
P remenstrual dysphoric disorder 
(PMDD) is categorized as a depressive 
disorder in the Diagnostic and Statis-

tical Manual of Mental Disorders, 5th edition 
(DSM-5).1 The hallmarks of this unique dis-
order are chronic, severe psychiatric and so-
matic symptoms that occur only during the 
late luteal phase of the menstrual cycle and 
dissipate soon after the onset of menstrua-
tion.2 Symptoms are generally disruptive and 
often associated with significant distress and 
impaired quality of life.2

PMDD occurs in 3%-8% of women of 
childbearing age; it affects women world-
wide and is not influenced by geography or 
culture.2 Genetic susceptibility, stress, obe-
sity, and a history of trauma or sexual abuse 
have been implicated as risk factors.2-6 The 
impact of PMDD on health-related quality of 
life is greater than that of chronic back pain 
but comparable to that of rheumatoid arthri-
tis and osteoarthritis.2,7 Significantly, women 
with PMDD have a 50%-78% lifetime risk for 
psychiatric disorders, such as major depres-
sive, dysthymic, seasonal affective, and gen-
eralized anxiety disorders, and suicidality.2

PMDD can be challenging for primary 
care providers to diagnose and treat, due to 
the lack of standardized screening methods, 
unfamiliarity with evidence-based practices 
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The severe psychiatric and somatic symptoms of premenstrual dysphoric disorder  
(PMDD) can be debilitating and place women at increased risk for other psychiatric  
disorders (including major depression and generalized anxiety) and for suicidal ideation. 
While PMDD’s complex nature makes it an underdiagnosed condition, there are clear  
diagnostic criteria for clinicians to ensure their patients receive timely and appropriate 
treatment—thus reducing the risk for serious sequelae.
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for diagnosis, and the 
need to tailor treatment 
to each patient’s individ-
ual needs.3,8 But the in-
creased risk for psychi-
atric sequelae, including 
suicidality, make timely 
diagnosis and treatment 
of PMDD critical.2,9 

PATHOGENESIS
The pathogenesis of 
PMDD is not completely 
understood. The pre-
vailing theory is that 
PMDD is underlined 
by increased sensitiv-
ity to normal fluctua-
tions in ovarian steroid 
hormone levels (see the 
Figure) during the luteal 
phase of the menstrual 
cycle.2-4,6 

This sensitivity in-
volves the progesterone 
metabolite allopreg-
nanolone (ALLO), which acts as a modula-
tor of central GABA-A receptors that have 
anxiolytic and sedative effects.2,3 It has been 
postulated that women with PMDD have 
impaired production of ALLO or decreased 
sensitivity of GABA-A receptors to ALLO 
during the luteal phase.2,3 In addition, wom-
en with PMDD exhibit a paradoxical anxiety 
and irritability response to ALLO.2,3 Recent 
research suggests that PMDD is precipitat-
ed by changing ALLO levels during the lu-
teal phase and that treatment directed at re-
ducing ALLO availability during this phase 
can alleviate PMDD symptoms.10

Hormonal fluctuations have been asso-
ciated with impaired serotonergic system 
function in women with PMDD, which re-
sults in dysregulation of mood, cognition, 
sleep, and eating behavior.2-4,6 Hormonal 
fluctuations have also been implicated in 
the alteration of emotional and cognitive 
circuits.2,3,6,11,12 Brain imaging studies have 
revealed that women with PMDD dem-
onstrate enhanced reactivity to amygdala, 
which processes emotional and cognitive 
stimuli, as well as impaired control of amyg-

dala by the prefrontal cortex during the lu-
teal phase.3,7,12 

PATIENT PRESENTATION/HISTORY
PMDD is an individual experience for each 
woman.3,4 However, women with PMDD 
generally present with a history of various 
psychiatric and somatic symptoms that sig-
nificantly interfere with their occupational 
or social functions (to be discussed in the 
Diagnosis section, page 42).1-4 The reported 
symptoms occur in predictable patterns 
that are associated with the menstrual cy-
cle, intensifying around the time of men-
struation and resolving immediately after 
onset of menstruation in most cases.1-4 

Many psychiatric and medical condi-
tions may be exacerbated during the luteal 
phase of the menstrual cycle and thus may 
mimic the signs and symptoms of PMDD 
(see Table 1, page 40).1,4 Therefore, the pat-
tern and severity of symptoms should always 
be considered when differentiating PMDD 
from other underlying conditions.1,2,4,5 

