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and antihistamines were given prior to docetaxel. AR was represented
as follows: 5 pts has a metastatic relapse while on adjuvant, 25 pts had
a progression as their best response in advance disease and 19 pts had
stable disease after 4 cycles first line CT (16 pts had PO during anthracy­
cline, 3 pts progressed off treatment); 2 pts were not AR. Median (med)
age = 47 years (27-72), WHO PS: 0-1 = 88%, 41 % of pts had >2 or­
gans involved, 67% had visceral involvement (liver: 43%). 38 pts were
eligible and evaluable. The response rate (RR) in intent-to-treat analysis
was 29.4%,15 PRs (31.6% in evaluable pts). RR in pts with >2 organs
involved = 44% with visceral involvement == 26%. Med duration ofre­
sponse =24 wks (12+-33), med survival time =10 months (0.2-11 +).
258 cycles were given (med =5, range =1-12); relative dose intensity
=0.95 (0.66--1.02). Main toxicities (NCI grade): AGC gr 4 =49 pts
(81 % of cycles) (med duration == 7 days); febrile neutropenia == 7% of
cycles; neurosensory in 33 pts (only 3 pts gr 3, no gr 4), skin reaction
in 19 pts (gr 3 == 2 pts: gr 4 == 1 pt), fluid retention (FR) in 30 pts (no
severe cases; med cumulative dose to onset of FR = 400 mg/m2 (100­
1200+). Docetaxel is active in pts with AR MBC. Oral premeditation
with steroids appears to reduce both the incidence and severity of FR
and skin toxicities.
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HIGH DOSE CHEMOTHERAPY WITH HEMATOPOETIC
RESCUE AS PRIMARY TREATMENT FOR METASTATIC
BREAST CANCER: A RANDOMISED TRIAL
W.R. Bezwoda, L. Seymour, R.D. Dansey
Department of Medicine, University of Witwatersrand Medical School, 7
York Road, Parktown, Johannesburg, Republic of South Africa
Ninety patients were entered into a study comparing 2 cycles of high
dose CNV (cyclophosphamide 2.4 g/m2 + mitoxantrone 35-45 mg/m2

+ VP16 2.5 g/m2 ) to 6--8 cycles of conventional dose CNV (cyclophos­
phamide 600 mg/m2 + Mitoxantrone 12 mg/m2 + vincristine 1.4 g/m2 )

as first line treatment for metastatic breast cancer. The high dose reg­
imen included either autologous bone marrow or peripheral stem cell
rescue. All 90 patients are evaluable. The response rates were signifi­
cantly different. Overall response for high dose CNV was 43/45 (95%)
with 23/45 (51 %) achieving CR. 24/45 (53%) patients receiving con­
ventional dose CNV have responded with only 2 patients achieving CR.
Both duration of response as well as duration of survival was signifi­
cantly longer for the patients receiving HO-CNV. Toxicity of the high
dose therapy was moderate in most patients. Grade 2-3 mucositis and
hematologic suppression requiring supportive treatment was universal,
but hematologic recovery to neutrophils > 500 and Platelets >40,000 oc­
curred at day 18 (median) after therapy.
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Women with skeletal metastases from breast cancer were treated by
pamidronate 60 mg iv. q 4 w or saline at the same interval in a dou­
ble blind placebo controlled randomized study.

Patients were recruited at 27 institutions in Sweden and Norway from
November 90 to September 93. Specific antitumor treatment, endocrine
and/or cytotoxic, was individually chosen at the discretion of the physi­
cian.

Endpoints of the study were the incidence of skeletal-related symp­
toms i.e. increased pain, hypercalcemia, fractures and paresis due to
vertebral metastases as well as the incidence of palliative measures in­
dicated by the skeletal complications, i. e. osteosynthesis, radiotherapy
and laminectomy. Changes in antitumor therapy were recorded as well
as analgetic medication. Quality of life related to pain parameters as
recorded by the patients were analysed.

Recordings of these parameters were made every third month up to
24 months, when the patients left the study without uncoding the study
medication. At present the code is not broken and treatment will be
referred to as arm A and B.

