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SYNOPSIS  -  PROTOCOL 
 
TITLE: A Phase III Study Evaluating The Benefit Of Docetaxel 

Given Sequentially With FEC 100 Chemotherapy 
Treatment In Axillary Lymph Node-Positive Early Breast 
Cancer Patients 
 

THERAPEUTIC INDICATION: Axillary lymph node-positive early breast cancer 
 

OBJECTIVES: To evaluate the contribution to disease-free survival and 
overall survival of docetaxel administered in combination 
with an anthracycline in axillary lymph node-positive early 
breast cancer patients with poor prognosis. 
 

STUDY DESIGN: Phase III, randomized, open- label trial. 
 

PLANNED NUMBER OF 
PATIENTS: 

1598 
 
 

NUMBER OF STUDY CENTERS: 
 

50 

DURATION OF STUDY: Three years of subject enrolment, eight years until the first 
evaluation. 
 

SELECTION CRITERIA: Women less than 65 years of age with unilateral axillary 
lymph node-positive early breast cancer and poor 
prognosis. 

EFFICACY CRITERIA  
• PRIMARY: Five-year disease-free survival. 
• SECONDARY: Five-year survival / Cost effectiveness, quality of life. 

 
STUDY CONDUCT: After surgery, the patients will be randomly assigned to 

receive either 6 cycles of FEC 1 100 or 3 cycles of FEC 100 
followed by 3 cycles of docetaxel. Treatment will be 
completed by locoregional radiotherapy. 
 

STATISTICAL ANALYSIS: Five-year disease-free survival increased by at least 7.5% 
(65% vs 72.5%) with a significance level of 5% and a β  
level of 10%. Planned sample size: 1598 patients. 
 

SPONSOR: Fédération Nationale des Centres de Lutte Contre le Cancer 
(French National Federation of Cancer Treatment Centers), 
referred to as FNCLCC in this document. 

  

 

                                                 
1 FEC: Chemotherapy regimen including fluorouracil, epirubicin and cyclophosphamide 
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l - INTRODUCTION 

Although adjuvant treatments have improved the prognosis of breast cancer, the actual 
benefit remains below the expectations of both physicians and patients. The most recent 
Oxford meta-analysis showed an absolute gain of less than 10% after 10 years. The 
relative gain with reference to a population with the same prognosis is approximately 
30% for disease-free survival and 20% for overall survival, respectively. So far, the 
various attempts to improve the efficacy of chemotherapy have resulted in limited benefit 
to the patients, whether they involve increases in dose intensity, addition of 
anthracyclines, or regimens combining chemotherapy and hormone therapy. There is new 
hope since taxanes have been confirmed to be effective in metastatic disease. The time 
has come to evaluate the benefit of these new compounds in adjuvant treatment. The 
objective of the present study is to compare a conventional chemotherapy regimen used 
alone or in combination with docetaxel. 

 
2 - RATIONALE 

2-1  REVIEW OF ADJUVANT TREATMENTS (META-ANALYSIS) 

BASIS FOR THE TRIAL: the value of adjuvant chemotherapy 
 

2-1-1. It has now been clearly established that systemic adjuvant chemotherapy 
can increase survival in patients with axillary lymph node-positive 
breast cancer after definitive complete surgery. 

Starting in the 1970s, randomized clinical trials of combination 
chemotherapy regimens carried out by Bonadonna et al. (12 CMF1) (l) and 
the National Surgical Adjuvant Breast and Bowel Project (NSABP) (2) 
showed that adjuvant chemotherapy could be beneficial in premenopausal 
patients with positive axillary lymph nodes. This positive effect on survival 
was not observed in postmenopausal patients. This was attributed to the fact 
that the older women were given a lower dose. 

The second trial carried out by Bonadonna et al. compared CMF given 
either in 12 cycles or in 6 cycles (3). Treatment over 6 months proved to be 
as effective as 12 months of chemotherapy in both pre- and postmenopausal 
women. Further studies confirmed that a chemotherapy regimen 
administered for over six months did not prove more effective than 
treatment for only six months (4,5,6,7). 

                                                 
1 CMF: Cyclophosphamide, Methotrexate and Fluorouracil 
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2-1-2 The meta-analysis (8) 

The analysis published in 1992 covered 133 randomized trials started between 1957 
and 1985, involving more than 75 000 patients with stage I/II breast cancer treated by 
chemotherapy and/or hormone therapy or a biological response modifier. 

Adjuvant chemotherapy 

The analysis of randomized trials investigating chemotherapy (11 000 patients) 
showed the superiority of adjuvant combination chemotherapy which significantly 
reduced the yearly risk of recurrence (28% ± 3) and death (16% ± 3). Treatment 
proved equally effective irrespective of the lymph node status (N+ or N-). While the 
reduction in the yearly risk of death remained significant in patients 50 to 69 years of 
age, it was approximately 50% less than that observed in premenopausal patients. For 
axillary lymph node-positive patients, prolonged combination chemotherapy (4 to 6 
months) proved more effective than brief perioperative chemotherapy. 

Adjuvant hormone therapy 

The analysis of randomized trials with tamoxifen (30 000 patients) showed that this 
treatment can significantly reduce the yearly risk of recurrence (25% ± 2) and death 
(17% ± 2). Again, treatment was shown to be equally effective irrespective of the 
lymph node status (N+ or N-). The analysis published in 1992 showed that only 
postmenopausal patients derived benefit from this treatment whatever the estrogen 
receptor status (ER+ or ER-). The findings of a very recent analysis (1995) which has 
not yet been published differ appreciably: while adjuvant hormone therapy was found 
to be beneficial in terms of survival in ER+ patients under 50 years of age, this 
positive effect was of little significance for ER- patients over 50 years of age. 
Premenopausal castration significantly decreased the yearly risk of recurrence (26% ±  
6) and death (25% ± 7). However, no comparison can be made between reductions in 
yearly risks obtained with adjuvant chemotherapy and those resulting from adjuvant 
castration. The control curves (untreated groups), which do not coincide, represent 
populations with very different prognoses. 

Adjuvant chemotherapy and hormone therapy 

In patients 50 to 69 years of age, it appears that the benefit in terms of recurrence is 
greater when chemotherapy is combined with tamoxifen than when hormone therapy 
or chemotherapy are used alone. In terms of overall survival, the yearly risk of death 
was reduced in N+ and N- patients, but the absolute gain after 10 years in N+ patients 
was twice that of N- patients. A recent analysis (1995, not yet published) of survival 
rates in patients under 50 years of age found no significant positive effect of 
combining chemotherapy with castration versus chemotherapy alone. 

Although the findings of the meta-analysis are positive and significant, they 
nonetheless remain moderate, showing absolute gains in survival after 10 and 15 years 
consistently less than 10%. These modest results must be improved using different 
approaches, including the contribution of new cytotoxic agents. 
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2 - 2  ANTHRACYCLINES 

2-2-1  Anthracyclines and advanced breast cancer 

The treatment of advanced disease remains palliative whereas the objective 
of adjuvant treatment is to cure. Consequently, the most effective treatment 
of metastatic disease must be provided in an adjuvant setting. 
Anthracyclines are among the most active products in advanced breast 
cancer and of four of the largest trials on the use of these agents in this 
situation, three have shown that the FAC regimens (fluorouracil, 
Adriamycin, cyclophosphamide) are significantly superior to CMF regimens 
(cyclophosphamide, methotrexate, fluorouracil) in terms of response rates, 
time to progression and survival. Bonadonna et al. evaluated the following 
sequential treatment in 42 patients: four cycles of doxorubicin 
(Adriamycin), 75 mg/m2 every three weeks, followed by eight cycles of 
CMF. After four doxorubicin cycles, the response rate was 76% including 
17% complete responses. After CMF, four partial responses and one minor 
response became complete responses. 

2-2-2  Use of anthracyclines in an adjuvant setting  

In view of these data on advanced disease, it would seem logical to use 
anthracyclines in an adjuvant setting. However, many investigators have 
hesitated to take this step because of the risk of cumulative cardiotoxicity 
related to long-term administration of doxorubicin. The maximum 
recommended cumulative dose is 550 mg/m2. The demonstration of a lack 
of benefit from adjuvant treatment for more than six months and the 
availability of epirubicin, which is less cardiotoxic at an equimolar dose 
(recommended cumulative dose: 1000 mg/m2), have changed this situation. 

2-2-3  Trials showing benefit from the use of anthracyclines in an adjuvant 
setting 

•  An initial trial (707 patients) carried out by the NSABP, B 11 (9) 
showed that combining melphalan, fluorouracil, and Adriamycin was 
more effective in so-called “tamoxifen-resistant” patients than the same 
regimen without Adriamycin. 

•  A second trial by the same group (NSABP), B 15 (10) compared four 
cycles of an AC regimen (Adriamycin, 60 mg/m2, cyclophosphamide, 
600 mg/m2, administered in 63 days) with six cycles of CMF. There was 
no significant difference in disease-free survival or overall survival 
between the two regimens. Because of the shorter duration of the AC 
regimen and its lower toxicity, this four-cycle chemotherapy is currently 
the reference treatment for the NSABP. 
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• In a French randomized trial (Misset et al., 1992) (11), a 12-cycle 
AVCF regimen (Adriamycin, vincristine, cyclophosphamide, 
fluorouracil) was compared with a 12-cycle regimen without 
anthracyclines (CMF). After ten years, overall and disease-free survival 
were significantly better in premenopausal patients who received the  
regimen with anthracyclines, but there was no difference between the two 
arms consisting of postmenopausal patients. In premenopausal patients 
who had received an anthracycline, the risk of recurrence within ten 
years was reduced by one-third and the risk of death by one-half. 

