possible metabolic modeling (6-7). In general, the bio-
logical activity of Avemar can be divided in effects useful for
the treatment of neoplastic diseases (8-16) and effects which
can be well used in the treatment of certain immune distur-
bances (17-19). Avemar even improves the patients” quality of
life which latter effects can be independent from the previous
ones.

AMIMAL EXPERIMENTS: SINGLE USE OF AVEMAR In all experi-
ments, 8-10 week-old inbred mice of 20-22 g body weight
were used. The following transplantable tumor lines, grown on
mice or rats, were used in the experiments: a highly metastatic
variant of Lewis lung carcinoma (3LL-HH), B16 mouse
melanoma, C38 mouse colorectal tumor and HCR-25, a human
colon carcinoma xenograft (17). In all experiments, Avemar
treatment was started 24 hours after tumor implantation.
Avemar was dissolved in water and administered by means of
a gastric tube, The daily dose was 3 g/kg body weight per os
administered in 0.1 ml of water. Control animals received tap
water daily (0.1 mL), also via gastric tube.

Avemar treatment resulted in a statistically significant 71%
decrease in the number of liver metastases of the 3LL-HH
tumor inoculated into the spleen (17). In case of the HCR-25
human colon carcinoma, the 50 days of Avemar treatment
decreased the amount of liver metastases, in addition to reduc-
ing the weight of the tumorous spleen. The number of metas-
tases in the Avemar-treated animals as compared to the control
group was around 50% (17). In case of the B16 melanoma
inoculated into the musele, also a significant decrease of 85%
was observed in the number of metastases as compared to the
control group (17).

AMNIMAL EXPERIMENTS: COMBINED USE OF AVEMAR AND CYTO-
stamics In these experiments the B16 mouse melanoma and
C3% mouse colorectal tumor strains were used. The aim
of these experiments was to find out how the daily treat-
ment with Avemar (3 g/kg body weight) would influence the
tumor growth and metastasis inhibiting effect of treatment
with some of the well known antineoplastic agents 5-Fluo-
rouractl (3-FU) and Dacarbazine (DTIC), which are widely
used in clinical oncology in the frame of various treatment
protocols (17).
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The Blé melanoma was used as muscle-lung metastasis
muodel, while the C38 mouse colorectal carcinoma cell line was
applied for serving as spleen-liver metastasis model. Mice
bearing the C38 colorectal carcinoma implanted into the spleen
were treated with 5-FU administered via intraperitoneal injec-
tion 3 times a week in a dosage of | mg/ke, while the mice
inoculated with the B16 melanoma received DTIC treatment
daily {60 mg/kg 1.p.) Synchronously, the animals treated with
antineoplastic agents also received Avemar daily (3 g/kg). In
the case of combined (Avemar + DTIC) treatment the number
of lung metastases of B16 melanoma practically decreased to
zero, and this effect was significant, The results show that in
therapeutic composition, Avemar — having metastasis inhibito-
ry effect also alone — exerted a more than additive effect, that
is, it synergically enhanced the metastasis inhibitory effect of
DTIC used in clinical practice to decrease metastasis in proto-
cols for treatment of patients with melanoma. Treatment- of
(38 colorectal carcinoma with the therapeutic composition of
Avemar and 5-FU decreased the number of liver metastases
synergically. This effect was also significant. The mass of the
discased spleen also displayed a marked decrease as a conse-
gquence of the treatment.

Although the therapeutic effects at both of the combination
experiments were considerable, the usual toxic side effects of
cytostatics, e.g. decrease of body mass were not observed. It
can be concluded that Avemar treatment does not reduce the
antitumoral effects of chemotherapeutic drugs upon the prima-
ry twmors but, dramatically enhances their antimetastatic
elfects. Using several other cytostatics (data not shown) it was
also proved that Avemar did not reduce their cytostatic effects
upon the primary tumors,

