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ANTIMETASTATIC EFFECT OF TUMOR IRRADIATION AND 
r-IL-2 ON LUNG METASTASES IN THE RAT 
D Eljuga,Lj EljugaX,M Samija,I Basic 
Central Institute for Tumors, Medical Center “Rebro”x, 
Zagreb, Croatia. 

The effect of local tumor irradiation and multiple do- 
ses of recombinant IL-2(r-IG2)given systemically on 
metastases formation in the lung of an anaplastic carci- 
noma(ACA) in the rat Y59 was studied.Animals received 
single therapies(loca1 irradiation or r-IG2)developed 
much less metastases than their respective control.How- 
ever ,in those receiving combination of local tumor radio- 
therapy and r-IL-2 either after or before irracliation,tu- 
mor metastases formation in the lung was more reduced. 
The number of leukocytes as well as lymphocytes in this 
treated group was elevated.Lymphocytes from animals 
receiving combined therapy were more tumorociclal than 
cells from control group as tested in 51Cr releasing test. 
In conclusion,combined radioimmunotherapy used in this 
tumor system was more henefitial in controling metasta- 
sis formation than any therapy alone. 
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THYHOPENTIN (SINTOKODL&INA) PLUS C iWXWi&PY & CHSKOTHESAPY ALONE IN 
ADVANCED NBOPLASHS. PRELIMINARY DATA. 
Frasci G.^, Cremone I.“, Honaco K.*, Sapioll&&iella F.#, Persico G.^ 
*VII Division of General Surgery, II Pac&+&Micine-Naples; Divisions of 
General Surgery Hospitals of Nocera Inferior&*uva dei Tirreni”; Division 
of Internal Kedicine-Nocera Inferiore# 

104 pts. with advanced tumor were randoaixea to receive chemotherapy with or 
without thymopentin (50 mg twice a week for at least 3 months) fron January 
1992 to January 1993. The two groups were well balanced as regards the type of 
neoplasia, the chemotherapy regimen, the age and P.S.. The following 
parameters were compared in this study: the frequency of grade 4 
ayelotoxicity, the delivered dose intensity of chemotherapy, the frequency and 
severity of infectious events and the changes of the i=unological parameters. 
To date 89 pts (46 treated and 43 controls) are evaluable for response [ 
ninimum two-month follow-up).Results: 
A significantly loner number of pts. with infection (8 vs. 15; ~~0.05) and 
higher number with CDll/CDS or CD16+ increase (23 vs. 12; ~~0.027) was observed 
in the TP-5 treated group. Also the N. of pts. who received 100% of the 
planned dose-intensity was higher in the treated group (37 vs. 2S;p=O.OS). 
Finally, grade 4 myelosuppression occurred in 6 pts. treated with TP-5 as 
conpared to 11 controls (~~0.11) These data seem to suggest a definite effect 
of TP-5 in potentiating host immune response, preventing infections, and 
reducing the intensity and duration of myelosuppression. 
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KVAWATIOII OF THB wILoDcpTDsIS CURIE SuBwrAWals 
RKOXWAW IL-2 TWATMWr 
WI, Guida M, Musci MD, Casamassima A, Latorre A, 
Addabbo L, Dragone CD, Cattedra M, Corraale M. 
Oncology Institute - Via Amendola 209 - Bari Italy. 

