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INDUCTION OF EXPRESSION OF TUMOUR TGFB:! MRNA IS
ASSOCIATED WITH RESPONSE TO TAMOXlFEN IN BREAST CANCER.
J MacCallum, J.M.S.Bartlett, J.Keen, A.M.Thompson',
J.M.Dixon' and W.R.Miller.
leRF Medical Oncology Unit and 'University Department of
Surgery, Edinburgh, UK.

Tamoxifen is important therapy for postmenopausal patients with
breast cancer. Whilst eHects are largely mediated via the
oestrogen receptor (ER), the growth suppressive eHects of
transforming growth factor betas (TGFl3s) may also be involved.
Expression of the isoforms of TGFI3 mRNA has been measured by
RNAase protection assay in 37 breast cancer patients treated with
tamoxifen. All tumours expressed the isoforms both before and
after treatment, and semi-quantitative assessment showed no
consistent changes in TGFB, or 133 in either responding or non­

responding patients. However, there was a significant trend for
responding patients to show increasing TGFB2 expression

(11/27) as compared to only 2110 non-resonding patients
(p=0.018), The present study suggests that response to
tamoxifen may be associated with an increase in expression of
TGFB2 mRNA in a proportion of breast cancers.

105 P
TWO INTENSE ADJUVANT REGIMENS IN HIGH RISK BREAST
CANCER PATIENTS WHO RECEIVED NEOADJUVANT.
B Massid<la. M. T. Ionta, E. Pedditzi, M.R Foddi.
Department ofMedical Oncology University, 09100 Cagliari, Italy
Our pilot study intended to compare the feasibility and efficacy of two adjuvant
chemotherapy regimens in high-risk breast cancer pts (Iarae size + > 7 positive
nodes) pretreated by neoadjuvant chemotherapy (standard or accelerated by G-CSF)
and ~urgery. Twen,- pts (mean age 5U; PS 0-1), 9 premenopausal, 12 ER+. 7
PgR ,4 Ki-67 L.L , 14 SBR G" T3-4, NI_2, Mo (the two arms were balanced by
these pro8!'ostlc factors) were a1focatod 3-4 weeks after surgery to either Epirubicin
120 mg/m2 q 21 x 3 times foUowed by CMF 1-8-28 x 3 times (10 pts, ARM A), or
CTX 100 mg/m2 p.o. qd x 7, EpiDoxo 50 mg/m2 i.v., VCR I mg i.v., MTX 100
mg/m2 i. v. an day I followed 20 hrs later by a 2-hr infusion of 5-FU 600 mg/m2 i. v.
and Leucovorin 10 mg/m2 p.o. every 6hrs x 6, alternated every other week with a 48­
hr infusion of 5-FU 300 mg/m2 qd on day 8-9, x 16 weeks (10 pis, ARM B). WBC
and absolute neutrophil count NCI g 2-4 TOXICITY was observed in 8.4% of pts in
ARM A and 15.2% ill ARM B (p < 0.05); g 2-4 anemia (Hb) in 22.3% in ARM A
and 49.3% in ARM B (p < 0.05); g 2-3 thrombocytopenia in 6.7"10 in ARM B.
Myelosuppression significantly delayed the planned dose (from 2 to 6 weeks; median
4) only in ARM B, so lhal the aetuaI dose delivered was 75% in spite the routine G­
CSF support. Grade 2 alopecia, was found in 100% ofpts in the 2 arms; neutropenic
fever in 7"10 and catheter complication in 10% of ARM B. Emesis were equally
observed in the two groups both acute (6% - 5%) and delayed (15% - 18%). At
median follow up of 24 months 3 loco-regional and 2 distal recurrences in ARM A
and I and I respectiveUy in ARM B were observed Overall and disease-free actuarial
survival were 100% and 68.57"10 (95% C.L .~ ± 29.59) in ARM A and 100% and
83.33% (95% C.I. ~ ± 29.82) in ARM B. In our pretreated pis the two employed
regimens were feasible even if in the 16-week the main peculiarity of the dose
intensity had not fully preserved.
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Re.ults of a randomized adjuvant breall cancer trial comparing a conventional
with a perioperatl...tart of chemotherapy.
LMiQIl, T.Brodowicz. M.Krainer, C.Wiltschke, A.C.Budinsky, P.Sevelda, E.Kubista
and C.C.Zielinski
Clinical Division ofOncology, Department ofGynecology, University of Vienna Austria.

