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Results of a prospectively planned combined analysis of these trials are
presented.

Methods: In both frials, patients were randomised double-blind to
treatment for 12 weeks prior to surgery. In the PROACT ftrial, additional
chemotherapy was optional, whereas IMPACT patients did not receive
chemotherapy. Therefore, the results from patients who received either
AN or TAM alone have been combined for the primary endpoint of
objective response (OR), assessed by calliper and ulirasound. OR rates
are also reported for patients whose tumours were inoperable, or were
scheduled to have mastectomy at baseline, the population reported in most
previous studies. Surgical improvement was assessed in those patients
who were inoperable or required mastectomy at baseline (improvement to
any surgery/BCS at 12 weeks), defined by improvement in feasible surgery
and actual surgery.

Resuits:

Patient population OR (% patients)

AN TAM Odds ratio (95% ClI) p-value
Total (N=535, 69%)
Calliper 45 36 1.42 (1.00-2.02) 0.052
Ultrasound 32 27 1.28 (0.88—1.87) 0.191
Inoperable/requiring mastectomy at baseline (N=344, 44%)
Calliper 47 35 1.65 {1.06-2.56) 0.026
Ultrasound 36 26 1.60 (1.00-2.55) 0.048

Significant improvements were seen in both feasible surgery (47% vs
35% [1.67 (1.08-2.60); p=0.021]), and actual surgery (43% vs 31% [1.70
(1.09-2.66); p=0.019]) for AN vs TAM, respectively.

Conclusions: AN is an effective neoadjuvant treatment for post-
menopausal women with hormone receptor-positive breast cancer. Overall,
AN showed a strong trend fowards greater efficacy than TAM, and in
patients requiring mastectomy or those with locally advanced inoperable
disease, AN was significantly more effective than TAM for all endpoints
assessed.
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Background: Taxanes are mitotic poisons that play an important role
in the treatment of breast cancer. Identification of patient-specific tumor
characteristics may predict response to treatment. The use of NACT is the
optimal setting to observe these predictions. The objective of this study
was to determine whether HER-2 gene amplification was associated with
pathologic response to NACT with taxanes in patients with early-stage
breast cancer.

Methods: 71 consecutive patients with stage Il and Il breast cancer
from whom tissue was available were included. Fifty-seven patients (80%)
received paclitaxel as part of a randomized clinical trial of NACT for
patients with operable breast cancer (Buzdar AU et al. JCO 1999;17:3412—
7). Fourteen patients (20%) received neoadjuvant docetaxel off protocol.
All 71 patients received FAC postoperatively. HER-2 gene amplification
was determined using fluorescence in situ hybridization (FISH). Pathologic
complete response (PCR) was defined as no evidence of invasive breast
cancer in the breast and the axillary lymph nodes. Breast pathologic
response (BPR) was defined as no evidence of invasive breast cancer
in the breast only. The association between HER-2 status and pathologic
response was evaluated using the Chi Square method. The Kaptan-Meier
survival analysis was used to calculate disease free survival (DFS).

Results: The median patient age was 49 years (range, 21 to 70 years).
Forty-eight patients (68%) had stage Il breast cancer and 23 patients
(32%) had stage lil breast cancer. HER-2 amplification was detected in
19 (28%) of tumors. Hormone receptor (estrogen and/or progesterone)
were detected in 11 (58%) of HER-2 amplified tumors (HER-2[+]) and
31 (65%) of HER-2 non-amplified tumors (HER-2[-}). Median number of
NACT cycles was 4. There were 8 PCR, 3 (16%) in patients with HER-2[+]
tumors and 5 (10%) in patients with HER-2[-] tumors, (p=0.5). There were
12 BPR, 5 (26%) in patients with HER-2[+] tumors and 7 (15%) in patients
with HER-2[-] tumors, (p=0.2). At a median follow up of 53.7 months
there have been 17 recurrences. None of the patients who achieved pCR
developed recurrent disease, regardless of HER-2 status of the primary
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tumor. The DFS was 89 months in both groups (HER-2[+] and HER-2[-])
(p=0.1).

Conclusion: HER-2 gene amplification was not predictive of PCR or
BPR to neoadjuvant single agent taxanes in patients with early-stage breast
cancer.
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Introduction: Adjuvant Tamoxifen as monotherapy reduces recurrence
and mortality in patients with hormone receptor positive operable breast
cancer. However, ifs contribution is less established in patients receiving
adjuvant chemotherapy. Experimental data suggest that Tamoxifen and
chemotherapy may in fact be partially antagonistic, and recently published
clinical trials confirm that concomitant administration of Tamoxifen with
chemotherapy yield inferior results than chemotherapy alone. This trial,
initiated by the EORTC Breast Group in 1991, investigates the impact of
Tamoxifen, given sequentially after completion of adjuvant chemotherapy
in patients with operable breast cancer.

Methods: Female patients with stage I-llIA operable breast cancer
receiving after surgery 6 cycles of adjuvant combination chemotherapy
with either CMF, CAF, CEF, FAC or FEC were eligible, irrespective of
their menstrual status and of the hormone receptor status of their primary
tumor. Patients with any other malignant disease including contralateral
breast cancer were excluded, except those with adequately treated cervix
carcinoma or basal cell carcinoma of the skin. Patients consenting to
participate were stratified by institute, chemotherapy scheme and age
(above 50y or younger) and were randomized at the start of their last
cycle of chemotherapy to receive either Tamoxifen 20mg daily during 3
years or no further treatment. The main endpoint of the trial was to
detect a 5% increase in the 5 year survival (from 80% to 85%) in favor
of antiestrogen therapy, which required to observe at least 159 deaths
in each treatment arm. Secondary endpoints were relapse free survival,
local control, incidence of second primary breast cancer and correlation of
results with receptor status.

Results: Between 03/1991 and 05/1999, 1863 patients were randomized
by 51 institutions from 14 countries. At a median follow-up fo date of
6.3 years, 359 deaths and 551 events (relapse and/or death) have been
observed.

Conclusions: The number of events needed to perform the first analysis
has recently been reached and the data base is in its final stage of cleaning.
A full report of the results of this trial will be presented at the meeting.
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The BCIRG001 frial comparing the docetaxel (Taxotere®)-based regimen
TAC (75/50/500 mg/m2 q3wk x 6) with FAC (500/50/500 mg/m2 q3wk x 6)
accrued 1491 patients with node positive early breast cancer from June
1997 to June 1999. The 2nd planned interim analysis with a median
follow-up of 55 months and 399 events showed that TAC improves disease
free survival (TAC/FAC Hazard Ratio: 0.72, p=.0010) and overall survival
(TAC/FAC Hazard Ratio: 0.70, p=.0080) over FAC (Table 1).

Among hematological toxicities, febrile neutropenia was more frequent
in the TAC arm (24.7% vs 2.5%), but with no increased incidence of grade
3/4 infection (3.9% vs 2.2%) and no septic deaths. Non-hematological
toxicities (grade 3/4) with incidence >5% of pts were nausea (9.5%),
vomiting (7.3%), asthenia (5.6%) in the FAC arm and, asthenia (11.2%),
stomatitis (7.1%), nausea (5.1%) in the TAC arm. 91% of patients in the
TAC arm and 97% in the FAC arm completed the planned 6 cycles of
freatment. Quality of life (QoL), a secondary endpoint of this trial, was
assessed using the EORTC QLQC30 (version 2.0) and QLQBR23 (version
1.0). The two treatment groups were well-balanced for baseline scores in



