
Hormone replacement therapy: 
Review choices in light of new data
Help women assess risk/benefit ratio, reasons for HRT use

If your practice includes a large number of women who are using hor-
mone replacement therapy (HRT), chances are your office telephone
lines haven’t stopped ringing since July, when news of the cessation

of the estrogen/progestin trial of the Women’s Health Initiative (WHI)
touched off a wave of calls from worried patients and caused providers
to take a second look at the risks and benefits of the drug therapy.

In the large-scale clinical trial, almost 17,000 menopausal women who
were ages 50-79 and who had an intact uterus at the time of enrollment
were randomized to use combined HRT vs. a placebo. The use of combined
estrogen and progestin was halted after 5.2 years because researchers
found that the therapy’s risks outweighed its benefits.1 (See p. 99 for 
a review of the study design, and p. 100 to gain a perspective of the deter-
mined risks. To read the full-text results of the study free of charge, go to
the Journal of the American Medical Association (JAMA) web site, www.
jama.com.)

What effect has the halted HRT trial had?
For providers and patients affiliated with Kaiser Permanente Northern

California (KPNC) in Oakland, the impact has been “enormous,” says
Ruth Shaber, MD, women’s health leader.

“In Northern California, we have at least 100,000 members on these
medications,” explains Shaber. “We thought it was very important that
women learn that HRT was no longer recommended for prevention of
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heart disease.”
Jeffrey Maurus, MD, is a Rock Island, IL,

OB/GYN who is active in private practice at
Medical Arts Associates and serves as medical
director of the Rock Island County Health
Department family planning clinic. He says his
office has never received so many telephone calls
in response to a media report.

Maurus says he is stopping all combined pro-
gestin/estrogen HRT for women using the drug
regimen for long-term prevention. Many of his
patients will continue to need to use HRT on a
short-term basis for moderate-severe vasomotor
symptoms. “Patients who are surgically
menopausal will need estrogen and/or androgen
until age 50,” he notes. “Postmenopausal women
on estrogen only may continue until results from
that part of the WHI study are completed.”

Weigh the results

Compared with the placebo users, those
assigned to the HRT group in the WHI trial
experienced more strokes, heart attacks, and
blood clots, as well as an increased risk of inva-
sive breast cancer. Although the HRT users also

experienced a reduced risk of colorectal cancer
and fractures (including hip fractures), overall,
observed risks outweighed benefits. 

News of the WHI trial cessation came on the
heels of the published results from a follow-up from
the Heart and Estrogen/Progestin Replacement
Follow-Up Study (HERS II), which was designed to
assess the efficacy of HRT for secondary prevention
of coronary heart disease (CHD). The findings from
that randomized trial indicate that HRT should not
be used to reduce risk for CHD events in women
with pre-existing heart disease.2,3 (See the article on
p. 102 for more information on the HERS II study.)

“While the publication of the studies is new,
much of what has been reported regarding breast
cancer and blood clots has been in package label -
ing for HRT many years,” says Susan Wysocki,
RNC, NP, president and chief executive officer of
the Washington, DC-based National Association of
Nurse Practitioners in Women’s Health (NPWH).
“What is new is there is more information to guide
safe clinical practice as well as informed decision-
making by women on the issue of whether or not
to use HRT.”

Give women guidance

How should you counsel women in light of 
the WHI news? Review the following suggestions
from the NPWH:

• Cardiac protection: Women who are taking
or considering HRT only for the prevention of car-
diovascular disease should be counseled on other
methods to lower their risks of cardiovascular
disease.

• Osteoporosis: Women who are taking HRT
only for the prevention of osteoporosis should
talk to their health care professional about their
personal risks and benefits for continuing the
drug regimen. WHI concluded there were risks
associated with long-term use, although the risk
to an individual is very small. Because there are
alternatives for the long-term prevention of osteo-
porosis, such as raloxifene, bisphosphonates, and
calcitonin, those alternatives should be consid-
ered for those women whose only need for HRT
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COMING IN FUTURE MONTHS

A component trial of the Women’s Health Initiative
(WHI) designed to examine combined estrogen and
progestin hormone replacement therapy (HRT) in
healthy menopausal women has been halted after
researchers found the risks outweighed the benefits.
• Compared with placebo users, the HRT group

experienced more strokes, heart attacks,
blood clots, and an increased risk of invasive
breast cancer. The trial included some 17,000
menopausal women ages 50-79 with an intact
uterus at enrollment.

