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Executive Summary

e Xanomeline/trospium chloride is a combination agent and the first selective muscarinic antipsychotic
indicated for schizophrenia in adults.

e Two placebo-controlled studies showed statistically significant differences in symptom severity
reductions measured via PANSS total score in Cobenfy (—20 to —21 points) vs placebo (—11 to —12).

e An ICER network meta-analysis showed no significant differences in efficacy compared to three
commonly prescribed atypical antipsychotics (also known as second-generation antipsychotics).

e Indirect comparisons show no significant differences in efficacy, but less weight gain than olanzapine
and risperidone.

e Advantages include lack of metabolic ADRs and movement side effects.

e Limitations include lack of long-term safety data, twice daily dosing, use in highly generic class, and
lack of comparator studies.

e Place in therapy likely for patients with significant metabolic concerns or after failure of other
atypical antipsychotics.

Recommendation
May include, Tier 3, ST, PA, QL

Rationale

Despite having a novel mechanism, there are numerous cost-effective, generically available therapeutic
alternatives. Evidence consists of two placebo-controlled studies and no head-to-head studies. Using an
indirect comparison, Cobenfy demonstrated a similar reduction in PANSS scores vs. alternatives.
Limitations include twice daily dosing and significant discontinuation rate in studies due to ADRs.

Abbreviations used in this monograph
ADR adverse drug reaction PANSS Positive and Negative Syndrome Scale
CNS central nervous system PMPM per member per month
EPS extrapyramidal symptoms QALYs quality-adjusted life years
ICER Institute for Clinical and Economic WAC wholesale acquisition cost
Review
LFTs liver function tests
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Product Information

All information is from the Cobenfy prescribing information' unless otherwise noted.

Brand (generic) Cobenfy (xanomeline/trospium chloride)
Manufacturer Bristol-Myers Squibb
Indication(s) Treatment of schizophrenia in adults

Mechanism of action | ¢ Combination of muscarinic agonist (xanomeline) and muscarinic antagonist
(trospium chloride)

e M1 and M4 agonism in the CNS modulating dopaminergic, glutamatergic, and
GABAergic neurotransmission indirectly; this mechanism is independent of D2

receptor blockade
Dosage/ e Recommended starting dose 50 mg/20 mg orally twice daily for at least two days,
administration then increase to 100 mg/20 mg twice daily for at least five days

e May be increased to 125 mg/30 mg orally twice daily based on patient tolerability
and response

e Assess LFTs, bilirubin, and heart rate prior to initiating therapy and when
clinically indicated

Dosage forms/ Capsules: 50 mg/20 mg, 100 mg/20 mg, 125 mg/30 mg (xanomeline/trospium

strengths chloride content)

Contraindications Urinary retention, moderate or severe hepatic impairment, gastric retention, history
of hypersensitivity to xanomeline or trospium chloride, or untreated narrow-angle
glaucoma

Warnings/ e Urinary retention

precautions e Use in patients with hepatic or renal impairment, biliary disease, or narrow-angle

glaucoma
e Decreased gastrointestinal motility
e Angioedema
e Increases in heart rate
e CNS effects
Adverse reactions Most common (> 5% and at least twice placebo): nausea, dyspepsia, constipation,

vomiting, hypertension, abdominal pain, diarrhea, tachycardia, dizziness,
gastrointestinal reflux disease

Drug interactions e Drugs eliminated by active tubular secretion: Monitor for increased frequency
and/or severity of ADRs

e Strong CYP2D6 inhibitors: Monitor for increased frequency and/or severity of
ADRs

e Sensitive substrates of CYP3A4 or P-glycoprotein: Monitor for increased
frequency and/or severity of ADRs from these substrates

e Antimuscarinic drugs: Monitor for increased frequency or severity of
anticholinergic ADRs

Use in specific o Geriatric use: Recommended starting dose 50 mg/20 mg orally twice daily,
populations consider a slower titration, max recommended dose 100 mg/20 mg twice daily
e Renal impairment: not recommended in mod-to-severe renal impairment

e Hepatic impairment: not recommended in mild hepatic impairment
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Background

Schizophrenia is a severe, chronic psychiatric disorder affecting approximately 2.8 million adults in the
United States and 23 million individuals globally, representing roughly 1% of the population.?=
Schizophrenia ranks as the third most common cause of disability among mental disorders, surpassed
only by depressive (37.4%) and anxiety (22.9%) disorders. It also is frequently described as a leading
cause of disability, specifically in young adults (ages ~20-45).° Patients with schizophrenia face a 15- to
20-year reduction in life expectancy, largely attributable to cardiovascular disease, metabolic

complications from treatment, and high rates of suicide (lifetime risk approximately 5%—10%).*"-1?

