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LOW DOSE, SHORT-TERM ADJUVANT CHEMOTHERAPY IN STAGE |,
HORMONE RECEPTOR NEGATIVE BREAST CANCER

R Jakesz, H. Hausmaninger, H Samonigg, E Kubista, M Gnant, and G Steger
for the Austrian Breast Cancer Study Group

Adjuvant therapy is able to improve the disease free survival and the overall
survival of patients with breast cancer. Currently there is no information about
the necessary dose-intensity in patients with stage | disease available. Thus,
a randomized clinical trial was performed to test the hypothesis whether or
not low dose chemotherapy lasting only 35 days improves the outcome of
breast cancer patients with stage | disease and negative estrogen and
progesterone receptors. Between 1984 and 1990 277 stage | breast cancer
patients were randomized between an untreated control and a low dose,
short-term chemotherapy. Chemotherapy consisted of one cycle doxorubicin
and vincristin on day 1 followed by one cycle of cyclophosphamide,
methotrexat, and S-fluorouracil on days 28 and 35. Patients were stratified for
tumor stage, type of operation, menopausal status, and participating center.
Results were analyzed both by univariate and multivariate statistics. After a
median foliow-up of 78 months disease free survival and overall survival do
not differ significantly between patients receiving adjuvant therapy and the
control arm. Univariate and multivariate statistics do not show any significant
prognastic or therapy related factor. The major conclusion from this mature
study is the observation that a low dose, short-term adjuvant chemotherapy is
insufficient to improve the prognosis of patients with stage I breast cancer
and negative hormone receptors.

99 P

TREATMENT OF ADVANCED BREAST CANCER WITH VINORELBINE (VLB),
FLUOROURACIL (FU), L-LEUCOVORIN (LLV), AND HUMAN GRANULOCYTE
COLONY-STIMULATING FACTOR (GCSF)

G.V.Kornek, K. Haider, W.Kwasny, M.Hejna, M.Raderer, T.Schenk, D.Burger,
D.Depisch, and W.Scheithauer. Dept.of Int.Med.I, Univ.of Vienna, and Wiener
Neustadt General Hospital, Austria.

29 women with advanced breast cancer were treated with an iv combination
regimen consisting of vinorelbine (40 mg/m2 iv on days | and 14), FU
(400mg/m2, days 1-5), LLV (100mg/m2, days 1-5) and GCSF (5mcg/kg/d sc on
days 6-12). Treatment cycles were repeated every 4 weeks. 27 patients (pts) are
evaluable for response and toxicitiy assessment. 9 pts were refractory to first-
line chemotherapy, all others were chemotherapeutically naive. 11 pts were pre-
and 18 pts postmenopausal. The median age was 56 (29 to 75) yrs, and the
median WHO performance status 1 (0-2). Predominant tumour sites were
visceral in 23, soft-tissue and bone in 3 pts each. After a median of § (2-6)
treatment cycles, 11/18 (61%) previously untreated pts with metastatic disease,
and 2/9 (22%) chemotherapeutically pretreated pts had objective tumour
response, including 3 CR. The median time to response was only 1.8 (1.5 - 4.2)
months, median duration of both response and survival have not been reached
yet. WHO grade III and IV hematologic side effects occurred in 9 and 3 pts,
including 2 cases with septicacmia. Severe nonhematologic side effects (WHO
III/IV) requiring dose attenuations occurred in 4 pts, and included stomatitis in
2, emesis and neuropathy in 1 pt each. Other commonly encountered, though
generally mild adverse reactions were nausca/vomiting (55%), constipation
(31%) and local reactions at the injection site (27%). We conclude, that
VLB/FU/LLV+GCSF is an effective regimen for treatment of advanced breast
cancer, particularly if used for first-line therapy.
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Plasminogen activator inhibitor type 1 as a prognostic factor in
breast cancer

Marten Ferno, Par-Ola Bendahi, Nils Branner, Eva_Langstrom,
Hakan Olsson. Ross Stephens and Dick Killander. Department of
Oncology, University Hospital, Lund, Sweden and Finsen
Laboratory, Copenhagen, Denmark.

