Family Practice Grand Rounds

Premenstrual Syndrome

James Dunlay, MD
Ann Arbor, Michigan

DR. JAMES DUNLAY (Second-year resident
in Family Practice): The topic for today’s Family
Practice Grand Rounds is premenstrual syndrome,
also known as PMS. PMS is an important topic for
family physicians for several reasons. Because
PMS is a source of significant morbidity in a large
number of women, it is a disorder that family phy-
sicians will encounter frequently. In addition,
because PMS is a relatively newly recognized syn-
drome, many physicians have not had formal train-
ing in its diagnosis or treatment. The objective of
this Family Practice Grand Rounds is to make
family physicians aware of the existence of PMS
and its implications. PMS is an illness with promi-
nent physical and behavioral symptoms, and as
such is especially well suited for treatment by
family physicians. We will begin by interviewing
Mrs. Black, a patient with PMS.

Mrs. Black, could you describe your major
premenstrual symptoms?

MRS. BLACK: My major premenstrual symp-
tom is migraine headaches. The headaches consist
of a severe throbbing sensation on one side of
my head and are often accompanied by vomiting.
They are so severe that | usually have to interrupt
what I’m doing and lie down in a dark, quiet room.
The headaches occur only during the one to three
days preceding my period and go away once my
period starts.

DR. DUNLAY: Do you have any other symp-
toms during this time?

MRS. BLACK: Yes. My breasts get tender and
| feel bloated, although I’'m not sure whether |
actually gain any weight. I'm also very susceptible
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to mood swings and become extremely irritable.
I notice a craving for salty foods, something that |
don’t have at other times during my cycle. It’s also
difficult for me to sleep, especially the night im-
mediately preceding the start of my period. | wake
up feeling very tense for no apparent reason.
Sometimes | feel like | need to scream.

DR. DUNLAY: Could you tell us how you
found out that you had PMS?

MRS. BLACK: | had seen physicians for sev-
eral years for these complaints, especially the mi-
graine headaches, without a diagnosis of PMS
being made and without adequate therapy. Then,
about six months ago, a friend saw a segment
about PMS on the Today Show and mentioned it to
me. | started to read about it and realized that |
had it. Even with this information, | went to three
doctors before | finally found one who confirmed
the diagnosis of PMS and agreed to treat it.

DR. DUNLAY: What treatments were used?

MRS. BLACK: When | first discovered that I
had PMS, | tried vitamin Be on my own without
success. | was later given diuretics without effect.
I am currently going to a biofeedback class and
learning to relax my muscles during a headache,
and this has helped a lot. However, I’'m still
bothered by fluid retention, appetite changes, and
especially the feelings of extreme tension.

DR. JOHN O’BRIEN (Instructor, Department
of Family Practice): Have the more traditional
therapies for migraine, such as ergotamine and pro-
pranolol, been prescribed for you?

MRS. BLACK: Yes, I’ve tried various analge-
sics, Cafergot, and propranolol without significant
relief.

DR. DUNLAY: What about progesterone sup-
positories?

MRS. BLACK: | haven’t used them vyet, al-
though I’m told that they’re the next step if the
current therapy doesn’t work.

DR. THOMAS HUPPE (First-year resident in
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Family Practice): Do you have any children?

MRS. BLACK: Yes, two.

DR. HUPPE: Did you continue to have pre-
menstrual symptoms during your pregnancies?

MRS. BLACK: I had mild symptoms during the
first couple of months at about the time my period
would have occurred, but no symptoms during the
last six or seven months and none until my periods
started again after my children were born.

LINDA WARREN (Registered Nurse, De-
partment of Family Practice): I’m sure this illness
has affected your family a great deal. Could you
tell us about that?

MRS. BLACK: It certainly has. During the
days preceding my period my symptoms, especial-
ly the headaches, get so severe that my husband
often has to take over caring for our two children
and taking care of the house. Our children don’t
understand why mommy gets sick for a few days
each month, and 1’m sure this is hard on them. |
also have a demanding job, and | often have to
miss work for a few days before my period begins.
This causes obvious professional difficulties, and |
have to try to schedule my work so that | don’t
have any important deadlines during my premen-
strual phase. Because this isn’t always possible,
I sometimes have to give up attractive projects. |
can only guess at the effect PMS has had on my
career, but I think that it’s been a significant
hindrance.

