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| 'INTRODUCTION |

e In the pivotal randomized Phase 3 trials, OASIS 1 and 2, elinzanetant (EZN), a dual neurokinin-1 and -3 receptor antagonist, significantly reduced the frequency and severity
of menopausal vasomotor symptoms (VMS; also known as hot flashes) compared with placebo (PBO).! It is important to understand the efficacy of EZN across body mass index
(BMI) and smoking history subgroups as they are important aspects that could influence treatment choice. Therefore, this analysis aimed to evaluate the efficacy of EZN in pre-

specified BMI and smoking history subgroups using pooled data from the OASIS 1 and 2 trials.

| METHODS |

Q Participants and interventions Main outcome measures
Naturally /surgically postmenopausal women aged 40—-65 years with =50 Participants were evaluated by:
moderate-to-severe YVMS episodes/week were randomized 1:1 to receive EZN  BMI (kg/m?: - .
Smoking history:
120 mg for 26 weeks or PBO for 12 weeks followed by EZN for 14 weeks. 2 <18.5 5 Never
7> 18.5 to <25
»> Former

ELINZANETANT 7> 25 to <30

120 mg once daily 5 >30 »» Current

Randomized Data were pooled from OASIS 1 and 2 trials. The <18.5 and 18-25 BMI subgroups were

ELINZANETANT grouped for statistical analysis due to small sample size. Mean changes in daily moderate-to-
120 mg once daily severe VMS frequency from baseline to week 12 as well as the interaction between subgroup and
@ e R SN > treatment were analyzed by a mixed model with repeated measures. All p-values were nominal

12 weeks 14 weeks 4 weeks and one-sided (a level of 0.025).

Figure 1. LS mean change from baseline to week 12 in average daily moderate-to-severe VMS

»» At baseline, daily moderate-to-severe VMS frequency was

similar across BMI subgroups of <25 kg/m?, 25 to <30 kg/m?, frequency BMI (kg/m?) Smoking history

and >30 kg/m?, as well as never smokers, former smokers, and 25 to 30 Never Former Current

current smokers (Table 2). £ ? n=110 n=127 LI P n=223 n=65 n=70
7> Mean (SD) reductions from baseline to week 12 in daily -% 9

moderate-to-severe YMS frequency were nominally g’ -3

significantly greater with EZN than with PBO across all BMI i 0 -4

subgroups of <25 kg/m?, 25 to <30 kg/m?, and =30 kg/m?2. O3 - }

The same was observed in subgroups of never smokers, former ‘;:o 3 : }

smokers, and current smokers (Figure 1). E 3
»» The differences in least square (LS) means between EZN and £ -9 p=0.0061

PBO were not nominally significantly different across BMI 2 -0 P=0.0012 B Elinzanetant 120 mg

subgroups or smoking history subgroups. :; p<0.0001 p=0.0004 P=0.0001 * Placebo 00150

p=0.

n = number of subjects with observed value for this timepoint.

Table 1. Participant BMI and smoking Table 2. Average daily moderate-to-severe VMS frequency by BMI and smoking history
history BMI (kg/m?) Smoking history

EZN 120 mg 4:10
(n=399) (n=397)

EZN PBO EZN PBO EZN PBO EZN PBO EZN PBO EZN PBO

BMI (kg/m?, n (%)

<25 129 (32.3%) 120 (30.2%) (n=129) | (n=120) | (n=142) | (n=143) | (n=128) | (n=134) | (n=267) | (h=250) | (n=67) = = (n=81)
25 10 <30 142 (35.6%) 143 (36.0%) Baseline, 13.5 13.8 13.5 15.8 15.1 15.9 14.0 15.8 13.2 13.0 14.9 15.3
mean (SD) (7.3) (7.5) (6.5) (16.6) (12.6) (11.4) (9.0) (14.2)  (6.5) (7.6) (11.7) (10.5)
>30 128 (32.1%) 134 (33.8%) o change
smeing isry ) omboainars 94 9397 6402 a1 a3 ss g8 e en s
Never 267 (66.9%) 250 (63.0%)  week 12 (SE) (0.5) (0.5) (0.6) (0.6) (0.9) (0.9) (0.5) (0.5) (0.6) (0.6) (1.0) (0.9)
Former 67 (1618% 66 (16.6%)  Differencein LS
. . means (SE) -2.1 (0.7) -3.3 (0.8) 4.2 (1.2) -3.4 (0.7) -2.2 (0.9) -2.9 (1.3)
Current 65(16.3%)  81(20.4%) 1950, i [-3.5, -0.8] [-4.8, -1.7] 6.6, -1.7] [-4.8, -2.0] [-4.0, -0.5] [-5.6, -0.3]
p-value (one- p=0.0012 p<0.0001 p=0.0004 p<0.0001 p=0.0061 p=0.0152
sided)

EZN was consistently efficacious in reducing moderate-to-severe VMS frequency in postmenopausal women
across all BMI and smoking history subgroups
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