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PANSS total score change from baseline to week 52 Safety and tolerabilit
Background ) .
g » Participants experienced a least squares (LS) mean change from baseline in PANSS total score of -5.5 points, indicating sustained . Atotal of 82.3% of participants reported =1 TEAE, with 7.2% reporting >1 serious TEAE
efficacy with long-term KarXT treatment (Figure 2 ’ ' -
o KarXT (xanomeline and trospium chloride) combines the dual M,/M, preferring muscarinic Y ° (Fig ) (Table 2)
receptor agonist xanomeline with the peripherally restricted pan muscarinic receptor Figure 2. Change in PANSS total score from baseline to week 52 (mITT population) — The most common TEAEs were cholinergic in nature and included nausea, vomiting, and
antagonist trospium chloride.! KarXT was approved by the U.S. Food and Drug Administration constipation
for the treatment of schizophrenia in adults in 20242 Baseline 52-Week Open-Label Trial — No new safety or tolerability concerns were reported
o KarXT was generally well tolerated and associated with significant symptom improvement in (66.0) 24 Week 3
adults with schizophrenia experiencing acute psychosis in the 5-week, randomized, double- . Table 2. Overall summary of long-term safety and tolerability (safety population)
blind, placebo-controlled EMERGENT-1 (NCT03697252), EMERGENT-2 (NCT04659161), and _
EMERGENT-3 (NCT04738123) trials and in the 52-week, open-label EMERGENT-4 (NCT04659174) L= Overall
trial!-3- v = 7 Variable, n (%) (N=566)
(@) H
e Here, long-term KarXT efficacy is further explqred in ’ghe 52-.week, o.pen-labe.l EMERGENT-5 Vs § Sh Any TEAE 466 (82.3)
(NCT04820309) trial of adults who have a confirmed diagnosis of schizophrenia, stable © = S :
symptoms, and no prior exposure to KarXT.” Post hoc analysis examined symptom 965 Any serious TEAE 41 (7.2)
improvement as assessed using Positive and Negative Syndrome Scale (PANSS) Marder 5-factor v T C Anv TEAE leading to discontinuation 100 (17.7
analysis, which classifies PANSS items into 5 dimensions to highlight distinct underlying g tqg:)n GE) y S (17.7)
processes in schizophrenia® a S - KarXT TEAESs occurring in 25% of people
O
= Nausea
Objective - "
Overall (n) 558 530 480 432 395 374 350 334 313 297 Vomiting
e To assess the long-term efﬁcacy of KarXT in adults with schizophrem’a who have stable KarXT, xanomeline/trospium; LS, least squares; mITT, modified intention-to-treat; PANSS, Positive and Negative Syndrome Scale; SEM, standard error of the mean. Constipation
symptoms, evaluated using PANSS Marder 5-factor analysis of data from the EMERGENT-5 Diarrhea
clinical trial PANSS Marder factor change from baseline to week 52 )
e In post hoc analyses, long-term KarXT treatment resulted in mild reductions in PANSS Marder positive, negative, uncontrolled Dry mout
Methods hostility, disorganized thought, and depression/anxiety factor scores (Figure 3) Dyspepsia
— The largest change was observed in the PANSS Marder positive factor score, which showed a 2.1-point reduction in LS mean at Digyi
« EMERGENT-5 was a phase 3, multicenter, 52-week, outpatient, open-label trial evaluating week 52 . . . . o . 1221NEsS
long-term safety, tolerability, and efficacy of KarXT in adults with schizophrenia (Figure 1) - Lo.ng-.term treatment Wlt.h KarXT was gssoua’ged with decreases in all individual PANSS item scores, except for stereotyped Headache
. .. : . thinking, hostility, and disturbed volition, which were unchanged (data not shown)
« EMERGENT-5 enrolled psychiatrically stable participants aged 18-65 years with a primary Somnolence
diagnosis of schizophrenia, a PANSS total score <80, a Clinical Global Impression-Severity Figure 3. Change in PANSS Marder factor scores from baseline to week 52 (mITT population)
(CGI-S) score <4, and no prior exposure to KarXT Weight decrease
o After washout of prior antipsychotic medjcations, gll participants i.nitiated twice dgily (BID) A. PANSS Marder positive factor . Weight increase
doses of KarXT at 50 mg/20 mg (xanomeline/trospium) and were titrated to a maximum dose Baseline 52-Week Open-Label Trial —
of 125 mg/30 mg BID based on tolerability and investigator discretion for 52 weeks (2%.2) Week Prolactin increase

