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LOW DOSE, SHORT-TERM ADJUVANT CHEMOTHERAPY IN STAGE I
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 I 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 I disease and negative estrogen and
progesterone receptors. Between 1984 and 1990 277 stage I 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 5-nuorouracil 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 follow-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 muitivariate statistics do not show any significant
pr09nostic 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.
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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
~, 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 tha overall
survival of patients with breast cancer and hormone receptor positive tumors.
Cytostatic treatment improves the prognosis 01 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 multicenter
trial to investigate the effects of ona cycle of doxorubicin 20 mg/m2 and
vlncristin 1 mg/m2 on day 1 lollowed by one cycle of cyclophosphamide (300
mg/m2), methotrexat (25 mg/m2), and 5-I1uorouracil (800 mg/m2) on days 28
and 35 in addition to tamoxlfen 20 mgld for at least two years. The results were
analyzed both by univariate and multivariate statistics. After a median follow­
up of 7 years no beneficial effect of the chemotherapy regimen used upon
disease free survival and· overall survival 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

suits 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 II, hormone receptor positive breast cancer when added to
tamoxilen. Thus, patients with hormone responsive tumors should be treated
with tamoxifen alone or • especially when additional adverse risk factors for
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TREATMENT OF ADVANCED BREAST CANCER WITH V1NORELBINE (VLB),
FLUOROURACIL (FIJ), L-LEUCOVORIN (LLV). AND HUMAN GRANULOCYTE
COWNY-STIMULATING FACTOR (GCSF)
G.V,Kornek. K.Haider, W.Kwasny, M.Hejne, M.Raderer, T.Schenk, D.Burger,
D.Depisch, and W.Schei!hauer. DeptofInt.Med.I, Univ.ofVienna, and Wieuer
Neustadt General Hospital, Austria.
29 women with advanced breast cancer were treated with an iv combination
regimen consisting of vinorelbine (40 mglm2 iv on days I and 14), FU
(400mglm2, days 1·5), LLV (l00mglm2, days 1-5) and GCSF (5mcglkg/d sc on
days 6-12). Treatment cycles were repeated every 4 weeks. 27 patients (pis) are
evaluable for response and toxicitiy assessment. 9 pts were refractory to first­
line chemotherapy, all others were chemotherapeutically naive. 11 pls 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 5 (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 ill and IV hematologic side effects occurred in 9 and 3 pts,
including 2 cases with septicaemia. Severe nonhematologic side effects (WHO
IIIIIV) 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 nausealvomiting (55%). constipation
(31%) and local reactions at the injection site (27"10). We conclude, !hat
VLBIFUILLV+GCSF is an effective regimen for treatment of advanced breast
cancer, particularly ifused for first-line therapy.
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Plasminogen activator Inhibitor type 1 as a prognostic factor In

breast cancer
M~rlen Fern(), Par-Ola BencJahl, Nils Branner, Eva L8ngstrOm,
H~kan Olsson. Ross Stephens and Dick Killander. Deparlment 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.
Aim: To investigate the prognostic importanGe 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=1oo). 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
results ( p=0.012 ). Multivariate 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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Cell Prollferalion Of Breast Cmcr as a ftarket of radio- and Cbeloeido­
cr iDe Sensibil Hr.
S. y, [usheler, I, UUlfillma, T.G.lilmkan
ies. lust. OleolOCY and fted. fadiolOCY, ftilSk, Belarus.

