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Taxotere'· (docetaxel, D), doxorubicin (Ox) and
cyclophosphamide (CTX) (TAC) In the treatment of
metastatic breast cancer (MBC)

J.-M. Nabholtz, M. Smyllo, J.R. Mackey, A. Paterson, D. Noel,
T. AI-Twelgerl, D. Au, E. Sansregret, F. Delorme, A. Riva. Cross Cancer
Institute, Edmonton, AB. Canada; Rh~ne-Poulenc Rorer, Antony, France

Treatment of recurrent cutaneous metastatic breast cancer
with tin ethyl etiopurpurln (SnET2) photodynamic therapy

T.S. Mang, R. Allison, B. Dale Wilson, V. Vongtama. Radiation Oncology
Department, Photodynamic Therapy Center Buffalo General Hospital, USA

Introduction: Breast cancer recurrence of the chest wall follOWing mastec•
tomy, radiation and chemotherapy poses a therapeutic diiemma. Further
intervention with any or all of these modalities is often futile and morbid.
Left untreated severe pain, infection and suffering will occur. Photodynamic
therapy presents as a palliative option for these individuals.

Considering the promising results of combination oftaxanes and anthracy•
clines, we conducted a phase II study of 0 (75 mg/m2, 1 hour iv infusion)
WIth Ox (60 mg/m2, iv bolus) and CTX (500 mg/m2 , slow Iv bolUS) q.3 weeks
(maximum 8 courses) in patients (pIs) With MBC without prior anthracyclines
or taxanes. Forty-five pts (238 courses delivered) were treated as follows.
Characteristics: moan age: 52 years (34-70); prior adjuvant chemother•
apy (CMF) 10 pts (22%); visceral metastases 29 pts (64%); bone 24 pts
(53%); 3 and more sites: 18 pts (40%). Median follow-up: 7 months (3-11).
Thirty-three pts are evaluable for response. The major response rate Is
85% with CR: 4 pts (12%), PR 24 pts (73%), SO 5 pts (15%), PO a (0%),
with no progression yet reported. Forty-five pts are evaluable for toxicity.
Neutropenia is the main toxicity (grade 4: 78%, lasting less than 7 days).
febrile neutropenia: 12.1% of courses (courses given with ciproflexaclne
(C): 10.8% and without C: 24%). There was no extrahematologic grade 4
tOXicity, while Grade 3 occurred in 25 cycles (10.5%) (nausea/vomiting, pain.
fatigue, diarrhea). Grade 3 fluid retention was seen in 1 pt (2.2%). No clinical
cardlotoxicity occurred while 5 pts presented with a moderate asymptomatic
and usually reversible decrease of LVEF on MUGA scan (11.1%). TAC is a
well-tolerated and active regimen With no evidence of cardiac toxicity and is
the base of 2 large International randomized multicentric randomized trials
companng TAC to FAC in metastatic and adjuvant selling.
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Navelbine (NVB), and fractionated dose doxorubicin (OX)
improves first line advanced breast cancer (ABC)
chemotherapy. An overview of 3 phase II trials

J. Carmichael1, R. Hegg2, O. Firat", M. Pawlicki', F. Le Brass, P. Oanel5 •

F.M. Delgados. 1Nottingham Hasp. UK; 2 ELAN, Brazil; 3Ankara U. Turkey;
4Oneal. Cent Krakow, Poland; 5IRPP, France

Aim: Anthracyclme combinations represent the most powerful chemother•
apeutic approach in the treatment of ABC, but thelf limiting toxicities are
neutropenia and cardiac Impairment. NVB as a Single agent has demon•
strated a high activity and good tolerance m ABC: 40%-60% response rate
(RR). PromiSing results have preViously been obtained with NVB 25 mg/m2

01 & 8 + OX 50 mg/m2 01 (q 3 w): 74% RR (21% CRs), mainly in visceral
sites (JCO 94). This was confirmed by a significant SUrvival advantage
observed in pts with liver metastases treated WIth NVB + OX compared
to CAF (ESMO 96). Dividing the OX dose and administering it at weekly
intervals may reduce the cardiotoxicity withou1 substantially impairing the
efficacy. 3 studies were conducted with NVB + OX, both at 25 mg/m' 01 &
8 (q 3 w, 8 cycles) to check the efficacy, improve the tolerance and to ease
outpatient administration.

Results: 120 pts were Included: age 30-73y; PS 0-1: 85%; visceral
involvement: 52%: adjuvant C: 18%. 668 18%.668 cycles were adminis•
tered; WHO grade (G) 3-4 neutropenia: 24%; infection G 3: 6/120 pts;
G 3-4 nausea/vomiting: 17 pts; G 3-4 conslipatlon 1.5%; G 1 peripheral
neuropathy: 13%; G 3 alopeCia: 53.5%. No G 3-4 cardiotoxicity. The RR
ranges from 70% to 77% (18-35% CRs) RR on visceral sites: 56%-86%.