It is also important to distinguish PMDD 
from PMS, a condition with which it is fre-

FIGURE 1

Hormonal Fluctuations During a Typical Menstrual Cycle



CE/CME

42   Clinician Reviews  •   NOVEMBER/DECEMBER 2018 mdedge.com/clinicianreviews

quently confused. The latter manifests with 
at least one affective or somatic symptom 
that is bothersome but not disabling.4,5 An 
accurate differential diagnosis is important, 
as the management of these two conditions 
differs significantly.4,5 

ASSESSMENT
PMDD assessment should include thor-
ough history taking, with emphasis on med-
ical, gynecologic, and psychiatric history as 
well as social and familial history (includ-
ing PMDD and other psychiatric disor-
ders); and physical examination, including 
gynecologic and mental status assessment 
and depression screening using the Patient 
Health Questionnaire (PHQ-9).2,4,13,14 The 
physical exam is usually unremarkable.14 
The most common physical findings during 
the luteal phase include mild swelling in the 
lower extremities and breast tenderness.14 
Mental status examination, however, may 
be abnormal during the late luteal phase—
albeit with orientation, memory, thoughts, 
and perceptions intact.13,14

LABORATORY WORKUP
There is no specific laboratory test for 
PMDD; rather, testing is aimed at ruling 

out alternative diagnoses.4,14 Relevant stud-
ies may include a complete blood count to 
exclude anemia, a thyroid function test to 
exclude thyroid disorders, a blood glucose 
test to exclude diabetes or hypoglycemia, 
and a ß hCG test to exclude possible preg-
nancy.4,14 Hormonal tests (eg, for FSH) may 
be considered for younger women with ir-
regular cycles or for those younger than 40 
with suspected premature menopause.4,14 

DIAGNOSIS
Diagnosis of PMDD is guided by the DSM-5 
criteria, which include the following com-
ponents 

•	Content (presence of specific symp-
toms)

•	Cyclicity (premenstrual onset and post-
menstrual resolution)

•	Severity (significant distress)
•	Chronicity (occurrence in the past 

year).15

DSM-5 has established seven criteria (la-
beled A-G) for a PMDD diagnosis.1 First and 
foremost, a woman must experience a min-
imum of five of the 11 listed symptoms, with 
a minimum of one symptom being related 
to mood, during most menstrual cycles 
over the previous 12 months (Criterion A).1 

TABLE 1

Differential Diagnoses of PMDD

Psychiatric 
disorders 

Neurologic 
disorders 

Endocrine 
disorders 

Blood 
disorders

Gynecologic 
disorders

Musculoskeletal
disorders

GI disorders

M�ajor 
depressive 
disorders

Anxiety
D�ysthymic 

disorder
Panic disorder
P�ersonality 

disorder
S�ubstance 

abuse
Bulimia

Epilepsy 
M�igraine 

headaches 
M�enstrual 

headaches 

Hypothyroidism 
Hyperthyroidism 
Diabetes
Hypoglycemia

 Anemia P�hysiologic 
ovarian cyst

P�elvic 
inflammatory 
disease 

Endometriosis
Perimenopause 
C�hronic pelvic 

pain 
E�arly 

menopause

Arthralgia 
Arthritis 
Fibromyalgia 

Ir�ritable bowel 
syndrome 

C�rohn’s 
disease

F�unctional 
bowel 
disorder

Sources: American Psychiatric Association. 20131; Rapkin AJ, Lewis EI. Womens Health (Lond). 20132; Schuiling KD, Likis FE. Women’s 
Gynecologic Health. 2017.6
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The symptoms must occur during the week 
before the onset of menses, must improve 
within a few days of onset of menses, and 
must resolve in the week following menses.1

Mood-related symptoms (outlined in 
Criterion B) include

  1. �Notable depressed mood, hopeless-
ness, or self-deprecation 

  2. �Notable tension and/or anxiety
  3. �Notable affective lability (eg, mood 

swings, sudden sadness, tearfulness, 
or increased sensitivity to rejection) 

  4. �Notable anger or irritability or in-
creased interpersonal conflicts.1 

Somatic or functional symptoms associ-
ated with PMDD (Criterion C) include: 

