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EFFECT OF ADJUVANT CHEMOTHERAPY (ACT) WITH OR
WITHOUT ANTHRACYCLINES ON FIRST LINE CEF IN
METASTATIC BREAST CANCER PATIENTS (PTS)

M. Venturini, L. Del Mastro, P Bruzzi, O. Garrone, M.R. Sertoli,
G. Bertelli, R. Rosso

Ist. Naz. Ric. Cancro, Geneva, Italy

The effect of previous ACT with or without anthracyclines on the over-
all survival (OS), progression free survival (PFS) and response rate (RR)
was evaluated in 326 metastatic breast cancer pts entered into 4 con-
secutive randomized trials and treated with CEF (Cyclophosphamide,
Epidoxorubicin, 5-Fluorouracil) as first line CT. 154 (44%) pts did not
receive previous ACT, 143 (44%) and 39 (12%) pts received CMF-
based and anthracycline-based ACT, respectively. Response to CEF
was observed in 161 (49.4%) pts. At univariate analysis, pts who re-
ceived prior ACT had a significantly lower probability of response than
pts who did not: 43% versus 58% (P = 0.02). No difference be-
tween CMF-based (RR 43%) and anthracycline-based (RR 44%) ACT
was observed. Stepwise logistic regression analysis indicated that ACT,
metastatic site and previous hormonotherapy for metastatic disease, were
the most important factors in predicting the RR. At the multivariate
analysis ACT was one of the strongest factor associated with a poor PFS.
Median OS was 17.9 months. Pts who did not receive ACT had a longer
survival (21.1 months) compared to pts previously treated with CMF-
based (15.3 months) or anthracycline-based (15.8 months) ACT. Previ-
ous ACT adversely affects RR, PFS and OS in metastatic breast cancer
pts treated with CEF regimen as first line chemothorapy. No difference
between pts previously treated with CMF-based or anthracycline-based
ACT was observed.
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ORAL DOXIFLURIDINE PLUS LEUCOVORIN IN ELDERLY
PATIENTS WITH ADVANCED BREAST CANCER

L. Biganzoli, E. Bajetta, C. Carnaghi, R. Buzzoni, E. Galante, D. Piro-
malli, S. Artale, F Cappuzzo, C. Gallo Stampino

Division of Medical Oncology B, Istituto Nazionale Tumori, Via Venezian
1, 20133 Milan, [taly

In an ongoing phase II study, 37 elderly patients (3270 year) have been
treated with oral doxifluridine 600 mg/m? plus oral 1-leucovorin 25 mg,
both q 12 hours days 1-4. The courses are repeated every 12 days. A to-
tal of 230 courses have been given, with a median of 4 cycles per patient
(range 1-14). The main patient characteristics are a median age of 76
years (range 70~88), median ECOG performance status 0 (range 0-2),
soft tissue, viscera and bone involvement in respectively 81%, 46% and
27% of patients. Seventeen of the 37 patients have previously received
chemo and/or hormonotherapy for metastatic disease.

The grade 1-2 (NCI) side effects are: nausea and vomiting (37%), di-
arrhea (26%), mucositis (14%), gastric pain (3%), leukopenia (11%),
piastrinopenia (9%), anemia (9%). Grade 3 nausea and vomiting has
been observed in 1 patient and grade 3 diarrhea in 4 patients. Only 1
patient has experienced grnde 4 diarrhea.

In the 32 evaluable patients, 1 CR, 8 PR (CR + PR = 28%,C.1. 95%
= 28 + 15), 11 SD and 12 PD have been recorded. The 17 previously
untreated patients show a response rate of 35% (1 CR + 5 PR) with a
median response duration of 4 months (1+ ~ 15+); the 15 pretreated pa-
tients include 3 PR (20%) with a median duration of 2 months (1+ —4).
Doxifluridine plus 1-leucovorin is a treatment with promising activity
and good compliance when delivered in an out-patient setting.