• Although the HRT users in the study also experi-
enced a reduced risk of colorectal cancer and
fractures (including hip fractures), researchers
determined that observed risks outweighed
benefits.
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is the prevention of osteoporosis.
• Short-term relief of menopausal symptoms:

For women taking HRT for short-term relief of
menopausal symptoms, the benefits of HRT are
likely to outweigh the risks.

• Longer-term relief of postmenopausal symp-
toms:While vasomotor symptoms (hot flashes and
night sweats) tend to be of short duration for many
women, symptoms such as vaginal dryness con-
tinue throughout the postmenopausal period. In
addition, many women report that use of estrogen
makes them feel, sleep, and think better. These
women also may find that longer-term use, coupled
with the proven benefits of prevention of fractures
and reduction of colon cancer, also may outweigh
the risks. Alternatives such as vaginal estrogen for
vaginal dryness and other treatments for mood and
sleep disorders also may be discussed. Long-term
use of HRT should be discussed with each woman
with consideration for her overall benefits and risks,
including those benefits and risks that were not
studied in the WHI. (Contraceptive Technology
Update reviewed suggestions for managing peri-
menopausal symptoms in the July 1998 article,
“Multiple approaches ease perimenopausal symp-
toms;” see p. 93.)

• Use of other combination HRT: The WHI
studied one preparation of HRT. The data from
WHI cannot be applied to all HRT therapies
containing estrogen and progestin, including
transdermal therapies. However, because other
preparations or delivery systems have not been
studied in this same way, it cannot be concluded
that the results would be different for other com-
bined products. Therefore, women initiating or
continuing all types of combined HRT should
weigh the risks and benefits as suggested above.
More studies are needed on other combination
therapies, alternatives to oral therapy, doses, and
regimens of combined products.

• Individualized care: The NPWH always has
emphasized care that views every woman as an
individual with different personal and family
medical histories, emotional needs, and values 
and belief systems. The results from WHI put even
greater emphasis on counseling and informed deci-
sion making by women.

Within 36 hours of the public announcement 
of the study’s cessation, KPNC medical experts
developed a WHI fact sheet for the managed care
organization’s members, says Shaber.

Within the next two weeks, the fact sheets,
along with a letter explaining the organization’s
consensus of opinion on HRT use, were mailed to

all members using HRT regimens. KPNC also
instituted special phone lines at its call centers for
women to hear a recorded message on the sub-
ject. Despite these efforts, KPNC physicians and
nurse practitioners continue to be inundated with
messages and calls from panicked women, says
Shaber. 

“Although KPNC had softened its recommen-
dations for cardiac prevention over the past sev-
eral years following the HERS trial, we still have
many patients who have been on HRT for over 10
years, just for preventive health,” says Shaber says
of her organization’s decisions following the WHI
news. “We also wanted to reassure women who
were taking the hormones for symptomatic relief
of hot flashes that there was no reason to panic,
and it was safe to stay on their medications until
they had a chance to talk with their physicians
and re-evaluate whether they wanted to stay on
HRT.” (Register your response to the question
“What does the halted WHI estrogen/progestin
study mean for your practice?” on the CTU web
site, www.contraceptiveupdate.com.)
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Review study design
to understand results

The Women’s Health Initiative (WHI) estro-
gen/progestin trial was designed to assess

the major benefits and risks of hormone replace-
ment therapy (HRT) with regard to coronary
heart disease, venous thrombotic events, breast
cancer, colon cancer, and fractures. Women par-
ticipating in the WHI trial were randomized to
receive an estrogen-progestin HRT regimen of
conjugated equine estrogens (0.625 mg/day) and
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medroxyprogesterone acetate (2.5 mg/day)
[Prempro, Wyeth Pharmaceuticals, Collegeville,
PA] or placebo.

Limits for trends in adverse events were set
prior to the start of the study, which allowed
researchers to determine whether the trial would
continue. To weigh the observed risks and bene-
fits to the participants’ health, an independent
data and safety monitoring board used a global
index to sum up the designated health outcomes.
Quality of life issues, such as reduction of hot
flashes and reduction of vaginal dryness, were
not part of the risk benefit analysis. 

In 2000 and again in 2001, WHI investigators
informed participants of a small increase in heart
attacks, strokes, and blood clots in women taking
hormones. (See the June 2000 issue of Contracep-
tive Technology Update, p. 68, for a review of the
2000 update.) The advisory committee overseeing
the study recommended continuing the trial since
the actual number of women having any one of
these events was small and did not cross the statisti-
cal boundary established to ensure participant
safety.