• Another trial carried out by Bonadonna et al. (12) was based on the 
limited efficacy of the CMF regimen for patients with more than three 
positive lymph nodes, on the activity of Adriamycin in advanced disease, 
and on the group’s experience with alternating chemotherapies in 
Hodgkin’s disease. For these reasons, two types of regimen each 
involving combinations without cross-resistance were tested, i.e. four 
doxorubicin cycles followed by eight CMF cycles (sequential regimen) 
versus two CMF cycles alternated with one doxorubicin cycle (alternated 
regimen). The results obtained in 403 evaluable patients showed that the 
sequential regimen was superior in terms of both disease-free survival 
(p = 0.002) and overall survival (p = 0.002). This benefit was 
demonstrated in all the subgroups. Median disease-free survival was 
practically doubled, i.e. 86 months in the sequential arm versus 47 
months in the alternated arm. This benefit may in fact be related to the 
sequence rather than the addition of doxorubicin. Four cases of heart 
failure (1%) were reported, two of which were toxicity-related deaths. 

• A trial by “Institut Curie” (13) in premenopausal patients compared an 
MMAC regimen (methotrexate, mitomycin, doxorubicin, 
cyclophosphamide) with an MMFC regimen (methotrexate, mitomycin, 
fluorouracil, cyclophosphamide). A significant increase in survival was 
reported for the doxorubicin group. 

• The International Collaborative Cancer Group (ICCG) recently 
published (14) the results of a phase III randomized trial (759 
premenopausal axillary lymph node-positive patients) comparing CMF l 
versus FEC 1 or CMF 2 versus FEC 2, depending on the participating 
study centers. With a median survival of four years and less, there was a 
significant difference in overall survival (p = 0.02) and disease-free 
survival (p = 0.03) in favor of the group receiving epirubicin (FEC 2). 
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2-2-4  Trials not showing benefit from the use of anthracyclines in an 
adjuvant setting 

• In a study by the NSABP, B 12 (9) performed in “tamoxifen-sensitive” 
patients, the combination of melphalan, fluorouracil, tamoxifen, and 
Adriamycin was not shown to be superior to the same regimen without 
Adriamycin. 

• The Milan group (Moliteri, Bonadonna et al.) (15) compared 12 cycles 
of CMF with 8 cycles of CMF followed by 4 cycles of AV (Adriamycin, 
vincristine) in patients with one to three positive lymph nodes. No 
significant difference was found between the two arms. In fact, the study 
did not show a lack of benefit from doxorubicin itself but rather that 
introducing doxorubicin after eight cycles of CMF was of no value. 

• The Southeastern Cancer Study Group (SECSG) (16) conducted a 
randomized trial in 528 axillary lymph node-positive patients comparing 
six cycles of either CMF or CAF. In this trial, the doses of cytotoxic 
agents were changed in the two arms and in each cycle to obtain identical 
dose intensity. After five years, no significant differences were found 
between the two groups (the benefit obtained with the CAF regimen was 
less than 10%). 

The role of anthracyclines in the adjuvant treatment of advanced disease 
remains a controversial subject. Nevertheless, the latest meta-analysis 
appears to confirm that they may be beneficial. 

2 - 3  TAXANES IN METASTATIC PATIENTS 

The taxanes are a new group of anticancer agents now including two commercially 
available agents, paclitaxel and docetaxel. Taxanes have a novel mechanism of 
cytotoxic action and are the most active antineoplastic agents to become available 
in recent years. 

In phase II trials, among the many types of tumors found to be sensitive to taxanes 
in terms of tumor regression, the highest response rates have been obtained in 
breast cancer, making taxanes the most active anticancer agents in this disease. 
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Paclitaxel 

Paclitaxel has been administered as a single agent to patients with metastatic breast cancer at 
different doses and under varying administration conditions (infusion times). It has also been 
used in populations differing in the number of previous lines of chemotherapy. Objective 
response rates ranged from 18% (150 mg/m2 for 24 h, with three previous lines of 
chemotherapy; Holmes, MDACC) to 62% (250 mg/m2  for 24 h, first- line chemotherapy; 
Reichman, MSKCC) (17-18). The large variability of response rates observed is not 
accidental. It is partly due to the differences in the populations treated, particularly in terms of 
resistance or previous treatments, but also because paclitaxel is highly dependent on the 
administration conditions in heavily pretreated patients, i.e. responses have been obtained 
using prolonged infusion after the failure of other conditions (19). 

The absence of cross-resistance between paclitaxel and anthracyclines was clearly 
demonstrated in these trials (20). Paclitaxel has been studied in combination with many 
cytotoxic agents in various tumors (17,18). In breast cancer, it can be combined with 
vinorelbine in a conventional regimen with or without growth factors, and with high-dose 
alkylators in intensified regimens supported by hematopoietic growth factors. 

The paclitaxel + Adriamycin combination has been investigated in the largest number of trials 
and is the most promising combination (17,18,21). The most important information obtained 
in these trials is as follows: 

•  The effect of the treatment regimen on toxicity remains open to discussion, i.e. in the first 
trial by M.D. Anderson (18), the paclitaxel-doxorubicin sequence was clearly more toxic 
than the opposite sequence studied by the NCI. The sequence with doxorubicin followed 
by paclitaxel then became the recommended order. However, recent information tends to 
put the role of the sequence more in perspective (21).  

•  In women who had never received chemotherapy of any type, the combination of 
paclitaxel and doxorubicin induced heart failure with clinical signs in a large number of 
cases (18%) (21).  

•  The response rates in chemotherapy-naive patients were particularly high, i.e. 94% 
objective responses (CI: 79-99) including 41% showing complete response (CI: 24-59), 
which seems to confirm the potent ial major role of the doxorubicin + taxane combination 
in the treatment of breast cancer. 
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Docetaxel 

Docetaxel, a more recently used semisynthetic analog, is now a major agent in breast cancer. 
Its activity has also been demonstrated in other types of cancer (lung, pancreas, and ENT). Its 
in vitro spectrum of activity is similar to that of paclitaxel. 

Since the docetaxel formulation does not require Cremophor1, the incidence of anaphylactic 
reactions is lower than that of paclitaxel. On the other hand, it has its own toxicities such as 
skin manifestations, edema and serous effusions. The phase I trials investigating different 
treatment schedules (24-h infusion for five consecutive days or weekly) showed that there was 
no significant correlation between the duration of the infusion, efficacy, and bone-marrow 
suppression, resulting in only one recommended regimen: i.e. 100 mg/m2 in a 1-h infusion 
every three weeks as single-agent chemotherapy. Many European and American phase II 
trials using single-agent chemotherapy were rapidly initiated and resulted in two major 
findings: the first was the clear dose-response relationship for docetaxel (40% objective 
response in a Japanese trial with 60 mg/m2, 72% in an initial EORTC trial with 100 mg/m2  
and 53% response in a second trial with 75 mg/m2). The second major finding was the 
significant activity of docetaxel in patients previously resistant to anthracyclines (M.D. 
Anderson: 55% objective response). Taken together, all the phase II trials showed a response 
rate of 58.1% in patients not previously treated and  57.1% in previously treated patients. In 
the same groups, median survival was 15 and 11 months, respectively (22). 

Docetaxel has also been studied in combination with other cytotoxic agents in advanced 
breast cancer, i.e. vinorelbine (23), doxorubicin, Cisplatyl, cyclophosphamide and 
fluorouracil. The various trials suggest that the docetaxel + doxorubicin combination is highly 
effective as first- line chemotherapy in metastatic disease. 

A French phase I trial using this combination for this indication in 42 evaluable patients came 
to the following conclusions: the dose- limiting toxicity is essentially hematologic effects. No 
symptoms of cardiotoxicity were observed. The recommended dose is 75 mg/m2 for docetaxel 
and 50 mg/m2 for doxorubicin. At this dose level, nine out of ten patients showed objective 
response, including five of the six patients with liver metastases and four of the five patients 
with bone metastases (24). 

These encouraging results should prompt the comparison of this combination with more 
conventional regimens involving anthracyclines. 

                                                 
1 a polyethoxylated castor oil vehicle 
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2 - 4  HORMONE THERAPY 

The choice of adjuvant treatment for breast cancer is based on the data from the meta-
analysis of all the randomized trials using hormone therapy, chemotherapy, and 
immunotherapy, which alone provides an overall view of the therapeutic effects (8). 
Suppression of ovarian secretion (castration) improves survival in premenopausal 
patients: the difference in 15-year survival was 10.2% (± 2.7) higher in castrated 
patients (25% relative reduction in yearly mortality). The effect was smaller if 
chemotherapy was used in combination with this treatment, but not significantly. 

The reduction was pronounced and highly significant for axillary lymph node-
positive patients (13 ±  3.6% after 15 years). It was smaller and at the limit of 
significance for patients with negative lymph node status. 
Combination with chemotherapy provided no benefit. Administration of tamoxifen as 
adjuvant treatment improved surviva l to a similar extent as chemotherapy (6.2 and 6.3% 
after ten years, respectively). The benefit was more pronounced in older women and in 
those with higher hormone receptor levels. The results in the literature do not provide 
evidence of interactions between tamoxifen and chemotherapy. In premenopausal 
patients, the benefit of adjuvant treatment is the same whether chemotherapy is 
administered alone or in combination with tamoxifen, and the standard treatment 
remains chemotherapy alone. In postmenopausal patients, the standard treatment is 
tamoxifen. However, the benefit provided by tamoxifen is improved by chemotherapy. 
This result is supported by a large randomized trial (NSABP B-15) which demonstrated 
improved survival for patients receiving combined therapy. Certain theoretical and 
experimental data suggest a possible interaction between anticancer agents and 
tamoxifen administered concomitantly, i.e. antagonism with fluorouracil, 
cyclophosphamide, and melphalan, and synergism with Adriamycin (Osborne, 1994). 
This may explain the unfavorable results obtained with the combination of 
chemotherapy and tamoxifen in certain randomized trials (NSABP: fluorouracil + 
melphalan ± tamoxifen), SWOG (cyclophosphamide, methotrexate, fluorouracil, 
vincristine, prednisone ± tamoxifen) or favorable results in the NSABP trial combining 
Adriamycin and cyclophosphamide ± tamoxifen. Firm conclusions cannot be drawn 
from these results. 

