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studies are not informative about risks from childhood exposure to 13’ I. In 
contrast, very large increases in the incidence of childhood thyroid cancer 
have occurred following the Chernobyl accident. Data from the Ukraine, 
Belams, and Russia suggest that the risks from childhood 13’ I exposure are 
high and may not differ substantially from those associated with external 
radiation. To date, findings from studies of environmental radiation exposure 
are inconsistent. Additional data from studies of populations exposed to 
radiation from nuclear weapons testing and production in the former Soviet 
Union will become available in the near future. These data should help 
darify the role of radionuclides in the etiology of thyroid cancer. 

496 
Thyroid Carcinoma After Cherhobyl 

D. Williams. UnivetsiQi of Cambddge, Strangeways Research Laboratory; 
Cambiidge, UK 

4 years after the world’s worst nuclear accident at Chernobyl an excess of 
thyroid cancer cases was noted among children who had ,been exposed to 
fallout from the disaster. That increase has continued and new cases are still 
being seen in those who were children at the time of the accident. It is now 
15 years since the accident, and so far approaching 2000 cases of thyroid 
cancer have occurred in the affected area, which involves most of Belarus, 
the northern part of Ukraine and a small part of the Russian Federation. 
Collaborative research to study these cases is ongoing, the results so far 
show that the diagnoses of thyroid cancer are substantiated, wtth many 
of the eady cases showing marked local,invasion. The increase is almost 
exclusively in papillary carcinoma, so far very few follicular or medullary 
carcinomas have occurred, there are no reliable reports of increases in 
non thyroid malignancies, although these cannot yet be entirely excluded. 
The increase is very largely in those who were children at the time of the 
accident, with a very marked association of‘age with sensitivity. The findings 
afterChernobyl differ greatly from those after the atomic bomb explosion. In 
Japan the exposure was very largely to whole, body radiation from gamma 
raysand neutrons. After Chemobyl’the exposure was to isotopes in fallout, 
and apat$ from the inert gas xenon the largest components were radioactive 
isotopesof iodine~(incfuding Tellurium 132 which decays to Iodine 132). 

Exposure to isotopes of iodine gives the thyroid over a 1000 times 
the averagedose to the, rest of the body, explaining the specifidty for 
thymid,cancer. Radiation ‘is particularly effective in inducing double atrand 
breaks in DNA, and papillary carcinoma is linked to rearrangement in 
the~8ret80ncogene.’ providi&m explanation for the speciffctty for papillary 
carcinoma, although fotticular carcinoma8 may still show a rise in incidence 
with alonger,latent period than papillary carcinoma. The particular sensitivity 
of chfidren cani be linked td a combination of a higher thyroid dose and 
the .bfolo@ ‘of thyroid.growth, whfch falls to #a very low level in adult life. 
The’ post r$hemobyl thyroid carcinomas form the ‘largest group of human 
turnours of one type, due to, a known cause on a known date; to facilitate 
study of the changes that lead to’ radiation induced carclnogenesis an 
international :Nmour bank has been created. Currently this holds extracted 
nudeic act& from several hundred tumours and these are now avaflable 
for study by approved projects. Chernobyl’ was a major disaster for the 
population exposed, and for the economies of’.ths’ countries invotved, 
particularly Bsiarps. Few of the patients tih~thyroid cancer have died from 
the disease, but help is still needed in the affected areas, and continuing 
study of the occurrence of thyroid cancer and surveillance for other possible 
effects remains essential. 

499 
Prognostic factors, treatment and follow-up of patients with 
papillary (PTC) and follicular (FTC) thyioid carcinoma 

Martin Schlumberger. lnsfitui Gustave Roussy Vi//ejuiif. France 

Prognostic factors for PTC and FX include age at initial treatment, tumor 
burden (tumor size, extrathyoid extension, lymph node metastases, distant 
metastases) and tumor histotype. 

More than 85% of PTC and FTC’patients belong to a tow risk group, with 
specttic mortality rates below 2% at 25 y and can be individalized at the 
time of initial treatment by using the TNM or MACIS scoring systems. 

Initial treatment inciudes sumetv (near-total thvroidectomv and in case 
of PTC central neck diseection)~A~lobectomy maybe sufftctent for untfocal 
micro-PTC and for small minimally invasive FTC. Post-operative radtoiodtne 
ablation is performed setectivety, i.e. only in high risk patients. Then, 
levothyroxine treatment is given to all patients with PTC and FTC with the 
aim to decrease serum TSH to low level. 

