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were randomized to receive adjuvant endocrine treatment. Patients were 
offered tamoxifen 30 mg od for one year vs tamoxifen 30 mg od for two 
years vs tamoxifen 30 mg od for six months followed by megestrol acetate 
160 mg od for six months. The third arm was closed early due to side effects 
leaving 900 patients randomized to TAM1 and 879 patients randomized to 
TAM2. 

Results: The study was well balanced with regard to type of surgery and 
prognostic factors: age, tumor size, number of positive nodes, tumor type, 
and degree of anaplasia. Analysis of DFS in February 1998 revealed 263 
events in TAM1 and 255 events in TAM2 with corresponding five year DFS 
of 59.6% and 59.0% (ns). Analysis of OS showed 171 failures in TAM1 
and 182 failures in TAM2 with corresponding five year OS of 71.4% and 
73.1% (ns). Data on secondary cancers in the two treatment arms will be 
presented. 

Conclusions: This study in operable postmenopausal high risk breast 
cancer patients did not find adjuvant tamoxifen for two years superior to 
tamoxifen for one year. 
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Adjuvant Goserelin depot in premenopausal women with 
early breast cancer: Ovarian function, bone mineral density 
and survival. Preliminary data 

A. De Matteis, G. D’Aiuto, G. Landi, F. Nuzzo, V. Labonia, D. Montedoro, 
E. Rossi, I, Capasso, M. Pizzorusso. lstituto Tumori, Naples, My 

Ovary suppression with Goserelin depot is alternative to ovarian ablation: 
in me&static breast cancer Goserelin depot yelded objective response in 
36% of patients. Ovarian ablation in women aged under 50 was associated 
with 6% fewer recurrences or deaths after 15 years. Studies are ongoing in 
order to evaluate the effectiveness of Goserelin depot as adjuvant treatment 
in the prevention of relapse and reduction in mortality. 

We report our experience about 75 premenopausal patients with early 
breast cancer treated after surgery with Goserelin depot 3.6 mg subcuta- 
neously every 28 days for two years. Median age was 43 years (range 
31-50) all patients had regular menses, 36 patients were N+ and 39 were 
N-. ER status was positive in all patients but one in which was unknown. 

One patient had bilateral breast cancer. 
Owing to administration of Goserelin depot amenorrhea occurred after 

the first depot in 11 patients and after the 2”4 depot in 64 women. 
Spotting was observed in 8 patients and stopped after 10 depots. 
At the end of 26 depots regualr menses resumed in most patients (73%) 

on average after 5.3 months. 
Weight gain was observed in 61% of patients, in 28.1% of patients 

weight was unchanged, weight loss occurred in the remaining women. 
All patients complained of hot flushes, sweating and impairment of libido. 
Metrorrhagia occurred in 3 patients at the end of therapy: 2 patients 
underwent hysterectomy. A decline in Bone Mineral Density was observed 
in patients studied with Dual Energy X-ray Absorptiometry (DEXA). A second 
primary tumor occurred in four patients: myeloid chronic leukemia, kidney 
cancer, oat cell carcinoma, second primary breast cancer. At a median 
follow-up of 51 months overall survival was 88% and disease free survival 
77%. 
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Ovarian toxicity of breast cancer chemotherapy 
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B. Weber E. Luporsi. Centre A. V’utrin, route de Bourgogne, 54517 -I 
Vandoeuvre-Nancy, France 

The aim of this study was to provide individual information, to a patient (pt) 
who is going to receive adjuvant or neoadjuvant chemotherapy for opera- 
ble breast cancer, about the probability she may experience amenorrhea. 
From November 1988 to August 1997,249 premenopausal patients under- 
went chemotherapy for breast cancer in neoadjuvant or ajuvant settings. 
Chemotherapy regimens combined Fluoro-uracil 500 ms/m2, Epirubicin 50 
to 100 ms/m2 and Cyclophosphamide (CPM) 500 mg/m2 (FEC) delivered 
every 3 weeks in 8 cycles. 

Premenopausal status was defined as regular menses with last menses 
occurring less than 60 days. Amenorrhea was defined as discontinuation 
of menses for more than 60 days. Age of premenopausal patients ranges 
from 23 yrs to 55 yrs (median 43 yrs). One hundred seventy one out of 249 
patients (70%) experienced amenorrhea while on chemotherapy delivering 
a CPM mean cumulative dose of 2.9 g/m’. No amenorrhea was observed 
in 12 patients aged of less than 32 yrs. In the age group 32-37 yrs (45 pts) 
15% experienced amenorrhea (always reversible), 38-39 yrs (18 pts) 55% 
amenorrhea (87% reversible), 40-41 yrs (24 pts) 79% (94% reversible), 