2 - 5  JUSTIFICATION OF THE CHOSEN DOSAGE REGIMEN 

2-5-1  FEC 100 DOSAGE REGIMEN 

The Groupe Français d'Etudes Adjuvantes1 (GFEA) has worked on the use of 
epirubicin in the treatment of breast cancer for several years. Two trials in 
patients with metastatic disease (25, 26) showed equivalent efficacy and lower 
toxicity with equimolar doses of Adriamycin and epirubicin. Raising the 
epirubicin doses to 75 mg/m2 and 100 mg/m2 in the FEC regimen increased the 
response rate and time to progression without prolonging survival (27, 28). 

Adjuvant treatment in premenopausal axillary lymph node-positive patients 
showed better results with three cycles of FEC 75 than with three cycles of 
FEC 50, but significantly poorer results than with six cycles of FEC 50 (GFEA 
01, 29). More recently, trial GFEA 05 compared six cycles of FEC 50 with six 

                                                 
1 French Adjuvant Trial Group 



Page 16 of 81 

Translated from the French by Aventis Pharma Translation Services under No. TRAVENTIS 645 

cycles of FEC 100. The patients were under 65 years of age with more than four 
involved lymph nodes, or one to three involved lymph nodes but with negative 
hormone receptors and a histological grade of 2 or 3. Tamoxifen was given to all 
the postmenopausal patients for three years. Five hundred sixty-five women 
were enrolled over 37 months, of whom 497 were both eligible and evaluable 
(30). The first interim analysis, corresponding to a median follow-up of 30 
months, demonstrated the following points: 

•  The dose intensity received was 94.1% and 92.2% with FEC 50 and FEC 100, 
respectively (NS). 

•  The incidence of grade 3 and 4 neutropenia was 9.6% and 1.2%, respectively, 
with FEC 50 and 16.1% and 8.0% with FEC 100 (p =  0.001). Cumulative 
incidences of grade 3 and 4 neutropenia ranged from 4.5% in cycle l to 10.3% 
in cycle 4. 

•  The incidence of grade 3 infection was 0% with FEC 50 and 3% with 
FEC 100. No deaths occurred during the trial. 

•  FEC 100 was found to be more toxic in terms of nausea and vomiting, 
stomatitis, and alopecia. Two patients in the FEC 50 arm experienced grade l 
cardiotoxicity and three patients in the FEC 100 arm, including one with 
grade 2 toxicity. 

•  The rates of relapse and death were 32% and 15.6%, respectively, with 
FEC 50 and 22% and 12.5% with FEC 100. Three-year disease-free survival 
was 62.1% with FEC 50 and 70.5% with FEC 100 (p = 0.02). 

Currently, and with all the reservations associated with short-term interim 
analyses, the experience of this group logically indicates 6 cycles of FEC 100 as 
the reference treatment. 

2-5-2  FEC-T1 

A trial involving a combination of epirubicin (E) and docetaxel (T) was 
originally intended. A phase I/II trial with this combination has recently shown 
major hematological toxicity both in the short term and cumulatively 
(unpublished data). Preliminary data obtained at a dose level of 75 mg/m² for the 
Taxotere + epirubicin combination do not currently support the use of this 
regimen in a phase III adjuvant trial. The same is true for the combination 
regimen using a 75 mg/m²  dose of Taxotere and a 90 mg/m² dose of epirubicin. 

Thus, a sequential T-FEC regimen is required: 

•  The toxic profile of docetaxel used as single-agent chemotherapy at 100 
mg/m2 in metastatic disease is well known. The dose-limiting toxicity is 
hematologic effects. Grade 3 and 4 neutropenia was found in 56.4% of the 
cycles and 76.4% of the patients. However, episodes of severe infection were 
rare (1.4% of the cycles) and the incidence of toxicity-related deaths was 
1.7% (including the compassionate-use trial involving nearly 1000 patients). 

                                                 
1 FEC-T: Fluorouracil, epirubicin and cyclophosphamide combination + Taxotere (i.e. docetaxel) 



Page 17 of 81 

Translated from the French by Aventis Pharma Translation Services under No. TRAVENTIS 645 

The risk of allergy was well managed with corticosteroids alone. Under 
corticosteroid therapy, fluid retention only occurred with corticoids starting at a 
median received dose of 400 mg/m2. Using 300 mg/m2, less than 5% of the 
patients experienced this toxicity. 

• The treatment schedule therefore must be based on the following findings: 
- Responses to docetaxel in metastatic disease occur both in patients 

sensitive and refractory to anthracyclines. 
- MDR resistance is not considered to be a usual mechanism of docetaxel 

failure. 
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3 - TRIAL OBJECTIVES 

Primary  - to evaluate the effect of docetaxel in an adjuvant setting on five-year 
disease-free survival in women with early breast cancer and positive 
axillary lymph nodes. 

Secondary  - to evaluate the impact on survival,  
- to evaluate the different components of disease-free survival, 
- to study the safety of this treatment versus conventional therapy,  
- to evaluate the relationship of cost-effectiveness and quality of life,  
- to assess the prognostic and predictive factors of treatment efficacy. 

 
4 – DEFINITION OF DISEASE / SELECTION OF PATIENTS 

4 - 1  DEFINITION OF DISEASE 

The study will focus on early breast cancer with positive axillary lymph nodes, first 
treated by definitive complete surgery. 

4 - 2  INCLUSION CRITERIA 

All the following conditions must be satisfied: 

-  Confirmed axillary lymph node involvement (N>1)  
- women over 18 and under 65 years of age  
-  patients with a performance status < 2 on the WHO scale 
-  histologically confirmed unilateral adenocarcinoma of the breast (of any 

type)  
-  initial clinical presentation allowing definitive complete surgery  
-  absence of clinically or radiologically detectable metastases  
-  satisfactory initial surgical excision 
-  homolateral axillary lymph node dissection with at least five dissected 

lymph nodes 
-  initiation of chemotherapy before day 28 (day 42 in the event of 

reoperation) 
-  patient’s written informed consent. 
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4 - 3  EXCLUSION CRITERIA 

The patient will be excluded from the study if any of the following criteria is 
satisfied: 

-  Metastasis of any kind (including a homolateral supraclavicular 
lymph node)  

-  pregnant women or women of childbearing potential not using adequate 
contraception, 

-  any tumor graded ≥  T4a (UICC staging system 1987), i.e. cutaneous 
involvement, deep adhesion, inflammatory breast, 

-  any chemotherapy, hormone therapy, or radiotherapy prior to surgery, 
-  tumor residue present (insufficient resection of in situ or invasive 

carcinoma).  
-  any unexplored, suspect clinical or radiological lesion of the contralateral 

breast.  
-  history of invasive cancer of the breast or elsewhere (except for cervical 

carcinoma in situ and basal cell carcinoma of the skin)  
-  contraindication to anthracyclines (LVEF determined by radionuclide scan 

or  echocardiographic findings below the normal limits for the center) 

-  neutrophil count <  2 ×  109/1 or platelets < 100 x 109/1  
-  abnormal liver function tests:  

transaminases > 1.5 ×  ULN and alkaline phosphatase > 2.5 ×  ULN  
or 
total bilirubin > ULN 

-  confirmed chronic hepatitis B or C, positive HIV test  
-  chronic physical or mental disease that could be detrimental to treatment or 

affect patient compliance, 
-  patients who, for family, social, geographic, or psychological reasons, 

cannot be adequately followed up. 
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5 - BASELINE ASSESSMENT 

5 -1 CLINICAL 

•  History of the disease  
•  Evaluation of performance status (WHO index)  
•  Complete physical examination 

5-2  LABORATORY 

• Complete blood count, platelet count 
•  Liver function tests: transaminases, alkaline phosphatase, total bilirubin 
•  Serum creatinine, fasting serum glucose, serum calcium. 

5-3  ADDITIONAL TESTS 

•  Left VEF using radionuclide scan or echocardiography  
•  Mammography of contralateral breast (if not performed before surgery)  
•  Chest X-ray 
•  Liver ultrasonography  
•  Bone scan (with centered images in the event of high uptake) 

5 - 4  OBLIGATORY HISTOPATHOLOGY (see appendices)  

The report will be appended to the case report form: 

•  Size, type, and staging (SBR1) of the tumor  
•  Quality of the excision, appearance of surgical margins  
•  Presence of carcinoma in situ  
•  Vascular or lymphatic emboli  
•  Number of dissected and positive lymph nodes   
•  Presence of capsule rupture 
•  Estrogen and progesterone receptor assay (biochemical and immunohisto-

chemical assays are acceptable). 

IT IS ADVISABLE TO STORE A TUMOR SAMPLE AND A SERUM 
ALIQUOT IN LIQUID NITROGEN (these samples will be used in the additional 
studies on prognostic factors). 

