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Statement of Need: Clinicians need to stay informed about the most up-to-date find-
ings concerning all forms of contraception. Given the increasing number of US women
entering the perimenopause, clinicians involved in reproductive health care must be
familiar with information related to reversible and permanent contraceptive options
for women in their later reproductive years. In addition, they need to be aware of the
most recent data regarding oral contraceptives, risk of breast cancer, and family history
of the disease.

Goal: The broad mission of the Editorial Board for The Contraception Report is to develop
patient education and professional communication materials that address the benefits
and risks of contraceptives, as well as other reproductive health-related issues, in a sci-
entifically balanced manner.

Educational Objectives: After reading this monograph, participants will be able to:

1) describe recent birth rate trends among women aged 35 to 44 years;

2) compare pregnancy-related mortality ratios for Caucasian and African American
women aged 40 years and older;

3) describe recent data on vasectomy and cardiovascular disease;

4) state the cumulative 10-year failure rate associated with all methods of tubal

sterilization; and,
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The Dannemiller Memorial Educational Foundation requires that the faculty participating
in a continuing medical education activity disclose to participants any significant
financial interest or other relationship (1) with the manufacturer(s) of any commercial
product(s) and/or provider(s) of commercial services discussed in an educational
presentation, and (2) with any commercial supporters of the activity.

David A. Grimes, MD, has performed research supported by Berlex, Ortho, and Wyeth-
Ayerst. He has been a consultant for ALZA, GynoPharma, Mead Johnson, Ortho, Schmid,
Searle, Schering, Organon, and Gynétics. He has served on the speakers’ bureaus of Berlex,
GynoPharma, Ortho, Parke-Davis, and Wyeth-Ayerst.

Ernie J. Chaney, MD, has no relationship that impacts on this activity.
Elizabeth B. Connell, MD, has no relationship that impacts on this activity.

Mitchell D. Creinin, MD, has performed research for Ortho, Organon, and Wyeth-Ayerst.
He serves as a consultant for Berlex. He has received honoraria from Ortho, Wyeth-Ayerst,
and Pharmacia & Upjohn.

S. Jean Emans, MD, has received research grants and honoraria from Upjohn, Wyeth-
Ayerst, Ortho, Syntex, and Pfizer.

Joseph W. Goldzieher, MD, has no relationship that impacts on this activity.

Paula ]J.A. Hillard, MD, is a consultant for and has received research grants from Proctor &
Gamble. She serves on the speakers’ bureaus of Wyeth-Ayerst, Berlex, Parke-Davis, and
Pharmacia & Upjohn.

Luigi Mastroianni, Jr., MD, is a sponsored speaker of Organon, Wyeth-Ayerst, and Searle.

Produced in cooperation with:
e Association of Reproductive Health Professionals e Planned Parenthood® Federation of America, Inc.
e The National Association of Nurse Practitioners in Reproductive Health

The Contraception Report ©2001
Emron (a division of Emeruis, LLC)
502 Valley Road, Wayne, NJ 07470 Fax: 973-633-5248
This program is provided to the professional medical community through an
unrestricted educational grant from Wyeth-Ayerst Laboratories.

The Contraception Report ¢ Volume 12, No. 1, March 2001



The
CONTRACEPTION

Report

Dear Colleague:

The number of US women entering the perimenopause has increased dramatically in recent
years as “baby boomers” age. Clinicians involved in women's reproductive health care today
are seeing twice the number of perimenopausal-aged patients compared with 2 decades ago.
More women are choosing to delay childbirth, increasing the demand for safe, effective,
reversible contraceptive options for women in their later reproductive years.

In this issue of The Contraception Report, we examine issues related to the perimenopause and
discuss the benefits and risks of contraceptive options available to women in this age group.
In a separate Media Scan, we review a recent study on oral contraceptive use, breast cancer
risk, and family history of the disease. The Patient Update provides an overview of contracep-
tive options in the perimenopause.

We hope you find this information useful in your practice.

Sincerely yours,
David A. Grimes, MD
Executive Editor
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Contraception for Women in the Perimenopause

SUMMARY

The number of US women entering
the perimenopause is at an all-time
high. A growing number are opting
to delay childbirth to later
reproductive ages, increasing the
demand for effective reversible
contraceptive choices among older
women. Many pregnancies among
perimenopausal women are
unintended; in fact, the abortion
ratio is second only to teenagers.
Perimenopausal women need
accurate information about the
safety, efficacy, side effects, and
noncontraceptive health benefits
associated with available forms of
contraception.

Introduction

Definitions of the perimenopause
transition vary. In general, the peri-
menopause begins about 2 to 8 years
before menopause.! It is character-
ized by waning ovarian function
and estrogen/progesterone deficiency
symptoms, including vasomotor
symptoms and menstrual bleeding
disorders.

