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Perimenopause is the transitional
phase preceding the onset of
menopause, a stage that is charac-

terized by unstable endocrine physiology
and highly variable, unpredictable hor-
mone profiles.1-3 Follicles in the ovaries
undergo a process known as atresia, and
as this process continues, the output of a
potent estrogen, estradiol, starts to dimin-
ish. This results in several dramatic
effects, the most common being a change
in menstrual pattern.2 Although some
cycles remain ovulatory, other cycles are
anovulatory. Cycle length shortens in the
early stages, then lengthens as peri-
menopause progresses. Changes in the
quality of bleeding are also seen.
Dysfunctional uterine bleeding (DUB)
manifests as heavier bleeding initially,
and then lighter bleeding; it is often com-
bined with spotting prior to menses.2

Despite these changes, the potential for
ovulation and pregnancy remains.1-3

Along with these physiologic alter-
ations is a shift in both patient and physi-
cian concerns, with an increased
emphasis on prevention of cardiovascular
disease and osteoporosis and expanded
screening for cancers (particularly breast
and colorectal), diabetes, and thyroid dis-
orders. This is also a time of an increased
focus on benign menstrual disorders.
“This is an ideal time to educate patients
about the benefits and risks of hormone
replacement therapy (HRT) before they
are in the midst of hot flashes and other
symptoms,” Dr. Burkman said.

Oral contraceptives (OCs) provide
multiple benefits for perimenopausal
women, although OCs are considerably
underutilized in this age group. For exam-
ple, more than half (51%) of the pregnan-
cies in women 40 years of age and older
are unplanned, and 65% of these unin-
tended pregnancies end in abortion.4 Only
11% of women age  40 to 44 and only 4%
of women age 45 to 50 use OCs.5

Moreover, pregnancy is associated with
greater problems for these women and
their fetuses, with increased risks of aneu-
ploidy, trisomy 21 and 18, and other prob-
lems. In addition, these older mothers are
more likely to have hypertension and dia-
betes than younger women, so they face
greater morbidity with pregnancy.

Perimenopause

Noncontraceptive Benefits. Noncon-
traceptive benefits in treating irregular
periods, DUB, menorrhagia, and dysmen-
orrhea may be equally important for peri-
menopausal women. OCs are first-line
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therapy for anovulatory bleeding during per-
imenopause and provide effective, although
not Food and Drug Administration (FDA)-
approved therapy for primary dysmenor-
rhea and menorrhagia.6-8 Although some
clinicians prescribe OCs with 20 µg of estro-
gen for perimenopausal women, studies
have shown them to be less effective than
35-µg estrogen formulations for cycle con-
trol.9 In a recent trial comparing OCs with
placebo, triphasic norgestimate/ethinyl
estradiol improved DUB in 87% of patients
compared with a 45% improvement with
placebo.10 Dr. Burkman noted that OCs may
prove useful in treating fibroids, adeno-
myosis, polycystic ovarian syndrome, and
endometriosis, which can produce heavy
uterine bleeding or painful bleeding.

“OCs are also very effective in reducing
vasomotor symptoms, which can occur
prior to the actual menopause,” Dr.
Burkman said. A randomized, placebo-
controlled trial showed that a low-dose OC
(20 µg ethinyl estradiol/1 mg norethin-
drone acetate) significantly reduced the
number and severity of hot flashes.11

“Both patients and their clinicians
become increasingly interested in the pre-
vention of bone mineral loss as a woman

enters perimenopause,” Dr. Burkman
noted, pointing out that prospective stud-
ies in perimenopausal women have shown
that OC use increases or maintains bone
mineral density (BMD).12,13 In addition,
the longer the use, the greater the positive
effect on BMD.14-17 Preservation of BMD
translates into reduced fractures, as
demonstrated in a large Swedish case-con-
trol study comparing 1327 patients with
hip fracture with 3312 controls. In this
study, use of OCs after the age of 40
resulted in a decreased risk for subsequent
hip fracture; for individuals who had used
OCs at some point in their lives, a 25%
reduction in risk was seen.18

OC use also results in a reduced risk for
ovarian and endometrial cancers—40% or
more for ovarian cancer19,20 and 50% for
endometrial cancer.21-23 Although pelvic
inflammatory disease (PID) is uncommon
in perimenopausal patients, it does occur,
and OCs reduce the risk of a PID-related
hospitalization.24,25 Finally, OCs contain-
ing a low-androgenic progestin help
diminish androgenic side effects, such as
acne, which can be particularly distressing
to women in their 40s. Triphasic norgesti-
mate/ethinyl estradiol was the first OC to
be indicated for the treatment of moderate
acne vulgaris.

