The problem with premenstrual syndrome
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Few diagnoses have raised such controversy
as premenstrual syndrome (PMS). Although
more than 150 symptoms have been attributed to
PMS, the specificity of this diagnosis comes only
in its relationship to the menstrual cycle. This
very fact, however, complicates the diagnosis of
this disorder. Common beliefs that women are
more irritable and moody around their menstrual
cycle fuel the idea that the premenstrual period is
a time when one can expect difficulties.

As the menses serve as a fixed point in the
cycle, women might remember symptoms they
have had around that date but not recall that they
had similar symptoms at other times during the
cycle. This is the reason that, when prospective
charting is done, 50% of women who believe they
have PMS actually do not. They either do not have
premenstrual symptoms of sufficient severity or
they have symptoms that appear throughout their
cycle with, perhaps, a premenstrual exacerbation.
Because of this, an accurate diagnosis of PMS
can be made only after prospective charting for
at least 2 months. Symptoms must occur in most
menstrual cycles during the last week of the luteal
phase, begin to remit within a few days of onset of
the period, and be absent in the week after men-
ses. Also, the symptoms must not be merely an
exacerbation of another ongoing psychiatric disor-
der, such as major depression.

Symptoms versus syndrome

Improper diagnosis has also led to overblown esti-
mates of the frequency of PMS. For many years,
women’s magazines failed to differentiate between
the presence of some premenstrual symptoms ver-
sus a premenstrual syndrome and, thereby, created
the impression that 75% to 80% of women suffer from
PMS. When strict diagnostic criteria are used, 75%
to 85% of women report one to three symptoms dur-
ing their lives, while between 10% and 15% of women
present for isolated or minor complaints, such as
breast tenderness or mild mood changes. Only 2% to
5% suffer from symptoms serious enough to qualify
for a diagnosis of PMS, ie, symptoms that cause dis-
ruption of their social and work activities.?

Sociopolitical issues also complicate this diag-
nosis. Because of its proposed hormonal basis,
PMS actually became a somewhat desirable diag-
nosis for some women. How much better to say
that you are suffering from a hormonal imbalance
than to admit that your irritability and depres-
sion have more to do with a troubled marriage or
unhappiness in your life. For other women, this
diagnosis is viewed as an attack on the mental sta-
bility of all women.

The PMS symptoms that most often bring
women to their doctors for help are irritability,
depression, or agitation. Because of this, in 1987,
the American Psychiatric Association established
a task force to examine all the literature related
to PMS, specifically looking at the epidemiology
and treatment of mood symptoms. This led, in
1994, to inclusion in the appendix of the DSM-IV!
of the term “Premenstrual Dysphoric Disorder
(PMDD),” which caused a huge uproar. The cri-
teria for PMDD are the same as those for PMS,
with an emphasis on mood as opposed to strictly
somatic symptoms. I was a consultant to this task
force and was the Chair of the Committee on
Women for the American Psychiatric Association
when this was introduced. I recall being picketed
by all sorts of women’s groups who believed that
we were discriminating against women and per-
petuating the impression that all women are sub-
ject to the whim of their hormones. It was feared
that this diagnosis, which applies only to women,
was discriminatory and would reinforce the belief
that women could not be trusted to be in positions
of power and authority.

What the task force actually did in examin-
ing all the existing literature on PMS was weed
out studies with terrible methodology: diagnoses
were often made retrospectively over the tele-
phone; women with ongoing psychiatric illnesses
or taking contraceptives were not excluded; and
treatments were given in an unblinded fashion
with no placebo controls. In some cases, there was
no pretence at conducting research. In England,
Dr Katerina Dalton, a leading voice in setting up
treatment centres for PMS, was so convinced that
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the cause was a deficiency of progesterone, she
saw no value in doing any research to support her
theories.

Because the cause of PMS was unclear, many
papers espoused unproven theories and advocated
for various treatments. Thus women with PMS
were subjected to a variety of ineffective and pos-
sibly harmful treatments ranging from progester-
one to “space age” laser therapy. Many of these
treatments were expensive and did not take into
consideration the possible danger of the treat-
ments themselves. For example, progesterone can
have effects on breast and uterine tissue, and vita-
min B can cause peripheral neuropathy at doses
as low as 250 mg daily.