The mml investicallon ileluded 69 breast cancer ,atients (] Iro­
UJlTJlO Ja; II IrOUP-m:O III. Tbe IDIOr ProliferalioD was studied by ra­
diucheliSln asial HHllidlDe and br 1_loCllochelisln uiae Iht KIll
aatibodr to HiT and the olIlillodr to PSB smiled br zm:D. Swles of
Lhe breasl liSne vere oblailcd by lilllill OptD biOPSY. sureical mision
or FlA. OtslroceD receptor tEll statu ,as deterliled by radioamr .siue
Bl-OestradlOl. II I lroll' ,aUnts lTlIO-I8I ve hale Sladied Ihe ,rollfe­
ratiol of the breast cucer lism before iIIld after .reo.eralln .radlol­
hera'l IIHGH daYS); il 11 IrOlP ('UO-III • before and after 1\ daYs
of Ihe chetoeldocrile IheraPr IClT+YUor01l'acil, Crclo,hos'1Iall, TilIOll­
fell.
The chmes of the ,rollfmtlol acliyltr dUriDC ,reo,eratln IT vere:
for BHIIWne frol 10.4'0.09 10 T. &iO. 04 dmrUB iii/II DB. for m1
the Jed. Z frol IZ. I to 5, TZZ. for PSB the ltd. Z fro. 4. I 10 3. m, Tbe
PloliferatioB actlyltr ChillltS dUrlll CiT 111 El ,osltin cancer tissue
!I& ,aUeats) ,ere: for Bl Ulldlae fro. Il, 1+1. U to 9.5+1.01 dePart. II
lia/It DB. for lin the led. Zfro. &. 1 to 5. In. for PSB the ltd. Z frol
U 10 un. Tbtse data slUesl thai BHillillne ilId Ii6T tests as lilt
lm of ce II prollferalioB I.U be ned for the cOlfil'lilUOD of radiml­
sibil ii' and cheaoeldotrIDe smlblllU of D ,os1tln breast tancer.
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CEF ±G-CSF AS PRIMARY CllEMOrnERAPY (PCl) IN " 3 CM BREAST CANCER (BC)
PATIENTs (PTS).
F. Conti. P. Vici, C. Botti. F. Graziano, A. Amodio. E. Capomolla, L. Di Lauro, C. Vitucci, A.
P..ila, and M" 1!IJ!s.
~Regina Elena" 10Ilitute for Cancer kescarch. Rome, )taly.

Ninetynine pUi with ~ 3 em HC. 56 considered bavina a resectable tumQT (group A, T2 > 3
em or 1'3, NQ.-l. MO) and 43 2 locally advanced IUlIlOr (group B, T4 and/or N2, MOj, were troa­
ted with PCT colllisUllI of 3 cyclel ~If CEF (CTX 400 ma/m~, EP1 SO mi!!ln1. S·FU 500 mg/m2)
iv on ~y. 1 and 8, ± G-CSII 3(X) p..:/day K every other day from day 5 10 17. '(be aims or lhe
study were I) to subltillue cooscrvalive for mutilatilll sullery (Jroup A) Of to make resectable
unresectable lUmon (aroup B); 2) to improve disease free survival and overall survival (eroup A
and B). Fiftyliix pta in Ibe ,roup A and 41 in the e:roup 8 arc evaluable. There we~ 2 pCR ..oo 46
pPR in aroup A (85,7") and I pCR 2nd 33 pPR in ,roup B (82.9"). Only I pl in group 1\
progressed durina lreatment. MyelolOOppreuion was lhe most impartanl side effect, with G3-G4
neutropenia in 42158 pia (72.41 %) I""ted wilh CEP plu. G-CSF, and in 41151 pIS (80%) treated
willi CEF aloJlC; IIIc plaJuted dose-intensity ofCEf ..... mantained in 79.31" or the G-CSF pIS.
and in 31l1i oflllc no-G-CSf pt. (p<O.OOOI). Por this reason the IIUdy is continuing willi G-CSF
in all of the plI. Breaal conserving ,ufiery was carried oul in 20/54 pIS in aroup A (37l1i) and in
8/41 p", in aroup B (19,5%). The relative low pcr<enla,. of quandranccctomy in ,roup A was
related to a paniwlary, unfavourable plticnr: population wlth bifocal or multifocal reaidual mali­
enaney, or with an cxtenlive intnduaal component, and central or rctrolrcolar IUmors. After
surgery, responsive ptI received 3 adjuvant cyclel of the laDle CT; non fClponsive pts receiVed 3
cycles of an akernativc IlOIKI'OlS reliant adjuvam er (Vinordbine + Mitomycin C). Adjuvant
CT was followed by RT in pIS treated willi quadralllCClOmy or willi T4 and/or N2 IUlIlOrs, and
TAM in tbo8c with ER+ tumors. With a median follow..up of 25 months (ranee 1-64), we have
documcnled a new di_ac manir_lion in 18 plI in aroup A (33l1i) and 16 pIS in aroup B
(37.2l1i). Amo", the 18 pIS who relapacd in ,roup A and the 16 who had a rcourrencc in aroup
B, 16 and 15, reapectively, had had a ....potUIC 10 PCT (88.8l1i and 93.7l1i). The majority nt'
reL2psed pt. had axillary )lOaitive Iymphnodes at .Ufl:ery (66.6 pt. &roup A .nd 75\\ group 11).
l1Of.wilhataDdine I.hc good respoDie to PCT of primary tumor. 'fhc:rcforc. the response to induc­
tion cbemothcrapy of primary IUmor may be not sufficient to selcu rhc appropriate adjuvant
treatment, whicb should be hased on both the ....polllC or primary IUmor and axillary lymphno­
des. In this reaard, new bioloaie parameters (gp 170, p53, bcl-2) will be analyzed.