Misperceptions. “Unfortunately, many
women are unaware of these benefits and,
in addition, have serious misperceptions
about the use of OCs,” Dr. Burkman stated.
Despite ongoing educational efforts, a poll
conducted in 1993 by the American
College of Obstetrics and Gynecology
(ACOG) and the Gallup organization26

showed that more than 50% of women still
felt that OCs carried substantial health
risks, with cancer being the major risk.
“Ironically, with the possible exception of
tamoxifen, OCs are the only drugs that
actually prevent cancer,” Dr. Burkman
said.26 Only 6% of the women surveyed were
aware that OCs actually protect against
ovarian and endometrial cancers (Figure).26

Other studies27,28 conducted in 1993
and 1995 among Ivy League college women
supported results of the ACOG/Gallup poll
and illustrated that the lack of knowledge

Figure. ACOG/Gallup Polls: Women’s Attitudes Toward
Oral Contraception (OC)
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about the benefits of OC use is not limited
to women in lower educational or socioe-
conomic levels. Very few of these college
women knew that OCs protect against
ovarian and endometrial cancers (approx-
imately 20%), ectopic pregnancy and PID
(approximately 10%), and benign breast
disease (5%).27 In addition, 25% and 35% of
these women were unaware that OCs can
decrease dysmenorrhea (Table).27,28

Clinicians also have misperceptions
about OCs. Although some believe that age
is an independent risk factor for complica-
tions related to OC use, Dr. Burkman
noted that women can safely use OCs well
into their 50s provided they do not smoke
or have uncontrolled diabetes, hyperten-
sion, or cardiovascular disease. Additionally,
there is the popular misconception involv-
ing the link between OC use and weight
gain. Dr. Burkman pointed out that recent
studies have shown that the lower-dose
OCs currently used do not result in weight
gain.29

Economic Benefits. Dr. Burkman noted
that the use of OCs in perimenopausal
women can result in considerable eco-
nomic savings by reducing the number of
ablative procedures or resections, hysterec-
tomies, tubal ligations, and abortions.
Although he realizes that not every woman
going through perimenopause requires, or
should be prescribed, OCs, he noted that
OCs are an excellent option for managing
symptoms, preventing pregnancy, and
improving future outcomes for many peri-
menopausal women. 

Menopause

According to a survey by the North
American Menopause Society, 16% of
women between the ages of 50 and 60
want to discuss medical treatment
options, including HRT, and the long-term
risks associated with therapy.30 However,
socioeconomic factors play a large part in
whether they will get the information they
need. Patients from higher socioeconomic
strata are more likely to receive counsel-
ing from a physician than are women who
are less well-off, and when women do
receive counseling from a physician, it is

more likely to be from a gynecologist than
from a primary care physician.31

Dr. Burkman noted that lack of infor-
mation is reflected in the reasons women
give for not using HRT. Many women feel
that menopause is natural, not a medical
condition requiring treatment. Because
women are often unaware of the nonre-
productive health benefits of hormonal
therapy, such as improved cognition, they
may not think they need treatment. Other
women are deterred by a fear of increased
risk for cancer, particularly of the breast.32

In addition to having an inaccurate per-
ception of their actual risk for breast can-
cer, these individuals do not realize
mortality risk associated with specific dis-
ease; for example, mortality from breast
cancer is 1 in 28 compared with 1 in 2
from cardiovascular disease.33

Types of HRT. There are various types
of HRT. Beginning with the first to be
developed, these include: 1) a sequential
regimen of estrogen for 25 days, with pro-
gestin added on days 16 to 25; 2) a com-
bined regimen using a dose of progestin
that is approximately one fourth that of the
sequential regimen, and, recently 3) a con-
stant estrogen/intermittent (3 days on/3
days off) progestin regimen. The latter
HRT takes advantage of receptor dynamics
and the extended half-life of norgestimate
to provide a continuous progestational
effect on the endometrium.34,35 The lower

Table. OCs: What Do Patients Know About Benefits?

% of Patients Who Yale Brown
Knew that OCs . . . University 1991* University†

Protect against ovarian cancer 20 23

Protect against endometrial cancer 20 19

Protect against ectopic pregnancy 12 9

Protect against PID 11 10

Protect against benign breast disease 5 5

Decrease dysmenorrhea 75 66

PID = pelvic inflammatory disease; OCs = oral contraceptives.
Source: *Reference 1, †Reference 2.
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dose of progestin may also decrease pro-
gestin-related side effects and contribute
to increased adherence and treatment
continuation.

Clinical Effects

All derivatives of 19-nortestosterone,
regardless of dose, will decrease hot flash-
es, help prevent osteoporosis, and effec-
tively inhibit endometrial hyperplasia.
However, as a result of their different
pharmacokinetics, the different progestins
have very different effects on lipids. The
most important of these differences is in
abrogating the positive effects of estrogen
on high-density lipoprotein (HDL) levels.
Using a number of studies36-40 to illustrate
these differences, Dr. Burkman said that
estrogen alone increases HDL levels by
approximately 14%, but the addition of the
progestin, medroxyprogesterone acetate,
reduces this beneficial effect 4-fold, result-
ing in a much lower 3.5% to 3.7%
increase.36 Norethindrone acetate (NETA)
has an even greater negative effect on HDL
levels. In a 2-year clinical trial, the combi-
nation of NETA and ethinyl estradiol
resulted in a 6.7% decrease in HDL levels,
while a 1.3% increase was seen in patients
given a placebo.37 Likewise, a 12-month
study shows that a NETA/17β-estradiol
formulation decreased HDL 12.4% com-
pared with a 6.1% decrease with placebo.38

In contrast, the combination of norgesti-
mate and 17β-estradiol resulted in a 4.8%
increase in HDL.40

One of the most important benefits of
HRT is that it reduces the risk for sustain-
ing hip fractures.41 In addition, the major-
ity of studies show that HRT results in a
reduction in the incidence of colorectal
cancer, which may be attributed to a
reduction in bile salts.42 Improved cogni-
tion and the potential for decreased car-
diovascular disease risk are also seen in
patients receiving HRT. These benefits
outweigh the slight increase in the diagno-
sis of breast cancer.41
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