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Nonsmokers Benefit from Lower Doses of an Estradiol/Progesterone Combination: Results of the REPLENISH Trial
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Figure 6. Estrone levels by E2/P4 in nonsmokers versus smokers
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Figure 3. Mean change from baseline in weekly VMS frequency at weeks 4 and 12
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Efficacy Measurements

* Mean change from baseline to weeks 4 and 12 for E2/P4 vs placebo were calculated using a mixed
effect model repeat measurement (MMRM) for VMS frequency and severity and analyzed by
smoking status in the MITT-VMS population
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» Smoking has previously been reported to decrease the level of available estradiol-®* and may
influence the efficacy of hormone therapy (HT) in postmenopausal women?3

1/100

1/100 0.5/100 0.5/50 0.25/50 Placebo 0.5/100

m Nonsmokers
m Smokers

o

=}
1]

= Differences in smoking rates among clinical trial populations may also contribute to differences in
effects of HT observed across the trials?

* The REPLENISH trial (NCT01942668) was a 12-month, phase 3, randomized, placebo-controlled trial
that evaluated 4 doses of TX-001HR (173-estradiol and progesterone [E2/P4]) for the treatment of
menopausal, moderate to severe vasomotor symptoms (VMS) in women with a uterus; detailed
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Hormone Level Measurements

« Hormone levels were measured at baseline and 9-16 hours after treatment dose at weeks 4 and 12,
and months 6, 9, and 12
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excluded
Women completed a daily VMS diary and recorded number and severity of hot flushes up to week 12
The safety population included those who took =1 capsule of study treatment

The modified intent-to-treat (MITT)-VMS population (primary efficacy population) included women in
the VMS substudy who took 21 dose of study treatment, had =5 days of baseline VMS diary data,
and had 24 days of VMS diary data for one on-treatment week

Current smokers were defined as those reporting smoking <15 cigarettes/day; nonsmokers were
never or past smokers

Effects of Smoking on Estradiol and Estrone Levels

* Median estradiol (range, 3.8-4.7 pg/mL) and estrone (range, 19.5-22.3 pg/mL) levels at baseline were
not significantly different between current smokers and nonsmokers in any group

« Significant differences between smokers and nonsmokers were observed at all timepoints for estradiol
and estrone levels with E2/P4 doses (Figures 5 and 6) but not with placebo (data not shown)

= Smokers versus nonsmokers treated with E2/P4 had reductions of 22%-38% in median estradiol
levels and of 25%-42% in median estrone levels at week 12
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*Pp<0.05; tP<0.01; $P<0.001 vs nonsmokers.
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