However, during a May 2002 review, the data

indicated for the first time that the number of
cases of invasive breast cancer in the estrogen
plus progestin group had crossed the boundary
established as a signal of increased risk. The advi-
sory committee examined the findings and rec-
ommended that the trial be halted. The WHI trial
on estrogen use alone is continuing, as study
authors report no increased risk for breast cancer
in the estrogen-only study group.  n

Put HRT risks 
into perspective

To help women and clinicians put the Women’s
Health Initiative (WHI) trial information into

perspective, the Washington, DC-based American
College of Obstetricians and Gynecologists
(ACOG) offers the following explanation:

The WHI population study group included
16,608 healthy women ages 50-79. The data indi-
cate that if 10,000 women take the studied hor-
mone replacement therapy (HRT) regimen for
one year, as compared to 10,000 women not tak-
ing the hormone combination: 

• eight more will develop invasive breast cancer; 
• seven more will have a heart attack or other

coronary event; 
• eight more will have a stroke;
• eight more will have blood clots in the lungs.
However, among women receiving combina-

tion hormone therapy, as compared to the
placebo group, 

• six fewer will have colorectal cancers; 
• five fewer will have hip fractures.
The increased breast cancer risk did not appear

in the first four years of use. Risks for blood clots
were greatest during the first two years of hormone

100 CONTRACEPTIVE TECHNOLOGY UPDATE ® / September 2002

List of resources 
that you can use

Clinicians who wish to review the findings of the
Women’s Health Initiative (WHI) and the impli-

cations for hormone replacement therapy (HRT)
can consult the following on-line resources:

• The Washington, DC-based Association of
Reproductive Health Professionals (ARHP) has
posted a web page for the specific purpose of giv-
ing providers and the general public information
about HRT. Access the information at the associa-
tion’s web site, www.arhp.org; click on “ARHP
Launches New HRT Resource Center for Health
Care Providers and the Public.”

• The Cleveland-based North American Meno-
pause Society offers updates on scientific literature,
including information on the WHI trial. Visit the orga-
nization’s web site, www.menopause.org; click on
“Scientific News.”

• The WHI has provided a free fact sheet, avail-
able as an Adobe Acrobat PDF file, at its web site,
www.nhlbi.nih.gov/whi. Click on “Details of the Early
Stopping of Estrogen plus Progestin Trial,” then
“New Facts About: Estrogen/Progestin Hormone
Therapy.”  n

Readers received WHI news
in e-mail alert

Contraceptive Technology Update alerted read-
ers of the Women’s Health Initiative (WHI) trial

news in a July 10, 2002, e-mail bulletin and posted
information on the web site www.contraceptiveup-
date.com. If you would like to receive future e-mail
bulletins, please contact customer service at (800)
688-2421 or customerservice@ahcpub.com.  n



use. The reduced risk of colorectal cancer emerged
after three years of hormone use. 

“At present, each physician or health care
provider should read the WHI paper and in con-
sultation with their patients help them assess their
risk benefit ratio and the reasons they started on
HRT,” advises David Archer, MD, professor of
obstetrics and gynecology and director of the
Clinical Research Center at the Eastern Virginia
Medical School in Norfolk. “Despite the publicity,
many women feel comfortable with using HRT and
are willing to accept the small increased risk based
on the findings of an excess of eight and seven
cases of nonfatal myocardial infarction and breast
cancer per 10,000 women using HRT per year.”  n

What’s in store for 
hormone use in women?

About 6 million women in the United States
are taking the hormones estrogen plus pro-

gestin for a variety of reasons, including relief of
menopausal symptoms because their health care
provider advised it or for long-term health. With
the news of the cessation of the Women’s Health
Initiative’s (WHI) study of the two drugs,1 what
is the impact on the use of such hormones?

Look for the following trends in hormone
replacement therapy (HRT) use, says Andrew
Kaunitz, MD, professor and assistant chair in 
the obstetrics and gynecology department at the
University of Florida Health Science Center in
Jacksonville:

• Fewer women will opt to use combination
HRT.

• When combination HRT is prescribed, there
may be an increased emphasis on prescribing reg-
imens formulated with progestins other than
medroxyprogesterone acetate, such as norethin-
drone acetate or norgestimate.

• When combination HRT is prescribed, clini-
cians and women increasingly will focus on
lower doses of estrogens and progestins.

• Combination HRT will be used for shorter
durations — five years or less.

• Providers will reach unequivocal recognition
that combination HRT is neither indicated for
treating or preventing cardiovascular disease.