Data management by ITMO (Italian Trials in Medical Oncology) Sci-
entific Service.
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THERAPEUTIC EFFECTS OF THE AROMATASE INHIBITOR
FADROZOLE (F) HYDROCHLORIDE IN ADVANCED BREAST
CANCER

H.R. Bonnefos, I.E. Smith, M. Dowsett, S.J Huston, R.}. da Luz,
RE Trunet, R.C. Coombes, R.D. Rubens, T.J. Powles, A1{BS2 Multicentre
Trial

Breast Unit, Royal Marsden Hospital, London, SW3 637, St George’s Hos-
pital & Guy’s Hospital, London, UK.

In order to determine the endocrine effects and evaluate tumour re-
sponse of the 3 doses of fadrozole (F), a new potent oral non-steroidal
aromatase inhibitor, a multi-centre randomised double-blind study has
been performed in post-menopausal (PM) patients (pts) with recurrent
breast cancer after tamoxifen failure. Treatment allocation was randomly
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0.5, 1.0 or 2.0 mg orally bd. Toxicity was assessed using WHO crite-
ria and the response was assessed using UICC criteria. The endocrine
component of the trial lasted for 3 months. 80 pts were entered on
study. 8 are not assessable for toxicity or response; 3 have no measur-
able or evaluable disease, 2 received trial treatment for less than 27 days
due to disease-progression, 1 stopped trial treatment after 6 days due to
disease-progression, 1 was lost to follow-up and 1 had hypercalcaemia
the day after the start of trial. In general the pt characteristics (dose of F,
age, disease-free interval, performance status, menopausal status, years
PM, ER status, metastatic sites, dominant site of metastatic disease and
previous treatment for metastatic disease) were well balanced between
the 3 randomised groups. We have previously reported that F achieves
near maximal suppression of oestrogen at 1 mg bd. The objective re-
sponse rate (RR) was 17% (95% CI: 8.9-27.3%) with no complete re-
sponders. 15 pts (21%) had stable disease (NC) and 45 pts (63%) had
progressive disease (PD). There was no significant difference in the RR
between pts receiving 0.5 mg, | mg and 2 mg of F bd. The median
duration of objective response was 36 weeks (wks). The median time
to treatment failure was 12.7 wks. The log rank test showed no sta-
tistical difference between the dosage groups. The main adverse events
reported were of mild to moderate severity; nausea in 11 pts (15%), hot
flushes in 4 (5%) and somnolence in 3 (4%). 2 pts stopped therapy be-
cause of side-effects (somnolence, depression) but the causal relationship
remained uncertain. No serious adverse events were reported. In con-
clusion F is a clinically active aromatase inhibitor with a low incidence
of side-effects and phase III clinical trials in PM patients are currently
underway.
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TAXOL® (PACLITAXEL) 225 MG/M? BY 3-HOUR INFUSION
WITHOUT G-CSF AS A SECOND LINE THERAPY IN
PATIENTS (PTS) WITH METASTATIC BREAST CANCER (MBC)
Ph. Boygnoux', R. Delva', D. Serin'y, M. Namer', G. Piot', }.B Lotz',
JE Ramée', E. Vuillemin', B. Graw?’, A. Roubinet’, F.A. Soares?,
M. Chazard’

! MBC French Trialists Group, France

? Bristol-Myers Squibb, France

We report the preliminary results on 50 out of 86 pts enrolled to an on-
going trial of Taxol (T) as 2nd line treatment for MBC. T dose is 225
mg/m? (3-h infusion) q3w without G-CSF. Eligibility criteria: age 18—
75. ECOG PS < 2, measurable disease and adequate organ function. Pts
characteristics are: median (med) age 55 (range 36-76); med ECOG PS
1 (0-2); 24 pts received prior adjuvant + metastatic CT (group A) and
26 pts received only 1 prior metastatic CT (group B). Patients received
a total of 217 cycles with a med number of T courses/pt of 4 (1-11).
Fourty-nine pts are evaluable for toxicity and 46 for efficacy.

