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Tackling premenstrual syndrome

This Bulletin discusses

the management of premen-
strual syndrome (PMS), and
the evidence for various
treatments that have been
proposed for this condition.

In the late eighteenth century,
PMS was considered to be a
state occurring in affluent city
women, who had idle lifestyles,
read lascivious novels and ate
copious amounts of food.! Even
during the last century, PMS was
described as ‘a desire to find
relief by foolish actions difficult
to restrain’.? Has our understand-
ing of PMS moved on from this?

What is PMS?

PMS consists of emotional,
behavioural and physical
symptoms that regularly recur,
specifically during the luteal
phase (i.e. the second half) of the
menstrual cycle, and resolve by
the end of menstruation.®* The
commonest symptoms include:*

* Emotional and behavioural
symptoms, such as depres-
sion, irritability, lability,
anxiety, loss of self-control,
poor concentration, change in
libido, aggression or violence,
food cravings, and fatigue.

* Physical symptoms, such as
headache, mastalgia (breast
pain/tenderness), breast
swelling, backache, weight
gain, abdominal bloating, acne,
swollen fingers and ankles, and
gastrointestinal disturbance.

Some women with severe

PMS, who have predominantly
emotional and behavioural
symptoms, which interfere with

SUMMARY

Premenstrual syndrome (PMS) refers to the
emotional, behavioural and physical symptoms that
regularly recur during the luteal phase (i.e. second
half) of the menstrual cycle. Women with severe PMS,
who have predominantly emotional and behavioural
symptoms, may have premenstrual dysphoric disorder
(PMDD), which has specific diagnostic criteria.

Diagnosis of PMS and PMDD should be based on
clinical history and prospective charting of symptoms
by the patient over two or three menstrual cycles.

Many drug and non-drug treatments have been
advocated for PMS, but few are supported by good
quality, large, randomised controlled trials (RCTs).

Since PMS is a chronic problem, with symptoms
lasting possibly until the menopause, the side
effects and cost of treatment are important, as well
as efficacy.

Consensus and expert opinion suggest that support,
along with lifestyle and dietary treatments,
should be tried initially in mild to moderate PMS.
Treatment should be stepped up according to severity
and/or response.

Drug therapy, as an adjunct to support, lifestyle and
dietary treatment should be considered for women
with symptoms that are severe (i.e. PMDD or other
severe PMS symptoms) or resistant to conservative
treatment. Drug choice is based on symptoms.

Selective serotonin-reuptake inhibitors should be
considered for women with PMDD, as RCTs have
shown that they can reduce symptoms.

Bromocriptine, danazol, oestrogen patches, and
gonadotrophin releasing hormone analogues are
usually only used by specialists for severe or resistant
PMS/PMDD, because of side effects.
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their day-to-day functioning
or relationships, may have
premenstrual dysphoric
disorder (PMDD).5

Up to 95% of women of
reproductive age suffer from
PMS symptoms,® but in the UK
only a fifth of those reporting
symptoms seek medical help.®
Severe PMS or PMDD is rare —
it is thought that only about 5%
of symptomatic women have
symptoms that seriously inter-
fere with their relationships or
lifestyle.®>” However, a survey of
300 UK women, who reported
PMS symptoms, found that 13%
of those who worked took

time off in the previous year
because of PMS.¢

The precise cause of PMS is
unknown. However, it is accepted
that symptoms only occur during
an ovulatory cycle.® In the past,

it was thought that PMS was
caused by progesterone deficiency,
but this theory is unproven.®
Women should be reassured that
their symptoms are unlikely to
be due to a hormone imbalance.®
The most probable cause is an
interaction between ovarian
steroids and central nervous
system neurotransmitters,
particularly serotonin. Women
who have PMS may be especially
susceptible to fluctuating levels
of ovarian steroids.®

How is PMS diagnosed?

Although there are a variety of
ways of diagnosing PMS, it is
accepted that the patient should
have symptoms consistent with
PMS, with a symptom-free period
that coincides with the onset of
menses, or soon after.>® This
should be assessed by asking
the patient to complete a pro-
spective symptom diary for two or
three menstrual cycles.® Various
charts are available — a useful
chart can be downloaded from
the National Association for
Premenstrual Syndrome website
(www.pms.org.uk — for patient
helpline tel: 0870 777 2177).

