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n the sometimes hectic daily practice of a primary
care physician, identifying and treating premenstrual

This is the most commonly used term in the lay press and
is referred to in the nonpsychiatric literature. Similarly, the
patient might be convinced that she suffers from PMDD if
she is cognizant of the newer terminology within the men-
tal health arena. Formerly referred to as late luteal phase
dysphoric disorder, PMDD is looked upon as a version of
PMS in which the mood component is the most striking
and debilitating aspect of a woman’s symptom complex.

Just as a patient might have preconceptions that she has
PMS or PMDD, she might be totally unaware of these di-
agnoses. Such patients have not intellectually tied their
symptoms to their menstrual cycle. In some cases, patients
with other mood disorders may have been diagnosed in-
correctly as suffering from PMS/PMDD with a resultant
lack of therapeutic efficacy of whatever treatments were
instituted. In other cases, the diagnosis may have been cor-
rect, but the treatment may not have adequately addressed
the symptoms. These are some of the typical ways in
which patients present to a primary care provider, result-
ing in a sometimes confusing clinical scenario. Often the
correct diagnosis will be dependent upon extensive patient
education and, in some situations, replacing previously re-
ceived misinformation.

MAKING THE DIAGNOSIS

The fundamental key to diagnosing PMS/PMDD is de-
termining the pattern of symptoms that the patient de-
scribes. Whereas the primary care provider might be more
attuned to behavioral or physical changes, the mental
health provider and psychiatrist will be more sensitive in
many cases to the mood changes that the patient might
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I
dysphoric disorder (PMDD) becomes a challenge even
for the most dedicated health care provider. Obstetrician-
gynecologists, family physicians, and many general inter-
nists are frequently called upon to correctly differentiate
PMDD from the myriad of other conditions that might
present with a similar constellation of symptoms. The pur-
pose of this article is to help identify PMDD in a logical
and efficient fashion in order that appropriate therapy can
be instituted in a timely manner.

HOW PATIENTS PRESENT

Often, the presenting complaints for patients with
PMDD will depend on what health care provider they seek
out for care and what their respective interpretation of
symptoms might be. Because patients are typically un-
aware of scientific definitions of clinical syndromes, they
may have an inaccurate perception of what their primary
problem is. This self-diagnosis will, in turn, determine
where they turn for treatment. In some cases, a patient may
be convinced that she has premenstrual syndrome (PMS).
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have. In either case, the symptoms must have a regular
cyclic relationship to the late luteal phase of the menstrual
cycle, remitting by the end of the menstrual flow. The pat-
tern of symptoms must always include a symptom-free in-
terval after the menstrual flow and prior to ovulation.

There are variations in the pattern of symptoms, but the
common aspects of these various presentations are used to
confirm the diagnosis. As seen in Figure 1,1 in some cases
the symptoms might last throughout the menstrual flow
while, in others, the patient may become asymptomatic
near the beginning of the menstrual flow. In some in-
stances, there might be an exacerbation of symptoms at
the mid-cycle, i.e., the time of ovulation. It should be
noted that the patterns of symptoms depicted are only a
few of many variations. All patterns will, however, have a
symptom-free interval, which follows the menstrual flow
and precedes ovulation. Although the duration of symp-
toms may vary, to make a diagnosis of PMS/PMDD, all
symptoms are confined to the luteal (post-ovulatory)
phase of the cycle.

In order for an accurate diagnosis to be made, the pat-
tern of symptoms must conform to the diagnostic criteria.
The timing of onset and resolution of symptoms is critical.
In some cases, a patient may have already suspected a
menstrual-related pattern and kept a diary of symptoms
demonstrating the relationship of symptoms and menstrual
flow. When documentation of the symptoms is lacking, or
if the repetitive pattern of symptoms is in doubt, a number
of instruments are available to aid the physician and the
patient in determining the ultimate correct diagnosis. These
self-reporting instruments can help avoid misdiagnosis
based on a patient mistakenly attributing symptoms to the
menstrual cycle or amplifying the severity of the symptoms
encountered. Among the instruments used are the Daily
Rating Form (DRF),2 the Menstrual Distress Questionnaire

Menses Midcycle Menses

D

C

B

A

Figure 1. Variations in Onset and Duration of PMS
Symptomsa

aFrom Reid and Yen,1 with permission.

