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BACKGROUND

The non-hormonal neurokinin-3 receptor antagonist fezolinetant (45 mg/day) was approved by
the EMA in December 2023 for the treatment of vasomotor symptoms (VMS) associated with
menopause. Results from the pivotal OASIS 1+2 studies for elinzanetant were published in
August. Elinzanetant is a selective neurokinin 1,3 receptor antagonist being investigated for the
treatment of menopausal VMS. The drug has already been submitted to the FDA for approval.

SUMMARY

OASIS 1+2 are two phase 3, randomised, double-blind, placebo-controlled trials (RCTs) involving
400 postmenopausal women aged 40-65 years with moderate to severe VMS. Women in the
active treatment arm received oral elinzanetant at a dose of 120 mg/day for 26 weeks. Women
in the placebo arm received placebo for 12 weeks, followed by 14 weeks of oral elinzanetant at
120 mg/day.

The primary outcome was the mean change from baseline in the frequency and severity of
moderate-to-severe VMS at weeks 4 and 12, and the secondary outcomes were sleep quality
(PROMIS SD SF 8b questionnaire) and menopause-related quality of life (MENQOL
questionnaire). At baseline, participants in the elinzanetant and placebo groups had an average of
13-16 VMS per day. After 4 weeks, the number of VMS was significantly reduced by 55.9%
(OASIS 1) to 57.9% (OASIS 2) with elinzanetant and by 65.2% (OASIS 1) to 67.0% (OASIS 2)
after 12 weeks. In the placebo group, the number of VMS decreased by 31.4% / 35.7% (week 4;
OASIS 1+2)and 42.2% /45.9% (week 12; OASIS 1+2). Elinzanetant also improved VMS severity,
sleep disturbance and menopause-related quality of life. Headache (7-9%) and fatigue (5.5-7%)
were more common in the active treatment group than in the placebo group (2.6% and 1.5%,
respectively). Details of liver function tests are not reported, only that there was no evidence of
hepatic toxicity.

COMMENTARY

Elinzanetant could be another non-hormonal treatment option for menopausal VMS from
2025/2026. At first glance, fezolinetant and elinzanetant appear to reduce the incidence of VMS
equally well, but a head-to-head RCT would be needed to make a definitive comparison. It is
hoped that additional blockade of the NK1 receptor will further improve sleep. This would also
require another RCT in women with menopausal sleep disorders, as OASIS 1+2 primarily
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included women with menopausal hot flushes. The efficacy trials of elinzanetant were shorter
(26 weeks) than those of fezolinetant (52 weeks) (1,2). Therefore, the results of the OASIS 3
safety study need to be awaited for more detailed information, such as liver function tests.
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