  5. �Low interest in common activities (eg, 
those related to friends, work, school, 
and/or hobbies)

  6. �Difficulty concentrating 
  7. �Lethargy, fatigue, or increased lack of 

energy 
  8. �Notable change in appetite
  9. �Insomnia or hypersomnia
10. �Feeling overwhelmed or out of control 
11. �Physical symptoms, such as breast 

tenderness or swelling, joint or mus-
cle pain, headache, weight gain, or 
bloating.1

Again, patients must report at least one 
symptom from Criterion B and at least one 
from Criterion C—but a minimum of five 
symptoms overall—to receive a diagnosis of 
PMDD.1

Additionally, the symptoms must cause 
clinically significant distress or impair daily 
functioning, including occupational, social, 
academic, and sexual activities (Criterion 
D). They must not represent exacerbation 
of another underlying psychiatric disorder, 
such as major depressive, dysthymic, panic, 
or personality disorders (Criterion E), al-
though PMDD may co-occur with psychiat-
ric disorders.1 

The above-mentioned symptom profile 
must be confirmed by prospective daily 
ratings of a minimum of two consecutive 
symptomatic menstrual cycles (Criterion 
F), although a provisional diagnosis of 
PMDD may be made prior to confirmation.1 
The Daily Record of Severity of Problems is 

the most widely used instrument for pro-
spective daily rating of PMDD symptoms 
listed in the DSM-5 criteria.5,15

Finally, the symptoms must not be 
evoked by the use of a substance (eg, medi-
cations, alcohol, and illicit drugs) or anoth-
er medical condition (Criterion G).1

TREATMENT/MANAGEMENT
The goal of PMDD treatment is to relieve 
psychiatric and physical symptoms and 
improve the patient's ability to function.3 
Treatment is primarily directed at pharma-
cologic neuromodulation using selective 
serotonin reuptake inhibitors (SSRIs) or 
ovulation suppression using oral contra-
ceptives and hormones.2 

Pharmacotherapy
SSRIs are the firstline treatment for PMDD.5 
Fluoxetine, paroxetine, and sertraline are 
the only serotonergic medications ap-
proved by the FDA for treatment of PMDD.2 
SSRIs act within one to two days when 
used for PMDD, thereby allowing different 
modes of dosing.2 SSRI dosing may be con-
tinuous (daily administration), intermittent 
(administration from ovulation to first day 
of menses), or symptomatic (administra-
tion from symptom onset until first day of 
menses).3 Although data on continuous and 
intermittent dosing are available for fluox-
etine, paroxetine, and sertraline, symptom-
onset data are currently available only for 
sertraline (see Table 2, page 42).16-19

Combined oral contraceptives (COCs) 
containing estrogen and progesterone 
are considered secondline treatment for 
PMDD—specifically, COCs containing 20 
µg of ethinyl estradiol and 3 mg of drospi-
renone administered as a 24/4 regimen.2,3,5,6 
This combination has been approved by the 
FDA for women with PMDD who seek oral 
contraception.3 Although drospirenone-
containing products have been associated 
with increased risk for venous thromboem-
bolism (VTE), this risk is lower than that for 
VTE during pregnancy or in the postpartum 
period.3 Currently, no strong evidence ex-
ists regarding the effectiveness of other oral 
contraceptives for PMDD.6

The goal 
of PMDD 
treatment 
is to relieve 
psychiatric 
and physical 
symptoms and 
improve the 
patient's ability 
to function.



Gonadotropin-releasing hormone ago-
nists are the thirdline treatment for PMDD.6 

They eliminate symptoms of the luteal 
phase by suppressing ovarian release of 
estrogen and ovulation.6 However, use of 
these agents is not recommended for more 
than one year due to the increased risk for 
cardiovascular events.5,6 In addition, long-
term users need add-back therapy (adding 
back small amounts of the hormone) to 
counteract the effects of low estrogen, such 
as bone loss; providers should be aware 
that this may lead to the recurrence of 
PMDD.3,5,6 The use of estrogen and proges-
terone formulations for PMDD is currently 
not strongly supported by research.6

Complementary treatment
Cognitive behavioral therapy has been 
shown to improve functioning and reduce 
depression in women with PMDD and 
may be a useful adjunct.2,20 Regular aerobic 
exercise, a diet high in protein and com-
plex carbohydrates to increase tryptophan 
(serotonin precursor) levels, and reduced in-
take of caffeine, sugar, and alcohol are some 
commonly recommended lifestyle changes.2 

