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INDUCTION OF EXPRESSION OF TUMOUR TGF3; MRNA IS
ASSQCIATED WITH RESPONSE TO TAMOXIFEN IN BREAST CANCER.
JLMacCallum, J.M.S.Bartlett, J.Keen, A.M.Thompson”*,
J.M.Dixon* and W.R.Miller.

ICRF Medical Oncology Unit and *University Department of
Surgery, Edinburgh, UK.

Tamoxifen is important therapy for postmenopausal patients with
breast cancer. Whilst effects are largely mediated via the
cestrogen receptor (ERY), the growth suppressive effects of
transforming growth factor betas (TGFBs) may also be involved.
Expression of the isoforms of TGF3 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 B3 in either responding or non-
responding patients. However, there was a significant trend for
responding patients to show increasing TGF3, expression

(11/27) as compared to only 2/10 non-resonding patients
(p=0.018), The present study suggests that response to
tamoxifen may be associated with an increase in expression of
TGFB; mRANA in a proportion of breast cancers.
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TWO INTENSE ADJUVANT REGIMENS IN HIGH RISK BREAST
CANCER PATIENTS WHO RECEIVED NEOADJUVANT.

B. Massidda, M.T. Ionta, E. Pedditzi, M.R. Foddi.

Department of Medical Oncology University, 09100 Cagliari, Italy.

Our pilot study intended to compare the feasibility and et’ﬁcacy of two adjuvant
chemotherapy regimens in high-risk breast cancer pts (large size + > 7 positive
nodes) pretreated by neoadjuvant chemotherapy (standard or accelerated by G- CSF )
and surgery. Twenty pts (mean age 51.5; PS 0-1), 9 premenopausal, 12 ER*, 7
PgR™, 4 Ki-67 L1+ f4 sBR ‘r“, N]_z, M (the two arms were balanced by
these prognostic factors) were allocated 3-4 weeks after surgery 1o either Epirubicin
120 mg/m? q 21 Jx 3 dmes followed by CMF |a8-28 x 3 times (10 pts, ARM A), or
CTX 100 mg/m? p.o. qd x 7, EpiDoxo 50 mg/m? i.v., VCR 1 mg i.v., MTX_100
mg/m? i.v. on day 1 followed 20 hrs later by a 2-hr infusion of 5-FU 600 mg/m? i.v.
and Leucovorin 10 mg/m? p.o. every 6hrs x 6, alternated every other week with a 48-
hr infusion of S-FU 300 mg/m? qd on day 8-9, x 16 weeks (10 pts, ARM B). WBC
and absolute neutrophil count NCI g 2-4 TOX]C]TY was observed in 8.4% of pts in
ARM A and 15.2% in 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% in ARM B,
Myelosuppresslon significantly delayed the planned dose (from 2 to 6 weeks; median
4) only in ARM B, so that the actual dose delivered was 75% in spite the routine G-
CSF support. Grade 2 alopecia, was found in 100% of pts in the 2 arms; neutropenic
fever in 7% 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 1 and 1 respectivelly in ARM B were observed. Overall and disease-free actuarial
survival were 100% and 68.57% (95% C.IL = % 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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Results of a randomized adjuvant bresst cancer trial comparing a conventional
with a perioperative start of chemotherapy.

LMichl, T.Brodowicz, M.Krainer, C.Wiltschke, A.C.Budinsky, P.Sevelda, E.Kubista
and C.C.Zielinski

Clinical Division of Oncology, Department of Gynecology, University of Vienna Austria.

Purpose: The rauonale of the present study was w validate the hypothesis of a favorable
influence of a perioperative start of adj therapy in pati with operable
bteast cancer of vanous prognostic groups, as suggested by results of experimental data.

: Patients with operable breast cancer were entered into a
prospective  trial nnd randomized to receive epidoxorubicin (20 mg/sqm) and
cyclophosphamide (200 mg/sqm; EC) either on days 1, 8 and 15 (= perioperatively) or
on days 22, 29 and 36 (= postoperatively), day one being the day of surgery. Panents
with lymph node involvement (N+, pre- and 1) and p
patients without lymph node involvement (N-) and cstrogen receptor (ER) negpuvxly
received 3 additional cycles of adj py with
methotrexate, fluouraci] (CMF). All ER+ patients received 20 g tamoxifen per day for
two years.

Results: No i d toxicity or probl with wound healing were found in patients
from the perioperative group. Wxth a present median follow-up of 70 months, 76 out of

221 (34%) eligible p have relapsed. The estimated percentage of disease-free
survival (DFS) at § years was 66 (3.2} in all patients, 59 (25.4) in patients from the

penoperatxve and 72 (¥4.2) in those from the postoperauve groups (p=0.09).

Conclusion: An ge in DFS g an carlier start of adjuvant
h herapy 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 cm.

B. Massidda, M. T. Tonta.

Department of Medical 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 FECs0 or q 14 (+G-CSF) HD-Epirubicin or FEC or
MMM, according the following factors: ER (+/-), PgR (+/-), Ki-67 L.L (+/), SBR
grading (G,/G;) and menopausal status (pre/post), in 53 pts, mean age 47 years (32-
71), 26 premenopausal, 36 T3, 17 T3, 25 ERY, 21 PgRY, 14Ki-67L.LY, 38 G,,
15 G;. Clinical results: in T, 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%
PR<50%. Univariate and multivariate analises were performed to evaluate the
real relative influence of each prognostic factor in response. Significance of
associations was tested by the chi-square test.