The search for persistent or recurrent disease is based on neck ultra- 
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sonography, serum thyroglobulin (Tg) determination and total body scanning 
with radioiodine (1311). TSH stimulation can be obtained either by wtth- 
drawing levothyroxine therapy for 4 weeks or by intra-muscular injecttons 
of recombinant human TSH. 

Neck recurrences are treated with 1311 and surgery, typically using 
an intraoperative probe. Lung metastases are treated with 1311 in case 
of uptake; and bone metastases are treated by surgery when feasible, 
followedby radioiodine and external radiotherapy; embolisation and cement 
injections may also be useful. Bio- and chemotherapy are not effective and 
should be given only to patients with progressive disease in the frame of 
controlled trials. 

500 
Prophylactic surgery in patients with multiple endocrine 
neoplasia type 2a 

S. Wells’, J. Moleys, M. Skinner’, M. DeBenedet@. ‘Duke Universily: 
Surge% Durham, USA; 2 Washington UniversiM Surgery; St. Louis, USA 

Patients with the type 2 Muttiple Endocrine Neoplasia(MEN)syndromes, 
MEN 2a, MEN 2b and Familial Medullary Thyroid Carci- 

noma(FMTC)inhertt dominant/negative mutations in the RET protoonco- 
gene. The diseases have distinguishing phenotypeswhich are char- 
acterized by medullary thyroid carctnoma,(MEN 2a, MEN 2b and 
FMTC)pheochromocytomas(MEN 2a and MEN 2b), hyperparathyroidism 
(MEN2a) and a generalized neural hypertrophy (MEN 2b). Virtually all pa- 
tients with these syndromes express medullary thyroid carcinoma (MTC), 
which is the most common cause of death. 

However, the time of onset and the bioloaical aoressiveness of the 
MTC vary, being earlier and more rapid in patients with MEN 2b but later 

and more indolent in patients with FMTC. The MTC cells secret calcttonin 
(CT), which is an excellent tumor marker. With direct DNA analysis for 
mutations in the RET protooncogene it became possible to detect members 
of MEN 2a, MEN 2b or FMTC klndreds who had inherited a mutated alleal. 
We advised total thyroidectomy in family members who had distinctive RET 
mutations. The operation was a total thryoidectomy with removal of lymph 
nodes in the central zone of the neck. Stlmufated plasma CT levels were 
determined before and immediatelv after suroerv, and at veanv intervals 
thereafter. Since 1970 we have accrued 63 &&zs (1166 patients) with 
MEN 2a,38 families (57 patients) with MEN 2b and 9 families (147 patients) 
with FMTC. We have performed thymidectomies on 63 patients based on 
genetic testing. Postoperative evaluation ranges from one month to eight 
years (mean 4.6 years). Preoperative stimulated plasma CT levels were in 
the normal range in 30 (36%) patients ‘and in 75 (90%) patients stimulated 
plasma CT levels were in the normal range, postoperatively. On histologic 
evaluation of thymidectomy specimens in 5(6%) patients had no evidence 
of a C-Cell disorder and in 16 (19%) patients only G-Cell hyperplasia was 
present. tn MEN 2a, MEN 2b or FMTC.direct DNA analysis for mutations 
in the RET protooncogene is the method of choice for identifying kindred 
members who have inherited a mutated alleal. Measurement of stimulated 
plasma CT levels in the postoperative perfod is an excellent method of 
determining the success of the surgery and fur evaluating recurrent and 
persistent disease. In this setting total thyroidectomy appears to be curative 
in patients with early disease and represents a model of preventative 
oncology. 
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Low dose hyper-radiosensitlvity 

M.C. Joiner’, S.C. Sho#, B. MarpIes’, M.I. Saunders’. ‘Gray Cancer 
Inatituie, Northwood, United Kingdom; ‘Mount Vernon Hospital, 
Northwood, United Kingdom 

Purpose: To review the phenomena of low-dose hyper-radiosensitivity 
(HRS) and increased radioresistance (IRR) and explore the possible im- 
pact of HRS on clinical radiotherapy. Materials and Methods: Clonogenic 
survival of cell populations has been determined accurately by automated 
microscopy or FACS. Experiments have been carried out on more than 
45 cell lines, altering the size, timing and dose rate of one or more radi- 
ation exposures. The effect of HRS has also been determined in mouse 
normal-tissue models and in human tumour xenografts. Measurements of 
basalcell density have been made in skin biopsies exposed to successive 
small radiation doses from patients undergoing radiotherapy. Results: HRS 
has been demonstrated in more than 78% of the cell lines tested. It also 
occurs in some tumours and normal tissues in viva. It produces increased 
cell kill per unit dose at doses below one gray which is more apparent in 
more radioresistant cell lines compared with both sensitive cell lines and 
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normal tissues. We have demonstrated enhanced cell kill using courses of 
0.4-0.5 Gy two or three times per day compared with single d&y doses of 
1.2-l .5 Gy in vitro. We term such successive low-dose treatment “ultrafrac- 
tkmatton’. Optimal HFtS ‘resensitisation’ can be achieved with interim&on 
intewals greater than 4 .hours. Conctusions: Our data suggest the usa of 
very low doses per fraction in uttrafractionatton may offer a real therapeutic 
gain over conventlonai treatment in some tumours with higher than average 
SF2, by exploiting tow-dose hypersensitivity. 
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The role of apoptosls in radiation response 