                                                 
1 Scarff, Bloom, and Richardson classification 
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5 - 5  SURGICAL OPTIONS 

Surgical treatment will depend on clinical criteria. Conservative surgery or 
mastectomy is the surgeon’s choice, but the operation must not leave infiltrating or 
intraductal residue on the surgical margins, or microcalcifications, or any other 
suspicious lesions visible on the reference  mammography. If possible, lymph node 
dissection should be carried out simultaneously to avoid delaying the initiation of 
adjuvant treatment. 

If the surgical margins are positive, reoperation is acceptable as soon as possible to 
avoid delaying the initiation of chemotherapy. 

In any event, no residual lesion should remain when adjuvant chemotherapy is 
instituted (see Section 4-3). 
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6 - STUDY CONDUCT 

This is a randomized multicenter open- label phase III trial in which all the therapeutic 
phases are predefined, obligatory, and specified in the present document. The trial will 
compare conventional chemotherapy involving six cycles of FEC 100 with a sequential 
treatment involving three cycles of FEC 100 and three cycles of docetaxel (Taxotere). 

6-1  ENROLMENT IN THE TRIAL 

Once the patient has been considered eligible, she will be informed of the study 
conditions and must give her informed consent in writing before the first cycle of 
chemotherapy. Enrolment in the trial will be effective starting on the randomization 
date. An inclusion number will be attributed after informed consent is obtained. 

6-2  RANDOMIZATION 

Randomization will take place after all the inclusion and exclusion criteria have 
been verified. 

It will be done by telephone or fax: 

•  at 01 45 83 93 94 until 31 December 1997  
•  at 01 44 23 04 69 starting on 1 January 1998  

Office hours: 9 a.m. to 5 p.m. Monday to Friday. The following basic information 
will be requested:  
• Name of the center and physician in charge  
•  Patient’s initials, age, and record number  
•  Number of positive lymph nodes  
•  Dates of surgery and informed consent (photocopy required: name blacked out, 

initials) 

Randomization and the chosen therapeutic option will be confirmed by fax. 

Randomization will be stratified:  
- by center  
- according to age (≥ or < 50 years of age)  
- according to the number of positive lymph nodes (1 to 3, > 3) between: 

ARM A:  SIX CYCLES OF FEC 100 

ARM B:  THREE CYCLES OF FEC 100  
 then THREE CYCLES OF DOCETAXEL 100 
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6-3 TREATMENT 

• Six (6) cycles of chemotherapy will be administered at three-week intervals. 
• The first treatment will be given no later than postoperative day 28.  
• The doses and treatment regimens are as follows: 
 
TREATMENT A:  
FLUOROURACIL: 500 mg/m2 
EPIRUBICIN: 100 mg/m2 
CYCLOPHOSPHAMIDE :  500 mg/m2  

 
TREATMENT B: 
 

 

3 CYCLES OF  
FLUOROURACIL: 500 mg/m2 
EPIRUBICIN: 100 mg/m2 
CYCLOPHOSPHAMIDE: 500 mg/m2 

 
THEN 3 CYCLES OF  
DOCETAXEL: 100 mg/m2 

(for premedication and corticosteroid therapy, see Section 6-4-2) 

 
6 - 4  TREATMENT SCHEDULES 

6-4-1 FEC 100 regimen 

The anticancer agents will be administered by slow i.v. injection via 
infusion tubing delivery 5% dextrose solution at a high flow rate. 

6-4-2 Docetaxel regimen 

The infusion will be given via the strict i.v. route for l hour every three 
weeks. The use of cold caps is voluntary. Premedication is routinely 
administered starting with the first cycle and in all the subsequent cycles 
with: 

-  Prednisolone (Solupred®) 60 mg orally at -12 h, -3 h, and - l h, i.e. on the 
previous evening, in the morning and one hour before the docetaxel 
infusion, and then 60 mg every 12 hours on the following two days (+12 
h, +24 h, +36 h), i.e. a total of six doses. 

OR  

-  Methylprednisolone (Medrol®) 48 mg each time according to the same 
conditions as above. 
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6 - 5 CONDITIONS FOR CONTINUING CHEMOTHERAPY 

6-5-1 In each cycle 

The treatment is administered every 21 days if the neutrophil count is 
> 1.5 × 109/l and platelet count > 100 × 109/l. 
On each day 21 in the cycles, a complete blood count and liver function 
tests (transaminases, total bilirubin, alkaline phosphatase) will be carried 
out. 

6-5-2 Planned changes 

In the event of bone marrow suppression: 

On day 21, if the neutrophil count is < 1.5 × 109/l or platelet count < 100 ×  
109/l, the treatment will be delayed for eight days and resumed with co-
administration of filgrastim at a dose of 5 µg/kg in all the remaining cycles. 
In arm B, the full docetaxel dose will always be given in the first cycle. 

On day 28, if the neutrophil or platelet count precludes treatment, the patient 
will be withdrawn from the study. 

In the event of bone marrow aplasia with fever:  

Definition: fever > 38°5 in a period of bone marrow hypoplasia 
(granulocytes < 0.5 × 109/l) requiring antibiotic therapy or lasting more 
than 24 h. The treatment will be continued at the same doses but with 
concomitant administration of filgrastim in all the remaining cycles. 

If another episode of fever occurs despite filgrastim treatment, the doses of 
all the products must be decreased by 25% for all the remaining cycles. If 
this problem occurs in arm B before the docetaxel cycles, docetaxel must be 
initiated at the full dose without administration of filgrastim. 

In the event of liver toxicity: 

•  transaminases > 1.5 × ULN and alkaline phosphatase > 2.5 × ULN  

the docetaxel dose will be reduced to 75 mg/m2 

•  total bilirubin > ULN and/or transaminase > 3.5 × ULN + alkaline 
phosphatase > 6 × ULN 

docetaxel will be discontinued. 
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6 - 6 CAUSES FOR DISCONTINUING THERAPY 

•  disease progression (the physician is free to propose any option that could be 
beneficial to the patient), 

•  toxicity contraindicating the continuation of the treatment plan, 

•  clinically evident cardiotoxicity at any time, i.e.:  
- clinically evident heart failure or coronary insufficiency 
- Echocardiography showing left ventricular hypertrophy 
- LVEF below the normal limit for the center or increased by more than 20%, 

•  sodium and water retention with weight gain (clinician’s assessment), 

 •  patient refusal.  

6 - 7 CONCOMITANT TREATMENTS 

• Prescriptions of non-antineoplastic agents should be noted in the case report 
form. 

• The use of filgrastim is only acceptable in the event of febrile neutropenia or 
hemotoxicity impeding compliance with therapy (Section 6-4) in all the 
remaining cycles. 

• All postmenopausal patients with a tumor expressing hormone receptors 
will receive 20 mg/day of tamoxifen for five years depending on the 
clinician’s routine practices. If the hormone receptor status is negative, 
hormone therapy will be left to the clinician’s discretion, but the option 
chosen will be applied to both treatment arms and to all patients 
throughout the trial. Tamoxifen treatment will be instituted in the last cycle 
of chemotherapy. 

The postmenopausal status will be that observed before chemotherapy is 
initiated. 

Corticoids are acceptable as antiemetics and as concomitant therapy before and 
after the docetaxel injections. 

6 - 8 END OF ADJUVANT TREATMENT 

• Radiotherapy will be initiated within four weeks following the last cycle of 
chemotherapy. It is mandatory in patients who have had conservative breast 
surgery. Irradiation of the internal mammary and supraclavicular nodes and 
chest wall (after mastectomy) is recommended. The choice of these indications 
will be retained throughout the trial for all patients in the center. External beam 
therapy will not be performed on the axillary nodes. 

• The LVEF will be routinely measured in all patients before radiotherapy is 
initiated. 

• Postmenopausal patients scheduled to receive tamoxifen should undergo a complete 
gynecological examination and pelvic ultrasonography (endovaginal if possible). 
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7 - POST-TREATMENT FOLLOW-UP 

7 - 1  FOLLOW-UP FREQUENCY AND EXAMINATIONS 

• physical examination every four months in the first two years, and then every six 
months for the following three years, 

• annually: mammography, chest X-ray, liver ultrasound and bone scan will be 
performed annually for five years. 

THE FIRST COMPLETE ASSESSMENT WILL BE CARRIED OUT ONE 
YEAR AFTER THE INITIAL SURGERY AND THEN ANNUALLY FOR 
FIVE YEARS. 

7 - 2  MONITORING OF TOXICITY 

• LVEF will be measured before the beginning of radiotherapy  

• LVEF will be measured after one year and five years. 

7 - 3  EVENTS 

• Any relapse must be reported within one month after its diagnosis. The type of 
treatment is left to the clinician’s discretion. 

• An isolated elevation of CA-15.3 will not be counted as a relapse. 

• Any deaths during the active treatment phase must also be rapidly reported, 
along with as much information on its cause as possible. 

The following will be considered as treatment failures:  

• any local relapse in the conserved breast or chest wall after mastectomy,  

• any distant secondary site (confirmed if single instance),  

•  any specific lymph node involvement adjacent to the treated breast,  

•  any cancer in the contralateral breast (unless in situ), 

• any death attributable to a neoplastic cause, 

• any toxicity-related death. 
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8 - STATISTICAL CONSIDERATIONS 

8 - 1  EVALUATION CRITERIA 

The survival of eligible patients is calculated from the randomization date. Disease-
free survival (DFS) is calculated from the randomization date to the date of 
recurrence. 

Unexplained deaths and patients lost to follow-up will be counted as disease 
progression. 