Grade II/IV neutropenia was observed in 58% cycles. Febrile neu-
tropenia was reported in only 3% cycles and grade III anemia in 5%
cycles. No thrombocytopenia grade > 3 was reported. Peripheral neu-
ropathy grade > 2 was noted in 31 pts: 20 (41%) grade Il and 11 (22%)
grade III. The med cumulative dose of T at appearance of grade Il neu-
ropathy was 900 mg/m? (450-1350). There were 2 CR, 11 PR, 22 SD
and 11 PD, for an objective response rate of 28% (group A: 15%; group
B:38%).

Conclusion: Taxol 225 mg/m? as a 3-h infusion is a safe schedule for
2nd line pts with MBC. These preliminary results suggest an encourag-
ing efficacy in this setting.
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L-FOLINIC ACID (FA), FLUOROURACIL (FU), ESCALATING
DOSES OF MITOXANTRONE (N), CICLOPHOSPHAMIDE (C)
AND G-CSF IN ADVANCED BREAST CANCER PATIENTS
(ABC). A PHASEII STUDY

E Giotta, S. Romito, V. Gebbia, G. Pacillo, E. Durini, G. Pezzella,
M. Caruso, N. Gebbia, G. Colucci

Department Medicine, Oncology Institute of Bari and GOIM (Gruppo On-
cologico Italia Meridionale ), Italy

In order to verify if an increased dose intensity is associated with higher
response rate and improved survival, starting from September 1993 un-
treated patients (pts) with ABC were enrolled in a multicentric study of
GOIM (prot. n9304). Chemotherapy consisted (mg/mq) of L-FA 100 iv
d1-3,F340ivd 1-3, N 12ivd 1 and C 600 iv d 1. G-CSF was admin-
istered sc at 0.5 pgr/kg from day 5 to 14. Mitoxantrone was escalated by
one dose level (2 mg/mg) up to a maximum of 18 mg/mq according to
nadir toxicities. Treatment was repeated every 3 weeks or was moved up
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in the presence of good hemometry values. To date fifty-three pts en-
tered into the study and 32 are evaluable for response and toxicity. The
main characteristics of the evaluable pts were: median age 50 yrs; me-
dian Karnofsky PS 90; dominant site of disease: viscera 21 (62%), bone
4 (12%), soft tissue 9 (26%) of which 2 pts with locally advanced breast
cancer (LABC), multiple site of disease 22 (65%). Globally 4 CR and
19 PR were observed for an ORR of 68%; there were 8 SD and 3 PD.
Both the LABC pts achieved a PR and underwent to the surgery. Me-
dian duration of response was 9 months (range 4+-17+). A total of 188
cycles were administered: in 107 cycles (57%) it was possible to increase
the mitoxantrone dosage and in 28 cycles (15%) the maximal dosage of
18 mg/mq was reached. In 43 cycles (23%) the interval among cycles
was reduced. Toxicity was mild and gastrointestinal and hematological
toxicity of grade (G) 3—4 was not observed. At nadir the most impor-
tant hematological toxicity was leucopenia (85%), followed by anemia
(76%) and thrombocytopenia (53%). Alopecia of grade G3 was seen
in only 3 cases. The study is ongoing, but preliminary data show the
F-FNC combination as a well tolerated and effective form of palliative
treatment in ABC.
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PHASE I STUDY WITH WEEKLY PACLITAXEL (1 H) INFUSION
IN HEAVILY PRETREATED ADVANCED BREAST CANCER
AND OVARIAN CANCER PATIENTS

U. Klaassen, H. Wilke, D. Strumberg, W Eberhardt, M. Korn, S. Seeber
Dep. of Internal Medicine (Cancer Research), West German Cancer Center
University of Essen, Germany

Introduction: With the introduction of Paclitaxel (P) severe acute hyper-
sensitivity reactions (HSR) attributed to the drug during phase I clinical
trials led to subsequent changes. First, premedication was initiated prior
to treatment and second, the duration of paclitaxel infusion was length-
ened mostly up to 24 h. Recently in randomised trials the 3 h schedule
and as well the 1 h schedule have proven to be safe there was no sig-
nificant difference in acute HSR’s, but a significant reduction of myelo-
suppression with the shorter infusion schedules. The optimal dose and
schedule of P remained undefined especially with regard to combination
chemotherapy. Therefore we performed a phase I study with a weekly 1
h infusion of P in heavily pretreated breast and ovarian cancer patients.

