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Abstract

Current Treatments

Implications of Amenorrhea

Hypothalamic amenorrhea is both an endocrine and gynecologic
issue that stems from dysfunction of the hypothalamic-pituitaryovarian (HPO) axis. The clinician should put emphasis on completing
a thorough history in order to determine the underlying condition that
is causing the dysfunction in the HPO axis, and subsequent
amenorrhea. The treatment regimen is multidisciplinary and should
be created with the goal of reversing the inciting mechanism.
Pharmaceutical agents, such as transdermal estrogen and OCPs,
have commonly been prescribed to restore menses. While cognitive
behavioral therapy (CBT) is still a novel treatment regimen, it has
shown to be efficacious in the setting of hypothalamic amenorrhea
and has remarkable potential in being a sustainable option for these
patients.

Physiological stressors, such as strenuous diet and exercise,
and psychological stressors are the most common etiologies
of this condition. Symptoms of hypothalamic amenorrhea have
often been managed with either exogenous estrogen or
combination oral contraceptives.5 While these treatment
regimens initially resolve the hypo-estrogen state, they do not
treat the underlying mechanism that is causing a physiological
disruption significant enough to alter menstruation. In cases
resulting from caloric restrictions, the patient may have
resolution of their symptoms following simple encouragement
to increase their caloric intake. Unfortunately patients that
have developed amenorrhea as a result of a prolonged and
profound caloric deficit frequently struggle with psychological
barriers that often need to be resolved before a change in
behavior occurs.

Hypothalamic amenorrhea is associated with long term health
complications that are ultimately preventable if the right intervention is
initiated in a timely manner. The physiology of this condition puts the
patient in a hypo-estrogen state. This leads to various complications such
as low bone density, infertility, sexual dysfunction, and lipoprotein profile
disturbances that can predispose a patient to developing cardiovascular
disease.3 While all of the aforementioned pathologies are detrimental to
one's health, cardiovascular disease is most significant in its morbidity
and mortality.7 Cardiovascular disease is the leading cause of death in
postmenopausal women. While the risks for developing cardiovascular
disease are multifactorial, decreased estrogen levels are found to play a
role. It is important for healthcare providers across all specialities to be
aware of these facts and statistics and educate their patients
appropriately.10 It is important to initiate therapy with patient education
before progressing to interventions.

Hypothalamic Amenorrhea
Hypothalamic amenorrhea is a form of secondary amenorrhea. Secondary
amenorrhea is defined as the absence of menses for 3 or more months in
women with previously regular cycles.1 The most common cause of
secondary amenorrhea is pregnancy, while other common causes include
menopause, hyperprolactinemia, androgen disorders, ovarian dysfunction,
and hypothalamic dysfunction. Hypothalamic amenorrhea is due to a
suppression of the hypothalmic-pituitary- ovarian (HPO) axis. Most
commonly due to dysfunction in the release of Gonadotropin-releasing
hormone (GnRH) from the hypothalamus. GnRH regulates reproductive
functions by directly controlling the release of LH and FSH. Both of these
hormones then signal the ovaries to produce estrogen and progesterone.
Physiologic/psychologic stressors have potential to inhibit this process by
stimulating the release of corticotropin-releasing (CRH) hormone. A rise in
CRH subsequently results in increased glucocorticoids, which then inhibit
the HPO axis at the level of the hypothalamus, and presents clinically as
amenorrhea

Making the Diagnosis
Hypothalamic amenorrhea is considered a diagnosis of exclusion.
As pregnancy is the most common cause of secondary amenorrhea, it is
important to screen for this in all women of childbearing age that report
menstrual cycle abnormalities. A urine pregnancy test is a quick,
convenient, and cheap diagnostic tool. A negative urine pregnancy test can
adequately rule out the diagnosis of pregnancy and allow the clinician to
proceed with their work up.
Lab work: prolactin, TSH, LH, FSH, and estradiol. Normal prolactin and
TSH levels will rule out hyperprolactinemia and hypothyroidism
respectively. Low concentrations of LH and FSH in combination with low
estradiol concentrations (<60 pg/mL) and low progesterone (<1ng/mL) is
highly suggestive of hypothalamic amenorrhea. In ovarian failure, another
cause of amenorrhea, you would expect to see elevated FSH and low
estradiol.2

Cognitive Behavioral Therapy
Cognitive behavioral therapy is a unique form of psychological
treatment that explores the interactions that exist amongst
emotions, thoughts, and behaviors.6 Its framework is called
the cognitive model, and strives to help patients acknowledge
and alter their own maladaptive thoughts and behaviors. The
clinician works collaboratively with the patient through guided
exercises to get a more thorough understanding of the
patient’s perspective. Patient’s are often encouraged to
acknowledge, and often keep a physical record, of their
negative assumptions and negative automatic thoughts.7 They
are then challenged to decipher how many of these
assumptions or thoughts were facts, or based on any true
data. While pharmacological treatments have made
remarkable advancements and hold an invaluable benefit, they
also have their share of adverse health consequences.6 In
formulating a treatment regimen for any diagnosis, it is
important to follow the general rule of thumb in medicine, to
begin with the most minimal and least aggressive options
before making progressions.
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Conclusion
Hypothalamic amenorrhea is a diagnosis of exclusion that is often
overlooked despite its prevalence, alarming underlying conditions, and
long term health complications. It is the responsibility of healthcare
providers working in not only a gynecologic setting, but an internal and
family medicine setting, to screen patients for menstrual irregularities.
When initiating a treatment plan for amenorrhea, there is value in utilizing
cognitive behavioral therapy to treat the most commonly encountered
underlying conditions. While pharmacologic agents such as transdermal
estrogen and oral contraceptives may superficially resolve the most
apparent symptoms, they will not be therapeutic for the precipitating
issue.8 Overall, this treatment approach emphasizes the importance of
looking at the whole patient.
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