Results: Four hundred and one patients were recruited with a mean
age of 59 and 60 years in the A and B groups respectively. Other pre­
treatment parameters were well balanced.

The number of patients in file study over time was not significantly
different between the two arms. The cumulated incidence of symptoms
of skeletal progression as well as survival without symptoms of skele­
tal progression was significantly different between the two treatment
groups. The median time for symptoms of skeletal progression was 9
and 14 months respectively. No difference was found in the incidence of
fractures nor need of palliative radiotherapy. The incidence of changed
baseline antitumor therapy was not different.

Conclusion: In a large randomized double blind placebo controlled
trial on the efficacy of pamidronate 60 mg iv. q 4 weeks differences were
found in the progression of skeletal symptoms, though not in the need
for palliative radio therapy nor for changes in base-line antitumor treat­
ment. The two treatment arms, still blinded, will be uncoded at the time
of presentation of the study.
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TWO RANDOMISED TRIALS ESTABLISHING EFFICACY AND
TOLERABILITY OF ARIMIDEX (ZDl033) IN THE
TREATMENT OF POSTMENOPAUSAL WOMEN WITH
ADVANCED BREAST CANCER (PABC)
W. Jonat, A. Buzdar, A. Howell, S. Jones, C. Blomquist, C. Vogel, W. Eir­
mann, P. Plourde, M. Azab
ARIMIDEX International Study Group and ZENECA Pharmaceuticals
'ARIMIOEX' (A) is a new potent and highly selective aromatase in­
hibitor with a phartnacokinetic profile allowing once daily oral adminis­
tration. Two randomised trials compared (A) to megestrol acetate (MA)
as first-line or second-line treatment of PABC after relapse on prior ad­
juvant or advanced disease treatment Between 3/93 and 6/94, pts were
randomised to (A) I mg (263 pts), (A) 10 mg (248 pts) or (MA) 160
mg (253 pts). The 3 groups were comparable in regards to their main
baseline characteristics. The response rate for the two trials (CR + PR
+ SO ;::'6 months) was 35% for (A) I mg' 32% for (A) 10 mg and 33%
for (MA), with no differences in time to progression. Patients on (MA)
had significantly higher incidence of adverse events (AE) of weight gain
(12%).

Withdrawal rate due to (AE) was3% for (A) 1 and 10 mg and4% for
(MA). 'ARIMIOEX' is a new effective and well tolerated treatment for
PABC.
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AN OPEN, COMPARATIVE RANDOMIZED TRIAL COMPARING
FORMESTANE VS ORAL MEGESTROL ACETATE AS A
SECOND-LINE THERAPY IN POSTMENOPAUSAL ADVANCED
BREAST CANCER PATIENTS
C. Rosel, M. Freue, M. Kjaer, C. Bani, F. Janicke, C. Coombes,
P.H.B. Willemse, S. van Belle, R. Perez Carrion, P. Ibarra de Palacios
10dense Sygehus, Odense, Denmark
Formestane (®LENTARON), a synthetic steroid derivative of an­
drostenedione is the first selective aromatase inhibitor to become avail­
able. The multicentre study of®LENTARON (250 mg i. m. fortnightly)
vs megestrol acetate (160 mg oral once daily) enrolled 547 patients. All
patients had histologically proven advanced breast cancer, had docu­
mented relapse of disease while under adjuvant therapy with tamoxifen
administered for at least 12 months or had experienced progression of
advanced breast cancer after an initial response for at least 3 months
while under first-line therapy with tamoxifen and had ER and/or PgR
positive or unknown. The primary end-point was time to treatment
failure. Secondary endpoints were objective tumour response (in ac­
cordance with VICC criteria), time to progression, and overall survival
time. Efficacy analysis was performed for the intent to treat patients
and for the eligible patients who were evaluable for tumour response and
will be presented Preliminary analysis of safety data indicate a trend of
more serious adverse events in the Megace group (pulmonary embolism
and vaginal bleeding) in comparison with the ®LENTARON group.