Delusions, hallucinatory N 8 12 16 20 24 32 40 48 >2

e The primary endpoint was incidence of treatment-emergent adverse events (TEAEs) SRENeT, sy TEAE of akathisia
— TEAEs were assessed in the safety population, defined as all participants who received suspiciou,sness/ persec’ution, TEAE of tardive dvskinesia
>1 dose of trial medication stereotyped thinking, y

somatic concern, unusual
thought content, lack of
judgment and insight

» Prespecified efficacy assessments included change from baseline to week 52 in PANSS total,
PANSS positive and negative subscale, and PANSS Marder negative factor scores; a post hoc

— —— . TEAE of dyskinesia

TEAE, treatment-emergent adverse event.

score change from baseline
(LS mean change+SEM)

PANSS Marder positive factor

analysis examined PANSS Marder positive, uncontrolled hostility, disorganized thought, and -3 1
depression/anxiety factor scores
: : e g : : -4 4
— Efficacy analyses were performed in the modified intention-to-treat (mITT) population, —o— KarXT .
defined as all participants who received =1 dose of KarXT and had a baseline and 5 COI"ICIUS'IOnS
>1 postbaseline PANSS assessment Overall (n) 558 530 480 432 395 374 350 334 313 297 287 283
Figure 1. EMERGENT-5 trial design . « KarXT is an approved treatment for schizophrenia in adults that exhibits no direct D,
B. PANSS Marder negative factor | 52-Week Open-Label Trial receptor binding.® Treatment with KarXT was associated with a numerical reduction
KEY . Open-Label Treatment Period B?fg.lg;e Week in PANSS total score in the 52-week EMERGENT-5 trial
-~ Start of trial (day 0) 52 weeks . . 0 4 8 12 16 20 24 32 40 48 52 ' . .
" primar t”alda”d f \ Ej'iﬂgergvsaf.{e;tc;oern:;)é:):ril g 2 | ' ' | | | | | | | e Post hoc analysis of data from the EMERGENT-5 trial demonstrated mild and
primary endpoint KarXT 125 me/30 BID® 1 ’ ’ Ue o . : : . : s
(week 52) DZ;S 8364 T passive/apathetic social f g5 sgstalneq reductions in PANSS Marc'jer pos@ve, negative, unc:'ontrolled hostlhty,
withdrawal, lack of spontaneity 2 3 ﬁ disorganized thought, and depression/anxiety factor scores in adults with
KarXT 100 mg/20 mg BID and flow of conversation, S5 schizophrenia with stable symptoms who were treated with KarXT
Days 3-7 motor retardation, active Qe
social avoidance E §:’n o 3. e These results supplement previous findings from the EMERGENT-5 trial showing
Screening KarXT 50 mg/20 mg BID Fof;f;t{j é _:;: g long-term improvements in PANSS total, positive, and negative scores with KarXT
Period’ Days 1-2 Visite P aou 4 —o— KarXT treatment and indicate a sustained efficacy of KarXT across a range of symptoms in
<2 weeks 151 v 5d . ' _ _ . -
—— —————————————————————————— — E g 5 an outpatient population of adults with schizophrenia who are psychiatrically stable
Overall (n) 558 530 480 432 395 374 350 334 313 297 287 283
KarXT d i d line/t ium. 13
?J‘\/E\i/erlshoucésgf]?)rei)c?r)?oersaslelitéiisuxninaonn;?c::1 znt:gzs]clﬁgtics. bOptional increase in dose based on tolerability determined by clinician. C‘ PANSS Marder uncontrolled hOStlhty factor
A safety follow-up/end of trial visit occurred approximately 1 week after the early termination or end of treatment visit. Baseline 52-Week Open-Label Trial
BID, twice daily; KarXT, xanomeline/trospium. 6.4 Week -
(o) 4 8 12 16 20 24 32 40 48 52 Pla]n Language Summary
Excitement, hostility, b 0 W\é_i\i § ' ' : 0.3
ugg(r)?ﬁwerjlt;;ecr;istsr’ol sel= 1 " People living with schizophrenia have different types of symptoms that can be grouped
ReSU ltS k E ‘g’ § °§ v into 5 categories: positive symptoms, negative symptoms, uncontrolled hostility,
9 5 8 fg’n 2 4 disorganized thought, and depression/anxiety. In this trial, adults with stable mild
o Atotal of 566 and 558 participants comprised the safety and mITT populations, respectively SEE® : : : :
. r e ! ’ . =865 to moderate schizophrenia were switched from treatments that act on the dopamine
) . o . o o . 9 — . o . ]
%_aa;lé:'%im"‘ and the CGI-5 score was 3.4£0.7, indicating mild or moderate schizophrenia ¥ £ g ) the long term. Participants treated with KarXT showed small and consistent score
w e . 0 . . .
2254 —o— KarXT improvements in all symptom categories. As shown in earlier research, the most
Table 1. Baseline demographic and clinical characteristics (mITT population) E 5 common side effects were related to KarXT treatment and generally did not cause trial
Overall (n) 558530 480 432 395 374 350 334 313 297 287 283 participants to stop taking the medication. Overall, these results show that KarXT works