luring cancer inrrunotherapy with Interleukin-2, both 
immunostimulatory and immunosuppressive events were 
observed. In this study we evaluated monocytic 
/macrophage phagocytosis in 10 patients with advanced 
cancer (metaetatic renal cancer and malignant melanoma) 
during subcutaneous rIL-2 therapy; the indirect indices 
of monocitic/granulocyte activation as Neopterin (NIT), 
B2-microglobulin (B2M) and soluble IL-2 receptor 
(sIL-2R) were also evaluated. Moreover, we monitored 
the C3 and C4 fractions of Complement System. After 
rIL-2 injection we observed a decrease in the 
phagocytic response and a significant increase only in 
the NF’l’, BZM and sIL2R serum levels (3, 2 and g-fold 
respectively). It therefore appears that rIL2 
administration may induce the production of immature 
and functionally incompetent phagocytic cells. These 
findings may have important physiologic implications, 
because patients receiving rIL-2 therapy have been 
shown to have increased susceptibility to infection. 
Partially supported by AIRC and Ministero della Saniti. 
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RANDOMIZED PHASE II STUDY LDARAC PLUS rhGM-CSF IN 
ADVANCED M~LODYSPIASIA 
Oarhartz. H H Marcus, R., Delmer, A.. Zwierzina, H., Suciu, S., 
Dardenne, i., ‘iolbu, G., de Witte, T.. Jacobs, A., Visani, G.. F&e, D., 
Sonnevekl, P., Labar, 6.. Hoffbrang, A.V., Fenaux, P., Stem, A., Ziioun, 
R., on behalf of the EORTC-LCG. Med. Dept. Ill, Klinikum GroDhadem. 
D 8000 Munich 70, Germany. 
Patients with myelodysptastic syndromes (MDS) with lO-30% blasts in 
the BM nd hematopoietic failure were treated with low-dose AraC (2 x 
lOme/ J sc days l-14) and ti10M-CSF (2 x 15Opg protein/day sc) given 
either following AraC (days 15-21) or simultaneously (days 8-14) for l-5 
cycles. The majority were treated on an out-patients basis. 108 patients 
with refractory anaemia with an excess of blasts (RAEB, n=54), RAE9 
with tmnsformation (RAEW, n=50) or with chronic myelomonocytic 
leukemia (CMML, n=4) were evaluable with a median age of 65 yean. 
range 17-80 years. A complete remission was achieved in 15 cases 
(14%), 11 had a partial response (lo%), and 16 a minor response (15%). 
Stable disease was found in 35 cases (32%). There were 16 cases of 
toxic death (15%), progression was noted in 15 patients (14%). No 
differences existed between the two treatment arms with respect to 
response and duration of response. Major adverse events during 
treatment were hemorrhage (55%), infections (54%). and fever due to 
GM-CSF (40%). The response rate was 39% with a median duration of 
12.5 months. This appears to be promising for these particular patients 
with bad prognosis. 

Growth Factors 

MODULATION OF RADIATION-INDUCED GROWTH FACTOR 
I’RODUCllON BY BETA -ON 

FiiIstcin. C Rubin. S M&odd, & P Rubin 
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iaE=g- 
GROWTH FACTOR (EGF) 

GROWTH FACl7M-S ITGFBl ON 
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ofradiation. ce&werelheninahtedforlmaddilion24hoafsafterwhichalls 
andmcdiawar.bmetsdandmalyzc&byimmwbb&f0rlheprcseneeoftk 

Browthfactorww. Imafuce 
TGFbMdPDGF. Wha1c4@edwith~tJ1ia-almost4fi~ld.h 
additkm,IL-1wasnowfamdbbeilluaedby1009b. Tkaereaaltssuggesttlmt 
theebswedchengesinpuhmmymapauetomdi&afolknvingintduonis 
mediadbyal~ingmwthfhorgeneeqesison sad suhsequencnt chaflgca in 
target eeu gmwtb. 

GFiCWTHti-INVAdNOFliUMANSMAU~~ti 
CANCER (SCLC) CELL LINES. 
H. Skovnaard Paulsen, P. Nsrgaard, L. Damstrup, 
M. Spang-Thornsen. 
institute of Pathological Anatomy, University of Copenhagen, 
and Department of Oncology, Rigshospitalet, Copenhagen, 
Denmark. 

Receptors for the 
B 

rowth factors EGF and TGFB, have 
been evaluated in a pane of 21 human SLCL call lines. EGF 
receptors were detscted in 11 and TGF 
lines, in different combinations of the & 

receptors in 7 cell 
ree known human 

receptor subtypes (I, II and III). Upon treatmant with EGF in a 
few cell lines, a growth stimulation was observed, wereas 
TGF@ exerted a growth suppressive sffsct in the cell lines 
expressing TGFB receptors I and/or II. The in vitm invasive 
potential was tested using the Boyden invasion assay. A 
correlation betwaen in v&o invasion and the expression of 
EGF receptors was detected, as all ths EGF receptor positii 
cell lines were invasive. No correlation was observed between 
TGF 

% 
receptor expression and Bo den chamber invasion. Our 
indicate that EGF and TGFi exerts a growth regulatory 

Z% on receptor positive SCLC cell lines, and suggest that 
EGF mi ht be involved in.mediating the invasive phenoty 
small ce I 9 lung cancer. Updated results will be present sr” 


