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Figure 1. Trial design Table 2. Overall summary of safety and tolerability by period (safety population)

Pharmacokinetics

Figure 3. Duration and incidence of vomiting and nausea
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« The dual M,/M, preferring muscarinic receptor agonist xanomeline in combination with : Weeks 1-4  Weeks 5-8  Overall® Cohort 1 Cohort 2 34.5% and 43.4%, respectively, when taken with food compared with fasting (Table 4); in
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the peripherally restricted pan muscarinic antagonist trospium chloride was approved for (day 0) [ e(r(;?npty.s\fcvc?rﬁaéh)- erl()(witilvi,ci)%)s - Variable, n (%) (n=173) (n=154) (N=173) , : previous trials, maximum concentration and area under the curve were reduced 70%-75% and
the treatment of schizophrenia in adults by the U.S. Food and Drug Administration in 2024' [ End of trial and Continue dose from week 4 21 TEAE? 111 (64.2) 60 (39.0) 127 (73.4) )] tovses ausea 11 Mo . 85%-90%, respectively, when taken with a high-fat meal compared with a fasted state'
i i . A ‘omitin ! 24 Nausea !
- In the clinical development program, xanomeline/trospium (X/T) was administered as a primary endpoint . ?£5d;w73t(i)t:‘ti3 bor 21 serious TEAE 0 0 0 i e : N ' » No clinically significant differences were observed in xanomeline exposures under the same
twice da][y (BID) dos]'ng of X/T on an empty stomach (=1 hour before a meal or >2 hours X/T 125 mg/30 mg BID X/T 100 mgg/20 mgg BID) Safety 21 TEAE leading to discontinuation of trial medication 3(1.7) 3(1.9) 6 (3.5) 2: Nausea Nasea : 44 Vomiting | conditions
after a meal)’ Cohort 1 N=100 P——) | Follow-Up: >1 procholinergic TEAE 52 (30.1) 19 (12.3) 64 (37.0) 7+ vomitng : 4 .
N i : : . Screening Period? r-————em—m—_m—m———l P——C) Day 63 ST X 71 Nawea , - . Table 4. Dose-normalized PK parameter summary
+ In pharmacokinetic studies, dosing with food has been shown to reduce trospium Days -14 to -1 Week 9 21 anticholinergic TEAE 61 (35.3) 14 (9.1) 71 (41.0) 81 vomine | 5 Vomiting !
bioavailability, potentially impacting tolerability of X/T Xt 1C°g mgéz,g_';‘sg BID c X 10%'“3/?0 mg B"f( ) >1 AESI 1 (0.6) 0 1 (0.6) 94  tawea | 61 sl Trospium Xanomeline
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common peripheral treatment-emergent adverse events (TEAEs) due to xanomeline ] AESI, adverse event of special interest; TEAE, treatment-emergent adverse event. 12 Nausea | 8] Nousea I (Period 1; (Period 2; (Period 1; (Period 2;
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generally resolved with continued treatment,? suggesting that acclimation to xanomeline aMay include downtitration of prior antipsychotic as necessary. « The incidence of the most commonly occurring TEAEs decreased in period 2 (weeks 5-8) (Table 3) 3] e | 9- Vormiting PK Parameter Empty Stomach) ~ With food) | Empty Stomach)  With Food)
may occur BID, twice daily; X/T, xanomeline/trospium. L. . . . . X . . 14 Nausea : 10- i : .
- - . o o o - » The percentage of participants who experienced =1 anticholinergic or procholinergic TEAE did not 151 bl VN““g , Dose-normalized 940.7 596.3 390.1 362.6
« It is hypothesized that this acclimation may mitigate the reductions in trospium increase when X/T was taken with food (Figure 2) o] e | 101 ; g R oy oy oy oy
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) ) i ) Results Table 3. TEAEs reported in 25% of participants by period and intensity (safety population) = 171 Nausea L £ 11 | Netsea _
* Here, data are presented from a 2-cohort, 2-period trial assessing the safety and efficacy : . a 12 Yomire 2 5l Nawses : Dose-normalized 65.5% 91.5%
of X/'T' for 4 we(-:’ks. when t.aken on an empty stomach followed by 4 weeks of treatment Baseline demographics Vil)ee:k(:d1 14 Vt:;llfstZ-S '§ 13: Viln:u:f ! 2§ 131 Nausea : AUC0_12h, ratiob (90% Cl: 58.5%-73.3%) (90% Cl: 82.3%-101.8%)
administered within 30 minutes of a meal « The overall pooled safety population consisted of 173 participants (maximum dose 100 mg/20 mg, Preferred T (n=173) (n=154) overall = 20 Nausea : 4 .
=83; i dose 125 mg/30 =83) (Table 1 reterred term, : , vera 219 MNausea | 154 Vomiting | 1 Dose-normalized 170.2 92.5 63.3 57.1
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+ To examine the safety and efficacy of X/T after 4 weeks of BID treatment on an empty — Meanztstandard deviation PANSS total and CGI-S scores at baseline were 64.1+10.8 and 3.2+0.7, Dyspepsia 23 (13.3) 4(2.3) 0 27(15.6) | 7(4.5) 1(0.6) 0 8(5.2) | 35(20.2) 241 ! Neusea - 174 Vomiting I Dose-normalized 56.67% 88.0%
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« This trial was an inpatient, 2-cohort, multicenter, phase 4 trial (NCT06572449) that 102;\?:;;8; . 12??:;;3; . Dizziness 8 (4.6) 0 0 8(4.6) | 3(1.9) 0 0 3(1.9) | 12(6.9) 5] Voﬁ;usega 209 Moewe
included two 4-week periods of open-label treatment with X/T (Figure 1) Parameter (n=83) Abdominal 8 (4.6 0 0 8 (4.6 (0.6 0 0 (0.6 9 (5.2 M e - o | Yomie Conclusions
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Schizophrenia, stable Symptoms, a Positive and Negative Syndrome Scale (PANSS) Sex. n (%) GERD, gastroesophageal reflux disease; TEAE, treatment-emergent adverse event. Day Day * An 9pen'lab?l trial exam]n.ed X/T tOlerab]l]ty and efflcacy n adUltS W]th L
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consistent or tracked Asian 0 1(1.2) 1 (0.6) Period 1 (without food) Period 2 (with food) Figure 4. Efficacy measures: change from baseline to end of period 1 and period 2 were observed when switched to dosing with food
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Days 1-7 (week 1), cohorts 1 and 2: xanomeline/trospium chloride 50 mg/20 mg Ethmaty . < 12.712.0 c + Results suggest that administering X/T with food may be well tolerated with
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