
Oral Bisphosphonates and Breast 
Cancer — Prospective Results from 

the Women’s Health Initiative (WHI)

For more visit ResearchToPractice.com/5MJCBreast

http://researchtopractice.com/5MJCBreast#


CME INFORMATION

OVERVIEW OF ACTIVITY

The annual San Antonio Breast Cancer Symposium (SABCS) is unmatched in its significance with regard to the advancement of breast 
cancer treatment. It is targeted by many members of the clinical research community as the optimal forum in which to unveil new clinical 
data. This creates an environment each year where published results from a plethora of ongoing clinical trials lead to the emergence 
of many new therapeutic agents and changes in the indications for existing treatments across all breast cancer subtypes. In order to 
offer optimal patient care — including the option of clinical trial participation — the practicing medical oncologist must be well informed 
of the rapidly evolving data sets in breast cancer. To bridge the gap between research and patient care, this CME activity will deliver a 
serial review of the most important emerging data sets from the latest SABCS meeting, including expert perspectives on how these new 
evidence-based concepts can be applied to routine clinical care. This activity will assist medical oncologists and other cancer clinicians in 
the formulation of optimal clinical management strategies for breast cancer.

LEARNING OBJECTIVE

• Identify the association between the use of oral bisphosphonates and the incidence of breast cancer in postmenopausal women.

ACCREDITATION STATEMENT

Research To Practice is accredited by the Accreditation Council for Continuing Medical Education to provide continuing medical education 
for physicians.

CREDIT DESIGNATION STATEMENT

Research To Practice designates this educational activity for a maximum of 0.25 AMA PRA Category 1 Credits™. Physicians should only 
claim credit commensurate with the extent of their participation in the activity.

HOW TO USE THIS CME ACTIVITY

This CME activity contains slides and edited commentary. To receive credit, the participant should review the slide presentation, read the 
commentary and complete the Educational Assessment and Credit Form located at CME.ResearchToPractice.com.

CONTENT VALIDATION AND DISCLOSURES

Research To Practice (RTP) is committed to providing its participants with high-quality, unbiased and state-of-the-art education. We 
assess potential conflicts of interest with faculty, planners and managers of CME activities. Real or apparent conflicts of interest are 
identified and resolved through a conflict of interest resolution process. In addition, all activity content is reviewed by both a member of 
the RTP scientific staff and an external, independent physician reviewer for fair balance, scientific objectivity of studies referenced and 
patient care recommendations.

FACULTY — The following faculty (and their spouses/partners) 
reported real or apparent conflicts of interest, which have been 
resolved through a conflict of interest resolution process:

Rowan T Chlebowski, MD, PhD 
Professor of Medicine 
David Geffen School of Medicine at UCLA 
Chief, Division of Medical Oncology and Hematology 
Harbor-UCLA Medical Center 
Torrance, California

Consulting Agreements: Amgen Inc, AstraZeneca Pharmaceuticals 
LP, Lilly USA LLC, Novartis Pharmaceuticals Corporation, Sanofi-
Aventis; Paid Research: Lilly USA LLC; Speakers Bureau: 
Abraxis BioScience, AstraZeneca Pharmaceuticals LP, Genentech 
BioOncology, Novartis Pharmaceuticals Corporation.

EDITOR — Neil Love: Dr Love is president and CEO of Research 
To Practice, which receives funds in the form of educational 
grants to develop CME activities from the following commercial 
interests: Abraxis BioScience, Amgen Inc, AstraZeneca 
Pharmaceuticals LP, Bayer Pharmaceuticals Corporation/Onyx 
Pharmaceuticals Inc, Biogen Idec, Boehringer Ingelheim 
Pharmaceuticals Inc, Bristol-Myers Squibb Company, Celgene 
Corporation, Centocor Ortho Biotech Services LLC, Cephalon Inc, 
Eisai Inc, EMD Serono Inc, Genentech BioOncology, Genomic 
Health Inc, Genzyme Corporation, GlaxoSmithKline, ImClone 
Systems Incorporated, Lilly USA LLC, Millennium Pharmaceuticals 
Inc, Monogram BioSciences Inc, Novartis Pharmaceuticals 
Corporation, OSI Oncology, Roche Laboratories Inc, Sanofi-
Aventis and Spectrum Pharmaceuticals Inc.

RESEARCH TO PRACTICE STAFF AND EXTERNAL REVIEWERS 
— The scientific staff and reviewers for Research To Practice have 
no real or apparent conflicts of interest to disclose.

This educational activity contains discussion of published 
and/or investigational uses of agents that are not indicated by 
the Food and Drug Administration. Research To Practice does 
not recommend the use of any agent outside of the labeled 
indications. Please refer to the official prescribing information 
for each product for discussion of approved indications, 
contraindications and warnings. The opinions expressed are those 
of the presenters and are not to be construed as those of the 
publisher or grantors.

This program is supported by educational grants from 
AstraZeneca Pharmaceuticals LP, Bayer Pharmaceuticals 
Corporation/Onyx Pharmaceuticals Inc, Genentech BioOncology, 
Genomic Health Inc and GlaxoSmithKline.

