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UPDATE OF A RANDOMIZED TRIAL OF CISPLATIN (P) AND 
CYCLQPHOSPHAMIDE (C) 2 WR-2721 (WR) IN PATIENTS WITH 
ADVANCED OVARIAN CANCER 
McCuIIoc$ F’, Rw P?, Kemp, G.M.?, Schefller, B?, 
Schdn, P. , U.S. Bkxck.n~ W. cOnshohocke~~, PA, 
2Uni~&y of Massachuscus, 3EL Virginis Med_ School, USA. 

Cisplatin toxicity often limits optimal therapy of patienu with Stage 
III/Iv ovalian cancer. We are conduaing a randomized study to 
determine if pretreatment with WR reduces the toxicities of high dose 
cisplatin and qclophospkamide. To date 63 patients have been 
randomized 10 WR + CP and 58 to CP. In the WR-containing arm, 5 
patients of 63 were admitted to hospital for neutropenic fever/sepsis 
compared to 1568 Cp patients @= <O.Ol). mere were three additional 
CP patients who required discontinuation of therapy due to prolodged 
neutropenia (c 1500&l) for >2 weeks (p=O.OOl). In the WR-treated 
patients 1163 (17.5%) developed hypotension during the WR-infusion 
which wily and quickly reversed upon cessation of therapy with no 
Sequelae. Of 40 patients who came to second-look laparotomy, pCR was 
present in 9/19 WR + CP and SlLl CP patients (NS). Therefore, pre- 
treatment with WR significantly decreases serious hematological 
complications and their sequelae without interfering with tumor response 
in patients with advanced ovarian cancer. 

Il.063 

LEVELS OF MACROPHAGE COLONY-S~lMULA~ING FACTOR (M- 
(23~). INTERLEUKIN-1 (11-l). INTERLEUKIN-6 01-6) AND TNF ALPHA 
IN HUMAN OVARIAN CANCER. 

M.M. Maradl. S.A. Elg, J.R. Carter, MC. Olsen, L L Adcock. 
K. A. Prom, LB. Twlggs , LF. Carsan. and ‘5. Ramakrlshnan. 
Wamon’s Caner Conkr and ‘Dopatient of Pharmacology, 
Untvorsity of Mlnnesata. Mlnnoapalls, MN 55455, U.S.A. 

Ovorlancancercells have been found tosecretevarlouscytoklnes. 
Amoughtheblo~lrelevOnceofthesefactorsontheprogresslon 
ofthe tunorIsnotcompletelyundentood.theymaycontrlbuteInthe 
regulation of tvnor cell proliferation by autccrine and parctcrlne 
mechanisms. In the present study, we have determlned the levels of 
itmsegrowih factors In senun and oscftes fluid obtalned from normal 
ccnirds and ov0rlar-1 cancer patients. The levels of cvtcklnes were 
detemWedbysolidphaseELlSA and radioimmuncassay.lheresul~s 
lndlcatethat theconcentratlonaof lLdwassubstonfial)yhlgher In the 
ascites of ovorbn cancer pailents. Serum levels of the cytokitws dld not 
show any slgtWlcant difference except for M-CSF. and TNF-alpha The 
levek of M-CSF in - was about three fold t$$w In ovarlan canw 
(P 70 %) ihan rwmal controls. TNF-alpha levels In sewm was slgnlflcantfy 
higher In primary Ovarian cancer when compared with second look 
ovarian cuncef patients end normal conlrois. 

11.065 

CIS-mATIN PLUS 5-FU RADIOSENSITIZATION OF 
READ AND NECK CANCER PATIENTS (A PILOT STUDY) 
M.Mo~shmov, V.Pandova, L..napkova, M.Dimitrov 
National Oncolagical Centre, Sofia, Bule;aria 

A pilot study on 31 T2-4 NO-3 MO head and 
neck cancer-patients was conducted, to assess 
the efficacy of the cis-Platin + 5 FU radio- 
sensitization. A 5-day continuous infusion of 
600 mg/ma 5 FU, followed by 100 mg/mecis-Platin 
(on the 6th day) was applied, simultaneously 
with the initiation of the irradiation, with 2 
Gy fractions, up to a 30 Gy total dose. After 
a 20-day pause, the irradiation was continued, 
with or without sensitization, up to 50-60 Gy 
totaL.dose. A dramatic tumor response in some 
80 % of the patients(30 % CR and 50 96 PR) was 
observed; the rest 20 % showed no response, 
Compared with 39 control patients, the tumor 
response showed to be better with the sensiti- 
zera. The toxicity of the combination seem to 
be acceptable. Nevertheless, 40 % of the pati- 
ents came back with evidence of recurrent di- 
sease, some even after a complete response. 
The study continues. 