Treatment: Patients (pts) were treated with P (1 h infusion) once
weekly. Each treatment cycle comprised of six weeks followed by two
weeks rest. All pts were treated under outpatient conditions. Predmedi-
cation: dexamethason 8 mg p.o. 12 h and 6 h prior to each paclitaxel in-
fusion and 30 min before treatment 400 mg cimetidine and 2 mg clemas-
tine i.v. During Phase I we chose the following dose levels (d1): dIl 70
mg/m?, dI2 80 mg/m?, dI3 90 mg/m?, d14 100 mg/m?2. Maximal toler-
able dose was defined: neutropenia 4°, thrombopenia > 3°, other organ
toxicity >2° according to WHO criteria.

Patient characteristics: 19 pts entered this trial (15 pts with advanced
breast cancer, 4 pts with ovarian cancer): dll 7 pts [86 single weekly
doses (SWD)of P, d12 5 pts (51 SWD), d13 3 pts (37 SWD), dl4 4 pts (12
SWD). The characteristics were: age 54 yrs (32-73). WHO performance
status | (0-2), metastatic disease sites 2 (1—4). Pts had a median number
of 3 pretreatment regimens (14). All pts had anthracycline refractory
disease in case of breast cancer and cisplatinum refractory disease in case
of ovarian cancer.

Toxicity and results: No dose limiting toxicities occurred during dl1-
3. With regard to the reduced premedication program in order to avoid
corticosteroid side effects using the weekly schedule, it must be empha-
sized, that neither mild nor severe HSR’s occurred. The following toxi-
cities could be observed in 15 pts (d11-3), 29 treatmeant cycles and 174
weekly doses of paclitaxel [grade WHQ (number of cycles)]: neutrope-
nia 3° (1), 2° (5), nausea/vomiting 1° (3); myalgia 1° (3); peripheral
neuropathy 1° (6); mucositis 1° (7). After the second weekly application
of paclitaxel at dI4 in 3 out of 4 pts the next infusion had to be postponed
for 1 week because of neutropenia grade 4 WHO. So far no hospitalisa-
tions must be performed. Pts received a median of 2 treatment cycles.
At all dI’s responses could be observed, dl1: PR 1, SD 5, PD 1; d12: PR
1, SDI1, PD 3;d13: PR 1,SD 1, PD 1; dl4: PR 1 not evaluable 3. MTD
was reached using dl4, DI 3 is recommended for phase II.

Conclusions: As with other antineoplastic agents, P is likely to make
an impact when used in combination therapy. Our phase I study under-
lines that P, given in a weekly 1 h infusion, is safe and active in heavily
pretreated breast cancer and ovarian cancer patients. Its moderate tox-
icity, especially with regard to myelosuppression, should lead to further
studies using dI3 in order to better define the value of this schedule for
the use in combination protocols.
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HIGH DOSE CHEMOTHERAPY (HDC) WITH G-CSF AND
PERIPHERAL BLOOD STEM CELL SUPPORT (PBCS) IN
ADVANCED BREAST CANCER (ABC)

L. Longree, ¥ M. Extra, C. Cuvier, M. Marty

Department of Oncology, Hopital St Louis, 1 av. C. Vellefaux, 75010 Parss,
France

There is a dose-response relationship in ABC. HDC with autologous
bone marrow transplantation, after conventional induction chemother-
apy enhance complete response rate, but we still ignore the long term
survival benefit. Another approach is to use very HDC at induction with
PBCS.

We have begun a trial with epirubicin (100 mg/sqm) and cyclophos-
phamide (3000 mg/sqm) q 2 week x 4. PBCS were collected after the
1st course and reinfused after course 3 and 4.

