BHV-8000, a Selective Brain-Penetrant TYK2/JAK1 Inhibitor in Development for Neuroinflammatory and
Neurodegenerative Diseases, Demonstrates Favorable PK/PD and Safety Profile in Phase 1 Studies
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INTRODUCTION RESULTS

e« BHV-8000, a novel, oral, highly selective dual TYK2/JAK1 inhibitor designed to avoid JAK2/3 safety Study Population Multiple-Dose Plasma PK
Iiabilitie§, is being develpped as a_disease-rr_lodify_/ing therapy f_o.r Alzheimer’s disease (AD) and as a - Across BHV8000-101 and -102, a total of 43 participants were treated with BHV8000 «  The accumulation ratio at steady state for AUC and Cmax was ~1.7-fold across
preventive strategy against amyloid-related imaging abnormalities (ARIA) (18 each in the BHV8000-101 SAD and MAD phases and 7 in the BHV8000-102 study): the MAD cohorts (Figure 4), (Table 2)
e Central and peripheral inflammation both play important roles in the onset and progression of the mean age was 39 years; 88% were male; 49% were Black/African-American; and
neurodegenerative diseases including AD' 47% were White
. . . . Figure 4. BHV-8000 Steady-State PK Support Once-Daily Oral Dosin
e ARIArepresent a mixed inflammatory response to amyloid deposits within the neurovasculature and « Atotal of 15 participants received matching PBO (6 each in the BHV8000-101 SAD and 9 y PP y g
pose a major barrier limiting the clinical utilization of anti-amyloid immunotherapies?> MAD phases and 3 in the BHV8000-102 study); the mean age was 41 years; 93% were BHV-8000 Steady-State PK in Plasma at Day 14
e The JAK-STAT signaling pathway is highly dysregulated in AD, contributing to the proliferation of male; 27% were Black/African-American; and 73% were White (Table 1)
pro-inflammatory cytokines and activated immune cells®-8 (Figure 1) . _ o 400 — Dose level (mg)
o JAKI signaling (via type | interferons [IFNs], type Il IFN, interleukin 6 [IL-6], and other cytokines) Table 1. BHV8000-101 and -102 Participant Demographic Characteristics - 6
mediates microglial dysfunction and escalating inflammation within the central nervous system BHV-8000 Placebo o ] 10
(CNS)?.10 (n =43 (n =15 S . 30— - 20
o TYK2 signaling (via type | IFNs, IL-12, IL-23, etc) plays an important role in the activation of glial A SD 39.2 41 1 > €
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Y, IFN-q, s E otver Neu NI G Hispanic / Latino 23 (53.5) 9 (60.0)
Lymphocytes and Other Leukocytes Neurodegenciget Dlsordrs *In BHV8000-101, one (1) individual was randomized to BHV-8000 as part of the SAD phase and later rescreened and
IL-23, 1L-17 dewnsream of IL-23 rerandomized to PBO as part of the MAD phase. Table 2. BHV-8000 Steady-State Plasma Cmax and AUC
Cmax ng/mL AUCO-tau ng*h/mL
Dual, brain-penetrant inhibitor of TYK2 anq JAK1 that effectively Safety DOSG (mg) (CV ()/go) (CV%?
BHV-8000  gmsiement Ziltli\?;?:r:?ﬂznirg%irlgllifmflsfr]:r?\l!:%natr;\itd Pl Overall Summary of Safety Data Across All Cohorts
S « There were comparable rates of AEs between participants receiving BHV-8000 (9/43, 21%) 6 72.8 (38.1%) 1391.7 (42.4%)
and PBO (3/15, 20%)
O BJ ECTIVES « All AEs were mild in intensity, except one (moderate headache) 10 85.7 (28.0%) 1490.3 (37.2%)
« Three (3) treatment-emergent AEs (TEAEs) were observed in more than 1 participant treated
with BHV-8000: headache (n = 4), constipation (n = 2), and increased LDL (n =2) 0 0
e Evaluate safety and tolerability of single- and multiple-dose oral administration of BHV-8000 in healthy .  There were no serious AES AL 21U Eler70) SR (Bl
adults (BHV8000-101 and -102 studies)
e Evaluate the plasma pharmacokinetics (PK) of single and multiple doses of BHV-8000 (BHV8000-101) Single-Dose Safety Multiole-D CSE PK
e Evaluate the PK of BHV-8000 in cerebrospinal fluid (CSF) of healthy adults following administration of »  Two (2) participants experienced a TEAE, one each receiving BHV-8000 (headache) and uftipie-bose L5 |
multiple doses of BHV-8000 (BHV8000-102) PBO (diarrhea) . Mea;r:jexposures in the CSF remained above the target IC50 through 24 hours
ost dose
e Evaluate the pharmacodynamics (PD) of BHV-8000 (BHV8000-101) Multiple-Dose Safety (up to 14 days) P
« Two (2) participants (1 each on BHV-8000 and PBO) discontinued early due to AEs, both in
