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RANDOMIZED PHASE llI STUDY COMPARING 5 FLUOROURACIL (F) 
CYCLOPHOSPHAMIDE (C)AND EITBBR THEPRUBICIN Q OR DOk6RUBIClN 
(A) IN THE TREATMENT OF ADVANCED BREAST CANCER (ABC),‘FTNAL 
RESTJLTS : HOW PATIENT SELECTION AND METHODS OF TUMOR 
ASSESSMENT COULD INFLUENCE RESPONSE RATE (RR). 
Y. DEVAUX. N. LUCAS. C. MATHJXIN. N. TUBIANA. D. SERJN. P. MARTY ’ 
1: FOR THE’FRENCH &OPERATlVE GROUP. 
Bcztwca lo/89 end 12791 l6Il p&ionfs (pts)withABC were mxtomizodto receive 
either FTC or FAC (F and C 500 m&2, T or A 50 m&Z Q34v). 
All Pts hmd to be in fti line pulliotive chemotherapy (CT) with momobfe or 
emluable disease. Pts with isolated mn moammble bone disease were &so eligible 
(13%).ptsuwewIIbalanced-the2groups.~FTC 
caused significantly loss alopxio tlm FAC @ <o.OOOl). All other side effects wore 
id&&f in both 2 groups Efficam: No ditToram in RR, time to dieeaso pmgrweion 
and ovorofl mrvivol woe obeorwd whiclwa Pte subsets. m FTC -se 
active as standard FAC and gives much less olopccia The RR widely varies dependiag 
on Pts s&ction and the I@ of tumor roqmm oseoeemmt. 

Panel of emerts 

RR% 
FTC FAC 
30.5 30.7 
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TAMOXIFEN CONTINUATION DURING SECOND-LINE 
HORMONE TREATMENT OF ADVANCED BREAST CANCER: 
A RANDOMIZED STUDY 
P.Pronzato, G.Bertelli'. Ospedale S.Andrea, 
La Spexia, and 'National Institute for Cancer 
Research, Genova, Italy 

Eighty patients (pts) with advanced 
breast cancer, eligible for second-line 
hormone treatment with aminogluthetimide (AG) 
after first-line tamoxifen CT). were 
randomized to continue T during AG treatment 
(arm A) or to discontinue it (arm B). Partial 
responses in evaluable pts were 6/36 (16.7%) 
in arm A and 4/36 (11.1%) in arm B (p=not 
significant). Progression free and overall 
survival were not significantly different. 
Toxicity was mild and mainly related to AG. 
Possible benefit from continuation of T 
during second-line AG in breast cancer could 
derive from the inhibition of regrowth of T- 
sensitive, AG-insensitive cells: our results, 
however, do not support this hypothesis. 
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VIWRELBIWE (WE, tW flITOXAIlRlNE (IT11 FOR iWVWXD BREMT 
CNNCER (Asc) nMTMsPilfmE8sEolwM nnnWKELInE uE6IXEN. 

PELIflIMFtY WINIT 
JARTCHUB 8, !I510 L., DE RMEOIS fl., MRCIR J., PINKEVICIUS R., 
ZUNINO 6,, PRLAZZO E, - GRUPO ONCOLOGIC0 CORDOBR - CORDOBA, 

ARGENTINP 
VNB has been previuusly reported as a new active agent in RBC 
(Furaleau RSCO ‘90. C 761 and HTZ has a 25% response rate in 
previously treated patients Iptsl. Betreen 11791 and 12192 NVB + 
HTZ far pts with RBC eas evaluated far response (R) and toxicity 
(Tl, VNB 25 agln2 day I-8 and HTZ 8 eg/a2 day 1 EV. Both drugs 
were repeated on day 21 or 28. All pts had progressed to al least 
one cheeatherapy regimen cantaining daxarubicin or epirubiiin and 
hcreanotherapy. lb/17 pts are fully evaluable. Results: Overall 
response rate 5116 (CR: 0 PR: 5). R: by daninant aetastatic site 
were: local tuear 3, lyeph node 3, lung: 3. fledian tine to 
pragresian was 112 days fr 68-1801. T grade III-IV according BHO 
criteria5 uere: neutropenia 2, phlebitis 4. Dose intensity of VNB 
was 50% in 13/16 pk. There were oo drug related deaths. 
Conclueims: NVB t tlTZ on day 1 each 21-28 days in ah active 2nd 
or 3rd line coabinations io ABC previously treated with 
anthracyclines and it should be further evaluated. Study is still 
ongoing. 
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A PIME II STu)V OF LOSOXAUTAWL (DuP Ul) IN AOVANCLD AREAS1 CANCER 

Van.dertuh 1 
Jo Bokkel Huinink Y,. Moor* II.. Smith I.. V4ndenbcrg 1.. garbu M., 

Ararnir it.. Frmcher D. Netherlrnds Cancrr Institut.. 
Ilrsterd4r. Ni: Princess Rargarct Hospital, Toronto. Ontario. CAN; Royal 
ii4rrden Hospitsl. London, UK; London Reg. CA Ctr., London, Ontario, CAN; 
The Ou Pant Merck Pharmactutical Company. Yilnington, DE. USA. 