To meet the criteria for PMDD,
women should have had at least
five of the following symptoms
during most months of the past
year: depressed mood or dyspho-
ria; anxiety or tension; affective
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lability; irritability; decreased
interest in usual activities;
concentration difficulties;
marked lack of energy; marked
change in appetite; hypersomnia
or insomnia; feeling overwhelmed,;
or other physical symptoms. One
symptom should include irritabil-
ity, tension, dysphoria or lability
of mood. The symptoms must
interfere with social and occupa-
tional functioning and should be
present during the week before
menstruation and remit a few
days after the onset of menses.!

The patient’s psychiatric and
medical history should be con-
sidered and other disorders (e.g.
hypothyroidism, anaemia and
depression) excluded.®!® Usually,
the cyclic nature of symptoms
will point to PMS or PMDD.
However, some women can have
an additional underlying psychi-
atric or medical disorder, and
some conditions (e.g. asthma,
epilepsy, migraine and depression®)
are worsened in the luteal phase.®

How is PMS treated?

Many drug and non-drug treat-
ments have been advocated for
PMS, but few are supported by
good quality, large, randomised
controlled trials (RCTs).® In
addition, studies often include
women who do not have a clear
diagnosis of PMS, or who may
not represent most patients
presenting in primary care.®

Since PMS is a chronic problem,
with symptoms lasting possibly
until the menopause, the side
effects and cost of treatment, as
well as efficacy, are particularly
important.!’ Consensus and
expert opinion suggests that
support, along with lifestyle and
dietary treatments, should be
tried initially in mild to moderate
PMS. Treatment should be
stepped up according to severity
and/or response.® Despite a
lack of evidence, this seems a
reasonable approach. Survey
data suggest that about a
quarter of women reporting PMS
symptoms in the UK take non-
prescription drugs and almost
half of these women report
satisfaction with such treatments.®

Drug therapy, as an adjunct to
support, lifestyle and dietary

treatments, should be considered
for women with symptoms that
are severe (e.g. PMDD) or resist-
ant to conservative treatment.®
However, drug interactions with
some non-drug and dietary
treatments (e.g. herbal remedies)
are not well documented.

Non-drug treatment and dietary
supplements

Most PMS studies show a high
placebo response, suggesting
that non-drug factors are an
important part of treatment.® For
some patients, support and reass-
urance may be all that is required.*
It can be helpful to encourage
women to identify and avoid
triggers (e.g. stress) that exacer-
bate their symptoms.!® Despite

a lack of robust evidence for
most non-drug treatments and
dietary supplements, some
women find them helpful. The
panel on page 11 discusses the
main studies available.

Drug treatment

The Royal College of Obstetricians
and Gynaecologists recommends
that treatment decisions in
menstrual disorders are based
on symptoms,” which can vary in
nature and severity.*!' Before
starting any drug for PMS, it is
worth establishing that some
aspect of the woman’s life has
been impaired® and finding out
what non-prescription measures
have been tried. The patient’s
opinion” and the likelihood

of pregnancy should also be
considered. Drugs that suppress
ovulation are unsuitable for
women who are trying to
conceive and many drugs are
unsafe in pregnancy.

Not all drugs commonly used for
PMS are licensed for this indica-
tion. Licensed drugs include
progesterone and various pro-
gestogens for PMS, fluoxetine for
PMDD, bromocriptine for cyclical
menstrual disorders, particularly
breast symptoms, and danazol
for severe cyclical mastalgia.

Women who suffer from bloating
and breast tenderness may try
over-the-counter diuretics. A
very small RCT (n=22) found that
a US product containing
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Some non-drug treatments and dietary supplements commonly used for PMS

Exercise

Fully-published RCTs showing benefit of exercise in PMS are
lacking,3® but it is reasonable to recommend that all women
with PMS exercise regularly because of the other health
benefits.®

Alternative therapies

Systematic reviews have found insufficient evidence that
relaxation therapy, massage, reflexology or chiropractic
treatment are effective in PMS.3'2 RCTs have found that
cognitive behavioural therapy reduces symptoms, but the
size of its effect is unclear.®

Calcium

A multicentre, double-blind RCT"® (n=466) found that taking
1,200mg of calcium per day for three cycles significantly
reduced womens’ mean premenstrual symptom score
compared with placebo. However, the results must be viewed
cautiously because other PMS treatments were not excluded.