Schizophrenia presents across three core symptom domains’!>4:

e Positive symptoms: hallucinations, delusions, disorganized thinking and speech.
e Negative symptoms: flat affect, avolition, alogia, anhedonia, social withdrawal.
e Cognitive dysfunction: impaired working memory, attention, executive function.

Medication adherence is a major challenge. Approximately 74% of patients discontinue antipsychotics
within 18 months, largely due to intolerable side effects including weight gain, metabolic syndrome, EPS,
sedation, and hyperprolactinemia.'®> Treatment resistance is estimated in 20-30% of patients.'*!® All
currently approved antipsychotics (prior to Cobenfy) work primarily through antagonism of dopamine D2
receptors.

Current Standard of Care
The most recent comprehensive American Psychiatric Association Practice Guideline for Schizophrenia'®
predates Cobenfy's approval. It therefore does not directly address Cobenfy but establishes the framework
within which it should be positioned:
e Recommends antipsychotic medication for all patients with schizophrenia experiencing an acute
episode and for maintenance.
e Does not specify preferred agents for first-episode psychosis, emphasizing patient-centered
selection based on efficacy and side effect profile.
e Recommends long-acting injectables for patients with history of poor adherence or patient
preference.
e Recommends clozapine after >2 failed antipsychotic trials for treatment-resistant schizophrenia.
e Clozapine also is recommended for patients with substantial suicide risk or persistent aggression.

Unmet Needs
e Metabolic burden: Weight gain and dyslipidemia from second-generational antipsychotics
significantly increase cardiovascular morbidity.

e EPS and tardive dyskinesia: Persistent concern, particularly with first-generation antipsychotics and
high-dose second-generation antipsychotics.

e Negative and cognitive symptoms: Inadequately addressed by existing dopaminergic therapies.

e Treatment adherence: Side effect—driven discontinuation remains a primary barrier to long-term
stability.

e Treatment resistance: 20%—-30% of patients do not respond adequately to D2-blocking agents.

Pipeline
The schizophrenia treatment landscape is undergoing a mechanistic transformation, with multiple pipeline
agents targeting pathways beyond traditional dopamine D2 receptor antagonism. Selected phase 3

Page 4 of 16



investigational agents as of mid-2026 are summarized in the table below. Notably, Bristol-Myers Squibb
also has an ongoing Phase I trial for a long-acting injectable formulation of Cobenty. Key mechanistic
categories in the schizophrenia pipeline include muscarinic receptor modulators (like Cobenfy),
TAARI1/5-HT1A agonists, glutamate modulators, dopaminergic novel agents, and non-dopaminergic
negative symptom agents.

Phase 3 Investigational Agents for Schizophrenia

Agent Manufacturer | Mechanism of Action | Status Key Notes
NBI-1117568 Neurocrine Selective muscarinic Initiated e Phase 2 met primary endpoint
Biosciences/ M4 orthosteric agonist | April (PANSS —7.5 pts vs. placebo,
Nxera (non-dopaminergic) 2025 effect size 0.61)%°
Pharma e Four ongoing Phase 3 studies®'*
Evenamide Newron Voltage-gated sodium 2027 e ENIGMA-TRS 1 (n=600, 1-yr,
(NW-3509) Pharma channel modulator — 15/30 mg)*
glutamate release e ENIGMA-TRS 2 (n=400, 12-
inhibitor wk)?6
e Add-on for TRS patients failing
>2 AAPs
LB-102 LB Pharma Selective D2/D3 and 2027- e Phase 2 NOVA-1 met primary
(N-methyl 5-HT7 receptor 2028 endpoint (PANSS reduction, ES
amisulpride) antagonist; methylated 0.61 at 50 mg)*’
amisulpride derivative e Phase 3 NOVA-2 initiated March
(improved BBB 2026
penetration) e Phase 3 NOVA-3%
e Potential first-in-class benzamide
AAP in US
MIN-101 Minerva 5-HT2A serotonin 2028 e Being investigated for negative
Roluperidone receptor antagonist symptoms

