WO 2023/114097 PCT/US2022/052368

139

Psilocybin

C']QH*E?NQO-&P
Exact Mass: 284.09

Mol. Wt.: 284.25

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

2139

Position [°2Theta] (Copper (Cu))

[ ]
[ A
fan]
=i
o
e
&‘ig
o | ,
\ 2 =
(%]
¢ =8 S
[
L. o

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

o
—
=
&
N
S
a
£
f X
o
()
~T
<
o]
aQx
L2
}__.
(]
-
<
£
B=
peal
<>
[T
=g .
£
L
<D
fs e
= L
d
<
(& L
L2
el
I L]
<2 <2 Lo ]
<2 <2
<2 <2
¥ N

FIG. 2B
Counts

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

4/39

30

0
Position ["2Theta] (Copper (Cu))

10

JCCA2160-F-TM2-C5

FIG. 2C
0
500

Counts

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368
5/39

WO 2023/114097

¥
0T
B iEs p

ac 'oid



WO 2023/114097 PCT/US2022/052368

jc}
o
- - —
———
=
—2 L ©
Sexann”
Soen
= 2
- o
=)
[=)
--c_.ﬁ.7 i £
=
Lo ]
VVVVV NE
£
- b
(]
[
B =
2
=
- %)
<
(a1
[
Y
S L.
o
=
o -
2
ok
{ | <3
I o
<>
O;
3
=
253 . -
m;
e -
mi
f -
O
w3
x . =
N
<L
(] o
(]
=
I I I
<> < <> <>
<> <2 <>
< [ &>
(3¢ [3Y] ~=

FIG. 2k
Counts

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

7139

8 NYILLYD NOLLOS -2 L-4-081 29000 LY NEZLLY D TI0CIN -4-0812¥D00 S8V Hd QXA -dOL- 9v980
{(no) seddog) [eleyz,] uomsod

§0-CNL-4-0918Y000

<2

N T

0
AR EITANN) 0

SY-3-9¥080F oot

' SHNoN

4¢ Ol

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097

FIG. 3A

8/38

s e (BU) JUBIOA

PCT/US2022/052368

4023

350

=

22371°C
731233 g N

-

i

Peak
Area = 124310 md

Delia H

|

213.92°C

Onseat
161.35°C
25,;5268 i

AN

&3 N N

SUBSTITUTE SHEET (RULE 26)

21+

Temperature (°C)



PCT/US2022/052368

WO 2023/114097

9/38

(n,) eimeseduws |

oL 058 008 052 002 06} 004 05 0F,00
\ 07
28
78 B 2120 L = H 2180 T+
bir 7220°98 = H BY8Q (U 0779 = BaIY
98- P EEOG0) = By 0, 6715} = 19500
88 w 0. 89912 = SUO o
mm_@m- ) ‘ { g
== | . . 2000} =88 S
=% / e 0 2909} = ¥eed -
xf 4 =
.Wm; _./ im
67
95 - 3 _
| %, ghe 00 %7610 = A B8]
86 2.00012 \, 9
004+ T~ L
201 7" mwm
3, 16677 = Yeod
g€ 9l

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

10/39

{n.) simeiadis |

L1867 057 007 05} 00} 05 e
. _ ﬂ : : _ 519}
L 06]
561
00z 2
502
01z &
| 517 W
70,5001z = BS10 2
‘ 472
B 5661 = H ey 06z M
Fii gig'19 = Baly _
AW P71 | = JuDiaH ¥ead 9t
3, £6°622 = Eed 6997
J¢ 94

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

11/39

WO 2023/114097

{n.) sinpiadws )
L'Z0¥ 068 008 057 007 051 00} 05 1oz
mm@ i 1 i i 1 H 1 i mw.mww\
. 02
e

™ 22
0, 82°917 = 18SU0 0, 9880} = 19SUO ._
G/ . \ i %
- . - 1y, 8096 = 1aSU =
g - ~ =B o0g0s = e B 266528 = H E4R AR P
= / P 07 19 = BalY L 0yL 8y = Baly z
= MW 2029 = Do Yead AAW 9895} = 1DieH Yesd =
= gp4 T 0, 81827 = ¥eed 0. 00°6}} = Yeed EE=
§ \%,
06- -0¢ =