As for February 1995, 12 ABC pts have received 42 courses. Rela-
tive dose-intensity was 92%. Median duration of grade 4 leukopenia
lasted 3, 5, 8 and 8 days after successive courses with a median duration
of fever of 3-5 d. However rehospitalization for IV antibiotics was re-
quired in less than 33 % of pts. Grade 3—4 thrombocytopenia appeared
after cycle 3. Other side effects were grade 0-3 and manageable. 6/18
pts achieved a PR. This treatment appears feasible and further pts will
receive 6 courses. Actualized results will be presented.
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PRELIMINARY EFFICACY AND TOLERANCE RESULTS OF
DOCETAXEL (TAXOTERE) (TXT) IN HEAVILY PRETREATED
METASTATIC BREAST CANCER PATIENTS (MBC)

A. Chahine, L. Trandafir, H. Errihani, G. Des Guetz, M. Musset, Cl. Jas-
min, E. Cuitkovic, J.L. Misset

SMST, Hépital Paul Brousse, Villejuif, France

The activity/safety profile of TXT in heavily pretreated MB pts is of
interest to the practicing oncologist. Pts char: From Aug 1994 to Feb
1995, 29 women with heavily pretreated MBC, have received TXT: 24
pts with 100 mg/ and 5 pts with 70 mg/sqm q 3 weeks given with steroids
premedication: median age 53 years [42-75]; PS (WHO) 0-1: 16 pts
(55%), 2: 9 pts (31%), 3: 4 pts (14%), median time diagnosis first
relapse: 28 months (m) [1-216]; median time first relapse/TXT: 40 m
[1-164); Metastatic Sites: liver: 17 pts (58%), bone: 16 pts (55%),
lung: 14 pts (48%), skin: 12 pts (41%), lymph nodes: 2 pts (6%),
CNS: 4 pts (14%), miscellaneous: 1 (3%). Number of sites/pt: 1: 6 pts
(20%), 2: 13 pts (45%), =3: 9 pts (31%); CA 15-3 was increased in
20 pts (68%). Median nb previous chemotherapy (CT) lines: 4 [2-11],
with anthracyclines 27 pts (93%); 16 pts (55%) had also Mitoxantrone;
previous hormonotherapy in 25 pts (86%). Toxicity: 123 cycles (cy);
median (cy) nb/pt: 4 [1-10]; 84 (cy) and 28 (pts) evaluable for hematol
Tox, 13 ¢y (23%) grade Il and 44 cy (52%) grade IV neutropenia, S cy
(6%) grade III-IV thrombocytopenia; 106 cy and 28 pts evaluable for
non hematol Tox: asthenia (100%); 5 episodes of mucositis grade III,
other Tox: edema: 15 pts (53%) (1 severe); nail changes: 12 pts (42%).
Activiry: 22 pts evaluable (2 early death and S too early): 4 PR (6+, 7+,
7+, 8), 11 Minor Response, 7 PD. Median TIP (all pts) 3 months (1-8).
Encouraging results and acceptable toxicity in a multitreated cohort con-
firm the value of TXT and its interest as second or first line treatment in
MBC.
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COMPARATIVE STUDY: PIRARUBICIN VS DOXORUBICIN IN
COMBINATION WITH CYCLOPHOSPHAMIDE AND
FLUOROURACIL IN THE TREATMENT OF BREAST CANCER
Z. Budisié, H. Predrijevac’, P Podolski, M. Gosev

Clinic of Oncology and Radiotherapy, KBC Rebro, Zagreb, Croatia

! PLIVA Pharmaceuticals, 41000 Zagreb, Croatia

Pirarubicin, an anthracycline antibiotic without significant cardiotoxic-
ity in preclinical and clinical trials, showed equal antineoplastic effect but
less alopecia than doxorubicin in patients with breast cancer. A prospec-
tive, randomised phase III study of FPC versus FAC in the treatment of
advanced breast cancer was carried out in Croatia in 9 clinical centres
during 2 years. A total of 94 patients was entered into the trial and 87
patients were evaluable for responses. The patients characteristic were





