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28 90] 189 192
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Day 3 Day 15 Day 45
*1=0.003;'0=0.007'p<0.001 vs placebo.
FIG. 20A
MADRS Total Score £10 and
80 & Placeho
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vg& 5@"
< 432
a3 40
S g 30+
=5 2307
2E 20
£
[ 1{}
0

Day 3 Day 15 Day 45
*0=0.010,p=0.014:'p=0.001 vs placebo.

FIG. 20B
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Percentage of

Percentage of

NNTS FOR RESPONGE AND REMISSION, DAY 15

HAMD-17 Measure NNT{95% Ci}
HAMD-17 Response 5(3,13)
HAMD-17 Remission 53,17}

Placebo n=73 at Day 15; Compound {1} n=74 at Day 15
- Single-digit NNTs for the outcome support the robustness of the observed
Compound {1) effect.
Compound {1} RATES OF RESPONSE AND REMISSION AT DAY 15
100% , L1 Placebo {n=73)

o 90% | B Compound (1) (n=74)
5 80% p=0.004
& 0%
5 60%
<€ 50% p=0.008
;g 40%
2 et 48%
o, 0% 23%
0%
’ HAMD-17 Response HAMD-17 Remission

FIG. 22A

NNTS FOR SUSTAINED RESPONSE AND REMISSION, FROM DAY 15
THROUGH DAY 48

HAMD-17 Measure NNT{85% Cl}
HAMD-17 Response 5(3,27}
HAMD-17 Remission 5(3,10)

Placebo n=70-71 at Day 15-45; Compound (1) n=75 at Day 15-45

- The NNTSs for susiained Response and Remission were similar fo those observed
at Day 15,

Compound (1): SUSTAINED RESPONSE AND REMISSION RATES
FROM DAY 15 THROUGH DAY 45

100% , [ Placebo (n=70-71)

g 90% | B8 Compound (1) {(n=75)
£ 80%
& 0%
..g §0% 93002(}
< 50%
& g p=0.001
B a0%
gl o -
0% 13%
HAMD-17 HAMD-17
Sustained Response Sustained Remission

Gl = confidence interval; HAMD-17 = 17-#em Hamilton Rating Scals for Depression;

NNTs

= numbers needed {o fresl.

FIG. 22B
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14-day Treatment Follow-up Period, Days 15-45

— Compound (1) (N=78}
— g Placebo (N=74)

~— ;
P

LSM HAMD-17A/S
Change From Baseline (+SE)

T
B i
#
’"? { 1 i { i t { i i i 1 i t i i
0 3 6 9 12 15 18 21 24 27 30 33 36 38 42 45
Time {Days)
*p:().QG?S;Tpmﬁ.m47;ip:0.0004;§p=0.€3204;#p:(3.ﬂﬁ?ﬁﬁ versus placebo.
FIG. 23A
14-day Treatment Follow-up Period, Days 15-45

—O- Compound {1} (N=78)
g Placebo (N=T74}

E)

D 1.0

LSM EPDS-3A

Change From Baseling

4.5 T

0 3 6 O 12 15 18 21 24 27 30 33 36 39 42 45
Time {Days}
*pzﬂ.fi}ﬁ’iS;sz&m?5;ip=0.ﬂ13?;§p=0.00m varsus placebo.

EPDS-3A = Edinburgh Postnatal Depression Anxiety Subscale; HAMD-17 A/S = 17-ilem
Hamilton Rating Scale for Depression - amdelyfsomatization; LS = least squarss; NNTs =
numbers needed fo treat; SE = standard error,

FIG. 23B
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HAM-A RESPONSE RATES:

POST-HOC ENDPOINT

100%

80%-

80%

40%

20%-

Patients Achieving Response
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PCT/US2022/026920

1 Compound (1) (N=76)
B Placebo (N=74)

5

FIG. 24A

0%

Time {Days)

15

21

45

*0=0.0016:Tp=0.0099:¥p=0.04231:8p=0.0153 versus placebo; p-values
compare adiusted rates from the models {nof the raw rates prasented
in the charts}, HAM-A Response defined as reduction of 250% from baseline.

