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A randomised phase Il trial of pre-operative
navelbine/epirubicin (NE) versus navelbine/mitozantrone
(NM) versus adriamycin/cyclophosphamide (AC) for early
breast cancer

A. Webb, 1. Smith, R. AHem. For TOPIC 2 Group; Royal Marsden Trust,
Medicine, London, U.K

Purpose: Pre-operative chemotherapy in early breast cancer enables novel
chemotherapy regimes to be tested using clinical. response as a surrogate
marker for longer-term activity. Navelbine is active and well tolerated in ad-
vanced breast cancer but has not-been formally tested in early disease. We
therefore performed a randomised trial comparing navelbine in combination
with epirubicin or mitozantrone with standard AC chemotherapy.

Methods: 147 patients (117 accessible for response) with operable breast
cancers ~3cms were randomised on a 2:2:1 (NE:NM:AC) basis. This
randomisation was chasen to maximise the experience with the navelbine
containing combinations. Chemotherapy regimens were as follows: AC -
adriamycin 60mg/m2, cyclophosphamide 600mg/m2, q21; NE - navelbine
25mg/m2/d1+8, epirubicin 60mg/m2, q21, NM - navelbine 25mg/m2/d1+8,
mitozantrone 12mg/m2, q21. Response was assessed clinically prior to
each of the six cycles of treatment.

Results:Response rates were as follows: NE 86%, NM 73% and AC.65%
(NS). The NM arm resulted in more grade 3/4 neutropenia: 57% vs. 35%
(NE) vs. 32% (AC), neutropenic sepsis: 21% (NM) v. 12% (NE) v. 9% (AC).
In addition treatment modifications were more common with NM, 70% v.
53% (AC) v. 50% (NE), as was the need for GCSF support, 42% (NM) v.
13% (NE) v. 9% (AC). The.incidence of grade 3/4 alopecia however was
lower with the NM amm, 19% v. 75% (AC) v. 51% (NE).

Conclusion:The navelbine combinations demonstrate good pre-opera-
tive clinical activity. The NM arm has been dropped because of increased
haematological toxicities. This trial has now been expanded into a phase [Il
comparing NE with AC.
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Exemestane combined with epirubicine, Q1w x (8-12), as ‘
pre-operative chemo-endocrine treatment for patients with
primary breast cancer: a phase I study

C. Wolf', W. Hacki2, S. Kuemper®, T. Schewe?, W. Eiermann’.

! Frauenkiinik vom Roten Kreuz, Onkologisch-Geburtshilfiiche
Hauptabteilung, Minchen, Germany; 2 Pharmacia Corp., Medical Afiairs
Oncology, Erlangen, Germany

Introduction: Recent preclinical studies on rats with DMBA induced mam-
mary tumors provided first evidence that the aromatase inactivator EXE
infers high cyto-toxic potential to subtoxic doses of EP| when given con-
comitantly, suggesting that chemo-endocrine treatment with EXE and EPI
might be a treatment form for breast cancer both highly active and well tol-
erated. The phase | study summarized here has been designed to test this
hypothesis by evaluating the dose-limiting toxicity of preoperative EPI, q1w x
(8-12) given at 3 different dose levels (DL) (DL1= 25mg/m2, DI.2= 30mg/m2,
DL3= 35mg/m2) together with continuous EXE 25 mg/d. A standard two
step model for. dose escalation was applied with 4- 8 patients at each dose
level. Endpoints: PE was the frequency of 3° and 4° hematological and non-
hematological toxicities (NCI-CTC). SP were extent and rate of cCR + cPR.
Patients: N=14, amenable to statistical analysis; Median age: 64,5y(54-79);
TNM: T2, N=12/14; T3, N=1/14; T4b, N=1/14; NO, N= 8/14; N1, N= 6/14;
MO, N= 14/14; ER pos, N=5/14; ER neg, N=8/14; ER n.d., N= 1/14; HER2
neg. or 1+: N=14/14. Hematologic toxicity: N=2/14 (DL1,DL2) (Neutropenia
NCI:CTC 2°). Most frequent non-hematologic toxicities (NCI-CTC- 1° and
2°): Alopecia (N=10/14), Mucositis (N=7/14), Nausea and Fatigue (N=4/14).
Yet no dose-limiting toxicity (incl. pathologic LVEF decrease) has been ob-
served. Withdrawals: N==5; 1 x Neutropenia 2°.(DL1); 1x DVT and pulmonal
emblolism (DL:1); 1 x PD (DL2); 1'x "consent withdrawal*(DL3); 1 x traumatic
fracture (DL3). Clinical best response: cCR, :N=2/14; cPR, N=8/14; ¢SD,
N=3/14; cPD, N=1/14. 14/14 patients obtained surgery, 10/14 had breast
conserving surgery. Pathological response: Regression grade (Sinn). 0°,
N=3/14; 1°, N=10/14; 40, N=1/14. Post-treatment pathological tumor-size:
ypTO (PCR), N=1/14; ypT1c, N=4/14; ypT2, N=6/14; ypT3, N=3/14.
Conclusion: These phase | data support and extend the idea that the
combination of EXE and EP| given weekly up to doses of 35 mg/m2 (DL3) is
a well tolerated preoperative treatment for PBC. In the current randomised
mutticenter Phase Il trial patients will receive EXE in combination with either
weekly EP| 30 mg/m2 or weekly EPI 20 mg/m?2 to support the initial concept
of the study (reduction of chemotherapy and therefore toxicity possible
because of synergistic action of combination therapy with EPI1 and EXE).

