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Characteristica
X/T

(n=251)
Placebo
(n=253)

Age, years, mean±SD 44.6±11.0 44.4±11.7
Sex, n (%)

Male 182 (72.5) 196 (77.5)
Female 69 (27.5) 57 (22.5)

Race, n (%)
Asian 3 (1.2) 1 (0.4)
Black or African American 176 (70.1) 166 (65.6)
White 71 (28.3) 83 (32.8)
Other 1 (0.4) 2 (0.8)
Not reported 0 1 (0.4)

Time since diagnosis, years, mean±SD 21.3±11.0 19.8±12.4
PANSS total score, mean±SD 97.6±8.8 97.1±9.1

PANSS Marder positive score, mean±SD 30.8±3.9 30.6±3.8

PANSS Marder negative score, mean±SD 22.4±4.5 22.2±4.5

PANSS Marder uncontrolled hostility score, mean±SD 10.1±3.3 10.1±3.2

PANSS Marder disorganized thought score, mean±SD 21.9±3.8 21.7±3.8

PANSS Marder depression/anxiety score, mean±SD 12.4±3.4 12.6±3.2
CGI-S score, mean±SD 5.1±0.6 5.0±0.6
aAge, sex, and race data are from the safety population, defined as all participants who received ≥1 dose of trial medication. Time since 
diagnosis, PANSS, and CGI-s data are from the mITT analysis set, defined as all randomized individuals who received ≥1 dose of trial 
medication and ≥1 postbaseline PANSS assessment (X/T n=231, placebo n=239).
CGI-S, Clinical Global Impression–Severity; ITT, intent-to-treat; mITT, modified intent-to-treat; PANSS, Positive and Negative Syndrome Scale; 
SD, standard deviation; X/T, xanomeline/trospium chloride.

Efficacy of Xanomeline and Trospium Chloride Across Symptom Domains in Adults With Schizophrenia: 
Pooled Analysis of Data From the Phase 3 EMERGENT-2 and EMERGENT-3 Clinical Trials

• To evaluate the efficacy of X/T compared with placebo on PANSS Marder 5-factor
scores from the pooled pivotal EMERGENT-2 and EMERGENT-3 clinical trials

• EMERGENT-2 and EMERGENT-3 were randomized, double-blind, placebo-
controlled, inpatient trials of adults with schizophrenia (Figure 1)
̶ Trials enrolled participants aged 18 to 65 years with a primary diagnosis of 

schizophrenia and recent worsening of positive symptoms warranting 
hospitalization, baseline PANSS total score 80-120, and baseline Clinical 
Global Impression–Severity score ≥4

̶ Eligible participants were randomized 1:1. Oral X/T dosing started at
50 mg/20 mg BID and increased to a maximum of 125 mg/30 mg BID

• Data from EMERGENT-2 and EMERGENT-3 were pooled, and efficacy analyses
were performed using the modified intent-to-treat (mITT) analysis set,
defined as all randomized individuals who received ≥1 dose of trial medication
as well as one baseline and ≥1 postbaseline PANSS assessment

• The difference in change from baseline for PANSS Marder factor scores was
estimated using mixed model for repeated measures (MMRM). The model
included treatment group (X/T or placebo), visit, and the interaction
between treatment groups and visit as fixed factors. Age, sex, study, and
baseline PANSS scores were included as covariates

• Overall, 231 participants who received X/T and 239 participants who received
placebo met mITT population criteria and were included in the analysis

• Baseline characteristics were similar in the X/T and placebo groups (Table 1)
• X/T was associated with larger reductions in PANSS total score from baseline

to week 5 compared with placebo (least squares mean [LSM]: -20.0 vs -10.8;
LSM difference=-9.2;  P<0.0001, Cohen’s d=0.59; Figure 2)
̶ Week 2: X/T resulted in a LSM difference of -3.2 points in PANSS total 

score compared with placebo (-10.2 vs -7.0; P<0.01)
• Improvements with X/T compared with placebo persisted across PANSS Marder

positive, negative, uncontrolled hostility, disorganized thought, and
depression/anxiety factors (P<0.0001 for all; Figure 3)
̶ The individual items that make up each Marder factor showed greater 

improvement with X/T compared with placebo at week 5, except for 
difficulty in abstract thinking, a component of the PANSS Marder
disorganized thought factor, in which score change from baseline was 
equivalent in both groups
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Figure 3. Change in PANSS Marder factor scores from baseline to week 5 (mITT population)

Figure 1. Phase 3 EMERGENT trials design

aWashout of prior antipsychotics and/or lithium. bOptional increase in dose based on tolerability determined by clinician.
BID, twice daily; X/T, xanomeline/trospium chloride.

• X/T is an approved treatment for adults with schizophrenia with agonist activity at M1/M4
muscarinic receptors and no direct D2 receptor activity1,6

• In the pivotal EMERGENT-2 and EMERGENT-3 trials, X/T was associated with improvement in
PANSS total score at week 5 compared with placebo2,3

• Post hoc analysis of pooled pivotal trial data demonstrated a consistent benefit with X/T
compared with placebo across symptoms as assessed by PANSS Marder positive, negative,
uncontrolled hostility, disorganized thought, and depression/anxiety factors

• These results support a broad symptom efficacy of X/T in the treatment of schizophrenia

Figure 2. Change in PANSS total score from baseline (mITT population)

**P<0.01 vs placebo. ****P<0.0001 vs placebo.
LS, least squares; mITT, modified intent-to-treat; PANSS, Positive and Negative Syndrome Scale; SEM, standard error of the mean.
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Follow-Up
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Table 1. Baseline demographics (pooled EMERGENT-2 and EMERGENT-3 population)
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• The dual M1/M4 preferring muscarinic receptor agonist xanomeline in
combination with the peripherally restricted pan muscarinic antagonist
trospium chloride was approved for the treatment of schizophrenia in adults
by the U.S. Food and Drug Administration in 20241

• Xanomeline and trospium chloride (X/T) demonstrated significant
improvement in PANSS total score compared with placebo in the pivotal
EMERGENT-2 (NCT04659161) and EMERGENT-3 (NCT04738123) phase 3 trials2,3

• The Positive and Negative Syndrome Scale (PANSS) Marder 5 factors is a
derivation of the PANSS that uses factor analysis to classify PANSS items into
5 dimensions and is intended to highlight distinct underlying processes in
schizophrenia4,5

• Here, we present a post hoc efficacy analysis of PANSS Marder 5-factor scores
of data pooled from the pivotal EMERGENT-2 and EMERGENT-3 trials
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aParticipants were allowed to take limited amounts of medication for anxiety, agitation, or insomnia on a PRN basis, per protocol. The allowed medication was used at similar rates across arms and should be considered when evaluating the magnitude of impact on depression/anxiety factor.
LS, least squares; mITT, modified intent-to-treat; PANSS, Positive and Negative Syndrome Scale; PRN, as needed; SEM, standard error of the mean.
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