Overall

Parameter (N=558) well for treating symptoms of schizophrenia and has manageable side effects.

D. PANSS Marder disorganized thought factor

Age, years, meantSD 47.4+11.8 Baseline 52-Week Open-Label Trial
Week
Sex, n (%) (1.0)
Conceptual disorganization, 0 0 4 8 12 1 20 24 32 40 48 °2 References
Female 189 (339) difficultv in abstract thinki 8
LIS ) @R Rt i ng, o v = < : 1. Brannan SK, et al. N Engl J Med. 2021;384(8):717-726.
Male 369 (661) (Tanr?e”tsn;.s and pOStl:E]ngt’. % g '_E. cl'/u': -1 - % é 0.8 2. Cobenfy. Prescribing information. Bristol Myers Squibb; 2024.
isorientation, poor attention, o0 U H , _
Race, n (%) disturbance of volition, S g j fo:’n 9 i' iaut : et at' jj;cji; 20?7303(213::28)1' :;O -71410'756
0 = . Kaull, et al. sychiatry. ; :749-756.
: : ; preoccupation A= & ©
American Ind]an or AlaSka Native 1 (02) '5 E S '5 5. Shirikjian L, et al. Presented at: NEI; Nov 6-9, 2025; Colorado Springs, CO. Poster 82.
Asian 5 (09) g = ; % -3 1 6. Kaull, et al. Presented at: SIRS; Mar 29-Apr 2, 2025; Chicago, IL. Poster M43.
: : =gog : : : ; - ; : :
Black or Afrlcan American 383 (686) = g % £ - 7. Kaul I, et al. Presented at: Psych Congress; Oct 29-Nov 2, 2024; Boston MA. Poster 67
. N - t£ S -s 9 —o— KarXT 8. LeuchtS. J Clin Psychiatry. 2014;75(Suppl 1):8-14.
Native Hawaiian or other Pacific Islander 1(0.2) < R 9. Lobo MC, et al. Neurosci Biobehav Rev. 2022;132:324-361.
White 163 (292) Overall (n) 558530 480 432 395 374 350 334 313 297 287 283
Acknowledgments
Unknown/other 5 (0.9) — — . . — —
. S E. PANSS Marder depressmn/anXIety factor » The authors thank the participants and families who made the trial possible and the clinical study teams that participated
Eth n1c1ty, n (A)) Baseli 52-Week Open-Label Trial « This analysis was supported by Karuna Therapeutics, a Bristol Myers Squibb company
aseline : : » o . . L
. . . » All authors contributed to and approved the poster; medical writing and editorial assistance were provided by Aya Jishi, PhD, and Paula Stuckart of
Hlspamc or Latino 119 (21 . 3) Py i1t feeli (7(-)5) 4 8 12 16 20 24 Week 32 40 48 57 Apollo Medical Communications, part of Helios Global Group, which was funded by Bristol Myers Squibb
nxiety, guilt reelings,