BHV8000-102 Ph :
L - armacodynamics
M ETH ODS « BHV-8000: moderate headache plus mild chills and palpitations; all symptoms resolved
| | on the day of onset Multiple-Dose Serum PD Biomarkers
e BHV8000-101 (TLLO41T1O1) and BHV8000-102 are each_smgle-center, phase 1, double-blind, . PBO: mild triglycerides increased . Reductions from baseline interferon-gamma inducible protein 10 kDa (IP-10), high-
placebo-controlled studies conducted in healthy adults (Figure 2) « In BHV8000-101, there was dose-associated lowering of the platelet count, consistent with sensitivity C-reactive protein (hsCRP), and interferon-beta (IFN-3) were numerically
e Both studies included healthy males and females aged 18-55 years with a BMI of 18-30 kg/m? known JAK1 class effects. All platelet decreases were limited to CTCAE Grade 1. There were greater for each BHV-8000 cohort vs placebo (Figure 5)
no meaningful reductions in platelet count in BHV8000-102 « Inflammatory biomarker levels were reduced by treatment with BHV-8000, albeit in
BHV8000-101 Single Ascending Dose (SAD) Phase . Iif[]aelr:i;vnesreor:oE%dé/:rse trends across other laboratory parameters (including cholesterol), healthy adults without baseline elevations
e Eight (8) participants were randomized 3:1 to a single oral dose of BHV-8000 (10, 20, or 30 mg) or ’
placebo (PBO) - - ] ] ]
Pharmacokinetics Figure 5. BHV-8000 Effectively Reduces Inflammatory Biomarker Levels
BHV8000-101 Multiple Ascending Dose (MAD) Phase OV‘T*;a" S”m't"fary of ';Klf?_ftfa 000 e o 1112 1 FN-B CRP
. e geometric mean half-life for - ranged from 11- ours -
e Eight (8) participants were randomized 3:1 to once-daily doses of BHV-8000 (6, 10, or 20 mg) or . The ?nedian 'Il'max ranged from 5-6 hours J S
PBO for 14 days A Doy 14 a1 o Day 14 T Day 15
* Low to moderate PK variability was observed 40 & & =
_ « Apparent oral clearance was approximately 9 L/h 2 g
BHV8000-102, Part 3 Multiple Dose Phase 2z~ g
e Ten (10) participants were randomized 3:1 to once-daily doses of BHV-8000 20 mg or PBO for Single-Dose Plasma PK cg 0 > o 1]
7 days « Dose-proportional increases in Cmax and area under the curve (AUC) occurred at < ts
doses of 10 mg and 30 mg. £ 20 : S
. : : : , : A 5 . O
e In BHV8000-101, plasma PK samples were collected up to 72 hours post dosing in the SAD and SHV 80?;.) dem(;nstrated sustained concentrations over time, supporting once-daily X 40 (\%
MAD phases. PD (inflammatory) biomarkers were collected pre-dose (Day 1 and Day 14) and 24- osing (Figure 3) ? S 100
. ¥ 60 §
hours post dosing (Day 15) Figure 3. BHV-8000 Single-Dose PK Support Once-Daily Oral Dosing 5
e In BHV8000-102, CSF PK samples were collected at 6 hours (Day 6) and 24 hours (Day 8) post 2 0 150
eesing BHV-8000 Single-Dose PK in Plasma ;.
e All BHV-8000 PK were analyzed by a validated liquid chromatography/mass spectrometry assay,
and PK parameters were calculated by noncompartmental methods 200 — Dose level (ma) IP-10
ose level (Mg n
e Safety evaluations throughout the studies included adverse event (AE) monitoring, clinical 10 100 LD—eg:—d
laboratory tests, vital signs, electrocardiograms (ECGs), physical examinations, and a Columbia- i A 20 50 e s O] 10mg
Suicide Severity Rating Scale questionnaire 150 — = 30 “ " " = 20mg
e The current analysis summarizes initial safety, PK, and PD data available from the BHV8000-101
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CONCLUSIONS

<« BHV-8000 is a novel, oral, highly selective, brain-penetrant TYK2/JAK1 inhibitor with a favorable PK
profile and promising PD effects at clinically relevant doses that are well tolerated in healthy adults

Blinded BHV-8000

' - - ** BHV-8000 PK and PD demonstrate differentiated potential to address inflammation in the periphery
and within the CNS, which drive Alzheimer’s disease progression
BHV8000-102 Multiple Dose Study

N =10 (Randomized 3:1) * BHV-8000 modulates innate and adaptive immune response and complement signaling and has the

CSF COLLECTION

owp ome potential to mitigate the risk of ARIA upon initiation of anti-amyloid therapy, the only approved disease-
l modifying treatment for Alzheimer’s disease
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