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INTRODUCTION

Kv7 activation normalizes the pathological hyperexcitability that
contributes to depression and has demonstrated efficacy in
multiple preclinical models’-?

Clinical proof-of-concept studies with Kv7 activators have
demonstrated antidepressant activity and provide support for
Kv7 activation as a novel treatment for depression and
anhedonia3*

The Kv7 channel is also a compelling target for bipolar
disorder; human genetics link Kv7 to risk of bipolar disorder,
and preclinical models show Kv7 activation corrects disease-
related phenotypes and behaviors®

BHV-7000 is a novel, small molecule, selective activator of
Kv7.2/7.3 potassium channels®’

OBJECTIVE

The objectives of these Phase 1 single ascending dose (SAD) and

multiple ascending dose (MAD) studies were to evaluate the safety
and tolerability of BHV-7000

METHODS

Phase 1, double-blind, placebo-controlled, sequential SAD/MAD
studies in healthy adults were conducted

SAD subjects were randomized 3:1 to BHV-7000 (4, 10, 25, 50, or
100 mg) or placebo under fasting conditions

— Subjects in the 25-mg SAD cohort received study drug under
both fasting and fed conditions

MAD subjects were randomized 3:1 to BHV-7000 (10, 25, 40, 80, or
120 mg daily) or placebo and dosed for 15 days

Key inclusion criteria

— Healthy male or nonchildbearing female subjects =18 and
<55 years of age

— Body mass index (BMI) >18.0 and <30.0 kg/m?
— Body weight 255.0 kg

Safety evaluations included AE monitoring, clinical laboratory tests,
vital signs, electrocardiograms (ECGs), physical examinations, and
Sheehan Suicidality Tracking Scale (S-STS) score

A safety review committee assessed the safety and tolerability after
completion of each dose level prior to dose escalation
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RESULTS

Disposition
* In the SAD and MAD cohorts, 77 subjects received BHV-7000 (n = 58) or placebo (n = 19)

— The SAD cohort included 39 subjects randomized to BHV-7000 or placebo
— The MAD cohort included 38 subjects randomized to BHV-7000 or placebo

Demographics

« Demographics and baseline characteristics are presented in Table 1

* Mean age in the SAD and MAD cohorts was 40.1 and 40.3 years, respectively

» The majority of subjects were male (SAD, 87%; MAD, 95%) and white (SAD, 95%; MAD, 90%)

Safety and Tolerability

* In the SAD cohort, the most common treatment-emergent AEs (TEAEs) were headache
and abdominal discomfort (Table 2)

* In the MAD cohort, the most common TEAEs were headache and back pain (Table 3)

 Across the dosing groups in the SAD and MAD cohorts, there were low rates of nervous
system TEAEs (Table 4). No cases of somnolence were reported

* There were no serious TEAES, severe TEAES, nor deaths reported in this study
» The majority of TEAEs were mild in severity and resolved by the conclusion of the study

» There were no clinically meaningful trends in laboratory values, nor were there clinically
meaningful trends or treatment-related findings identified for vital signs, ECGs, or S-STS

Table 1. Subject Demographics and Characteristics
Single-Ascending Dose

Multiple-Ascending Dose

Table 3. TEAEs Occurring in 22 Subjects Receiving BHV-7000 in the MAD Cohorts

BHV-7000

80 mg? 120 mg® BHV-7000 Overall® Placebo®
AE, n (%) n==6 n==6 n=9
Headache 0 0 3 (50.0) 1(16.7) 2 (33.3) 6 (20.7) 3 (33.3)
Back pain 1 (20.0) 0 2 (33.3) 2 (33.3) 1(16.7) 6 (20.7) 0
Constipation 0 0 1(16.7) 1(16.7) 1(16.7) 3 (10.3) 3 (33.3)
Dizziness 0 0 0 2 (33.3) 1(16.7) 3(10.3) 2 (22.2)
Abdominal pain 0 0 0 2 (33.3) 0 2 (6.9) 1(11.1)
Fatigue 0 0 0 1(16.7) 1(16.7) 2 (6.9) 2 (22.2)

All AEs reported in the MAD cohorts were mild in severity, except 1 case of back pain (moderate severity, 40 mg) and 1 case of dizziness (moderate severity, 80 mg), and resolved.
aData are included from a separate study evaluating higher MAD doses. PData are pooled across studies.

Characteristic n=239 n =238
Mean (SD) age, years 40.1 (9.7) 40.3 (9.1)
Female 5(12.8) 2 (5.3)
Sex, n (%)
Male 34 (87.2) 36 (94.7)
Asian 0 2 (5.3)
Race, n (%) Black 2(5.1) 2 (5.3)
White 37 (94.9) 34 (89.5)
Mean (SD) BMI, kg/m? 25.4 (2.5) 25.8 (2.5)

SD, standard deviation.

Table 2. TEAEs Occurring in 22 Subjects Receiving BHV-7000 in the SAD

BHV-7000
25mg 25mg BHV-7000
4mg 10mg (Fasted) (Fed) 50mg 100mg Overall Placebo
AE, n (%) n=6 n=6 n=6 n==6 n=6 n=5 n=29 n=10
Headache 0 1(16.7) 1(16.7) 0 1(16.7) 0 3(10.3) 0
Abdominal 4 455 g 1(167) 0 0 2 (6.9) 0

discomfort

All AEs reported in the SAD cohorts were mild in severity and resolved.
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Table 4. Nervous System TEAEs Occurring in 21 Subject Receiving BHV-7000

Single-Ascending Dose

BHV-7000
Nervous 25 mg 25 mg BHV-7000
System AE,? m 10 mg (Fasted) (Fed) 50 mg 100 mg Overall Placebo
n (%) = n==6 n==6 n==6 n==6 n=>5 n=29 n=10
Headache 0 1(16.7) 1(16.7) 0 1(16.7) 0 3 (10.3) 0
Dizziness 0 1(16.7) 0 0 0 0 1(3.4) 0
Myoclonus 0 0 1(16.7) 0 0 0 1(3.4) 0

Multiple-Ascending Dose

Nervous BHV-7000
System AE,? 40 mg 80 mg® BHV-7000 Overall®c Placebo®
n (%) = n=6 n=29 n=9
Headache 0 0 3 (50.0) 1(16.7) 2 (33.3) 6 (20.7) 3 (33.3)
Dizziness 0 0 0 2 (33.3) 1(16.7) 3 (10.3) 2(22.2)
Hypoesthesia 0 0 0 0 1(16.7) 1(3.4) 0
Paresthesia 0 0 0 0 1(16.7) 1(3.4) 0

All nervous system AEs reported in the SAD and MAD cohorts were mild in severity, except 1 case of dizziness (moderate severity, 80 mg), and resolved.
aTEAEs within the system organ class of nervous system disorders. "Data are included from a separate study evaluating higher MAD doses. Data are pooled across studies.

CONCLUSIONS

BHV-7000 was safe and well-tolerated at single doses up to 100 mg and multiple doses up to 120
mg daily for 15 days

These findings support further clinical development of BHV-7000, which offers a new mechanism of
action and potential for better tolerability among existing treatments for major depressive disorder
and bipolar disorder.

Phase 2/3 clinical trials of BHV-7000 have been initiated in MDD and bipolar disorder
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