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Diagnosis
What is perimenopause?
Perimenopause is a transitional
time late in a woman's reproduc-
tive life before the final menstrual
period (FMP). Menopause is de-
fined retrospectively by 12 months
of amenorrhea and loss of ovarian
follicular activity. The mean dura-
tion of perimenopause is 5 years,
but symptoms may begin 8 years
or more before the FMP (1).

The average age at onset of men-
strual irregularity is 47.5 years (2).
“Perimenopause” is a lay term—the
North American Menopause Soci-
ety and most women's health pro-
viders use the term “menopause
transition” to describe this time
of hormonal flux. For simplicity,
we use “perimenopause” in this
review.

How is it diagnosed?
According to the Staging of
Reproductive Aging workshop
(STRAW+10), the menopause tran-
sition is divided into the early and
late phases based on cycle length
and ovarian endocrine function (2).
Early perimenopause is character-
ized by variable cycle length (> 7
days different from the normal
cycle), and late perimenopause is
characterized by >2 missed cycles

or > 60 days of amenorrhea. Dur-
ing both early and late perimeno-
pause, ovarian function progres-
sively decreases while follicle-
stimulating hormone (FSH) and to
a lesser extent luteinizing hormone
increase.

Perimenopause is not a disease
and does not require diagnosis
or treatment unless symptoms
are present. For clinicians, aware-
ness of symptoms and signs of
perimenopause is essential for
providing appropriate patient
counseling. Hallmark symptoms
include irregular menstrual
bleeding in addition to hot flashes
and night sweats, which are re-
ferred to as vasomotor symptoms.
Perimenopausal women may also
experience mood changes, sleep
disturbances, and sexual dysfunc-
tion. Because perimenopause is a
clinical diagnosis, an FSH test is
usually not needed to help make
treatment decisions, although a
level > 30 mIU/mL is strongly sug-
gestive of menopause (in combi-
nation with prolonged amenor-
rhea). Serum estradiol levels
fluctuate throughout perimeno-
pause and are thus not reliable for
diagnosis.

Evaluation and Treatment
What types of menstrual
changes occur during
perimenopause?
Perimenopause is characterized
by declining ovarian function and
subsequent anovulatory cycles.

The abnormal uterine bleeding
(AUB) associated with anovula-
tory cycles may present as light
and infrequent bleeding or un-
predictable and heavy menstrual
bleeding (HMB) (3). In the multi-

1. Kase NG. Impact of hor-
mone therapy for women
aged 35-65 years, from
contraception to hormone
replacement. Gend Med.
2009;6 Suppl 1:37-59.
[PMID: 19318218]

2. Ferrell RJ, Simon JA, Pin-
cus SM, et al. The length
of perimenopausal men-
strual cycles increases later
and to a greater degree
than previously reported.
Fertil Steril. 2006;86:619-
24. [PMID: 16889776]

3. Munro MG, Critchley HO,
Broder MS, et al. FIGO
classification system
(PALM-COEIN) for causes
of abnormal uterine
bleeding in nongravid
women of reproductive
age. Int J Gynaecol Obstet.
2011;113:3-13. [PMID:
21345435]

Diagnosis... Perimenopause is a clinical diagnosis, based on the char-
acteristic symptoms of abnormal uterine bleeding, hot flashes, and
night sweats, which occur as a result of declining ovarian function. Peri-
menopausal symptoms may occur up to 8 years before the final men-
strual period. Laboratory testing, including FSH and estradiol levels, is
not necessary for establishing perimenopause.

CLINICAL BOTTOM LINE
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ethnic Study of Women's Health
Across the Nation (SWAN), re-
searchers asked 1320 women
aged 42–52 years to complete
monthly menstrual calendars. Data
were collected on menstrual flow
and cycle length, and early and
late perimenopause were defined
according to the STRAW+10 defi-
nitions. Compared with premeno-
pausal cycles, women in both the
early and late menopausal transi-
tion were more likely to report pro-
longed menses, spotting, and
heavy bleeding (defined as chang-
ing the sanitary product every 1–2
hours). On at least 3 occasions,
77% women of women experi-
enced menses longer than 10
days, 66.8% had more than 6 days
of spotting, and 34.5% reported
HMB (4).

What is the differential
diagnosis of AUB in
perimenopausal women?
Although most perimenopausal
women experience irregular cycle
length related to physiologic an-
ovulation, it is essential to consider
other causes of AUB. In 2011, the
International Federation of Gyne-
cology and Obstetrics proposed a
new classification system for cate-
gorizing chronic AUB, which is de-
fined as uterine bleeding that has

been abnormal in volume, regular-
ity, and/or timing for most of the
previous 6 months (3). To deter-
mine whether a perimenopausal
woman is experiencing AUB, the
clinician should categorize her
bleeding pattern and determine
whether it differs from previous
menstrual cycles. Suggested defi-
nitions for classifying menstrual
patterns during the midreproduc-
tive years are listed in Table 1 (5).
AUB with HMB is defined not only
by volume of monthly blood loss
but also how it affects quality of
life. The PALM-COEIN classifica-
tion system, listed in the Box, de-

Table 1. Suggested “Normal” Limits for Menstrual Parameters in the
Midreproductive Years*

Clinical Dimensions of Menstruation
and Menstrual Cycle

Descriptive
Term

Normal Limits
(5th–95th
Percentiles)

Frequency of menses (d) Frequent < 24
Normal 24–28
Infrequent > 28

Regularity of menses: cycle-to-cycle
variation over 12 mo (d)

Absent No bleeding
Regular Variation +/– 2–20
Irregular Variation > 20

Duration of flow (d) Prolonged > 8.0
Normal 4.5–8.0
Shortened < 4.5

Volume of monthly blood loss (mL) Heavy > 80
Normal 5–80
Light < 5

* From reference 5.

PALM-COEIN Classification
for Causes of Abnormal
Uterine Bleeding*

Structural
Polyp
Adenomyosis
Leiomyoma
Malignancy and hyperplasia
Nonstructural
Coagulopathy
Ovulatory dysfunction
Endometrial
Iatrogenic
Not yet classified
*From reference 3.

4. Paramsothy P, Harlow S,
Greendale G, et al. Bleed-
ing patterns during the
menopausal transition in
the multi-ethnic Study of
Women's Health Across
the Nation (SWAN): a
prospective cohort study.
BJOG. 2014;121:1564-
73. [PMID: 24735184]

5. Fraser IS, Critchley HO,
Munro MG, et al. A pro-
cess designed to lead to
international agreement
on terminologies and
definitions used to de-
scribe abnormalities of
menstrual bleeding. Fertil
Steril. 2007;87:466-76.
[PMID: 17362717]
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scribes both structural and non-
structural abnormalities associated
with AUB (3). It is particularly
important to consider cancer or
endometrial hyperplasia in all
women aged 45 years or older
and in women with conditions as-
sociated with unopposed or high
estrogen exposure, such as obe-
sity or the polycystic ovary syn-
drome (6).