Univariate: Lincar regression= independent variables vs response

Ki-67 L.1. Menopause PgR G ER
t 1.69 258 225 -1.92 -1.85
0.028 0.061 0.069 0.096 ns.

Linear discriminant function

Ki-67L.1.  Menopause PgR G

0.0665 0.0738 0.1071 0.1471

Our data demonstrate that four out of five considered variables have been proved
useful in predicting the right place of each patient in the responder (Ki-67 L.L¥,
Premenopause PgR", G3) or non responder group (Ki-67 L.I", Postmenopause,
PgR™, 62) in 42 out of 53 (79. 24%) patients. Thece groups are dctermmed by the
value defined in the followi Response = 1.648 (costant) +PgR (1.010)
-Ki-67L1L (1.277) -G (0. 974) + Menopause (1.085) with a predictive power of
- 0.351 for the responder group (CR + PR>50%) and 0.812 for the non responder.
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SITAM-01 ADJUVANT BREAST TRIAL FOR PATIENTS > 50 YEARS.

Belhgho M., Mari E., Nicolucci A., Scorpiglione N., Cucchi M., Giclito M.R., Indelli M., Liguori
arpwath Motteni M., Pacquola M.G., Rlchenlk TabladonD TeddeA Viola P. and

Marsom S. (on behalf of all the participants to SITAM-01 study). The G.LV.I0. lnvesﬂgalors

This pragmanc la scale randomised trial was designed after considering the evidences

emerged from the systematic overiew of all trials about adjuvant tamoxifen in women with
early breast eanoer. also confirmed in the 1990 systematic overview, that have demonstrated a
highly significant improvement in 10-years al. For the patients over the age of §0, the

main question addressed in this protocol is whether the duration of tamoxifen thor&an atfects
disease-free on overall survival. Howevar, it is not 1‘:: known how long women with breast
cancer should continue o take adjuvant tamoxifen. The obvious question, for this trial started
in 1989, is whether a longer pcnod say 5 yws, is more beneticial. For the protocol of this
studyailwamn>50yomand< 70 years with “operable* breast cancer, imespective of nodal
or menopausal status, where eligible. After primary therapy all pationts were registered into the
sludy through the coofdnatl center and received 20 l‘r:ilaat:‘amcmien daily for 2 years and, if
disease-! im, were eligible for randomi 1o stop or continue therapy for
funxuer 3 years. This protocol aiso permitted optional randomisation of patients to systemic
chematherapy or control, since there was litle evidence, at that time, as to wheter additional
benains would be gained by using both chemotherapy and hormona therapy. This trial is the
biggest trial about adjuvant 1reatmen|s aever condi in taly, having recruited 2511 patients
until January 1996 from 53 ing centers, of which 1722 were randomised to siop (862)
or o commc (860) lmtmant 2 years of lhompy, 16% of patuanta were not eligible for
they had relapsed and 4% had refused randomisation. Overall 1083
(47%) patiems are N+ (139 of them with >3 nodes involved), 295 rgz%) patients underwent
adjuvant chemotherapy, 1277 (56 %) patients are ER+, 374 (16%) ER-, 105 (5%) ER borderlina
and 524 (23%) did not perform the determination of the ER (daia not yet available for 231
patients). 10.5% of the patients has experienced slde-eﬂects aﬂnbutab {0 the hormone-
thev y Alter a median ollow-up of 36 months, 1967 (768.4%) patients are disease-free, 147
re&used 9%} have developed & second tumour (7 endometrial cancer), 178

71% havad 171(88%)havebesnlodtofdlow—
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HISTOLOGICAL AND CLINICAL RESPONSE EVALUATION TO PRIMARY
CHEMOTHERAPY IN LOCAL - ADVANCED BREAST CANCERS

L. MIRON, E. CARASIEVIC], C. DIACONU, F. ZUGUN-ELOAE

CLINIC OF RADIO-ONCOLOGY - UNTVERSITARIAN HOSPITAL “SF. SPIRIDON”,
IASI, ROMANIA

PURPOSE: To evaluate the curstive poteatial of primary chemotherapy in term of
clinical, histological response and survival in local-advanced breast cancers.

PATIENTS AND METHODS: 76 pati with local-ad d breast (stage
[IA - IB) were treated in two sequmm group A: 29 patients with 4-6 cycles
(CMF/FEC) ch herspy, local therapy and surgery; group B: 47 patients with

radiotherapy and surgesy.

Two types of hutolomcal response (H.R.) have been mdwldunhud in 76 radical
lete HR without mi pic d and incompleto HR,

mf.hresxdmltumoroelllorhmolowlt\morsmwtm

An univariste analysis of six prognostic variable (age, Kamofski perfc status,

linical, histological resp and therapeutical seq ) was performed using

Kruskall-Wallis and Kaplan-Meier method.

RESULTS: 6 clinical 1 p (CR), 8 complete histological resp HR)

andss%momhtyntowuﬁndmyowAmecasuofcomplue}ﬂ(mda68%
mortality rate at 36 weeks in group B. This difference is statistically significant

(p~0,002 for CR and p=~0,005 for HR). .

The performance status at the diagnosis momeat proved to be statistically significant for
the clinical response and mrv:v-l

CONCLUSION: Neo-adj herapy in local-ad d breast cancers is

effective in local control and survival.
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