8 - 2  REQUIRED SAMPLE SIZE 

To show a gain of 7.5% in five-year DFS (65% in the reference arm vs 72.5%, 
corresponding to a relative risk of 0.75), 1600 patients will be needed to ensure 
that the power of the test is at least 90% (ß = 10%), assuming a two-sided situation 
and accepting a significance level of 5% (see Freedman, Stat in Med 1982). 

8 - 3  INTERIM ANALYSES 

Three interim analyses are planned: 

• The purpose of the first two analyses will be to study the toxicity of the 
FEC/docetaxel combination and make sure that it remains acceptable. 

The first analysis will be carried out when the first 400 patients included in the 
trial have completed their adjuvant treatment, i.e. approximately nine months 
after the beginning of the study. 

The second analysis will be performed when 800 patients have finished their 
therapy. 

Any serious decisions concerning the trial will be submitted to a committee of 
independent experts. 

• A third interim analysis will be done two years after the end of enrolment. This 
analysis will compare treatment efficacy in both regimens. 

To avoid penalizing the final analysis, the superiority of one of the treatments will 
only be accepted if the difference in favor of one of them is significant at a l°/oo  
level (Peto, BJC, 1976). Thus, the initially accepted significance level of 5% would 
remain practically unchanged in the final analysis. 
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8 - 4  FINAL ANALYSIS 

• The trial will be subjected to intent-to-treat analysis five years after the date of 
the last inclusion. 

• A secondary analysis will also be carried out on the subset of patients who did 
not experience toxicities justifying discontinuation of treatment during the first 
three cycles of FEC 100 (common to both arms). 

8 - 5  STATISTICAL TESTS  

The log-rank test will be used to compare the distribution of survival rates. 

The Cox model will be used to fit the treatment effect, taking into account the 
major prognostic factors (age, tumor size, lymph node involvement, histological 
grade, hormone receptor status). The relative risks (group A vs group B) will be 
expressed with a confidence interval of 95%, before and after fitting. 
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9 - STUDY ORGANIZATION 

9 -1  SPONSOR  

The sponsor, in terms of the Huriet law, will be the Fédération Nationale des 
Centres de Lutte Contre le Cancer (French National Federation of Cancer 
Treatment Centers). 

9 - 2  REGULATORY ASPECTS 

The trial will be carried out in compliance with the Declaration of Helsinki, 
European GCP requirements, the French law dated 20 Dec. 1988 (Appendices 1, 2, 
and 3), and the recommendations of the CNIL1. 

Suitable insurance covering the risks has been taken out by the sponsor. 

In compliance with the French law dated 12 Dec. 1988, this protocol was submitted 
to the Ethics Committee/Institutional Review Board in the district of the study 
coordinator (Toulouse, France). 

The written approval of this protocol will be provided to each investigator listed in 
the appendices. 

Patients included in the trial must sign the written consent form at the end of the 
patient information leaflet (Appendix 3). 

The trial and the list of investigators will be declared to the French Medicines 
Agency. 

9 - 3  ORGANIZATION  

A study steering committee will be in charge of supervising the trial. 

It will check the validity of recorded data, the management of cases posing 
problems, and the veracity of the conclusions drawn from the trial. It also has the 
role of informing the sponsor, the EC/IRB, the co-investigators and co-sponsors on 
the progress of the trial and its conclusions. 

The investigating centers will be represented by a responsible local physician, to 
whom all information must be communicated and who will collect information. 
The local representatives are responsible for managing patient records, for protocol 
compliance and for correct drug supply. The participation of a clinical research 
technician (CRT) is highly desirable. An implementation visit will take place when 
the trial is initiated at the center. 

Central office: this is the responsibility of the study steering committee. It will be in 
charge of randomization, data collection, and practical trial management. 

                                                 
1 Commission Nationale de l'Informatique et des Libertés - French National Data Processing and Civil Liberties 
Committee 
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9-4  DATA COLLECTION 

Data will be recorded in a case report form specific to the trial. Detachable 
duplicates of each page will be forwarded to the central office as the tria l 
progresses. 

A Clinical Research Assistant (CRA) will visit each trial center at least twice a year 
throughout the inclusion period. The CRA along with the investigator will verify 
the data in the source documents. The interpretation of certain facts and toxicities 
will be reviewed with the Clinical Research Monitor and possibly submitted to the 
steering committee for arbitration. 

One of the trial monitors will make three annual visits to the center during the 
inclusion period and then twice a year during the follow-up period (10 years). 

9 - 5  REPORTING SERIOUS ADVERSE EVENTS 

 Definition of serious adverse events:  
• fatal or life-threatening events (all grade 4 toxicities, or deaths) 
• events that require hospitalization or prolong existing hospitalization, 
• events that result in a disabling handicap, 
• events that suggest a significant risk, a contraindication, or improper use, 
• events that induce a congenital abnormality, cancer, or overdose. 

If a serious adverse event occurs during the trial or within 30 days following the 
end of treatment, the investigator must report it to the randomization center by fax 
or telephone within 24 hours (01 45 83 93 94). The investigator must also fill in a 
serious adverse event report form, which is at the end of the case report form, and 
forward it to the sponsor within three days following notification.  

The sponsor is responsible for reporting all safety information to the local 
regulatory authorities. The investigator must therefore rapidly report any serious 
adverse event to the sponsor to assure compliance with these legal obligations. 

9 - 6 CONFIDENTIALITY 

The investigator must make sure that the anonymity of the patients is protected. On 
all documents (including case report forms) submitted to the FNCLCC1, the 
patients must only be mentioned by an identification code and not by name or 
hospital number. 

The investigator must keep an independent record with the patient codes and their 
names and addresses. The investigator must keep these documents strictly 
confidential. 

                                                 
1 French National Federation of Cancer Centers 
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10 - PUBLICATION OF RESULTS 

Publications will be submitted on behalf of the group, and all investigators and centers 
will be mentioned in the appendix with the number of inclusions. Publication policy 
will be discussed by the Steering Committee. 

The order in communications will depend on the number of evaluable patients in the 
study program and the role played during the trial. Centers with an ineligibility rate of 
more than 20% will be excluded from the study. 

 

11 - ADDITIONAL STUDIES 

• COST-EFFECTIVENESS  

• INVESTIGATION OF PROGNOSTIC FACTORS 

The histological specimens will be stored and examined by a panel of experts. 
Frozen tumor specimens will be stored for a selective retrospective study. 
Aliquots of cytapheresis and serum will also be stored. 

• QUALITY OF LIFE 
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fluorouracil, doxorubicin and cyclophosphamide in advanced breast cancer an 
Italian multicentre trial.  
J. Clin. Oncol, 1988 ; 6 : 976 -982 

27-  FRENCH EPIRUBICIN STUDY GROUP 

A prospective randomized trial comparing Epirubicin single-agent chemotherapy to 
two Fluorouracil, Cyclophosphamide, and epirubicin regimens differing in 
Epirubicin dose in advanced breast cancer patients. 
J.Clin.Oncol. ,1991, 9 : 305-313 
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28-  P. BASTIT, B. CHEVALLIER, H. ROCHE et al. 

Epirubicin dose and schedule dependency in 3 FEC first line regimens in metastatic 
breast cancer. Early report  
Am. Soc. Clin. Oncol., 1994, abst. 71 

29-  A. BREMONT, P. KERBRAT, P. FUMOLEAU et al. 

Five year follow-up results of a randomized trial testing the role of the dose-
intensity and duration of chemotherapy in node-positive pre-menopausal breast 
cancer patients.  
Am. Soc. Clin. Oncol., 1996, abst.119 

30-  J. BONNETERRE, H. ROCHE, A. BREMOND et al. 

A randomized trial of adjuvant chemotherapy with FEC 50 vs FEC 100 for node 
positive operable breast cancer. Early report.  
Am. Soc. Clin. Oncol., 1996, abst. 82 
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13-1 LEGAL ENVIRONMENT 

 

• HURIET LAW 

• HELSINKI DECLARATION 
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• HURIET LAW No. 88-1138 dated 20 December 1988 :  
 

Official French legal and regulatory provisions regarding the protection 
of persons involved in biomedical research (see full French text of the 
law on the following pages). 
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French text of Huriet Law 
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• DECLARATION OF HELSINKI  
 

1- English version of the Declaration of Helsinki adopted by the 18th 
World Medical Assembly, Helsinki, Finland, June 1964 and as revised 
by the 29th World Medical Assembly, Tokyo, Japan, October 1975 

 
2- Extracts of French text of the Declaration of Helsinki included in 

French version of PACS01 study protocol.  
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DECLARATION OF HELSINKI 
 

Recommendations guiding medical doctors 
in biomedical research involving human subjects 

 
 

Adopted by the 18th World Medical Assembly, Helsinki, Finland, June 1964 
and as revised by the 29th World Medical Assembly, Tokyo, Japan, October 1975 

 
 
 

INTRODUCTION 
 
 
It is the mission of the medical doctor to safeguard the health of the people. His or her knowledge and 
conscience are dedicated to the fulfillment of this mission. 
 
The Declaration of Geneva of the World Medical Association binds the doctor with the words: "The health of 
my patient will be my first consideration," and the International Code of Medical Ethics declares that, "Any act 
or advice which could weaken physical or mental resistance of a human being may be used only in his interest."  
 
The purpose of biomedical research involving human subjects must be to improve diagnostic, 
therapeutic and prophylactic procedures and the understanding of the aetiology and pathogenesis of 
disease. 
 
In current medical practice most diagnostic, therapeutic or prophylactic procedures involve hazards. This applies 
a fortiori to biomedical research. 
 