Losoxantrone (DuP 941) is one of a series of anthrapyrazoles 
interc4lrting 4gents selected for clinicrl development based on its 
broad spectrum of preclinical rctivity. limited toxicity in Phase 1 
studies, high response rate in a prior Phase II breast cancer (b.c.) 
study and potenti4lly reduced cwdiotoxidty (hlbot 1991). 198 patients 
(p(s) with bidinenrionally leasurable advanced b.c.. normal cJrd!aC 
function (LVEF >/ 45%) with up to on4 prior chemotherapy (Cl) (cx luding 
rnthrrcyclines) have been treated with a starting dose of 50 mg/ f iv q3 
weeks. Dose adjustments could be made anytin after the first dose. 
depending on tolerance. 
D4tr fr,om 138 pts. 70 patients with no prior CT. median rg. 61, PS O-2 
4nd SO pts with prior CT, medim age 53. PS O-2 4rs available for 
analysis. The main toxicity is grmulocytopenir grade 3 and 4 in 88 pts. 
Two pls were discontinued bec4use of Congestive Heart Failure, rftar 
0 and 10 courses, curmulrtive doses 512 and 580 mg/mZ. Dose 
modifications were given according to the n4dir of UK. the medi4n8 
nwkr of doses per patient being 4. Out of 70 pts in the no prior CT 
Prow. I hrd 4 CR and 29 had PR. In the prior CT group. there were 1 CR 
4nd 17 PRs. Analysis of trial results is ongoing. In conclusion, 
Lororwttronr is 4n rctlvc drug for the treatment of b.c. with the main 
toxicity being grmulocytopenia and some degree of cardiotoxicity. 
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TIME TO RESPONSE TO CHEMOTHERAPY: AN ANALYSIS 
OF 316 ADVANCED BREAST CANCER PATIENTS 
P.Pronzata. G.Bertelli, G.Gardin, 
A.Rubagotti, P.F.Conter, R.. ROSSO . 'Ospedale 
S.Andrea, La Spexia, aspedale S.Chiara, 
Pisa, and National Institute for Cancer 
Research, Genova, Italy. 

With the aim to evaluate the time needed 
to reach tumor response, 316 patients (pts) 
with advanced breast cancer scheduled to 
receive combination chemotherapy were 
analyzed. Pts received a maximum of 11 cycles 
of the FEC regimen (5-Fluorouracil, 
Epirubicin and Cyclophosphamide, every 21 
days). Overall, 53.8% of pts had an objective 
response (OR): 25% in the first 3 months, and 
50% in 7.5 months. Time to tumor response was 
longer in pts with the following pretreatment 
characteristics: prior exposure to adjuvant 
chemotherapy, nodal positivity at diagnosis, 
no previous endocrine treatment and bone 
metastases. These data could help in deciding 
how long chemotherapy should be continued for 
palliative treatment of advanced breast 
cancer. 
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NMLBINE (N, 4 RITBHYCIN (ii) Ill lwrmRAcYCLIllE5 RESISTANT OR 
RE~T~AW#ICEDlllEllSTUIllCOl(IYCI.PRELIHflllWYRWRT. 

SRNTOS R., RUFINO C., BlTR6ELTJ E., RUFINO (\,, BONIMTTO S., 
ARRlETR a., NURO H., LEHHRN O., C&SIN1 J. ET AL - GRUPO 

ONCOLOGIC0 ARGENTINO - BUENOS MRES - ARGENTINR 
Between B/91 and 12192 a new regiren of chemotherapy for pts. with RBC 
Vas evaluated far R and T. N 25 eqlr2 day 1-B-15 and B 7 ag/e2 day 1 
EV. Bath drugs were repeated on day 28. 
All pts had previously received cheeatherapy nith anthracyclines, 18 
pts also had previous endocrine treatrent far eetastatic disease, 
68172 are evaluable, 22 prenenapausal, 46 postmenopausal. Bedian age 
57 fr 32-701. Reeulte: Overall response rate was 47% (CR: 7/6E 
PR:23/681. Median tile to pragresian was 6 e (r2-14). Overall survival 
was 6 P fr2-181. Response rate according with eestastatic dominant 
site rere: soft tissue 25135, lung 7112, liver 4114, bane 017. T: 
Grade III/IV according WHO scale were: neutrapenia 6X, Diarrea l-5%, 
neurataxicity 7.5%. There were no drug related deaths after 277 cycles 
of treatment faedia 4). Conclusions: 1) N + I( is an active regiaen in 
ABC resistant or refractory to anthracyclines; 2) ffain T uas 
neutrapenia l3OIl and neuratoxicity 110%). flare than 50% of pts. had a 
33% reduction of dose istensity of N; 3) N shauld be evaluated as 1st. 

line caabinatian in pts unable to receive anthracyclines. 


