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LOSS OF HETEROZYGOSITY (LOH) AT 18q AND 59 AND
SURVIVAL IN DUKES’ STAGE B COLORECTAL CANCER.

E. Martinez, A. Abad, J. Cebrid, I. Ojanguren, A. Font, I. Moreno, M.
Monzd, and R. Rosell. Hospital Germans Trias i Pujol, Badalona, Barcelona.
Spain.

We carried out this study to distinguish whether colon tumor progression
is linked to the accumulation of mutations and deletions in tumor
suppressor genes such as DCC (deleted in colorectal cancer) and APC
(adenomatous polyposis coli) whose chromosomal loci are at 18q and 5q
respectively. We analyzed 80 sporadic colorectal tumors ( B and C stages) for
18q LOH and 5q LOH using the polymorphic DNA markers D18567
(proximal to DCC gene), D18558 (distal to DCC gene) and D5S82 (APC
gene). DNA from paired tumor and normal tissue at these loci was amplified
by PCR. Amplification products were electrophoresed on 6% denaturing
polyacrylamide gels. Of a total of 68 (85%) informative cases, 24 (35%)
showed allelic losses at either or both of the two 18q chromosomal loci
examined. In the locus tested for chromosome 5q, 54 (75%) cases were
informative with 22 (41%) showing allelic loss. Median survival time {mst)
was 53.5 months in patients with stage B tumors with 18q LOH in
comparison with 71 months for those without 18q LOH. Similarly, mst in
patients with stage B tumors with 5q LOH was 56 months in contrast to
89 months for those without 5 LOH. No differences in survival were seen
for either 18q LOH or 5q LOH in stage C. Our results suggest that LOH
at 18q and 5q confer poor survival in stage B colorectal cancer.
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COLONOSCOPIC CHARACTERISTICS OF SYNCHRONIOUS COLORECTAL
CARCINOMAS

A.Nagorni, JMilanovi¢, T.Tasi¢. V.Katic. S.Petrovic-Nogorni

Clinic for gastroentsrology Foculty of mediicine Ni Ni5, Yugosiavio

Synchronous  colorectal  carinomas  ((RC)  have incidence  from
17125% of total CRC cases. The aim of this study was to determine
some colonoscopic charadteristics of synchronous CAC In 102 consecutive
patients with CRC during colonoscopy, 7 synchronous CRC were
diagnosed (6:2%). There were total of 16 CRC, distibuted in rectum in 5,
sygmoid in 4, descending, transverse and ascending colon in 2.
respedively, and in cecum in | case. In the same anatomic segment
were localised synchronous CRCin 3 (42.8%), but in different segments in
4 (57.2%) of patients. In the adjacent anatomic segments there were
synchronous CRC only in 14.2% of patients with synchronous CRC. Barium
enema previously perormed didn't detect synchronous CRC in 285% of
patients. Conclusion: Colonoscopy is @ method of choice in diagnostics of
synchronous CRC.

146 P
FAMILIARITY AND COUNSELLING IN HEREDITARY
COLORECTAL CANCER

8. Pozzi, L. Marzona, M. Cazzaniga
Division of General Surgery Ii, European Institute of Oncology, via
Ripamonti, 435 - 20141 Milan, ltaly.

The 25% of colorectal cancer (CRC) are comelated with a
familiarity. The 5% of familial colorectal cancer are HNPCC and
the 1% are FAP.

We present two research projects.

The first one is on a prevalence of colorectal adenomas in
subjects with at list two first grade relatives affected by CRC.
These subjects aged 55-64 yrs are detected from questionnaires
filled up for Trial “once only sigmoidoscopy”. A colonscopy will be
proposed instead of rectosigmoidoscopy. The data will be
correlated with those of a standard CRC risk control group.