(MDQ),3 the Premenstrual Assessment Form (PAF),4 and
the Calendar of Premenstrual Experiences (COPE).5

The COPE is depicted in Figure 2.5 The follicular phase
score is the sum of points for days 3 through 9 of the cycle,
while the luteal phase score is the total points for the last 7
days of the cycle. PMS is diagnosed when the luteal phase
score is at least 30% greater than the follicular phase score.
It should be noted that instruments such as the COPE not
only are helpful in diagnosing PMS/PMDD, but can also
raise the suspicion of other clinical conditions. For ex-
ample, if the follicular phase score is greater than 40, irre-
spective of the luteal phase score, an underlying affective
disorder should be suspected.

Another example of a useful instrument to aid in the
diagnosis of PMS/PMDD is the Prospective Record
of the Impact and Severity of Menstrual Symptoms
(PRISM) calendar.6 Irrespective of the specific symptoms
listed or the severity of those symptoms, the pattern of
documented symptoms might lead to the diagnosis of de-
pression (Figure 3) or PMS (Figure 4). The PRISM calen-
dar of the patient with PMS clearly demonstrates the
symptom-free interval preceding ovulation, while the
symptoms in the patient with depression persist through-
out the month.

As an alternative to these instruments, the clinician
may choose simply to ask that the patient provide her own
calendar. It is helpful to limit the patient’s focus of atten-
tion to the 3 or 4 most troublesome symptoms. Each can
be assigned a letter (e.g., irritability = “I” or bloating =
“B”). Each letter is recorded on each day of the calendar
accompanied by a severity rating from 0 (no symptoms)
to 4 (severe). In addition, the patient records the days of
her menstrual flow. The pattern and severity of symptoms
will aid both the patient and the clinician in determining
the appropriate diagnosis.

Regardless of what method is used to document symp-
toms, the active involvement of the patient proves helpful
as she is less a victim and more a part of the diagnostic
process. The dependence on prospective charting of
symptoms also eliminates patient recall as a confounding
factor in determining the correct diagnosis.

The pattern of symptoms is one critical aspect of mak-
ing the diagnosis of PMS or PMDD. There are other spe-
cific criteria that further aid in refining the appropriate
diagnosis. The diagnosis of PMS is based upon the Tenth
Revision of the International Classification of Diseases
(ICD-10).7 Table 1 summarizes the diagnostic criteria for
PMS. In contrast, the diagnostic criteria for PMDD are far
more rigorous. Table 2 is adapted from the Diagnostic and
Statistical Manual of Mental Disorders, Fourth Edition
(DSM-IV).8 The chief complaints must include at least 5
of 11 total symptoms, 1 of which must be a core symptom
such as irritability, depressed mood, anxiety or tension, or
affective lability. In addition, there are specific criteria for
prospective charting of symptoms (at least 2 cycles), level
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Name Month/Year Age Unit #

Begin our calendar on the first day of your menstrual cycle. Enter the calendar date below the cycle day.
Day 1 is your first day of bleeding. Shade the box above the cycle day if you have bleeding (    ).Put an X for spotting ( X ).

If more than one symptom is listed in a category, i.e., nausea, diarrhea, constipation, you do not need to experience all of these.
Rate the most disturbing of the symptoms on the 1–3 scale.

Weight: Weigh yourself before breakfast. Record weight in the box below date.
Symptoms: Indicate the severity of your symptoms by using the scale below.
Rate each symptom at about the same time each evening.

0 = None (symptom not present) 2 = Moderate (interferes with normal activities)
1 = Mild (noticeable but not troublesome) 3 = Severe (intolerable, unable to perform normal activities)

Other Symptoms: If there are other symptoms you experience, list and indicate severity.
Medications: List any medications taken. Put an X on the corresponding day(s).

The COPE Calendar is scored by adding the total number of points from days 3–9
of the menstrual cycle (the follicular phase score) and the total number of points from
the last 7 days of the cycle (luteal phase score).

PMS is diagnosed by a follicular phase score less than 40 (and a luteal phase score
greater than 42).

Follicular phase scores greater than 40 (regardless of luteal phase scores) suggest
the possibility of underlying psychiatric disorder, and such patients should be considered
for psychiatric consultation.

Although not strictly required for the diagnosis, almost all patients with PMS will have
at least a 30% increase in scores from follicular to luteal phase. If this is not observed,
the diagnosis should be reconsidered.

Figure 2. Calendar of Premenstrual Experiencesa

aReprinted from reference 5, with permission.
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of disability arising from the symptoms, and determina-
tion that the symptoms are not an exacerbation of another
disorder.

Although both the DSM-IV and the ICD-10 classifica-
tions are widely used, the applications of each are deter-
mined by the health care provider to whom the patient pre-
sents. Table 3 summarizes the distinctions between the 2.
Patients may be more familiar with the terminology of one
or the other, and the specific details of the criteria should
not stand in the way of clinical judgment. The degree of
impairment for the patient will ultimately be more impor-
tant than the categorization or “label” used by the clinician.