1 N\N%,@ =ABRa .

56 - Bp 1872981 = H 818G e

Ml 950'207 = BAlY

00iH ML 966101 = 1BIaH Yesd et Lgp

ae oid

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

- e (%) % wibiam =
=S u f] g 3 3d S
< & 5 o < ™ PR
tod 1 3 3 i : R =
e
‘/ ) ~3
if; |
<
b o
&
=
b €5
&2
P
e
_ %
——
cﬁ =5 s
E S
)
&2 Ty S
ST S g
INEIER N 2
N, 80 &y =
N1 Bz = &
W .ER - R
55 % TR
(s s s "
S o 5O
08w gy ]
B @S D
Q.0 <0 ..‘“'d/
= V
‘M«__
/ <
) v
/ )
1 B?
X
3 o
j g
i @
g i
i o
L &S
= -
@
)
=2
=
wy
o
3
<3
: o
v ™ >
Lil =
&=
HE R
£ &3
M [ T T T T T ¥ ¢ ! - ! 5
oo B T - S Py S Y . e T D v~ R LY
W SN N N NN N f3 o N S &
coeoeen = N
e e (AU 1) ODUZIMNO]S 1B N

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

13/39

Jayem Ul
uolesieishioal
jucHeJqiINbS

uoneusBoipiy ¢ abejs
W0y pejeieusn)

Y 8IeAj0S

LOREINIBL JUBAIS

VV.

g uRned .

{07L1) Yesn

1oy Ui
uonesipIsAios:
juohesglinbg

i Y BYRIPAH

uonesyelshioss
shosnby

Y Used

OroeA Ll

/" / erouwsiuenos (z

ooy e Bukig {1

v Old

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097

| DEUTERIUM OXIDE |

k"
™~

ARTSS

FIG. 5

£

T LT
QO L CNON

SRR NG

s T

[splaplepiepilasiae]

062y~

Cof S O G
IS dede]
At

P P i

PCT/US2022/052368
14/3%
<
[
- <0093
= (73 Py
6024 &
o
&
v N
-
=
J &3
© 8
&
@
s
w
— %
N () Zg
V'
o
[e )

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

ART55

15/39
-
- {9
91£'7e ~ - S8t
TES
=
5\ 8seer— 5
£ N pogep - =3
979'65 — " 3 =
- E =
&=
bt o 2
»
A 8
==
- 2
SZ9'80L ~, . o @
876801 + 7 =
285°601 - .
BLO'6LL £ -8
560011 ¥ p—
062'€21 4 =
Gl8vzL E-
808661 = s ———————— : %"
808 'Sy — - S
3
= O
-
O
O
™

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

16/39

1402 £} Rieniga fepliz a1eq veky Aq uigfoojsq

GGLHY e

uonduassn

LU
05y oot g_m L ﬁom 006¢

000¢ 00se 000y

L4 i i

: w t- s
W;mm
- (9
- 49
- 0L
-1
- (08
- 98
- (16

{6
96

ydein Wnioaog
L Old

L%

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368
17/39
= "
b
e
e L
L
=
«©w
< L
i
w3 !
= o
; VVVVVV [ -
e
oo o
- .
B e
7 T 1 L Tt t :
% w3 <3 Ty’ e a3 o
— o <« U 3 D <3
> o o L) < fan] L]
oo
O
L.
SUBSTITUTE SHEET (RULE 26)

miz

1000

800

600

400

200



PCT/US2022/052368

WO 2023/114097

18/38

syuedppied 61 W

1SS+ wigAnopsd Swigy

SNOTURHYNLIG

B
L4 E
. (1A ‘qTA)
M : SHSIA Aj33pA
® ;
¢ §
uoissagy |
(LA'S03) {9n) {SA) {7A) Mw\mﬁgm %, o {za) {eTA) {TA)
€ I3 M 7 439 1429/ 7 Aeg g Eiawaseg i1-Q Suiusaig | Buussing
=
@
(ewoem  zwoom 1 %08 z Aeg theq) ¢ C spamez ) ( omenen )

6 Old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

19/38

m {61=u) pagojdwor w

B

dn-mojod

{p=u)
MSS+ BWIST 09E4WOD
UGS mﬁﬁwﬁﬁ.msﬁmm

£

gh.