What type of evaluation
should be performed in
perimenopausal women
experiencing AUB?
A thorough history should be
obtained in all perimenopausal
women with AUB, with particular
attention paid to bleeding sever-
ity, associated pain, and a family
history of bleeding. Women who
report HMB since menarche; sig-
nificant bleeding associated with
dental work, surgery, or parturi-
tion; and easy bruising, gum
bleeding, or epistaxis may have
an underlying coagulopathy (7).
Patients should be queried care-
fully about use of medications
that are associated with AUB, in-
cluding anticoagulants; hormone
therapy (HT); and herbal prod-
ucts, such as gingko and ginseng
(6). The physical examination,
including a speculum and biman-
ual examination, is an essential
part of the initial evaluation to
assess for structural lesions in-
volving the vagina or cervix as
well as palpable abnormalities of
the uterus. Minimum recom-
mended laboratory testing for
the evaluation of women with
AUB is listed in the Box. Pro-
thrombin time, partial thrombo-
plastin time, and platelet count
should be measured in women
with a history suggestive of
bleeding disorders; testing for
von Willebrand disease may be
indicated in selected patients (7).
In contrast to its use in post-
menopausal women, routine ul-
trasonographic measurement of
endometrial thickness is not use-

ful in perimenopausal women.
Current guidelines do not pro-
vide clear recommendations re-
garding when imaging studies
are indicated in the evaluation of
perimenopausal women with
AUB. Transvaginal ultrasonogra-
phy is the preferred initial imag-
ing test to evaluate any palpable
abnormalities detected on the
physical examination, although
saline infusion sonohysterogra-
phy or hysteroscopy may be
needed to further visualize en-
dometrial abnormalities or to
evaluate AUB that persists de-
spite therapy. Clinicians should
refer all women older than 45
years with AUB and those
younger than 45 years who
have AUB and conditions of un-
opposed or high estrogen (the
polycystic ovary syndrome, obe-
sity) for endometrial biopsy to
rule out endometrial cancer or
hyperplasia (8).

Suggested Tests for Evaluation
of Abnormal Uterine
Bleeding*

All women should have the
following tests:

Pregnancy test (urine or serum)
Complete blood count
Thyroid-stimulating hormone
Cervical cancer screening with

pap test
Endometrial biopsy if age > 45

years
Selected tests to consider

during the initial
evaluation:

Chlamydia
Prolactin level
Prothrombin time and partial

thromboplastin time
Transvaginal ultrasonography
Saline infusion

sonohysterography
Testing if symptoms persist or

structural abnormalities are
present:

Saline-infused sonohysterography
Hysteroscopy
*From references 6–8.

6. Committee on Practice
Bulletins—Gynecology.
Practice bulletin no. 128:
diagnosis of abnormal
uterine bleeding in
reproductive-aged
women. Obstet Gynecol.
2012;120:197-206.
[PMID: 22914421]

7. American College of Ob-
stetricians and Gynecolo-
gists Committee on Ado-
lescent Health Care;
American College of Ob-
stetricians and Gynecolo-
gists Committee on Gyne-
cologic Practice. ACOG
committee opinion no.
451: von Willebrand dis-
ease in women. Obstet
Gynecol. 2009:114:1439-
43. [PMID: 20134302]

8. Committee on Practice
Bulletins—Gynecology.
Practice bulletin no. 136:
management of abnormal
uterine bleeding associ-
ated with ovulatory dys-
function. Obstet Gynecol.
2013;122:176-85. [PMID:
23787936]

� 2015 American College of Physicians ITC4 In the Clinic Annals of Internal Medicine 3 February 2015

Downloaded From: http://annals.org/ by a VA 60141 Medical Center User  on 05/18/2016



What therapies should be
offered to perimenopausal
women with AUB?
The diagnosis of AUB related to
ovulatory dysfunction is one of
exclusion and can only be made
after a thorough evaluation for
other structural and nonstructural
causes. The choice of therapy for
perimenopausal anovulation
should be dictated by the pa-
tient's goals, such as cycle con-
trol, pregnancy prevention, re-
ductions in pain and bleeding,
and improved quality of life.
Many hormonal and nonhor-
monal treatments are available to
treat AUB during perimenopause
and are listed in Table 2. Hor-
mone therapy (HT) is often pre-
ferred because it ameliorates
VMS while improving AUB.
Options include all hormonal
contraceptives as well as
postmenopausal-dose HT, which
includes progestin-only therapies
such as medroxyprogesterone,
megestrol, and micronized pro-
gesterone. Contraceptive-dose
hormones are often preferred
over postmenopausal-dose HT
due to better suppression of ovu-

lation and control of menstrual
patterns, as well as protection
from pregnancy (8). Among the
many contraceptive options avail-
able, the levonorgestrel intrauter-
ine system (IUS) is more effective
than low-dose combined oral
contraceptive pills for reducing
menstrual blood loss (9). Surgical
options, which include endome-
trial ablation and hysterectomy,
should only be considered for
women in whom medical therapy
has failed or is contraindicated
and who have completed child-
bearing.

Investigators in the ECLIPSE study random-
ized 571 women (average age, 42 years)
with HMB to treatment with the levonorg-
estrel IUS or usual medical treatment, which
included tranexamic acid, mefenamic acid,
norethindrone, combined estrogen–proges-
togen or progesterone-only contraceptive
pill, or medroxyprogesterone acetate injec-
tion. After 2 years, participants assigned to
the levonorgestrel IUS group, as compared
with the usual treatment group, had greater
improvements in quality of life in multiple
domains, including practical difficulties, so-
cial life, family life, work and daily routine,
psychological well-being, and physical
health (10).

Table 2. Treatments to Control Abnormal Uterine Bleeding During Perimenopause

Regimen Provide
Contraception?*

Significantly
1VTE Risk?

Treat Vasomotor
Symptoms?

2Menstrual
Blood Loss?

Regulate Menstrual
Cycle?

Combined hormonal
contraceptives (pill, patch, ring)

+ + ++ ++ ++

Progestin only contraceptives
(mini-pill, DMPA, arm implant)†

+/++ – + + +‡

LNG-IUS† ++ – – ++ ++§
Cyclic progestin, 10–12 d/mo

(hormone therapy dose)
– – +/– (will not help

on the days off
medication)

+� +�

Estrogen-progestin hormone
therapy

– + + +/– +/–

Nonsteroidal anti-inflammatory
drugs

– – – + –

Tranexamic acid (Lysteda) – + – + –
Endometrial ablation – – – + –

DMPA = depot-medroxyprogesterone acetate; LNG-IUS = levonorgestrel intrauterine system; VTE = venous thromboembolism.
* If there is a chance of unwanted pregnancy, contraceptive options are preferred.
† The progestin-only arm implant and LNG-IUS are the most effective contraceptives (more effective than oral contraceptives and
DMPA).
‡ May be associated with unpredictable bleeding patterns for the first 6 months of use, although this tends to improve with
continued use.
§ Amenorrhea is common after the first year of use.
� Effects on bleeding patterns can vary.