Magnesium

A systematic review of magnesium treatment identified three
small RCTs. The first trial found an overall improvement in PMS
symptoms, but the second found no effect and the third

found a significant reduction in fluid retention only."?

Agnus castus (chasteberry) fruit

A placebo-controlled RCT in Germany evaluated 170 women
and found that 20mg of agnus castus daily significantly
improved PMS symptoms and was well-tolerated.’ However,
it is unclear whether similar efficacy and tolerability will be
seen with all preparations available in the UK.

Dietary changes

RCTs of dietary changes are lacking,"" but some women find

that the following are helpful:>'®

- limiting caffeine, alcohol and salt intake

- eating small, frequent meals high in complex carbohydrates

- eating a healthy, low-fat, high-fibre diet with good vitamin
and mineral balance.

Vitamin B,

A systematic review of nine RCTs found that vitamin By
reduced overall and depressive symptoms of PMS.®
However, there was no dose-response relationship and
trials were poor quality. Women should limit the dose to 50
or 100mg per day, as higher doses can cause peripheral
neuropathy.'®

Vitamin E

Vitamin E has been recommended for mastalgia,® but
evidence to support its use in PMS is minimal. One RCT
(n=75) has shown that vitamin E 300 IU per day significantly
reduced some psychological and physical symptoms, but
not breast tenderness, weight gain, bloating and swollen
extremities."” A subsequent RCT did not find significant
benefits with 400 1U of vitamin E per day."?

Evening primrose oil

A systematic review'® of seven RCTs (n=329) found that
there was not enough evidence to determine the efficacy of
evening primrose oil in PMS. It may have a small effect but
large trials are needed to confirm this. Efamast recently lost
its product licence for mastalgia because it no longer met
current regulatory requirements for efficacy.'

ammonium chloride and caffeine
produced more weight loss than
placebo in the luteal phase.?
However, there is little evidence
that most women with PMS have
water retention. Most evidence
of benefit from diuretics in PMS
comes from small studies

with spironolactone.?

We are not aware of any RCTs

of paracetamol used specifically
in PMS. However, it is a logical
first choice analgesic for
premenstrual headache or
general aches and pains.

Non-steroidal anti-inflamma-
tory drugs (NSAIDs) are worth
considering if PMS is associated
with dysmenorrhoea, headaches
or musculoskeletal symptoms.'!
Only mefenamic acid and
naproxen have been studied in
small RCTs, which found that
they improved symptoms, includ-
ing headache, fatigue, aches and
pains, and mood.*'° Other NSAIDs
(e.g. ibuprofen) may also be
effective. However, NSAIDs can
cause fluid retention.?

Selective serotonin-reuptake

inhibitors (SSRIs) are the drugs
of choice for women with PMDD.
A systematic review?! of 15 RCTs

of SSRIs in 994 women with
severe premenstrual dysphoric
symptoms found that SSRIs imp-
roved physical and psychological
symptoms. The most frequently
studied drugs were fluoxetine
and sertraline. However,
fluoxetine (at a dose of 20mg
daily) is the only SSRI currently
licensed in the UK for PMDD.

The largest trial of fluoxetine in
such patients was a six-month,
double-blind RCT?? that compared
fluoxetine 60mg daily, fluoxetine
20mg daily and placebo in 313
women with late luteal-phase
dysphoric disorder (an older term
with similar criteria to PMDD).
For the 277 women who completed
the first cycle, the luteal-phase
score (based on tension, irritabil-
ity and dysphoria) improved from
baseline by 52% with fluoxetine
60mg, 44% with fluoxetine 20mg
and 7% with placebo. However,
the analysis of this study has
been criticised,?® and more
people withdrew because of side
effects on the 60mg dose, which
is not licensed for PMDD.??