J. Boumis, E. Deutsch. lnsfifut Gustave Ffoussy Viffejue France 

cell death after exposure to ionizing radiation generally occurs either 
through unrepaked DNA damage and subsequent chromcsorne breaks as- 
sociated wfth mtc death or through inductton of ‘Programmed cell death” 
(apoptosis). Radio-induced apoptosis is an active process requiring en- 
donuclease activation and is regulated by numerous genes and pathways, 
which are frequently impaired in cancer cells. Some genes are proapoptottc 
(ex: p53) and others anti-apoptofic 8~12). There are no spectfic aspects 
regarding the ,genetii regulation of apoptosis after ionizing radiation, as 
compared to apoptosis induced by other agents.’ In tumor cells. the pmpor- 
tion of cells which enter into apoptosis after irradiation is variable according 
to the cell type and thedegree of genetic atterations. For example ~53 may 
or may not have an impact on radiation-induced apoptosis, depending on 
the atterations of other regulatory genes. Since many apoptosis pathways 
are frequently disrupted in cancer cetls (p53 mutation, Fas/Fas Ligand 
abnomralities etc...), targeting apoptosis to restore cett death after ioniz- 
ing radiation is hence very appealing. Many examples have been studied 
successfulty and some of them wit1 be presented at the meeting. 
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Hypoxia and its modiflcatlon 

Jens Overgaard. Danish Cancer So&& Department of Experimenta/ 
Clinical Once/~ Aarfw University Hospital. Aarhus C, Denmark 

It is a common feature that solid tumors outgrow their vasculature and that 
the tumor cells thereby become hypoxic due to diffusion-limited access to 
oxygen (so-called chronic hypoxia). In addition, fluctuations in tumor blwd 
flow due to temporary ctoaure of blood vessets may create acute (transient) 
hypoxia. The occurrence of tumor hypoxia has been wtdety established 
by measurements of oxygenation status and has shown to be a common 
feature in solid tumors, 

The presence of hypoxia in viable tumor cells creates a problem since 
such cells are resistant to cancer therapy, especialiy radiotherapy, as the 
full effect of ion&g radiation demands the presence of oxygen. In addition, 
recent research has demonstrated that hypoxia tums on genes that tend 
to make tumors more aggressive and increase their metastatic behavior. 
Hypoxia. is not related ‘to factors such as tumor size, grade, etc. But it 
represents an independent feature of poor prognosis. This also indudes 
the hdtcators of indlrect hypoxia - such as low hemoglobin values, which, 
among other iadiitors, have been found to be associated wtth poor 
outcome: to radiotherapy. 

As a consequence of these findings, several strategies have been used 
to overcome hypexta fn an attempt to improve the therapeutic outcome.. 
Hypoxic modfficatfon of radiotherapy has been intensively studied in clinical 
trials over the last 38 years. The use of normobaric and hyperbaric oxygen, 
hypoxic cell radiosenslttzem (drugs that mimic the effect of oxygen), and 
increase of hemoglobin concentration (by blood transfusion or ,EPO) are 
among the methcds studfed. Some beneftt of hypoxic rnodiftcation has 
been found in squamous ceil carcinomas (especiatfy head and neck) and, 
although the overall impmvement in local control and consequential survival 
is of moderate magnitude, meta-analysis has clearly demonstrated that 
significant improvement can be aohiied. Better identiffcation of patients 
who may need hypoxic modificatton is needed in order to employ a more 
aggressive’thempeuttc strategy, but such methods are not yet available. 