DR. DUNLAY: Thank you very much, Mrs.
Black. As we will see, Mrs. Black’s case illus-
trates several common features of PMS.

Premenstrual syndrome is best defined as any
combination of emotional or physical symptoms
that occur cyclically in a woman before menstrua-
tion and that regress or disappear during menstrua-
tion.1 PMS includes symptoms that occur exclu-
sively in the premenstruum, such as Mrs. Black’s
headaches, and symptoms that occur throughout the
cycle and are exacerbated during the premenstruum.

DR. SARAH FOX (Instructor, Depart-
ment of Family Practice): What time frame are
you referring to when you say “premenstruum” ?

DR. DUNLAY: Although a few women experi-
ence symptoms from ovulation to the time of
menstruation, most women have their most severe
symptoms in the two to five days immediately pre-
ceding their period. The onset of menstruation
rapidly relieves the symptoms in most women, but
Continued on page 32
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Continued from page 30
in some women these symptoms persist for the
first day or two of the period.2

DR. SHIRLEY McCORMICK {Instructor, De-
partment of Family Practice)' Does PMS include
dysmenorrhea?

DR. DUNLAY: No, it does not. Dysmenorrhea
is a separate disorder. Some women with PMS
also have dysmenorrhea but some do not.

The most common premenstrual symptoms are
headache, breast swelling and tenderness, abdom-
inal bloating, edema of the extremities, fatigue,
mood changes including depression and irritabil-
ity, increased appetite with a craving for sweet or
salty foods, and acneiform skin eruptions.3As you
can see, Mrs. Black had several of these symp-
toms. Other more unusual symptoms include con-
stipation, backache, premenstrual epilepsy, and
premenstrual asthmatic attacks.4

It is important to realize that PMS represents a
broad spectrum of morbidity. At one end of this
spectrum is the large group of women with mild
symptoms. Surveys have shown that 80 to 95 per-
cent of women have at least one premenstrual
symptom. At the other end of the spectrum is a
smaller number of women, such as Mrs. Black,
who experience severe, debilitating symptoms. It
is estimated that 10 to 40 percent of women have
symptoms during the premenstruum that are se-
vere enough to disrupt their lifestyle.3

DR. FOX: Are certain women at particular risk
for developing PMS?

DR. DUNLAY: Although the epidemiology of
PMS is not well documented, there is some sug-
gestion that the incidence of PMS increases with
ageband parity. As expected, PMS does not occur
in postmenopausal women and usually does not
occur during pregnancy.

DR. MARGARET DAVIES (Assistant Profes-
sor, Department oj Family Practice)’. Could you
talk about the relationship between premenstrual
syndrome and what used to be called premenstrual
tension?

DR. DUNLAY: Premenstrual tension was the
term applied to the mood changes women some-
times experienced before menstruation. Premen-
strual tension was considered to be a psychiatric
disorder, and women who complained of mood
changes were often labeled as having neurotic per-
sonalities. However, studies have not shown any
greater degree of psychopathology in women with
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premenstrual mood changes than in women with
out them.56 Many authors now recommend that
the term premenstrual tension be dropped and thet
these mood changes be included in the broad term
premenstrual syndrome.

The diagnosis of premenstrual syndrome is
made by history alone, focusing on the cyclic na-
ture of the symptoms. No objective laboratory
tests are helpful. The family physician has to be an
astute diagnostician because many women will not
relate their symptoms to their periods. PVB
should be placed in the differential diagnosis of
any female patient who presents with intermittent
symptoms, especially headache, abdominal pain
or bloating, and depression, anxiety or other psy-
chiatric symptoms. A health diary, which the pa-
tient uses to record the occurrence of her symp-
toms and her periods, can be extremely useful in
making the diagnosis of PMS and in monitoring the
effectiveness of therapy. While such a method can
be used to document the existence of PMS, much
more needs to be learned about its etiology ax
treatment.

