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Phase III trial comparing TAC (docetaxel, doxorubicin, cyclophosphamide) with FAC (5-fluorouracil, doxorubicin, cyclophosphamide) in the adjuvant treatment of node positive breast cancer (BC) patients: interim analysis of the BCIRG 001 study 
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The planned interim analysis of a trial comparing TAC (75/50/500 mg/m2 q3wk x 6) with FAC (500/50/500 mg/m2 q3wk x 6) in N+ BC pts with 33 mos median follow-up (range 0-49 mos) was performed. Between 6/97-6/99, 1491 pts were accrued after surgery; 745 pts were randomized to TAC and 746 to FAC with prospective stratification by nodes (1-3, 4+). Pts with ER and/or PR+ (HR+) tumors received tamoxifen x 5 yrs after chemo. Baseline characteristics were balanced: age < 50 yrs 54%, 1-3 nodes 62%, premenopausal 56%, HR+ 69%, T > 2cm 60%, and HER2+ by FISH 20%. The planned 6 cycles were given to 96% of pts on FAC and 91% on TAC. [table] Cox analysis for DFS showed RR TAC/FAC of 0.64 (0.50,0.81; p=0.0002) and for OS 0.71 (0.50,1.00; p=0.049). For DFS, there were 119 events on TAC and 170 on FAC; 82% of pts on TAC and 74% on FAC were alive and disease-free. For OS, there were 57 events on TAC and 76 on FAC. Of 199 pts with distant mets, 60% received FAC. TAC/FAC DFS risk ratio was 0.68 (0.54,0.86; p=0.02) in HR+ pts, 0.62 (0.44,0.86, p=0.005) in HR- pts, 0.59 (0.38,0.91; p=0.02) in HER2+ pts, and 0.74 (0.54,1.01; p=0.06) in HER2- pts. Febrile neutropenia (24% vs 2%) and gr 3/4 infection (2.8% vs 1.3%) were higher with TAC. No septic deaths occurred. Other gr 3/4 toxicities in > 5% of pts were nausea (9%), vomiting (7%), asthenia (5%) with FAC and asthenia (11%), stomatitis (7%) with TAC. CHF incidence was 1.2% on TAC and 0.1% on FAC. Conclusion: At 33 mos, TAC shows statistically significant improvement in DFS (32% risk reduction) and OS in pts with 1-3+ nodes (54% risk reduction). Additional follow-up will further evaluate the role of TAC in BC adjuvant setting. 

Main Intent-to-Treat Efficacy Results

	DISEASE FREE SURVIVAL (DFS) 
	RR TAC/FAC (95% CI)
	P-value

	Adjusted for N Status (1st endpoint) 
	0.68 (0.54,0.86)
	0.0011

	Unadjusted 
	0.67 (0.53,0.85)
	0.0008

	1-3 nodes 
	0.50 (0.35,0.72)
	0.0002

	4+ nodes 
	0.86 (0.63,1.17)
	0.33

	OVERALL SURVIVAL (OS) 
	 
	 

	Adjusted for N status 
	0.76 (0.54,1.07)
	0.11

	Unadjusted 
	0.75 (0.53,1.06)
	0.10

	1-3 nodes 
	0.46 (0.26,0.80)
	0.006

	4+ nodes 
	1.08 (0.69,1.69)
	0.75


