
CASE  Active, healthy, osteoporotic, 
and at-risk for breast cancer
Your patient, a 58-year-old, G0 healthy 

and active woman underwent early 

menopause at 44 years. She recently 

had a bone mineral density test, 

results of which showed a T-score of 

–2.8 at the spine and –2.5 at the hip. 

She is taking vitamin D and calcium. 

She is an exceptionally active woman 

who plays tennis and walks more than 

5 miles daily. Two years earlier, at age 

56, she had abnormal mammography 

results, and a breast biopsy revealed 

atypical hyperplasia. Her mother has a 

history of Paget disease of the breast. 

Prior to selecting a bone medicine 

to treat this woman’s osteoporosis, 

should you assess her risk of breast 

cancer?

I n this editorial, I make the argu-
ment that, yes, you should assess 
this patient’s risk of breast cancer 

prior to selecting treatment for her 
osteoporosis, as her level of breast 
cancer risk can help determine the 
optimal osteoporosis therapy.   

An expert panel convened by the 
American Society of Clinical Oncol-
ogy noted that far too few American 
women are being assessed for their 
risk of breast cancer, and too few 
American women at increased risk 

for breast cancer are being offered 
pharmacologic preventive therapy.1 
One small step to increase the fre-
quency of risk assessment and coun-
seling regarding preventive therapy is 
to assess breast cancer risk in women 
with osteoporosis to help guide the 
selection of a bone medicine. 

Options for osteoporosis 
treatment  
Most experts recommend that meno-
pausal women with osteoporosis  
(T-score ≤–2.5) should be offered 
a bone medicine in addition to the 
standard prescription therapy of vi-
tamin D and calcium, exercise, and 
smoking cessation. 

The most commonly prescribed 
bone medicines are bisphospho-
nates, estrogen, and raloxifene. 
Following the publication of the 
Women’s Health Initiative (WHI) in 
2002, the use of estrogen and raloxi-
fene for the treatment of osteoporo-
sis decreased significantly. Both the 
bisphosphonates and estrogen are 
believed to be slightly more effec-
tive at increasing bone density than 
raloxifene, but there are no direct 
head-to-head, large-scale fracture-
reduction studies comparing these 
agents.2 In one large retrospec-
tive database study, women taking  

alendronate or raloxifene were re-
ported to have similar vertebral and 
nonvertebral fracture rates.3

Unlike the bisphosphonates and 
estrogen, raloxifene has been dem-
onstrated to reduce the risk of breast 
cancer by about 50%. For women with 
newly diagnosed osteoporosis and 
an above-average risk of developing 
breast cancer, raloxifene may repre-
sent an optimal pharmacologic inter-
vention. But, how would you know if 
your patient with newly diagnosed 
osteoporosis is at increased risk for 
breast cancer?

Assessing breast cancer risk
The Gail breast cancer risk assess-
ment tool is often used in clinical 
practice to identify women who are 
at above-average risk for breast can-
cer (defined as a 5-year risk of de-
veloping breast cancer ≥1.66%).4 For 
the patient described in the opening 
case, the Gail tool predicts that her 
5-year risk of breast cancer is 6%, 
compared with 1.7% for a woman of 
the same age who is at average risk. 
In addition, the Gail tool predicts that 
for the woman in this case, her life-
time risk of breast cancer, to age 90, 
is 30.1%, compared with 9.5% for a 
woman of the same age who is at av-
erage risk. 

Osteoporosis treatment and 
breast cancer prevention:  
Two goals, one treatment?

 For postmenopausal women with newly 
diagnosed osteoporosis, assessing the risk of breast 
cancer prior to prescribing a bone medicine could 
maximize the benefits of the selected treatment 
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The woman in this case is clearly 
at increased risk for breast cancer. 
What are her choices for reducing her 
risk of developing breast cancer?

Options for preventing breast 
cancer
There are many strategies to prevent 
breast cancer, including lifestyle inter-
ventions, pharmacotherapy, and mas-
tectomy. Lifestyle interventions that 
may reduce the risk of breast cancer 
in postmenopausal women include: 
maintain a body weight in the normal 
range,5 reduce or eliminate the con-
sumption of alcoholic beverages,6 ex-
ercise daily,7 and quit smoking.8

Mastectomy has been demon-
strated to reduce the risk of breast 
cancer in women at very high risk 
(BRCA positive), but it is seldom used 
in women at moderate risk for breast 
cancer. 

Pharmacologic interventions for 
the prevention of breast cancer in-
clude tamoxifen, raloxifene, and ex-
emestane.1 All three agents reduce 
the risk of breast cancer by about 
50%.  In fact, the US Preventive Ser-
vices Task Force (USPSTF) recently 
recommended the use of tamoxifen 
or raloxifene to reduce breast can-
cer risk in patients at high risk. (See 
“USPSTF recommends tamoxifen 
or raloxifene to reduce breast can-
cer risk in high-risk patients” at 
obgmanagement.com.)

