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Table (T1): Full dataset characteristics. Evaluable studies (N=75) exhibited an overall success rate of 57.3%. No
* |n studies with active comparators, the active control was included as a separate studies were identified between 2021-2023.

treatment response.

Table (T2): Study success rates by date of study completion. Studies completed 1999-2006 had higher success
e (Categorical analyses of studies completed 1999-2006 vs. 2007-2020 and studies rates than those completed in 2007-2020 (65.1% vs. 46.9%).

falling in the lower vs. upper quartile of treatment response distribution were
conducted for drug and placebo response.

Figure (2A): Categorical placebo response (PR) by date of study completion. Studies completed 1999-2006

were significantly more likely to be in the lowest quartile of the PR distribution than studies completed 2007-
* Selected cut-off date (i.e., 2007) was based on the year of the most recent FDA 2020 (OR=4.39, 95%Cl=1.15 to 16.73, p=0.02).

approval for GAD (i.e., duloxetine).

Figure (2B): Categorical drug response by date of study completion. No differences were observed in drug
treatment response in studies completed 1999-2007 vs. 2007-2020, measured by quartile distribution and

1 Flow diagram describing study selection mean differences.
Records identified through Records identified through Records identified through
i ' ' |at fili . . . . .
e S e gy o Ny Studies completed 1999-2006 vs. 2007-2020 differed in sample size and patients/arm
* Inappropriate patient > NETREMEMTEEEEEs e vEiien (N=o) Measure N SMD [95% ClI] RMD [95% ClI] P-value
population (N=16) * Inappropriate patient population (N=41) . Duplicates (N=8)
* No proof of study * No proof of study execution (N=3) . . . ) ) ) )
execution (N=13) . Duplicates (N=13) Baseline score 58 | . - 0.01 [-0.55, 0.52] 0.02 [-0.94, 0.90] 0.966
) - - Drug response* 84 - 0.04[-0.40,0.48]  0.09[-0.89,1.07]  0.851
Initial screen Initial screen Initial screen
N=135 N=51 N=39
( ) ( ) ( ) Placebo response* 63 | . = 0.37 [-0.14, 0.87] 0.62 [-0.24, 1.48] 0.161
Drug:placebo difference* 88 —. -0.23 [-0.65, 0.20] -0.44 [-1.26, 0.38] 0.301
Duplicates removed
(N=129)
Sample size 82 | - 0.53 [0.11, 0.96 103.74 [21.4, 186.1] 0.016
* Not relevant (N=29)
[ rusabie or ho Fare (R=12) Number of arms 83 — 0.14 [-0.30, 0.58 0.14 [-0.30, 0.58] 0.531
 Duplicate data (N=5)
i Studies included | Patients/arm 82 — 0.47 [0.05, 0.90 27.31 [2.61, 52.01] 0.033
* 39 unique compounds ucies inciudedin
] —~ quantitative synthesis , : _
* 30,185 GAD patients (N=83) Treatment duration (mo) 83 | - 0.14 [-0.29, 0.58] 0.12 [-0.25, 0.49] 0.522
- Number of sites 60 = = = 0.45 [-0.05, 0.95] 9.26 [-1.09, 19.61] 0.085
STUDY ELIGIBILITY CRITERIA Number of patients/site 59 = = = -0.23 [-0.75, 0.28] -2.24 [-7.24, 2.76] 0.385
* Phase 2-3 randomized controlled trials sponsored by industry Number of countries 65 — 0.35[-0.14, 0.83] 1.23[-0.49, 2.95] 0.167
 Enrolls adults 18-65 years old with a confirmed GAD diagnosis
, , o . , , , * Change from baseline at -2.00 -1.00 0.00 1.00 200 |SMD Standardized mean difference;
Excludes patients with psychiatric comorbidities (Axis-I disorders in DSM-|V) endpoint Favors studies <= > Favors studies whereby % = 0 and SMD = n S.D. from X
* Primary endpoint is change from baseline in HAM-A 1999-2006 2007-2020 RMD Raw mean difference
e Study evaluates a pharmacological monotherapy in a parallel-group study design : ] :
Y P & Py P Sroup Y & 3B Studies with upper quartile placebo response show greater drug response but lower drug:placebo
* Treatment duration up to 6 months difference, with numerous significant differences in study design and conduct detected
e Study was completed between 1999 and 2023 Measure N SMD [95% Cl] RMD [95% ClI] P-value
* Sponsor-reported study outcomes (e.g., “positive”, “negative”, or “terminated” Baseline score 30 — - 0.55 [0.01, 1.09] 1.14 [-0.31, 2.59] 0.134
result)
. . o . o Drug response* 46 — 1.22 [0.85, 1.60] 2.94 [1.57, 4.31] <0.00001
» Study report discloses design parameters sufficient to determine eligibility (e.g.,
arms, treatment duration, study completion date, enrollment requirements) Drug:placebo difference* 46 S -0.58 [-0.98, -0.17]  -1.27 [-2.40, -0.14] 0.033
Study completion (year) 33 ! = = 0.35[-0.23, 0.93] 1.34 [-1.29, 3.97] 0.327
CONCLUSIONS
e Studies conducted between 1999 and the most recent FDA-approved GAD
o , .pp Sample size 33 ———— 1.11[0.57, 1.65]  250.25 [121.5,379.0] <0.001
medicine (2007) had an 18.2% higher success rate than studies conducted 2007
through 2020. This discrepancy is not associated with a significant difference in 7§ Number of arms 33 — 0.69 [0.13, 1.25] 0.73 [0.04, 1.42] 0.045
mean treatment response to active drug or placebo. However, marked 48l Number of patients/arm 33 — 0.76 [0.21,1.30]  41.15 [6.27, 76.03] 0.028
differences are observed between groups in terms of categorical distribution of O
> Treatment duration (mo) 33 | = = 0.42 [-0.13, 0.97] 0.26 [-0.16, 0.68] 0.233
placebo response. S
-1 . . .
. . . 2 ! = | 1.1 . 1. 27.23 [12.34, 42.12 001
* Studies with low placebo response generally recruited a smaller number of AN Number of sites ° 6(0.55, 1.76] 7.23 [12.34, 42.12] 0.00
patients from fewer sites and included fewer study arms than their Number of patients/site 26 i . = -0.49 [-1.06, 0.07]  -4.59 [-11.65, 2.48] 0.216
counterparts. Number of countries 29 = . = 0.53 [-0.16, 1.22] 2.1[-0.72, 4.92] 0.157
* These findings may have important implications in the design of future GAD
studies in terms of attempting to minimize placebo response by reducing the 2.00 -1.00 0.00 1.00 2.00
number of patients, study arms, and sites. Favors lower <—  T—>Favors upper
quartile PR quartile PR

Supported by funding from Engrail Therapeutics, Inc.

Figure (3A): Mean differences between studies completed 1999-2006 vs. 2007-2020. Studies completed 1999
The International Society for CNS Clinical Trials and Methodology -2006 enrolled significantly fewer patients (323.83 vs. 427.57) and patients per arm (114.46 vs. 155.61) than
October 5-7, 2023 — Autumn Conference studies completed 2007-2020, with nominal differences observed in number of sites (33.3 vs. 42.5).

m Figure (3B): Mean differences between studies with lower and upper quartile placebo response. Studies with
high (Q3) PR had significantly greater response to drug treatment (13.79 vs. 10.85) compared to studies with
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