CHEMOPREVENTIVE EFFECTS OF AVEMAR [1 has been demonstrat-
ed that Avemar treatment prevents colon cancer in laboratory
anmimals: in this case, four weeks old inbred male F-344 rats
were used (9). Colon carcinogenesis has been mduced by
injections of aroxymethane (AOM), a well-known carcino-
genic chemical. Ten rats served as untreated controls (group 1)
For the trestment of the animals in group 2, AOM was dis-
solved in physiologic saline and the animals were given 3 sub-
cutancous imjections 1 week apart, 15 mg'kg body weight
(BW) each. In two additional groups the basal diet was sup-
plemented with Avemar. The extract was dissolved in water
and was given at a dose of 3 g/kg BW once a day. In group 3,
animals started 1o receive Avemar two weeks prior to the first
injection of AOM daily and continuously thereafter until sacn-
ficed 32 weeks later. In group 4 the basal diet was supple-
mented by Avemar administration only. At the end of the
experiment all the rats were sacrificed by exsanguination, the
abdominal large vessels were cut under a light ether anaesthe-
sia and a complete autopsy was performed. The percentage of
animals developing colon tumors and the number of tumors
per animals were: ( and 0 (group 1); 83.0 and 2.3 (group 2);
448 (p=0.001) and 1.3 (p <0.004) {group 3); 0 and 0 {group 4);
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all the tumors resulted of neoplastic nature also at histologi-
cal inspection. Thus, the overall chemopreventive effect of
Avemar (sce also Tabfe 1) was nearly 70%, as one obtains from
the simple caleulus:
L R
0.33x23
The numbers of the aberramt erypt foci (ACF) per area (mea-
sured in em?) was 4.85 in group 2, while in group 3 the num-
ber of ACF numbers was 2.03 only (p <0.0001),

Tahle 1. Macroscopic findings in the large intestine of F-344 rats treated with
Avemar or with Avemar + AOM; statistical significance was: p <0.001 (*); p
<0,004 {**)

Ciroup Animals  Average Average Remarks
with number diameter
colon of colon of the colon
Tmors mors Tumars
per animal
1. Untreated
controls (n = 1) [T o .
2, AOM 39,47 232021 235£025 1 Wilms tumor
fn=47) (B3.0%0)
3 Avemar + AOM 1329 132017 221 £0.12
[n=29) {4, 8%)*
4. Avemar (n =% 9 L]

Modified from (9}

CLINICAL 5TUDIES: NEW METASTASES AMD PROGRESSIOM-FREE
SURVIVAL IN CAMNCER PATIENTS An carly open-label phase [l
chinical trial with Avemar was conducted in colorectal cancer
patients, mvolving 30 consecutive subjects undergoing cura-
tive surgery, acerued since 1998 up to June 1999 (20). Patients
were divided into control cohont (n = 18, 11 men and 7 women
with mean age of 70 vears) and Avemar cohort (n= 12, 6 men
and 6 women with mean age of 64 years) according to their
own preference. Patients of the control group received adju-
vant chemotherapy alone (if necessary), whereas patients of
the Avemar group received adjuvant chemotherapy (if neces-
sary) plus 9 g of Avemar once or twice daily, depending on
their body weight. The median follow-up of all patients was 9
months, with range 6-11 months.

At the end of the study, no patients treated with Avemar did
show new metastases, neither hepatie, nor in other organs,
while 4 patients (22%) did develop new metastases in the con-
trol group,

This first clinical result was so encouraging that it was decid-
ed to evaluate the impact of Avemar in a sccond tmal involving
more patients, and comparing the disease progression-free sur-
vival as well as the overall survival in two groups of coloree-
tal patients differing just for the Avemar intake. In the survival
analysis trial done with Avemar, as well as in all similar trials,
the absolute survival and the disease progression-free survival
are normally assessed by a survivor function 5(t), defined as
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the probability that survival time T is greater than a given time
L eg, S =Pl = 1), and hence

5N :I Flddiay=1=F(r),

where flu) and respectively are the probability density and the
cumulative probability of T; obviously, the survivor function is
very sensitive 1o the shape of the probability density. In this
madel, the survivor function must be estimated, assuming that
its value is constant between two consecutive events, thus the
plot of S(1) versus time is represented by a stepwise decreasing
graph.

If all the observed individuals are followed up until the event
oceurs 10 each of them, the .’S-'f.',.l value, estimating the true
S(t), may be evolved from the ratio S(r)= N(T 2 1/ N,
where NI * 1) is the number of subjects surviving at time
T * ¢, and N(0) is the number of subject originally enrolled in
the tnial. In the case of censored data (like in this second trial),
however, this simple caleulation cannot be done, and the esti-
mated §(f) value must be evaluated by some other methods.
One of the most used is the Kaplan-Meier product limi esti-
mator, which is obtained with the formula

- 1 =d,
sw=J]**-
bl =r d
where rg 13 the number of subjects at nisk (including censored
subjects) at ime immediately preceding ¢, and & is the num-
ber of subjects experiencing the evenl at time 1,

Survival analysis allows the assessment of the periods where a
given clinical event of interest (death, or any disease progres-
sion event like a new metastasis, a relapse, or the death iself)
has the highest and the lowest chance. For this purpose, it is
used the hazard function hit) defined by the relationship

fith d-[logSi)

hit = e am

from which we easily obtain the survivor function in terms of
hazard function as follows:

Sin= cxp[ —J Jil e bl ]
[1]

