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MECHANISM(S) OF ANTITUMOR EFFECT OF INDOMETHACIN (IMC)
Filip Culo, Nena Mirkovié and Ivica Klapan
Department of Physiology and Immunology, Faculty of
Medicine, 41000 Zagreb, P.0. Box 978, Yugoslavia
Previous results have shown that sensitivity of mouse
tumors to IMC correlates with ability of tumors to syn-
thesize PGE ex vivo. In these experiments we investiga-
ted the mechanisms of antitumor of IMC on a sensitive
methylcholantrene-induced tumor. The results obtained
so far can be summarized as follows. 1. IMC significant-
ly enhanced the antitumor resistance of suboptimaly im-
munized mice. 2. The antitumor effect of IMC is signi-
ficantly higher in normal than in T cell-deficient mice.
3. IMC had no effect on specific antitumor immunity in
Winn's assay, but enhanced cytotoxicity of peritoneal
macrophages against L929 cells. 4, IMC had no signifi-
cant influence on growth of tumor cells in vitro. These
data show that antitumor effect of IMC in vivo is in-
direct, i.e. mediated most probably by modulation of
host immune antitumor response
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CHANGES OF LYMPHOCYTES SUBSETS AFTER NEOADJUVANT
CHEMOTHERAPY FOR HEAD AND NECK CANCERS.

Bouillenne C.**, Maggipinto G.**
and Lupo A.*. Service d'Oncologie-Radiothérapie*
and Laboratoire d' Immuno-hématologie**, Centre
Hospitalier Universitaire, LIEGE, BELGIUM.

peneufbourg J.M.*,

61 patients received a chemotherapy combining
bleomycin, etoposide, «cis platinum, fluorouracile
and ifosfamide prior to radio-surgical treatment.

Significant variations were observed between
percentages of lymphocytes subsets analyzed by [flow
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R. Darley & A. Morris.
Coventry, UK.

MHC class II expression and tumorigenicity in ras
transformed fibroblasts.

Murine fibroblasts in the absence of cytokines express
low or undetectable levels of MHC antigens, but after
treatment with IFN-gamma express high levels of class I
antigen and often class II also. The introduction of
activated ras oncogenes into such cells modulates

the induction of class II antigens: in established
fibroblast lines (Balb/c 3T3, C3H 10T%) it is inhibited,
but in early passage fibroblasts (EPFs; 3 independent
lines) it is augmented. EPFs transformed with ras
however lose class II inducibility after a few in vitro
passages; and class II inducible cells may be back-
selected from ras transformed established fibroblasts.
The non-inducible cells are clearly more tumorigenic
than inducible cells, and upon one or two passages as
tumours class II inducibility is lost. The failure to
express class II antigens and augmented tumorigenicity
may be correlated with TGF-beta production.

CRC Group, Warwick University,
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LYMPHOCYTES INFILTRATING MELANOMA METASTASIS: IN VIVO
MODUILATION DURING SUBCUTANEOUS TREATMENT WITH
RECOMBINANT INTERLEUKIN-2 AND INTERFERON ALFA.

G. Ferlazzo, V. Adamo, G. Altavilla, M. Aragona, G. Costa, R. lemmo and
G. Melioli*.

Ist. Oncologia Messina.

* Ist. Nazionale Ricerca sul Cancro Genova.

Lymphocytes isolated from a voluminous lymphonodal metastasis of melanoma, have been
examined before and after a cycle of subc 15 with recombi human
interleukin-2 (rIL-2XCETUS) and interferon alfa 2b (IFN alfa 2b). Surface marker analysis have
been carried out on lymphocytes isolated from the metastasis (pre and post therapy)and on
peripheral blood lymphocytes (PBL) of the same patient (pre therapy, post pulse, post 1 week of

therapy, post 6 weeks of therapy). Subcutaneous treatment of riL-2 + IFN alfa, totally subverted
PBL phenotype, showing,during the 6 weeks of therapy, a remarkable increase of Natural Killer
and Cytotoxic/Suppressor populations, to the prejudice of all T Lymphocytes and T Helper.
These lymphocyte subsets did not show the same quantitative modifications in the metastasis;
instead, there was an evident increase of lymphocytes with low affinity IL-2 receptor and of all T
cells. A chromium-51 release cyloloxicity assay was performed using K562 cells and NK
resistant IGROV ovarian cancer cells at different effector/target ratios (ranging from 50:1 to
1.5:1). The post-treatment NK and LAK activity in lymphocytes isolated from metastasis was
depressed significantly, compared with those produced in PBL. The substantial discordance in
percentage of B lymphocytes among the effector cells (lower in PBL), does not 'usllfy the

cytometry.In proportion of baseline values, CD4
increased of 15%, CD3+ DR- of 10% and CD3+ DR+ of
24%; B cells decreased of 40% and null cells of 26%.
Reduction of tumour burden, amplification of T
lumphocytes functions with increase of H/S ratio
and fall in percentage of null cells seem to be
linked, The possible immunosuppressive effect of
neoad juvant chemotherapy appears limited to B cells

population. difforance in oytotoxicity array sarilie. Thoro pralimingr: data v vt firthe
confirm and  determine explanations for lhe decreased cytotoxic acuvuly in Iymphocytes
infiltrating neoplasm.
1.011 1.012
HSPs CAN BE EXPRESSED AT THE SURFACE OF TUMOR CELLS IN 851 EH K IﬁﬁﬁHS" ﬁ“@&*}"ﬁg" ﬂiﬂﬁ'ﬂhtﬁﬁ %’E’Eeﬁg”'.
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M.Ferrarini*, S.Heltai, G.Dell'Antonio*, M.R.Zocchi* and
C.Rugarli*. §Istituto Scientifico S. Raffaele, Milan.
Heat Shock Proteins (HSPs) are a highly conserved group
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of proteins constitutively present in the cytoplasm of received IL2 18 MI0 in constant i.v. administrati-
normal cells and whose synthesis is increased in respon- on for 5 consecutive atients'PBl(C vere collected be-
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lies represent the surface target of immune responses le- is evident after 24 hr

of IL2 infusion e goin on with o
the 1nfus1on and 2 day after th% end of' the in%xsion the pre-
cursors'activity return to the basal va ue.C prohfera-
tion,evaluated after 3 day of in vitro stimu at1on w. ttll e
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ading to tumor rejection in mice. Here we describe that,
compared to normal cells, tumor cell lines constitutive-
ly expressed higher levels of HSP90 in the cytoplasm;mo-—
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protein appeared diffusely distributed in the cytoplasm 56+) cells increases.The lymphocytogis f° [lowed from the su-
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rmal cells.Conversely, other stress stimuli,such as irre- ween the eripheral bloodNK e in vitroe acti-
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HSP synthesis. It is of note that we could detect both t{:e batﬁa %vatl‘.lﬁ%.asl\ie as a‘g ghe end gg‘ th-fh enb afn C xﬁa e
when [) cells is much higher than e
HSP90 and,to a lesser extent,HSP72 at the surface of so- 7 grecursor o BOLLY t; Te o the baselgg e These ata

me tumor cell lines in association with MHC class I pro- seem to suggest that some inhibitory factors
ducts.We conclude that tumor cells differ in their pat- ased in the serum of the patients subnutted to mmunothe—
tern of HSP expression from normal cells and this might Tapy-

be responsable for the induction of an immume response.



