
S26 Breast Cancel 

128 129 

ECL-2 EXPRESSION IS RELATED TO METASTATIC POTENTIAL IN BREAST 
CANCER 
Sierra. A., Lloveras, S.*, GarclaRamirez, M., Moreno, L., CastellsaguB, X.“, 
Escobedo, A.- and Fabra, A. lnstiiut de Receroa Oncoldgica, Hospital Duran i 
Reynals, Ciutat Sanitaria i Universitaria de Sellvitge. L’Hospitalet. 08907 
Barcelona, Spain; ‘Sew. Patologla, C.S.U.B.; -Servei d’Epidemiologla i Registre 
del CAncar and -Serv. Oncologla, H.D.R., C.S.U.B. 
Scl-2 is an oncogen that prevents programmed cell daath (apoptosis). 59-2 
expression has been reported in lymphoid malignancies as a result of t 14:lS 
and also in epithelial tumors like lung, prostate and skin cancers The significance 
of Scl-2 expression and its relationship with cell d&h in breast cancer has not 
been reported yat. We studied two groups of breast cancer samples, including 30 
TIN1 and 28 TIN0 cases, looking for Scl-2 expression in primary tumors and 
nodal metastasis. A monoclonal antibody anti-S&2 , clone 124, from ICI, 
Cambridge Biochemicals Incofpcmted, was used in paraffin-embedded tissue 
sections stained by IHQ. Cytoplasmic expression of 8cl-2 protein was found in 
43% of TlNO and in 70% of TIN1 cases (p=O.OS). A correlation with histological 
grade was also found: 89% of grade 1 tumors, 61% of grade 2 and 33% of grade 
3 were positive. When Scl-2 expression was compared to hormone receptor of 
tunior cells a gacd poshive correlation with estrogen receptors (ER) and 
progesterone receptors (PR) was noted. In ER positive cases S&2 expression 
was found in 80% of TIN1 and only in 55% of TIN0 (p=O.l). In PR positive cases 
Scl-2 was detected in 92% of TIN1 and only in 30% of TIN0 (p=O.OOS). In situ 
DNA fragmentation using biotinylated poly dU binding, as a sign of apoptosis, 
was also studied in 12 cases Scl-2 negative cases showed a higher amount of 
positive cells. Our results suggest that 8cl-2 expression has an important role in 
breast cancer, favouring call survival and therefore cancer progression, from 
early stages to the molecular even& associated with metastatic invasion. 
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DISTRIRUTION OF HLA-DRB ALLELES IN BREAST 
CANCER PATIENTS DIFFEIG FROM THIS ONE IN 
HEALTHY DCINORS 
m A. Y. I Imyan~tm E. N. I K~mchk~iv I. Y. < 

Chern1t.sa 0. I. I Kt:ymev P.G. ~ Lysch~v A. A. 
N. N. Petrw Reseawh Institute of Onci;logy, 
%-Petersburg, ISSGQE, &?a;sia 

Sout.t-lwri- blat. st.uii~~ of 41 hreE?st. CwIi'eT 
(Bc) patients and I;& healtt;y &nop; rgvea!e:A 
the drastic ~ncreasse of the occurrence of DRR 
homzygous genotypes [32X vs. 7,.5X) and 
DRRwll (DEE-5-l) allele (25W vs. 12X) 111 ix 

group. Presence of DRE3wll allele and honnzy- 
gous genotype oi' EC patients were assmlated 
also with la&~ of de!et.lons oi chrmmon~l 
loci llg, 17p and 17q (32*7X vs 14,7x, 
Pc0,05; and 38,5X vs 17,6X, PiO,OS resgect1- 
vely). Sam peculiarities of DRE genot.ype 
tiere correlated w1t.h size of t.umw, nodal 
involvement and stage of disease. Cllnlcal 
s~gnlflcance of such data cam he discussed. 

WEEKLY EPIRUBICIN IN HORMONE-RESISTANT METASTATIC 
BREAST CANCER(MBC) IN THE ELDERLY. 
Tucci E., Bindi M., Crociani M. Dept. Radiotherapy and QUAVIO 
(Association for Quality of Life in Oncology ), Siena - Italy 

Identification of an active and well tolerated treatment for MBC refractory 
to hormonal therapy in elderly patients(pts) is presently a challenge for the 
Oncologist and deserves careful clinical research. From January 1988 to 
June 1992, we treated 17 pts over 70, affected by MBC, who had failed at 
least two lines of hormonotherapy. Median age was 74 years (70-81), 
median PS was 1 (l-3); the dominant site of metastatic disease was soft 
tissue in 5, bone in 5 and viscera in 7, eight pts bearing multiple sites. 
Treatment consisted in epirubicin 25 mg i.v. once a week, irrespective of 
body surface area, for at least 8 administrations. Fifteen pts are fully 
evaluable (1 early death, 1 refusal): we observed 1 CR, 4 PR, 5 NC and 5 
PD; median time to progression for responders and NC pts was 9 months 
(6-21). As for site of metastasis we observed an objective response in 318 
soft tissue, 2/8 bone and 3/7 viscera. In 208 cycles administered (range:2- 
30), no grade >2 hematologic and gastro-intestinal toxicity was observed; 
one case of reversible grade 3 cardiac toxicity occurred; alopecia was 
never seen. In conclusion. weekly epirubicin is an active and safe regimen 
for MBC in elderly women and should be strongly considered when pts are 
no more responsive to hormonotherapy. 
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ACCELERATED-INTENSIFIED CEF CHEMOTHERAPY WlTH THE 
SUPPORT OF GM-CSF AND ERYTHROPOIETIN (Epo). wrini M, 