The survival analysis uses its own regression models. In gen-
eral, its multiplicative factor must be assumed costant, so tha
the hazards in the studied cohorts must be proportional. In this
case, one is dealing with proportional hazards regression, with
hazard ratio constant over time, and different individuals have
proportional hazards, so that, 1f the covanate row vector of
subject A is, say, Xy = (rg. 142 K, 14,0 and the covariale row
vector of subject B is xg=(vg. vg. K. xg,) then the ratio
Brlx 3/ hirlxg) must not change with time along all the
study period. Under this assumption (to be verified at time of
data analysis), the hazard function could be written as
el xy =y (ngx), where iy ir) is the baseline hazard and X{x)

Negvigyaszan Onkoldgio 2002; 7: 180-185
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is a relative risk function of the vector of covanates alone,
Thus, since the hazard ratio between mdividuals A and B must
be kept constant, one infers that:

hirlx,)  hy(0Bx,) _S(xy)

hirlxg)  lginEixg) Eixg)

In the case of exponential relative risk, the effect on a log-lin-
car scale is additive, and the baseline hazard function is multi-
plied by the covariate vector: for this reason, each individual
accrued in the mal shows an hazard function of the form:
hirtx)= k(e

If one model parametrically only the relative risk, as propo-
sed by Cox (21-22), then the shape of baseline hazard may be
left unspecified, and a semiparametric model can be construct-
ed, allowing to estimate B from a partial likelihood function
which takes into account ties among survival times and does
not depend on the hazard function:

where s is the vector sum of the covariates of the m, individu-

als surviving for a time t .

To analyse the influence of Avemar (added to surgery and stan-
dard radiotherapy and/or chemotherapy) on the disease pro-
gression-free survival (disease progression events were
defined as deaths, relapses and new metasiases ocourring in
hoth cohorts) and on overal survival (deaths only) in colorec-
tal cancer patients, an open-label comparative cohort irial has
been conducted.

For the analysis of the effects exerted by different variables
(discase staging, Avemar administration, age, sex, chemother-
apy, radiotherapy) on survival, the Cox regression (proportion-
al hazards model) was used, after verifying that this method
was suitable according to the study data, by means of the
Schoenfeld residuals (23) of the general form:

Z Xiak EKP[K*ﬁlﬁ

ek

T T =%
Iy nr zfl[ﬂ_xlﬁ,‘j

L

for each covariate x , such that T is the existing difference
between the covariate value for any failed j-th observation and
the average value of the covariate, which is weighted on the
basis of estimated hazards from Cox model. The residual
analysis for this trial has shown no evidence of vielations of
the assumptions at the basis of Cox proportional hazards
model,

The goal was to determine if the use of Avemar adds any ther-
apeutic benefit compared to standard therapeutical protocols

Nagvogyaszatl Onkoldgia 2002; 7180185

alone, and therefore, to obtain information on the feasibility of
long term administration of Avemar as well as to estimate the
expected difference of treatment outcome between cohorts of
colorectal cancer patients receiving standard treatment and
standard treatment plus Avemar supplementation. For the tri-
als, the chosen values for sample size caleulus were i = (L05
{i.c, 5%) and 1-f§ = 09 (i.c., the power was 90%), so that a
minimal sample size of 50 patients was needed for cach cohort.

Beyond the standard oncological treatment used in both
groups, the patients assigned to the Avemar cohort did take 9
gramms of Avemar per os once or twice daily, along all the
study period, for which the minimal follow-up was at least 6
months, The treatment time period was measured as the nter-
val between the time 0 (baseline) and the last completed visit.
Patients of the control cohort received the standard oncological
treatment alone, consisting of S-fluorouracil (5-FU) based
chemotherapy and/or radiation therapy, following surgery. All
patients were evaluated at baseline, after one month, and then
every 12 weeks. Evaluation included imaging quantification of
all measurable lesions (by usual radiographic, ultrasomie, or
magnetic resonance technigues), laboratory tests (hematology,
chemistry, and urinalysis), physical examination, as well as
data regarding treatment compliance and toxicity. Tumor pro-
gression was defined as an increase of at least 25 percent in the
overall tumor size or the appearance of any new lesions; deaths
were also recorded. All the time-related events were measured
from the date of first diagnosis.

The primary end-point of this study was to compare progres-
sion-free survivals of the two cohorts, For this purpose, it was
used the two-tailed, unstratified log-rank tests (Kaplan-Meier
method), while for other comparisons, z-test, Mann-Whitney's
test, Fisher's exact test and Student’s t-test were applied as
suitable.