DIFFERENTIAL DIAGNOSIS

It is not uncommon for the patient to present with symp-
toms that are compatible with other medical conditions for
which she may already be receiving treatment. As the cli-
nician identifies the pattern and severity of the patient’s
problems, knowledge of concomitant medical disorders
will prove to be critical in making a final diagnosis of PMS
or PMDD. Table 4 summarizes the common categories of

conditions that should be included in the differential diag-
nosis for PMS and PMDD. Since the practice of the pri-
mary care provider and/or obstetrician-gynecologist is the
frequent site for management of these other conditions, the
consideration of the entire spectrum of conditions is not
clinically illogical. Again, the patient may have preconcep-
tions as to whether or not her symptoms are due to other
underlying medical conditions.

PROPOSED ETIOLOGY

From the standpoint of patient management, the exten-
sive body of research into the exact etiology of PMS/
PMDD provides the background onto which therapy is
instituted. It is particularly relevant for a patient to be made
aware of the scientific basis supporting recommended
therapy. Similarly, if there are data to suggest lack of effi-
cacy, those, too, should be shared with the patient. Cur-
rently, without definitive evidence of the exact pathophysi-
ology of this condition, the “best guess” as to what may
be triggering the clinical phenomena may prove useful in
discussing treatment options with the patient.
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SYMPTOMS

Irritable

Fatigue

Inward Anger

Labile Mood (crying)

Depressed

Restless

Anxious

Insomnia

Lack of Control

Edema or Rings Tight

Breast Tenderness

Abdominal Bloating

Bowels: const. (c) loose (l)

Appetite: up ↑ down ↓

Drive: up ↑ down ↓

Chills (C) / Sweats (S)

Headaches

Crave: sweets, salt

Feel Unattractive

Guilty

Unreasonable Behaviour

Low Self-Image

Nausea

Menstrual Cramps

BLEEDING

Menstrual Cycle
Date:

Figure 3. Typical PRISM Calendar6 Record Indicating Depression
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Table 1. Diagnosis of Premenstrual Syndrome (PMS)a

A. Does not meet DSM-IV criteria for PMDD but
does meet ICD-10 criteria for PMS

B. Symptoms occur only in the luteal phase, peak
shortly before menses, and cease with menstrual
flow or soon after

C. Presence of 1 or more of the following symptoms:
• Mild psychological discomfort
• Bloating and weight gain
• Breast tenderness
• Swelling of hands and feet
• Aches and pains
• Poor concentration
• Sleep disturbance
• Change in appetite

aBased in part on ICD-10.7

Table 2. Diagnosis of Premenstrual Dysphoric Disorder (PMDD)a

A. At least 5 of the symptoms below, with at least 1 being a core symptom, are
present a week before menses and remit a few days after onset of menses:
• Depressed mood or dysphoria • Marked change in appetite,

(core symptom) overeating, or food cravings
• Anxiety or tension (core symptom) • Hypersomnia or insomnia
• Affective lability (core symptom) • Feeling overwhelmed
• Irritability (core symptom) • Other physical symptoms
• Decreased interest in usual activities (eg, breast tenderness,
• Concentration difficulties bloating, headache, joint
• Marked lack of energy or muscle pain)

B. Symptoms must interfere with work, school, usual activities, or relationships
C. Symptoms must not merely be an exacerbation of another disorder
D. Criteria A, B, and C must be confirmed by prospective daily ratings for at

least 2 cycles
aAdapted from DSM-IV.8

Table 3. Differences Between PMS and PMDD
PMS PMDD

Diagnostic criteria Tenth Revision of the International Diagnostic and Statistical Manual of Mental Disorders,
Classification of Diseases (ICD-10) Fourth Edition (DSM-IV)

Providers using these criteria Obstetrician/gynecologists, Psychiatrists, other mental health care providers
primary care physicians

Number of symptoms required 1 5 of 11
Functional impairment Not required Interference with social or role functioning required
Prospective charting of symptoms Not required Prospective daily charting of symptoms required for 2 cycles
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Figure 4. Typical PRISM Calendar6 Record Indicating PMS



14 J Clin Psychiatry 2000;61 (suppl 12)

Frank W. Ling

© Copyright 2001 Physicians Postgraduate Press, Inc.