9. Shaaban MM, Shabaan
MM, Zakherah MS, El-
Nashar SA, Sayed GH.
Levonorgestrel-releasing
intrauterine system com-
pared to low dose com-
bined oral contraceptive
pills for idiopathic menor-
rhagia: a randomized
clinical trial. Contracep-
tion. 2011;83:48-54.
[PMID: 21134503]

10. Gupta J, Kai J, Middle-
ton L, et al. Levonorg-
estrel intrauterine system
versus medical therapy
for menorrhagia. N Engl
J Med. 2013;368:128-
37. [PMID: 23301731]
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Fifty-eight women older than 35 years with
HMB refractory to medical therapy were ran-
domly assigned to the levonorgestrel IUS or
thermal balloon ablation and followed pro-
spectively for 5 years. At the end of follow-up,
women in the levonorgestrel IUS group had
higher hemoglobin levels and satisfaction
scores and lower rates of hysterectomy than
those in the thermal balloon ablation group
(11).

What are the prevalence and
associated risk factors for VMS?
VMS are characteristic of the
menopausal transition and affect
approximately 60%–80% of
women during the late peri-
menopause and early postmeno-
pause years (12). However, some
women may begin to experience
VMS even earlier in their repro-
ductive years. According to data
from the Penn Ovarian Aging
Study, which followed 255 pre-
menopausal women through the
menopausal transition for 16
years, the prevalence of VMS was
16% 10 years before the FMP and
32% in the year before the FMP.
Risk factors for VMS identified in
this study included obesity, African
American race, lower education,
and anxiety. Notably, each 1-point
increase in a woman's anxiety
score was associated with a 5%
increased risk for VMS (13).

What effective hormonal and
nonhormonal therapies are
available to treat moderate to
severe VMS?
Perimenopausal women may
have mild and infrequent VMS
that respond well to conservative
measures, such as dressing in
layers, avoiding hot and spicy
foods, and lowering room tem-
peratures. However, many peri-
menopausal women have VMS
that are moderate to severe in
frequency and intensity and neg-
atively affect sleep, mood, and
quality of life (12). Effective medi-
cal therapies, both hormonal and
nonhormonal, aim at restoring
the thermoregulatory dysfunction
that is associated with VMS. As

estrogen levels decline, there are
associated decreases in sero-
tonin and noradrenaline concen-
trations, which are essential for
maintaining the thermoregula-
tory zone and inducing heat-
releasing mechanisms when
appropriate (14). It is thus postu-
lated that increases in estrogen,
serotonin, and noradrenaline
lead to a restoration and stabili-
zation of the thermoneutral zone
and reduction in VMS.

Estrogen therapy is most effec-
tively administered to perimeno-
pausal women in the form of low-
dose combination contraceptive
methods (the pill, patch, or ring),
which offer relief from hot
flashes, control menstrual cycles,
and prevent pregnancy (8). For
women who choose not to use
hormonal methods due to per-
sonal preference or comorbid
conditions, selective serotonin
reuptake inhibitors (SSRIs) and
selective norepinephrine re-
uptake inhibitors (SNRIs) are
good treatment options. The re-
sults of a recent meta-analysis,
which included 11 randomized
controlled trials of SSRIs, suggest
that escitalopram, paroxetine,
sertraline, citalopram, and fluox-
etine are all more effective than
placebo for reducing hot flash
frequency and severity (15).
Three studies of venlafaxine that
were included in a Cochrane sys-
tematic review showed signifi-
cant reductions in hot flash fre-
quency and severity compared
with placebo (16). Similarly, in the
MS Flash study, venlafaxine com-
pared favorably with low-dose
oral 17 �-estradiol for treating
VMS in peri- and postmeno-
pausal women (17). Although its
mechanism of action is unknown,
gabapentin is another nonhor-
monal method that reduces hot
flash frequency and severity by
about one third compared with
placebo (18–19). Notably, low-
dose paroxetine is the only SSRI

11. Silva-Filho AL, Pereira
Fde A, de Souza SS, et al.
Five-year follow-up of
levonorgestrel-releasing
intrauterine system ver-
sus thermal balloon
ablation for the treat-
ment of heavy menstrual
bleeding: a randomized
controlled trial. Contra-
ception. 2013;87:409-
15. [PMID: 23228505]

12. Thurston RC, Joffe H.
Vasomotor symptoms
and menopause: find-
ings from the Study of
Women's Health across
the Nation. Obstet Gyne-
col Clin North Am. 2011;
38:489-501. [PMID:
21961716]

13. Freeman EW, Sammel
MD, Sanders RJ. Risk of
long-term hot flashes
after natural menopause:
evidence from the Penn
Ovarian Aging Study
cohort. Menopause.
2014 Jan 27. [Epub
ahead of print]

14. Rossmanith WG, Rueb-
berdt W. What causes
hot flushes? The neu-
roendocrine origin of
vasomotor symptoms in
the menopause. Gynecol
Endocrinol. 2009;25:
303-14. [PMID:
19903037]

15. Shams T, Firwana B,
Habib F, et al. SSRIs for
hot flashes: a systematic
review and meta-analysis
of randomized trials. J
Gen Intern Med. 2014;
29:204-13. [PMID:
23888328]

16. Rada G, Capurro D, Pan-
toja T, et al. Non-
hormonal interventions
for hot flushes in women
with a history of breast
cancer. Cochrane Data-
base Syst Rev. 2010:
CD004923. [PMID:
20824841]

17. Joffe H, Guthrie KA,
LaCroix AZ, et al. Low-
dose estradiol and
the serotonin-
norepinephrine re-
uptake inhibitor venla-
faxine for vasomotor
symptoms: a random-
ized clinical trial.
JAMA Intern Med.
2014;174:1058-66.
[PMID: 24861828]

18. Loprinzi CL, Sloan J,
Stearns V, et al. Newer
antidepressants and
gabapentin for hot flash-
es: an individual patient
pooled analysis. J Clin
Oncol. 2009;27:2831-7.
[PMID: 19332723]

19. Toulis KA, Tzellos T, Kou-
velas D, Goulis DG. Gaba-
pentin for the treatment
of hot flashes in women
with natural or
tamoxifen-induced
menopause: a systematic
review and meta-
analysis. Clin Ther. 2009;
31:221-35. [PMID:
19302896]

� 2015 American College of Physicians ITC6 In the Clinic Annals of Internal Medicine 3 February 2015

Downloaded From: http://annals.org/ by a VA 60141 Medical Center User  on 05/18/2016



that has recently been approved
by the U.S. Food and Drug Ad-
ministration (FDA) for reducing
VMS. Table 3 lists therapies that
are effective for the treatment of
VMS, as well as their potential
adverse effects.

Which complementary and
alternative therapies are
effective for treatment of
VMS?
Although many complementary
and alternative therapies have
been studied, few have shown
benefit for treatment of VMS. Evi-
dence from several systematic
reviews and randomized, con-
trolled trials indicate that yoga,
paced respiration, exercise, cog-
nitive behavioral therapy, gin-
seng root, dong quai, and phy-
toestrogens are ineffective. Data
on the efficacy of black cohosh,
vitamin E, acupuncture, and exer-
cise are insufficient. Red clover,
which contains isoflavones, in-
cluding genistein, may reduce
hot flashes, although more study
is needed (20). Perimenopausal
women who take anticoagulants
should use ginseng and dong
quai cautiously, as both may po-
tentiate the effects of warfarin
(21).