Urokinase plasminogen activator (uPA) and its inhibitor,
plasminogen activator inhibitor type 1 (PAI-1) have been reported to
be correlated with prognosis In breast cancer.

Alm: To investigate the prognostic importance of PAI-1.

Patients and Methods: PAI-1 was measured with ELISA in
cytosol routinely used for estrogen - (ER) and progesteron receptor
{PgR) analysis in patients not treated with any systemic adjuvant
therapy (n=100). Information on uPA was available for all cases.
Results: The estimated relapse free survival, median follow up 38
months, was better ( p = 0.014 ) for those with low PAI-1 compared
to those with high. The corresponding test for uPA showed similar
resuts ( p=0.012 ). Muttivariate analysis: When analysed
separately, uPA and PAI-1 seem to give approximately the same
prognostic information in addition to that of lymph node status, tumor
size and PgR ( p=0.060 and p=0.024, respectively).

Conclusion: PAI-1 is a promising prognostic factor in breast
cancer, which should be further investigated.
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TAMOXIFEN +/- SHORT-TERM CHEMOTHERAPY IN THE TREATMENT OF
NODE POSITIVE, HORMONE RECEPTOR POSITIVE BREAST CANCER:
7-YEAR RESULTS OF A RANDOMIZED TRIAL INCLUDING 517 PATIENTS

R Jakesz, H. Hausmaninger, H Samonigg, E Kubista, M Gnant, and G Steger
for the Austrian Breast Cancer Study Group

Tamoxifen has a strong impact upon the disease free survival and the overall
survival of patients with breast cancer and hormone receptor positive tumors.
Cytostatic treatment improves the prognosis of node positive patients. Whether
the combination of both treatment modalities is beneficial for node positive,
hormone receptor positive patients has been discussed controversially. Since
patients with hormone depending tumors have a relatively favorable prognosis,
it has been suggested to use low dose short-term cytotoxic treatment in order
to minimize side effects. We designed a prospective randomized muiticenter
trial to investigate the effects of one cycle of doxorubicin 20 mg/m? and
vincristin 1 mg/m? on day 1 followed by one cycle of cyclophosphamide (300
mg/m?), methotrexat (25 mg/m?), and 5-fluorouracil (600 mg/m?) on days 28
and 35 in addition to tamoxifen 20 mg/d for at least two years. The results were
analyzed both by univariate and multivariate statistics. After a8 median follow-
up of 7 years no beneficial effect of the chemotherapy regimen used upon
disease free survival and- overall survivali was detected. Subgroup analyses
according to various prognostic factors such as grading, quantitative receptor
measurement, and number of involved nodes have been performed and the

sults will be presented in detail. In conclusion our data show that
chemotherapy with low dose-intensity lacks any efficacy in the treatment of
patients with stage Il, hormone receptor positive breast cancer when added to
tamoxifen. Thus, patients with hormone respansive tumors should be treated
with tamoxifen alone or - especially when additional adverse risk factors for
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Cell Proliferation of Breast Camcer as a Marker of Radle- abd Chemoendo-
crine Semsibility.

5. V. Kosheler, K 1. Bumramceva, T.G.NilevsKara

fes. inst. Oncology and Med. Radiology, Nimsk, Belarss.

The rpreseat investicalion included 69 Dbreast cancer patiepts {I ere-
up-T3H0-38; 11 eroup-THHO-11). The tumer Proliferation vas studied by ra-
diochemistry asipe RI-timidine amd by immwgocytochemistry ¥sine the EBI
antibodr to Ki67T and the amtibodr to PSEA seprlied by IVEED. Samples of
lke breast tisswe were obtaised by mizimal open biowsy, surgical excision
or FIA. Oestrogen receptor {ER) status vas determimed by radicassar using
B3-oestradlol. In I growp Patients (TIN0-38) ve have studied the prolife-
ration of the breast camcer tissue before and after preoperative - radiot-
herapy (RT-4G1-5 davs); in 1] eroup (TANO-31) - bejore and after 14 davs
of the chemoendocrite therapy (CEY-S-Fimorouracil, Cyclophosphan, Tamoxi-
{318