The presentation will provide an oven&w of the trials performed so 
far and an ind&tton of optimal strategies for future studies of hypcxic 
modification especially in attempts to improve the outcome of radiotherapy 
in certain tumor types. 
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TGF-bl and’radlatisajftducedfibrosk-a key regulation step 
and a specific therapeutic target 

M. Martin’, P. Reisdo# , M.-C. Vozenin-Broton&‘, J.-L. Lefafxs, 
S. Delanian4. ’ Service de G&wmique Fonctionnelfe, Ce, Cedar Evry, 
France; 2METSl, IPSN, Weju~ France; 3 LR7; c&4, B~y&ies te Ch&te/, 
France: 4Service de RadiothBrapie, Hop St Louis, APHf! Paris, France 

Fibrosis is a frequent sequel of cancer treatmentin normal human tissues. 
The main cellular component of the fibrotic tissue is the myefibrobtast, an 
activated type ef fib&last which deposits the scar tissue. We wilt present 
data on the rote played by TGF-bl in fibrosis of the skin induced by ra- 
diotherapy. The effects of TGF-blon myofibrobtasts wltt be addressed, as 
well as the activity in these cells of the Smad proteins, which transduce the 
signal of TGMI from tts receptor to its nudear targets. Recent data con- 
cerning the treatment of established radiation ffbrosfs will be atso presented, 
as well as the possibte mechanisms tnvotved in ftbrosii regresskm. These 
results show that the TGF-bl pathway may cbhstitute a specific target for 
antifibrotic agents such as antioxktants, and that-the down regulatton of 
TGF-bl activity results in desactfvatkm of fibrosis myofibroblasts. 
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F@eE;cncf region@ chembtherapy in colorectal tiver 

M. Lorenz. The German Cooperative on Liver Metastasis, Germany 

Metastatic progression of c&rectal cancer occurs in up to 70% isolated 
in the liver. After diagnosis less than 10% of liver metastases are suitable 
for surgery. Systemic chemotherapy was found to be ineffective in the 
treatment of unresectabte hepatfc metastases. For this mason, ,i,ntraartartal 
chemotherapy was introduced as treatment akemritive to the systemic 
chemotherapy. Long-term intraarterial chemotherapy regimens with FUdR 
(floxuddine) in patients with cokxectat tiier metastases, t@ng imp&ttable 
pumps and ports, resulted in improved resppnserates~ which:was cotiffmvsd 
by several randomized trials. However, an improvement in median survival 
has not yet been demonstrated after reglonat chemotherapy of hepattc 
metastases. Since the intraatterfal therapy with FUdR had been repotted to 
result in a high rate of locat toxidrty, 5-FU (5Ftuomuracit) was introduced 
into regional chemotherapy of the liver. A randombredtdai demonstrated 
superkxity of intraatterfal 5-PU versus intraarteria’FLJc$,therapy, but no 
benefit versus systemic treatment. The median t&e to pmgmesion among 
188 patients treated with HAI SFUILV, iv 5-FURV, and HAI FUdR was 
18.7 months, 17.6 months, and 12.7 months, respectfvely Aneartytwo fokf 
increase in time to progressien~as well as a survtval benefit w& repotted 
only among those patients with an intrahepatic tumour burden of 45% who 
were traated with 5-FlKV via HAL These negative reeutts were once more 
conffrmed by a recent study using HAI 48 h-conttniious infuskxt:~Apparently, 
the benefit of immtedal ch6tmthwapy remaiixs quwtimabk. Regionsl 
chemotherapy cannot be considered as standard treatment and should not 
ba conducted outside controlled clinical trials. 
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Patient survival after 01 and 42 resections t.or @st& 
cancer: long-term results of &fRC rando&fzed Sirgfcal trial 

J. Fielding’, S. Wee&n*. i CRC Institute for Cancer Studies, Department 
of Surgery Birminghain, United Kingdom; 2Can&r Division, MRC &/r&a! 
Tdak Unit, London, Unifed Kingdom 

In this prospective trial Dl resectlon (removai of fegi0twptig nodes) 
was compared with 02 resectton ,(extended fymphadenectomy to include 
level I and 2 regional nodes). Central randomization foltowed a staging 
lapamtomy. 

Cut of 737 patients with histologtcafty proven ga&fc adenocaminoma 
registered, 337 patients wereineligible by staging. lapat&rny because of 
advanced disease and 400 were randomized. The 5-year survivat rates 
were 35% for Dl resection and 33% for D2 resection (difference -2%, 
95% Cl = -12%-80/e). There was no difference in the overall B-year survival 
between the two arms (HR = 1.10,95% Cl 087-l 39, where HR > 1 implies 
a survival benefit to Dl surgery). Survival based on death from gastric 
cancer as the event was similar in the Dl and D2 groups (HR = 1.05, 
95% Cl 0.79-1.39) as was recurrence-free survival (HP = 1.03, 95% Cl 
0.82-I .29). 