The multicenter trial started in November 1998 and patient
recruitment lasted up to March 2001, so that 170 consecutive
colorectal cancer subjects entered the study (24), to be includ-
ed in the Avemar or in the control cohorts according to the
patient’s own decison, The patients had either new diagnosis of
their cancer or arrived for routine check-up of their previously
diagnosed and treated disease.

The age of the patients of the control cohort was significantly
higher than that of the Avemar one (mean was 66.1 years in the
controls versus 61.7 years in the Avemar cohort; p <0.01). In
contrary, the Avemar patients had significantly more advanced
disease stages (Mann-Whitney probe: z = 4.618; p <0.001}),
since 27.3 per cent of the Avemar patients were at UICC stage
IV {metastatic), while this value for the control patients was
3.8 % only (p <0.001); moreover, the average time from diag-
nosis o the study enrolment was significantly longer for the
Avemar cohort (11.2 months and 1.1 months, respectively, p
<0,001), There were no significam differences between the
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average length of time from diagnosis to the last visit (29.6
months and 34.0 months, respectively; Student’s t = 1.494; p =
0.137), nor significant difference between the number of
patients receiving chemotherapy (z = 1.819: p = 0.069), while
the controls did receive significantly more radiotherapy (z =
3.406; p <0001). Generally, the prognoses of the Avemar
patients at baseline were poorer than those of the control
patients.

Table 2. Occurrence of progression-related events

Avemar (n=66)  Controls (n = 104)

Fa patients with new relapses® 30 17.3
%a patients with new metastases* Th 231
%a deaths**® 121 i
% patients with discase
progression events*® 16.7 423
*pe00 **p <0001

Al end-point analysis, observed progression-related events
irelapsed tumors, new metastatic lesions, deaths) were signifi-
cantly more abundant in the control cohort (Table 2). The log-
rank test showed significant differences in favor of the Avemar
patients, in both the cumulative probabilities of disease pro-
gression-free survival (primary endpoint) and overall sur-
vivals. Among all analysed covariates (age, sex, UICC staging,
Avemar treatment, radiotherapy and chemotherapy), the only
strong predictors of survival in the Cox proportional hazards
model were UICC stage and Avemar treatment { Tahle 3).

Teehle 3. Multvariate analysis of survival of colorectal patients (Cox regres-
sion), proportional harards model: 32 = 22.756; p = 0.0009. Among all the
six tested vanables, only the strong predictors (with significant p value) are

shown

Variable B S.em Significance  Exp () 95%Cl
UICT staging 0704 0197 p=0.0004 2.02 1.37-29%
Avemar treatmemt  =1.103 0388 p = 00045 0,33 0.16-0.71

The treatment with Avemar was generally safe (no serious
adverse events were recorded), and the compliance to protocol
was good: practically, the only complaint reported by Avemar
patients was its disagreeable taste,

The results zenerally showed highly significant data in favor
of Avemar treatment: that was somewhat surprising but not
entirely unexpected; rather, the main results confirmed what
previously seen in the phase 11 trial (20). It could be conclud-
ed that the present study brought the first evidences that this
wheat extract, in combination with surgery plus standard
radio/chemotherapy, can significantly inhibit overall tumor
progression including the formation of new metastases, and
could prolong the survival of colorectal cancer patients, The
Cox analysis idemified UICC staging and the Avemar treat-
ment (for more than 6 months) as independent survival pre-
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dictors. Interestingly, similarly to the previously observed

nearly 70% preventing effect exerted by Avemar in rat colon

carcinogenesis model (9), in this last clinical trial Avemar

increased the probability of survival still by nearly seventy

percent (sec the exp(fl) value in Table 34, since one obtains |
0.33 = 67%.
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A kézirattal kapcsolatos tudnivalok

A KEZIRATOK ELKULDESE A kéviratok teljes anvagit abrakkal,
tablazatokkal egyiitt kér puéleldnyban a fGszerkesz1é cimére (Prof. Dr.
Basze Péter, 1301 Budapest, PE 46. Tel'fax (36 1) 275-2172, e-posia:
boszeimatavnet.hu) kériik killdeni. Amennyiben erre a szerzdknek
lehetbségiik van, a kéziraok anyagit a sedmitogépes seerkesztés meg-
konnyvitése &5 a srerkesaéshdl eredd hibaforrasok csikkentése célji-
bol egy megfelelden jelzett mibgneslemeren (3 12 disk, IBM MS-DOS)
is kitldjek el. Magneslemez helyett a kéziratok anyaga e-postin is
kiildheti. Az eredett kéirat minden esetben seiikséges. A kéziratokat
kizérafevillel egviitt kell kiildeni.