• Use of combination HRT will be more
limited to the treatment of vasomotor symp-
toms, with less use of HRT for prevention and

treatment of osteoporosis.
• Use of bisphosphonates and raloxifene will

increase for prevention/treatment of osteoporosis.
(Get more information on alternatives to estrogen
for osteoporosis prevention in the article “Osteo-
porosis: Stop the ‘bone robber’”; see the June 2000
Contraceptive Technology Update, p. 71.)

Review the options

The WHI trial used one form of HRT: conju-
gated equine estrogens (0.625 mg/day CEE) and
medroxyprogesterone acetate (2.5 mg/day MPA),
marketed as Prempro by Wyeth Pharmaceuticals,
Collegeville, PA.

A survey of doctors taken three days after the
results of the WHI study were released found that
Wyeth drug representatives quadrupled the num-
ber of provider visits for the drug compared with
the number during the three previous weeks.
Prempro accounts for nearly $1 billion of annual
sales for the company.2 According to a separate
analysis, Prempro prescriptions dropped about
30% in the two days after the study data were
announced, relative to the average number of
prescriptions written during the 20 days prior to
the news.2

It is important to remember that the WHI trial
only looked at one formulation; the results may
not necessarily apply to lower CEE/MPA doses,
other oral estrogens and progestins, or to trans-
dermal estrogens and progestins, says Susan
Wysocki, RNC, NP, president and chief executive
officer of the Washington, DC-based National
Association of Nurse Practitioners in Women’s
Health (NPWH). More studies are needed on
other combination therapies, as well as doses 
and regimens, she states.

Women who wish to consider alternatives to
HRT may want to consider suggestions from the
Cleveland-based North American Menopause
Society.3 For hot flashes, women may choose to
make lifestyle changes, such as avoiding spicy
foods and alcohol. Adding soy-based foods or
supplementing with black cohosh may prove
beneficial. Vaginal dryness may be addressed
with vaginal lubricants, or women may consider
use of estrogen, applied vaginally in a cream,
tablet, or ring form. Women who are not at risk
for osteoporosis should supplement their diets
with calcium and vitamin D; those at risk should
use vitamin supplementation, as well as a bone
drug, the society advises.

With concerns about the estrogen/progestin
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HRT regimen, will women be hesitant about
using other forms of hormonal preparations,
including oral contraceptives?

“The data from the WHI trial are not applicable
in any way that I am aware of to oral contracep-
tive users,” says David Archer, MD, professor 
of obstetrics and gynecology and director of the
Clinical Research Center at the Eastern Virginia
Medical School in Norfolk.

Some women, having heard new concerns
related to breast cancer and menopausal hormone
therapy, may worry about breast cancer risks and
use of hormonal contraception, notes Kaunitz.

Recently published data from the Women’s
Contraceptive and Reproductive Experiences
Study provide a high level of reassurance that use
of combination OCs does not increase breast can-
cer risk,4 states Kaunitz. As to progestin/breast
cancer risk, data published by the Geneva-based
World Health Organization and information have
been reassuring regarding injectable progestin-
only contraception use,5 he notes.

“I have no doubt that people are going to con-
tinue to be confused about the role of pills and
breast cancer,” says Robert Hatcher, MD, MPH,
professor of gynecology and obstetrics at Emory
University School of Medicine in Atlanta. Help
women gain assurance about the safe use of pills 
by reviewing the recent data from the new study, as
well as directing them to the Managing Contracep-
tion web site, www.managingcontraception.com,
for a thorough answer on the question, “Do birth
control pills cause breast cancer?” (See the article
“No link found between OCs and breast cancer”
on p. 103 in this issue. To view the answer to 
“Do birth control pills cause breast cancer?” go to
www.managingcontraception.com, click on “ques-
tions,” then search on “breast cancer.” Click on the
question to see the response.)
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HERS II data: HRT does 
not lower cardiac risk

Results from two just-released studies of hor-
mone replacement therapy (HRT) indicate that

the drug regimen should not be initiated solely for
purposes of preventing a second heart attack or
death among women with heart disease.1,2

Initial results from the Heart and Estrogen/
Progestin Replacement Study (HERS), a random-
ized trial among postmenopausal women with
pre-existing coronary heart disease (CHD), indi-
cated that while HRT raised the risk of heart
problems in the first year of treatment, it seemed
to lower it during years three through five.3
(Contraceptive Technology Update reported 
on the data in the article “Update won’t stop
Women’s Health Initiative”; see the June 2000
issue, p. 68.)