~: The rationale of the present study was to validate the hypothesis of 0 tavorable
influence of a perioperative start of adjuvant chemotherapy in patients with operable
breast cancer of various prognostic groups, as suggested by results of experimental data.
Patients and methods: Patients with operable breast cancer were entered into a
prospective tria1 and randomized to receive epidoxorubicin (20 mglsqm) and
cyclophosphamide (200 mstsqm; Ee) eitber on days 1,8 and 15 (3 perioperatively) or
on days 22, 29 and 36 (~ postoperatively), day one being the day of surgery. Patients
with lymph node involvement (N+, pre- and postmenopausal) and premenopausal
patients without lymplJ node involvement (N·) and estrogen receptor (ER) negativity
received 3 additional cycles of adjuvant ehemotherapy with cyclophosphamide.
methotrexate, fluouraciJ (CMF). All ER+ patients received 20 mg tsmoxilen per day for
two years.
~: No inereased toxicity or problems with wound healing were found in patients
from the perioperative group. With a present median follow-up of 70 months, 76 out of
221 (34%) eligible patients have relapsed. The estimated percentage of disease-free
survival (DFS) at 5 years was 66 (±3.2) in all patients, 59 (,*,5.4) in patients Irom the
perioperative and 72 (±>I.2) in those from the postoperative groups (p=O.09).
~: An advantage in DFS resulting from an earlier start of adjuvant
chemotherapy than on postoperative day 22 can be excluded at this point of the study.
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PREDICTIVE FACTORS FOR RESPONSE TO NEOADJUVANT
CHEMOTHERAPY IN OPERABLE BREAST CANCER> 3 em.
B Massidda. M. T. Ianta.
Department ofMedical Oncology University. 09100 Cagliari, Italy.
A single institution study investigated the effect on objective response of 3-4 cycles
of q 21 HD-Epirubicin or FECSO or q 14 (-KJ-CSF) HD-Epirubicin or FEC or
MMM, according the foUowing factors: ER (+/-), PgR (+/-), Ki-67 L.L (+/-), SBR
grading (G2/G3) and menopausal status (pre/post), in 53 pts.j. mean age 47 years (32­
71),26 premenopausal, 36 T2>3cm' ]7 T3, 25 ER+, 21 PgR ,14 Ki-67 L.I+, 38 G2,
15 G3. CUnica1_ults: in T2 group CR was achieved in 13.8%, PR>50% in 55.4 %
and PR<50% in 30.6%; in T3 group there was no CR, 70.1% PR>50%. and 29.9"/0
PR<50%. Univariate and multivariate lUUI1ises were performed to evaluate the
real relative influence of each prognostic factor in response. Significance of
associations was tested bv the chi-"'uare test.
Univariate: Linear regression- independent 'Variables 'Vs response

Ki-67 L.I. Menopause PaR G ER
t 1.69 2.58 2.25 • 1.92 - 1.85
D 0.028 0.061 0.069 0.0% n.s.

Linear discriminant function
Ki-67 LoI. Menopause PgR G

D 0.0665 0.0738 0.1071 0.1471
Our data demonstrate that four out of five consIdered vanables have been proved
useful in predicting the right place of each patient in the responder (Ki·67 U+,
Premenopause, PgR-, GJ) or non responder group (Ki-67 L.1.-, Poslrnenopause,
PgR+, G2) in _42 out of 53 (79.24%) patients. These groups are determined by the
value defined in the following equation: Response ~ 1.648 (costan!) + PgR (1.010)
·Ki-67L.I. (1.277) -G(0.974) + Menopause (1.085) with a predictive powerof
·0.351 for the responder group (CR + PR>50%) and 0.812 for the non responder.
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SlTAM·(J1 ADJUVANT BREAST TRIAL FOR PATIENTS> 50 YEARS.
Belfiglio 1.1., Millf.. Nicolucci A., SCorpiglione N., Cucchi 1.1., Giolito M.A., Indelli 1.1., Uguori
V.,M~ P" MoIteni 1.1., Pacquoia M.G., Richelll A., Tabiadon 0., Tedde A., Viola P. and
Marsorn S. (on behalf 01 III the participants to S1TAM.()1 study). The G.I.v.l.O. Investigators.