The number of US women entering
the perimenopausal years is at an all-
time high. As the post-World War 11
“baby boom” generation ages, the
number of women aged 40 to 49 years
has grown by more than 85% in the
past 2 decades (Figure 1).2 At present,
nearly 22 million US women are in
this perimenopausal age group.

Many perimenopausal women still
face the possibility of pregnancy. Al-
though about half of all US women
aged 35 to 44 years are surgically ster-
ile, most of the remaining women in
this age group are fertile.? A small por-
tion of women aged 35 to 44 years
experience infertility, which becomes
progressively more common as ovari-
an function wanes in the years
approaching menopause.

Figure 1
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Source: US Census Bureau, 2001 (see reference 2).

A growing number of US women
are choosing to delay childbirth.
Birth rates among women aged 35
years and over have increased sub-
stantially in recent years. After

Figure 2
Birth Rates by Age of Mother: United States, 1970 to 1998
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Figure 3

Abortion Ratio* by Age Group of Women Who Obtained a Legal
Abortion, Selected States*: United States, 1997
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Source: Centers for Disease Control and Prevention, 2000 (see reference 6).

reaching modern-era lows in the late
1970s, birth rates among US women
aged 35 to 44 years have doubled
over the past 2 decades (Figure 2).4
The growing number of women seek-
ing to delay childbirth until later
reproductive years has increased the
demand for safe, effective, and re-
versible methods of contraception.

Although the number of women
deferring pregnancy is rising, most
pregnancies during the later repro-
ductive years are unplanned. Among
women aged 40 years of age or older,
51% of pregnancies are unintended.
About 60% of these unplanned preg-
nancies end in induced abortion—
the highest abortion ratio of any age
group except teenagers (Figure 3).56
Despite this, in 1997, the overall
abortion ratio among women aged
15 to 44 years was at its lowest
recorded level since 1975.6

Risks associated with pregnancy
increase during later reproductive
years. For example, the rate of genet-
ic abnormalities rises from about 2
per 1,000 among women under age
30 years, to 16 per 1,000 at age 40
years, and to 54 per 1,000 at age 45

years.” In addition, pregnancy-related
mortality ratios increase substantially
with advancing age, particularly for
African-American women (Figure 4).

Overall, women aged 40 years or
older have about six times greater
risk of pregnancy-related death (42
per 100,000 live births) than women
aged 25 to 29 years (7 per 100,000
live births). Among African-American
women, however, the pregnancy-
related mortality ratio jumps dramat-
ically to 163 per 100,000 live births.8

Sterilization

Tubal Sterilization

Female sterilization is the most
widely used method of contraception
among perimenopausal US women.
According to the 1995 National Sur-
vey of Family Growth, half of all
contraceptive users aged 40 to 44
years rely upon tubal sterilization
(Figure 5 on page 6).° About 700,000
tubal sterilizations occur annually
in this country. Estimates suggest
about half of the procedures are per-
formed postpartum (inpatient), while
the other half occur in an outpatient
setting.10

In 1996, the Centers for Disease
Control and Prevention (CDC) re-
ported results of a landmark, 10-year

Figure 4

Pregnancy-Related Mortality Ratio* by Age Group and Race:
United States, 1987 to 1990
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Figure 5
Percentage of Contraceptive Users Aged 40 to 44 Years

by Method Used: 1982-1995
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Source: Piccinino L], et al, 1998 (see reference 9).

look at female sterilization.!! The
Collaborative Review of Sterilization
(CREST) followed a group of 10,685
women for up to 14 years after their

sterilizations. By gathering data over
10 years, CREST researchers shed new
light on long-term sterilization fail-
ure rates. Researchers reported higher

Figure 6

failure rates with female sterilization
methods than previously believed.
The overall cumulative failure rate
was 1.9%—more than double what
had been considered the standard
failure rate for tubal sterilization.!!

Failure rates varied by sterilization
method. The highest cumulative
10-year probability of failure, 3.7%,
was reported for procedures using a
spring clip. Bipolar coagulation re-
sulted in the second highest 10-year,
cumulative risk of pregnancy, 2.5%.
Postpartum partial salpingectomy
and unipolar coagulation are the
most effective methods, each having
a 0.8% failure rate. For all methods,
the likelihood of failure was inversely
related to age at the time of steriliza-
tion. Failure rates were lowest among
women who underwent the proce-
dure at age 34 years or older.!!

Many pregnancies that occur after
sterilization are ectopic. In the CREST
study, ectopic pregnancies accounted
for 33% of failures.!! Therefore, steril-
ized women who suspect they may
be pregnant, even many years after
the operation, should consult their
clinician immediately.