Not Hispanic or Latino 435 (78.0)
Not reported 4 (0.7)
PANSS total score, mean+SD 66.0+10.4

tension, depression

0 ] ] ] ] ] ] ] ] ] 1
Declaration of interests
-1 1 ‘é\é 1.2 TH has participated in speakers bureaus for Alkermes, ITCI, Neurocrine, and Scientific Content on Demand

Teva. JMK has been a consultant for or received honoraria from Alkermes,
Allergan, Boehringer-Ingelheim, Bristol Meyers Squibb, Cerevel, Click To request a copy of this poster:
Therapeutics, Dainippon Sumitomo, ELli Lilly, H. Lundbeck, Intracellular
Therapies, Janssen Pharmaceutica, Johnson and Johnson, Karuna, LB

-3 - Pharmaceuticals, Mapi Pharma, Maplight, Merck, Minerva, Neurocrine, Newron,
NW Pharmatech, Otsuka, Reviva, Roche, Sunovion, Takeda, and Teva. He has
received grant support from Janssen, Lundbeck, Otsuka, and Sunovion. He has
participated in advisory boards for Alkermes, Dainippon Sumitomo, Intracellular

PANSS Marder positive factor score, mean+SD 20.2+4.2

PANSS Marder negative factor score, mean+SD 16.9+4.3

PANSS Marder uncontrolled hostility factor score, meanxSD 6.4+2.5

change from baseline
(LS mean change+SEM)

PANSS Marder depression/
anxiety factor score

PANSS Marder disorganized thought factor score. mean+SD 15.0+3.5 KarXT Therapies, Lundbeck, Neurocrine, Otsuka, Pierre Fabre, Takeda, and Teva. He
? 5 is a Shareholder in Health Rhythms, LB Pharmaceuticals, Inc., Medincell, North
PANSS Marder depression/anxiety factor score, mean+SD 7.5+3.2 ) Shore Therapies, and Vanguard Research Group. JA, ME, and PN are employees o
Overall (n) 558 530 480 432 395 374 350 334 313 297 287 283 of Bristol Myers Squibb. AC was an employee of Bristol Myers Squibb at the Scan QR code
CGI-S score, mean+SD 3.4+0.7 time the analysis was conducted. LS is a member of speakers bureaus for via a barcode reader application
KarXT, xanomeline/trospium; LS, least squares; mITT, modified intention-to-treat; PANSS, Positive and Negative Syndrome Scale; SEM, standard error of the mean. Axsome, Bristol Myers Squibb, and Johnson and Johnson, and has participated
CGlI-S, Clinical Global Impression-Severity; mITT, modified intention-to-treat; PANSS, Positive and Negative Syndrome Scale; SD, standard deviation. in advisory boards for Bristol Myers Squibb and Boehringer-Ingelheim. QR codes are valid for 30 days after the congress presentation date.
. . . Copies of this poster obtained through QR (Quick Response) and/or text key codes are for
Presented at the 64th Annual Meeting of the American College of Neuropsychopharmacology (ACNP), January 12-15, 2026, Nassau, Bahamas Contact: www.globalbmsmedinfo.com P P = ( P ) y

personal use only and may not be reproduced without written permission of the authors.