The two new reports examined cardiovascular
and noncardiovascular outcomes during 2.7 years
of additional unblinded follow-up of women
enrolled in HERS. They further clarify the initial
findings. In the follow-up study, known as HERS
II, researchers found that the lower rates of CHD
events in the hormone therapy group observed
during years three to five of HERS did not persist
during additional follow-up.1 In addition, during
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Hormone replacement therapy (HRT) does not
reduce the risk of cardiovascular events in post-
menopausal women with coronary heart disease,
according to new data from a follow-up study to the
Heart and Estrogen/Progestin Replacement Study
(HERS).
• The HERS II data support the Dallas-based

American Heart Association’s 2001 recommen-
dation that HRT should not be initiated for pur-
poses of preventing a second heart attack or
death among women with heart disease.

• The women in the study group were nearly 20
years post-menopause; the study did not
address the cardioprotective benefits for
younger, healthier menopausal women.
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all 6.8 years of follow-up, rates of venous throm-
boembolism and biliary tract surgery were
increased significantly in the HRT group com-
pared with the placebo group.2 Differences in
cancer and fracture risk and total mortality were
not statistically significant.

The follow-up study found no reduction in risk
of heart attacks or death for women with heart dis-
ease during up to seven years of hormone therapy.
Not only was there no cardiovascular benefit, there
were adverse affects, including blood clots and
gallbladder disease, states Deborah Grady, MD,
MPH, professor of epidemiology and medicine at
the University of California San Francisco and co-
principal investigator on the studies.

“It is my opinion that hormone [HRT and estro-
gen replacement therapy] use for prevention of
coronary disease in women who already have
established coronary disease is no longer an option
and should not be pursued,” states Diana Petitti,
MD, director of research at Kaiser Permanente
Southern California in Pasadena. Petitti authored
an accompanying editorial to the HERS II reports.4

Look at the research

The HERS II study was a 2.7-year follow-up of
the 4.1-year HERS study, the first randomized,
blinded, placebo-controlled trial large enough to
detect the effects of hormone therapy on disease
outcomes. Participants in HERS were assigned
randomly to receive either 0.625 mg/d conju-
gated estrogen plus 2.5 mg medroxyproges-
terone acetate, or a placebo that was identical 
in appearance. The women in the study group
were nearly 20 years postmenopause; the study
did not address the cardioprotective benefits for
younger, healthier menopausal women. 

Researchers found there were no significant
decreases in rates of primary CHD events or sec-
ondary cardiovascular events among women
assigned to the hormone group compared with
the placebo group in HERS, HERS II, or overall.1

In the review of noncardiovascular disease out-
comes, scientists concluded that treatment for 
6.8 years with estrogen plus progestin in older
women with coronary disease increased the rates
of venous thromboembolism and biliary tract
surgery. 2 Trends in other disease outcomes were
not favorable and should be assessed in larger
trials and in broader populations, researchers
noted.

Results of the HERS II data fall in line with a
2001 scientific advisory issued by the Dallas-based

American Heart Association, which recommended
that HRT should not be initiated for the prevention
of future coronary events in women with cardio-
vascular disease.5 (CTU reported the recommen-
dation in October 2001, p. 115: “Advisory issued
on HRT and heart disease.”)

The pattern of early increase and later decrease
in risk seen in HERS led to the researchers’ initial
recommendation that women with CHD should
not start HRT, but that those who already were
taking hormones for other indications could con-
tinue. The question of whether a benefit with
regard to CHD events might be seen with longer
follow-up was left unanswered.

With the HERS II data now in hand, consen-
sus is being reached that HRT should not be
used to reduce risk for CHD events in women
with CHD.
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No link found between 
OCs and breast cancer

Be sure to include the following research find-
ing in your counseling on oral contraceptives

(OCs): Women who have taken the Pill at some
point in their lives are no more likely to develop
breast cancer between the ages of 35 and 64 than
are other women the same age.1

That conclusion, derived from a large, popula-
tion-based case-control study conducted at five U.S.
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metropolitan centers, should be very reassuring to
women, says Kathy Helzlsouer, MD, MHS, profes-
sor of epidemiology at the Baltimore-based Johns
Hopkins University’s Bloomberg School of Public
Health and co-author of a commentary accompany-
ing the research.2

Breast cancer is the most common cancer among
women, other than skin cancer, according to the
Atlanta-based American Cancer Society (ACS). 
It is the second-leading cause of cancer deaths in
women after lung cancer. About 192,200 women 
in the United States will be found to have invasive
breast cancer in 2001; about 39,600 women will die
from the disease, according to the ACS.

About 80% of U.S. women born since 1945 have
used oral contraceptives,3 and more than 10 million
women between the ages of 15 and 44 years cur-
rently use them,4 states Polly Marchbanks, PhD,
epidemiologist in the Division of Reproductive
Health at the Atlanta-based Centers for Disease
Control and Prevention.