Odds Ratios for Development of Ovarian Cancer in Women with Tubal Sterilization:
Summary of Results from Seven Recent Studies
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Source: Westhoff C, et al, 2000 (see reference 10).
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Figure 7

Odds Ratios for Menstrual
Changes* among Women

with Tubal Sterilization
Compared with Women Whose
Partners Had Vasectomy
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Source: Peterson HB, et al, 2000 (see reference 14).

Noncontraceptive benefits of tubal
sterilization include a lower risk of
ovarian cancer (Figure 6).19 The
Nurses’ Health Study, a prospective
study of over 120,000 female nurses,
found a strong inverse association
between tubal sterilization and ovari-
an cancer. This protective effect
persisted even after adjustment for
age, oral contraceptive use, parity,
and other ovarian cancer risk factors
(relative risk [RR]=0.3; 95% confi-
dence interval [CI], 0.2-0.6).12 The
mechanism by which this effect oc-
curs is unclear, but blocking the
ascent of external carcinogens (such
as talc) through the fallopian tubes
likely plays a role.13

During the past 2 decades, ques-
tions arose concerning whether
sterilization might alter menstrual
patterns or result in more gynecolog-
ical morbidity. Symptoms attributed
to “post-tubal sterilization syn-

drome” include pelvic pain, change
in sexual behavior, change in mental
health, alteration of the menstrual
cycle, increased menstrual blood
loss, exacerbation of premenstrual
syndrome, and abnormal hormone
levels.

The existence of this syndrome has
yet to be substantiated. Many studies
have been methodologically flawed
and have failed to yield consistent re-
sults. Moreover, the CREST study of
the CDC followed 9,514 women who
underwent tubal sterilization and 573
women whose partners underwent
vasectomy. Women who underwent
tubal sterilization were no more likely
than other women to have menstrual
abnormalities (Figure 7).14

Vasectomy

Male sterilization is the second
most common contraceptive method
among married perimenopausal
women, although proportions vary
considerably by race. About one in
five white American men married to

women of childbearing age have un-
dergone vasectomy.!s On the other
hand, among African-Americans, this
proportion is substantially lower.
Non-Hispanic black contraceptive
users aged 40 to 44 years are 17 times
more likely to rely upon female steril-
ization than vasectomy (Figure 8).7
Vasectomy is less complicated,
safer, and less expensive than tubal
sterilization.1¢ The procedure is near-
ly always performed in an outpatient
setting under local anesthesia. Its
failure rate has been estimated to be
less than 1%; however, new data
from China, Nepal, and Mexico sug-
gest higher failure rates (unpublished
data, Family Health International).
In the early 1990s, several cohort
and case-control studies reported an
increased risk of prostate cancer after
vasectomy. The findings created
controversy, however, as other stud-
ies did not support an association.
More recently, a large case-control
investigation reported no statistically
significant increase in prostate cancer

Figure 8

Percentage Distribution of Contraceptive Methods among
Women Aged 40 to 44 Years by Ethnicity*: 1995
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risk after vasectomy, including no ef-
fect of time since vasectomy or age at
the time of procedure.!”

A recently published study exam-
ined the potential long-term
cardiovascular consequences of vas-
ectomy.!8 Using data from the US
Physicians’ Health Study, a random-
ized controlled trial involving more
than 22,000 male physicians, investi-
gators looked at whether vasectomy
increased the risk of myocardial in-
farction, angina pectoris, coronary
revascularization, or stroke after more
than 15 years. Vasectomy was not as-
sociated with an increased risk of any
of the cardiovascular diseases.

Combined Oral Contraceptives

A small, but rapidly growing, pro-
portion of perimenopausal women is
using combined oral contraceptives
(OCs). In 1990, the US Food and Drug
Administration (FDA) revised OC la-
beling to delete reference to increased
cardiovascular mortality risks among
healthy, nonsmoking women aged 40
years and older.!? Early studies had re-
ported an increased risk of fatal and
nonfatal myocardial infarction
among OC users, particularly those in
perimenopausal age groups. These
studies were eventually reanalyzed
and the risk of myocardial infarction
initially attributed to OCs was deter-
mined to be largely the result of a
critical confounding factor—cigar-
ette smoking.

Biased early studies led to a distort-
ed perception of OC safety, especially
among women aged 35 years and
older. Consequently, the proportion
of perimenopausal women using OCs
today is small as compared with
younger age groups. For example,
among women aged 20 to 24 years,
about 54% use the pill. OC use de-
clines until, at age 35 years, the
percentage of women who use OCs is
about 10%. For women aged 40 to 44
years, the percentage using the pill is
6%.° In contrast, many more older
European women use OCs. A recent
population survey of 1,466 German
women found that 25% of those aged

40 to 44 years used OCs and 18% of
women aged 45 to 49 years used
0Cs.20

Although OC use is still uncom-
mon among older US women, the
proportion of OC users has increased
in the past 2 decades. Between 1982
and 19935, OC use doubled among
women aged 35 to 39 years (from 6%
to 11%) and increased sixfold (from
1% to 6%) among women 40 to 44
years of age.” This increase is encour-
aging, as combination OCs offer
numerous health benefits.

