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Extended Letrozole Therapy Showed Limited Benefit in Postmenopausal 

Women with Early-stage, HR-positive Breast Cancer 
 

SAN ANTONIO —  Five additional years of hormone therapy with letrozole following an initial 

five years of aromatase inhibitor-based adjuvant hormone therapy did not demonstrate a 

statistical improvement in disease-free survival (DFS) or overall survival (OS) in 

postmenopausal women with early-stage hormone receptor (HR)-positive breast cancer, 

according to mature data from the NSABP B-42 (NRG Oncology) trial presented at the 2016 San 

Antonio Breast Cancer Symposium, held Dec. 6–10. 

 

“In this randomized, double-blinded, placebo-controlled trial, we found that while extended 

letrozole therapy demonstrated a trend toward improved disease-free survival, the difference was 

not statistically significant. Overall survival benefit with extended letrozole was also not evident.   

These findings, coupled with the small increase in the risk of arterial thrombotic events after 2.5 

years, will require careful assessment of potential risks and benefits before recommending 

extended letrozole therapy to a postmenopausal patient with early-stage breast cancer,” said 

Terry Mamounas, MD, MPH, medical director of the Comprehensive Breast Program at UF 

Health Cancer Center at Orlando Health and chair of the NRG Oncology Breast Committee. 

 

“Such an assessment needs to include patient and tumor characteristics [e.g., age and nodal status 

at diagnosis], existing co-morbidities, information on bone mineral density, as well as how well 

the patient tolerated the first five years of endocrine therapy,” he added. 

 

Previous studies have shown that about half of the recurrences and about two-thirds of the deaths 

in patients with HR-positive early-stage breast cancer occur after the first five years from 

diagnosis, Mamounas explained. 

 

The primary aim of the NSABP B-42 trial was to determine whether giving five years of the 

aromatase inhibitor letrozole, compared with giving five years of placebo, would improve 

disease-free survival in postmenopausal patients with early-stage breast cancer who had 

completed five years of adjuvant hormonal therapy (with either an aromatase inhibitor or 

tamoxifen followed by an aromatase inhibitor). 
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From September 2006 to January 2010, the investigators randomly assigned (1:1 ratio) 3,966 

patients to 2.5 mg letrozole or placebo daily for five years. 

 

The study’s primary endpoint was DFS and secondary endpoints included OS, breast cancer-free 

interval (BCFI), distant recurrence (DR), osteoporotic fractures, and arterial thrombotic events. 

 

Median follow-up from randomization for the 3,923 patients included in the analyses was 6.9 

years. As of August 2016, 631 DFS events had been recorded. 

 

Extended letrozole therapy resulted in a nonsignificant 15 percent reduction in the risk of a 

disease-free survival event, which included a recurrence of the original breast cancer, cancer in 

the opposite breast, a non-breast malignancy, or death from any cause prior to the occurrence of 

one of the other DFS events.  

 

Extended letrozole therapy did not improve OS. However, a statistically significant improvement 

in BCFI was noted, with a 29 percent reduction in the risk of breast cancer recurrence or cancer 

in the opposite breast as a first event. Additionally, a 28 percent statistically significant reduction 

in the cumulative risk of DR was observed.  

 

Extended letrozole therapy did not significantly increase the risk of osteoporotic fractures or the 

overall risk of arterial thrombotic events. However, Mamounas noted that although the risk of 

arterial thrombotic events was not elevated overall, it became elevated for letrozole-treated 

patients after 2.5 years. 

 

“Postmenopausal patients with early-stage breast cancer who approach completion of five years 

of therapy with an aromatase inhibitor should carefully weigh and discuss with their physician 

some of the above mentioned factors before making a decision to continue or to stop therapy,” 

Mamounas said. 

 

The investigators have not yet had the opportunity to examine the benefit from extended 

letrozole in the B-42 patient population according to various genomic classifiers that have been 

found to predict risk of late recurrence and/or benefit from extended adjuvant hormone therapy. 

Such studies are currently being planned and will be implemented soon, Mamounas noted. 

 

This study was funded by the National Cancer Institute and Novartis. In the past 12 months, 

Mamounas has been a consultant for Genentech, Genomic Health, GRAIL, Biotheranostics, 

Macrogenics, Pfizer, and Celcuity, and has been on the speakers’ bureaus for Genentech and 

Genomic Health. 
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Follow the meeting on Twitter: #SABCS16 

 
The mission of the 2016 San Antonio Breast Cancer Symposium is to produce a unique and 

comprehensive scientific meeting that encompasses the full spectrum of breast cancer research, 

facilitating the rapid translation of new knowledge into better care for patients with breast cancer. The 

Cancer Therapy & Research Center (CTRC) at The University of Texas Health Science Center at San 

Antonio, the American Association for Cancer Research (AACR), and Baylor College of Medicine are 

joint sponsors of the San Antonio Breast Cancer Symposium. This collaboration utilizes the clinical 

strengths of the CTRC and Baylor and the AACR’s scientific prestige in basic, translational, and clinical 

cancer research to expedite the delivery of the latest scientific advances to the clinic. For more 

information about the symposium, please visit www.sabcs.org. 
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