Colorectal cancer I

these patients were treated more aggressive. Moreover, suspicious lymph
nodes only in MRI were seen in two additional patients.

Conclusions: Our results indicate that US possible understages anal-
canal cancer in various cases. An important fact is that these differences
could result in different treatment for selected patients. However, no patho-
logical staging was done and it 1s possible, that MRI overestmates the
tumor extension. As the treatment is curative, further studies are necessary
for definite conclusions. in future using endorectal coils for MRI.

763 POSTER

Preoperative thermoradiotherapy in combined treatment of
rectal cancer patients

U.A. Barsukov, G.N. Shwezova Department of Proctology, N.N. Blokhin
Cancer Research Center, Moscow, Russia

Purpose: To improve results of surgical method of treatment, using preop-
erative thermoradiotherapy in the combined treatment of patients with rectal
cancer.

Methods: 202 patients, divided into 3 groups: 70 patients (group I) that
received surgical treatment only, 68 (group II) that received preoperative
radiotherapy only and 64 (group W) that received local UHF hyperthermia
combined with preoperative radiotherapy were enrolled in the randomized
prospective study. Preoperative gamma-therapy was performed using a
single dose of 5Gr up to 25Gr of summed lesion dose, followed by an
operation in 3 days. UHF hyperthermia was carried out dunng 3-5 days
starting from the second day of radiotherapy.

Results: True reduction of cancer recurrences frequency from 23.3%
(group 1), t0 13.4% (group Ii) and to 3.3% (group Ii) was observed. In group
Il decrease of distant metastases-4.3% was noted, compared with group
11-9.2% and in group I-12 3%. As the result improvement of 5-year treatment
outcome from 57.3% (group 1), to 72.7% (group If) and 82.3% (group IIf)
was achieved. The best results were obtained in cases of metastatatic
involvement of regional lymph nodes in which 5-year results constituted
25.0% (group [), 48.6% (group It} and 86.7% (group III).

Conclusion: Local UHF hyperthermia combined with preoperative ra-
diation is a strong radiomodifying agent of radiotherapy, increasing tumor
sensitivity to ionizing radiation, thus improving distant results of the com-
bined method of treatment.

764 POSTER

Thymidylate synthase (TS) and P53 as prognostic factors for
patients (PTS) with colorectal cancer (CA) treated with
adjuvant 5-fluorouracil (5FU) and levamisol (LEV)

B. Van Triest', H M. Pinedo’, F.A.N. Zoetmulder?, B.M. Loftus?,

F. Telleman', P.S. Schoenmakers', C.J. Van Groeningen', G.J. Peters'.
'Dept. Med. Oncology, University Hospital VU: 2Dept. Surgery; *Pathology,
Netherlands Cancer Institute, Amsterdam, The Netherlands

TS has been reported to be predictive in pts with advanced gastric and
colorectal ca and prognostic in adjuvant treatment of rectal cancer. P53
expression can be regulated by TS protein. We evaluated the expression
of TS and p53 by immunostaining in 175 paraffin-embedded samples of pts
entered in the Dutch adjuvant trial comparing 5FU/lev with surgery alone.
The male/female ratio was 94/81 pts; Dukes B/C ratio was 91/84; 127 of
the pts had colon ca; 106 of the pts were >61 yrs; 150 pts had WHO
performance status 0. TS was scored as 14, 2+, 3+, p53 as + and —.

TS1+ TS24+ TS3+ Total
p53- 19 37 24 80
pS3+ 35 33 27 95
Total 54 70 51 175

Median time for survival was too short, precluding evaluation according
to DFS or OS. So far trend analysis showed a positive relationship between
TS and p53 level. Subgroup immunostaining (79 pts) for Ki67, a prolifer-
ation marker, and bcl-2 showed that high proliferation was equally divided
between all three TS groups and bcl-2 was positive in £50% of the pts in all
three TS groups. In conclusion; in combination, TS and p53 are probably
useful markers for prediction of prognosis in coloractal cancer patients.
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Preliminary study of GSH L-Cysteine Anthocyane
(Recancostat Compositum™) in metastatic colorectal
carcinoma with relative denutrition

E. Garcia-Giralt', B. Perdereau', F. Brixy', H. Rhliouch?, P. Pouillart®.
'Institut Curie, Paris; 2CROM 62000 Arras, France