Recent data confirm that

low-dose OCs provide the

same reduction in ovarian
cancer risk as high-dose OCs.

Noncontraceptive health benefits
Several noncontraceptive benefits
of OCs are particularly important for
perimenopausal women. For exam-
ple, OCs can help maintain regular
bleeding cycles and a consistent hor-
monal pattern up to menopause.
Combination OCs can help relieve
symptoms of estrogen deficiency
and volatility, such as vasomotor
changes, sleep disturbances, vaginal
dryness, and menorrhagia.2! Fewer
menstrual disorders (eg, heavy, irreg-
ular menstruation or intermenstrual
bleeding) occur in OC users than in
women having spontaneous men-
strual cycles. OC use also improves
dysmenorrhea in most women.

Cancer prevention

Users of oral contraceptives are
less likely to develop ovarian cancer
than never-users. The largest investi-
gation to date, the Cancer and
Steroid Hormone (CASH) Study,
found an average 40% decrease in
the future likelihood of ovarian can-
cer in women who had ever taken
0Cs.22 A protective effect was ob-
served with as little as 3 to 6 months
of OC use, with further declines in

8 The Contraception Report ¢ Volume 12, No. 1, March 2001

risk accompanying longer periods of
use. The effect persists for at least 15
years after the oral contraceptives are
stopped—an important finding in
view of the increased incidence of this
disease in older women.?? Data from
CASH, however, were based on use of
primarily high-dose OCs.

Recent data confirm that low-dose
OCs provide the same reduction in
ovarian cancer risk as high-dose OCs.
A population-based case-control study
sponsored by the National Cancer In-
stitute found an identical 50% risk
reduction with low-estrogen/low-
progestin OCs (odds ratio [OR]=0.5;
95% CI, 0.3-0.6) as with high-dose
OCs (OR=0.5; 95% CI, 0.3-0.7).23
As reported by prior studies, longer
duration of use resulted in greater
protection. (Details regarding these
new data will be covered in the next
issue of The Contraception Report.)

Furthermore, the risk of endometri-
al cancer is about 50% lower, overall,
in pill users than in never-users.?* The
reduced risk depends upon duration
of use. Estimates suggest that risk is
reduced by 20% with 1 year of use,
40% with 2 years of use, and 60%
with 4 or more years of use.?> The
CASH Study found declines in risk
with extended duration of high-dose
OC use and a persistent risk reduction
for at least 15 years after discontinua-
tion.?S The lasting nature of the
protective effect is important because
most endometrial cancers occur in
women over S0 years of age.

The effect of OCs on the endome-
trium presumably is mediated by
progestin. Researchers hypothesize
that endometrial cells may be less
susceptible to carcinogenic changes
after OC use. Not all studies agree as
to whether different formulations
provide equal protection against
endometrial cancer.252¢ One study
suggests that formulations containing
greater amounts of progestin may
provide greater protection.?’” How
lowering the dose of both estrogen
and progestin will impact this benefit
is unknown. No data regarding en-
dometrial cancer and low-dose OCs
are available.



Bone density

Another important issue for peri-
menopausal women is bone mineral
density, which normally starts to de-
cline between the ages of 30 and 40
years. A 1996 review of the literature
weighed the evidence for and against
OCs protecting against bone loss.?8
Overall, the weight of the evidence
suggests that premenopausal use of
OCs is beneficial. How much estro-
gen is optimal is unknown. Although
OCs may help to preserve bone den-
sity, neither the Royal College of
General Practitioners nor the Oxford
Family Planning Association have
found protection against various
types of fractures in primarily pre-
menopausal OC users.2?30

On the other hand, a population-
based case-control study of postmen-
opausal women in Sweden found a
protective effect of OC use against
hip fracture.3! The questionnaire sur-
vey of women in largely urban areas
of Sweden interviewed 1,327 cases
and 3,312 controls. Ever use of any
OCs provided a significantly lower
risk of hip fracture, while ever use of
high-dose OCs resulted in a 40% re-

duction in risk (Figure 9). Age during
use of OCs was important. Women
who used OCs at 40 years of age and
older had significant protection
against hip fracture, while OC users

OCs may help preserve
bone mineral density.

under age 30 years and those 30 to
39 years had smaller, but nonsignifi-
cant, reductions in risk of hip
fracture.