Calcium carbonate supplementation 
(500 mg/d) has demonstrated effective-
ness in alleviating premenstrual mood and 
physical symptoms.21 There is currently no 
strong evidence regarding the benefits of 
acupuncture, Qi therapy, reflexology, and 
herbal preparations for managing PMDD.22

Surgery
Bilateral oophorectomy, usually with con-
comitant hysterectomy, is the last resort 
for women with severe PMDD who do not 
respond to or cannot tolerate the standard 
treatments.6 This surgical procedure results 
in premature menopause, which may lead 
to complications related to a hypoestro-
genic state—including vasomotor symp-
toms (flushes/flashes), vaginal atrophy, 
osteopenia, osteoporosis, and cardiovas-
cular disease.2 Therefore, it is important to 
implement estrogen replacement therapy 
after surgery until the age of natural meno-
pause is reached.2 If hysterectomy is not 
performed, the administration of proges-
terone is necessary to prevent endometrial 
hyperplasia and therefore reduce the risk 
for endometrial cancer.2 However, the addi-
tion of progesterone may lead to recurrence 
of symptoms.2 

Treatment challenges
PMDD treatment differs for each patient.3 
Severity of symptoms, response to treat-
ment, treatment preference, conception 
plans, and reproductive age need to be con-
sidered.3 

Women with prominent depressive or 
physical symptoms may respond better 
to continuous dosing of SSRIs, whereas 
those with prominent irritability, anger, 
and mood swings may respond better to a 
symptom-onset SSRI regimen that reduces 
availability and function of ALLO.3 Women 
who develop tolerance to SSRIs may need to 
have their dosage increased or be switched 
to another medication.3 Quetiapine is used 
as an adjunct to SSRIs for women who do 
not respond to SSRIs alone and has shown 
to improve mood swings, anxiety, and ir-
ritability.5 However, women experiencing 
persistent adverse effects of SSRIs, such as 
sexual dysfunction, may benefit from inter-
mittent dosing.3

Adolescents and women in their early 20s 
should be treated with OCs or nonpharma-
cologic modalities due to concerns about 
SSRI use and increased risk for suicidality 
in this population.3 The risks related to SSRI 
use during pregnancy and breastfeeding 
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TABLE 2

FDA-approved SSRIs for Treatment of PMDD 
(By Dosing Regimen) 

Medication Continuous 
dose 

Intermittent 
dose 

Symptom-
onset dose

Fluoxetine 
(Sarafem)

20 mg/d 20 mg/d Not available

Paroxetine  
(Paxil CR)

12.5 or  
25 mg/d 

12.5 or  
25 mg/d 

Not available

Sertraline  
(Zoloft)

50-150 mg/d 50-100 mg/d 50-100 mg/d

Sources: FDA16-18; Yonkers et al. JAMA Psychiatry. 2015.19
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should be considered and discussed with 
women of childbearing age who use SSRIs 
to treat PMDD.3 Perimenopausal women 
with irregular menses on intermittent SSRIs 
may have to switch to symptom-onset or 
continuous dosing due to the difficulty of 
tracking the menstrual period and lack of 
significant benchmarks regarding when to 
start the treatment.3

Patient education/follow-up
Patients should be educated on PMDD 
etiology, diagnostic process, and available 
treatment options.4 The importance of pro-
spective record-keeping—for confirmation 
of the diagnosis and evaluation of individu-
al response to a specific treatment—should 
be emphasized.4 Patients should be encour-
aged to follow up with their health care pro-
vider to monitor treatment effectiveness, 
possible adverse effects, and need for treat-
ment adjustment.4

CONCLUSION
The symptoms of PMDD can have a debili-
tating and life-disrupting impact on affect-
ed women—and put them at risk for other 
serious psychiatric disorders and suicide. 
The DSM-5 criteria provide diagnostic guid-
ance to help distinguish PMDD from other 
underlying conditions, ensuring that pa-
tients can receive timely and appropriate 
treatment. While SSRIs are regarded as the 
most effective option, other evidence-based 
treatments should be considered, since 
PMDD requires individualized treatment to 
ensure optimal clinical outcomes.               CR
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