The cause of PMS is unknown. One theory,
especially popular in Britain, is that PMS is caused
by a deficiency of progesterone.2 This theory
developed because the symptoms of PMS occur
during the time in the menstrual cycle when in-
volution of the corpus luteum causes the levels of
progesterone to fall. However, studies have failed
to show a consistent difference in the levels of
progesterone between women with PMS and
women without PMS who are used as controls.7
Thus, the progesterone theory remains unproven.
Other theories suggest that PMS is the result of
estrogen excess, vitamin B( deficiency, hypogly-
cemia,3 prolactin excess,3fluid retention, or a dis-
order of the neurotransmitters in the central nerv-
ous system, such as the /3-endorphins and
a-melanocyte-stimulating hormone.3 Again, none
of these factors has been established as the cause
of PMS.

As for most illnesses of unknown etiology, the
therapy for PMS is empiric. While all of the pro-
posed treatments have worked in some women,
none has been proved consistently effective in
placebo-controlled, double-blind studies. The
family physician must be cautious when recom-
mending any treatment because of the potentially
serious side effects. Because the use of nonphar-

Continued on page 41
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macologic and vitamin therapies minimizes possi-
ble complications, they are especially attractive as
first-line therapy for PMS.

There are many nonpharmacologic therapies
recommended for use in PMS. Simply explaining
the diagnosis of PMS to the patient and her family
can be considered a form of nonpharmacologic
therapy. Knowing that she suffers from an identi-
fiable illness can be helpful to the woman who has
been told repeatedly that her problems are *“all
in her head.” Armed with this knowledge, the
woman can try to minimize stress during the pre-
menstruum. It is important to realize that this life-
style change is often impractical, however, and
further treatment will be required. General health
measures such as increased exercise, reduction of
alcohol and smoking, loss of excess weight, and
regular meals with less refined sugar have been
proposed to help alleviate premenstrual symp-
toms.4 As in Mrs. Black’s case, biofeedback and
relaxation techniques can be used for premen-
strual headaches, tension, and irritability. There is
little objective evidence in the literature to support
the use of these nonpharmacologic therapies.
Many physicians who treat PMS, however, have
had success using them. Some of these therapies,
such as biofeedback, may work by providing
symptomatic relief, while others, such as dietary
change or exercise, may work by changing the
body’s metabolism. One of the research priorities
in the field of PMS should be the objective meas-
urement of the effectiveness of these nonpharma-
cologic therapies and the explanation of their
mechanism of action. Until then they should be
considered a safe, but only possibly effective,
therapy for PMS.

Vitamin Bs has been used to treat PMS based on
the theory that supplemental doses of this vitamin
relieve PMS either by altering estrogen and pro-
gesterone production or by changing the levels of
dopamine and seratonin in the central nervous sys-
tem.3 A daily dose of 50 to 200 mg is often recom-
mended and is safe and nontoxic. Because the role
of vitamin B6 deficiency in PMS is unproven,
many experts contend that any improvement seen
during vitamin B6 therapy is actually due to a
placebo effect. Despite this criticism, vitamin B(
remains a popular and sometimes effective therapy.9

Progesterone therapy for PMS is popular in
Great Britain and has been used recently in the
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United States. The proponents of progesterone
therapy argue that supplemental progesterone cor-
rects the underlying pathophysiology of PMS and
therefore will result in the relief of all symptoms of
PMS.2 This is in contrast to agents that treat
individual symptoms, such as diuretics for fluid
retention.

Because naturally occurring progesterone is not
absorbed orally, it must be given intramuscularly
or by rectal or vaginal suppository. The recom-
mended starting dose is 400 mg each day by rectal
suppository from day 14to day 28 of the menstrual
cycle.2 The long-term side effects of this therapy
are unknown. A small group of women on proges-
terone therapy has been followed in Britain for 10
to 20 years. These women have shown a slight de-
crease in glucose tolerance but have exhibited no
other adverse side effects.2 Although many physi-
cians support the use of progesterone supposito-
ries, double-blind, placebo-controlled studies have
not shown that progesterone is consistently effec-
tive in the treatment of PMS.7 Progesterone has
not been approved by the Food and Drug Adminis-
tration for the treatment of PMS and any use
of progesterone for PMS should be considered
experimental.