Safety

Current and potential OC users
often have concerns about the pill’s
effect on the risk of breast cancer,
cervical cancer, and cardiovascular
disease. Three decades of data from
cohort and case-control studies of
OC use and breast cancer are reassur-
ing, indicating no substantial
increased risk over a lifetime. The
Collaborative Group on Hormonal
Factors in Breast Cancer gathered
data on over 53,000 women with
breast cancer and over 100,000 con-
trols from 54 studies conducted in

Figure 9
Risk of Hip Fracture among Postmenopausal Swedish Women
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Source: Michaelsson K, et al, 1999 (see reference 31).

26 countries. The researchers com-
piled their information from 90%
of the known studies regarding the
relationship between OCs and
breast cancer.32:33

Two main findings emerged. Cur-
rent users and those who have taken
OCs within the past 10 years have a
small risk of having breast cancer di-
agnosed (RR for current use=1.24;
99% ClI, 1.20-1.28). Women have no
significant excess risk of having breast
cancer diagnosed 10 or more years
after stopping use (RR at 10 years=1.0;
99% CI, 0.97-1.07). After controlling
for recency of use, the risk was essen-
tially unchanged, despite numerous
analyses for factors hypothesized to
impact breast cancer risk.

The lack of an association among
duration of use, dose, and breast can-
cer risk supports the hypothesis that
OCs do not cause the disease. Instead,
the likelihood of diagnosis may be en-
hanced by closer surveillance of
women who take OCs. Or, it may be
that women taking OCs access health
care services more frequently.

Women with a family history of
breast cancer often fear using hor-
mones. The findings indicate,
however, that women with a family
history of breast cancer (mother or
sister) do not increase their risk of the
disease by using OCs. (See the Media
Scan on page 13 for more information
about OC use and breast cancer risk.)

The exact relationship between OC
use and cervical cancer is unknown,
largely due to the complex etiology of
this disease. Cervical cancer is highly
associated with certain types of
human papillomavirus, a sexually
transmitted disease (STD). Long-term
use of OCs (>S5 years) may be associat-
ed with an increased risk of invasive
disease?’; however, an increased risk
of cervical cancer is associated with a
number of factors, including cigarette
smoking, sexual behavior (nonuse of
condoms, multiple sexual partners,
early age of sexual intercourse), lower
socioeconomic status, and parity.
Whether the association between
OC use and cervical cancer is causal
remains unclear.

The Contraception Report ¢ Volume 12, No. 1, March 2001 9



Data regarding cardiovascular
disease in relation to OC use are
reassuring. Modern, low-dose oral
contraceptives, when used by non-
smoking, normotensive women, are
not associated with myocardial infarc-
tion or stroke. Elevated blood pressure
with low-dose OC use is uncommon,
but does occur in a small minority of
women. The elevated blood pressure
most often remains within the nor-
mal range and usually returns to
baseline after stopping OCs. OCs are
associated with a three- to fourfold
increased risk of venous thromboem-
bolism, although the risk is much less
than that associated with pregnancy.

Dosing

The FDA recommends that OC
users, particularly older women, use
the lowest pill dose that is effective.!?
Commonly prescribed low-dose OCs
contain 30 or 35 ug ethinyl estradiol
(EE) and various progestins. A grow-
ing number of women are using the
lowest-dose OCs available, which
contain 20 ug EE. Some data suggest
that 20 ug EE pills can help minimize
estrogen-related side effects.34

One head-to-head study compared
two 20 ug EE OCs containing the
progestins desogestrel or levonor-
gestrel and a 35 ug preparation
containing phased norgestimate.
Overall efficacy, safety, and cycle con-
trol among 463 OC-treated women
were similar among products; how-
ever, patients taking the 20 ug OCs
reported significantly fewer (50% less)
estrogen-related side effects (nausea,
breast tenderness, bloating) than
women using the 35 ug OC (Figure
10).34 In addition, all three OCs had
a similar beneficial effect on acne.

Acne and hirsutism

OCs can treat acne and hirsutism
in women with and without polycys-
tic ovary syndrome. Combination
OCs suppress ovarian, adrenal, and
peripheral androgen metabolism,
resulting in a net reduction in free
testosterone. In addition, OCs inhibit
Sa-reductase in the skin, resulting in
lower levels of the active androgen
dihydrotestosterone.

Figure 10

Relative Risk of Estrogen-Related Side Effects among Women
Using a 35 ug Estrogen OC*# vs Two 20 pg Estrogen OCs**#
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Source: Rosenberg MJ, et al, 2000 (see reference 34).

Patients taking the 20 g OCs
reported significantly fewer
(50% less) estrogen-related
side effects (nausea, breast
tenderness, bloating) than
women using the 35 ug OC.