Medical progress is based on research which ultimately must rest in part on exp erimentation involving human 
subjects. 
 
In the field of biomedical research a fundamental distinction must be recognized between medical research in 
which the aim is essentially diagnostic or therapeutic for a patient, and medical research, the essential object of 
which is purely scientific and without direct diagnostic or therapeutic value to the person subjected to the 
research. 
 
Special caution must be exercised in the conduct of research which may affect the environment, and the welfare 
of animals used for research must be respected. 
 
Because it is essential that the results of laboratory experiments be applied to human beings to further scientific 
knowledge and to help suffering humanity, The World Medical Association has prepared the following 
recommendations as a guide to every doctor in biomedical research involving human subjects. They should be 
kept under review in the future. It must be stressed that the standards as drafted are only a guide to physicians all 
over the world. Doctors are not relieved from criminal, civil and ethical responsibilities under the laws of their 
own countries. 
 
 

I. BASIC PRINCIPLES 
 

1.  Biomedical research involving human subjects must conform to generally accepted scientific principles 
and should be based on adequately performed laboratory and animal experimentation and on a thorough 
knowledge of the scientific literature. 

 
2.  The design and performance of each experimental procedure involving human subjects should be clearly 

formulated in an experimental protocol which should be transmitted to a specially appointed independent 
committee for consideration, comment and guidance. 

 
3.  Biomedical research involving human subjects should be conducted only by scientifically qualified 

persons and under the supervision of a clinically competent medical person. The responsibility for the 
human subject must always rest with a medically qualified person and never rest on the subject of the 
research, even though the subject has given his or her consent. 
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4.  Biomedical research involving human subjects cannot legitimately be carried out unless the importance of 
the objective is in proportion to the inherent risk to the subject. 

 
5.  Every biomedical research project involving human subjects should be preceded by careful assessment of 

predictable risks in comparison with foreseeable benefits to the subject or to others. Concern for the 
interests of the subject must always prevail over the interests of science and society. 

 
6.  The right of the research subject to safeguard his or her integrity must always be respected. Every 

precaution should be taken to respect the privacy of the subject and to minimize the impact of the study 
on the subject's physical and mental integrity and on the personality of the subject. 

 
7.  Doctors should abstain from engaging in research projects involving human subjects unless they are 

satisfied that the hazards involved are believed to be predictable. Doctors should cease any investigation 
if the hazards are found to outweigh the potential benefits. 

 
8.  In publication of the results of his or her research, the doctor is obliged to preserve the accuracy of the 

results. Reports of experimentation not in accordance with the principles laid down in this Declaration 
should not be accepted for publication. 

 
9.  In any research on human beings, each potential subject must be adequately informed of the aims, 

methods, anticipated benefits and potential hazards of the study and the discomfort it may entail. He or 
she should be informed that he or she is at liberty to abstain from participation in the study and that he or 
she is free to withdraw his or her consent to participation at any time. The doctor should then obtain the 
subject's freely-given informed consent, preferably in writing. 

 
10.  When obtaining informed consent for the research project the doctor should be particularly cautious if the 

subject is in a dependent relationship to him or her or may consent under duress. In that case the informed 
consent should be obtained by a doctor who is not engaged in the investigation and who is completely 
independent of this official relationship. 

 
11.  In case of legal incompetence, informed consent should be obtained from the legal guardian in 

accordance with national legislation. Where physical or mental incapacity makes it impossible to obtain 
informed consent, or when the subject is a minor, permission from the responsible relative replaces that of 
the subject in accordance with national legislation. 

 
12.  The research protocol should always contain a statement of the ethical considerations involved and should 

indicate that the principles enunciated in the present Declaration are complied with. 
 

II. MEDICAL RESEARCH COMBINED WITH PROFESSIONAL CARE 
(Clinical Research) 

 
1. In the treatment of the sick person, the doctor must be free to use a new diagnostic and therapeutic 

measure, if in his or her judgment it offers hope of saving life, reestablishing health or alleviating 
suffering. 

 
2.  The potential benefits, hazards and discomfort of a new method should be weighed against the advantages 

of the best current diagnostic and therapeutic methods. 
 
3.  In any medical study, every patient - including those of a control group, if any - should be assured of the 

best proven diagnostic and therapeutic method. 
 
4.  The refusal of the patient to participate in a study must never interfere with the doctor-patient 

relationship.  
 
5.  If the doctor considers it essential not to obtain informed consent, the specific reasons for this proposal 

should be stated in the experimental protocol for transmission to the independent committee (I, 2). 
 
6.  The doctor can combine medical research with professional care, the objective being the acquisition of 

new medical knowledge, only to the extent that medical research is justified by its potential diagnostic or 
therapeutic value for the patient. 
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III. NON-THERAPEUTIC BIOMEDICAL RESEARCH INVOLVING HUMAN SUBJECTS (Non-
Clinical Biomedical Research) 

 
1.  In the purely scientific application of medical research carried out on a human being, it is the duty of the 

doctor to remain the protector of the life and health of that person on whom biomedical research is being 
carried out. 

 
2.  The subjects should be volunteers - either healthy persons or patients for whom the experimental design is 

not related to the patient's illness. 
 
3.  The investigator or the investigating team should discontinue the research if in his/her or their judgment it 

may, if continued, be harmful to the individual. 
 
4.  In research on man, the interest of science and society should never take precedence over considerations 

related to the wellbeing of the subject. 
 

♣ ♣ ♣ 
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13-2 INSURANCE CERTIFICATE 
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GLOBAL RISKS 

 

INSURANCE CERTIFICATE  

CIVIL LIABILITY 

SPONSOR OF BIOMEDICAL RESEARCH 

• • • 

We the undersigned, Axa Global Risks S.A, with headquarters at 26 rue Drouot, Paris 
9th District, France, 

certify that the insured party: 

-  LA FEDERATION NATIONALE DES CENTRES DE LUTTE CONTRE LE CANCER 
 101 RUE DE TOLBIAC  
 75854 PARIS CEDEX 13 (FRANCE) 

has subscribed to an annual Civil Liability contract under the number 162.000.910, in 
compliance with French legal and regulatory provisions concerning biomedical research, 
specifically the provisions of law No. 88.1138 dated 20 Dec. 1988, modified by law No. 90-
86 dated 23 Jan. 1990, law No. 94.630 dated 25 July 1994, and decree No. 91.440 dated 14 
May 1991. 

EXACT NAME OF THE INSURED RESEARCH: 

A Phase III Study Evaluating The Benefit Of Docetaxel Given Sequentially With FEC 100 
Chemotherapy Treatment In Axillary Lymph Node-Positive Early Breast Cancer Patients 

PROTOCOL No. 97001/PHASE 3/NUMBER OF SUBJECTS 1600/ 
DURATION OF TRIAL: three years from February 1997 to February 2000 

The guarantee is in compliance with the insurance obligation established by the legal texts 
mentioned above, Article L 209-7, to guarantee the financial consequences of the liability to 
protect persons subjected to biomedical research, which is the sponsor’s responsibility in 
terms of both the sponsor’s own liability and that of the investigators. 

THE PRESENT CERTIFICATE DOES NOT COMMIT AXA GLOBAL RISKS S.A. 
BEYOND THE LIMITS AND TERMS OF THE CONTRACT TO WHICH IT 
REFERS. 

PARIS, 23  JANUARY 1997  
[AXA Global Risks company stamp] 
FOR THE COMPANY 

26 rue Drouot - 75426 Paris Cedex 09, Telephone: +33 1 55 33 80 00, Fax +33 1 55 33 81 00 
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REVIEW BOARD APPROVAL 
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COMITÉ CONSULTATIF de PROTECTION des PERSONNES dans la RECHERCHE BIOMÉDICALE  
TOULOUSE l (Toulouse I Ethics Committee) 

Secretary: Ms. Fourtané - Finance and Budget Division - Hôtel Dieu - 31052 Toulouse (France) 
Tel.: 05 61 77 83 56 - Fax: 05 61 77 84 11 

Dr. Roché  
Centre Claudius Regaud 

La Grave (France) 

Toulouse, 18 February 1997 

Dear Sir, 

In its meeting on 17 February 1997, the Ethics Committee/IRB of Toulouse I examined the 
research project you submitted as coordinating investigator, entitled: 

A Phase III Study Evaluating The Benefit Of Docetaxel Given Sequentially With FEC 100 
Chemotherapy Treatment In Axillary Lymph Node -Positive Early Breast Cancer Patients  -  
Protocol No. 97001 

sponsored by the Fédération Nationale des Centres de Lutte contre le Cancer (French National 
Federation of Cancer Treatment Centers) 

Members present: Ms. Blaes, Mr. Bugat, Mr. Doyon, Mr. Marc-Vergnes (Group 1), Ms. Goeury, 
Mr. Houin (Group 3), Ms. Ricci (Group 6) 

Also present at the meeting as substitutes: Ms. Mihura (Group 1) and Ms. E. Fourtane, medical 
secretary of the Ethics Committee. 

After hearing the rapporteur, examining the documents, and discussing your project, the Ethics 
Committee analyzed your dossier as follows: 

1) The objectives of your research are well defined and supported. 

2) The means implemented to achieve these objectives are described with adequate precision and 
appear to be well-adapted to solving the problem considered. However, the list of centers participating 
in this multicenter trial and the investigators’ names and curricula vitae are not enclosed in the 
documentation. 

3) The foreseeable risks and constraints imposed are not out of proportion with the expected benefits:  
3-1. These benefits are important enough on an individual basis to qualify your research as a trial 

with direct individual benefit.  
3.2. The foreseeable risks do not differ from those usually related to this disease.  
3.3 There are no constraints other than those currently required in the management of this type of 

disease. 

