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OXAUPLATIN (L.QHp) IN FLUOROURACIL (FU) REFRACTORY PATIENTS WITH
METASTAllC COLORECTAL CANCER.
F. ~, F, d. Braud, E. Munmn', S. BrItnza· end M.s. Aepro. European Inatltult
of Oncology, M1J.n, lilly, Dtblopharm • V1U'Julf, FnlllCt.
FU remalna the standan:! treatment In advanced ooIoreo1al cancer. M Increaalng number
of recurring patients (pta), however, has received FU aa adjlNant treatment and there la
no ~lne therapy for plI with mela8181lc ooIoreo1al cancer l\tIo progretS on FU .t
Leucovorin (LV). L.QHP Is a new platinUm derivate with activity In prel18Bted advanced
colorectal cancer. In uaocIatiOn with 5-FU + LV rtapOIl88 rate Incr_ trom 10% 10
L-CHP alone to 30-60 % In combination. To SYakJa18 the acIMIy of L-CHP In FU
rerraelory patients, we parformed a phs.. II study In willch L-oHP was started 811
seoond-llne treatment or added 10 previoua regimen. In this study we admInial8red L·
OHP at 130 mgI m' day 1 lv, CNtr 2 hours q 3 weeks. canytng on with FU.t LV at the
dose and schedule administered as nrst-llne therapy. To date 20 plt have been tnroled:
16 are evaluable for toxIclty end 14 for rupon88 (5 100 eariy) ; all patients ehowed
progressive disease during FU lrte1menl. 3 on FU given In ll<fjlNant 88lting and 13 for
metastatic disease. Patient charllCltri.lIcs: median age. 60 yeart. (45-76) , MlF 7/9
PS 0/1/2 In 11/411 pts. All pta had measurable metastatic~: liver WlS Involved In
13 pts, lung In 10 pis. Iymph-nodes In 2 plI, other sites Included paIvIs, paritonlUT1,
pleura and bone. 0114 pis evaiUable for reeponsa according to the NCI • ClCG cril8rla. 3
had aPR. 5 SO and 6 PD. No CR were observed. No grtdt IV loxlcily has been observed
and only 3pis developed a grade 3 d1anhea. Nausea and vomiting occurred In 42% or the
cycles as a grade 1. and In 27% as a grade 2. Grade 2 hemaIoioglcaIloXlcIty has been
reported In 15% and 4% of the cycles for neutrophns and p1ateleta ratp8ClIvely. The most
common toxicity WlS neu/Qloglcal (grade 1 and 2 In 56% and 12 "" 01 the cycles
respectively) as hand-Ioot parestheslas or hypersenslvlty 10 cold. Pts were treated for a
median 013 cycles (1·9) and for a median period of 3 months (1-8). Dose reduction was
perfolTTled In 2 pts (2 cycles). The resulta ollhla study confilTTl the antilUmour activity of
L·OHP In pis with metastatic ooIorectaJ cancer refractory to FU, without enhanced toxicity
orFU.
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TAURINE ENHANCES MACROPHAGE-MEDIATED CYTOTOXICllY VIA INCREASED
ARGINASE RELEASE.
~ RP. Redmond, D. Bouchier.Hayes.
Dept. of Surgery, Beaumont Hospital, Dublin 9, Ireland.

Taurine is the most abundant intracellular free amino acid present in inflammatory
ceIls. Preliminary experiments have demonstrated that Taurine abrogates 1L-2­
mediated endothelial cell injury by NK and LAK cells while enhancing NK and LAK
anti-tumour function, therefore the aim of this study was to investigate the
tumouricidal potential of Taurine-stimulated murine peritoneal macrophages <M0s).
CD·l mice were randomised into two study groups. Group A received an Lp.
injection of Taurine (200mglkg) and group B received a saline conttol. Peritoneal
ceIls were harvested after 24hrs and the M0s were isolated by adherence.
Cytotoxicity ± lysine [(L) a known arginase inhibitor] was assessed using Cr"
against the Wehi CW) and PSIS (P) tumour targets. Nibic oxide (NO) and arginase
release were also assessed as mar~8~{t~xic activityib.IJBINII

Cytotoxicity Vs W (%) 35.0 ± 17.2@ 7S.l±lS.4°@
Cytotoxicity + L Vs W (%) 4.9 ± 2.5 6.1 ±1.0
Cytotoxicity Vs P (%) 28.5 ± 8.9@ 68.3 ± 14.3°@
Cytotoxicity + L Vs P (%) 9.5 ± 6.3 20.1 ± 10.6
NO umoIsJug prot. 1.8 ± 0.7 1.4 ± 0.6
Arzinase nOOshle protlhr IIR M 319 1806 ±32 8°
Stats.=Students t-test, °p<.OS Vs control,@p<.OS Vs cytotoxicity + L
M0s stimuIated by Taurine have enhanced tumouricidal activity against both tumour
targets and this effect is abrogated when arginase release is blocked by the
competitive inhibitor L-Iysine. NO levels are decreased. however. arginase release is
increased indicating a preferential uptake of L·arginine for the enhancement of M0
tumouricidal activity. Modulation of this anti·tumour pathway may play an
imJ)OClllnt role in host anti-lUmour defense.
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ECTEINASCIDIN-743 (ET743) : IN VITRO (IVI') AND IN VIVO (INY)
RESULTS IN SOLID TUMOR MODELS. G. Faircloth (#), L. Cameron
(0), M. D'lncaIci, H. Hendricks (@), I. limeno (0). #0 Pharma Mar R&D
(Boston, Madrid), I. MNegri (Milano), @EORTCINDDO (Amsterdam).