Numerous studies have reported
acne improvement with various OC
formulations.35-3 However, data are
scant with regard to comparisons
among and between various formula-
tions. No randomized controlled trials
have found that one preparation is
better treatment for existing acne
than others.

Intrauterine Devices

Intrauterine devices (IUDs) are the
most widely used reversible contra-
ceptive method worldwide. Modern
[UDs are safe, highly effective for con-
traception, and cost-effective. While
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worldwide IUD use has steadily in-
creased, popularity of the method in
the US has declined substantially.
The proportion of US couples relying
upon the IUD is currently less than
1%—a 90% decrease over the past

3 decades.*0 IUD use is equally low
across all age groups, including peri-
menopausal women. In contrast, as
many as 30% of women in some de-
veloped European countries use IUDs.

Three IUDs are currently on the
US market. One, introduced in 1976,
contains progesterone (progesterone
T) and another, introduced in 1988,
contains copper (TCu-380A). The
copper 1UD is approved for up to
10 years of use and has a first-year
failure rate of less than 1%. The
progesterone IUD must be replaced
annually and has a first-year failure
rate of about 3%.4!

The FDA recently approved a third
IUD for US marketing, the levonor-
gestrel intrauterine system (LNG IUS)
[Mirena®], which releases 20 ug lev-



onorgestrel per day and can be left in
place for up to 5 years. The LNG-IUS
has a cumulative S-year failure rate of
less than 1%. The product is expected
to be widely available by spring of
2001. (An article in the next issue of
The Contraception Report will cover
this new system in detail.)

Women using progestin-releasing
[UDs report more amenorrhea and de-
creased menstrual bleeding compared
with copper IUD users, a potential ad-
vantage for all women, especially for
those who are perimenopausal. The
progestin also may help such condi-
tions as endometrial hyperplasia and
menorrhagia and prove useful as the
progestin component of hormone re-
placement therapy.4?

The risk of pelvic inflammatory
disease (PID) with modern IUDs is
very low. An analysis of World Health
Organization trials including over
22,000 women found that the risk of
PID with an IUD is limited to the first
3 weeks after insertion; thereafter, the
risk declines to baseline levels and re-
mains low.#3 Women at low risk of
STDs who receive an IUD have little
long-term risk of PID.

Another benefit of [UD use may be
reduction in endometrial and cervical
cancer risk. In 1993, the CASH Study
documented a 50% reduced risk of
endometrial cancer with copper I[UD
use.** The age- and parity-adjusted
odds ratio for endometrial cancer and
ever-use of an IUD was 0.5 (95% CI,
0.3-0.8). Other studies have reported
similar results (Figure 11).4547 In addi-
tion, two recent studies indicate
women using copper IlUDs may have
a reduced risk of developing invasive
cervical cancer.484

Progestin-Only Methods

Fewer than 1% of perimenopausal
women in this country use injecta-
bles, subdermal implants, or
progestin-only pills for contraception.
Nevertheless, these methods are use-
tul options for women in their later
reproductive years, particularly when
combined oral contraceptive use is
contraindicated (eg, cigarette smokers
over age 35 years).

Implants

In presently available subdermal
implants, levonorgestrel is contained
in six flexible capsules made of silastic
tubing. Although the contraceptive
effect lasts for up to 5 years, fertility
promptly returns to preinsertion lev-
els once implants are removed. The
failure rate with implants is less than
1% during the first year.4!

Injectables

In 1992, the FDA approved depot
medroxyprogesterone acetate (DMPA)
as a long-acting injectable contracep-
tive. Women usually receive a 150 mg
dose every 3 months via intramuscu-
lar injection. Contraceptive levels of
progestogen persist for up to 14 weeks
following injection. The typical first-
year failure rate is less than 1%.4!
Women who may wish to become
pregnant should be advised of the
delay in return to fertility caused by
DMPA.

Menstrual irregularities are the
most common side effects of prog-
estin-only contraceptives. With
increased duration of use, these
disturbances tend to occur less fre-

quently and are shorter in length.
Amenorrhea is common after 12
months of DMPA use. Headache,
weight gain or loss, and depression
also have been reported with prog-
estin-only methods.

The relatively hypoestrogenic state
produced by DMPA use has raised
questions regarding osteoporosis risk
—a serious concern for perimeno-
pausal women. Whether reduced
levels of serum estradiol cause perma-
nent bone density loss among DMPA
users is controversial; results from
small cross-sectional studies are con-
flicting.59-52 Data from larger and
longer-term prospective studies are
necessary before definitive conclu-
sions are possible. The new combined
injectable, DMPA and estradiol cypi-
onate (Lunelle™), offers another
long-acting option that provides es-
trogen. (Details regarding this new
injectable will be coming in the next
issue of The Contraception Report.)