One personal copy may be printed

A common misconception that a patient often has is
that abnormal levels of circulating female hormones are
the underlying cause of PMS/PMDD. It appears that actu-
ally normal ovarian function, not abnormal fluctuations, is
the cyclic trigger for symptoms.9 Genetic predisposition
and societal expectations are among other factors that may
play a role.10–14 The strongest scientific data implicate se-
rotonin as the primary neurotransmitter whose levels are
affected by ovarian steroid levels.15 In addition, other neu-
rotransmitter systems have been implicated. These include
the opioid, adrenergic, and the gamma-aminobutyric acid
(GABA) systems.16 It is known that ovarian steroids affect
neurotransmitters in a variety of ways, including synthe-
sis, release and reuptake, enzymatic inactivation, and pre-
and postsynaptic receptor sensitivity.

Since serotonin appears to have the greatest impact, the
clinical choice of therapeutic options can be made more
logically. The 2 primary pharmacologic ways to affect the
interaction between ovarian steroids and serotonin would
logically fall to manipulation of ovarian steroid produc-
tion or altering the susceptibility of the neurotransmitter to
the fluctuations of ovarian steroids.

INITIATING TREATMENT

Once the patient is identified as suffering from PMS/
PMDD, an individualized treatment scheme should be
implemented. The treatment algorithm in Figure 5 illus-
trates a conceptual framework for the primary care physi-
cian or obstetrician-gynecologist. Differentiating urgent
from nonurgent cases allows the clinician to stratify levels

of intervention based on the types of symptoms as well as
their severity. A patient-centered approach requires provid-
ing adequate time in the office to discuss issues in their en-
tirety. Some offices have dedicated nonphysician staff to
address the patient’s concerns as a supplement to the busy
clinician’s face-to-face office visit. Determining other
background information is useful. If the patient is a “vic-
tim” of her condition, she will appear helpless and passive,
asking that the physician cure her, without significant ac-
tive input or effort on her part. These cases are well served
by use of the prospective charting of symptoms referred to
previously. In this way, the patient is drawn into the active
diagnosis of her condition. Similarly, knowledge of the en-
vironment, including support of the spouse, will aid in
identifying factors that can work counter to the therapeutic
plan. Stress in the marriage, a spouse who might not be-
lieve the patient’s symptoms, financial pressures, and
work-related concerns are examples of deterrents to the
simple management of PMS/PMDD symptoms.

Practice-related considerations must be accounted for in
the busy primary care practice in which a woman with
PMS/PMDD is seen. Appropriate use of the Evaluation and

Table 4. Differential Diagnosis
Psychiatric disorders

• Major depression
• Dysthymia
• Generalized anxiety
• Panic disorder
• Bipolar illness (mood irritability)
• Other

Medical disorders
• Anemia
• Autoimmune disorders
• Chronic fatigue syndrome
• Collagen vascular disease
• Diabetes
• Endometriosis
• Hypothyroidism
• Seizure disorders

Premenstrual exacerbation
• Of psychiatric disorders
• Of seizure disorders
• Of endocrine disorders
• Of cancer
• Of systemic lupus erythematosus
• Of anemia
• Of endometriosis

Psychosocial spectrum
• Past history of sexual abuse
• Past, present, or current domestic violence

Table 5. Pharmacologic Therapies
Medication Dose
Antidepressants

Clomipramine 25–75 mg/d (14 days before menses)
Fluoxetine 20 mg/d
Paroxetine 10–30 mg/d
Sertraline 50–150 mg/d

Anxiolytics
Alprazolam 1–2 µg/d (6–14 days before menses)
Buspirone 25–60 mg/d (12 days before menses)

Ovulation suppression
GnRH agonists
Buserelina 400–900 µg/d (intranasal)
Danazol 200–400 mg/d (at onset of symptoms

until onset of menses)
Leuprolide 3.75–7.5 mg/monthly (intramuscular

injection)
aNot available in the United States.

Patient presents with PMS or PMDD

Key symptoms identified

Severity and urgency identified

Severe
Urgent

Physical
symptoms

Emotional
symptoms

Less severe
Less urgent

Prospective calendar
Consultations
Behavior modification

Diet
Activity
Stressors

Figure 5. Recommended Algorithm for Management of
Patients With PMS/PMDD
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Management (E and M) codes17 will allow for billing of
services commensurate with the level of care rendered.
Both the “Premenstrual Syndrome” code of 625.4 or the
“Hormone Imbalance” code of 259.9 should be considered.

The role of laboratory evaluation is limited to screening
for medical conditions that are suspected as confounding
variables. Obtaining some tests to reassure the patient may
also be needed. The patient may also be reassured that
there are no differences in serum levels of various hor-
mones for patients with PMS/PMDD in comparison with
other patients.

