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unproven, association between
SSRI/SNRI use and congenital
malformations if taken during
pregnancy. However, a recent study
suggests that SSRI/SNRI exposure
during the first trimester is driven by yet
to be determined confounding factors.9
Further, regardless of causation, the
absolute risk for septal heart defects is
extremely low.10 In addition, women with
PMS are likely to discontinue treatment
soon after the first missed period, rather
than later in the first trimester, and
therefore any putative risk may be
further diminished. However, women on
continuous or higher-dose treatment
should be advised of the risk of
discontinuation symptoms if they
abruptly stop their treatment.

Hormonal therapies
Progesterone: Treating PMS with
progesterone or progestogens is not
supported by current evidenced-based
studies.11,12 However, progesterone
pessaries or suppositories (e.g. Cyclogest
200-800 mg days 12–14 until the onset
of menstruation) remain a licensed
treatment for PMS.

The combined oral contraceptive pill
(COCP):Studies suggest that the COCP
should be considered as a first-line
pharmacological intervention when
treating some women with PMS. 
This can be prescribed cyclically, but
some women benefit from continuous 
(i.e. back-to-back) regimens. 

Currently, the strongest evidence
supports the use of new (third)
generation COCP preparations. 
While it has been suggested that
drospirenone-containing COCPs with 
a shortened hormone-free interval may
be particularly effective, the evidence 
to support this is limited.13

It is also important for clinicians to be
aware of the reported association
between hormonal contraceptives and
increased risk of depression in some
women14 and to remain mindful of the
risk of venous thrombotic events
associated with the COCP in certain
women.

Percutaneous oestradiol: Continuous
percutaneous bioidentical oestradiol in
the form of implants (e.g. 50 mg
implant) or transdermal preparations
(e.g. 100 mcg patch twice each week or 
1 mg gel twice each day) have been
reported to be effective in the treatment
of physical and psychological symptoms
of severe PMS. The dose of oestrogen
prescribed is usually enough to suppress
ovulation but the contraceptive efficacy

is unclear and additional contraceptive
measures should be taken. 

In women with a uterus it is important
to combine continuous oestradiol with
cyclical progesterone or progestogens
to avoid endometrial hyperplasia.
Progestogenic opposition with oral
micronised bioidentical progesterone
(e.g. Utrogestan 200 mg days 17-28) 
is recommended as first line as it is
probably less likely to cause PMS-like
symptoms than other progestogens
(e.g. norethisterone acetate). 

Vaginal administration of
progestogens can be used in women
with a poor tolerance of oral treatment
(e.g. Utrogestan 200 mg or Cyclogest
200 mg pessaries on days 17-28).
Intrauterine administration using a
levonorgestrel intrauterine system
(LNG-IUS) can also be considered 
(e.g. Mirena 52 mg). An advantage 
of this approach is that it provides
contraception where needed. 

Lower doses/duration of progesterone
or the smaller Jaydess 13.5 mg LNG-IUS
are being used off label in some
specialist centres for women with severe
progestogen/progesterone intolerance
with ultrasound monitoring of the
endometrium. While vaginal and
intrauterine approaches can mitigate
the reintroduction of PMS-like
symptoms, they can still lead to adverse
effects in some progestogen-intolerant
women, requiring them to be stopped.  

Gonadotropin-releasing hormone
agonists (GnRHa): In women with
severe PMS symptoms GnRHa can be
used as a diagnostic tool (e.g. when
diagnosis remains unclear after 
two months of DRSP charting) and/or
to treat symptoms when other
approaches have failed. 

The mechanism of action of GnRHa 
is to suppress all ovarian steroid
production. This approach can lead to a
profound improvement of symptoms 
in some patients with PMS. However,
other women are unable to tolerate 
the effects of ‘medical menopause’.
Further, due to their effects on bone
mineral density (BMD) women, need to
be given advice about conservative
methods that reduce BMD loss 
(e.g. exercise, diet and stopping
smoking). 

Add-back hormone therapy 
(i.e. continuous combined HRT or
tibolone) should also be considered
either from the outset or certainly when
treatment extends beyond six months
and an annual DEXA scan is
recommended for women receiving
long-term treatment.
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The term premenstrual syndrome (PMS) refers to a
constellation of mood and physical symptoms that occur
during the luteal phase of the menstrual cycle. The National
Association for Premenstrual Syndrome suggests that: 
‘If PMS symptoms affect personal and/or social and/or
professional quality of life then this should be regarded as
being clinically significant PMS.’

Some women give a clear history of onset during the 
luteal phase of the menstrual cycle, with improvement
taking place within a few days after the onset of menses.
However, other women present with fluctuating
symptoms without making a connection with their
menstrual cycle. There are no diagnostic tests for PMS
and diagnosis is dependent on the history.

Diagnosis of PMS is complicated by a number of 
conditions with overlapping symptoms. These include
generalised anxiety disorder, mood disorders (e.g. bipolar
disorder, major depressive disorder, dysthymia),
dysmenorrhoea, iatrogenic use of hormonal treatments
(e.g. the contraceptive pill), substance misuse, borderline
personality disorder, chronic fatigue syndrome, irritable
bowel syndrome, and thyroid disease. The most common
conditions that overlap are anxiety and mood disorders,
where the symptoms are present all month long. However,
differentiation of these, and other, conditions can be very
difficult if the physician relies solely on retrospective
symptoms, as recall can be unreliable. Therefore, it is
considered best practice to use a symptom diary. 

PMS treatment should be considered within a 
biopsychosocial model. Adopting healthy lifestyle
choices, such as regular exercise, is likely to have a
beneficial effect on many core PMS symptoms and
should be a first-line treatment. There is evidence from
RCTs for mindfulness-based cognitive therapy and
cognitive behaviour therapy in the treatment of PMS.
Where possible women with severe PMS should be
routinely considered for psychological therapy.

Studies support the use of continuous and luteal phase
dosing of SSRIs and suggest that they should be
considered as one of the first-line pharmacological
interventions. There is also evidence to support the use of
SNRIs. The COCP should be considered as a first-line
pharmacological intervention when treating some women
with PMS. This can be prescribed cyclically, but some
women benefit from continuous (i.e. back-to-back)
regimens. Currently, the strongest evidence supports the
use of new (third) generation COCP preparations.

Women with confirmed PMS who fail to respond  
to first-line treatments should be referred to secondary
care. The ideal multidisciplinary service includes
gynaecologists and psychiatrists with a special interest in
PMS, and access to other professionals including clinical
psychologists/counsellors, dietitians and neurologists.


