STEPS

New Drug Reviews

Prasterone (Intrarosa) for Dyspareunia

Rebecca Hayes, MD, and Michele Birch, MD, Atrium Health and University
of North Carolina School of Medicine—Charlotte Campus, Charlotte, North Carolina

Prasterone (Intrarosa) is an intravaginal

product used to treat moderate to severe Drug Dosage Dose form Cost*
dyspareunia due to vuwaran? vaginal atro- Prasterone One 6.5-mg vaginalinsert, ~ 6.5-mgvagi-  $210
p_hy Causec_‘ by "_]enOpau_Se- The meCha' vaginal insert  using provided applicator nal insert

nism of action of intravaginal prasterone is (Intrarosa) once daily at bedtime

not known, but it may involve local metab-
olism to estrogens and androgens.*

Safety

In a 52-week noncomparative clinical trial of 530
postmenopausal women with previously normal
Papanicolaou (Pap) test results, 2.1% who used
intravaginal prasterone developed abnormal Pap
tests at study completion. Most of these abnor-
malities consisted of atypical squamous cells of
undetermined significance (ASCUS)."? These
results are similar to the incidence of ASCUS
in postmenopausal patients outside of this trial,
but follow-up data on Pap tests in this popula-
tion have not been reported. Prasterone has not
been shown to increase serum steroid concentra-
tions, nor has it been linked to the development
of endometrial hyperplasia or endometrial can-
cer.*® Prasterone has not been studied in patients
with a history of breast cancer, renal impairment,
or hepatic impairment.® It is contraindicated in
women with undiagnosed abnormal genital bleed-
ing.' Prasterone should be prescribed only for use
in postmenopausal women. It has not been evalu-
ated for use in pregnant or lactating women."?

Tolerability

Prasterone is generally well tolerated. The most
common adverse effect is vaginal discharge, occur-
ring in 2.7% of women vs. 1.3% of control patients
(number needed to treat to harm = 72), although
the discontinuation rate because of adverse effects
is similar to that with placebo.**

Effectiveness

Effectiveness has been evaluated in two clinical
trials of 716 women with vaginal dryness and
moderate to severe dyspareunia who reported
avoiding or refraining from sexual activity
because of pain (a score of 2 or 3 on a scale of 0 to
3, in which 3 is the worst pain). Using the pra-
sterone 6.5-mg vaginal insert each evening will
improve dyspareunia symptoms by 0.36 to 0.40
severity points more than an oil-based placebo at
12 weeks (P < .05 vs. placebo). The clinical signif-
icance of this difference is unclear.** Individual
symptoms such as vaginal dryness and vulvovag-
inal irritation or itching are similar in the pra-
sterone and placebo groups.’ These results are
similar to the effect of intravaginal 0.3-mg conju-
gated equine estrogens and intravaginal 10-mcg
estradiol in decreasing the severity of dyspareu-
nia.® A post hoc analysis of data from one of the
original clinical trials found intravaginal praster-
one to improve sexual desire and sexual arousal
compared with placebo, regardless of whether
the patients had dyspareunia as the most severe
symptom at baseline.” A second 12-week placebo-
controlled, randomized, double-blind study also
examined whether intravaginal prasterone had
an effect on sexual function as measured by the
Female Sexual Function Index.® This study found

statistically significant improvement (2.59 points »
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*—Estimated retail price of one month of treatment based on information
obtained at https://www.goodrx.com (accessed October 24, 2018).
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greater than placebo on a 36-point scale; P <.001)
in sexual desire, arousal, orgasm, satisfaction,
lubrication, and pain with sexual activity.® The
clinical significance of this difference is unclear.
In general, atleast a 10% difference on a symptom
scale is required to demonstrate a clinically sig-
nificant difference.’

Price

A 30-day supply of prasterone 6.5-mg vagi-
nal inserts costs approximately $210. Similarly,
ospemifene (Osphena) is an oral estrogen ago-
nist/antagonist that costs about $216 for a 30-day
supply. Estradiol (Vagifem) is available as a vag-
inal insert or an oral tablet, and a one-month
supply costs about $218 or $121, respectively.
Dehydroepiandrosterone (DHEA) is also avail-
able in multiple nonregulated over-the-counter
preparations, although these products have not
been evaluated for effectiveness.”® A one-month
supply of 50-mg DHEA tablets costs about $5.