“Given the serious nature of breast cancer and
the high prevalence of oral contraceptive use, the
results of this study are good news,” states
Marchbanks, who served as lead author of the
analysis.

Examine the data 

Researchers undertook the study to resolve the
long-standing concern of whether former oral
contraceptive use during the reproductive years
would increase breast cancer risk later in life
when the incidence of breast cancer is higher,
explains Marchbanks.

Scientists have not been able to resolve this
issue earlier because of calendar time. Since oral
contraceptives were first marketed in 1960, only
recently has the first generation of U.S. women
who took the Pill early in their reproductive years
reached the older ages of greatest breast cancer
risk, she states.

The findings were compiled from the Bethesda,
MD-based National Institute of Child Health and
Human Development Women’s Contraceptive
and Reproductive Experiences Study. Researchers
interviewed more than 9,200 white and black
women between the ages of 35 and 64 living in
Atlanta, Detroit, Philadelphia, Los Angeles, and
Seattle. About half of the study participants
recently had been diagnosed with breast cancer,
while the other half did not have a diagnosis of
breast cancer. The women were interviewed in
person and asked a series of questions about their
use of oral contraceptives and other hormones as
well as their reproductive, health, and family
issues. 

When researchers analyzed multiple aspects of
oral contraceptive exposure (ever, current, or for-
mer use, duration of use, age at first use, time
since last use, and use by estrogen dose), little
evidence was revealed that the Pill increases
breast cancer risk. Results generally were similar
across age and racial groups. In addition, pill use
among women with a family history of breast
cancer was not associated with a significantly
increased breast cancer risk.

While the study showed that women 35 to 64
years old currently using oral contraceptives
were not at significantly increased breast cancer
risk, results among older women may not be
definitive, says Marchbanks. Why? Because only
a small number of women 45-64 years old cur-
rently used the Pill during the period when the
study participants were interviewed (1994-1998),
she explains.

A 1996 comprehensive review and re-analysis
of 54 studies of breast cancer found that women
are not at increased risk for the disease after more
than 10 years after stopping the Pill.5 However,
that analysis indicated a slightly increased risk 
of breast cancer in women who were current 
or recent users of oral contraceptives. The new
study was designed to lay any questions to 
rest about OC/breast cancer risks.

Oral contraceptives offer several health benefits
outside of pregnancy protection, notes Andrew
Kaunitz, MD, professor and assistant chair in 
the obstetrics and gynecology department at the
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Women who took oral contraceptives (OCs) at some
point in their lives are no more likely to develop
breast cancer between ages 35 and 64 than are
other women the same age, according to findings
from a large, population-based, case-control study.
• In analyzing multiple aspects of OC exposure

(ever, current, or former use, duration of use,
age at first use, time since last use, and use by
estrogen dose), little evidence was revealed that
the Pill increases breast cancer risk. 

• Results generally were similar across age and
racial groups. 

• Pill use among women with a family history of
breast cancer was not associated with a signifi-
cantly increased breast cancer risk.
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University of Florida Health Science Center in
Jacksonville. However, many women have won-
dered whether the advantages of Pill use would
offset the potential risk of increased breast cancer
risk. News of the study’s findings lets women
know that regardless of age, formulation type,
duration of use or family history, the Pill will not
increase their current or future breast cancer risk,
says Kaunitz. 
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Nonoxynol-9 ineffective 
against HIV infection

The push for new microbicides gains fresh impe-
tus with news from a just-released report which

concludes that spermicides containing nonoxynol-9
(N-9) do not protect against HIV infection and may
even increase the risk of HIV infection in women
who use them on a frequent basis.1

The report advises women at high risk of HIV
infection against using N-9 spermicides for contra-
ception. However, spermicides with N-9 remain 
a birth control option for women at low risk for
HIV, notes Tim Farley, PhD, a scientist with the
Special Programme of Research, Development, and
Research Training in Human Reproduction in the
Department of Reproductive Health and Research
of the Geneva-based World Health Organization
(WHO).

Women at risk of HIV infection who want con-
traception should be informed that consistent and
correct condom use is highly effective for preg-
nancy prevention and prevention of sexually

transmitted infections, including HIV infection,
according to the WHO.

The report is a result of an October 2001 techni-
cal consultation convened by the WHO in part-
nership with the Arlington, VA-based CONRAD
Program. A panel of experts examined the avail-
able evidence on N-9 use; the report is a result of
their findings. (Read the report on-line at the
CONRAD web site, www.conrad.org. Click on
the report title to view the report.)

