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Schizophrenia is a chronic psychiatric disorder characterized by positive, negative, and cognitive
symptoms. According to APA guidelines, antipsychotic therapy is the treatment of choice (Ramey &
Silva Almodévar, 2025). The FDA approved a novel drug called Cobenfy in September 2024, which
acts on the cholinergic receptors (Smith et al., 2025). In this review, we explore the role of xanomeline-
trospium chloride (Cobenfy) in the management of schizophrenia, compare efficacies with current
antipsychotic treatment, and understand adverse effects and discontinuation rates. A literature search
was conducted across databases such as PubMed, ScienceDirect and Cochrane Library using keywords
such as  “Schizophrenia”, “Cobenfy”, “Xanomeline-Trospium”, “Novel Antipsychotic”,
“Pharmacotherapy”, “Psychiatric disorders”. In clinical trials so far, Cobenfy had similar outcomes in
terms of PANSS (average reduction of 9.6 and 8.4 points for PS and NS, respectively) when compared
with traditional antipsychotics (aripiprazole, risperidone, and olanzapine) but has a much lower risk of
neuromotor and sexual effects, and weight gain (Figure 2) (Fabiano et al., 2024). It also showed an
improvement in NS (such as blunted or flat affect) as per PANSS Marder Negative Factor Scores (Figure
1) (Horan et al,, 2024). Additionally, it has a potential benefit for patients with residual PS and those
unresponsive to antipsychotic therapy (Fabiano et al., 2024). However, Cobenfy has the highest all-
cause discontinuation rate compared to risperidone (RR: 0.64) and olanzapine (RR: 0.6). Mild to
moderate GI (nausea, vomiting, dyspepsia) and rare anticholinergic (constipation, urinary retention,
tachycardia) adverse effects occurred with low incidence (Figure 2) (Kaul et al., 2025; Wright et al,,
2024). It is associated with hepato-renal toxicity; however, its low sedation and cognitive burden may
improve clinical and psychiatric assessments and reduce aggression, supporting ethical use in forensic
settings without compromising autonomy (Hasan & Abid, 2024). Cobenfy represents a major
development in the pharmacotherapy of schizophrenia. Although it has multiple risks, it offers
advantages over conventional antipsychotics due to fewer antidopaminergic side effects. However,

more RCTs are required to assess its safety and efficacy in the long term (Hasan & Abid, 2024).
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Cobenfy: FDA-ob 8096 5005609000 sbsgro 33m0Mbsgnmds dobmamgbooliodgols
300065 39956¢) 29bgmeo?, 5865 8530001, 580093 d9d500602
lodogroliols babgwdfoxm bsdgoiobm Mboggdlodgdo
203569 %935b60830¢0l Mdoolol bobgedfogm »MboggdlLoGgdo

obmxyxmgbos 6oL JOMmbogzmwo  BLOJoSGHMOMWO  535I0S  MHMBJWLSE  Sbollosmgdls
30D0G0M0, 69a9BH0MMH0 ©s 3mabod Mo Lodd@HmAdgdo. APA-ol gs0ws0bgdol dobgwozom,
3BGHORLOJMBMOHO 095300l BoBIMGds s@Bg30m0s (Ramey & Silva Almodévar, 2025). FDA-0O
55933035 9o Fodswo Lobgmow Cobenfy 2024 {erob Lgd@gddg®do, HmIgeroi dmddgwgdl
Jowobghame  M9393G™mOgdbg (Smith et al, 2025). s dodmborgsdo B3zgb  s0Bmzshgbom
JusbMIgE0b-EHOHMLB30Md  Jewmeool (Cobenfy) Gmel Fobmg®mgbool dgbgxdgbEHolmgzol,
393500560900 9B9JGHVIOMDBIOL  sbersbgw sbEHoLBoJMmEGHME 339MbsEMBLMD s Fo30890m
33900 3m3w9bqdHg s B0GH™3900L LobIoMYgdbY. WOEIMIGHMO™MEo JodMbOogs Bo@oMmES
dmbs3gdms dsBgoolL golfizMog GmameMoiss PubMed, ScienceDirect s Cochrane Library od
153356dm  Lo@yzoms  godmygbgdom Gmymmo@Ess “do0bmycgbos”, “Cobenfy”, “Jusbmdgerob-
G®mb3omdo”,  “sboawo  B6GHOGBLOJMBMMGO0”, “Bo®Bo3mmgMs30s”,  “BLoJosGMIEo
©55350090900”. 54587 BoBHIMYOM Jerobozme 33wg390do Cobenfy-ol 3Jmbos PANSS-ol
(LoBMsEm Jg830Mgds 9.6 s 8.4 JMom 3MmBoEGOMG ©s ByysGHOH Lod3EHMIYGIMB) Abs3L0
990093900 G-I 9350050M0 GHMIOE0I 36EO0BLOJMBMMHIIL (5603030 5BMEL, MHOL3GMOEM™BL
5 m3BB30bL) T3 5943L 653 gd0 bgoMHMIMEHMOHwo s byJusw Mo 9n9JGOL s Hmbols
9m35@ 900l GOoL3o (Boymes 2) (Fabiano et al., 2024).

