
P remenstrual syndrome (PMS) has been defined as distre ss i n g

p hysical, behav i o u ral and psychological symptoms not due to

o rganic dise a se that re g u l a r ly recur during the same phase of

each menstrual (ovarian) cyc l e, and which disappear or

s i g n i fi c a n t ly re g re ss during the remainder of the cyc l e. 

Typical psychological symptoms include depre ssion, anxiety,

i r r i t ability and loss of c o n fidence; physical symptoms include

b l o ating and mastalgia. Many women will experience minor

p hysical and emotional changes pre m e n s t r u a l ly. Howe ve r, when

se ve re (in ap p ro x i m at e ly 5 per cent of women), these symptoms

can lead to a bre a kdown in interpersonal re l ationships and

i n t e r f e rence with normal activities. 

D I AG N OSIS AND COMMENCING TREATM E N T
Crucial to the management of PMS is the need to make the

c o r rect diagnosis. This cannot be accurat e ly established by

re t ro s p e c t i ve recall. It needs to be made by the pro s p e c t i ve

logging of symptoms by the patient, ideally over two cyc l e s. 

A symptom questionnaire (which can be downloaded from the

National Ass o c i ation for Premenstrual Sy n d rome website is the

best way of documenting the symptoms. Qu e s t i o n n a i res should

be kept up when tre atment has started to give an objective

i n d i c ation of re s p o n se to therapy. 

B e f o re any medical tre atment is begun, it is important that

lifestyle is optimised. Reduction of s t re ss is a gre at help in

a m e l i o rating the symptoms. Also, dietary measure s, such as

avoiding carbohyd rate binges and limiting alcohol and caff e i n e

i n t a ke, are often of b e n e fit. 

H o we ve r, in cases of m o d e rate to se ve re PMS it is important

t h at medical therapy is instituted sooner rather than lat e r. Fe w

t re atments for PMS are licensed, though sufficient evidence

exists for some for it to be re a s o n able for a GPSI in wo m e n’s

health to prescribe them for the tre atment of PMS from a

medicolegal standpoint.

THE EVIDENCE FOR ALT E R N ATIVE TREATM E N TS
P ro g e s t e rone and progestogens are not recommended for

t re ating PMS, as there is insufficient evidence for their effi c a c y.

A recent meta-analysis showed no significant benefit for the

t re atment of se ve re PMS with progestogens and pro g e s t e ro n e.1

This is not surprising, since synthetic progestogens have PMS-

l i ke side eff e c t s. Nat u ral pro g e s t e rone could have some benefi t s

b e c au se it can produce an anxiolytic effect and act as a mild

d i u retic. Howe ve r, of the few underpowe red studies conducted,

o n ly one has shown benefit and better data are needed.2

Agnus cas t u s is a herbal pre p a ration ava i l able over the counter.

One ra n d o m i sed, placeb o -c o n t rolled study has shown that it is an

e ff e c t i ve tre atment for PMS. The effects we re confirmed by the

wo m e n’s se l f - a sse ssment and by the inve s t i g at o rs’ eva l u at i o n .

To l e rability was good, patient acceptance was high and side

e ffects we re few and mild.3

Red clover pre p a rations are also ava i l able OTC. Study data show

t h at the follicular phase of the ovarian cycle is lengthened by re d

c l o ver isofl avo n e s.4 T h i s, coupled with benefits for menopau s a l

s y m p t o m s, has led to further re search on the use of this product in

the tre atment of PMS in both pre- and perimenopausal wo m e n .

A recent meta-analysis of trials inve s t i g ating the use of

vitamin B6 in the tre atment of PMS concluded there was

i n s u fficient data to recommend its use.5 T h e re f o re, there is no

rationale for giving daily doses of vitamin B6 over 100mg,

e s p e c i a l ly following the re c o m m e n d ation from the Medicines

Co n t rol Agency in 1999 to restrict the dose of vitamin B6

ava i l able genera l ly to 10mg and to limit the dose sold by a

pharmacist to less than 50mg. 

One study has demonstrated significant impro vements for

women with se ve re PMS during tre atment with bright white

l i ght from a face mask (ava i l able OTC ) .6 The mechanism of

action of l i ght therapy in se ve re PMS is unknown, and fu r t h e r

d ata are re q u i red. Some inve s t i g ations have linked se ve re PMS to

a disturbance in circadian rhy t h m ;7 h e n c e, light therapy may act

by correcting an abnormal rhythm. 

Ex t e n s i ve trial data exist for St Jo h n’s wort as an antidepre ss a n t .

In a small pilot study of women with se ve re PMS, tre at m e n t

resulted in a significant impro vement of s y m p t o m s.8 To l e ra n c e

and compliance with the tre atment was good. Howe ve r, the

ab sence of a placebo group in this trial limited the eva l u ation of

the extent of the pre p a rat i o n’s eff e c t i ve n e ss. 

M E D I CAL TREATM E N TS
The two main evidence-based medical tre atments for moderat e

to se ve re PMS are ovu l ation suppre ssion and SS R I s.

A l t h o u gh the underlying cau se of se ve re PMS re m a i n s

unknown, cyclical ovarian activity ap p e a rs to be an important

f a c t o r. A logical tre atment for se ve re PMS, is to suppre ss

o vu l ation and thus suppre ss the cyclical endocrine/ biochemical

changes that cau se the distre ssing symptoms. 

A l t h o u gh able to suppre ss ovu l ation, and used commonly to

i m p ro ve PMS symptoms, the combined oral contra c e p t i ve (C O C )

pill was initially not shown to be of b e n e fit in ra n d o m i se d

p ro s p e c t i ve trials. 