Reduced glutathione (GSH) is a sulphur-containing nucleophile natural
metabolic molecule able to maintain cellular integrity and protect healthy cell
against toxic and radicalic compounds at physiological doses. Administrated
orally at high doses GSH associated with both L-Cysteine Glutathione
precursor and Anthocyane (Recancostat Compositum™). The drug had
been reported concerning a chemoprotection against tissue toxicity of
cytotoxic agents and multidrug resistance. Also the drug may induced
inhibition of tumor growth in vitro and tumor regression with recovered
nutrition and weight in vivo (on rats). A clinical trial had conducted in
11 metastatic colorectal carcinoma chemoresistant patients with various
denutntion phase and loss of weight. We report first clinical date of this
study. Treatment consisted in oral administration of 800 mg GSH twice a
day for a minimum of 90 days or until progression or toxicity (total dose:
144 g GSH, 28.8 g L-Cysteine, 23 g Anthocyane). No drug related toxicities
were observed. 8 patients were evaluated (3 early deaded). All patients
(8) are living (3 to 10 months) and the median duration of treatment was
21 weeks (11-33). 4 patients are recovered normal diet, high karnofsky
and increased weight (3 patients were able to back home), 4 patients have
negative response.

Conclusion: In addition of active therapeutic effect in cancer and chemo-
protection, Recancostat Compositum™ maintains kamofsky, nutrition and
weight of multi treated patients. Because no toxicity with Recancostat
Compositum™ at hugh dose, we will select patients with cancer cachexia in
second step of extended tral.
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Colorectal liver metastases (CLM): Surgical or transcatheter
treatment?

AM. Granov, P.G. Tarazov, A.A. Polykarpov, D.A. Granov, V.V. Borovik.
Department of Angio/Interventional Radiology, Research Institute of
Roentgenology & Radiation Therapy, St. Pstersburg, Russia

Aim: To evaluate effectiveness of hepatic artery infusion (HAl), hepatic
arterial chemoembolization (HACE), combined hepatic arterial and portal
vein chemoembolization (HA&PVCE), and hepatic resection for liver CLM.

Methods: Our prospective study included 99 pts with Gennan’s stage It
and Il of CLM. HAI with 5-FU was performed in 23 pts. HACE with 30-100
mg Doxorubicin-in-iodized oil plus gelatin sponge was carned out in 28
pts. Combined treatment 1n 23 pts included HACE and 10 to 15 days later
PVCE. Every therapy was performed 2 to 4 times yearly. Curative hepatic
resection was made in 25 remaining pts.

Results: Partial tumor response was seen in 2 (9%), 8 (29%), and 19
(83%) pts after HAl, HACE, HA&PVCE, respectively. Mean survival rates
were 7.8 + 3.3 mo for HAI, 20.5 = 7.5 mo for HACE, and 22.9 + 7.5 for
HA&PVCE (p < 0.001 if compared with HA! and p < 0.05 with HACE).
After hepatic resection, the survival was 22.6 + 11.4 (NS in comparison
with HA&PVCE).

Conclusion: In our series, both the HA&PVCE and hepatic resection were
effective for CLM. However, there was no significant difference between
these treatments in survival of pts.

767 PUBLICATION

Increased serum deoxycholic acid levels in acromegalic
patients with colorectal neoplasia

P.J. Jenkins, L. Crockett, M.J. Veysey?, P.D. Fairclough', G.M. Besser.
! Depts of Endocrinology and Gastroenterology, St Bartholomew's
Hospital; 2the Gastroenterology Unit, UMDS of Guy's and St Thomas's
Hospital, London, UK

Acromegaly is associated with an increased prevalence of both colorectal
carcinoma and tubulovillous adenomas. As the bile acid deoxycholic acid
(DCA) has been implicated in the pathogenesis of non-acromegalic colorec-
tal cancer, we measured Its levels in acromegalic patients with and without
colorectal adenomas.

Methods: Fasting serum DCA was measured, using gas chromatography
mass spectrometry, in 10 acromegalic patients (6M; mean age 59 yrs, range
39-73) known to have colorectal adenoma and 29 acromegalic patients (15
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M; mean age 50, range 30-72) and 16 non-acromegalic control subjects (7
M; mean age 52, range 28-75) without colorectal neoplasia.
Results:

Serum DCA (pzmolfl) (+/—SEM)

Subjects Unconjugated Conjugated Total
Controls 013 (0 06)™ 031(0.02)" 044 (007)"
Acromegalics - no heoplasia 0.34 (0.05)" 0.13(0.02)" 047 (0.06)

Acromegalics — with neoplasia 0.76 (0.17)"* 0.31 (0.06)" 1.07 (0.21)"

‘p <008, “p <001, *p < 0.0001

Conclusions: Significantly increased levels of serum unconjugated DCA,
originating from the colon, are associated with colorectal neoplasia in
acromegaly and might be involved in the pathogenesis of these lesions.