What are the prevalence and
risk factors for sleep and mood
disorders?
In SWAN, which prospectively
followed 3045 pre- or perimeno-
pausal women through the
menopausal transition, 34.3% of
early perimenopausal women
reported difficulty sleeping, in-
cluding problems with sleep
maintenance, sleep initiation,
and early morning awakening.
Sleep difficulties increased over
the menopausal transition, with
the highest risk occurring in late
perimenopause. Risk factors for
sleep difficulties include lower
inhibin B levels, work and family-
related stress, number of physical
conditions, nocturia, history of
sleep disorders, depression, and
use of prescription sleep medica-
tions (22–23). Clinicians should
also assess for primary sleep dis-
turbances that may contribute to
sleep difficulties in perimeno-
pausal women. In the Sleep I
Study, which sought to character-
ize sleep difficulties among 370
SWAN participants, 20% of study
participants had frequent apnea
and hypopnea episodes and 8%
experienced periodic limb move-
ments with arousals (24).

Table 3. Effective Nonhormonal Therapies for Vasomotor Symptoms*

Therapy Notes Adverse Effects

SSRI Reduces hot flashes by about 1/d
Escitalopram may be more efficacious

than other SSRIs
Co-administration of tamoxifen and

paroxetine should be avoided in
breast cancer survivors due to
paroxetine-induced inhibition of
tamoxifen metabolism

Nausea, fatigue, somnolence,
palpitations, dry mouth,
sleep disturbance,
sweating, dizziness,
headache, decreased
libido, and rash

Venlafaxine
(SNRI)

Reduces hot flashes by about 1/d
Compares favorably with low-dose

estradiol therapy

Possible small increases in
systolic and diastolic blood
pressure. Other side effects
similar to the SSRIs.

Gabapentin Smaller reductions in hot flash
frequency as SSRIs and
venlafaxine

Optimal dosing is unclear but likely
ranges between 900–2400 mg/d

Dizziness, unsteadiness,
fatigue, and somnolence

SNRI = selective norepinephrine reuptake inhibitors; SSRI = selective serotonin re-
uptake inhibitors.
* From references 15, 17–19.

20. Lethaby A, Marjoribanks
J, Kronenberg F, et al.
Phytoestrogens for
menopausal vasomotor
symptoms. Cochrane
Database Syst Rev. 2013;
12:CD001395. [PMID:
24323914]

21. Wong, VCK, Lim CED, Lx
et al. Current alternative
and complementary
therapies used in meno-
pause. Gynecol Endocri-
nol. 2009; 25(3):166-
174

22. Pien GW, Sammel MD,
Freeman EW, Lin H,
DeBlasis TL. Predictors of
sleep quality in women
in the menopausal tran-
sition. Sleep. 2008;31:
991-9. [PMID:
18652094]

23. Tom SE, Kuh D, Guralnik
JM, Mishra GD. Self-
reported sleep difficulty
during the menopausal
transition: results from a
prospective cohort study.
Menopause. 2010;17:
1128-35. [PMID:
20551846]

24. Kravitz HM, Joffe H.
Sleep during the peri-
menopause: a SWAN
story. Obstet Gynecol
Clin North Am. 2011;38:
567-86. [PMID:
21961720]

25. Bromberger JT, Kravitz
HM, Chang YF, et al.
Major depression during
and after the meno-
pausal transition: Study
of Women's Health
Across the Nation
(SWAN). Psychol Med.
2011;41:1879-88.
[PMID: 21306662]

26. Joffe H, Massler A, Shar-
key KM. Evaluation and
management of sleep
disturbance during the
menopause transition.
Semin Reprod Med.
2010;28:404-21. [PMID:
20845239]

27. Toffol E, Kalleinen N,
Urrila AS, et al. The rela-
tionship between mood
and sleep in different
female reproductive
states. BMC Psychiatry.
2014;14:177. [PMID:
24935559]

28. Newton KM, Reed SD,
Guthrie KA, et al. Efficacy
of yoga for vasomotor
symptoms: a random-
ized controlled trial.
Menopause. 2014;21:
339-46. [PMID:
24045673]
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Women are at higher risk for de-
pression during perimenopause.
According to data from the
SWAN study, the odds ratio for
experiencing a major depressive
event during perimenopause is
2.17 (95% CI, 1.23–3.81); the risk
increases as women transition
from perimenopause to post-
menopause. Women with a his-
tory of depression, higher body
mass index, use of psychotropic
medications, and major life stres-
sors are more likely to have a de-
pressive episode during peri-
menopause (25). The relationship
between sleep and mood during
perimenopause is complex. De-
pression is associated with in-
somnia and worse sleep quality;
conversely, poor sleep quality
may potentiate depressive symp-
toms (26). In a recent small study
investigating the relationship
among sleep, mood, and repro-
ductive stage, higher insomnia
scores were associated with
more depressive symptoms
among perimenopausal women
(27).

What treatments are available
for management of sleep
disorders?
Nonpharmacologic therapies for
improving sleep include exercise,
yoga, and cognitive behavioral
therapy (28–29). A recent study
demonstrated that consistently
high levels of recreational physi-
cal activity improve the quality
and depth of sleep in midlife
women and that increasing exer-
cise may be “protective” against
sleep disturbances (30). Among
pharmacologic therapies, antide-
pressants and hypnotics may be
effective for reducing insomnia
among women who experience
both sleep disturbances and
VMS (31).

In the MsFlash study, investigators randomly as-
signed 205 peri- and postmenopausal women
with VMS to escitalopram or placebo for 8 weeks.
At baseline, 37%, 26.8%, and 5.9% of study par-
ticipants had mild, moderate, or severe insom-

nia, respectively. The main study outcomes were
insomnia symptoms, as measured by the Insom-
nia Severity Index (ISI) (lower scores indicate less
insomnia), and subjective sleep quality, as mea-
sured by the Pittsburgh Sleep Quality Index
(PQSI) (lower scores indicate better sleep quality).
At both 4 and 8 weeks of treatment, women
treated with escitalopram had a 41% decrease in
ISI scores and a 32% decrease in PQSI scores.
Among the placebo group, ISI scores decreased
by 24% and PQSI scores decreased by 17% (32).

What are the concerns
regarding sexual dysfunction?
In the PRESIDE study, 44% of
surveyed U.S. women reported
symptoms consistent with sexual
dysfunction, with the highest
prevalence occurring in midlife
women (aged 45–64 years) (33).
Hypoactive sexual desire disorder,
which is now termed “sexual inter-
est/arousal disorder” based on the
newest Diagnostic and Statistical
Manual of Mental Disorders IV clas-
sification, is the most common sex-
ual dysfunction diagnosis in this
age group (34). Clinicians should
identify factors that may contribute
to sexual dysfunction—notably, re-
ceipt of �-blockers, SSRIs, SNRIs,
and HT. Although oral combina-
tion hormonal contraceptives
(CHC) decrease free testosterone,
evidence is inconclusive regarding
their effect on libido (35). Limited
studies suggest nonoral contra-
ceptives, such as the vaginal ring
and patch, may be associated with
better sexual function (36). Addi-
tionally, one study demonstrated
that patch users have significantly
less sexual dysfunction than ring
users (37). Perimenopausal
women may also experience pain-
ful sexual intercourse due to vagi-
nal atrophy or inadequate lubrica-
tion; a physical examination that
shows pale vaginal mucosa, pete-
chiae, and loss of ruggae helps to
confirm this diagnosis and direct
appropriate treatment.