The chapges of the proliferation activity durine sreoperative BT were:
for f3-lisidine from 10.4+0.09 to 7.3:0.04 depart.in mis/me DEA, for Ki6T
the med.Z from f2.1 to 5.72L, for PSEA the wed. I frow 4.1 to 3,311, The
proliferation activity changes durise CEY 1n KR positive cancer iissue
{18 paticats) were: for E3-timidize from 13.T+1. {0 to 4.5+1.01 depart.in
sin/eg DER, for Li6Y the med. T frem 8.1 {0 5.1IL, for PSEA the wd.1 fram
2.9 to 2,001, These data smegest that B3-timidine and Xi67 tests as mar-
gers of cell proliferation mar be used for the confirmation of radiosen-
sibility and chewoendocrine sewsibility of ER positive breast cancer.
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CEF+G-CSF AS PRIMARY CHEMOTHERAPY (PCT) IN = 3 CM BREAST CANCER (BC)
PATIENTS (PTS).

F. Conti, P. Vici, C. Botti, F. Graziano, A. Amodio, E. Capomolla, L. Di Lauro, C. Vitcei, A.
Psaila, and M.

"Regina Elena” hutlulw for Cancer Research, Rome, ltaly.

Ninetynine pts with 2 3 cm BC, 56 idered having a ble tumor (group A, T2 > 3
cm or T3, NO-{, MO) and 43 a locally advanced tumor (group B, T4 and/or N2, M0), were trea-
ted with PCT consisting of 3 cycles of CEF (CTX 400 mg/m?, EP1 50 mg/m?, 5-FU 500 mg/m?)
v on days | and 8, + G-CSF 300 ug/day sc every other day from day 5 to 17. The aims of the
study were 1) to substitute conscrvative for mutilating surgery (group A) or to make resectable
unresectable wmors (group B); 2) to improve disease free survival and overall survival (group A
and B). Fiftysix pts in the group A and 41 in the group B are cvaluable, There were 2 pCR and 46
pPR in group A (85.7%) and I pCR and 33 pPR in group B (82.9%). Only | pt in group A

during My was the most lmpomnl side effect, with G3-G4
nwtmpcma in 42/58 pts (72.41 %) uuwd with CEF plus G-CSF, lnd in 41/51 pts (80%) treated
with CEF alone; the planaed d of CEF was ined in 79.31% of the G-CSF pts,
and in 31% of the no-G-CSFP pis {p <0.0001). For this reason the study is continuing with G-CSF
int all of the pts. Breast conserving surgery was carried out in 20/54 pts in group A (37%) and in
8/41 pts in group B (19.5%). The relative low p of g in group A was
related Lo a p lary, pnuem ion with bifocal or mulufocal residual mali-
gnancy, or wuh an ive i and central or retroarcolar tumors. After
surgery, responsi pu ived 3 ‘,' cyclel of the same CT; non responsive pis received 3
cycles of an ¥ dj CT (Vi ine + Mitomycin C). Adjuvant
CT was followed by R’l‘ m pts treated with quadrantectomy or with T4 and/or N2 twmors, and
TAM in those with ER+ tumors. With a median follow-up of 25 months (range |-64), we have
documented a new discase manifestation in 18 pts in group A (33%) and 16 pts in group B
(37.2%). Among the 18 pis who relapsed in group A and the 16 who had a recurrence in group
B, 16 and 15, respectively, had had a response to PCT (88.8% and 93.7%). The majority of
relapsed pls had axillary positive lymphnodes at surgery (66.6 pts group A and 75% group B).
the good resp to PCT of primary wmor. Therefore, the response 1o induc-
tion chemotherapy of primary tumor may be ot sufficient to sclect the appropriate adjuvant
treaiment, which should be hased on both the response of primary tumor and axillary tymphno-
des. In this regard, new biologic parameters (gp 170, p53, bel-2) will be analyzed.