Received a CRL in 2024; working
with FDA for a new phase 3
trial®®

AAP = atypical antipsychotic; BBB= blood-brain barrier; CRL = Complete Response Letter, ES = effect size;
PANSS = Positive and Negative Syndrome Scale (PANSS); TRS = treatment-resistant schizophrenia
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Comparators on the Patients First Health Plan Formulary

Tier 1

olanzapine
quetiapine fumarate
risperidone

Tier 2

aripiprazole

lurasidone [QL]
olanzapine ODT
quetiapine fumarate ER
ziprasidone

Tier 3

asenapine [QL]

Caplyta (lumateperone) [ST, PA, QL]
paliperidone ER [QL]

Rexulti (brexpiprazole) [QL]

Vraylar (cariprazine) [QL]

Rationale
The comparators for Cobenfy listed in the table are the generic and brand-name second-generation
antipsychotics deemed to be the most cost-effective and used most commonly in meta-analyses and

guidelines.

Although clozapine is available on the formulary, it was intentionally not considered as a comparator

to Cobenfy.

Long-acting injectables were not considered because they are covered under the medical benefit for
Patients First members.
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Clinical Evidence Evaluation

Cobenfy has only been evaluated against placebo; no head-to-head studies currently exist. Comparative
efficacy using systematic reviews and meta-analysis as well as guidelines and cost-effectiveness will be
crucial for understanding its place in therapy.

Efficacy
FDA approval was based on the EMERGENT clinical program, comprising three placebo-controlled

trials (EMERGENT-1, -2, -3) and two open-label long-term safety extensions (EMERGENT-4 and -5), all
conducted in hospitalized adults with schizophrenia experiencing acute psychosis.’!** Patients were
tapered off prior antipsychotics (89%) or were treatment-naive (11%) before a rapid 2-day inpatient
titration. No patients had previously received clozapine.

All three EMERGENT trials met the primary and secondary endpoints.

Summary of Efficacy from the EMERGENT Pivotal Trials3'-33.36

N Cobenfy Placebo LSMD (95% CI); .
Study (mITT) | Ain PANSS | Ain PANSS p-value Secondary Endpoints
EMERGENT-1 182 —17.4 pts =5.9 pts —11.6 (-16.1,—-7.1); | PANSS positive subscale,
p<0.0001 (d=0.75) CGI-S
EMERGENT-2 252 —21.2 pts —11.6 pts —9.6 (—13.9, -5.2); PANSS positive,
p<0.0001 (d=0.61) negative, Marder negative
factor, CGI-S
EMERGENT-3 256 —20.8 pts —12.4 pts —8.4 (—12.4,-4.3); PANSS positive,
p<0.0001 (d=~0.60) negative, Marder negative
factor, CGI-S
Pooled 640 NR NR -9.9 (-12.4,-7.3); PANSS subscales, CGI-S
EMERGENT 1-3 p<0.0001 (d=0.65) all significant; response
onset at week 1

CGI-S = Clinical Global Impression-Severity; LSMD = least squares mean difference; mITT = modified intent-to-
treat; NR = not reported;, PANSS = Positive and Negative Syndrome Scale.

Comparative Effectiveness

Numerous systematic reviews and meta-analyses exist that describe comparative effectiveness in the
absence of head-to-head studies. Hickey et al*” had the most comprehensive analysis including a plethora
of agents; however, limitations exist. To date, the review was presented as a poster only and remains
unpublished. Further, clozapine was included as a comparator, which is not appropriate given its place in
therapy for refractory patients. Fabiano et al*® aligned with the ICER review in terms of agents included
and results demonstrated.

ICER Network Meta-Analysis: ICER conducted a systematic review and network meta-analysis
comparing xanomeline/trospium to three commonly used second-generation antipsychotics (olanzapine,
risperidone, aripiprazole) across 33 trials (n = 7,193) to inform its health technology assessment.* All
four active agents were more efficacious than placebo, but no statistically significant differences were
found among the active treatments for PANSS total, positive, or negative symptom scores. All-cause
discontinuation was highest for xanomeline/trospium vs comparators. Weight gain was lower with
xanomeline/trospium than with olanzapine and risperidone. The ICER analysis concluded that
xanomeline/trospium offers comparable efficacy to existing second-generation antipsychotics but was
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priced above the cost-effectiveness threshold of $16,000-$20,000/year. Selected results from the ICER

review are presented below.**!