Analyzing studies

Even authors who are attempting to evaluate the
multitude of papers suggesting treatments for
PMS or PMDD, such as Dr Sue Douglas (page
1789), can fall into traps. Studies such as those by
Walker et al’ on magnesium and London et al* on
vitamin E should not be taken seriously, as diag-
noses based on retrospective questionnaires or
screening interviews over the telephone immedi-
ately render the study useless. There is, therefore,
no reason to suggest their use in managing PMS
and PMDD.

Similarly, it is important to analyze studies
closely. Mira et al’ studied the use of mefenamic
acid for PMS and found it to be helpful for women
with dysmenorrhea. For these women, their “PMS”
was actually anticipatory anxiety before having a
period that they knew was going to make them
miserable and interfere with their lives. What this
prostaglandin inhibitor actually did was decrease
pain and discomfort related to dysmenorrhea. It
is not surprising that, if women do not anticipate
a painful, uncomfortable period, they will feel less
troubled in the premenstrual phase. Therefore,
mefenamic acid is a fairly good treatment for dys-
menorrhea but does not treat true PMS.

The study by Thys-Jacobs et al® looking at the
efficacy of calcium does appear promising but also
has some flawed methodology. Although prospec-
tive ratings were used, no follicular symptom max-
imum score was used as an exclusion criterion.
As well, the sample might have included women
with premenstrual exacerbation of a chronic major
depression or anxiety disorder rather than true
PMS or PMDD. Also, almost 25% of the women
were taking oral contraceptives, which could have
affected the results. This work, however, deserves
replication. As 1200 mg of calcium daily has the

additional benefit of helping prevent osteoporosis,
this might be a useful first-line treatment for mild-
to-moderate premenstrual symptoms.

What is curious is how reticent some physi-
cians are about using selective serotonin reup-
take inhibitors (SSRIs) to treat PMS and PMDD,
even though evidence for their effectiveness is
strongest compared with any of the other pro-
posed treatments.” Perhaps it is easier to think
about PMS and PMDD being related to hormonal
changes or lack of vitamins rather than to see it
as a subtype of a depressive disorder. This type of
antidepressant does not tend to cause side effects
in most people, and generic brands have made
them reasonably inexpensive. Most importantly,
they appear to be effective even when given in
a discontinuous pattern. If initial treatment does
not work, dosages can be increased or the SSRI
can be tried on a continuous rather than intermit-
tent basis. If a patient has troublesome side effects
with one type of SSRI, another drug in the same
family might be better tolerated.

Healthy lifestyles matter

Certainly it is advisable to combine this treatment
with a healthy lifestyle. Moderate exercise and a
well-balanced diet are important, not necessar-
ily for their specific effects on PMS and PMDD
but because they give people a sense of control
over their lives. Understanding what is happen-
ing and being sensible about not planning large
dinner parties for the few days before a period
also makes good sense. Relaxation techniques and
cognitive therapy to help patients reframe their
attitude toward PMS also appear to be helpful.

I certainly want to work with this combination of
approaches before I suggest gonadotropin-releasing
hormone analogues, danazol, or surgical ovariec-
tomy. There is some evidence that gonadotropin-
releasing hormone agonists are less effective for
women who have premenstrual dysphoria and
more severe premenstrual symptoms.® A recent
crossover trial of danazol found it to be helpful
only in reducing mastalgia.’ It is also important to
understand that, although these treatments might
relieve the symptoms of PMS, they can also cause
masculinization, weight gain, and depression and
might increase the risk of cardiac problems and
osteoporosis. Adding exogenous hormones to
offset these risks can often cause a return of PMS
symptoms.

I applaud Dr Douglas for providing an evidence-
based approach to treating PMS. Far too often
treatments for PMS have been based on belief
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systems rather than what the literature recom-
mends. Treatment, of course, begins with accu-
rate diagnosis. In the case of PMS and PMDD,
when the two go hand in hand, these conditions
can be seen as important, treatable syndromes
that seriously affect only a small group of women
rather than proof that most women become
moody, angry, and unreliable on a monthly
basis. *
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