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In the United States, tamoxifen is usually 
prescribed as adjuvant endocrine therapy after 
treatment of estrogen-receptor–positive breast 
cancer in both premenopausal and post-
menopausal women. Raloxifene is most often 
prescribed for the prevention and treatment of 
osteoporosis in postmenopausal women. Use 
of these agents as chemoprophylaxis in wom-
en who have no history of breast cancer is less 
common, largely because of the risks and side 
eff ects of these drugs. 

Th e increase in venous thromboembo-
lism is of particular concern for women who 
have an elevated risk of this outcome, includ-
ing overweight women and those of advanced 
age. Th e elevated risk of malignant and benign 
gynecologic disease associated with tamoxi-
fen is of concern in all women who have an 
intact uterus. 

Details of the review
Nelson and colleagues performed a system-
atic review, funded by the Agency for Health-

Does benefi t always outweigh 
risk when a SERM is used to 
prevent primary breast cancer?

Th is systematic review deter-
mined that use of tamoxifen or 

raloxifene raises the risk of venous thrombo-
embolism by 4 to 7 cases in every 1,000 wom-
en (risk ratio [RR], 1.93 and 1.60, respectively), 
with raloxifene causing fewer adverse events 
than tamoxifen. 

Compared with placebo, tamoxifen rais-
es the risk of endometrial cancer by 4 cases in 
every 1,000 women (RR, 2.13). Women using 
tamoxifen also had a higher incidence of be-
nign gynecologic conditions, surgical proce-
dures (including hysterectomy), and uterine 
bleeding than women taking placebo did. 

In one major trial, tamoxifen caused a 
higher incidence of cataracts than raloxifene 
did, although no diff erence was seen when 
data from all relevant trials were combined. 

Nelson HD, Fu R, Griffi  n JC, Nygren P, Smith ME, 
Humphrey L. Systematic review: comparative eff ectiveness 
of medications to reduce risk for primary breast cancer. 
Ann Intern Med. 2009;110(50) [Epub ahead of print].
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The selective estrogen receptor modu-
lators (SERMs) tamoxifen and raloxi-

fene have been shown to reduce the risk of 
primary invasive breast cancer, as has the 
selective tissue estrogenic activity regula-
tor tibolone. Tamoxifen and raloxifene are 
approved for use in high-risk women—al-
though raloxifene is approved for this indi-
cation in postmenopausal women only. Ti-
bolone is not available in the United States 
and is therefore not included in this discus-
sion, although it was included in the review 
by Nelson and associates.

No

WHAT THIS EVIDENCE MEANS 
FOR PRACTICE

Clinicians who care for women at high risk 
of primary breast cancer should thorough-
ly counsel each candidate for chemo-
prophylaxis about the potential benefi ts 
and risks of these agents in her particular 
circumstances. It may be that the risks 
outweigh the benefi ts in some women—
such as those who already have an el-
evated risk of venous thromboembolism.
 In addition, because most of the 
participants in the studies included in 
this review were healthy and white, we 
cannot be certain how generalizable these 
fi ndings are to other subpopulations. 

›› ANDREW M. KAUNITZ, MD

Use of tamoxifen or 
raloxifene increased 
the risk of VTE by 
4 to 7 cases in every 
1,000 women. Use of 
tamoxifen raised the 
risk of endometrial 
cancer by 4 cases in 
every 1,000 women.
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care Research and Quality, that involved the 
aggregation of fi ndings from seven placebo-
controlled trials and one head-to-head, ran-
domized, clinical trial involving women who 
had no history of preinvasive or invasive 
breast cancer. In the process, they focused on 
harms as well as benefi ts associated with use 
of these chemoprophylactic agents.

Tamoxifen and raloxifene reduced the 
risk of invasive breast cancer by 7 to 10 cases 
in every 1,000 women annually. Th ese agents 
reduced the risk of estrogen-receptor–positive 
malignancy, but not estrogen-receptor–nega-
tive tumors, noninvasive cancer, or breast can-
cer–related mortality. 

Tamoxifen and raloxifene were similarly 
eff ective in premenopausal and postmeno-
pausal populations; both drugs also reduced 
the rate of osteoporotic fracture.

Most of the participants in the preven-
tion trials were white and relatively healthy. 
Th erefore, the relevance of these fi ndings to 
women of other racial and ethnic groups and 
to women who have chronic disease or other 
morbidity is uncertain. 

Aromatase inhibitors are being assessed 
for chemoprophylaxis, so we should have in-
formation on their risk-benefi t ratio in the near 
future. 