“We reviewed the data; and bottom line, we
feel it [N-9] is safe for infrequent use, but for fre-
quent use, it is not,” reports Henry Gabelnick,
PhD, director of CONRAD.

Review key findings

In the 1970s and 1980s, laboratory tests showed
that N-9 could inactivate the organisms that cause
gonorrhea, chlamydial infections, and other sexu-
ally transmitted infections, as well as HIV. These
tests fueled hopes that it could function as a con-
traceptive and a microbicide. 

Subsequent research did not bear out the ini-
tial findings; in fact, a clinical trial of an N-9 gel
showed that the HIV incidence was higher in
women using the gel than in women using a
comparison product.2 (Contraceptive Technology
Update reported on the clinical trial in the arti-
cle “Nonoxynol-9 fails test as female microbi-
cide;” see the October 2000 issue, p. 119.)

Spermicides containing N-9 do not offer protec-
tion against two other common sexually transmit-
ted diseases (STDs), cervical gonorrhea, and
chlamydia, states the WHO/CONRAD report. This
finding comes on the heels of recently published
research that found N-9, when used with condoms,
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A report released by the World Health Organization
and the CONRAD Program at Eastern Virginia
Medical School warns that spermicides containing
nonoxynol-9 (N-9) do not protect against HIV infec-
tion and may even increase the risk in women
using such products frequently.
• Women at high risk of HIV infection are advised

against using N-9 spermicides for contraception.
However, spermicides with N-9 remain a birth
control option for women at low risk for HIV. 

• Researchers are analyzing microbicidal prod-
ucts that could be used by women to protect
against HIV infection. 
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did not protect women from the two STDs any bet-
ter than condoms used alone.3 (See CTU, June 2002,
p. 63.) 

When it comes to condoms with N-9 lubrica-
tion, there is no evidence that such condoms are
any more effective in preventing pregnancy or
infection than condoms lubricated with silicone;
therefore, use of such condoms should no longer
be promoted, states Farley. However, experts con-
cluded that it was better to use an N-9 lubricated
condom than no condom at all for infection pro-
tection. Experts also determined that N-9 spermi-
cides should not be used during anal intercourse
due to increased risk of infection.

The failure of N-9 to provide protection against
HIV and other STDs should not lead to the con-
clusion that microbicides are not possible, notes
Gabelnick. Instead, it should accelerate research
to find safe and effective products.

About 4.6% of U.S. women use spermicidal prod-
ucts, according to data from the National Survey of
Family Growth.4 What alternatives now in the
research pipeline may soon be available to them?

The New York City-based Population Council
is mounting a large-scale study of 6,000 women
in southern Africa in a Phase III trial of its micro-
bicide gel, Carraguard, a sulfated polysaccharide
derived from seaweed. Safety data presented 
at the recent International AIDS Conference in
Barcelona, Spain, indicate the microbicide is well
tolerated.5,6

Look to 2004 for Phase II/III data on the con-
traceptive activity of BufferGel, a nonirritating,
lubricant made of a high-molecular weight, cross-
linked, polyacrylic acid. Data on the product’s
anti-HIV capabilities are expected in 2005. The
product is under development by the Baltimore-
based ReProtect LLC. (See “2 trials will examine
capability of microbicide,” in CTU, April 2002,
p. 41.)

Researchers are examining the safety and effi-
cacy of a synthetic polymer gel, PRO 2000. Under
development by Lexington, MA-based Indevus
Pharmaceuticals, the microbicide previously was
selected for a European Commission-funded Phase
II safety trial in at-risk African women and a Phase
II/III pivotal trial in Africa and India sponsored by
the Bethesda-based National Institutes of Health.
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Mountaineering: How  
can it impact OC risk?

As the number of women rises in mountain
climbing expeditions, what are the potential

risks for increased risk of blood clots at high alti-
tude, particularly for those using combined oral
contraceptives (OCs)?

Members of Contraceptive Technology Update’s
editorial advisory board, and A Pocket Guide to
Managing Contraception co-author Miriam
Zieman, MD, tackled this challenging question,
which was submitted by a reader whose patient
was planning an ascent of North America’s high-
est mountain, 20,320-foot Mount McKinley in
Alaska’s Denali National Park & Preserve.

• David Archer, MD, professor of obstetrics and
gynecology and director of the Clinical Research
Center at the Norfolk-based Eastern Virginia Medi-
cal School: I would suggest abstinence or condoms,
based on research indicating increased incidence of
thrombosis at high altitudes.1,2 As a climber at that
level, the patient may not need contraception. I
would recommend discontinuation of OCs at three
weeks before the climb. 