Exemestane is an aromatase in-
hibitor that causes bone loss. Conse-
quently, this agent would not be an 
optimal choice for use in a woman 
with osteoporosis. Like raloxifene, 
tamoxifen is thought to increase 
bone density and decrease the risk 
of osteoporotic fracture.9,10 Conse-
quently, for a woman with osteopo-
rosis, with an elevated risk of breast 
cancer, raloxifene or tamoxifen could 
be prescribed with the dual goals 
of reducing the risk of osteoporotic 

fracture and reducing the risk of 
breast cancer.

Two good options:  
Raloxifene and tamoxifen
Raloxifene and tamoxifen are both 
good choices for treating osteoporosis 
in women at high risk for breast cancer. 
For women with a uterus, raloxifene is 
the preferred agent because tamoxi-
fen can cause endometrial cancer. For 
women without a uterus, either raloxi-
fene or tamoxifen could be utilized.  

What is the benefit-to-risk ratio 
for these agents? 
Dr. Gabriel Hortobagyi and Dr. Powel 
Brown have provided a snapshot of 
the pros and cons of using raloxifene 
and tamoxifen for breast cancer pro-
phylaxis by estimating benefits and 
risks in 1,000 women treated for 5 
years with an additional 2 years of 
follow-up (7 years of observation).11 
In their analysis it was assumed that 
the women had a 5-year risk of devel-
oping breast cancer of 4% (the mean 
risk for “high risk” subjects entered 
into the STAR P-2 Trial). 

They calculated that after 7 years 
of observation, treating 1,000 wom-
en with tamoxifen 20 mg daily for  
5 years will prevent 20 invasive and 
20 noninvasive breast cancers and 
cause 2.25 endometrial cancers and 
3.3 thromboembolic events. Treat-
ing 1,000 women with raloxifene  
60 mg daily for 5 years will prevent  
15 invasive and 16 noninvasive 
breast cancers and cause no cases of 
endometrial cancer and 2.47 throm-
boembolic events. They concluded 
that for these major events, tamoxi-
fen caused 40 beneficial events and 
5.55 adverse events for a benefit-to-
risk ratio of approximately 7. Raloxi-
fene caused 31 beneficial events and 
2.47 adverse events for a benefit-to-
risk ratio of approximately 13.

Be aware of treatment-specific 
adverse effects
Raloxifene and tamoxifen treatment 
cause different patterns of symptom 
side effects and gynecologic prob-
lems. Tamoxifen treatment results 
in more vasomotor symptoms, leg 
cramps, and bladder control prob-
lems than treatment with raloxi-
fene. Raloxifene is associated with 
more dyspareunia, lower libido, and 
more vaginal dryness, weight gain, 
and musculoskeletal problems than 
tamoxifen.12 

Tamoxifen treatment results in 
more problems with leiomyomata, 
endometriosis, endometrial polyps, 
and endometrial cancer than treat-
ment with raloxifene.13 In turn, this 
results in more gynecologic surgical 
procedures, such as endometrial bi-
opsy, oophorectomy, laparoscopy, 
and hysteroscopy being performed 
on women taking tamoxifen than on 
women taking raloxifene. In the larg-
est clinical trial, adherence to treat-
ment was greater for raloxifene than 
tamoxifen.12 For women with an intact 
uterus, raloxifene is likely the better 
choice for breast cancer prevention.  

Could you answer  
post-test questions  

on this editorial? Find out! 
To test yourself, visit 

www.obgmanagement.
com/md-iq-quizzes.  

Free registration required.
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CASE  I would recommend 
raloxifene to the case patient
For the woman presented in this case—

who has osteoporosis and a 5-year risk 

for breast cancer of 6%, as well as an 

intact uterus—a 5-year course of ral-

oxifene would be an appropriate treat-

ment both to reduce her risk of breast 

cancer and to treat her osteoporosis. 

To achieve the goal of the Ameri-

can Society of Clinical Oncology to 

increase the use of chemoprevention 

in women at increased risk of breast 

cancer, ObGyns will need to take a 

lead role in assessing our patients 

for breast cancer risk and counseling  

them about chemopreventive options. 
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OBG Management is pleased to announce that 
Arnold P. Advincula, MD, has joined its esteemed 
Editorial Board. Dr. Advincula is Professor of 
Obstetrics & Gynecology at the University of Central 
Florida, and Director of the Center for Specialized 
Gynecology at Florida Hospital Celebration Health, 
Celebration Florida. Dr. Advincula’s surgical 
expertise adds to an extremely knowledgeable  
and respected group of surgeons here at  
OBG Management, and we are thrilled to have 
him on board.  

Welcome to the  
Board of Editors, 
Dr. Advincula!
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