Poster Sessions

635 POSTER

Clinlcal management with dose-escalated and tailored fec; a
feasible therapy with G-CSF-support for fewer days

B. Linderhoim, E. von Schoultz, E. Lidbrink, Y. Karlsson, B. Wallberg,

A. Folin, J. Bjohle, A.-M. Billgren, N. Wilking, J. Bergh. Karolinska Institute,
Dept of Oncology, Stockholm, Sweden; Department of ‘Oncology,
Radiumhemmet, Karolinska Hospital, Stockholm, Sweden

Background: Doss-escalated and tailored fluorouracil, epirubicin and cy-
clophosphamide therapy given for.9 courses with G-CSF support is a highly
active therapy for patients with high-risk early breast cancer. However, the
major drawback of this regime was the risk of therapy-related myelodysplas-
tic syndrome (MDS) and acute myeloid leukemia (AML). Aim: The aim of the
present study was to evaluate if 6 courses of tailored and dose-escalated
FEC (dFEC) is a feasible therapy when G-CSF is used from day 5-12, these
modifications are aiming at reducing the risk of MDS/AML.

Patients and therapy: From 1998 to 2000, sixty consecutive patients
with high-risk early stage breast cancer (n=17) or locally advanced breast
cancer (LABC) (n=43) were treated with dFEC. Adjuvant therapy was.given
for 6 cycles, patients with LABC received 4 preoperative cycles of dFEC,
and responders (CR, PR) were treated with additional 2 courses. Patients
with SD received taxanes postoperatively. G-CSF was given from day 2 to
12 or from day 5 to 15 in 1998, and was further reduced and given from
day 510 12 in 1999-2000 All patients started on step +1 (5-FU (F} 600
mg/m2, epirubicin (E) 75 mg/m2, cyclophosphamide (C) 200 mg/m2, and
dose modifications were made based on leukocyt and/or platelet toxicity.
The patients were divided according to the G-CSF delivery; group. 1 .day
5-12, group 2 day 2-11/12, group 3 day 5-15, and comparisons between
leukocyte/platelet counts at days 8, 11 or 12, and 15 were made.

Results: A total of 238 courses of dFEC was delivered; 80 at step one,
110 at step two, 94 at step three, 34 at step 4, and 12 at step.-1 (standard
FEC): The median leukocyte count after the sixth course at day-15 were 5.7
(group 1), 13.8 (group 2), and 33.7 (group 3). These data was also compared
to those from the dose-escalated arm within the randomised Scandinavian
trial. No differences were seen in number of infections, febrile-neutropenia,
transfusions or hospitalization. So far no clinical cardiac tox:crty, secondary
malignancies have been recorded.

Concluslons: Dosse-escalated and tailored FEC is a feasible therapy
with use of G-CSF at day 5-12. Prolonged G-CSF use resulted in higher
leukocyte-values, but did not allow higher chemotherapy-doses or reduced
side effects.
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Does Immediate post mastectomy reconstructlon delay
adjuvant therapy?.

D. Landau', S.L. Morris', N. Sacks?#, G. Gui2, R. AHem3, G. Ross’.
’Radlorherapy 28urgery, ? Medical Computing and Statistics, The Royal
Marsden NHS Trust, London, England ‘st Georges Hospital, Surgery,
London, England

Introduetion: Adjuvant chemotherapy, radiotherapy (RT) or. both often
follow mastectomy. for breast cancer. The use of immediate post mastectomy
reconstruction (IPMR) is increasing resulting in improved cosmesis, body
image and quality of life. There is concem that delay in commencing
adjuvant therapy may compromise efficacy.

Methods: We retrospectively reviewed the case notes of women who
underwent mastectomy in our unit from May 1996 to May 2000, to assess
for any delay in commencing first adjuvant therapy.

Results: 379 women underwent mastectomy. 88 received chemmotherapy
and 54 received RT as first adjuvant therapy. In the chemotherapy group 59
women had IPMR and 23 had no reconstructive surgery. Their mean delays
to chemotherapy of 32.9 days (95% Cl 23.9.- 41.9) and 29.4 days (95% ClI
19.2 - 39.7) respectively.were not significantly different. Also no- difference
was, found comparing type. of reconstruction, history of prior-RT, patient
age.and unifateral vs. bilateral mastectomy. In the.RT group 19 women had
IPMR and 35 had no reconstructive surgery. Their mean delays to RT of
52.9 days, (95% Cl 44.1-63.5) and 37.8 days (95%C! 33.7-42.3) respectively
was significantly longer with IPMR than without (p<0.0013). No difference
was found comparing type of reconstruction, patient age and unilateral vs
bilatera) mastectomy.

Our data showed that the time to RT post reconstruction was prolonged
across the whole group and not just due to a few patients with'a particularly
long delay. In the women who had IPMR 31% waited 31-45days, 37%
waited 46-59 days and 32% waited-over:60 days for their RT.’

THis imiplies that the cause: for the delay is likely to be in the referral
systern rather than due'to any reconstruction-related cormplications.