This pragmatic, large scale randomlsed trial was designed alter considering the evidences
emerged from the 1G85 systematic overiew 01 all trials about adjuvant tamoxifen in womon with
early breast canoer, a1IO confinned in the 1990 sy8lemallc overview, that have demonstrated a
highly sigUlicanl Improvement in 1o-yeall survival. For the patients over the age of 50, the
main question adtIreased in !his I"'0toool is whether the duration of lamoxifen lhetlflY aHeels
disease-free on overall survival. However, n is not yet known how long women WIth breast
cancer should oontinue 10 take adjuvant tamoxifen. The obYioua question, for this lrial started
in 1989, is Wltelher a longer period, say 5 yen, is more beneficial. For the protocol of this
study all women > 50 years and < 70 years 1ioith 'opereble' breast csncer, irrespective of nodal
or monopausaI status, wI1e1e eligible. After prinarythe~ all patients were registered into the
study through lIle coordinating center and re<:elved 20 mg tamoxIfen daily lor 2 years and, il
they remairied disease·free, were eligible lot randomilalion to stop or continue therapy for
further 3 years. This prolocol also permitted optional randomisation of patients to systemic
chemotherapy or control, Since there was little evidence, at thai time, as to wheler additional
benefits would be gained by using both chemotherapy and honnone therapy. This trial is the
biggest trial about adjuvant treatments ever conducted in Italy, heYing recruned 2511 patients
unbl January 1996 from 53 paIticipaling centell, of which 1722 were randomlsed 10 stOll (862)
or to continUe~l Alter 2 years of therapy, 16% of patients were not eligIble for
randomisation !hay had relapsed and 4% h.a refused randomisation. Overall 1083
(47%) patienla 118 N+ (139 of them with >3 nodes involved), 295 (12%) patients undelWent
adjuvant chemolherIpy, 1277 (56 %) patients are ER+, 374 (16%) EA., 105 (5%) ER borde~ine
and 524 (23%) did not pelform the determination 01 the ER status (data no! yet available for 231
patients). 10.5% of the patients has experienced side..ffeels ,«ributable to tha hormone·
therapy. After a mediIn follow·up of 36 mootha, 1967 (78.4%) patients are disease-frae, 147
(5.8%ljlhave relaDsed, 48 (1.8%) have developed a second tumour (7 endom,trial cancar), 178
(7.1% have died and 171 (8.8%) have been lost to follow-up.
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8ISTOLOGICAL AND CLINICAL RESPONSE EVALUATION TO PRIMARY
CHEMOTHERAPY IN LOCAL· AnVANCED BREAST CANCERS

~ E. CARASIEVICI, C. DIACONU, F. ZUGUN-ELOAE

CLINIC OF RADIQ-ONCOLOGY - UNIVERSITARlAN HOSPITAL "SF. SPIRIDON",
lASI, ROMANIA

PURPOSE: To evaluste the curative potential of primary chemotherapy ill term of
clinical, histologi<:al reoponse and survival iIllocal-advanced breast cancers.
PATIENTS AND MEIHODS: 76 patients with local-advanced breast cancers (stage
IDA • IUB) wwe treated in two seq.....ceo: group A:. 29 patients with 4-6 cycles
(CMFIFEe) chemothonpy, local-radiothonpy and ourpry; group B: 47 patients with
racliotbaapy ancl ourpry.
l\vo types of bistolCllical response (H.R.) have been incIividuslized in 76 radical
mastectomy specim....: complete fiR without microscopic w-se and incomplete HR,
with resiclual twnor cells or histological twnor-.
An lIIIivariate analy.is of .ix prolPloatic variable (age, Kamofski performance ststus,
clinical, histolopcal response and thenpeutieal sequence) was performed using
Kruskall·WaIlia and Kaplan-Meier metbocl.
RESULTS: 6 clinical complete reIpCII1IS (CR), 8 complete histological respon.... (HR)
ancl 38% mortslity rate was find ill group A and 0 cases of complete HR and a 68%
mortslity rate at 36 weeka in lIfOUP B. This clitference is statistieally significant
(p"O,002 for CR and ~,005 for fiR).
The performance status at the dialPlOlis moment proved to be ststisticaUy significant for
the clinical respooae ancl aurvival.
CONCLUSION: Noo-acIjuvant chemotherapy ill local·advanced breast cancers is
effective in local control ancl survival.