This supplement was submitted by MedAccess and supported  by  
an educational grant from Duramed Pharmaceuticals, Inc.
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CASE 1
JL, a 22-year-old nurse practitioner student, is in a 

“serious” relationship, although not ready to commit 

to marriage or having children in the near future. She 

has been taking OCs, but lately took a few pills late 

and is seeking contraceptive alternatives. She became 

interested in an IUC after learning about it in school; 

however, she questioned its appropriateness for an 

unmarried woman who has never had children. JL and 

her clinician chose ParaGard because it has been shown 

to be appropriate for nulliparous women desiring an 

effective, reversible, long-term contraceptive option.17,26

CASE 2
SR is a 44-year-old, unmarried woman in a 

monogamous relationship, who is seeking a tubal 

ligation. She has had 3 cesarean sections, experiences 

heavy menstrual periods, and is obese. A sonogram 

reveals 3 small intramural fibroids. The medical 

literature reports that tubal ligation may be complicated 

in obese patients39; therefore, SR and her clinician 

discussed using Mirena, which has been shown to 

reduce menstrual bleeding and menstrual pain in 

women with fibroids.40 Although the LNG-IUS does not 

directly affect the dimensions of uterine fibroids and 

there is a higher expulsion rate among women with 

fibroids compared with those without fibroids,40 it is a 

highly effective contraceptive option for this patient.

CASE 3
MM is 30 years old, single, and has never conceived. 

She has breast cancer. A lumpectomy was performed 6 

months earlier and she is currently taking tamoxifen. She 

has successfully used OCs; her oncologist referred her for 

contraceptive management. Tamoxifen has a proliferative 

effect on the endometrium.41 The clinician considered 

using LNG-IUS, as uterine progestin activity may be 

beneficial.42 However, women with known or suspected 

carcinoma of the breast should not use any hormone 

therapy, as breast cancer is a hormone-sensitive tumor. 

ParaGard is not contraindicated in women with breast 

cancer and would play no role in an increased risk of 

recurrence or exacerbation of her breast cancer.17

CASE 4
KS is a 38-year-old woman, 35 weeks pregnant with her 

second child. At her check-up, she initiated a discussion 

about contraceptive options after delivery. She previously 

had used OCs but preferred an option that would not 

involve a daily regimen. Her clinician described IUCs; 

KS questioned the effect on future fertility, as she may 

want additional children. Her clinician reassured her that 

studies have shown that fertility was not affected once 

an IUC is removed.22,24 Although ParaGard may be placed 

immediately after delivery of the placenta, KS and her 

clinician decided to schedule placement of Mirena at her 

6-week postpartum checkup.17,18
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R
ecently, a roundtable symposium of leading women’s 

health care providers gathered to review and discuss in-

trauterine contraception. They examined current use of 

intrauterine contraceptives (IUCs) in the United States, discussed 

the IUCs approved for use in the US and assessed patient and 

clinician considerations when selecting an IUC as a contracep-

tive option.

IUCs are a cost-effective,1 safe, and highly efficacious form 

of reversible birth control. Yet use of IUCs in the US is the low-

est among developed countries.2 Misperceptions by patients 

and clinicians alike have led to the underuse of what should be 

considered a first-line contraceptive option for many reproduc-

tive-aged women.

IUC use in the US

Among available contraceptive options in the US, the IUC is 

used by <2% of women who use contraceptives.2 This use 

is dramatically less than that in other developed countries 

Intrauterine contraception:

Patient and clinician considerations

Participants 

Lee Shulman, MD

Faculty Moderator

The Anna Ross Lapham 

Professor of Obstetrics & Gynecology

Chief, Division of Reproductive Genetics

Feinberg School of Medicine

Northwestern University

Chicago, Illinois

Henry M. Hess, MD, PhD

Associate Clinical Professor 

of Obstetrics & Gynecology

The University of Rochester 

School of Medicine 

Rochester, New York

Raquel Arias, MD

Associate Professor

Department of Obstetrics & Gynecology

Clinical Associate Professor 

Department of Gerontology

University of Southern California 

Los Angeles, California

Andrew London, MD, MBA

Assistant Professor

Department of Obstetrics & Gynecology

Johns Hopkins School of Medicine 

Baltimore, Maryland

Susan Wysocki, RN, WHNP-BC, 

FAANP
President and CEO

National Association of Nurse 

Practitioners in Women’s Health

Washington, District of Columbia

Acknowledgements

The authors gratefully acknowledge the assistance 

of Marya Margolis, PharmD, Christine O’Leary, PharmD, 

BCPS, and Sally Fedon, PharmD, in preparing this 

manuscript. 

Available at www.obgmanagement.com

This supplement was submitted by MedAccess 

and supported by an educational grant from Duramed 

Pharmaceuticals, Inc. The content was peer reviewed 

by OBG MANAGEMENT.

“I think the perception of IUCs is changing, but 

we need to continue to educate more clinicians 

on their proper use and to let them know that IUCs 

can be considered a first-line, mainstream 

contraceptive option for many women.”
—Lee Shulman, MD
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