Progestin-only pills

Two formulations of progestin-
only pills (POPs) are available in the
US. One contains 75 pg norgestrel;

Figure 11
Estimated Risk of Endometrial Cancer with Ever-Use of an IUD:

Results from Six Case-Control Studies
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Source: See references 44-47.
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the other has 350 pg norethindrone.
In the US, POP use tends to be con-
centrated in select populations,
most notably breast-feeding women
and those with contraindications

to estrogen.

Estimates of the typical use failure
rate for POPs are similar to those for
combined OCs—about 7% during the
first 12 months.*! Effectiveness of
progestin-only pills requires consis-
tent administration. Variation of even
a few hours in the daily pill-taking
schedule can place POP users at risk of
unintended pregnancy. The primary
contraceptive effect, alterations in
cervical mucus, starts to diminish
after 20 hours.

Barrier Methods

Barrier methods of birth control
are good choices for perimenopausal
women committed to correct and
consistent use. Barrier contraceptives
include the male and female condom,
the diaphragm, the cervical cap, and
spermicides. Typical use failure rates
during the first year are relatively
high, ranging from about 14% for the
male condom, diaphragm, and cervi-
cal cap to 20% or higher for the
female condom and spermicides.#!

Barrier methods have few side ef-
fects, although some users may be
allergic to latex or spermicides. Male
latex condoms are the only birth con-
trol method proven to protect against
STDs. Perimenopausal women at risk
for STDs, regardless of their primary
contraceptive method, should be en-
couraged to use male latex condoms.
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Media Scan

The question of a potential association between OC use and development of breast cancer remains controversial,
despite a large body of evidence. A recent report (and editorial) appearing in the Journal of the American Medical
Association (JAMA) raised concern about high-dose OC use, family history of breast cancer, and subsequent disease risk.
In this Media Scan, we present the journal abstract and David Grimes, MD, discusses the results.

Abstract

History of Breast Cancer

Risk of Breast Cancer with Oral Contraceptive Use in Women with a Family

Grabrick DM, Hartmann LC, Cerhan JR, et al. JAMA 2000;284:1791-1798.

Obijective: To determine whether
the association between OC use and
risk of breast cancer is influenced
by family history of the disease.

Design and Setting: Historical co-
hort study of 426 families of breast
cancer probands diagnosed between
1944 and 1952 at the Tumor Clinic
of the University of Minnesota Hos-
pital. Follow-up data on families
were collected by telephone inter-
views between 1991 and 1996.

Participants: A total of 394 sisters
and daughters of the probands,
3,002 granddaughters and nieces,
and 2,754 women who married
into the families.

Main Outcome Measure: Relative
risk (RR) of breast cancer associated
with history of OC use by relation-
ship to proband.

Results: After accounting for age
and birth cohort, ever having used
OCs was associated with signifi-
cantly increased risk of breast
cancer among sisters and daughters
of the probands (RR=3.3; 95% con-
fidence interval [CI], 1.6-6.7), but
not among granddaughters and
nieces of the probands (RR=1.2;
95% CI, 0.8-2.0) or among marry-
ins (RR=1.2; 95% CI, 0.8-1.9).
Results were essentially unchanged
after adjustment for parity, age at

tirst birth, age at menarche, age at
menopause, oophorectomy, smok-
ing, and education. The elevated
risk among women with a first-de-
gree family history of breast cancer
was only evident for OC use during
or prior to 1975, when formula-
tions were likely to contain higher
dosages of estrogen and progestins
(RR=3.3; 95% CI, 1.5-7.2). A small
number of breast cancer cases (n=2)
precluded the statistical power to
detect risk among women with a
tirst-degree relative having breast
cancer and OC use after 1975.

Commentary
David A. Grimes, MD

When published in JAMA in Octo-
ber 2000, this report! received
extensive media coverage.2 In re-
sponse, many women have asked
their clinicians about the study and
its implications. I will briefly describe
how I have been advising both pa-
tients and colleagues who have
inquired about it.

The published report in JAMA had
a number of limitations. First, the
determination of exposure to oral
contraceptives was suboptimal. This
was done by telephone and was, ap-
parently, limited in scope: “ever- vs

never-use of OCs, age use began, and
age use stopped.” For many US
women, use of OCs is intermittent
over a reproductive lifetime. As the
authors noted, “We did not ascertain
exact formulations or dosages.” Stat-
ed alternatively, the authors did not
even ask what pill(s) had been taken.
For example, the proportion that
might have been using sequential
pills, no longer marketed, is un-
known. Without knowing the nature
of the exposure, drawing causal infer-
ences is difficult.