(g1=U)
MSS+ BUIST 094N 0D
UOISS8S [BNPIAIDU]

m (6 1=U) psjjosug

0l ©id

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

20/38

{61=U) pajsjduiod

ﬁ dn-moo-4 w

2

1SS + Buigy uighdopsd

)
2

(1 =u) weidoeun

{L=U) sunsxoied

{(Z=U) BUOPOZBIA

g
J

{o=U) sunaxon|4

{61=U) pajjosuly

(g=U)} BUlBILBS

{o=u} weidojenosy

L Old

SUBSTITUTE SHEET (RULE 26)



FIG. 12A

WO 2023/114097

PCT/US2022/052368
21/39
o
a 5
<! ¥ b
A =
N
N
N
N
N
§ ~
\ = .
X @ Pt~
= .
Y
\ s
\ P
1Y -
\ )
X
\ B
N
N

Week 1
g COMP360 25mg +S5RI
=19}

Baseline mean {8D}: COMP360 25mg +S5R1 (N

\ !
D
S )
g e
=
\\\\\\\\\\‘
o
S
s
S
S
=
o
Sl
S
S
=
S
o
Qs
™ W
S
S
S ot
S
s ey
o e
S
R <l
WY

oo ) W e O N ot w0 O
= SR oo N A

34005 B103 SHAYIA Ul BUlaseq woy a8uByD ueay

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097

PCT/US2022/052368
(0]
Qq -~
LD Q2
ﬁ =
L] F:
: ™
SN :
\ : :
N m I\
N : H
} + m
N
A % |
Ly 5:?
Lol L3 .
Y - %
A E :
{ § :
m | e
3 O |
\ - :
| N
| N
< N
\\\\\\\\‘ o : %g
\\\\\\\\\\\“\ Q
= S |
\\\\\\\\\\\\ | ;w;
r\: = o _g i%
of ;‘.:\;_}\\\\ | W
wy
28] | m
) A
@®
od ) ) I | | | m
g oy oy . N | eg
: 24005 (10} SUQVIN UBIW 2
aenns m

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

23/38

T83M

z Aeg

€ 422/

01

0¢

0t

Ov

0%

sispuodsal %

09

0L

08

JUNBSRY WoJ) 21005 [BI0] SHAYIA Ul 95824000 %4062 [iapuodsay

06

001

el Old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

24/38

MSSHEW 57 D9EJNOD

£ 333 M @ EEN T 933,
0
0T
0z
0€
oy R
ANAY o
0s 32
€ }2am o B
1B SIDYIWBI OS] 249M v
£ y2aMm Je papuodsal 0L
oym syuedpnied g syl 08
06
00t

vl Old

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

25138

i -
Week 3

N
,;//

“
/’//1,,”,
= oz
2
i, //////////////’
&= N il

Week 1
i COMP360 25mg+S5RI
4.3 {0.99)

18)

$
$
N
&
N o~
$
S o
= [en]
=
o
-
o
o
S
S
\\\\““\\\\
=
&
s
s <53
o =
- o=
ab
“
[5%3
o0
o o~d <t O o i od <t (L] 2]
<o <3 [ab] < i - ot Ll
L) H ] L) ? ¥ 1) i

34035 §-{07) Ul SUIPSEY WL SBUBYD UBIN

Baseline mean {SD): COMP360 25mg +SSRI {n

FIG. 15A

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

26/38

{66°0) £F = (6T=U) 4SS+ FWST 09S4NQD H{as) uesw aulsseg

USS+AWSZ 09EJNOD =
£ 299 ¢ A9 123 z Aeg auaseg

¢

i “ W N
Y i
WY i
oo pr
Y
P s
it
W it

¢

% 1€

£E

g

LE

21005 §-{07) UBDIA

6E

iy

3

=y

5y

a4l Old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

27138

€99

1HSS+BW §7 09E4NOD T

{fP9M

139/

7 heg

0

01

0¢

0t

Oy

0g

sispuodsal 9

09

0L

08

06

L AIBIUBUS SUIBRIOY,, 7 4O LI I8 18 10U ‘jewiioy,, T pasols siuedipnied ”&wﬁmo%wm_

007

9l 9Old

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097 PCT/US2022/052368

3
\\\ :
\ N
-
\ |3
s =
ot
W
¢l
+
oty
E
wny
e o
= 9
S 5
= o
=
o
LJ
N
~
e %\
\\\\\\\\\\\\\\\\\\\\ P
\\\\\\\\\\\\\\\\
\\\\\\\‘\\\\\\\\\\\‘

\\\\\\\\\\\\\\\\\\\\ |
\\\‘\\\\\\\\ NE
e E

3

138

o0
< vt N | | m |

BJ0D5 [B101 £-(VD Ul Sulaseq wiol) sBusyd uea

FIG. 17A

SUBSTITUTE SHEET (RULE 26)

Baseline mean (SD): COMP360 25mg+5SRI (N=19) = 12.9 {5.94)




