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PROTOCOL SUMMARY

TITLE OF THE STUDY
High-dose chemotherapy with autologous hemopoietic support for high-risk patients treated with primary chemotherapy for stage II-III breast cancer

STUDY TIMETABLE
Draft version I   2003/06/03

Draft version II  2003/09/02

Final version 2003/12/19

STUDY DESIGN
Multicenter randomized phase III trial. The patients will receive antracycline-based primary chemotherapy with or without taxanes (( 4 courses). Patients with axillary node involvement and c-erbB2 negative after primary chemotherapy will be eligible for the study. The patients will be randomized into two arms:

· arm A standard dose chemotherapy 

· arm B high-dose chemotherapy

ARM A 

4 cycles of CMF (if taxanes was administered in primary

chemotherapy ) or 4 courses of TAXANE (if it was not administered

in primary chemotherapy)

CMF( cyclophosphamide 600 mg/m2 iv, methotrexate 40 mg/m2 iv,

fluorouracil 600 mg/m2 iv day 1) every 21 days  

T (docetaxel 100 mg/m2 iv day 1) every 21 days
 

P (paclitaxel 175 mg/m2 iv day 1) every 21 days 

ARM B

3 cycles of CMF or 3 cycles of TAXANES + filgrastim and aphereses ( HDCT + PBPCs

(cyclophosphamide 1500 mg/m2/day as daily 1 hour infusion, thiothepa 60 mg/m2/day as twice daily 30 minutes infusion, carboplatin 400 mg/m2/day as daily 1 hour infusion) 

all administered for four consecutive days



OBJECTIVES
Primary

· 3 year relapse-free survival  

Secondary

· 5 year overall survival

· feasibility and toxicity of each arm, following primary chemotherapy and surgery

· evaluation of Quality of Life (QoL)


METHODOLOGY
· Randomized phase III study

· Randomization process will be centralized in the Trial Office of Coordinator Center  (Modena) 

SAMPLE SIZE
A total of  340 women with positive axillary limphnode and c-erbB2

negative breast cancer after primary chemotherapy will be recruited in 3

years period

INCLUSION CRITERIA
1. Histological diagnosis of breast cancer with biological characterization

2. c-erbB2 status: negative (immunoistochemistry Dako)

3. No evidence of metastatic disease

4. Age from 18 to 55 years

5. Antracycline based primary chemotherapy 

6. Radical surgery procedure including wide axillary node dissection performed no more than 6 weeks before

7. Axillary node involvement

8. Signed informed consent

9. WHO Performance Status 0-1

10. Laboratory requirements:

11. Neutrophils ( 1.5 x 109/L

12. Platelets ( 100 x 109/L

13. Hemoglobin ( 9 g/dl

14. Total bilirubin ( 1.5 time the upper-normal limits of the institutional normal values (UNL)

15. AST(SGOT) and/or ALT(SGPT) ( 2.5 UNL, alkaline phosphatase ( 5 UNL

16. Creatinine clearance should be performed and should be ( 60 ml/min

17. Left ventricular ejection fraction (LVEF) ( 50% evaluated by echocardiography after primary chemotherapy

18. Patients must be accessible for treatment and follow up

19. 13) Complete work-up (chest X-ray, abdominal ultrasound and/or CT scan, biochemical exams) within 8 weeks prior to enter to the study, bone scan and mammography within 6 months prior to enter to study  

EXCLUSION CRITERIA
1. metastatic breast cancer

2. pregnant or lactating women or women of childbearing potential (e. g. not using adequate contraception)

3. other serious illness or medical pathology: congestive heart failure or angina pectoris even if it is medically controlled. 

4. Previous history of myocardial infarction within 1 year from study entry,     uncontrolled high risk hypertension or arrythmias

5. history of significant neurologic or psychiatric pathology (which compromise ability to give informed consent for partecipation to the study)
6. unstable diabetes mellitus or other controindications to use of corticosteroid therapy

7. patients with HBV or HCV or HIV positivity

8. concurrent treatment with other experimental drugs or any other anti-cancer therapy

9. patients with other malignancies except basal cell carcinoma or adequately treated carcinoma in situ of the cervix

RANDOMISATION PROCEDURE


Patients will be allocated to the standard dose chemotherapy (arm A) or to the high-dose chemotherapy (arm B) by using a random procedure. A statistician will generate a random sequence of A and B by using statistical software (STATA release 8). Each centre that has enrolled a patient will contact the data manager by telephone (Tel. 059/4223808) in order to know which arm the patients have to be allocated to. The data manager at the centro oncologico modenese after having checked the inclusion/esclusion criteria will communicate the sequence to the clinician. A fax to confirm that the randomisation has been done will be sent to the data manager at the centro oncologico modenese (Fax number 059/4223707)
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11 APPENDICES

International Common Toxicity Criteria (CTC):

www.cc.nih.gov/ccc/protomechanics/pdfs/appendix_a.pdf
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