HAM-A REMISSION RATES:

POST-HOC ENDPOINT

100%-

80%

80%

40%~

20%

Patients Achieving Response

1 Compound {1) (N=76)
& Placebo (N=74)

|+

FIG. 24B

0%

1
8

Time {Days)

15

21

{

45

*p:®,€)334€3;Tp=G.GZ$4;ip:i)‘ﬂm9;§p=0,{383€3 vs placebo; pvalues
compare adjusted rates from the models (not the raw rates presenied
int the charts), HAM-A Remission defined as tolal score <7,



28/45
WO 2022/232504 PCT/US2022/026920

HAMD-17 A/S RESPONSE RATES:
POST-HOC ENDPOINT

100% 1 Compound (1) (N=78)
B Placebo (N=74)
80%-
* T 3

80% B

40%-
FIG. 24C

20%-

Patients Achieving Response

0%

5 21 45
Time {Days)

*p:(}i){)%;?9:0.6285;%:@.0137’ versus placeln; p-values compars adjusted
rates from the models (not the raw rates presented in the charts); HAMD-17A/S
Response defined as reduction of 250% from baseline.

HAM-A = Hamilton Depression Raling Scale - Armdsty; HAMD-17 = 17-item Hamilion
Rating Scale for Depression; MADRS = Montgomery - Asberg Depression Rating Scale;
PPRD = postpartum depression.
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LS MEAN PHQ-8 CHANGE FROM BASELINE: SIGNIFICANT PHQ-8 REDUCTION
SFAVORING COMPOUND (1) COMPARED WITH PLACEBO AT DAY 45

14-day Treatment Foliow-up Period, Days 15-45

~8— Placebo (N=74)
~o—Compound (1) {N=76)

1L.S MEAN PHQ-S
CHANGE FROM BASELINE

'14 { i { t i i i t H t i t i l

0 3 6 9 12 15 18 21 24 27 30 33 36 38 42 45
Time (Days)

*n=0.003 vs placebo based on LS mean treatment differences from the MMRM.

Error bars represent standard errors for Compound (1) or placebo LS mean change from baseline.

FiG. 26A

PHQ-9 ABSCLUTE TOTAL SCORE AND CHANGE FROM BASELINE MODERATELY
CORRELATED WITH HAM-D AT DAY 45 IN THE POOLED POPULATION

(-

£
g

I
<

HAM-D TOTAL SCORE
i

HAM-D TOTAL SCORE
CHANGE FROM BASELINE
]
<2

0 5 10 15 20 25 30 20 10 0 10
PHGQ-0 ABSOLUTE TOTAL SCORE PHQ-8 CHANGE FROM BASELINE SCORE

HAMD-17 = 17-item Hamilton Rating Scale for Depression; LS = leas! squares; PHO-8 = S-item

Patient Health Questionnaire.
FiG. 268
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[ Compound {1) (N=73-74) BPlacebo (N=69-73)

EPDS TOTAL SCORE <7

)

{
P
S

80+
80~
70
ﬁ@“’ %
50~ 50.7
40+
30
20+
10+

297

a7

Patients Achieving Remission

Day 15 Day 45
*0=0.0005, p-vaiues compare adjusted rates
from the models {not the raw rales presented
in the charts)

EPDS TOTAL SCORE <13

%)

(

i

=
i

80+
801 78.7"
70+ 835"
60+ ]
50~
40+
30
20+
10~

Patienis Achieving Remission

Day 15 Day 45

*0=0.0405,"p=0.0140, p-values compare
adjusted rates from the modsls {not the raw
rates presented in the charts)

EPDS TOTAL SCORE <10

== 100-
90
80
70+ 83.0"
60 )
50
40+ 32 356
30
20
10~

Patlients Achieving Remission

Day 15 Day 45

*0=0.0026, p-values compare adjusted rates
from the models {not the raw rales presented
in the charts)

NNTS FOR EPDS REMISSION, DAY 45
EPDS Remission Definition NNT (85% CI)

EPDS total score <7 4{3,8)
EPDS iotal score <10 4{3,12)
EPDS total score <13 5(3,17)

Placebo: n=69 at Day 45; Compound (1): n=73 at Day 45

- A signfficantly higher proportion of Compound {1)-reated
patients achieved EPDS remission at Day 45 vs
placeho for all three remission definiions {<7: 51% vs
22%, p=0.0005, NNT=4; <10: 63% vs 38%, p=0.00286,
NNT=4; <13 77% vs B5%, p=0.0140, NNT=5}

- At Day 15, no significant differences vs placsbo were
obsarved for the EPDS<Y and <10 remission
definitions, but significance was observed for the lsast
strict EPDS remission definition <13 (84% vs 45%, p=0.04
05, NNT=8)

- Single-digit NNTs for all EPDS remission definitions at
Day 45 support the robustness of the observed
Compound (1) effect.