Conclusion: These results confirmed that NVB + OX (25 mg/m2 0 1 & 8)
has major and reliable actiVIty as 1stline therapy. Given its very favourable
tolerance, low morbidity and absence of life threatening cardlotoxicity, out
patient administratIon of this regimen could be recommended as 1st line
treatment for ABC.
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CAF vs CMF both with tamoxlfen In postmenopausal
patients with advanced breast cancer - A randomized study
with more than 10 years follow-up from the Danish breast
cancer cooperative group

M. Andersson 1, E.L. Madsen', M. Overgaard3 , P. Dombernowskys,
H.T. Moundsen1 • On behalf of the Danish Breast Cancer Cooperative
group (DBCG); 'Flnsen CenterlRlgshospita/et University Hospital; 2Dpt.
Oncology, Odense UniversIty Hospital, 30pt. Oncology, Aamus University
Hospital; 4Dpt Oncology, Herlev University Hospital, Denmark

In the largest study ever reported comparing CMF-Iike regimens with
CAF, postmenopausal advanced breast cancer (ABC) patients naive to
chemotherapy <66 years accrued during 198Q-84 and followed through
1995 received Tamoxifen daily 30 mg and cyclophosphamide 400 mg/m2,
doxorubicin 25 mg/m2 and 5-fluorouracil 500 mg/m2 (CAF) or methotrexate
40 mg/m2 instead of A (CMF) Lv. days 1 and 8 q 4 weeks. A was substituted
by M at a cumulative dose of 550 mg/m'. Among 341 eligible patients
(CAF 161, CMF 180) response rate and median time to progression was
significantly in favour of CAF: 53% vs 36% (p =0002) and 11.8 months
vs 6.5 months (p =0.001). Duration of response was 19.5 vs 18.0 months.
and survival 20.8 vs 17.4 months (ns). Treatment intensity and toxicity was
equal. After 3 years 44 vs 38 patients were still alive. Long recurrence
free Interval. good status of performance, and no visceral involvement was
significantly related to long survival, while treatment was not. At end of
follow-up, 3 and 4 patients were still alive. Doxorubicin-eontainlng regimens
remain the first choice of chemotherapy for ABC until newer treatments
have proved supenor.
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Prospective randomized study of mitoxantrone (M) and
vinorelbine (V) vs fluorouracil (F), epirubicin (E) or
adriamycin (A) and cyclophosphamide (C) In patients with
advanced breast cancer (ABC)

F. Turpin1 , D. Serin, G. Ganem, G. Calais, P. Maillart, P. Colin, G. Prevost,
P. Romestaing, J.D. Tigaut, P. Clavere, M. Namer. 'Centre Rene
Huguenin, Saint-Cloud, France

Background: A woman with ABC has a life expectancy of 18-24 months
under treatment and the key point thus remains quality of life. Side-ellects
most feared by women are alopecia, nausea/vomiting.

Methods: ThiS study compared the new combination MV (M 12 mg/m2

01, V 25 mg/m' 01 and 8 if PN > 1000/mm3 ) to FAC or FEC: F 500 mg', A
or E 50 mg' , C500 mg/m2, 01. Stratification was based upon prior adjuvant
chemotherapy (CT). Each cycle was repeated every 21 days.

Results: 281 patients (pts) were randomized between UV MV (142)
and FAC/FEC (139). 89 pts had received prior adjuvant CT (76 with
anthracyclins). 82% pts had visceral metastasis and the median number
of metastatic sites was 2 (1-7). Overall, 698 MV and 841 FAC/FEC cycles
were given (median/pI: 5 [MV]; 6 [FACIFEC]). The mean dose intensity (%)
was respectively 95, 96, 96 for FAC/FEC and 92. n for MV. Hematological
toxicity delayed courses in 22% (MV) and 14% (FAC/FEC) and led to
Withholding of V on day 8 in 29%. Febrile neutropenia requiring antibiotics
occurred in 6% (MV) and 0.6% (FAC/FEC) of cycles and led to hospitalization
in respectively 16% and 3% of pts (p =0.001). Cardiac events were mostly
minor: 10 in FAC/FEC and 9 in MV. Grade 3-4 nauseafvomiting occurred in
8% [MV) and 16% (FACIFECj of pts (p =0.03); alopecia was more frequent
with FAC/FEC (p = 0.0001). TOXICity led to one death in each group. The
objective response rates (OR) were similar: 35.5% [MV), 33.3% [FAC/FEC],
P equivalency =0.014) but the OR was higher in the pts on MV with prior
adjuvant CT (33% VB 13%) and in those on FAC/FEC who had not (43% vs
35%). Time to progression and overall survival were not different in the two
groups but showed a Similar divergence when prior adjuvant CT was taken
Into account.