768 PUBLICATION

Phase Il study of a multi-targeted antifolate (LY231514) (MTA)
as first line therapy In patients with locally advanced or
metastatic colorectal cancer (MCC)

M.C. Cripps', M. Bumell', J. Jolivet!, W. Lofters', B. Fisher", L. Panasci',
J. iglesias?, E. Eisenhauer. National Cancer Institute of Canada, Clinical
Trials Group, Kingston, Ontario K7L 3N6; Eli Lilly Canada Inc.,
Scarborough, Ontario M1N 3C6, Canada

MTA, a pyrrolopyrimidine analog of folic acid, is a multi-targeted antifolate
inhibiting thymidylate synthase and other enzymes. A multi-center phase
Il trial was conducted in previously untreated patients (pts) with MCC to
determine the response rate (RR) and toxicity of MTA iv q21 days. The
starting dose of 600 mg/m2 was decreased to 500 mg/m2 when several early
pts experienced toxicities requiring dose reduction. 33 pts were entered on
the study, 9 treated at 600 mg/m2 and 24 at 500 mg/m2. 17 were female
and 15 male. The median age was 68. ECOG performance status for pts
was 0:112;1:18;2:2. 9 pts had prior adjuvant therapy 12 months or more
prior to study entry. 32/33 pts had measurable disease with liver being
the most common site. 1 pt was found to have no measurable disease at
baseline and was ineligible. The median number of cycles received was
3 for 600 mg/m2 (range 1-8) and 4 for 500 mg/m2 ({range 1-8). 32 pts
were evaluable for toxicity and 29 for response: 3 pts went off study early
because of toxicity. There was considerable interpatient variability in toxicity
at both dose levels. Overall, Grade (GR) 3/4 hematologic toxicities were
as follows: 6 GR 4: 9 GR 3 granulocytes;3 GR 4:1 GR 3 platelets; 4 GR
3 hemoglobin. Related non-hematologic GR 3-4 toxicities were diarrhea
3, pain 3, infection 3, febrile neutropenia 5, rash 13. There was 1 death
related to febrile neutropenia. Objective tumor responses were observed in
6/29 pts with 1 CR and 5 PR. The response rate was 20.7% with a 95%
confidence interval: 8-39.7%. The median duration of the responses was 5§
months. All responses were seen in patients treated with 500 mg/m2. Data
suggest that MTA is active in MCC,
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Increased serum a-L-fucosidase activity in colorectal cancer
patients

D. Ayude, M. Pdez de la Cadena, Fco. J. Rodriguez-Berrocal, A. de
Carlos, V.8. Martinez-Zorzano, J_Ferndndez-Rodriquez. Department of
Biochsmistry, Genetics and Immunology, University of Vigo, Spain

Purpose: In colorectal carcinoma patients, accurate staging and early
detection are of great importance for the therapeutic procedure. In a
prospective study, the value of serum «-L-fucosidase activity of patients
with colorectal cancer has been evaluated.

Methods: a-L-fucosidase enzymatic activity was determined in 44 pa-
tients with colorectal cancer and in 50 healthy subjects using a fluorimetric
method with 4-methylumbelliferyl-a-L-fucoside as substrate. All malignan-
cies were staged according to the Dukes’ classification for colorectal cancer.

Results: We found that the serum a-L-fucosidase activity level in patients
with colorectal cancer (0.08 + 0.007 nmol/mg/min) was significantly higher
than that found in controls (0.05 + 0.003 nmol/mg/min; P < 0.001). After
dividing colorectal cancer patients according to de Dukes' classification,
an increment of a-L-fucosidase activity was detected in each Dukes' stage
subgroup when compared with the levels in normal subjects. Furthermore,
higher levels of this enzyme were observed with the progression of the
disease (from stage A to stage D).

Conclusion: Our results clearly show that there is a relationship between
the increment of a-L-fucosidase activity in serum and the presence of
malignancy. Thase preliminary findings suggest that the measurement of

Proffered Papers

seruma-L-fucosidase activity, could be a promising approach in the search
for markers to detect colorectal cancer at an early stage.