How is sexual dysfunction
managed?
Although circulating androgen
levels decrease steadily after age
30, there is little role for routine

29. Mann E, Smith MJ,
Hellier J, et al. Cognitive
behavioural treatment
for women who have
menopausal symptoms
after breast cancer treat-
ment (MENOS 1): a
randomised controlled
trial. Lancet Oncol. 2012;
13:309-18. [PMID:
22340966]

30. Kline CE, Irish LA, Krafty
RT, et al. Consistently
high sports/exercise
activity is associated with
better sleep quality,
continuity and depth in
midlife women: the
SWAN sleep study.
Sleep. 2014; 36(9):
1279-1288

31. Joffe H, Petrillo L,
Viguera A, et al. Eszopi-
clone improves insomnia
and depressive and
anxious symptoms in
perimenopausal and
postmenopausal women
with hot flashes: a ran-
domized, double-
blinded, placebo-
controlled crossover trial.
Am J Obstet Gynecol.
2012; 202:171:e1-11

32. Ensrud KE, Joffe H, Guth-
rie KA, et al. Effect of
escitalopram on insom-
nia symptoms and sub-
jective sleep quality in
healthy perimenopausal
and postmenopausal
women with hot flashes:
a randomized controlled
trial. Menopause. 2012;
19:848-55. [PMID:
22433978]

33. Shifren JL, Monz BU,
Russo PA, Segreti A,
Johannes CB. Sexual
problems and distress in
United States women:
prevalence and corre-
lates. Obstet Gynecol.
2008;112:970-8. [PMID:
18978095]

34. IsHak WW, Tobia G.
DSM-5 Changes in Diag-
nostic Criteria of Sexual
Dysfunctions. Reprod
Syst Sex Disord. 203;
2:122

35. Strufaldi R, Pompei LM,
Steiner ML, et al. Effects
of two combined hor-
monal contraceptives
with the same composi-
tion and different doses
on female sexual func-
tion and plasma andro-
gen levels. Contracep-
tion. 2010;82:147-54.
[PMID: 20654755]

36. Sabatini R, Cagiano R.
Comparison profiles of
cycle control, side effects
and sexual satisfaction of
three hormonal contra-
ceptives. Contraception.
2006;74:220-3. [PMID:
16904415]

37. Gracia CR, Sammel MD,
Charlesworth S, et al.
Sexual function in first-
time contraceptive ring
and contraceptive patch
users. Fertil Steril. 2010;
93:21-8. [PMID:
18976753
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measurement of testosterone and
DHEA-S in perimenopausal
women. Numerous studies have
shown that androgen levels do not
predictably correlate with female
sexual function; moreover, andro-
gen assays are not standardized
for women.

Treatment of sexual dysfunction in
perimenopausal women should
be directed to the underlying di-
agnosis. In a recent randomized,
double-blind, placebo-controlled,
phase 3 trial, postmenopausal
women with low sexual interest
who were treated with flibanserin
(a serotonin receptor–1A agonist/
serotonin receptor–2A antagonist)
showed a significant increase in
sexual desire after 24 weeks of
treatment (38). Transdermal tes-
tosterone therapy has also been
shown to increase the number of
satisfying sexual episodes and

improve sexual self-rating scores,
but there are no FDA-approved
testosterone therapies for female
sexual dysfunction (39). If transder-
mal testosterone is prescribed off-
label, the patient must use ade-
quate contraception to avoid
pregnancy and virilization of the
fetus. A small study showed an
increase in sexual self-rating scale
among perimenopausal women
using 10 mg of 1% testosterone
cream for two 12-week periods
(40). Evidence regarding the effi-
cacy of oral DHEA-S for improving
sexual interest in perimenopausal
women is mixed, and this treat-
ment is not recommended.

Vaginal moisturizers and lubricants
can be helpful for relieving dis-
comfort related to vaginal atrophy
or inadequate lubrication; vaginal
estrogen treatment is usually re-
served for postmenopausal
women.

Hormonal Contraception
Although perimenopausal
women have declining estrogen
levels, they may continue to have
unpredictable ovulatory cycles,
increasing their risk for unin-
tended pregnancy. Forty-eight
percent of all pregnancies in
women in their 40s are un-
planned, making this the second
most common age cohort for un-
planned pregnancies (41).

What types of hormonal
contraceptive options are
available for perimenopausal
women?
CHC (combined hormonal con-
traceptives) contain both estro-
gen and progestin and are avail-
able in pill, patch, and ring
formulations. Newer formulations
of oral CHC that contain low
doses (10–25 mcg) of ethinyl es-

Evaluation and Treatment... AUB is a hallmark symptom of perimeno-
pause but can be caused by structural and nonstructural abnormalities.
The PALM-COEIN classification system is a useful framework for guiding
clinicians in the evaluation of perimenopausal women with AUB. All
women older than 45 years with AUB should be referred to a specialist
for consideration of endometrial biopsy to rule out hyperplasia or can-
cer. Once AUB has been classified as anovulatory (related to declining
estrogen function), clinicians can offer multiple medical therapies to
improve bleeding patterns. Hormonal contraceptives are ideal for re-
ducing AUB, controlling VMS, and preventing pregnancy.

CLINICAL BOTTOM LINE

38. Simon JA, Kingsberg SA,
Shumel B, et al. Efficacy
and safety of flibanserin
in postmenopausal
women with hypoactive
sexual desire disorder:
results of the SNOW-
DROP trial. Menopause.
2014;21:633-40. [PMID:
24281236]

39. Davis SR, Moreau M,
Kroll R, et al; APHRODITE
Study Team. Testosterone
for low libido in post-
menopausal women not
taking estrogen. N Engl J
Med. 2008;359:2005-
17. [PMID: 18987368]

40. Goldstat R, Briganti E,
Tran J, Wolfe R, Davis SR.
Transdermal testosterone
therapy improves well-
being, mood, and sexual
function in premeno-
pausal women. Meno-
pause. 2003;10:390-8.
[PMID: 14501599]

41. Finer LB, Zolna MR. Un-
intended pregnancy in
the United States: inci-
dence and disparities,
2006. Contraception.
2011;84:478-85. [PMID:
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tradiol are often sufficient to con-
trol hormonal fluctuations in the
late menopause transition. Proges-
tins are typically grouped accord-
ing to their generation, as noted in
the Box. First- and second-
generation progestins have been
in use the longest, whereas the
newer third and fourth generations
were created with the goal of de-
creasing androgenic activity.

Although CHC are preferred in
perimenopausal women be-
cause they provide symptom-
atic relief from both VMS and
AUB while preventing preg-
nancy, some women may have
contraindications to these ther-
apies, as listed in Table 4.
Progestin-only contraceptives,
which include the progestin-
only pill, subdermal implant,
levonorgestrel IUS, and depot-
medroxyprogesterone (DMPA),
can be safely used in many of
these women.