Simplicity

Prasterone is a vaginal insert in single-use appli-
cator form. The applicators are supplied with the
medication and must be disposed of after use.
Prasterone should be administered once daily at
bedtime. A multistep process must be followed
for correct insertion, and the patient must be able
to hold the applicator between her thumb and
middle finger, then press the plunger with her
index finger. Patients should wash their hands
before and after insertion.!

Bottom Line

Prasterone is similarly effective to nonprescrip-
tion options for treating vaginal dryness and
itching associated with menopause and may offer
a small benefit in the treatment of dyspareunia.
Intravaginal prasterone may have a slight effect
on increasing sexual desire and sexual arousal
compared with a vaginal lubricant, but it is not
labeled for this use. Prasterone may increase
the likelihood of abnormal cervical Pap tests,
resulting in additional testing and surveillance.
After a discussion of the possible effects on Pap

www.aafp.org/afp

tests, physicians should consider prescribing pra-
sterone as an alternative to intravaginal estrogen
in patients who have not achieved satisfactory
results with nonprescription lubricants.

Address correspondence to Rebecca Hayes, MD, at
Rebecca.Hayes@atriumhealth.org. Reprints are not
available from the authors.

Author disclosure: No relevant financial affiliations.

References

1. DailyMed. Drug label information: Intrarosa—prasterone
insert.  https://dailymed.nlm.nih.gov/dailymed/druginfo.
cfm?setid=df731lacd-7276-4fef-b037-bc7f30c112ch.
Accessed April 6, 2018.

2. Archer DF, Labrie F, Bouchard C, et al,; VVA Prasterone
Group. Treatment of pain at sexual activity (dyspareunia)
with intravaginal dehydroepiandrosterone (prasterone).
Menopause. 2015;22(9):950-963.

3. U.S. Food and Drug Administration. Center for Drug Eval-
uation and Research. Application number: 2084700rigls
000. Summary review. https://www.accessdata.fda.gov/
drugsatfda_docs/nda/2016/2084700rigls000SumR.pdf.
Accessed April 6, 2018.

4. Labrie F, Archer DF, Koltun W, et al.; VVA Prasterone
Research Group. Efficacy of intravaginal dehydroepi-
androsterone (DHEA) on moderate to severe dyspareunia
and vaginal dryness, symptoms of vulvovaginal atrophy,
and of the genitourinary syndrome of menopause. Meno-
pause. 2016;23(3):243-256.

5. Martel C, Labrie F, Archer DF, et al.; other participating
members of the Prasterone Clinical Research Group.
Serum steroid concentrations remain within normal post-
menopausal values in women receiving daily 6.5 mg intra-
vaginal prasterone for 12 weeks. J Steroid Biochem Mol
Biol. 2016;159:142-153.

6. Archer DF, Labrie F, Montesino M, Martel C. Comparison of
intravaginal 6.5 mg (0.50%) prasterone, 0.3 mg conjugated
estrogens and 10 pg estradiol on symptoms of vulvovagi-
nal atrophy. J Steroid Biochem Mol Biol. 2017;174:1-8

. Labrie F, Archer D, Bouchard C, et al. Lack of influence
of dyspareunia on the beneficial effect of intravaginal
prasterone (dehydroepiandrosterone, DHEA) on sexual
dysfunction in postmenopausal women. J Sex Med. 2014;
11(7):1766-1785.

8. Labrie F, Derogatis L, Archer DF, et al.; Members of the VVA
Prasterone Research Group. Effect of intravaginal praster-
one on sexual dysfunction in postmenopausal women with
vulvovaginal atrophy. J Sex Med. 2015;12(12):2401-2412.

9. Jaeschke R, Singer J, Guyatt GH. Measurement of health

status. Ascertaining the minimal clinically important differ-

ence. Control Clin Trials. 1989;10(4):407-415.

10. Baulieu EE, Thomas G, Legrain S, et al. Dehydroepiandros-
terone (DHEA), DHEA sulfate, and aging: contribution of
the DHEAge Study to a sociobiomedical issue. Proc Natl
Acad Sci U S A. 2000;97(8):4279-4284. R

~

Volume 99, Number 2 ¢ January 15, 2019