Gl = confidence interval: NNT = number nesded to freat.

FIG. 27
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ABSOLUTE TOTAL SCORE CHANGE FROM BASELINE SCORE
40+
@
330+
8
K29
~
o)
% 10~
e
Q R - T - ¥ { “3(} - - E: K i - i L
0 10 20 30 -30 ~20) -10 g 10

- HAMD-17 and EPDS fotal scores were
significanily and sirongly (20.7) comrelaled
at Day 45 (r=0.72, R%=0.52, p<0.001)

ERDS Tolal Score

EPDS Total Score CFB

~ HAMD-17 and EPDS total score CFB wera
significantly and moderately (0.5-0.7) correlaled
at Day 45 (r=0.58, R%=0.34, p<0.001}

PEARSON CORRELATIONS FROM HAMD-17

AND EPDS SCORES BY VISIT
Absolute Total Scors
Visit Day {N} Correlation (85% CFF}  p-value
3{144) (.38(0.23, 0.51) <0001
8(149) 0.56{0.44, 0.66) <0001
15(147) 0.70(0.81, 0.78) <0001
21{147) 0.72(0.62, 0.79) <0001
45(142} 0.72(0.63, 0.79) <0001
CFB Score

Visit Day (N} Correlation (85% CF}  p-value
3{144) 0.41{0.26, 0.54} <001
B8(148) 0.53(0.41, 0.64) <0001
18(147) 0.83(0.52, 0.72) <0001
21{147) 0.66(0.56, 0.74} <0001
45(142) 0.68(0.46, 0.68) <0001

* Confidence Inferval,

- Absolute and CFB in HAMD-17 and EPDS totsl
scores were significantly correlated throughout
the study periad {p<0.0001 for all measured time

points).

Cl = confidence interval; CFB = change from baseline; EPDS = Edinburgh Postnatal Depression Scale;
HAMD-17 = 17-item Hamilton Rating Scale for Depression

FIG. 28
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r

Dose selection phase

Number of participants randomized
« Compound (1) 90 mg, n=6
+ Compound {1) 80 mg, n=6
= Compound (1) 60 mg, n=7
» Pooled placebo, n=6

¥

Does selection safety set
« Compound (1) 80 mg, n=6
» Compound (1) 80 mg, n=6
» Compound {1) 60 mg, n=6
» Pooled placebo, n=6

Participanis who withdrew from
the dose selection phase
Lost to follow-up il

» Compound (1) 80 mg, n=1 (16.7%)

¥

Participants who completed the dose selection phase
» Compound {1) 80 mg, n=6 (100%)
» Compound {1) 80 mg, n=6 (100%}
» Compound {1) 60 mg, n=5 (83.3%)
+ Pooled placebo, n=6 {100%)

FIG. 31A
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r

Treatment phase

Participants randomized, n=162

¥

Qualification safety set, n=162 (100%)

PCT/US2022/026920

gt Prematurely withdrew from the qualification phase, n=0

¥

Completed qualification phase, n=162 (100%)

L

Did not qualify for treatment phase®, n=78 {(48.1%)

* Emax in response to alprazolam 2 mg was not 285
and greater than placebo, n=64 (38.5%)

» Placebo response was not between 40 and 80,
n=51 (31.5%)

« Did not demonsirate acceptable overall responses fo
alprazolam and placebo, n=54 (33.3%)

« Unable to tolerale alprazolam 2 mg, n=4 {2.5%)

« Ganeral behavior, n=1 {0.8%)

Qualified for treatment phase, n=84 {51.9%)}

¥

Treatment randomized sef, n=75

¥

Treatment safely sef, n=75 (100%)

¥

Participants who prematurely withdrew, n=15 {20.0%)
« Adverse event, n=4 {5.3%)

» Physician decision, n=1 {1.3%)

» Noncompliance with protocol, n=1 {1.3%)

« Withdrawal by participant, n=8 {12.0%}

Completer set, n=80 (80.0%)
Modified completer set, n=60 (80.0%)
PK set, n=71 (84.7%)

*Participants may have been excluded for failure to meet more than 1 qualification criterion.

FIG. 31B
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