KISEROLEVEL A kisérdlevél tartalmarsa a seersfk nevét, a kizlemény
cimét &5 a levelezd szerzd adatant (név, munkahely, postacim, thvbe-
s2éld, vmasold, e-postal. A kisérolevél aldirisival a levelezd szerzd
kijelenti. hogy a mellékelt munka mas helyen nem keriilt és nem is fog
kiszlésre keriilng, Ugyanannak a kbzleménynek idegen nyelvii folyo-
iratban tonént megjelentetése csak a szerkesztiség irasheli beleegve-
séscvel wirténhet. A levelezd srered a kisérolevél alairasival kijelenti
toviabba, hogy a kéziral kozlését a tarsszerzik a kéziratban foglaltak
szennl jovihagytik, a seemélyes kizléshe” (personal communica-
tion) az idézett szerzd beleegyezetl, és hogy a szerzik a szersi jogot
atruhdzrak a seerkessiGségre.

A KEZIRATTAL KAPCSOLATOS FORMAI KOVETELMENYEK A kiziral
formédja feleljen meg a nemzetkbzileg elfogadott, Uniform
Requirements for Manuscripts Submitted to Biomedical Journals
{Ann Intern Med [988; 108:258-265) eldirasoknak.

GEPELES Ha a kéwirat seovegsrerkesatovel késziilt, a kivant jelilések,
pl. kiemelés, dole beti stb. a szovepsrerkesetovel megoldhatok. Ma-
gyar ékezetes betitket hasendljunk. Hagyomanyos gépelés esetén kir-
Juik a megfeleld réset alihdeni és a seiveg seélén a kivanalmakat iris-
ban megadni, pl. apro, félkiver vagy dolt bend, aldhieni stb. Gépelés
vagy nyomtatis mindig csak egy oldalon tartenjék,

CIMOLDAL A cimoldal taralmazea a kizlemény cimét, alatia a seer-
#0k teljes nevér, a szerzok munkahelvét (az oszly vagy intézel ve-
zetdjének nevél nem kell kilon megadni), egy 50 karakternél nem
hasszabb, rividitett cimet és a levelezd szerzd postacimél, telefonszi-
.,

MASODIK OLDAL A misodik oldal egy magyar nyelvii dssrefoglalon és
34 kulesszot tartalmazzon. A kulcsszavak csak az Index Medicus
Medical Subject Headings szavai kizil keniilhetnek ki, A harmadik ol-
dalon az dssrefoglalionak és a kulesszavaknak ax angol nvelvii valio-
zatal kell megadni. Az angel nyelvil dsszefoglaliban seerepelien a
dolgozat angol cime & a srereik neve is,

SZOVEG Az credeti kizleményeket hagyomdnyos modon: Beveretés,
Anyag és Modszer (vagy betegek és vizsgald modszerek/kezelések
sth. ). Eredménvek, Megbeseclés, Irodalom réseekre kell tagolni, Eset-
ismertetés esetén a kozlemeényt Bevezetés, Esetismenetés, Megheseé-
1és és lrodalom résickre bontsuk. Minden mas esetben a kizlemény
felepitését a szerzok vilasztjik meg. Az irodalmi hivatkozdsok azon-
ban mindig a kizlemény végére keriljenck,

IRODALOM Az irodalom idésrése a sedveghen zardjelbe ten arab s#i-
mokkal tirténjen a hivatkozds eldfordulisinak sorrendjében, &5 nem
abe szerint. A szivegben a szerzik nevét dolt betiivel irjuk, ilyenkor a
vonatkosd szdm a szersd neve utian jon. Ha a szersi neve nem szere-
pel a mondatban, a hivatkozdsi szdm a mondat végére, de még a pont
elé keril. A hivatkorisi szamot csak akkor kell a pont utan tenni, ha
az epész bekezrdésre vonatkozik. Az irodalmi adstokat ar irodalom™
részben, amely a szoveges rése utdn kivetkezik, az idézés sorrendjé-
ben irjuk, az alibbak szerint.
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FOLYORAT E5 KOLOMSZAM Monaghan JM. The role of surgery in the man-
agement of granulosa cell wmours of the ovary. CME I Gynecol
Oncol 1996 1:116.

Webb MJ, Symmonds RE. Site of recurrence of cervical cancer after
radical hystercctomy, Am J Obstet Gynecol 1980; 138:%13,
Creasman WT, Morrow CP, Bundy BN, et al. Surgical pathologic
spread pattemns of endometrial cancer. Cancer 1987; 60:2035.
Magrina JF. Imtestinal surgery in gynecologic malignancies. Magy
Miory L 1995; 58 (Suppl. 2):55.