Tahle 3.2. Change from Baseline in PANSS Total Score

KarXT
-1.4 (-7.64, 4.82) Aripiprazole
0.89 (-4.7, 6.48) 2.29(-1.5,6.12) Olanzapine

-1.73 (-7.63, 4.09)

-0.33(-5.01,4.31)

-2.63 (-6.29, 0.97)

Risperidone

-9.78 (-14.83, -4.74)

-8.38 (-12.04, -4.68)

-10.67 (13.11,-8.24) | -8.05(-10.99,-5.03) | Placebo |

Each box represents the estimated relative mean difference and 95% credible interval. Estimates in bold signify

the 95% credible interval does not contain 0. Individual trial data can be found in Supplement Table D2.3.

Table 3.9. Evidence Ratings

Treatment Comparator Evidence Rating
KarXT No antipsychotic therapy P/l
KarXT Aripiprazole [
KarXT Olanzapine P/
KarXT Risperidone P/l

I: insufficient, P/I: promising but inconclusive

Safety

e Serious adverse events with xanomeline/trospium were rare.

1,32,33,36,38,42,43

e Discontinuation rates of xanomeline/trospium during the EMERGENT trials were similar to placebo

(27.6% vs 22.7%) and were primarily driven by GI adverse events.

e Unlike typical and atypical antipsychotics, xanomeline/trospium displayed minimal EPS (3.2%) and
weight gain (5.9%).! Labeled adverse events and contraindications align with anti-muscarinic drugs,

instead of antipsychotics.

e There are no long-term safety studies with xanomeline/trospium; however, we anticipate it would be
similar to other anti-muscarinics.

Pooled EMERGENT Trials—Treatment-Emergent Adverse Events During the 5-Week Treatment

Period’36:44
Treatment-Related Adverse Events Cobenfy (n=340) Placebo (n=343)
n (%) n (%)

Any 176 (51.8) 101 (29.4)

Serious 1(0.3) 0(0)

Most common*
Nausea 58 (17.1) 11(3.2)
Constipation 51 (15.0) 18 (5.2)
Dyspepsia 41 (12.1) 8(2.3)
Vomiting 37 (10.9) 3(0.9)

*Reported in >2% of people in the xanomeline/trospium group and at least twice the placebo rate.
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Economic Evidence Evaluation

Patients First evaluated a budget impact model from Bjerke et al** for a health plan with 1 million
members. Projected spend and PMPM cost impact to Patients First members were adopted and are seen in
the table below. One limitation to the Bjerke model is the health plan makeup is commercial Medicare
and Medicaid versus our Patients First commercial-only plan.*’

Budget Impact Year 1 Year 2 Year 3

Projected spend® $212,479 $658,881 $1,219,085

$ PMPM impact® 0.0177 0.0546 0.1006

grojected §pend (extrapolated for $616.189 $1.910,754 $3,535,347
atients First)

ICER Network Meta-Analysis: The ICER analysis concluded that xanomeline/trospium offers
comparable efficacy to existing second-generation antipsychotics but was priced above the cost-
effectiveness threshold of $16,000-$20,000/year.*
e Annual costs of generic comparators aripiprazole, risperidone, and olanzapine were $40, $62, and
$150 per year, respectively.*® ICER used a placeholder price of xanomeline/trospium of $20,000
which is close to its current price of $22,644 annually as of July 2026.%
o Per the ICER report, “Making the highly favorable assumption that KarXT [Cobenfy] does not
increase the risk of metabolic syndrome and associated consequences beyond that seen in the general
population, our analyses suggest that treatment with KarXT results in less time with diabetes and in
greater QALYs, greater life years, and greater evLY's [equal-value life years].

Selected results from the ICER review are presented below. A sensitivity analysis was conducted, and
researchers found the model was most sensitive to the 3-month metabolic syndrome probability.*’

Table 4.4. Incremental Cost-Effectiveness Ratios for the Base Case

Cost Life ¥ Cost LY Cost Y
Treatment Cost per QALY Gained o8 per. e year o8 p.er v . o8 per. ear
Gained Gained Without Diabetes
KarXT* $163,000 $347,000 $146,000 $60,000

evlY: equal-value life year, QALY: quality-adjusted life year
*Assuming a KarXT placeholder price of $20,000 per year.
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Value Matrix and Recommendation

Domain

Finding

Rating

CLINICAL VALUE

Net benefit:
clinical efficacy vs
comparator(s)

Based on systematic reviews, metanalysis, and indirect
comparison, xanomeline/trospium offers comparable
efficacy to existing second-generation antipyschotics.