When photo albums of oral con-
traceptives and life calendars are used
in one-on-one personal interviews,
women can reconstruct their contra-

ceptive histories with good accura-
cy.>* How well women can do this
without visual cues and over the tele-
phone is unclear, although substantial
underreporting of OC use is proba-
ble.® If the degree of underreporting
is different in the two groups being
studied, information bias creeps in.
For example, even with the benefit of
visual cues, women with cancer have
better recall of drug exposures than
those without cancer (recall bias).3
Of concern, other epidemiologic
studies relying only upon telephone
interviews to reconstruct lifetime
contraceptive histories have yielded
bizarre results.®
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Second, the authors overstepped
their data by giving alarming advice.
They warn that: “Additional evi-
dence that women at high risk
should avoid [present tense] OC use
comes from [our] study...” However,
the authors found no evidence of
any increase in the risk of breast can-
cer with OCs used since 1975. Thus,
even assuming this putative relation-
ship between early, high-dose OCs
and family history existed, the rec-
ommendation to “avoid OC use” is
at least 25 years obsolete and, thus,
irrelevant.

Third, women and clinicians need
to know that three key studies have
found no link between family history
and risk of breast cancer among OC
users. The massive Nurses’ Health
Study has been following a cohort of
US registered nurses forward in time
since 1976; over 1.1 million person-
years of observation have occurred.”
No effect of family history of breast
cancer has appeared among OC
users. The largest case-control study
of breast cancer, the Cancer and
Steroid Hormone Study of the US
Centers for Disease Control and
Prevention, also was negative con-
cerning family history.8 Finally, the
largest study is a meticulous, individ-
ual patient meta-analysis of more
than 53,000 breast cancer cases and
over 100,000 controls.? This meta-

analysis, which encompasses about
90% of the world’s literature, found
no association between family histo-
ry of breast cancer and risk among
OC users.

Even if the putative association
between family history and
OCs used before 1975 was

correct, the finding clearly does
not relate to contemporary

low-dose OCs.

While the authors of the JAMA
report carefully pointed out that
their data were inconsistent with
most of the world’s literature, the
news media were not so circumspect.
A chronic problem with media cover-
age of contraceptives is that reporters
commonly view each new report in
isolation.! They fail to place new re-
search in the context of decades of
similar research. Thus, the public
usually remains unaware of vast in-
formation that may contradict (or
support) a new report. The news cov-
erage in October 2000 that I observed
did not mention that this report is
inconsistent with extensive literature
of high quality, including both co-
hort and case-control studies.

In summary, the finding in the
recent JAMA study is inconsistent
with a vast literature. Even if the
putative association between family
history and OCs used before 1975
was correct, the finding clearly does
not relate to contemporary OCs. The
weight of evidence today strongly re-
futes any association between family
history and an OC user’s risk of
breast cancer.
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5) name three potential health benefits of low-dose combined
oral contraceptives for healthy, nonsmoking women aged 40

years and older.

Educational Method: The information is presented in a mono-
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Please mark your answers on the CME Quiz Answer Form.

. Between 1980 and 2000, the number of US women
aged 40 to 49 years increased by

a. 55%
b. 65%
c. 75%
d. 85%

. Since the late 1970s, birth rates among US women
aged 35 to 44 years have

a. decreased by 50%
b. increased by 50%
c. doubled

d. tripled

. Which of the following groups has the highest
abortion ratio

a. women aged 40 years and over
b. women aged 30 to 39 years

c. women aged 20 to 29 years

d. teens

. Which of the following groups experiences the highest
pregnancy-related mortality ratio at age >40 years

a. Caucasians

b. African-Americans
c. Hispanics

d. Native Americans

. According to data from the Collaborative Review of
Sterilization (CREST), the overall cumulative 10-year
failure rate for all methods of female sterilization com-
bined is about

a. 0.5%
b. 1%
c. 2%
d. 4%

6

10.

. According to data from the Nurses’ Health Study and

others, tubal sterilization protects against
a. endometrial cancer

b. ovarian cysts

c. cervical cancer

d. ovarian cancer

. According to data from the US Physicians’ Health

Study, even after 15 or more years, vasectomy does not
increase the risk of

a. cardiovascular disease

b. prostate cancer

c. testicular cancer

d. sexually transmitted diseases

The increase in cardiovascular risk initially attributed to
OCs among users aged 40 years and older was later
found to be largely the result of

a. poor diet

b. lack of exercise

c¢. family history

d. cigarette smoking

In a head-to-head comparison study between 20 ug
ethinyl estradiol (EE) OCs and a 35 pg EE formulation,
20 ug pill users reported significantly lower levels of

a. efficacy

b. cycle control

c. bloating

d. method discontinuation

The levonorgestrel-releasing intrauterine system recent-
ly approved by the Food and Drug Administration has a
lifespan of

a. 10 years
b. 5 years
c. 3 years
d. 1year
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