056 sbg3g 9B39bs AoMIxMdJLGds BggsGHOH Lod3EHMIGOT0 (MMAMMOES 250MdoL 9539dE0)
Omam®3 PANSS 9560096000 6925309600 3od@mcmol Jmwgdo (gogmes 1) (Horan et al., 2024).
505096539, 5L 593V 3MmBHYBE0IM0 LGOI 3530963JOOLMNZ0L MBSO 3nDBOEH0YOMO
L033GHMIJPO0 S FoM30L 3oLoE SBGHORLOJMBMMYdO 396 839eol (Fabiano et al., 2024). 3o,
Cobenfy-ols ®ob3dgM0Mbmsb (RR: 0.64) 5 mesbHs3060sb (0.6) G9smnd0m 439wsBg ds0seo
30@™3900L  LEASGHOLE0ZS 593L. AYdJoEsb BmTogmo A39MEOMO 9BIJHJd0 3983w 0bos
dmdbgegdgro  LbobGgdobs  (3MEolitggs,  ©gd0bgds,  ©oL3g3Los) s 033050
3bGH0gmeobgMymwo 3mboom (8936x9emds, oMol 8935390, GodozsMos) (Figure 2) (Kaul et
al., 2025; Wright et al.,, 2024). ol 53538060930 3935GM-M9bsMH EMJLoZMOMOILMD.
09d3s, dolds 3oty LYsE0sd s  3MbodETs G300 Tgloderms 2059 dx MmdYLMUL
3w0b037MH0 @5 gLoJosGHOOWMWo Fgisligdgdo s FodEoMHML  sacMglos, dbsmo M FoMml
90003796 259mggbgdsly LogdudgMEHOBM goMgdmgdgddo 533HMbmIool smBosbgdws (Hasan &
Abid, 2024). Cobenfy {o60m50q9bl dsbor 25630056905l F0BMRMIG600L Bo6Ts3M0gM305d0.
09939,  ddhbos  M39gbodg  MoL3o, ol LMogsDBMIL  MB30MIGHIMDIIL  BHMOIPOEOM
3bGHORLOJMBMOHIOMD FgIMJO0m oA 593l Bogargdo sbEGH0MIsT0byMHY Mo 2396000
9m3wgbgdo. 8s3®sd, dgBHo RCT oGm0l LoFodm GmI Fgxzobgl dolo MLsgdmMbmgds ©s
9989dEHOMds bsba®mderogo gsoom (Hasan & Abid, 2024)
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Abbreviations:

APA: American Psychological Association
FDA: Food and Drug Administration

PANNS: Positive and Negative Syndrome Scale
PS: Positive Symptoms

NS: Negative Symptoms

RR: Relative Risk

GI: Gastrointestinal

RCT: Randomized Clinical Trial
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Symptom Score Reductions: Cobenfy vs. Placebo
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Side Effect Cobenfy Aripiprazole Olanzapine Risperidone Placebo
Extrapyramidal Symptoms
o e e O e e
Weight Gain Q@ Q ) () O
Somnolence Q O @® Q@ @)
Headache ‘ O O O .
Nausea O O O O @)
Tachycardia @) O O @ @)
Hyperprolactinemia @) O O o Q
Dry Mouth O @) O O @
Vomiting @) O O o @
Dyspepsia O O O @ O
Constipation O O O . .
Hypertension O O O O @)
Abdominal Pain O O O O O
Criteria used: .Law incidence or minimal clinical relevance (<5%), O]lladerate (5-20%), .High or potentially concerning (>20%) or
ignif mean changes from baseli
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