What are the cardiovascular
risks of CHC?
Perimenopausal women have a
higher baseline risk for myocar-
dial infarction (MI) and stroke
than younger women. Thus, the
absolute risks for these arterial
events in association with CHC
use in perimenopausal women
must be considered carefully.
Reassuringly, recent studies have
provided evidence that the abso-
lute rates of stroke and MI with
oral CHC are low. Nonoral CHC,
such as the vaginal ring, may be
associated with increased risk for
stroke compared with oral CHC,
although evidence is mixed.

In 2012, Lidegaard and colleagues used Dan-
ish national registry data to investigate the risk
for stroke and MI with CHC use. Arterial event
rates in oral CHC users were low—21.4/
100 000 person-years for thrombotic stroke
and 10.1/100 000 person-years for MI. Com-
pared with nonusers, oral CHC that contained
higher doses of ethinyl estradiol (30 – 40 mcg
vs. 20) were associated with greater risk for
stroke and MI (relative risk [RR] ranges, 1.5–
2.2 vs. 0.9 –1.7 for stroke and 1.3–2.3 vs. 0.0 –
1.6 for MI). Among users of nonoral CHC, the
vaginal ring was associated with an increased
risk for stroke (RR, 2.5; CI, 1.4 – 4.4); the very
small number of events among patch users
limited conclusions regarding its association
with stroke (42).

In a recent prospective, controlled, noninter-
ventional cohort study performed in the
United States and 5 European countries, there
was no increased risk for VTE, stroke, or MI
seen after 2 to 4 years of follow-up of 33 295
new users of the vaginal ring versus new users
of oral CHC (43).

What are the risks for venous
thromboembolism (VTE)
associated with CHC use?
In contrast to arterial events,
VTE events in perimenopausal
women are more common, and
the type of progestin may affect
this risk. Women of reproductive
age have a baseline risk for VTE
between 3–9/10 000 (44). Be-
cause the rate increases with age,
the type of progestin used may
have more clinical impact in a

Available Progestins Found in
U.S. Combined Hormonal
Contraceptives

First Generation
Norethindrone
Ethynodiol diacetate
Second Generation
Norgestrel*
Levonorgestrel
Third Generation
Norgestimate
Desogestrel
Etonogestrel: Metabolite of

desogestrel, found in the
vaginal contraceptive ring
and subdermal implant

Norelgestromin: Metabolite of
norgestimate found in the
patch

Gestodene: Unavailable in the
United States but under
consideration by the Food
and Drug Administration

Fourth Generation
Drospirenone: Spironolactone

derivative
Dienogest
*One of the most androgenic

progestins.

42. Lidegaard Ø, Løkkegaard
E, Jensen A, Skovlund
CW, Keiding N. Throm-
botic stroke and myocar-
dial infarction with hor-
monal contraception. N
Engl J Med. 2012;366:
2257-66. [PMID:
22693997]

43. Dinger J, Möhner S,
Heinemann K. Cardiovas-
cular risk associated with
the use of an
etonogestrel-containing
vaginal ring. Obstet
Gynecol. 2013;122:
800-8. [PMID:
24084537]

44. Committee on Gyneco-
logic Practice. ACOG
Committee Opinion
Number 540: Risk of
venous thromboembo-
lism among users of
drospirenone-containing
oral contraceptive pills.
Obstet Gynecol. 2012;
120:1239-42. [PMID:
2309046]
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perimenopausal woman than in a
younger woman.

In 2013, a meta-analysis was performed of
studies published between 1995 and 2012 to
estimate the risk for VTE, stroke, or MI associ-
ated with the use of oral CHC and to describe
how these risks vary by dose or formulation.
Fifty studies met the inclusion criteria, and the
investigators found 3-fold higher odds of VTE
among current oral CHC users than among
nonusers (14 studies) (odds ratio, 2.97; CI,
2.46 –3.59) (45).

Investigators performed a systematic review
and meta-analysis of 26 studies to assess the
effect of different types of oral CHC on VTE
events in healthy women. Third-generation
progestins were associated with RRs of VTE
that were 50%– 80% higher than for oral CHC
with levonorgestrel (a second-generation pro-
gestin). There were no significant differences
in VTE risk between first- and second-
generation progestins. When the ethinyl estra-
diol dose was reduced, some but not all third-

generation progestins demonstrated a
decrease in VTE risk, which approximated that
of the second-generation progestins (46).

If concern for VTE risk is high
(family history, obesity), then first-
or second-generation progestins
may be preferred. Because most
oral CHC improve symptoms of
hirsutism and acne, the third-
generation progestins offer an
additional advantage in only a
small subset of women. Of note,
the third-generation progestin
norgestimate has not been asso-
ciated with an increased risk for
VTE relative to first and second
generations, and thus may be a
good option for women who
have refractory hirsutism despite
the use of an older progestin
product. Evidence on whether
nonoral CHC, such as the ring

Table 4. Contraindications to CHC*

Medical/Surgical Condition Notes

Migraine headache with aura at any age In persons >35 y without aura, risk often outweighs benefits
Counsel appropriately
Auras are specific visual (blindness, blurry vision) or
sensory (numbness, muscle weakness) symptoms

Cigarette smokers > 35 y Higher risk for MI with COC use in conjunction with
smoking > 15 cigarettes/d in women > 35 y

History of VTE/pulmonary embolism, stroke, MI
Uncontrolled hypertension >160 mm Hg systolic or

>100 mg Hg diastolic
If blood pressure is controlled, risk for CVA/MI still higher

than for nonusers of CHC
Systemic lupus erythematosus with positive

antiphospholipids
Postpartum <21 d For women at high risk for VTE (>age 35 y, BMI >30,

postcesarean delivery, preeclampsia) best to wait
> 42 d before initiation of CHC

History of bariatric surgery (malabsorptive type) Decreased COC absorption in the setting of Roux-en-Y
gastric bypass; efficacy of patch/ring unaffected

Diabetes with retinopathy, nephropathy, or neuropathy or
>20 y duration

No contraindication for history of gestational diabetes

Current breast cancer No contraindications for family history of breast cancer or
BRCA gene carriers

Hepatocellular adenoma, malignant hepatoma, severe
decompensated cirrhosis, acute or flare of viral hepatitis

No contraindication to use in chronic stable hepatitis

Undiagnosed abnormal uterine bleeding Recommend further investigation (see text for details)
Complicated valvular heart disease (e.g., pulmonary

hypertension, high risk for atrial fibrillation, history of
subacute bacterial endocarditis)

Known thrombotic mutations Routine thrombophilia screening not recommended before
initiation of CHC in the general population

Organ transplantation only if complicated (acute or chronic
graft failure, rejection, cardiac allograft vasculopathy)

Most antirejection medications are teratogenic; consider
using 2 effective forms of contraception

BMI = body mass index; CHC = combination hormonal contraceptives; COC = combined oral contraceptives; CVA = cerebro-
vascular accident; MI = myocardial infarction; VTE = venous thromboembolism.
* From reference 53.
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Coeytaux RR, et al. Risk
of acute thromboembolic
events with oral contra-
ceptive use: a systematic
review and meta-
analysis. Obstet Gynecol.
2013;122:380-9. [PMID:
23969809]

46. Stegeman BH, de Bastos
M, Rosendaal FR, et al.
Different combined oral
contraceptives and the
risk of venous thrombo-
sis: systematic review
and network meta-
analysis. BMJ. 2013;
347:f5298. [PMID:
24030561]
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and patch, increase risk for VTE
as compared with oral CHC also
conflicts (43, 47). However, it is
important to remember that
these nonoral methods of deliv-
ery are important alternatives for
those who have difficulty adher-
ing to a daily pill regimen.