Comparable (based
on indirect
evidence)

Safety profile

Unlike typical and atypical antipsychotics,
xanomeline/trospium displayed minimal EPS (3.2%) and
weight gain (5.9%). Labeled adverse events and
contraindications align with antimuscarinic drugs, instead of
antipsychotics. ADRs are similar to antimuscarinics.

Favorable

Place in therapy

Use after trial of 1-2 second generation atypical
antipsychotics and/or ADRs from atypical antipsychotics are
intolerable (i.e., EPS and metabolic effects)

COST VALUE

Cost vs comparator(s)

WAC of $22,664/year as of July 2026 representing a
significant premium over generic second-generation
antipsychotics (ranging from $40-$150 annually)*

High

Cost effectiveness

Per ICER?, xanomeline/trospium was $163,000/QALY

Above threshold

Budget impact

Per Bjerke®, estimated PMPM impact for Year 1 ($0.0177),
Year 2 ($0.0546), Year 3 ($0.1006)

High

CONCLUSION AND RECOMMENDATION

Overall Value
Conclusion

While Cobenfy has a unique mechanism of action and
minimal metabolic and EPS side effects, the efficacy is
comparable to second generation antipsychotics; however,

the cost is significantly higher, making the overall value low.

Recommend implementation of utilization management
tools.

Low value

Recommendation

May add to formulary
Tier 3

ST, PA, QL
Non-specialty/traditional
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Methodology

Databases Searched
PubMed, Clinicaltrials.gov, Cochrane

Search Strategy

((schizophrenia) AND ((xanomeline OR trospium chloride OR muscarinic agonists OR bladder
antimuscarinics OR acetylcholine modulators OR cholinergic therapies) AND (efficacy OR safety OR
clinical outcomes OR economic outcomes OR treatment impact) )) AND

"2020/01/01":"2026/01/31"[PDAT]
PRISMA
Identification of new studies via databases and registries

Records identified from: Records removed prior to
—» screening:
PubMed (n=163)

l

Records Screened (n=163) — Records excluded (n=143)

Duplicate records removed (n=0)

Does not report KarXT/Cobenfy
(n=95)

Does not report adult patients
(n=2)

Does not report schizophrenia
(n=5)

Intervnetion (n=1)

Narrative (n=30)
Pharmacology/Kinetic Study (n=9)
Study Type (n=1)

Reports sought for retrieval Reports not retrieved (n=0)

(n=20) T
Reports assessed for eligibility __, Reports excluded (n=0)
(n=20)

}

Studies included in review (n=20)

Identification of new studies via other methods

Records identified via:

Other sources (n=0)

Reports sought for retrieval

(n=0)
}

Reports assessed for eligibility
(n=0)

Reports of included studies
(n=20)

Traffic Light Diagram
See Appendix A: Traffic Light Diagram.

Secondary Sources

Reports not retrieved (n=0)
—

__, Reports excluded (n=0)

Drugs at FDA; FDA Adverse Events Monitoring System (previously FAERS); ClinicalTrials.gov;
Commercial payer coverage criteria for competitor analysis; FDA Orange Book; Redbook; AMCP
eDossier; AMCP/ISPOR Conference Proceedings; ICER.org.
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Appendix B: Coverage Criteria

Cobenfy is a combination of xanomeline, a muscarinic agonist, and trospium chloride, a
muscarinic antagonist, indicated for the treatment of schizophrenia in adults.

Cobenfy will be considered for coverage under the pharmacy benefit for the indication listed above when
the following criteria are met.

Initial Authorization

e Continuation of therapy: The patient is stable on Cobenfy for a minimum of 90 days.
— OR—

e The patient is 18 years of age or older.

e The patient has a diagnosis of schizophrenia.

e The patient has tried and failed or has a contraindication to two formulary atypical antipsychotics
(e.g., risperidone, aripiprazole, quetiapine).

e The medication was prescribed by or in consultation with a psychiatrist.

e The patient has no FDA-labeled contraindications to the medication.

Non-FDA-approved uses are not approved.

Authorization expires in 1 year.

Quantity Limits

e The prescribed dose is consistent with FDA-approved package labeling (#60 per 30 days).

Reauthorization (annually)

e The patient's disease severity has improved and stabilized to warrant continued therapy.
e The patient has not experienced any treatment-restricting adverse effects (e.g. urinary retention,
angioedema, increased heart rate).
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