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Nevel binlogically active palladium (II) corplexes
of some P-carbolines alksloids ac reverse
~¢riptase inhibitors (_In M tro
L.JoRashan,f A.K. Al-allat” end Ho#.Ayoub
Dep. of Blology , Coll. of Edueation ,
Univ. of Mosul, Iraq

!h; biological aetivit
complexes of some P~ carboline ( harmaline
harmalol , harmine , e ) and the free '
a lkaloids were examined for activity in in-
hibiting reverse- transcriptase » the target
enzyme of HIV=-Virus .

0f the compounds tested , only one complex
showed an activity similar {o that for Fesecar-
net ( PPA) . The Icso was found to be 1l-17
e in vitro studies on this complex showed
ne toxicity on both MRC~5 and / or O=Hela
cells at 25 yg/ml. Purther , the mutegenic

studlea using Ames Test confirm the abeve
results .

trang~
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EFFECTS OF IL-6, ALONE AND IN COMBINATION WITH CHEMOTHERAPEUTIC
AGENTS OR RADIOTHERAPY, ON THE GROWTH OF HUMAN TUMOR

XENOGRAFTS
R Ruckser(1), O Schisppack(2), G Steinmetz(3), A Helm(3), € Liehi(3), N vJeney(3)
The therapeutic effects of recombinant human IL-8 (rhiL-6), alone and in combination

with  Adriamycin or 5-FU or radiation, were studied in nude mice

subcutaneous (sc) grafts of human carci celis - either mammary (MDA 468)
or colon (KL-C2, CCL 227, CCL 228). The response of human tumors growing sc on
nude mice to intraperonesl (ip) treatment with thit.-6 was tosted first. RhiL-6 caused
a significant growth delay of the MDA 468 and the KL-C2 tumors. Next we studied
the growth inhibitory effects of rhil-8 in bination with Adriamycin on the
mammary fts, and in b with 5-FU on the colon carcinoma
X 3 and 5-FU were administered intravenously (iv) as a single
dose via the leteral tall vein on day 1. RhiL-8 was subsequently administered ip from
days 3-12. Adriamycine and 5-FU) alone led to growth delays. The growth
delay in the mammary carcinoma line MDA 488 due to the was not
ohanged significantly by the subsequent course of IL-6. However, in two of the three
oolon carcinoma lines (KL-C2 and CCL 227) an encreased tumorreductive effect of
IL-8 In combination with 5-FU could be obeerved. irradiation of the sc growing MDA
468 ftumors led 10 an extensive growth delay. Combined treatment with IL-
6 and imadiation did not led to an increasad tumorreductive effect in this mammary

xenograft. We conciude that the combination of certain chemotherapeutic agents with
IL-8 appears to be an useful approach for increasing the efficacy of cancer treatment
in some types of carcinoma entities,

(1)Hanuschkrankenhaus, A-1140 Vienna

(2)The Ontaric Cancer Institute, Toronto
(3)Sandox Research Institute, A-1230 Vienna
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PRODUCTION AND CHARACTERIZATION OF
BISPECIFIC MONOCLONAL ANTIBODIES (BsMAbs)
RECOGNIZING THE EGF-RECEPTOR (EGF-R) AND
DOXORUBICIN (DXR).

SARDIN], A, VILLA, E., MENARD, S. COLNAGHI,
M.I and BALSARI, A*. Oncologia Sperimentale E,
Istituto Nazionale Tumori Milano. *Cattedra di
Immunologia Facoltd di Medicina e Chirurgia Universita di
Brescia.

In order to specifically target DXR on tumor cells, BsMAbs
(DOXER?2) were produced bﬁfusing two hybridomas which
produced MAbs against DXR(MAD11) and EGF-R
(MINTS) respectively. The DOXER2 was found to inhibit
the DXR-induced lcﬁtotoxicity on EGF-R negative cells
gMEWO) or on cells with normal expression of EGF-R
HT-29) showing a similar antidotal activity as the parental
MAD11 MAD alone. On the contrary, on cells with EGF-R
overexpression (A431) the DXR-induced cytotoxicity was
inhibited by the MAD11 parental MAb but not by the
DOXER?2 bifunctional MAb. The results indicate that a
igeciﬁc cytotoxic activity can be obtained on relevant EGF-

overexpressing cells by the complex DOXER2/DXR.

of some Palladium(II
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PROTRACTED INFUSION (PI) OF 5-FU+FA IN ADVANCED COLORECTAL CANCER

