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Schizophrenia

Chronic psychiatric syndrome impacting 24M people
worldwide and ~2.8M people in the U.S.

Comprised of three symptom domains (positive, negative,
cognitive) affecting how one thinks, feels, and behaves

One of the leading causes of disability worldwide, with onset :,‘ LY
. '
in late-teens/early-adulthood ;

Estimated potential life lost is ~30 years compared to
general population; this is partially attributed to cardiovascular
and metabolic comorbidities and an increased suicide rate
~40% of people with schizophrenia are eligible for Medicare, of | & & A

which over 80% qualify for Medicaid, highlighting the 1
significant overlap between schizophrenia, disability, and dual
eligibility
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Historically, antipsychotic medicines all rely on
the dopaminergic and/or serotonergic
pathway

Need for new
pharmacological
approach for the
treatment of

SCh IZOPh renia Up to 30% of ~50% experience only a

patients do not partial improvement in
respond to positive symptoms or
therapy unacceptable side effects

o of patients discontinue treatment
~T75%0  inthe first 18 months

Sources: Kane et al. 2019, Patel et al. 2014, Lieberman et al. 2005
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COBENFY: A new pharmacological approach for treating

schizophrenia
M1 & M4

COBENFY (xanomeline and trospium chloride) stimulates M1/M4
muscarinic receptors in the brain

Muscarinic receptors are expressed in brain regions implicated
in psychosis and cognition, suggesting that their modulation
could treat symptoms of schizophrenia

COBENFY does not directly modulate dopamine or
serotonin receptors, providing a clear rationale for the lack of
dopamine- and serotonin-related side effects
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Sources: Paul et al. 2022, Yohn et al. 2022, Bodick et al. 1997, Shekhar et al. 2008, Brannan et al. 2021

M1

M4

U Bristol Myers Squibb



Consistent Trial Design Across EMERGENT-1, 2, & 3

EY
@® Patients randomized
[] Start of trial (Day 0)

End of trial & primary

Double-blind Inpatient Treatment Period endpoint (Week 5)
Days 1-35
Flexible dosing & titration schedule of COBENFY BID vs. matching placebo BID \
_ o COBENFY 125/30
Scre‘irz"v':ge';:"°d COBENFY 100/20 Days 8-35
- COBENFY 50/20 _ Days3-7 P
DayS 1-2 —

COBENFY

Placebo
Select Eligibility Criteria: Primary Endpoint:
* 18-65"years of age * CFB in PANSS total score compared to placebo at Week 5

’ Conflr.meq diagnosis of schlzophrema and Prespecified Secondary Outcome Measures:
experiencing symptoms of psychosis

« PANSS total score between 80 and 120 * CFB in PANSS positive, PANSS negative, PANSS negative Marder factor
« CGI-S >4 at baseline subscales, CGI-S* compared to placebo at Week 5

* PANSS responder (% of patients with 30% reduction)

||| X o COBENFY dose is expressed as xanomeline/trospium (mg/mg)
Q I Bristol Myers SQUIbb "Washout of prior oral lithium and/or antipsychotics; tOptional increase in dose based on tolerability determined by a clinician; 18-60 years of age for EMERGENT-1
PANSS = Positive & Negative Syndrome Scale; CFB = change from baseline; BID = twice daily



Clinically Meaningful Improvements In Symptoms Of Schizophrenia

Primary endpoint: Change in baseline PANSS total score vs. placebo at Week 5

PANSS total change from baseline
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Baseline Week 2 Week 4 Week5 Baseline Week 2 Week3 Week4 Week5 Baseline Week 2 Week3 Week 4 Week5
11.6-point reduction at Week 5 9.6-point reduction at Week 5 8.4-point reduction at Week 5
(-17.4 COBENFY vs. -5.9 placebo) (-21.2 COBENFY vs. -11.6 placebo) (-20.6 COBENFY vs. -12.2 placebo)
p<0.0001 p<0.0001 p<0.0001
Cohen’s d=0.75 Cohen’s d=0.61 Cohen’s d=0.60

All efficacy analyses performed using the modified intent-to-treat (mITT) analysis set, defined as all randomized participants who received at least one dose of study medication at baseline and at least one post-baseline PANSS assessment
(EMERGENT-1: COBENFY n=83, placebo n=87; EMERGENT-2: COBENFY n=117, placebo n=119; EMERGENT-3: COBENFY n=114, placebo n=120)
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Improvements in positive symptoms of schizophrenia

Secondary endpoint: Change in baseline PANSS positive subscore vs. placebo at Week 5 KEY

PANSS positive change from baseline

“®*  Placebo
COBENFY
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Baseline Week 2 Week 4 Week 5 Baseline Week 2 Week3 Week4 Week5 Baseline Week 2 Week3 Week4 Week 5
3.2-point reduction at Week 5 2.9-point reduction at Week 5 3.5-point reduction at Week 5
(-5.6 COBENFY vs. -2.4 placebo) (-6.8 COBENFY vs. -3.9 placebo) (-7.1 COBENFY vs. -3.6 placebo)
p<0.0001 p<0.0001 p<0.0001

All efficacy analyses performed using the modified intent-to-treat (mITT) analysis set, defined as all randomized participants who received at least one dose of study medication at baseline and at least one post-baseline PANSS assessment
(EMERGENT-1: COBENFY n=83; placebo n=87; EMERGENT-2: COBENFY n=117, placebo n=119; EMERGENT-3: COBENFY n=114, placebo n=120)
Source for EMERGENT-1 graph: Brannan et al. 2021
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COBENFY Is Generally Well Tolerated Across EMERGENT-1, 2 and 3

Substantially consistent safety and tolerability profile across trials

00
ﬁ'n\ﬂ\ Similar TEAE-related discontinuation rates between COBENFY and placebo groups

Most common TEAEs (>5%) were mild to moderate in severity, with most being cholinergic in
nature and resolving over time with repeated dosing

E
(@
_M- Vital signs were consistent across all registrational trials of COBENFY in schizophrenia

COBENFY does not have atypical antipsychotic class warnings and precautions, nor does it
have a boxed warning

Treatment emergent adverse events (TEAE); All safety & tolerability analyses performed using safety population (EMERGENT-1: COBENFY n=89, placebo n=90; EMERGENT-2: COBENFY n=126, placebo n=125;
EMERGENT-3: COBENFY n=125, placebo n=128)
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COBENFY Administration and Dosage

Administration Dosage

« COBENTFY is a fixed-dose combination of e The recommended starting dose is one
xanomeline and trospium chloride used for the 50mg/20mg capsule orally twice daily for at
treatment of schizophrenia in adults. least two days.

« COBENFY is administered orally in capsule e The dosage is increased to one
form at least one hour before a meal or at least 100mg/20mg capsule orally twice daily for
two hours after a meal. at least five days

 In the inpatient setting, the use of COBENFY « The dose may be increased thereafter to
would be documented in the progress notes one 125mg/30mg capsule orally twice daily

and medication administration record. based on patient tolerability and response.
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Thank You!
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