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Menstrual dysfunction can signal an underlying abnormality that may
have long-term health consequences. Although frequent or prolonged
bleeding usually prompts a woman to seek medical attention, infrequent or absent bleeding may seem less troubling and the patient may
not bring it to the attention of the physician. Thus, a focused menstrual
history is a critical part of every encounter with a female patient. Pelvic
pain is a common complaint that may relate to an abnormality of the
reproductive organs but also may be of gastrointestinal, urinary tract,
or musculoskeletal origin. Depending on its cause, pelvic pain may
require urgent surgical attention.

MENSTRUAL DISORDERS
DEFINITION AND PREVALENCE
Amenorrhea refers to the absence of menstrual periods. Amenorrhea
is classified as primary if menstrual bleeding has never occurred in the
absence of hormonal treatment or secondary if menstrual periods cease
for 3–6 months. Primary amenorrhea is a rare disorder that occurs in
<1% of the female population. However, between 3 and 5% of women
experience at least 3 months of secondary amenorrhea in any specific
year. There is no evidence that race or ethnicity influences the prevalence of amenorrhea. However, because of the importance of adequate
nutrition for normal reproductive function, both the age at menarche
and the prevalence of secondary amenorrhea vary significantly in different parts of the world.
Oligomenorrhea is defined as a cycle length >35 days or <10 menses
per year. Both the frequency and the amount of vaginal bleeding are
irregular in oligomenorrhea, and moliminal symptoms (premenstrual
breast tenderness, food cravings, mood lability), suggestive of ovulation,
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Primary Amenorrhea The absence of menses by age 16 has been used
traditionally to define primary amenorrhea. However, other factors,
such as growth, secondary sexual characteristics, the presence of cyclic
pelvic pain, and the secular trend toward an earlier age of menarche,
particularly in African-American girls, also influence the age at which
primary amenorrhea should be investigated. Thus, an evaluation for
amenorrhea should be initiated by age 15 or 16 in the presence of normal growth and secondary sexual characteristics; age 13 in the absence
of secondary sexual characteristics or if height is less than the third
percentile; age 12 or 13 in the presence of breast development and
cyclic pelvic pain; or within 2 years of breast development if menarche,
defined by the first menstrual period, has not occurred.
Secondary Amenorrhea or Oligomenorrhea Anovulation and irregular
cycles are relatively common for up to 2 years after menarche and for
1–2 years before the final menstrual period. In the intervening years,
menstrual cycle length is ~28 days, with an intermenstrual interval normally ranging between 25 and 35 days. Cycle-to-cycle variability in an
individual woman who is ovulating consistently is generally +/− 2 days.
Pregnancy is the most common cause of amenorrhea and should be
excluded early in any evaluation of menstrual irregularity. However,
many women occasionally miss a single period. Three or more months
of secondary amenorrhea should prompt an evaluation, as should a
history of intermenstrual intervals >35 or <21 days or bleeding that
persists for >7 days.
DIAGNOSIS
Evaluation of menstrual dysfunction depends on understanding
the interrelationships between the four critical components of the
reproductive tract: (1) the hypothalamus, (2) the pituitary, (3) the
ovaries, and (4) the uterus and outflow tract (Fig. 69-1; Chap.
412). This system is maintained by complex negative and positive feedback loops involving the ovarian steroids (estradiol and
progesterone) and peptides (inhibin B and inhibin A) and the
hypothalamic (gonadotropin-releasing hormone [GnRH]) and
pituitary (follicle-stimulating hormone [FSH] and luteinizing hormone [LH]) components of this system (Fig. 69-1).
Disorders of menstrual function can be thought of in two main
categories: disorders of the uterus and outflow tract and disorders of
ovulation. Many of the conditions that cause primary amenorrhea are
congenital but go unrecognized until the time of normal puberty (e.g.,
genetic, chromosomal, and anatomic abnormalities). All causes of secondary amenorrhea also can cause primary amenorrhea.
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are variably present. Anovulation can also present with intermenstrual
intervals <24 days or vaginal bleeding for >7 days. Frequent or heavy
irregular bleeding is termed dysfunctional uterine bleeding if anatomic
uterine and outflow tract lesions or a bleeding diathesis has been
excluded.

CHAPTER 69

Spironolactone, which usually is used as a mineralocorticoid
antagonist, is also a weak antiandrogen. It is almost as effective as
cyproterone acetate when used at high enough doses (100–200 mg
daily). Patients should be monitored intermittently for hyperkalemia or hypotension, although these side effects are uncommon.
Pregnancy should be avoided because of the risk of feminization of
a male fetus. Spironolactone can also cause menstrual irregularity. It
often is used in combination with an oral contraceptive, which suppresses ovarian androgen production and helps prevent pregnancy.
Flutamide is a potent nonsteroidal antiandrogen that is effective
in treating hirsutism, but concerns about the induction of hepatocellular dysfunction have limited its use. Finasteride is a competitive
inhibitor of 5α-reductase type 2. Beneficial effects on hirsutism have
been reported, but the predominance of 5α-reductase type 1 in the
PSU appears to account for its limited efficacy. Finasteride would
also be expected to impair sexual differentiation in a male fetus, and
it should not be used in women who may become pregnant.
Eflornithine cream (Vaniqa) has been approved as a novel treatment
for unwanted facial hair in women, but long-term efficacy remains
to be established. It can cause skin irritation under exaggerated conditions of use. Ultimately, the choice of any specific agent(s) must be
tailored to the unique needs of the patient being treated. As noted
previously, pharmacologic treatments for hirsutism should be used
in conjunction with nonpharmacologic approaches. It is also helpful to review the pattern of female hair distribution in the normal
population to dispel unrealistic expectations.

Disorders of the Uterus or Outflow Tract Abnormalities of the uterus and
outflow tract typically present as primary amenorrhea. In patients with
normal pubertal development and a blind vagina, the differential diagnosis includes obstruction by a transverse vaginal septum or imperforate hymen; müllerian agenesis (Mayer-Rokitansky-Kuster-Hauser
syndrome), which has been associated with mutations in the WNT4
gene; and androgen insensitivity syndrome (AIS), which is an X-linked
recessive disorder that accounts for ~10% of all cases of primary amenorrhea (Chap. 411). Patients with AIS have a 46,XY karyotype, but
because of the lack of androgen receptor responsiveness, those with
complete AIS have severe underandrogenization and female external
genitalia. The absence of pubic and axillary hair distinguishes them
clinically from patients with müllerian agenesis, as does an elevated
testosterone level. Asherman’s syndrome presents as secondary amenorrhea or hypomenorrhea and results from partial or complete obliteration of the uterine cavity by adhesions that prevent normal growth
and shedding of the endometrium. Curettage performed for pregnancy
complications accounts for >90% of cases; genital tuberculosis is an
important cause in regions where it is endemic.
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