42-47 yrs (109 pts) 88% (42% reversible) and from 48 yrs (41 pts) 95% 
presented amenorrhea (92% permanent). CPM mean dose to onset of 
amenorrhea and time to amenorrhea correlate conversely with age: from 
2 g/m2 (in 87 days) in age group 32-37 yrs to 0.8 g/m2 (33 days) from 
48 yrs. Permanent amenorrhea depends on CPM dose received after the 
onset of amenorrhea, when the ratio: dose at amenorrhea/cumulative dose 
is superior to 0.5 the probability of resuming menses is very high (p = 0.01) 
for patients aged 40 and over. In conclusion, our results allow us to inform a 
patient what is the risk for her to experience amenorrhea and the probability 
to resume or not menses, according to her age and to the CPM dose to be 
administered. 
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Early treatment of metastatic breast cancer patients after 
increase of CEA and CA15-3 serum levels 

S. Kramer, W. Jager, N. Lang. Department of Obstetrics and Gynecology, 
University of Erlangen, Germany 

Purpose: After an increase of CEA and/or CA15-3 serumlevels during 
follow-up in breast cancer patients, more than 80% will develop metastases 
within one year. 

Methods: CEA and CA15-3 were measured in monthly intervals after 
primary surgery because of breast cancer. In a prospective randomized 
trial we evaluated if an early hormonal treatment with high-dose gestagens, 
starting at first tumormarker increase when metastases were clinically not 
detectable, improves the relapse-free survival. The analysis of survival 
times was performed accordcing to the Kaplan-Meier method. 

Results: There was a significant difference in relapse-free survival be- 
tween the treatment group [0.71; 0.53-0.891 and the untreated control group 
[0.25; 0.09-0.41] (p < 0.01). 

Conclusion: Therefore the early beginning of systemic therapy will be 
a strategy for the prolongation of survival in breast cancer patients. Serial 
measurements of CEA and CA15-3 should be an integral part of routine 
follow-up examinations in high-risk breast cancer patients for the early 
detection of progressing metastatic disease. 
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Docetaxel toxicity and activity in anthracycline-pretreated 
metastatic breast cancer (MBC) 

M. Milella, A. Vaccaro, V. Ferraresi, A.M. D’Cttavio. P. Papaldo, C. Nistico, 
A. Marsella, M.F. Thorel, A. Carpino, M.C. Cercato, E. Terzoli, F. Cognetti. 
Regina Elena Cancer Institute, Rome, Ma/y 

From July 1995 to date 55 patients (pts) with MBC were treated with 
docetaxel. Patient data: median age: 51 yrs (range: 28-f38); median PS: 0 
(range: O-3); n. of metastatic sites: 1-2: 39 pts; 13: 16 pts; dominant visceral 
site of disease: 62% of pts. Previous treatments: adjuvant chemotherapy 
only: 11; chemotherapy for advanced disease only: 21; both 23 pts. All pts 
were pretreated with anthracyclines (A) and 10 were also pretreated with 
paclitaxel (PT). Four out of 55 pts had progressed while on A (refractory), 18 
had progressed within 6 months from the completion of an adjuvant A or had 
SD as best response to A for metastatic disease (resistant). The remaining 
33 pts were considered sensitive to A. Docetaxel was administered at the 
dose of 100 ms/m’ q 3 weeks as a 1 h i.v. infusion. Two different pre- and 
post-medication schedules were used: oral prednisone 68 mg hours -13, 
-7, -1, +l, +12 and then bid in the following three days (29 pts), or i.m. 
dexamethasone 8 mg/d days -1, 0, 1 and 2 along with ondansetron 8 mg 
i.v. on day 0 (26 pts). The latter cohort of pts also received prophylactic 
lenograstim 150 &m2 every other day for 4 doses starting on day 4. 
Fifty-three pts were evaluable for response, and 55 for toxicity. Overall 
response rate: 53% (24 PRs, 4 CR@; SD: 32%; PD: 15%. As for A status, 
an objective response (OR) was observed in 2/4,8/17 and 18/32 refractory, 
resistant and sensitive evaluable pts, respectively. In the 10 pts pretreated 
with PT 5 ORs (50%) were observed. Liver disease responded in 16/25 
pts (5 CRs, 11 PRs; 64%). G 34 neutropenia and neutropenic fever were 
significantly higher in pts who did not receive prophylactic G-CSF (52% and 
9% of 137 evaluable cycles vs 3.5% and 0% of 114 evaluable cycles, p = 
9001 and p = .Ol, respectively). No significant differences were observed 
in non hematological toxicity, except for the incidence of moderate to severe 
fluid retention syndrome, which was higher in the group that received oral 
corticosteroids (24% vs. 4%, p = .08, respectively). Our experience confirms 
the high activity and manageable toxicity of docetaxel for the treament of 
MBC even in A, as well as in PT-pretreated pts. 