 

 

 

Ethics Committee/IRB -Toulouse I:  File  No. 1-97-13:   18 Feb. 1997  -  Opinion l:   p. l 
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4) The patient information leaflet and informed consent form call for slight changes: 

- Patient information:  
. The term "randomization" could be replaced either with "drawing lots" or "randomly"  
. The first paragraph on the second page should mention that in addition to the samples stored 

for health care purposes, a portion will be stored, with the patient’s consent, for research purposes 
whenever this is possible.  

. The Ethics Committee/IRB consulted is the Ethics Committee/IRB of Toulouse I,  

. The law on data processing and civil liberties has been modified by the law dated July 1, 
1994*. 

. It should be mentioned that the sponsor has taken out insurance to cover all liability in the 
event of damages related to the trial. 

 - In the informed consent form, it should be noted that the Ethics Committee/IRB consulted us the 
Ethics Committee/IRB of Toulouse I. 

Consequently, while giving our:  

 

APPROVAL 

to carrying out the project, the Ethics Committee/IRB of Toulouse I requests, in accordance with 
Article L.209-12-1 of the Public Health Act, that you forward the list of centers participating in the 
trial, the names and curricula vitae of the participating investigators, and a new version of the patient 
information leaflet and informed consent form. This request is not a condition for the approval given 
above and does not prevent you from continuing the implementation of your project. The 
committee/board will get in touch with you only if it does not approve the contents of these 
documents. 

 Again in accordance with Article L.209-12-1 of the Public Health Act, the committee/board requests 
you to forward a copy of documents related to serious adverse events and unexpected events which the 
trial sponsor must submit to the competent administrative authority, in accordance with Paragraph 6 in 
Article L.209-12 of the same act. 

(French formal ending to correspondence). 
 
 
 (original French text signed) 
 The Chairman  
 J.P. Marc-Vergnes 

 

 

 

* related to the processing of personal data for research purposes in the field of health care. 
 
 
Ethics Committee/IRB -Toulouse I:  File  No. 1-97-13:   18 Feb. 1997  -  Opinion l:   p. 2 
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INFORMED CONSENT FORM 
 

 
 

A PHASE III STUDY EVALUATING THE BENEFIT OF DOCETAXEL GIVEN 
SEQUENTIALLY WITH FEC 100 CHEMOTHERAPY TREATMENT IN AXILLARY 

LYMPH NODE-POSITIVE EARLY BREAST CANCER PATIENTS 
 
 
 
I have received and read a copy of the information leaflet concerning the study on adjuvant 
chemotherapy in breast cancer. 
 
Dr. ..................................................  replied to all my requests for additional information and I 
have understood the explanations given to me concerning the desired results of the different 
treatments offered and their foreseeable side effects based on current knowledge. 
 
I have also been informed that the study obtained the approval of the Ethics Committee on 
the protection of persons involved in biomedical research of Toulouse I and that all 
precautions have been taken in accordance with the law on data processing and civil 
liberties. 
 
I fully understand that my participation is voluntary and that I am free to withdraw from the 
study at any time without giving an explanation and without affecting the quality of my 
subsequent health care. 
 
I am signing this document, which was given to me in compliance with the legal obligations of 
current regulatory provisions (Huriet Law No. 88-1138 dated December 20, 1988 and 
subsequent amendments). 
 
 
Signed at: .............................. on...................  199........ 
 
 
 
 
Investigating physician's name and Patient’s name and signature 
signature or that of a delegated preceded by: 
physician preceded by: Lu et approuvé (Read and approved) 
Lu et approuvé (Read and approved) 
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Patient information 
 

 
 

A PHASE III STUDY EVALUATING THE BENEFIT OF DOCETAXEL GIVEN 
SEQUENTIALLY WITH FEC 100 CHEMOTHERAPY TREATMENT IN AXILLARY 

LYMPH NODE-POSITIVE EARLY BREAST CANCER PATIENTS 
 
 
Dear patient, 
 
 
You have just undergone surgery for breast cancer, which requires adjuvant chemotherapy. 
This will significantly decrease the risk of a relapse. 
 
Most physicians currently propose adjuvant chemotherapy involving the combination 
FEC 100 (6 cycles) consisting of 5-fluorouracil, epirubicin, and cyclophosphamide. This 
chemotherapy sometimes causes side effects such as: 

♦ nausea 
♦ vomiting 
♦ decreased white blood cells (risk of infection) 
♦ hair loss 
♦ impaired heart function (a complete work-up is scheduled before any treatment) 
♦ fatigue 

 
You will of course benefit from all products needed to prevent these side effects, whenever 
possible. 
 
Many studies suggest that the addition of docetaxel, a new anticancer agent, can even 
further reduce the risk of relapse due to its high efficacy. Docetaxel + FEC chemotherapy will 
be administered as follows: 
- three cycles of FEC at three-week intervals, followed by three cycles of docetaxel, also at 
three-week intervals. 
 
The side effects of docetaxel are usually moderate. The most frequent side effects, apart 
from those mentioned above for FEC, include a fluid retention syndrome (observed in 10% of 
the patients at the total dose you will receive) and nail abnormalities. 
 
We invite you to participate, along with 1600 other patients, in a trial whose purpose is to 
determine whether the combination of docetaxel and FEC is more effective than FEC alone 
(conventional chemotherapy). 
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You are of course free to participate in this trial or not. 

If you agree to participate in the trial, the decision to administer FEC alone (conventional 
chemotherapy) or the combination of FEC and docetaxel will be taken randomly. 

Furthermore, whenever possible and if you have no objection to this, a tumor tissue 
specimen and a blood sample will be kept and may be analyzed later on, once the diagnosis 
of your disease has been established, within the sole framework of scientific research. 

We first ask you to sign the enclosed consent form. 

By participating in this study, you will make it possible in the future to help people who have 
the same disease. If you refuse to participate in the trial, you will receive the standard 
chemotherapy used in the center treating you. 

The details of this study have been submitted to the “Ethics Committee on the protection of 
persons involved in biomedical research” of Toulouse I which verifies that all the conditions 
required for your protection have been satisfied. The Committee gave its approval on 
February 17, 1997. 

All the information concerning you will be recorded on a computer database and processed 
confidentially in compliance with the law on data processing and civil liberties (amended by 
the law dated July 1, 1994). 

In compliance with the law, a civil liability insurance has been taken out specifically for this 
study. 

You can have access to computer data concerning you by asking your attending physician. 
The data will be used anonymously in a final report on the results observed. 
Your physician is at your disposal to answer any questions you might have concerning this 
trial. 
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13-5  SERIOUS ADVERSE EVENT REPORT FORM  
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 REPUBLIC OF FRANCE  CERFA 
MINISTRY IN CHARGE OF  (Center for the Registration and Revision of Administrative Forms) 
 HEALTH  No. 65-0040 
  Obligatory form 
 
 

REPORTING A SERIOUS ADVERSE EVENT POSSIBLY RELATED TO A 
DRUG OR RELATED PRODUCT** 

(Article L. 209-12. Paragraph 6 of the Public Health Act) 
 

 
Report date: ___/___/___/ 
 
Sponsor (name or designation and address):  FEDERATION NATIONALE DES CENTRES DE 

LUTTE CONTRE LE CANCER 
 FNCLCC 

(French National Federation of Cancer Treatment Centers) 
101 Rue de Tolbiac 

75654 Paris Cedex 13 (France) 
  
Study title:  

Registration number of the declaration of intent:         
(assigned by the Administration)  

EVENT OBSERVED (Enclose the report on unexpected or toxic effects forwarded by the investigator). 
 
POSSIBLE CONSEQUENCES FOR THE RESEARCH (measures taken or planned) 
 

Send the form by registered mail with a request for acknowledgement of receipt to: 
MINISTERE CHARGE DE LA SANTE 

(Ministry in charge of Health) 
Direction de la Pharmacie et du Médicament (DPhM: Pharmacy & Medicines Division) 

Bureau PH. 8 
1, Place de Fontenoy 

75350 PARIS 07 SP (France) 
 

 The Chairman  
 (original French text signed) 
 H. Pujol. 

 
** related product: product defined in Article L 658-11 or contraceptive product or object. 

24 MASS 91/12 
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French Medicines Agency  -99-  ANNE 

ADDITIONAL REPORT ON A SERIOUS ADVERSE EVENT (SAE) POSSIBLY RELATED TO 
BIOMEDICAL RESEARCH ON A DRUG OR PRODUCT 
(Art. L. 209-12, Paragraph 6, Public Health Code)  

 
I. INFORMATION ON THE EVENT 

2. DATE OF BIRTH 4-6. ONSET OF EVENT 8-12. TICK APPROPRIATE BOXES 
(serious event):  

1. PATIENT No. 1a. COUNTRY  

Day Month Year 

2a. AGE  3. SEX 

Day Month Year  
 

¡….patient died 

¡….life-threatening 

¡.... involved severe or permanent 
disability 

¡.…involved or prolonged inpatient 
hospitalization 

7-13 DESCRIBE THE EVENT (including any examinations and/or laboratory test results) 

¡....other, specify: 

 
II. INFORMATION ON SUSPECT MEDICATION(S) 
14. SUSPECT MEDICATION(S) 20. DID EVENT ABATE AFTER 

AGENT DISCONTINUATION? 