A new type of combined pill contains an anti-

m i n e ralocorticoid and the anti-androgenic pro g e s t o g e n

d ro s p i re n o n e. This is showing considerable pro m i se in the

t re atment of se ve re PMS, as it is devoid of p rogestogenic side

e ffects and has a mild diuretic and anti-androgenic effect. Both
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TABLE 1: ST E P-WISE MANAGEMENT FOR PM S

Fi rst line* Continuous new ge n e ration COC pill (eg, 
Yasmin, Ci l e st ) .

S e cond line* Transdermal oestradiol (100µg) plus oral 
p ro ge s to gen (eg, duphaston 10mg on days 17 
to 28, or Mirena), o r
SSRI (eg, half- c ycle citalopram 10-20mg on 
d ays 15 to 28).

Th i rd line GnRH analogues (eg, go s e relin 3.6mg or 
l e u p ro relin 3.75 m g) and tibolone 2.5mg/d ay 
or continuous combined low-dose HRT.

Fo u rth line Total abdominal hys te re c to my and bilate ral 
s a l p i n go - o o p h o re c to my plus HRT (including 
te s to s te ro n e ) .

* I n d i ca tes suita b i l i ty for use in primary ca re

o b se rvational and small ra n d o m i sed trial data exist supporting 

its effi c a c y.9

I f the pill is used to tre at se ve re PMS, pill packets should be

u sed back to back (b i -c ycling or tri-c ycling or continuous use ) ,

with a break introduced only if e r ratic bleeding occurs.

An ovu l at i o n - s u p p re ssant tre atment of p ro ven efficacy in

p l a c eb o -c o n t rolled trials that ap p e a rs suitable for long-term

usage is continuous 17 b -o e s t radiol combined with cyc l i c a l

p rogestogen. In one of the fi rst studies, 200µg oestradiol patc h e s

we re tested against placebo in a cro ss -o ver trial and found to be

h i gh ly eff e c t i ve.9 Both the physical and psychological symptoms

o f PMS we re reduced by an ave rage 60 per cent. The standard

d o se is now 100µg, which produces physiological mid-follicular

o e s t radiol leve l s.

Both the COC pill and transdermal oestradiol are backed by

s u fficient evidence to allow a GPSI in wo m e n’s health to

p rescribe them for PMS from a medicolegal viewpoint.

O e s t radiol tre atment for PMS re q u i res the use of o ra l

p rogestogens (nore t h i s t e rone or dyd ro g e s t e rone) to pre ve n t

endometrial hy p e r p l a s i a. Howe ve r, the side effects fro m

p rogestogens often lead to a reduction in efficacy and tre at m e n t

d i s c o n t i nu ation. The hormone re l e a sed by the levo n o rg e s t re l

i n t rauterine system Mirena acts locally to produce endometrial

at ro p hy, with minimal systemic progestogenic side eff e c t s.

T R E ATM E N TS FOR SPEC I A L I ST HOS P I TAL USE
Go n a d o t rophin releasing hormone (GnRH) analogues and

hys t e re c t o my are two management options recommended for

hospital specialist use only.

GnRH analogues result in cycle suppre ssion and eliminat i o n

o fp re-menstrual symptoms. Howe ve r, becau se symptoms re t u r n

with ovarian function, therapy would have to be continu e d

i n d e fi n i t e ly; this is precluded by significant trabecular bone loss,

which can occur after only six months of t h e rapy. 

The use of GnRH analogues with add-back HRT or tibolone,

h o we ve r, is a use ful option both to pre vent vasomotor symptoms

and bone loss; bone mineral density should be monitored in

women, using analogues, for more than six months.

Total abdominal hys t e re c t o my and bilat e ral salpingo-

o o p h o re c t o my is the ultimate form of o vu l ation suppre ssion and

the only true cure for PMS, as it stops the ovarian cyc l e

c o m p l e t e ly. The pro c e d u re is only ra re ly performed for this

i n d i c ation, as a lesser alternat i ve can usually be found. 

P re o p e rat i ve GnRH analogues are a use ful test of w h e t h e r

hys t e re c t o my/ oophore c t o my will be success ful in tre at i n g

s y m p t o m s. It is essential that adequate hormone therapy is give n ,

including consideration of t e s t o s t e rone replacement. 

SSRI ANTIDEPRESSA N TS
T h e re is now considerable evidence for the beneficial effects of

SSRIs in tre ating PMS, sufficient for a GPSI in wo m e n’s health to

p rescribe them for this indication from a medicolegal point of v i e w.

Initial studies with fl u o xetine showed it to be effi c a c i o u s

c o m p a red with placebo for tre ating premenstrual dys p h o r i c

d i s o rder (PMDD) – the American Ps yc h i atric Ass o c i at i o n’s

d e finition of se ve re PMS. A wealth of d ata now exists for the

t re atment of se ve re PMS with most SS R I s.1 0, 11

Studies have shown that half-c ycle SSRI tre atment is 

as efficacious as continuous administration, thus patients are 

l e ss like ly to develop dependence on this regimen, benefit 

is immediate and are more like ly to accept the tre atment, as 

it can be re g a rded as being diff e rent from that used for

p s yc h i atric disord e rs. 

One of the optimum regimens for tre at m e n t - resistant PMS is

h a l f -c ycle citalopram, 20mg per day from day 15 to day 28 of t h e

c yc l e. This regimen ap p e a rs to be eff e c t i ve even in women whose

p revious SSRI tre atment has failed. 
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