A more novel fourth-generation
progestin, drospirenone, is a de-
rivative of spironolactone and
may offer potential advantages
for women with premenstrual
dysphoric disorder. Reports on
whether this drug is associated
with increased risk for VTE events
relative to older progestins con-
flict, prompting an update to the
U.S. product label stating that it
may be associated with a higher
relative risk for VTE (48–49).
However, the American College
of Obstetricians and Gynecolo-
gists published a committee
opinion statement that noted that
the difference in absolute risk for
VTE between the newer proges-
tins (such as drospirenone) ver-
sus older progestins is low (44).

Thus, most women who are satis-
fied with their “higher-risk” oral
CHC regimen, once appropri-
ately counseled, often choose to
continue.

What are the special considera-
tions in perimenopausal
women at risk for bone loss?
Perimenopausal women may
have concerns about their risk for
osteopenia or osteoporosis given
its association with increasing
age and declining estrogen lev-
els. DMPA is a progestin-only
therapy that provides very effec-
tive contraception, but also sig-
nificantly suppresses endoge-
nous estrogen levels. The FDA
issued a black box warning for
DMPA that stated that bone loss,
which may not be completely
reversible, is greater with increas-
ing duration of use and that it
should not be used longer than 2
years unless other methods are

inadequate. In contrast, an Amer-
ican College of Obstetricians and
Gynecologists review suggests
that there is partial or full recov-
ery of bone mineral density at the
spine, and at least partial recov-
ery at the hip, after discontinua-
tion of DMPA (50).

However, clinicians should re-
member that perimenopausal
women have fewer years to re-
cover the estrogen levels that
help to facilitate return of bone
density to baseline. Bone density
testing is not routinely recom-
mended in perimenopausal
DMPA users; however, women in
the late menopause transition or
those with other risk factors for
bone loss (use of steroids or sei-
zure medications) should con-
sider CHC or the levonorgestrel
IUS in place of DMPA. Although
a recent retrospective study of
312 395 women suggested no
additional risk for fracture with
DMPA use, further studies are
needed to understand the effect
of prolonged use on postmeno-
pausal fractures, not just bone
density (51).

What other medical conditions
affect decisions when prescrib-
ing CHC?
Comorbid conditions add com-
plexity to the care of perimeno-
pausal women, as obesity, hyper-
tension, diabetes, hyperlipidemia
are more common in women
40–50 years of age and are asso-
ciated with increased risks for
cardiovascular events and VTE.
The Centers for Disease Control
and Prevention (CDC) issued a
comprehensive guideline to help
clinicians decide which contra-
ceptive is most appropriate for a
patient with any given medical
condition as well as a separate
guideline with practical tips on
how to use each product (52–53).

It is important to note that triglyc-
eride levels can increase with
CHC, especially those containing

47. Lidegaard O, Nielsen LH,
Skovlund CW, Løkkeg-
aard E. Venous thrombo-
sis in users of non-oral
hormonal contraception:
follow-up study, Den-
mark 2001-10. BMJ.
2012 May 10;344:
e2990. [PMID:
22577198]

48. Wu CQ, Grandi SM,
Filion KB, et al.
Drospirenone-containing
oral contraceptive pills
and the risk of venous
and arterial thrombosis:
a systematic review.
BJOG. 2013;120:801-
10. [PMID: 23530659]

49. Dinger J, Bardenheuer K,
Heinemann K. Cardiovas-
cular and general safety
of a 24-day regimen of
drospirenone-containing
combined oral contracep-
tives: final results from
the International Active
Surveillance Study of
Women Taking Oral
Contraceptives. Contra-
ception. 2014;89:253-
63. [PMID: 24576793]
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Medroxyprogesterone_
Acetate_and_
Bone_Effects.
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depot medroxyprogester-
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tion and incidence of
bone fracture. Obstet
Gynecol. 2013;121:593-
600. [PMID: 23635623]
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estrogen in higher doses. There-
fore, women with high triglycer-
ides or the metabolic syndrome
need close follow-up measure-
ment of triglyceride levels after
initiation of CHC. Although
women with multiple risk factors
for cardiovascular disease are
often prescribed progestin-only
methods, DMPA is not a favored
treatment for this group because
of its metabolic effects, such as
weight gain, decrease in high-
density lipoprotein levels, and
increase in insulin and fasting
blood glucose levels (53).

Many perimenopausal women
are concerned about their risk for
breast cancer and may have res-
ervations about the use of CHC
as a possible contributor to that
risk. However, patients can be
reassured that the CDC rates the
use of CHC as category 1 in the
setting of a family history of
breast cancer—meaning no re-
strictions on use—and no special
follow-up is needed. A systemic
review and meta-analysis of
BRCA1/2 mutation carriers
showed no increased risk for
breast cancer with modern oral
CHC regimens but a significantly
reduced risk for ovarian cancer
(54). Thus, even with patients at
highest risk for breast cancer, the
risk–benefit ratio of CHC seems
to favor benefit of use when
appropriate.

During the menopause transition,
women may notice a worsening
of menstrual migraines. Although
the use of CHC to control these
headaches has been well-docu-
mented, the CDC recommends
against the use of estrogen-
containing products in any
woman older than 35 years who
have migraines and at any age if
aura is present (53, 55).

Progestin-only methods are a
safer option that may still control
hormonal fluctuations enough to
relieve symptoms. Women can

also be reassured that once in
menopause, their menstrual
migraines should improve.

When and how should women
transition from CHC to HT?
Expert opinion guides manage-
ment on how and when to transi-
tion women from hormonal con-
traception to HT, as randomized,
controlled trials are lacking.
Guidelines suggest that women
can continue hormonal contra-
ception until age 55 years (when
90% of women will reach meno-
pause) with yearly evaluation of
safety and symptoms (56). Clini-
cians may use FSH levels to help
guide decisions to transition off
hormonal contraception, as
noted in the Box. Two small stud-
ies of postmenopausal women
receiving CHC showed a higher
rate of false-negative results for
the diagnosis of menopause
using a serum FSH cut off of
30 IU/L after 7 days, so it is rec-
ommended that patients remain

Suggested Transitions Off
Hormonal Contraception*

Depo-Provera: Continue until age
50–51 y, if signs of
hypoestrogen (i.e., low bone
mass, vasomotor symptoms)
offer estrogen therapy until
age 55; in women >50 y, 2
consecutive FSH levels > 35
IU/L drawn at visits at least
90 d apart suggests
menopause

Mirena IUD: 12 mo of amenorrhea
+ 2 FSH levels > 35 IU/L

Copper IUD: 12 mo of amenorrhea
+ 2 FSH levels >35 IU/L

FSH = follicle-stimulating hormone;
IUD = intrauterine device.