'Study supported by Wyeth-Lederle and Pierre Fabre Oncologle (France).

frequent. Quality of life was significantly better according to the modified
Brunner-Score in N compared to the FEC group.

Conclusion: As to the preliminary results the mono-compared to the
poly-chemotherapy regimen didn't appear to show a difference in efficacy
but a significantly better tolerability.

The study is on gOing.
The study was supported by Wyeth-Lederle.

'indicates Poster Discussion
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Materials and Method: A total of 42 lesions were treated on 5 patients
of who had biopsy proven chest wall recurrence despite mastectomy,
chemotherapy and radiation. Each patient underwent a single photodynamic
therapy session in which the drug SnET2 (1.5 mglkg) was injected followed
24 hrs later by laser by laser light treatment at 665 nm (@150 m Wlsq.cm.
for a total light dose of 200 Jlsq.cm).

Results: Objective response rates post PDT were CR 92% PR 8%
NR 0% Morbidity was minimal With no systematic toxicity. One patient
developed a wound infection that responded to oral antibiotics. No photo·
Sensitivity reactions were reported in this set of patients. Post treatment
pain was reported in patients, which could be treated with medication and
application of cod compresses.

Conclusions: PDT offers an excellent local control rate of chest wall
recurrence following multimodality treatment failure with minimal morbidity.
The treatment is given in a single session and on an outpatient bases.
In patients who may register a PR or have recurrence or the incidence
of further chest wall nodules post PDT, the treatment is repeatable. No
resistance or enhanced morbidity is demonstrated to a second or third
course of PDT.
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Response to chemotherapy Is the first prognostic factor in
metastatic breast cancer

J.Y. Pierga, M. Jouve, B. Asselain, V. Disras, P. Beuzeboc, T. Palangls,
T. Dorval, E. Garcia-Glralt, S. Scholl, P. Pouillart. Institut Curie, 7523t
Paris Cedex 05, France

Purpose: In a retrospective analysis of a large series of patients (pts) with
metastatic breast cancer treated by chemotherapy (CT), prognostic factors
for SUrvival were evaluated.

Methods: 1430 pts included from 1977 to 1992 in eight consecutive
randomized trials of anthracycline·based first line CT in metastatic breast
cancer, were analYZed, Response to CTwas assessed after 4 and 8 months
of treatment.

Results: Objective response rate was 60%, 228 (16%) pts achieved
complete responses (CR). Median overall survival (OS) was 24 months. At
multivariate analYSIS for prolonged SUrvival, response to CT was the first
prognostic factor followed by normal LDH level, absence of previous adju•
vant chemotherapy, 2 or less metastatic sites, longer disease-free interval
from Initial diagnOSIs, high Kamofskl index and absence of hepatic metas•
taSIS, For pts With CR, partial response, stable disease and progressive
disease, median OS and probability of survival at 5 and 10 years were
respectively: 45 mths, 34%, 12%; 31 mths, 21%,7%; 23 mths, 12%,3%;

Response to primary chemotherapy of breast cancer

H. Junkermann1 , M.V. Knopp5, H.P. Sinn2 , G. Leppien4 , D. Wallwiener3,
D. von Foumier1 • G. Bastert3. IDept. Gynec. Radiol.; 2lnst. Pathol.; 3Dept.
Gynec, Obstet.; 4Dept. Gynec. Morphol. of the University; sGerman
Cancer Research Center, Heidelberg, Germany

The aim of this study was to evaluate mammography, ultrasound and
dynamic MAl for response monitoring in primary chemotherapy of breast
cancer.

Patients and Methods: 200 women with breast cancer have been treated
by primary chemotherapy after core biopsy. Response was monitored before
each chemotherapy cycle and before operation by mammography and
ultrasound. 25 women have been monitored using a specially designed
dynamic TurboFLASH MAl-technique with a high temporal resolution.

Results: FollOWing chemotherapy the correlation of imaging with
histopathological size was reduced. In diffusely spreading tumors
histopathological tumor size was usually larger than estimated. Unchanged
microcalcifiatlons of the ductal type still reflected the extension of the tumor.
Altered tissue distribution of gadolinium In dynamiC MAl after 2 cycles of
chemotherapy correlated with histopathological tumor regression. By WHO
criteria 10% of T2- 3 tumors showed complete regression on imaging, 55%
showed partial remission, 32% showed no change. 3% progressed. Patho•
histologically 6% showed no invaSive tumor, 18% showed Invasive tumor
below 5 mm, a further 27% showed clear signs of regression.