Riccardi F., Carteni 6., Tucci A., Biglietto M., Nicolella 8.P., Pacilio 6.
Dept. of Medical oncology, Cardarelli Hospital Naples-Italy

The adainistration of 5-FU in colorectal cancer by PI improves the response
rates cospared with traditional bolus schedule, Between march 1985 until
narch 1991, 28 patients (pts) with aedian age 54 years {range 40-74) with
histologically confirmed adenocarcinoma, in progression after chemotherapy
fbolusl have been selected. All pts showed misurable disease ang
1ngravescent syaptomatology secondary to the cancer ( fever, abdominal
pain, anorexia and subocclusion). ALl the pts have metastatic disease at
tiver and/or peritoneua and lung. In each pts @ Porth-A-Cath connected with
a pusp delivery sistea {Deltec Caddl PHARMACIA}, in subclavian vein, was
inplanted. This trial include S-FU 100-150 ag/eg/die in PI, Folinic Acid
(FA} 70-80 mg/an/die/os and Allepurinol 300 mg/sg/die/os. The drugs until
progression of disease were delivered, sean 9 months (range 5-18). The
results of these study show that 20% about of pts have a clinical response
more than 30% and in all the pts a coaplete remission of pain was obtained
{wean 9 months, range 5-12). The mean of overall survival was (! months
{range  b~14). The side effects include aucositis, nausea, vomiting,
diarrhoea and mielocardiotoxicity, in & pts erythodysesthesia sindrose were
observed. In conclusion in to pts with colorectal cancer, in progression of
disease after bolus therapy , it is possible geted with PI resission of
secondary syaptomatology to the cancer and improve the pts quality of life.

7.034
SYNERGISTIC ENHANCEMENT OF MITOXANTRONE-EFFECT B8Y TUMOR NECROSIS
FACTOR (TNF). Lp. Venturini, 16. Billi,lG. Orengo,lG.
Cimoli,lD. Rosso,IS. Parodi,ZP. Galletti,sA.
and P.7. Conte, LIST-Ge,KNOLL-Mi,%S. Chiara, Pi, Italy.

A wide of TNF concentrations (from 0.01 to 10.000 U/ml)
was tested in seven human epithelial cell lines.
TNF was cytotoxic in four cell lines (A2780, A2774, SW626, Pal)
while cell (IGROV-1, SKOV3, Me 180)
sensitive to its activity. TNF also markedly enhanced the Mitoxantro-

Russo, 'S
Piccini, 'R Vigani
range
ovarian cancer

three lines were marginally
ne-cytotoxicity in six cell lines, without affecting Mitoxantrone—ac—
cunulation, When cells were incubated with Mitoxantrone+TNF, increased
nunber of DNA single-strand breaks were produced. TNF alone did
not induce DNA strand-breaks. This study suggests that the lethality
to ovarian cancer cell lines from Mitoxantrone treatment was increased
by TNF “in
to Mitoxantrone and that this

vitro”. We suggest that TNF may be a useful adjuvant

result serves as a “rationale” for
clinical trials employing the combination of TNF and Mitoxantrome
in patients with

standard chemotherapy. A phase I study of this combination, give

advanced ovarian carcinoma, relapsing after a

1.p. in patients with carcinoma and ascites, refractory to conventio-
nal modes of therapy, is now in progress. (AIRC “BRM™ and KNOLL).
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B-CLL influence on T cell functions.
K.Y.Shevela, 0.Y.Leplina, M.A.Tikhonova,
H.R.Chernykh.

Institute of Clinical Immunology, Novosibirsk,
USS3R.

Previously we have shown that CLL B cells are
capable of supressive factor (SBF) production
that inhibits B cell proliferation and diffe-
rentiation both of healthy donor and leukemia
patient B cells. The given investigation re-
vealed the SBF influence upon T cell functions
It has been shown that partially purified SBF
in a dose-dependent manner inhibits up to 95%
of T cell proliferation level, up to 50% of
11-2 production and fully abrogates responsi-
veness of T cell blasts to IL-2. Besides of

T cell depression SBF decreagses NK cell acti-
vity. Except of SBF action on lymphocytes it
changes L929 cell line growth. The SB? nature
investigation revealed that its w.w. is about
14 kD, Taken together these data allowed us
to suggest the possible similarity of SBF and
transforming growth factorf (TGF-}).