*From Juliato CT, et al. Usefulness
of FSH measurements for
determining menopause in
long-term users of depot
medroxyprogesterone acetate
over 40 years of age.
Contraception. 2007;76:282-6;
and Badwin MK, Jensen JT.
Contraception during the
perimenopause. Maturitas.
2013;76:235-42.
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breast or ovarian cancer
risk in BRCA1/2 carriers:
a meta-analysis. Eur J
Cancer. 2010;46:2275-
84. [PMID: 20537530]
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off hormonal contraception for a
full 14-day period before FSH
levels are checked; backup con-
traception should be used during
this period (57–58). Emerging
trends to check anti-mullerian
hormone levels and antral follicle
counts to document menopause
are being adopted from the re-
productive infertility fields but
have not been validated.

CHC and HT both contain estro-
gen but differ significantly in for-
mulation and potency. Ethinyl
estradiol is typically used in oral
and nonoral CHC preparations,

whereas 17 �-estradiol or conju-
gated equine estrogen is most
commonly used in systemic HT.
Clinicians should remember that
standard-dose oral CHC contain
20–35 mcg ethinyl estradiol (the
ultra–low-dose contains 10 mcg),
whereas standard oral HT com-
prises ≤ 5 mcg ethinyl estradiol,
17 �-estradiol ≤ 1 mg, or 0.625
mg conjugated equine estrogen.
There is no definite indication to
start HT after discontinuation of
hormonal contraception unless
bothersome symptoms occur or
persist.

Conclusion
Perimenopause marks a transition
between the reproductive years
and menopause. Awareness of the
hormonal changes associated with
perimenopause helps with the rec-
ognition and management of
symptoms, including menstrual

cycle irregularity, VMS, mood and
sleep disorders, and sexual dys-
function. For many patients, hor-
monal contraception (with appro-
priate counseling) treats these
symptoms and prevents the real
risk for pregnancy.

Hormonal Contraception... Hormonal contraception is the preferred
treatment for management of AUB and VMS during perimenopause.
In contrast to postmenopausal HT, hormonal contraception provides
symptom relief with improved cycle control and protection against
unintended pregnancy. Both CHC and progestin-only hormonal con-
traceptives are available and can be used safely in most women.

CLINICAL BOTTOM LINE
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In the Clinic

Tool Kit
Perimenopause

Smart Medicine Modules
http://smartmedicine.acponline.org/content.aspx?

gbosId=201
Access the Smart Medicine module on menopause.
www.nlm.nih.gov/medlineplus/ency/article/000894.

htm

NIH MedLine Plus
https://www.nlm.nih.gov/medlineplus/ency/article/

000894.htm
Information on menopause from the NIH.

Guidelines
https://www.aace.com/files/menopause.pdf
Medical guidelines for clinical practice for the diagnosis

and treatment of menopause.

Patient Resources
www.nichd.nih.gov/health/topics/menopause/

conditioninfo/Pages/default.aspx
National Institute of Child Health and Human

Development.
www.nichd.nih.gov/health/topics/menopause/espanol/

informacion/Pages/default.aspx
National Institute of Child Health and Human

Development (Spanish).
http://womenshealth.gov/menopause/
National Women's Health Information Center.
www.arhp.org/publications-and-resources/patient-

resources/fact-sheets/perimenopause/
Association of Reproductive Health Professionals:

Perimenopause: Changes, Treatment, Staying Healthy.
www.nia.nih.gov/health/publication/menopause
National Institute of Aging.
www.nlm.nih.gov/medlineplus/tutorials/

menopauseintroduction/htm/index.htm
Menopause interactive tutorial (Patient Education

Institute).
www.nlm.nih.gov/medlineplus/spanish/tutorials/

menopauseintroductionspanish/htm/index.htm
Menopause interactive tutorial (Patient Education

Institute) (Spanish).
www.mayoclinic.org/diseases-conditions/

perimenopause/basics/definition/CON-20029473?p=1
Mayo Foundation for Medical Education and Research.
www.menopause.org/for-women/menopauseflashes/

menopause-101-a-primer-for-the-perimenopausal
Menopause 101: A Primer for the Perimenopausal (North

American Menopause Society). In
the

Cli
nic
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WHAT YOU SHOULD
KNOW ABOUT
PERIMENOPAUSE

What Is Perimenopause?
Perimenopause is also called “menopause transi-

tion”. It happens before menopause and the fi-
nal menstrual period. Since women start meno-
pause at different ages, perimenopause can
occur at different times in a woman's life. It can
last many years for some women.

What Are the Signs?
Perimenopause can be different for each woman.

Some women may have many symptoms and
others may have none at all. Some of the most
common symptoms include:

Irregular menstrual bleeding
• Light or infrequent bleeding or “spotting”
• Unpredictable and heavy menstrual

bleeding
• Different length of menstrual cycles than in

the past
Hot flashes
Night sweats
Sleep problems
Mood changes
Vaginal dryness
Changes in sexual desire

How Is It Diagnosed?
There is no test to diagnose perimenopause.
Your doctor will discuss your medical history, any

symptoms you are having, and medicines you
are taking.

Your doctor will want to make sure your symptoms
are not caused by something else.

Some doctors may order a blood test to check for
hormone levels, but this test is generally not
needed.

How Is It Treated?
Treatment will depend on your symptoms. There

are different medicine options, including hor-
mone therapies, and nonmedicine options.

• Contraceptive dose hormone therapy is often
preferred as it treats abnormal bleeding,
hotflashes, and nightsweats in addition to
protecting against unplanned pregnancy.

• Low dose hormone therapy is usually
preferred after menopause.

• Antidepressants or other medicines are
nonhormonal options to control hot flashes
and night sweats.

• Nonmedical options, like exercise and yoga,
can help with sleep problems.

Hormone therapies can increase the risk for blood
clots, and other serious conditions. Talk to your
doctor about the possible risks and benefits of
treatment options to decide what is best for you.

Questions for My Doctor
• Can I get pregnant during perimenopause,

even if I don't have a regular period?
• Are hormonal therapies safe? What are the

risks?
• When will the hot flashes and night sweats

stop? Is there anything I can do to stop the hot
flashes?

• I'm in such a bad mood and tired all the time.
Why?

• How long will perimenopause last? When will I
start menopause?

• What else can I expect during perimenopause?
• How will perimenopause affect my sex life?

Bottom Line
Perimenopause happens before menopause and

the final menstrual period.
Some of the most common symptoms are irregu-

lar menstrual bleeding, hot flashes, night sweats,
vaginal dryness, and sleep problems.

Perimenopause can be diagnosed after discussing
your symptoms and medical history with a doc-
tor.

There are many options for treating symptoms of
perimenopause, including

• Hormonal and nonhormonal medicines
• Exercise and yoga
• You may want to consider birth control

options for preventing unwanted pregnancy
during perimenopause.

For More Information
WomensHealth.gov:
www.womenshealth.gov/menopause/menopause-basics/index.
html#b
National Institute on Aging:
www.nia.nih.gov/health/publication/menopause-time-change/
introduction-menopause
Medline Plus:
www.nlm.nih.gov/medlineplus/magazine/issues/spring13/articles/
spring13pg14.html
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