Conclusion: Mammography, ultrasound and MR can be used to monitor
the response of breast carcinomas under primary chemotherapy. Dynamic
MR shows promise for early prediction of tumor response. All three methods
have limitations In the determination of preoperative extension of residual
tumor.
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9 mths, 3%, 0%. Date of the first observation of CR, at 4 or 8 mths of CT,
was not a predictive factor of duration of OS,

Conclusion: Response to an anthracycllne·based chemotherapy is the
first prognostic factor In metastatic breast cancer and is Independent of the
other disease characteristics. Prolonged survival can be achieved in pts
with CR justifying research for remission consolidation strategies.
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Dose finding study of high-dose eplrubicln (E) and docetaxel
(T) as first line chemotherapy In advanced breast cancer
(ABC)

0, Pagani, M. Aapro, G. Martinelli, J. Bauer, M. Bomer, D. Crlvellarl,
B. ThOrlimann, T. Vandenbulcke, A. Goldhlrsch. For the IBCSa, Ospedale
S, Giovanni, Bellinzona, CH, Switzerland; European Institute of Oncology,
Milan, Italy

Purpose: Pnmary objective of the present study is to determine the maxi·
mum·tolerated doses (MTDs) of E and T, given q 3 weeks, In pts with ABC
without a prior chemotherapy (C) for metastatic disease and no anthracy·
cline-containing adjuvant C. MTDs with G·CSF support were then to be
defined.

Methods: E (15 min Inf.) followed after 1 h by T (1 h Inl.) were given for a
maximum of 4 cycles (cy) to prevent cumulative cardiotoxicity; T alone was
continued for a maximum of 4 cy in responders. Steroids were given before
and after T for a total of 3 days. CBC was performed twice a week, LVEF
and tumour response were assessed every 2 cy.

Results: From 7/96 to 2197, 19 pts received 57 cy of the combination
at three dose levels. Starting doses were 75 mg/m2 of E and 75 mg/m2

of T. E doses were increased to 90 mg/m2 and 120 mg/m2 , while the T
dose was kept at 75 mg/m2 . Haematologlcal toxiCity (HT) is evaluable in
15 pts. grade 4 neutropenia was universal, lasting a median of 4 days.
Median neutrophil nadir was 0.23 x 109~, significant thrombocytopenia or
anemia were absent. At E 90 mg/m2 and T 75 mg/m2 3/6 pts reqUired
G·CSF support (neutropenic fever: 2 pts, grade 4 neutropenia of > 7 days:
1 pt). G-CSF was routinely given at the dose level of E 120 mg/m2 and
T 75 mg/m2 . Non HT was mild; neither moderate to severe mUCOSitis nor
cardlotoxlcity were observed. Partial responses were achieved in 11/13 pts.

Conclusions: The next dose level will be E 120 mg/m2 and T 85 mg/m2

with G·CSF support.
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Toxicity and effect of single agent vinorelbine (V) In
anthracycline-reslstant metastatic breast cancer (ARMBC).
Preliminary results of a phase 1-11 study by the danish breast
cancer cooperative group (DBCG)

M. Klaer', S. Larsen2 , C. Rose2 , S, Ejlertsen3 , H,T, Mouridsen3 •

C.C. Gadeberg', K. Aabas, K.M. Wlndfeldt8 , E. Sandberg7.
L. Danel-Moore8 , IDept, of Oncology. Aalborg; 2 Dept. of Oncology.
Odense; 3Dept. of Oncology. Rigshospitalet; 'Dept, of Oncology. Vejle;
sDept. of Oncology. Viborg; BDept. of Oncology. Heming; 7Dept. of
Oncology. Esbjerg, Denmark; BPierre Fabre Oncology, France

ARMBC is a disease entity with a dismal prognosIs. Recently, a number
of drugs have demonstrated activity of which V is of particular interest
because of Its relatively low toxicity. The aims of the present study were
to define the maximum tolerated dose (MTD) of V when administered on
days 1 and 8 q 3 wand assess associated toxicities, From 11/95 to 10/96
54 patients with measurable or evaluable ARMBC and PS ~ 2 entered
the phase I part of the study. Dose of V was escalated from 25 mg/m2

by 5 mg in cohorts of 8 patients until grade IV haematological or grade III
non haematologlcal toxicity (WHO) was recorded pre-cycle 2 in ~50% of
the patients, If additional patients were registered for treatment at a given
dose level before tOXICity pre-cycle 2 could be evaluated the pallent was
allocated to treatment at the lower dose level. The MTD has been reached
at 40 mg/m2 . Median WBC nadir 1.0 (0,7~.7) x 109/1, Dose limiting
toxiCities Included grade III constipation and oral stomatitis In 518 evaluable
patients. Other common toxicities have been nausea, vomiting, diarrhoea.
Intection, fever, local phlebitis, none of Which have been dose limiting. At
the first evaluation (pre-cycle 4) complete and partial responses have been
recorded as follows: 25 mg 2/7,30 mg 4113,35 mg 2/7. The phase II part
of the study Is ongoing at 35 mg/m2 •

'Indicates Poster Discussion