ET-743 is a novel quinoline alkaloid isolated from a caribbean tunicate.
IVf studies identifies activity (A) in AS49 lung, HT29colon, and
Melmelanoma (MEL) ceIl lines with ICSOs=034,O.60 and O.66nM
rescepctivilY. The NCI rvr panel coofirmed A particularly in
MEL,NSCLC, breast (B) and Ovarian (0) lines. This A has been
validated in the IVf·HTCFU assay: 100 % and 50% lVf responses for B
and 0 exposed to 1.0nM and O.OlnM respectivily. ET-743 binds to DNA
and affects the microtubule network, moreover ET-743 blob ceIl cycle
progression in late S and G2IM. luitiallNV studies coofinned A in early
and advanced (MX-I) B xenografts (X) with a complete response (CR)
rate=100% and 90% the respectivily. Further INV studies in HOC22 (0),
MEXFS14 (mel) and LXS29 (NSCLC) show impressive A with %T/C<I
and %T/C<2S% at the MTD and ~ of the MTD respectivily. Liver
toxicity (TOX) is the DLT but is, at the range of active doses, reversible
and no cummuIative. An assay method has been devetoped and a clinical
phase I program is being implemented.
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TREATMENT OF PIG EXPERIMENTAL CHOLANGIOCARCINO­
MA BY S·FLUORO·2·DEOXYURIDINE CONJUGATES: A
COMPARATIVE STUDY
V, Dufek, P. KIener, J. Petrtyl
1st Medical Department, Charles University,
128 08 Prague, Czech Republic.

Human cholangiocarcinoma (CHC) is one of the most dismal biliary
tree cancers to cure. We describe the effects of conventional HIA
chemotherapy (FUDR) to experimental pig CHC in comparison with
those by FUDR con-jugates (FUDR-CEA, FUDR-Cathepsin B).
Methods: In 21 male pigs (Long white landrase) -weight 23 Kg, a
CHC was induced by mtraportal application of aflatoxin B, and 4­
methylcholantren. After the end of cancerogenesis (affected 40% of
the liver in US), a regional chemotherapy (HIA) has began.
Results: In the FUDR group, the median survival was 86,6 days; no
tumour regression was seen during the autopsy. In the FUDR-CEA
group, the median survival was 139,3 days. In the course of autopsy,
some reduction of the tumour mass could be observed. In the
FUDR-Cathepsin B group, the results of HIA chemotherapy were
quite expressive. The median survival reached 210,7 days. Autopsy
revealed a significant reduction of the tumour tissue according to
US.
Conclusions: FUDR-conjugates seems to be much more potent
drugs in the pig CHC palliation as FUDR alone. The same is
possible to expect in human biliary tree cancers.
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THE AN11-TIJMOUR EffICACY OF TAURINE AND RECOMBINANT
INTERLEUKIN-2 IN VIVO
N. Finnegi!!. H.P. Redmond, M. Da Costa and D. Bouchier·Hayes.
Royal College of Surgeons in Ireland, Dept. of Surgery,
Beaumont Hospital.

The administration of recombinant interleukin-2 (rIL-2) is limited by the
induction of increased microvascular permeability. The in vivo
antineoplastic effects of taurine in combination with rIL-2 were
investigated and its impact on the associated vascular leak was examined.
Lung metastases were established in mice via tail vein injection. Ten days
after injection mice were randomized into groups for .5 days of treatment.
On day 18 the mice were sacrificed; lungs were removed, weighed and
metastases counted.
Treatment of tumour-bearing mice with rIL-2 alone resulted in a
significant reduction in tumour nodule incidence compared to a control
group, while the group receiving rIL-2 + taurine showed an even f\Jrther
reduction in the incidence of lung nodules. Animals receiving rIL-2
showed a significant increase in mean wet lung weight compared to
control lung weight, while mean wet lung weight of the rIL-2 + taurine
group was signiffcantly less than that of the rIL-2 group and comparable
to control values. Animal~ receiving rIL-2 + taurine in vivo demonstrated
'ignificantly enhanced splenocyte-mediated antimelanoma activity ex vivo
compared to animals receiving rIL-2 alone. Thus taurine may have an
important role in modulating both metastatic growth and the associated
toxicity of rIL-2 immunotherapy.
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THE ROLE OF A CYTOREDUCTIVE SURGERY IN

NONSEMINOMATUS GERM CELL TUMOR PATIENTS
WITH SMALL RETROPERITONEAL MASS AFTER

INDUCTION CEMOTERAPY
S.A. Karpov
Cancer Reseach Center. Moscow. J17478. Russia
We identify 64 nonseminomatos genu cell tumor pts, received 4 cycles of
the induction chemoterapy with VAB-6, BEP or EP, who presented a
residual retroperitoneal mass (RRM) < 2 em (med. 1.0, range 0.4-2.0),
measured by an abdomen CT scan and ultrasound. All pts were marker
negative and underwent a retroperitoneal dissection. The correlation of
pathologic findings with a size of RRM are presented in the table.

Histology Number Tumor size of Dts em)
<1.0 1.1-1.5 1.5-2.0

Fibrosis/necrosis 47 33 5 9
Mature teratoma 16 - 3 13
Malignancy I - 0 I
Relapse 3 1(14 mol I (6mo) 21!25mo)

Fibrosis/necrosis was observed in all resected RRM < 1.0cm. Pts with
RRM > l.Oem frequetly had teratoma and I pt hed a mailgnacy
Retroperitoneal relapses occurred in 3 pts. Our data suggests that surgery
could be safely avoid in a marker negative pis who presented RRM <
I Oem


