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Supplementary Table 1. Intensity of the Most Common TEAEs®

X/T (n=340) Placebo (n=343)
TEAE, n (%) Moderate Severe Moderate Severe
Nausea 48 (14.1) 15 (4.4) 0 12 (3.5) 1(0.3) 0
Constipation 47 (13.8) 11 (3.2) 0 17 (5.0) 4(1.2) 0
Dyspepsia 38(11.2) 16 (4.7) 0 15 (4.4) 1(0.3) 0
Vomiting 31(9.1) 15 (4.4) 0 4(1.2) 2(0.6) 0
Headache 29 (8.5) 8(2.4) 0 28(8.2) 8(2.3) 0
Hypertension 18 (5.3) 11 (3.2) 0 5(1.5) 1(0.3) 0
Abdominal pain 14 (4.1) 6(1.8) 0 9(2.6) 2(0.6) 0
Somnolence 10 (2.9) 8(2.4) 0 12 (3.5) 3(0.9) 0
Dry mouth 12(3.5) 5(1.5) 0 5(1.5) 0 0
Tachycardia 13(3.8) 4(1.2) 0 7 (2.0) 1(0.3) 0

fTEAEs occurring in 25% of people in the xanomeline/trospium group.
TEAEs=treatment-emergent adverse events; X/T=xanomeline/trospium.



Supplementary Table 2. Subgroup Analysis of TEAEs

TEAESs reported at a difference of >5%

between X/T subgroups

Sex
Constipation

Female (n=86)

Incidence (%)

Male (n=254)

30.2 12.6
Nausea 27.9 15.4
Abdominal discomfort 7.0 1.6
Race Black (n=242) White (n=92)
Nausea 14.5 28.3
Vomiting 10.7 21.7
Constipation 19.0 10.9
Ethnicity Hispanic/Latino (n=50) Not Hispanic/Latino (n=288)
Constipation 26.0 15.6
Headache 16.0 9.7
BMI <30 kg/m?(n=199) 230 kg/m? (n=141)
Dyspepsia 12.1 19.9
Vomiting 16.6 9.2
Insomnia 5.5 0.7

BMI=body mass index; TEAEs=treatment-emergent adverse events; X/T, xanomeline/trospium.




Supplementary Figure 1. Daily TEAE Rates Over the 5-Week Treatment Period (Safety
Population)
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Day 1 is the first day of treatment administration.
AE=adverse event; TEAE=treatment-emergent adverse event; X/T=xanomeline/trospium.



Supplementary Figure 2. Onset and Duration of Commonly Reported TEAEs

A. Onset of TEAE
XIT
m Placebo

Nausea, _ 13, g | 82491

Constipation4,>1 w4 102:87

DyspePSIa' n=16 b——a— 9.1+9.9
V0m|t|ng‘n=6 ——a— 11.3+10.8
Dry mouth S

n=5 |—m— 4.4+4.0

Constipation -

1 1 1 I I

1 1 1
0 5 10 15 20 25 30 3
Days

Data show mean * standard deviation.

B. TEAE Duration
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TEAE=treatment-emergent adverse events; X/T=xanomeline/trospium.



Supplementary Figure 3. Mean Supine Blood Pressure
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Systolic and diastolic blood pressure measures recorded at 2 hours post dose (Cmax)-
BL=baseline; Cx=maximum concentration; SD=standard deviation; X/T=xanomeline/trospium.
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