The second project is on familiarity and cousselling of less than 55
yrs colorectal cancer patients. The aim is to control families with a
high risk of Hereditary CRC. General Practitioners contact
probands and build a nuclear genealogic tree. In case of doubt or
clear HNPCC, the genealogic tree will be expanded by
specialized group. A personalized programme of sourveillance
and follow-up will be provided to the probands and their family.
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INOPERABLE LIVER METASTASES FROM COLO-RECTAL CANCER
TREATED BY SYSTEMIC OR LOCO-REGIONAL CHEMOTHERAPY.

B. Massiddg, M.T. Jonta, A. Nicolosi, A. Tarquini,

Inst. of Surg. and Clin. Oncol. University, 09100 Caghan, Italy.

Eigthy six pts, 46 males, in age from 28 to 75 years, PS = 0-2, with measurable or
evaluable unresectable hepauc metastases from colon (53 pts) or rectal (33 pts)
were assi to the ic q 28 Leucovorin (100 mg/m2 i.v.) plus 5-
Fluorouracil (375 mg/m2 i. v) for 5 days, alone (ARM A; 27 pts) or in combination
with 3x10° U x3 times/week of r-alpha or beta interferon (ARM B; 26 pts) or the
hepatic arterial bolus of 5-FU (1000 mg/weekly) via Port-A-Cath placed, at
exploratory laparatomy, in the gastroduodenal artery with ligation of the rigth gastric
artery (ARM C; 33 pts). Response was evaluate afier 3 cycles of systemic therapy
and at 2 months from the beginning the intrahepatic treatment and thereafter quaterly,
by means ultrasound and /or CT. Global response rate (CR + PR 2 50%) was
10.5% (CR 0%) in the group treated with Leucovorin and 5-FU, 26.0% (CR 13%)
in the group receiving the double modulation of 5-FU with Leucovorin and Interferon
and 36.49% (CR 29.6%) in the regional treated group. The progression within three
months was 42.8% in ARM A, 26% in B and 13.79% in C. The mean duration of
responses was 6 (3-14) months in ARM A, 8 (3-20) in ARM B and 10 (3-38) in
ARM C. Overall sumvnl was 10 (3-14) months, 12.5 (3-36) 13.5 (2-38) in the
three arms without statistical dife NCI g 1-2 toxicity was represented by
mugcositis in the 30% of pts receiving the systemic therapies and flu-like syndrome in
the majority of pts submited to Interferon. Grade 1-2 hepauc toxncny (50%),

abdominal pam (32%), biliary scl (10%) and cath t (5%) were
observed in the mtrahepatic treat group The reﬁomﬂ therapy offered h:gwr % in
CR and lower in progr 05), but

doesn't correlate with a sxgmﬁcam advantage in survival because of the no systemic
eﬁ‘ect of hepatic infusion, so that many pts died of extrahepauc metastases.

domized trials are needed in order to der the ity or the sequence of
the two modalities as a multifactorial approach.
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PROGNOSTIC FACTORS FOR STOMACH AND COLORECTAL CANCER.
THE ANALYSIS FROM POPULATION - BASED CANCER REGISTRY.
J.Pawlgga A. Sokolowskl

Cracow Cancer. Registry, 31118 Cracow, Garncarska 11, Poland.

Survival and prognostic factors of gastric and colorectal cancer were studied using
regressicn models of the proportional hazard typs for relative survival rates ob-
tained from population - based Cracow Cancer Regisiry . The material consisted of
338 stoniach cancer diagnosed 1987 - 39 and 1178 cases of colorectal cancer dlag-
nosed 1978 - 89 . The following factors for both sites were examined as potenclally

ic : age, sex, , histology, stage, methods, and place of treatment.
Tho 5- yenr relative survival rate for male stomach cancer patients was 7.3% and for

female 15,6% (the "E o" Europ Mmean ively 14.1% and 18.1%). Basing
on muttivariate analysls, three main factors are Ing prognosis of il h

cancer patients registered In Cueow sex- male, unresectability nnd only systematic
treatment. The risk of death amang p with 1 d h cancer /106 /338