• Michael Rosenberg, MD, MPH, clinical
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professor of obstetrics and gynecology at the School
of Medicine and adjunct professor of epidemiology
at the School of Public Health, both at the Univer-
sity of North Carolina at Chapel Hill, and president
of Health Decisions, a Chapel Hill private research
firm specializing in reproductive health: Venous
thrombolytic events (VTEs) are quite rare, even in

OC users. Although this remains in the possibilities
category, I would advise the patient to be sure that
she keeps well hydrated and not to worry about
VTEs on the climb, assuming there is no family his-
tory or other factors to suggest any possibility of
increased susceptibility. The clinician also might
remind the patient that simply being active is a
good way of reducing risk. 

• Susan Wysocki, RNC, NP, president and chief
executive officer of the Washington, DC-based
National Association of Nurse Practitioners in
Women’s Health: It would not be unwise for the
patient to get a full physical, not just a Pap smear,
before she goes on her trip. She might want to con-
sult a travel nurse or physician about going to high
altitudes. These providers can offer specific advice
on how to prepare for going into the clouds. 

• Zieman, assistant professor at the Atlanta-
based Emory University: Upon ascent to high
altitude, the body experiences hypoxia and dehy-
dration. The dehydration is due to diuresis
(whereby the kidneys attempt to excrete bicarbon-
ate to compensate for the respiratory alkalosis
induced by hypoxia), increased fluid loss due to
increased respiratory rate, and increased sweat in a
low-humidity environment. As a response to these
factors, there is a rise in hemaglobin production,
later heightened by increased excretion of erythro-
poeitin released by hypoxic kidney cells. The higher
levels of hemaglobin and hematocrit contribute to
increased blood viscosity. Increased viscosity and
coagulability heighten the risk of stroke and venous
thromboembolism. 

One must weigh the risks and benefits of contra-
ceptive alternatives; it may partly depend on how
fast the climb is, says Zieman, who served as medi-
cal officer for an 1988 exploration of a new route
without oxygen up the eastern face of Mount
Everest in Tibet. If it were a quick up-and-down,
there probably would not be a problem. If one is
going to acclimatize to allow the body to produce
more red blood cells, there could be a problem. An
estrogen-free method would be best, but one needs
to consider bleeding changes involved with vari-
ous methods, since irregular bleeding would not 
be desirable.
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CE/CME Questions

After reading Contraceptive Technology Update, the
participant will be able to: 

• Identify the study medication examined in the estro-
gen/progestin trial of the Women’s Health Initiative.

• Cite the primary outcome of the Heart and Estrogen/
Progestin Replacement Study II (HERS II). 

• Name the primary outcome of the Women’s Contra-
ceptive and Reproductive Experiences Study. 

• State the name of the microbicide under development
that is derived from seaweed. 

9. What was the study medication examined in the 
estrogen/progestin trial of the Women’s Health 
Initiative?

A. matrix estradiol/norethindrone acetate transdermal 
system

B. esterified estrogens (1.25 mg) and methyltestos-
terone (2.5 mg), tablet form

C. conjugated equine estrogens (0.625 mg/day) and med-
roxyprogesterone acetate (2.5 mg/day), tablet form

D. estropipate (1.25 mg), tablet form

10.What is the primary conclusion of HERS II?
A. Hormone replacement therapy should not be initiated 

solely for purposes of preventing a second heart 
attack or death among women with heart disease.

B. Hormone replacement therapy is safe and effec-
tive for use in preventing a second heart attack or 
death among women with heart disease.

C. Hormone replacement therapy is safe and effective 
for primary prevention of heart disease in women.

D. Hormone replacement therapy has a protective effect 
against gall bladder disease in postmenopausal 
women.

11.What is the primary conclusion of the Women’s Con-
traceptive and Reproductive Experiences Study?

A. Women who have taken the Pill at some point in 
their lives are no more likely to develop breast 
cancer between the ages of 35 and 64 than are 
other women the same age.

B. Women who have taken the Pill at some point in 
their lives are more likely to develop breast can-
cer between the ages of 35 and 64 than are other 
women the same age.

C. Women who have taken the Pill at some point in 
their lives are less likely to develop breast cancer 
between the ages of 35 and 64 than are other 
women the same age.

D. Women who have taken the Pill at some point in their 
lives are no more likely to develop heart disease 
between the ages of 35 and 64 than are other women 
the same age.

12.What is the name of the microbicide now under 
development that is derived from seaweed?

A. BufferGel
B. Carraguard
C. PRO 2000
D. Advantage 24