Symptoms of PMDD recur soon
after stopping SSRIs, but RCTs
have not evaluated SSRIs’ long-
term effects in this condition.??
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Intermittent fluoxetine dosing
during the luteal phase only, has
been suggested as a safer and
cheaper option to continuous treat-
ment.® However, fluoxetine is not
currently licensed for such use,
and more evidence is required.*

Anxiolytics are not routinely
recommended for PMS or PMDD.
A few small RCTs suggest that
alprazolam and buspirone can
improve some symptoms.> How-
ever, alprazolam is sedative and
carries a risk of dependence.*
Both anxiolytics are licensed for
short-term treatment of anxiety
only, and there is stronger
evidence for SSRIs in PMDD.

Progesterone and progestogens
(e.g. norethisterone) have

been commonly used for PMS.
However, a meta-analysis® of 14
double-blind RCTs (n=909) found
statistically but not clinically
significant differences between
progesterone/progestogens and
placebo in their effect on

overall PMS symptoms.
Progestogens can even

induce PMS-like symptoms.?°

Despite a lack of studies, oral

contraceptives (OCs) are
commonly prescribed for PMS.°
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One three-month RCT?* (n=82)
found that a triphasic OC
significantly reduced premen-
strual breast pain and bloating,
but not mood symptoms. Another
short-term RCT? in PMDD
(n=82) reported that drospirenone
with ethinylestradiol (Yasmin')
significantly improved appetite,
acne and food cravings, but not
other symptoms. However, it was
not powered to show a difference
from placebo. OCs may be a
reasonable choice for women
requiring contraception, who have
only physical PMS symptoms,?!!
bearing in mind that their side
effects can mimic PMS.%?®

Patients should be encouraged
to chart their symptoms to
determine response to treat-
ment. An alternative treatment
may be needed if there is no
response after two or three
menstrual cycles.'® Women with
severe or resistant PMS/PMDD
may require referral to a special-
ist, who might use drugs such as
bromocriptine or those that
suppress ovulation (e.g. danazol,
oestrogen patches or gonado-
trophin releasing hormone
[GnRH] analogues).

Bromocriptine taken in the
luteal phase (titrated to 2.5 mg
twice daily) may be considered
for women with severe cyclical
mastalgia.!'?® A review of 14
small RCTs found no good
evidence that it relieved other
PMS symptoms, but there was
limited evidence that premen-
strual mastalgia improved.?® Side
effects (e.g. nausea, dizziness,
headache, weight gain and
swelling) are common.?

RCTs have shown that danazol
significantly reduces premenstrual
symptoms,® but its androgenic
side effects (e.g. weight gain, acne,
hirsutism and voice changes)

are unacceptable to many women.*°
Taking danazol 200mg daily, in
the luteal phase only, for three
months is well-tolerated and
reduces mastalgia but not general
PMS symptoms.?” However, long-
term use is a concern because it
reduces high density lipoprotein
cholesterol levels.!!?7

Oestrogen patches (100 micro-
grams applied twice weekly) given
with a progestogen for 12 days in
each cycle to prevent endometrial
hyperplasia, may help with

PMS. However, some women
find that the progestogen

causes PMS symptoms and

there are few published RCTs
assessing this treatment.?

GnRH analogues (e.g. buserelin,
goserelin or leuprorelin) relieved
PMS symptoms in several small
RCTs.? Unfortunately, long-

term use is limited by their
hypoestrogenic side effects (e.g.
hot flushes and osteoporosis)
and their high cost.® ‘Add-back’
hormone replacement therapy
with oestrogen and a progestogen
is used to prevent side effects,!!
but with some regimens this
can be at the expense of

lower efficacy.?

Conclusion

Unless symptoms are severe (as
in PMDD), consensus suggests
that management should usually
begin with support, lifestyle and
dietary treatments. OCs may be
worth trying in women who
require contraception. Women
with PMDD should be identified,
so that they can be considered
for treatment with an SSRI.

For severe or resistant

PMS, specialists or GPs with

a specialist interest could try
second-line drugs, such as
bromocriptine or drugs that
suppress ovulation (e.g. danazol,
oestrogen patches and GnRH
analogues). Women with cyclical
mastalgia may be happy to take
evening primrose oil, but there is
little evidence that it is effective;
bromocriptine and danazol are
alternatives for severe breast
symptoms, but side effects

can be a problem.
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