©.g. 31.4°%/ decreased with decreasing numbers of postitive lymph nodes, radicality
of resaction and treatment at university hosphtal . The 5 - yoar relative survival rate
for mate colon cancer was 18.0% and rectum 11.6 % . The respactive percentages for
Cracow females wore 19.6% and 24.5% (the "Eurocare” Europsan mean respectively
41.1%, 46.4%, 34.4% snd 38.1%). The prognostic factors for colon and rectum cancer
were a)mast Identical, The risk of death from colorectal cancer shown In multivarlate

lysis was | d for all reg d pai with nodal and distant metastases,
no or pallative surgery only snd tack of adjuvant chemotherapy. The poor prognostic
faclors among resected cancer patients (490/1178 o.q. 41.6%) was also the effect of
nodcd and distant and lack of adj h herapy. Moreover for
colon cancer p. the prognosis was g with hi of
surgery and 101 rectal cancer with non - radical lurgory Thc adjuvant chemotherapy
was found to bes Important prog Ic factors (n col 1 cancer.
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EFFECT OF PREOPERATIVE HYPERTHERMIA WITH RADIO-CHEMO-THERAPY ON
RESECTABILITY OF LOCALLY ADVANCED RECTAL CANCER.
A PHASE 0 CLINICAL TRIAL.
B.Rau, P. Wust, J. Loffel, J. Gollermann, R. Felix, H. Riess, P.M. Schiag.
Vlrdww Kltmk\lm. Roblt-Rﬁule-Holplul and Tumor Institute at the Max-Delbrick-Center for
M boldt University of Berlin, 13122 Berlin, Germany

can increase resectability and may
isfactory. In a phase Il study
ive radio-chemo-therapy

In locally advanced rectal cances pre-operative radio-chematherapy
provide local control in ible cases, but resp nlummll
we investigated whether regional hyperthormia in with p
(HRCT) is feasible and will result in dmmdamng as well as improve rew:tahhty
18pum(pu) Wmm":mwmmu»(cmg Initial tumor stage was
(EU) d h
mnnmd of 5-FU (300-500 mg/m’, dose escalation) and leucovorin (50mg) on dnyl 1-5 and 22-28.
Ropondhyp«ﬂmnu(klﬂ')wucmedmusmgﬂw SIGMA 60 lpphworBSD 2000 once a week
pnol to radiotherapy. Radiotherapy was applied in prone position using a belly board, three-field
., standard blocks, 5x1,8 Gy up to 45 Gy. Ro-staging was carried out using EU and CT. Four
weekn.ﬂaHRCT surgery was performed.
TnnmnhMMmmonSwwﬂhmdem Mmmmﬂmmmmyreqmrmg
a short hospitalisation becauss of delydration and /or One patient d
gadelencnywnh‘ rrhagi litis and was stopped. Aﬁcrtremmm 14/18pts
(78%) proved resectable (RO n=11/R2 n=3; Abdomino-perineal ton n=5 and saving
surgery n=9). Nonresectable discasc afier explosative Iaparmnywufoundm 418 pu In 5 of 18 pts
(27%) postoperative complications were observed with anastomatic leakage (n=2). and perineal abscess
{(n=3). A complete histological remission (pCR) was confirmed in 2/18 pts (11%). In median follow up
of 13 months (range 3-21 months) all bu( one RO-resected pts (n=11) had no evidence of tumor
recurrence. The patients with i {n=4) had a progression free survival with the
range of 5-28 manths.
Preoperative HRCT is feasible and effective in primary non resectable rectal cancer resulting ina
resectability rate of 78% with pCR in 11% of the patients. Treatment related toxicity and postoperative
complication-rate are :ccqmblc Our results suggest that RHT in addition 10 radio-chemotherapy can
improve treatment results in rectal cancer. Therefore a randomized phase Ifl-study has been initiated to
validate the effects of HRCT in locally advanced non resectable rectal cancer.