DR. JENNIFER FRANK (Instructor, Depart-
ment of Family Practice): What about the syn-
thetic oral progesterones, such as Provera?

DR. DUNLAY: The use of the synthetic pro-
gesterones, called progestins, is controversial in
the treatment of PMS. Proponents of natural pro-
gesterone therapy maintain that the synthetic pro-
gestins do not alleviate PMS and often worsen it.2
They attribute this to the chemical differences be-
tween the synthetic progestins and natural proges-
terone, which result in different physiologic
effects. For example, natural progesterone causes
a decrease in sodium and total body water, while
synthetic progestins lead to fluid retention.2 On
the other hand, some studies have found synthetic
progestins, such as dydrogesterone, to be helpful
in alleviating premenstrual symptoms.1 The syn-
thetic progestins should also be used with caution,
and the patient should be informed of the experi-
mental nature of this therapy.

DR. CAROLE TSOU (Second-year resident in
Family Practice): What about oral contraceptives?

DR. DUNLAY: These are generally not rec-
ommended. Because oral contraceptives contain
synthetic progestins rather than natural progester-
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one, the arguments against the synthetic proges-
tins apply to oral contraceptives. In addition,
many of the side effects of the pill, such as head-
ache and fluid retention, are similar to the symp-
toms of PMS and therefore can result in a worsen-
ing of symptoms.23

Two other medications used to treat PMS are
bromocriptine and spironolactone. Bromocriptine,
a prolactin antagonist, is given orally in a dose
of 2.5 mg twice a day from day 14 to the onset of
menses. It is especially effective for the relief of
breast symptoms in PMS.8 Spironolactone, a diu-
retic, is given in a dose of 25 mg twice to four times
a day and is especially useful for the relief of
symptoms due to fluid retention, such as edema of
the extremities and abdominal bloating.1112 In ad-
dition to providing relief for these specific symp-
toms, both medications are sometimes effective in
relieving other manifestations of PMS as well.

DR. JAMES PEGGS (Assistant Professor, De-
partment of Family Practice)’. Can you give us
some idea of a “flow chart” for the treatment of
PMS? In other words, in what order should these
therapies be used?

DR. DUNLAY: Most experts start with non-
pharmacologic therapies or vitamin B8or both to
avoid the possible side effects of the drug thera-
pies. If these are not effective after two to three
months, many will begin administering progester-
one suppositories or the synthetic progestins.
Spironolactone and bromocriptine can be used in-
stead of or in addition to progesterone, especially
if more specific relief of fluid retention or breast
symptoms is desired.

As you can see from the issues we've covered,
it is impossible to present the final word on PMS.
However, there are several key points the family
physician can be aware of in practice. First, PMS
is a cyclic disorder that includes psychological as
well physical symptoms. Second, PMS represents
a spectrum of morbidity that ranges from mild to
disabling. Third, the diagnosis of PMS can be dif-
ficult in women who have intermittent symptoms
that they do not relate to their periods. In this
situation a health diary is especially useful to
establish the diagnosis of PMS and to evaluate
treatment. Fourth, nonpharmacologic therapies,
such as insight into illness, general health meas-
ures, relaxation techniques, biofeedback, and vita-
min Bh, may be helpful in alleviating some of the
symptoms of PMS. Finally, the use of drug ther-
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apy for PMS, especially progesterone and the syn-
thetic progestins, is still an area of controversy.
Bromaocriptine and spironolactone seem to be es-
pecially useful in relieving breast soreness and
fluid retention, respectively. The patient needs to
be informed of the potential side effects of drug
therapy as well as its unproven efficacy, however.
In conclusion, although some authors still
guestion whether the current evidence supports
the designation of PMS as a separate disease
entity,13 the view that PMS is a definable syn-
drome with both physical and psychological symp-
toms is becoming increasingly popular in the med-
ical literature. PMS is a disease that can readily be
managed by the family physician, with gyneco-
logic consultation as necessary. As for any chronic
illness in which therapy is symptomatic rather
than curative, the importance of knowing the pa-
tient, her family, and her social environment can-
not be overemphasized. By using these factors to
individualize therapy while maintaining an open
dialogue with the patient about what we know and
don’t know about PMS, the family physician can
successfully manage this difficult problem.
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