KONYY Liszld J, Gadl M. Nogyogyaszan pathologia. 2. kiadis, Buda-
pest, Medicina Kanyvkiada, 1976: 33,

KONYWFEIEZET Egyed ). Diabetes &s terhesség. In: Dosepod ), seerk.
A sriilésret és nagyogyvaszat akwdlis kérdései, Budapest, OTEI,
1982: 87,

Az irodalmi hivatkoziasok pontossigaén a szerzok felelosek. Ha a
srerrok szima hat vagy annal kevesebb, ar dsszes seered nevél so-
roljuk fel. Ha hamnal tibb, csak az elsd hatét, és utina az és misal
(idegen nyelvi kiizlemény csetén et al ") kifejezést irjuk. Egyszavas
folydiratok nevét teljesen ki kell irni, egyébként a folydiratok nem-
#etkizileg elfogadott roviditésenn alkalmazzuk, amelvet az Index
Medicus tartalmaz. A Nogyvogvaszati Onkologia réviditése;
MNogyvogy Onkol.

KOSZOMETMYILVANITAS A készinetnyilvanitist az irodalom utan irjuk,
TABLAZATOK A szivegben a tablizatok szamozisit megjelendsik
sorrendjében, zardjelbe tett amab szamokkal iuk, pl. ¢f. rabfdzar,
Table 1) A tablizatokat a tibliza felett megszimozva, killin olda-
lakon kérjiik. A szamozis utin a tablazat cime kivetkezik. A tabla-
zat ald ridvid magvarazo seioveg kenil, Ide iguk megfeleld jeléléssel
a tablazatban eléforduld réviditések magyarizatit is. Mas seerzdk-
tal vett tablazatok csak az eredeti szerzok vagy a szerzoi jog tulag-
donosinak engedélyével idézhetik,

ABRAK Mindig az eredeti dbriakat, fénvképeket kell bekiildeni két
peldinyban. A szévegben az dbrak szimozisit megjelenésik sor-
rendjében, wirdjelbe tent arab sramokkal inuk, pl. ¢f. abra, Figure
). Az abrik hatoldalan vékony ceruzaval vagy ragaszthatd cédulan
tiintessiik fiel 2 sorszamot, a szerzd nevét ¢s az abra irinyat kis nyil
segitségdével. Kontraseztos, jo mindségli fekete-fehér fényképeket
kell kigldeni. Sziikség esetén szines képet is elfogadunk. A rajzolt db-
rik fekete tintaval fehér hitter elott késmiljenek. Az dbraalairasokat
kiildn lapon kérjiik. Ebben az dbrin haszndlt jelzések magyarizatil
is adjuk meg. Mis szerzikiol vett abrak csak az eredet szerzdk vagy
a szerzoi jog tulajdonosinak engedélvével idézhetdk, A bekildon
abrikat csak a szerzik kiilon keérésere killdjik vissza,
MERTEKEGYSEG A mérckepységeket , méter rendszerben”, S1epysé-
gekben kell megadni.

ROVIDITESEK A rividitéscket a szivegben eldszor jelentésiik teljes
kiirasa utin zarojelben adjuk meg, &5 csak czutan hasmiljuk onal-
ldan. Az dsszefoglaldban (Abstract) ne legyen rividités,

HELYESIRAS Torekedjiink magyvar orvosi kifejerések hasznilatira, az
idegen kifejeréseket, amikor esak lehet, keriiljik el. Az orvosi kife-
jerisek magyaritisa kivanatos. Nem magyar eredeti szavak irdsa az
eredeti irdsmod szerint tonénjen. Magyaros helvesirassal csak a
kiznyvelvben meghonosodott (pl. kronikues, akut) szakkifejesdéseket
inuk, Egvaron kézleményben kovetkezetesen, egvsegesen kell al-
kalmazni a magyvaros vagy a klasszikus irdsmodot, Angol nvelvi
szivvegben az angol és az amenkai helyesiras is alkalmazhato.
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The original manuscnpt - together with a cover letter — must be sub-
mitted o the Editor-in-Chiel (Péter Bdsze, M.D., 1301 Budapest,
P.O.Box 46, Hungary, Tel/Fax (36 1) 275-2172, E-mail address
boseeraxelerohu). Authors are encouraged to e-mail their manu-
senipts or submit them on a floppy disk with adequate labeling and
information (3 1/2 diskette in IBM MS-DOS). In enther case, an accu-
rate hard-copy pnntout must be sent (v.c.), as well. The Editor-in-
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of Gynecologic Onealogy (Hu J Gynecol Oncol) represent the opini-
ons of the author(=) and should not be construed to reflect the opinions
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The Hungarian fournal of Gymecologic Onealogy gurdelines are
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1988, 108:258-265),

TITLE PAGE The title page should contain the article title followed
by the author s first, middle and last names, residence of the author(s)
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TEXT Owiginal articles should incorporate the following sections:
Introduction, Patents and Methods, Resulis, Discussion and
References. The organization of the text of review papers is up to the
author(s), However, all articles should contain References, Acknow-
ledgements follow the References. Pages should be numbered in suc-
ceasion, the title page being page one.