Del Mastro L, Garrone 0. Danova M. Testore F, Latmi F‘, Row) R. 
IST Geneva, Oncol. S.Mattco Paviu. Oncol. Asti, Schermgh-Plough lralia 
Anemm and Ihromhxytopenia were main touiclties of accelerated (q. 16 days) 
standard dose CEF+GM-CSF (Cyclophosphamide, Epldoxorubtcin. Fluornurwl) 
(Vcnturim M, ASCO 92). In order to Intensify this accelcraled regimen, we started a 
phase I study, in advanced breast cancer patients, addmg Ep> (150 lU/kg 3 times per 
wk) to CEF (q. I4 days) + GM-CSF (5 ltgikgid. from day 3 to day IO). 
The dose of F was fixed at Cohort 
600 mgim? while the doses Drug 1st 2nd 3nl 41h 5th 6th 
of C and E have been E 70 XC 90 loo 110 I20 
cscalati as shown. C X00 IooO 1200 1400 16(W) Ix(X) 

1st 2nd 3Kl 
(3 pls) (3 pts) (2 ptsj 

Man no of cyrlcs 6 4.6 4.9 
Mean mten al (days) 17 I6 I X.7 
Mean ARDI* 1.46 1.x 1.7 

Grade (g) IV Icuknpenia was observed in h/IX (3343, IO/l4 (711’) and 4/O (44%) 
cycles; g IV thrombwytopenia m l/IX (64~). l/l4 (7%) and 119 (I IQ) cycles in the 
Isl, 2nd and 3rd c&xi rcspcctively. Only 2 episodes of g III thrombwytopcma wcw 
obwwd (2nd and 3rd cohwi). No g IV anemia was recorded; g III wcuned in I cycle 
both in the 1st and 2nd cohort: only I pt (2nd cohort) required bled transfustons. 
Farly resulls of this ongang trial suggest a benefiaal hematologlcal effect b? 
associalmg GM-CSF+Ep> as support to accelerated-intensified CEF regimen. 

DOSE-RESPONSE EFFECT TO EPJRUBICIN (EPI) IN PATIENTS (PTS) m 
ADVANCED BREAST CANCER (ABC) J&i p, Conti F., Di Laura L , Venture I., 
Paoletti G., Lopez M.; Regina Elena Institute for Cancer Research. Rome, Italy. 
Although a dose-response effect to anthracyclines has been suggested in various tumors, 
concluding chnical evidence is still missing m ABC.We have conducted two consecutive 
trials wth EPI at two dose levels (120 and 160 mplm2 q 3 weeks) m anthracyclines-naive 
ABC pts. EPI I20 me/m’. Charactenstics of 45 pts: median age 5 I .5; median PS 1; 
prevmus adjuvanUadvanced chemotherapy 12/l 1; dominant site ofdisease salt tissue in 
IO, visceral in 24, bone in I I pts; no of metastatic sites I in I9,2 in 2 I, 3 in 5 pts. The 
median number of cycles was 6, the maximum cumulative EPI dose was I200 mg/mD. In 
40 evaluable pts we observed 6 CR and 14 PR (50%); median duration ofresponse was 7 
months (mo), median tune lo response 2 mo, median time to progression 8 mu, median 
survival 21 mu. Toxicity: myelosuppressmn \\as mild, \rith G4 leukopana in 7%, G3 in 
38% of the pts, and only I EPI dose reduction. A transient as)mptomatic decrease in 

LVEF 2 20% was recorded in 3 uts at a cumulative EPI dose of 720. 960. I200 me m’. 
EPI 160 me/m’ Characteristics of43 pts me&an age 59; median PS I, previous 
adwanWadvanced chemotheranv 12/l. dominant site ofdisease solt tissue in I I. bone m 
9,;isceral in 23 pts; n’ of met&tic sites I in 21,2 in 17, 3 in 5 pts.Thc mrdian’n” of 
cycles was 6, the maximum cumulative EPI dose was 1280 m&n?. In 37 evaluable pts 
there wrr 4 CR and I8 PR (59%); median time lo response was 2 mu; median time lo 
progression, median duration of response and median survival are not reached yet. The 
dose limiting toxicity in 40 evaluable pts was leukopenia \rith neutropenic fever in 42% 

of the pts. This required 1 dose-reductmn in IS pts. Transient asymptomatic rZO% LVEF 
decreases occurred m 3 pts, at a cumulative EPI dose of 640,960 and 960 mp/m’ 
Although not significant (P=O.54), the dilTaence in response rate between the 2 trials 
suggests that a dose-response effect lo EPl may exist, especially if one considers that 
the severe myelosuppressmn at EPI 160 mgfm’ did not allow the deliver?; of the planned 
dose-mtenslty in 47% of the pts. Therefore, the study contmues x\ith EPI 160 mglm’ + G- 
CSF 


