DRUG UPDATE PEER REVIEWED

Prasterone
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Prasterone is a preparation of dehydroepiandrosterone
(DHEA), available as a vaginal pessary for the
treatment of postmenopausal vulvovaginal atrophic
symptoms. It offers an alternative treatment to
vaginal oestrogens, having unique oestrogen and
androgen actions within tissues of the genital tract
without systemic activity.

ymptoms of genitourinary syndrome of the menopause,

including vulvovaginal atrophy (VVA), are very common

in postmenopausal women, under-recognised and under-
treated, and have a major impact on a woman’s quality of life."
About 50% of women aged 50 to 60 years and about 70% of
women aged over 70 years have symptoms of VVA.?

Many women perceive these symptoms as ‘normal’ and as
something they have to endure, are unaware that treatments are
available and feel embarrassed to tell their health professionals. In
one study, only one in four women reported symptoms and 4% of
women were treated.* It is therefore important that health profes-
sionals identify a sensitive and nonthreatening way of initiating a
discussion of the symptoms of VVA with their patients.

Common symptoms of VVA are listed in Box 1. Symptoms
develop because of the loss of oestrogen, leading to anatomical
changes in the genitourinary tissues. Additionally, androgen
receptors are present in the genital tract. After the menopause,
the expression of both oestrogen and androgen receptors is
reduced, resulting in reduced cell growth, mucin and collagen
production and blood flow and changes in nerve conduction.®
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KEY POINTS

« Vulvovaginal atrophy (VVA) is common in postmenopausal
women, with up to 70% experiencing symptoms.

o Current treatment for VVA include vaginal oestrogen
therapy and moisturisers or lubricants.

« Prasterone is a preparation of dehydroepiandrosterone
(DHEA), an inactive precursor steroid, that is available as a
pessary for the treatment of moderate to severe symptoms
of vulvar and vaginal atrophy in postmenopausal women.

« Prasterone has been shown to improve symptoms of VVA

with minimal side effects and is another option to vaginal

oestrogens.

Contraindications to prasterone include hypersensitivity to

DHEA or hard fat, breast or oestrogen-dependent cancers,

liver cancer and cardiovascular disorders.

Treatments for vulvovaginal atrophy
The use of vaginal oestrogen therapy has been the main treatment
for local symptoms, as VVA signs and symptoms may persist in
about 40% of those prescribed systemic menopause hormone
therapy.® Other therapies available for vaginal dryness include
vaginal moisturisers or lubricants, which may be used every three
days. Vaginal laser therapy has been used to increase vaginal
secretions but studies have shown no improvement in vaginal
symptoms after 12 months. Long-term data on safety and efficacy
are lacking’

Prasterone dehydroepiandrosterone (DHEA) provides another
treatment option for women with VVA.

Mode of action of prasterone

DHEA is an inactive precursor steroid, which, in vaginal cells,
is converted into oestrogens and androgens by intracellular
enzymes, allowing the required hormone to be produced depend-
ing on the cell’s needs. This intracellular mechanism is called
intracrinology. Because prasterone also produces androgens, it
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is different from vaginal oestrogen products. Prasterone is
identical to endogenous human DHEA.

Prasterone also has little systemic effect on other tissues as
minimal hormones diffuse into the bloodstream, with oestrogen
and testosterone levels remaining within the postmenopausal
range. This differs from oestrogen vaginal products, where active
hormones are absorbed directly into the bloodstream, with
direct effects on other tissues, such as the bladder and pelvic
floor. Prasterone shows no endometrial stimulation because the
endometrium does not contain enzymes to convert DHEA to
oestrogens.®

How to use, and indications for, prasterone
Prasterone is an intravaginal pessary approved by the Thera-
peutics Goods Administration for the treatment of vulvar and
vaginal atrophy in postmenopausal women having moderate
to severe symptoms.’ Each pessary contains 6.5 mg of prasterone
(DHEA) in hard fat. It is administered intravaginally with the
use of the provided applicator or with fingers. One pessary is
administered once a day at bedtime. The trade pack contains
28 pessaries and six reusable applicators. Prasterone would be
the preferred choice for the treatment of VVA for women who
experience adverse reactions or sensitivities to oestrogen vaginal
preparations.

Efficacy and side effects of prasterone

Placebo-controlled phase 3 trials of prasterone use in postmeno-

pausal women with VVA symptoms showed the following

positive outcomes:'>!!

« improvement in vaginal superficial cell numbers and a
reduction in parabasal cells

« anincrease in vaginal wall thickness

« anincrease in vaginal secretions

« areduction in vaginal pH to more acidic

« improved sexual function with reduction in dyspareunia
and increase in sexual modalities and satisfaction.

The most common side effects observed were vaginal dis-
charge, urinary tract infections (UTIs) and headache.*!" The
discharge was due to the melting of the hard fat, which is the
vehicle used containing the DHEA. It is the only excipient used
in the production of prasterone. The rate of UTIs was small and
lower than that for postmenopausal women.'? Other side effects
were not attributed to the product. Abnormal cervical smears
were noted in 2% of participants at the end of the 52-week study.
The reason for the increased abnormal smear is not thought be
due to use of prasterone, as DHEA has an antiproliferative effect
and induces apoptosis of human papilloma virus-positive and
-negative cancer cells.”?

At present, the 52-week study is the longest published."*"
Prasterone has not been studied in women with breast cancer,
hormone-dependent cancers and other conditions, which are

1. COMMON SYMPTOMS OF VULVOVAGINAL ATROPHY

Vaginal dryness in both sexually active and non-sexually active
women

¢ Loss of lubrication with penetrative sex
¢ Dyspareunia

Increased urinary frequency

Increased urinary urgency or dysuria

¢ Urinary tract infections

Vulval irritation, dryness and burning
¢ Changes in sexual desire, arousal and orgasm

2. CONTRAINDICATIONS TO PRASTERONE®

* Hypersensitivity to dehydroepiandrosterone or hard fat
¢ Undiagnosed vaginal bleeding
¢ Breast cancer - past, present or suspected

Oestrogen-dependent cancers

Untreated endometrial hyperplasia

Pregnancy

Liver disease

¢ Venous thromboembolism, past or current, or thrombophilia

Active cardiac or arterial thromboembolism

Porphyria

listed as contraindications. Many of the contraindications, special
precautions and conditions for prasterone are similar to those
for systemic and topical estrogen-based therapies.” Additional
contraindications to prasterone use, including an allergy to hard
fat, are listed in Box 2.

Conclusion

Prasterone is a newly registered vaginal pessary for moderate to
severe postmenopausal VVA symptoms. It is a nightly pessary
that has the side effect of some increase in vaginal discharge. The
hormonal actions of androgens and oestrogens take place intra-
cellularly (intracrinology) and, therefore, prasterone has no
systemic effects. It is another option to vaginal oestrogens for
treating symptoms of VVA. MT
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