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		Abstract

		Background: Oral micronized progesterone (progesterone) has been shown superior to placebo for vasomotor symptoms (VMS, night sweats and/or hot flushes) in menopausal women (>1 year after final flow). A VMS Score difference â‰¥3 was clinically important. VMS begin in perimenopause; however, all but two VMS randomized placebo-controlled trials (RCT) were in menopausal women. No well-performed RCT has proven any therapy to be effective for perimenopausal VMS.

Methods: To test progesterone for perimenopausal VMS, we ran a quadruple masked, randomized (1:1), placebo-controlled trial (2012-2016) with 28-day run-in and 84 daysâ€™ experimental phases. Our academic medical centre recruited locally/nationally for women ages 35-58 with cycle irregularity but menstruation within 12 months plus untreated, problematic VMS. Our primary, intent-to-treat outcome was participant-recorded daily VMS Score ([# night sweats x intensity]+[#daytime hot flushes x intensity]) days 56-84, adjusted for run-in VMS Score. Our secondary outcome was Womenâ€™s Perceived VMS Change (-5 to +5) on day 84.

Findings: We randomized 189 women of mean (SD) age 49Â·9 (4Â·6) years to progesterone, 300 mg/bedtime [n=93], vs placebo [n=96]. The mean run-in VMS Score (n=189) was 12Â·2 (11Â·3). VMS Scores days 56-84 were not different by progesterone vs placebo (Rate Ratio [RR] 0Â·79 [95% CI 0Â·54, 1Â·15]; Rate Difference [RD] -1Â·51 [95% CI -3Â·97, 0Â·95]; P=0Â·222). RD 95% CI included -3, thus did not exclude a clinically important effect. Perceived VMS Change indicated progesterone significantly improved night sweats over placebo (-3 vs -2, P=0Â·023). No serious adverse events occurred.

Interpretation: Progesterone-treated perimenopausal women perceived significantly improved night sweats. These results show trends toward clinically important VMS benefits from perimenopausal progesterone. Given the previously undocumented high perimenopausal VMS variability, a larger RCT of progesterone for perimenopause VMS is still needed. 

Trial Registered: ClinicalTrials.gov NCT0146469.

Funding Statement: Funded by a grant from the Canadian Institutes for Health Research (#MOP106644). Extended enrollment was funded by an arms-length unrestricted grant to the Centre for Menstrual Cycle and Ovulation Research of the University of British Columbia from Besins Healthcare International. 

Declaration of Interests: None of the investigators, co-investigators or collaborators in this RCT has a financial or other conflict of interest with these data or other ethical conflicts.

Ethics Approval Statement: The University of British Columbia Clinical Research Ethics Board approved this protocol and its amendments. 
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