REFEREMCES These should be numbered in the order in which they
are cited in the text by Arabic numerals in brackets (1), (2-51. When
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nal titles should be spelled out, all awthors should be abbreviated
according o the instructions of Index Medicus,

TABLES Tables are numbered consecutively using Arabic numerals in
brackets (Tafde {1, in the order cited in the text. They should be typed
double-spaced on separate pages and should be accompanied by a
short caption. All abbreviations should be explaned in a footnote.

AGURES The ongimnal illustrations and line drawings should be sub-
mitted and numbered using Arabic numerals in brackets (Figure 1)
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and should include the figure number and a brief description of the
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{when appropriate) should be provided on the photographs. Figures
that are reproduced from another published source require written per-
mission from the authors and copyright holders, Submined illustra-
tions are returned on request only,

UNITS All measurements should be in metric, S1 units,

ABBREVIATIOMS Abbreviations must be written in full when first men-
tioned in the text.

SPELLUNG Both Amernican and Enghsh spelling are accepted.
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have difficulty with the English language. Comected manuscnpts will
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»A rendszeres hiivelyoblités alkalmazasa - adjuvans kezelésként - akkor ajanlhaté, ha a hiivelyben
visszatéréen ligos vegyhatassal jaré dysbacteriosis (pl. bacterialis vaginosis) alakul ki.

A bacterialis vaginosis - endogén fertozés lévén - recidivara hajlamos, ami ismételt célzott kezelést
tesz szilkségessé. A célzott kezelés kiegészitése és a recidivak megelézése céliabdl alkalmazott
hiivelyblités védelmet jelent a panaszok kitjulasa ellen.”

[részlet a Szulészeti és Nogydgyaszati Szakmai Kollégium
1999. December 13-i éllastoglalasabél)

Lactacyd Femina, az intim higiénia szakértoje.
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CELKITUZES ES INFORMACIO A Nigyogydszati Onkoldgia a
Magvar Mogvogvisz Onkologusok Tarsasaganak hivatalos lapga, Az-
zal a céllal jom létre, hogy a nogyvogviaszati onkologianak, a szilé-
sret-nogvogvaszal és az onkologia onallo szakmajanak hazinkban 1s
tudominyos forumot teremisen, Nogyvogvaszat onkologian folyoirat
mids orszgagokban &5 nemietkom szerkesztésben mar évtizedek ota lé-
tezik, czért a Nogyvigvaszati Onkologia megjelentetése ax orvosin-
domamynak czen a teniiletén a haladd vilaghoz torténd felzarkozasun-
kat jelenti. A szakmai célkitizések mellett a magyar orvosi nyelv mii-
velése, jobbitisa is a lap alapvetd feladata

A Niogyogyiszati Onkelogia a noi nemi szervek, az emlok s a hatar-
tertiletek daganatos meghbetegedéseivel, valamint az ezekhez kapeso-
It dltalinos, elmélet és pyvakorlat kérdésekkel foglalkozik. Tar-
gyalja wvibbd a nbgyogyaszat onkoldgiat, mint szakmat, beleérive a
szerverési, a képzést & az anvagi meggondolisokat is. A lap eredeti
dsszefoglald &s seerkesatbség kizleményeket, esetismertetéseket és
beszdmolokat kizol, Kilongs hangsalyt fektet a képzésre, amelyet
Or-
vostorténett ismereteket ad annak tudataban, hogy mines jelen &5 jovo

nemesak elmélen, de gyvakorlat szinten 15 meg kivin valositan

SCOPE AND INFORMATION With the rapid advances of radical surgery,
clinical technologies, anesthesia, modem blood banks, antibiotics, me-
dical oncology and radiotherapy, and with the explosion of molecular
biology, it has been recognized that the usual training of gynecologists-
obstetricians was insufficient to provide optimal care for patients with
malignancies of the female genital tract and breast cancer. This recog-
nition has led to the development of the subspeciality of gynecologic
oncology with board cenification in many countries worldwide,

Since the establishment of our specialty, a plethora of information
has been accumulated with the recogmition that in the rapidly expand-
ing field of gynecologic oncology it is becoming almost impossible
to be up-to-date with 1ssues of concern. The spectrum of gynecolo-
gic oncology is broademing each day and mcludes among others
advanced surgery, fundamental understanding and practice of drug
and radiation therapy and an in-depth knowledge in pathology and
maolecular biology, The gyvnecologic oncologists should keep pace
with these exciting basic and clinical advances, The explosion of sci-
entific information brought about by molecular and cellular biology
should be reflected in patient’s care at bedside. Cancer treatment and
molecular biology cannot be separated any longer. These are some
of the major reasons of establishing national and international journals
devoted to gynecologic oncology.