While the patient may be confirming the suspected
diagnosis by means of charting of symptoms, other inter-
ventions may be attempted. None involve prescription
medications and all are attractive treatment steps for a pa-
tient who desires more “natural” treatments. Relaxation
therapy, particularly in the form of reflexology, has been
demonstrated efficacious.18,19

Dietary modification may also prove helpful. The use
of pyridoxine, vitamin B6, has had varying success de-
scribed in the literature. An initial dose of 50 to 100 mg per
day may be beneficial without the risk of peripheral neu-
ropathy, which is associated with higher doses.20 Calcium
supplementation during the luteal phase has proven to be
beneficial with regard to bloating, pain, mood, and food
cravings. The use of 2 Tums-EX tablets twice a day has
been described.21 Reducing caffeine intake is a common-
sense way to minimize the potential ill effects of excess
caffeine consumption such as nervousness or jitteriness.
Similarly, restriction of sodium might reduce the symp-
toms of bloating that plague some patients. By reducing
refined/processed carbohydrates, and by having 5 or 6
smaller meals during the day instead of 3 large meals,
some patients are able to avoid symptoms that simulate
hypoglycemia. A commercially available carbohydrate-
rich beverage known to increase tryptophan has proven ef-
ficacious when taken in the late luteal phase.22

Premenstrual symptoms may also be lessened if the
woman engages in aerobic exercise. This may be of par-
ticular use if depressive or fluid-retention symptoms
predominate. In addressing the overall health needs of a
patient, the benefits of exercise can certainly be justified
beyond the scope of PMS/PMDD.23,24

In addition to the nonpharmacologic interventions
listed, the primary pharmacologic treatments include anti-
depressants, anxiolytics, and agents to suppress ovulation.
These pharmacologic agents are summarized in Table 5.
Because of the data accumulated regarding the role of
serotonin, the primary antidepressants found useful for
PMS/PMDD are those that would be considered serotoner-
gic, e.g., fluoxetine, paroxetine, sertraline, and clomipra-
mine. Although the latter is not a serotonin reuptake
inhibitor as are the others, it is a tricyclic antidepressant
with serotonin and norepinephrine reuptake inhibiting
properties.25–30

Alternatively, anxiolytics such as buspirone and alpra-
zolam have been shown to be efficacious in the treatment
of PMS/PMDD. The former is a nonbenzodiazepine that
has side effects of headache, nervousness, nausea, and diz-
ziness. It may be administered either throughout the
month or during the late luteal phase. Alprazolam, a ben-
zodiazepine, reduces depression, irritability, and anxiety.
As with other similar medications, tolerance and depen-
dence are a concern.31–33

Hormonal treatments that have been shown to be clini-
cally useful include gonadotropin-releasing hormones
(GnRH), oral contraceptives, and danazol. Unlike these 3
medications, progesterone has not proven to be effective
despite earlier publications espousing its clinical applica-
bility. The use of GnRH analogues should be considered
for only a short period of time since its temporary meno-
pausal hormonal milieu can increase the risk of osteoporo-
sis. Since add-back of hormones to minimize menopausal
symptoms can be effective, the patient and clinician may
use this medication as a short-term treatment and also to
aid in the diagnosis of mood disorders.34

Oral contraceptives have had mixed results. Some
of the side effects of oral contraceptives such as bloating,
appetite changes, and depressive symptoms might sim-
ulate PMS/PMDD, and, as a result, the clinician and pa-
tient should recognize the limitations of these treatment
options.35,36

Danazol, a synthetic androgen, has demonstrated some
efficacy with regard to both mood and physical symptoms.
It can be effective with doses that both do and do not sup-
press ovulation. Side effects such as weight gain, acne, hot
flashes, vaginal dryness, and emotional lability may limit
the usefulness of this drug.37,38

SUMMARY

In a busy office of a primary care provider or
obstetrician-gynecologist, the diagnosis of PMS or PMDD
is a likely presenting complaint. It is within the expertise
of the clinician to make a timely diagnosis and implement
effective treatments.

Drug names: alprazolam (Xanax and others), buspirone (BuSpar), clo-
mipramine (Anafranil and others), danazol (Danocrine), fluoxetine
(Sarafem), leuprolide (Lupron), paroxetine (Paxil), sertraline (Zoloft).

Disclosure of off-label usage: The author of this article has determined
that, to the best of his knowledge, the following agents mentioned in this
article are not approved by the U.S. Food and Drug Administration for
the treatment of PMS/PMDD: alprazolam, buserelin, buspirone, clomip-
ramine, danazol, leuprolide, paroxetine, pyridoxine, and sertraline.
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