11.062 
BINDING SYNERGISM BETWEEN MABS DIRECTED TO 
AN OVARIAN TUMOR ASSOCLQED ANTIGEN. 
D. Mezzuuanicai, P. Casalinil, L. Coneyq M. Gadinal S. 
Canevaril, S. Ferrinis, S. Mat&u4 M.I. Colnaghi1 Ustituto 
Nazionale Tumori, Milan, Italy. Kentocor Inc., Malvem, USA. 
J.Istituto Nazionale Tumori, Genoa, Italy. r.E.Merk, Darmstadt, 
Germany. 
Three mouse MAbs, with tumor-restricted specificity for human 
ovarian carcinoma, directed against distinct epitopes of the same 
38KD molecule, were used in double combination. A 
temperature-dependent binding syner was observed with 12% 
MOv18 and unlabelled MOv19 MA s on different cell lines, gY 
alive or glutaraldehyde-fixed and on crude membrane 
preparationsThe chime& version, with the human Fc-region, of 
the mouse MAbs, as well as monovalent forms as bis ecific 
MAbs (MOvlB/CD3 and MOv19/ CD16) deprived o P their 
parental components by HPLC, were also studled. The results 
obtained by using these rea ents 
suggest that the interaction o f; 

in different combinations 
the Fc regions of the 2 MAbs, 

which are brought close together by binding to the same antigen, 
is unlikely. The s 
change in the 38 % 

ergism seems to be due to a conformational 
molecule followin 

We are now analyzing the biological f: 
MOv19 MAb binding. 

re evance of the syner ‘sm 
in radiolocalization and in bispecific MAb retargeting of -? -cell 
cytotoxicity. 

11.064 

CYTOSOLIC PLACENTAL FERRITIN (~43) CONCENTRATION, 
AND ITS ~ROSNOSTIC f;6N;~;Z~$INR~~C~;NOlU OF THE 
OREAST. C. Mqroz, 
IR. Zakesz, G. Schimper, 'M. 'stierer: 5J. Syec 
Beilinsgn Med. Ctr. Iqel, Hanusch Med Ctr 
Vienna Fpt. of Pathol. Dept of Surgery Vienna 
Med. SC. Cancer Res. Ctr., Bratyslava. 
P43, a new protein associated with placental 
isoferritin (PLF) is measured by CM-H-9 McAb. PLF 
bound to T cells was previously detected in 95% of 
patients with early stage bc. In the current study 
we determined the PLF concentration in bc tissue 
and correlated its cytosolic level with prognostic 
indicators. Cytosols were prepared from 122 frozen 
tumors of patients followed for 5-7 years. PLF was 
determined by CM-H-9 McAb ELISA. The mean PLF 
concentration was 32f50 U/mg cytosolic protein. A 
significant inverse correlation was found between 
PLF level and tumor size, grade, nuclear 
pleomorphism and rate of mitoses, and a positive 
correlation with ER. Patients with PLF more than 
BU/mg of cytosolic protein had a significantly 
longer overall survival than those with lower 
concentration. PLF is a tumor product with 
prognostic significance. 

11.066 

The prognostic value of Proliferating Cell Nuclear 
Antigen (PCNA) expression in early glottic cancer. 

Munck-Wikland E. MD PhD, Kuylenstiema R. MD PhD, 
Lindholm J. MD PhD, Fcmberg J-O. MD F’hD, AUIX G. MD FhD. 

The proliferating cell nuclear antigen (PCNA), auxiliary protein of 
DNA-polymerase delta, is a proliferation sensitive DNA replication 
protein maximally elevated in late Gl and S phases of the cell cycle. 
By the use of murine monoclonal antibodies the expr&on of 
FCNA was quantified in histological sections fmm p&fin- 
emlxdded primary diagnostic biopsies from early glottk cancers 
(Tis. Tl) which later were submitted to N. .vsing a 
quantitative scoring system to evaluate the KXA pos10vlty it was 
foundthatthetumorswhichnxurnzdz+fterfuIldoserrvtiotherapy 
(64Gy) displayed lower FCNA activity than the cured patients. 
PCNAappearstobeoneimportant~usefulforthe 
biological charxterization of the tumor and a axmibulay tool to 
identify the 10-15% early glottk cancers which ~:UT after 
radiotherapy. 