In Humgary, gynecologic oncology has been officially recognized as
a specialty of obstetrics and gynecology. This was followed by the
foundation of the Hunganan Society of Gynecologic Oncology in
1991. During the last 5 vears, there has been a growing need for a
national venue for publications focusing on clinical and basic gyne-
cologic oncology, thus, the foundation of the Hungarian Journal of
Gynecologic Oncology with the aim of providing a sole forum for
gynecologic oncology in Hungary, The Hungarian Journal of
Gynecologic Oncology is the offical jounal of the Hunganan
Society of Gynecologic Oncologsts,

The Hungarian Journal of Gynecologic Oncology will provide a
national archive to high quality papers that deal with wmors of

a gyokerek ismerete nelkil. Tarsasigi hirek, kntikak, megemickeadsek,
eseménvek ismertetése és mas hirmondis a folyoimt szerves réseét ké-
pezik. Hatartertileti kérdések & betegtijékozok saintén a célkitiize-
sck koed tartomak. A Nogvogviaseati Onkologia, mint a Magyar
Migyigyisz Onkologusok Tarsasiganak hivatalos lapja. a Tarsasag
allasfoglalasait, hifleveleit &5 mas kiadvanyait is kbzlh.

A felkén kozlemények kKivételével minden kielést két biralo véleme-
nyez. Ennek alapjan a Nigvdgydseatl Onkoldgia is az (n, biriloan
dtnézen” {peer-reviewed) folydiratok kozé tartozik, A birdlok javas-
latot tesznek modositasokra és a kozlemény elfopadasira vagy eluta-
sitasdra, amelyet a srerkesztosée messzemenoen ligyelembe vese, A
birdlok szemelvet nem fedpik fel. A koeleménvekben megfogalma-
rott vélemények, javaslatok nem a seerkeseiiség, hanem a seer-
wik veleményét, allasfoglalisat jelentik.

A Niogvipvdseati Onkoeldgia alapvetoen magvar nvelvi. A kis népek
letezése azonban megkiveteli a kétnyelviiseget, ezér a lapban a kizle-
ménvek ossrefoglalogi &5 a fontosabb adatokat angol nvelven is ismer-
tetitk. Elfogadunk angol nyelvii kizleményeket, egy-cgy nemzetkoz
rendezyvény eldadisait pedig teljes egészében angolul adjuk kéere.

female genital tract and related organs, and with the benign and
malignant diseases of the breasts. Reporis of investigations relating
to any aspect of these fields, including etiology, epidemialogy, pa-
thology, diagnosis, treatment, follow-up and basic science will be
considered. Such contributions may come from any of the disciplines
with interests in gynecologic oncology.

The Hungarian Journal of Gynecologic Oncology will publish origi-
nal articles, invited reviews, brief reports, papers focusing on the history
and on the professional aspect of the specialty, news, comments, cniti-
que, book reviews and letters. Education with particular emphasis on
countinung medical education is one of the major aims of the jounal.

The language of the Hungarian Journal of Gynecologic Oncology
is basically Hungarian. However, papers writien in English will also
be accepted.

The origmal manuseript together with a cover letter must be submit-
ted 1o the Editor-in-Chief (Péter Bosze, M.D., 1301 Budapest,
PO.Box 46, Hungary. Tel'fax (36 1) 275-2172. E-mail address
bosze@ematavnet.hu). The authors are encouraged to e-mail their
manuscript or submit the article on a floppy disk with adequate la-
belling and mformation (3 1/2 diskette in 1BM MS-DOS). In either
case, an accurate hard-copy print-out must accompany. The Editor-in-
Chief requires the onginal manuseripts and the cover letiers, By sign-
mg the cover letter, the authors certify that the same work has not
been published, that it is not under consideration for publication el-
sewhere, that its submission for publication has been approved by all
of the authors, and that any person cited as a source of personal com-
munication has approved such citation, By signming the cover letter,
the authors transfer the copyright 1o the Publisher. Manuscript deci-
sion will be based on peer review,

Articles and any other matenial published in the Hungarian Journal
of Gynecologic Oncology represent the opinions of the author(s) and
should not be construed 1o reflect the opinions of the Editors and the

Publisher.