¡…YES      ¡…NO      ¡…NA 15. DOSAGE 16. ADMINISTRATION ROUTE 

21. DID EVENT REAPPEAR AFTER 
RECHALLENGE? 17. THERAPEUTIC INDICATION 
¡…YES      ¡…NO      ¡…NA 

 18. TREATMENT DATES 
from to 

19. TREATMENT DURATION 

(NA = not applicable) 

Medication administered: was the code broken ?  ¡ yes, result ......................................................¡… no  ¡ …NA 

 
III. CONCOMITANT MEDICATION(S) AND HISTORY 
22. CONCOMITANT MEDICATION(S) AND ADMINISTRATION DATES  (except for those used to treat event) 
 
 

23. RELEVANT HISTORY (e.g.: diseases, allergies, pregnancy with number of gestational weeks, etc.) 
 
 
 
IV. INFORMATION ON THE SPONSOR 
24a. SPONSOR’S NAME AND ADDRESS (for France)  
FNCLCC  101 rue de Tolbiac 75654 Paris 13 (France) 
(French National Federation of Cancer Treatment Centers) 

24b. SPONSOR’S SAE IDENTIFICATION No.: 

24d. REPORT SOURCE  ¡ biomedical research 

¡….trial ¡....literature ¡....health professional ¡...other 

24c. DATE RECEIVED BY SPONSOR 

if applicable, investigator’s name and address: 
 

DATE OF THIS REPORT 25a. TYPE OF REPORT:  ¡….initial  ¡ ….follow -up No. :  

 
V. CONCLUSIONS 
According to the investigator, the adverse event appears to be related to:  
 

According to the sponsor, the adverse event appears to be related to:  

¡ investigational drug ¡ investigational drug* (see box below) 
¡ study protocol ¡ study protocol 
¡ other, specify: 
 

¡ other, specify: 

* If, according to the sponsor, the adverse event appears to be related to the investigational drug: 
¡.... the adverse event was expected  ¡.... the adverse event was unexpected 
 
Sponsor’s comments: 
 
 
Name and position of the sponsor’s representative 
Date:  Signature: 
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13-6  WHO INDEX FOR PERFORMANCE STATUS  
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WHO INDEX FOR PERFORMANCE STATUS 
 

Point Description 

0 Able to carry out all normal activity without 
restriction. 

1 Restricted in physically strenuous activity  

2  Ambulatory but unable to carry out any work. 
 (50 % of waking hours) 

3 Capable of only limited self-care, confined to bed 
(50 % of waking hours) 

4 Completely disabled.  
Frequently or constantly confined to bed. 
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13-7  WHO TOXICITY CRITERIA  
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WHO CRITERIA FOR ACUTE AND SUBACUTE TOXICITY 
 

LABORATORY GRADE 0 GRADE 1 GRADE 2 GRADE 3 GRADE 4 GRADE 5 

Hematology (adult) 
 

>11.0 g/100 ml 
( 

 9.5 - 10.9 g/100 ml 
( 

 8.0 - 9.4 g/100 ml 
( 

 6.5 - 7.9 g/100 ml 
( 

< 6.5 g/100 ml 
( 

 

Hemoglobin (110 g/l (95 - 109 g/l (80 -  94 g/l (65 - 79 g/l (65 g/l  
 
 

(6.8 mmol/l (5.6 - 6.7 mmol/l (4.95 - 5.8 mmol/l (4.0 - 4.9 mmol/l (4.0 mmol/l  

WBC (103/mm3) 
 

> 4.0 3.0 - 3.9 2.0 - 2.9 1.0 . 1.9 < 1.0  

Granulocytes (103/mm3) 
 

> 2.0 1.5 - 1.9 1.0 - 1.4 0.5 - 0.9 < 0.5  

Platelets (103/mm3) 
 

> 100 75 - 99 50 - 74 25 - 49 < 25  

Hemorrhage 
 

none petechiae moderate medium severe  

GASTROINTESTINAL 
 

      

Bilirubin 
 

< 1.25 × ULN 1.26 - 2.5 × ULN 2.6 - 5 × ULN 5.1 - 10 × ULN > 10 × ULN  

Transaminases 
 

< 1.25 × ULN 1.26 - 2.5 × ULN 2.6 - 5 × ULN 5.1 - 10 × ULN > 10 × ULN  

Alkaline phosphatase 
 

< 1.25 × ULN 1.26 - 2.5 × ULN 2.6 - 5 × ULN 5.1 - 10 × ULN > 10 × ULN  

UREA  
 

      

BUN or serum creatinine 
 

< 1.25 × ULN 1.26 - 2.5 × ULN 2.6 - 5 × ULN 5.1 - 10 × ULN > 10 × ULN  

  (1 + (2 - 3 + (4 +   
PROTEINUREA  no change (< 0.3 g (0.3 - 1.0 g (> 1.0 g nephrotic syndrome  
  (< 3 g/l (3 - 10 g/l (> 10 g/l   

HEMATURIA no change microscopic only gross gross and clots  anuria 
 

ULN: upper limit of normal range 
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WHO CRITERIA FOR ACUTE AND SUBACUTE TOXICITY 

CLINICAL GRADE 0 GRADE 1 GRADE 2 GRADE 3 GRADE 4 GRADE 5 

Pulmonary 
 

No change Mild symptoms  Exertional dyspnea Dyspnea at rest Confined to bed  

Stomatitis  No change Pain Erythema Ulcers, 
Cannot eat solids 

Requires parenteral or enteral 
support for alimentation 

 

Nausea, vomiting 
 
 

None Nausea Transient vomiting Vomiting requiring 
antiemetic treatment 

Uncontrollable vomiting  

Diarrhea 
 
 

None Transient 
< 2 days 

Tolerable 
> 2 days 

Intolerable, 
Requires treatment 

Hemorrhagic 
Dehydration 

 

Constipation (b) 
 
 

None Mild Moderate Abdominal meteorism Meteorism and vomiting  

Fever 
 

None < 38°C 38°C - 40°C > 40°C Fever with hypotension  

Allergic reaction No change Edema Bronchospasm not requiring 
parenteral medication 
 

Bronchospasm requiring 
parenteral medication 

Anaphylaxis   

Skin No change Erythema Desquamation, vesicles, 
Pruritus 
 

Oozing, 
Desquamation, 
Ulcers 

Exfoliative dermatitis, 
Necrosis requiring exeresis  

 

Alopecia No change Loss of hair Moderate alopecia in 
patches  
 

Total alopecia, but 
reversible 

Irreversible alopecia  

Infection None 
 

Mild Moderate Severe Life -threatening (shock)  

Neutotoxicity 
 

      

Consciousness Alert Drowsiness Drowsiness 
< 50% of waking hours 
 

Drowsiness 
> 50% of waking hours 

Coma  

Peripheral None Paresthesia and/or 
diminished deep tendon 
reflexes 
 

Severe paresthesia and/or 
moderate weakness 

Intolerable paresthesia 
and/or significant 
impairment of function 

Paralysis   

Pain (c) 
 

None Mild Moderate Severe Intolerable  

(b) except for decreased transit due to the use of narcotics 
(c) Only pain related to the treatment is taken into account and NOT pain related to the disease.
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13-8  PATHOLOGIC ANATOMY 

TECHNICAL RECOMMENDATIONS 
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PATHOLOGIC ANATOMY 
TECHNICAL RECOMMENDATIONS 

 

l.  STANDARD HISTOPATHOLOGIC EXAMINATION 

The breast tumor must be subjected to a pathologic examination to diagnose malignancy, 
tumor type, and grade. Other parameters are evaluated such as the exact size, the presence 
or absence of carcinoma in situ and the existence of vascular emboli. 

If the hormone receptors cannot be assayed by biochemical methods, the assay can be 
carried out using immunohistochemistry on sections of a specimen embedded in paraffin. 

The test specimen must be large enough to allow this indispensable step. The fixative of 
choice is formalin-acetic alcohol rather than neutral buffered formalin or Dubosq-Brazil 
solution. Bouin’s fluid should be avoided. 

In addition, two tissue samples must be located and collected: 

- one in the vicinity of the tumor and possibly spanning tumor tissue and healthy tissue: it 
must permit a subsequent study of prognostic factors in the stroma response, 

- the other distally in the uninvolved breast tissue, to serve as a reference. 

2. A TUMOR FRAGMENT MUST BE STORED FOR SUBSEQUENT 
LABORATORY TESTS 

A sample measuring at least 5 mm taken from fresh tumor tissue should be frozen at below 
80°C (using the method of isopentane supercooled in liquid nitrogen) and stored in a tumor 
storage cryostat (low temperature freezer at -80° or in a liquid nitrogen container at -196°). 

Unlike the samples intended for biochemical assay of hormone receptors (whenever 
possible), this additional sample will be used to study prognostic and predictive factors 
concerning treatment efficacy. 

3. AXILLARY DISSECTION 

All the lymph nodes from the axillary dissection must be examined under a microscope. 

Lymph nodes that are clearly invaded microscopically are sampled in a single complete 
representative section. The presence of capsule rupture must be reported. 

All the other lymph nodes must be sectioned and examined entirely. 
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To be considered reliable, the prognostic information from a histopathologic examination 
of an axillary dissection must involve at least ten lymph nodes. However, the presence of 
five lymph nodes, at least one of which is invaded, is sufficient for patient inclusion in the 
present study. The axillary lymph node dissection can be oriented using surgical reference 
marks. (see Standards, options, and recommendations, Vol. 3, early breast cancer, CLCC - 
Cancer Treatment Centers, 1996). 

4.  BLOOD SAMPLES 

Likewise, a blood sample must be collected before any systemic treatment. 

The serum must be stored in a low-temperature freezer, if possible in the same location as 
the tissue fragment. 

 