770 PUBLICATION

Phase | dose finding study of irinotecan hydrochloride
trihydrate (CPT11) with tomudex (TX.) in patients with 5-FU
refractory colorectal cancer

D. Cunningham', P. Ross', A. Webb!, M. Allen', A. Massey', C. Cote?,
G. Gruia?. " The Department of Medicine and the GI Unit, The Royal
Marsden Hospital, Sutton, Surrey, UK; 2Rhéne Poulenc Rorer, Antony,
France

CPT11 and Tx. are 2 effective cytotoxic agents in the treatment of solid
tumours with a different mechamsm of action. In order to define an eff_ective
combination schedule, a phase | study of CPT11 with Tx is on going in
patients with advanced adult solid tumours. CPT 11 is administered on day
1 as a 30 minute i.v. infusion. The dose escalation schedule was 175, 200,
250, 300, and 350 mg/m?q.3wk. Tx was administered at doses ranging from
2.6 to 3 mg/m?/day as a 15 minute infusion one hour after the CPT11. Dose
hmitng toxicity (DLT) was assessed at first cycle. Phammacokinetic (PK)
parameters of CPT11, SN-38 and Tx will be analysed in all patients. Since
September 1996: 13 pts. have been treated and were evaluable for toxicity.
Patient characteristics: median age 56 (44-71), median PS 1 (0-2), sex:
M/F 9/4, primary site: colon/rectum 2/11. Median number of administered
cycles was 2 (1-6). The first four dose-levels (CPT11 175-300 mg/m? with
Tx. 2.6 mg/m?) have been completed (the 5th [350/2.6 mg/m?] 1s on-going)
and no DLT (CTC grade 3/4 toxicity) observed. No grade 3/4 diarrhoea
has been observed. Grade 3/4 neutropenia has been observed in 8% and
17% of cycles at 250/2.6 and 300/2.6 mg/m? respectively. PK results are
not yet available. Three partial responses and one minor response have
been observed with this combination. The remaining 6 patients currently
evaluable for response all have stable disease. Although few patients have
been enrolled so far, preliminary analysis shows this combination 1s well
tolerated. Accrual continues as maximum tolerated dose has not yet been
established.

771 PUBLICATION
Preoperative 5-fluorouracil and radiotherapy in rectal cancer

M. Tejedor, J.J. Valerdi, F. Molina, F. Arias, M.A. Dominguez,
J.J. llarramendi, E. Martinez, E. Villafranca, R. Meirifio, E. Pruja.
Department of Oncology, Hospital of Navarra Pamplona, Spain

Purpose: The optimal treatment of large rectal cancer remains con-
troversial. Combined modality therapies with surgery, radiotherapy and
chemotherapy have been used to improve local control and survival. In this
study we evaluated the tolerance of preoperative chemoradiotherapy and
the impact on the staging and resactability.

Methods: From 1990 to 1995 sixty-three patients with biopsy-proven
rectal adenocarcinoma >3 cms, involving the entire rectal wall and without
metastases, were entered into the study. Radiotherapy was delivered by
a linnear accelerator; a total doses of 45 Gy, at 1.8 Gy/day, 5 days/week,
was administered on whole pelvic volume. Concomitant chemotherapy with
5-fluorouracil (300 mg/m2/day by IV bolus injection) was given for days
1-5 and 21-25 of radiotherapy. Surgery was performed 46 weeks after
completion of chemoradiation.

Results: Hematological toxicity grade I-Il was observed in 6 patients
(9.5%); diarrhea-tenesmus grade I-It in 15 (24%) and grade i in 4 (6%);
dysuria grade Il in 10 (16%). Three patients refused surgery; In five
pts (8%) the complete tumor resection was not possible; 42 pts (70%)
underwent low anterior resection and 13 (22%) abdominoperineal resection.
Pathological examination of the surgical specimens (n = 55) revealed: 8
sterile specimens (14.5%), 9 stage A (16.5%), 12 stage B1 (22%), 16 stage
B2 (29%) and 10 stage C (18%). The 4-year actuarial survival was 62%
(median follow-up 46 months) and the incidence of local failure was 4%.

Conclusion: Preoperative chemoradiotherapy showed an acceptable
toxicity and enhanced the rates of downstaging, resectability and sphyne-
ter-sparing surgery.