Last review date: February 2010 
Expiration date: February 2011



IN THIS ISSUE:

• Obesity associated with increased risk of breast cancer recurrence and death

• Bisphosphonates associated with lower risk of developing primary breast cancer

• Vitamin D replacement for AI-induced musculoskeletal pain and bone loss

A lot of people remember the historic 2005 ASCO Annual Meeting in steamy Orlando for 
the last-minute “Breast Cancer Education Session” chaired by George Sledge, featuring 
the first reports of adjuvant trastuzumab in three major Phase III trials, and the 
initial positive study of bevacizumab in metastatic disease. However, during that same 
meeting Rowan Chlebowski reported, with decidedly less fanfare, the initial and some 
might say stunning results of a randomized trial — the WINS study — demonstrating 
that “adjuvant” dietary counseling to reduce fat intake significantly lowered the risk 
of breast cancer recurrence. Five years later, we have two huge ongoing second-
generation adjuvant trials in HER2-positive disease and a slew of studies evaluating 
bev in a number of settings, but the impact of diet and exercise on breast cancer 
progression has been pretty much ignored despite very similar compelling data in colon 
cancer.

It is interesting to consider the semi-hysteria that greeted Joyce O’Shaughnessy’s 2009 
ASCO plenary talk on the use of the PARP1 inhibitor, BSI-201, in metastatic triple-
negative breast cancer when WINS demonstrated a relative reduction of 56 percent 
in recurrences and 64 percent in deaths in patients with ER/PR-negative tumors, and 
although we don’t have HER2 assays in this older study, one can assume most were 
HER2-negative, thus triple-negative.

There are a number of potential explanations for why WINS and other similar data 
sets are not being followed up in spite of the dearth of current adjuvant trials in HER2-
negative breast cancer and colon cancer. Top of the list is lack of industry interest 
in this type of research, which in my mind sort of means it won’t get done because 
nowadays the somnolent NCI and maybe misdirected mammography-oriented advocacy 
groups don’t seem to be executing a whole lot of practice-changing oncology research.

This issue is admittedly complicated, and there is justifiable pessimism about people 
altering their lifestyles along with the feeling that diet has as much to do with heart 
disease and other pathologies as neoplasia, thus “not our thing.” However, translational 
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research can be done to begin to understand how changes to the human internal milieu 
and the ever-commented-on tumor microenvironment are correlated with nutritional 
intake and level of activity, and perhaps this will lead us to new or even existing 
targeted interventions, like insulin growth factor inhibitors, to get the job done.

Fans of our audio work may know how much this gripes me and I am constantly editing 
out large chunks of recorded conversations with my rants and raves about this issue, 
but the truth is that the public sector needs to get off its collective rear end and do 
something about it. In the interim, oncologists on the front lines owe it to their patients 
with breast cancer to let them know that in addition to surgery, radiation, chemo 
and biologics there may be something else they can do to further reduce the risk of 
recurrence.

Next up on the final issue of our 2009 San Antonio 5MJC, an eye-opening analysis from 
the historic MA17 trial demonstrating a profound reduction in risk of recurrence when 
an AI is used after five years of tamoxifen in patients who initially were premenopausal. 
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DR CHLEBOWSKI: The impetus for this study was the data from the ABCSG-12 trial, 
where it was shown that patients who received zoledronic acid had 36 percent fewer 
breast cancer recurrences than those who did not receive the bisphosphonate.

I thought that I could examine the recurrence risk in the WHI where we have a cohort 
of about 154,000 women. This study was not a clinical trial. We just tracked patients 
who took bisphosphonates or not.

In general, low bone mineral density (BMD) is the indication for bisphosphonate use. 
Women with low BMD have a lower breast cancer risk, and this is probably related to 
their duration of endogenous estrogen exposure. We controlled for this in our study 
because we had around 10,000 women who had BMD determinations in substudies. 
We also had a hip fracture risk score that was validated and published by WHI, which 
predicted a five-year hip fracture risk without the inclusion of BMD as a factor. The 
validation of the hip fracture risk score allowed us to feel confident about using it to 
adjust for potential BMD differences.

When we used the hip fracture risk score to adjust for potential BMD differences, 
we found that bisphosphonate users had 32 percent fewer invasive breast cancers 
than those individuals who did not use bisphosphonates. The incidence rate by 
bisphosphonate use was almost the same for ER-positive and ER-negative cancers. The 
result was statistically significant for ER-positive breast cancers. It wasn’t significant 
for ER-negative cancers, but the hazard ratio was similar.

An Israeli group conducted a case control study with similar results, which is helpful. 
They did not control for bone mineral density differences, however.

The use of bisphosphonates in the United States has been increasing and that may 
provide an explanation for the little shoulder of decrease in breast cancer that was 
seen beginning in 2001, before a big drop was reported in 2003.

DR LOVE: Where do you stand in terms of using bisphosphonates with adjuvant 
therapy?

DR CHLEBOWSKI: I believe that the data are pretty good. Charlie Shapiro showed 
that zoledronic acid prevents chemotherapy-induced bone loss. The Z-FAST study is 
being conducted in postmenopausal patients and Trevor Powles’s data are both in 
pre- and postmenopausal women. It looks like probably everybody could benefit.

What we are really waiting for are the results of the NSABP clodronate trial and the 
AZURE trial in which zoledronic acid is the sole treatment variable, in order to see if 
perhaps contralateral breast cancers will be reduced.

Dr Chlebowski is Professor of Medicine at the David Geffen School of Medicine at UCLA 
and Chief of the Division of Medical Oncology and Hematology at Harbor-UCLA Medical 
Center in Torrance, California.
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