WO 2023/114097 PCT/US2022/052368

o
K
\ &
\\ =
\
\
AN
\\ ey
o~ <t
\ i o
R % - m
m oo
= E |5
4 ©od
o -
& i
4 @
- v
e 8 i
% S =
= = %
] 03
(9] -+
N [o1¥]
¢ £
N [
o~ o
B S o
o s b
o $
= = e o
i S fa
\\\\\“\‘\\\‘ g
& O
= [
- o
= ~ g o
e T 2
o =
[ 4] &8
feX]
£
&
<¥ [ag] od L} < o [€e] o~ e ot
P i =i i uax o
[
21005 RI0I/-(I¥D UBBN 4
Fn]

FIG. 178

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

30/39

{(92°01) €77 = (6T=N) 14SS+BUWSZ 09EdINOD

{gs) uesw sulesey

1HSS+BUISZ O9EdINQD i

7 Aeq auaseq

25
22
2
ety
Y
iy,
Vi,
Yy
Y
i
2
ity

57

%
==
Yty
Yty
sy
ey
=<
s
2
iy,
7
it

“w

114

5¢

[HSS+3UWST Q9EJINOD i

7 Aeq aulaseq

0t

YU

2

i,

\\\\\
“;
2,
%,
\\\\\
Yy,
%

21005 1394y
SAeEaN SYNvYd ueaiy

Whoa s3ueyd ueapy

31075 1334y SARRdaN
SYNYd Ul sugaseq

V8l Old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

31/39

(Z2°L) €61 = {6T=N) 14SS+BWSZ 09E4INOD

:{gs) uesw ausseg

IYSS+EWGZ DIEJNQD wim

¢ Aeg auljaseq
Gt
¢
Y
\\\\\\\\\\\\\\\
e 52
n\\\\\\\\\\\\\\\
0t
IMSS+HBLUST OGS dINGD i
Z Aeg sulaseq
A
o ,
7
7 )
Z
e ~ o
7
o

A .

01

<
)
2
o
-3
7R
52
2
23
T g
ok
Z
o
-
g o =
vo¥ ow
I
o5
B =5 o
=% 5
o B
&
PR R
o =
3 -5
OWM
>
®

0
oo
g
O

|

SUBSTITUTE SHEET (RULE 26)



WO 2023/114097

PCT/US2022/052368

32/39

UOLBZI|BINIONIISSY
|ensiA

uoLRIOSSIC) 083 snopuy

s

o
\\\\\\\\\\\\\\“\\\\\\
\}\:\

=
SRR

B

R

$S3USSI|PUNOY JIUEDIN

IHSS+HBUIST OOEINGDTD mmmmms

suopeloy Aloupny

33UBHBIA JO USLONPaY

6L Ol

SUBSTITUTE SHEET (RULE 26)



\\
(4}
20
23
/1
14
09
7

PCTIUS
20
22
/0
52
36
8

3
3139

N
\ <
W
N\ =
-
\ -
| ~
§ e wy
\s gl} e
§
§ %’ L
\ 9
i
R
7 © X
- o =y
N ) -
§$ = w3 {
\\\\* @ ~+ é
o \\\\\\\ \\\\‘“\\\ & § E E
\\\\\\\\x\‘“\\\\\‘\\\ \\\*“\\‘\\\\\“\\\\ \\\\\“\\\“\\\\s\\\\\\ o & \\\\\\\\\\\ \\\\\\“\\\\\\\\\ \\\\\\“\\\\\\\\\\“\\ m &
w3
e
s +
o~d o
o &
> e
[ =
fan C} ©~d
o 2
z
&
\ =
oy Q
. s
&
fun) o
a
oot
o
&8
2 2
bt
3 £
=
b
35
=]

310
38
S je1o
19
1-
Us
<q
te;

Ui sule
fose
qu

X
403
ue

YU
B
A

Fg<3~;20
A

Su
BS
TI
TU
TE
SHEET
(R
uL
E
26
)



WO 2023/114097

FIG. 208

&
S
&
aF

PCT/US2022/052368

34/39

Week 3

//
e

Week 2

1////////////////-///
2

i
At 11111

e
ot

o
S
S
o
S
o

iy <t o od
i et i o Lo i

21005 {£10} 9T-HS-SQIDUERN

SUBSTITUTE SHEET (RULE 26)

o
Y
2 U
N <]
N
N
$ =
N
N
N
§
N
N
S
R
§
N
&
&
$
§
N o~
$
o o
S o
O
S
S
o
o
S
o
&
S
o
S
&
=
& =
o .
& T
&
& fn
O
S
o
\\\\
S
&
P
o

-~ COMP360 25mg+55Ri

r

19} = 16.5 (5.04)

Baseline mean (5D}): COMP360 25mg+SSRI (N




PCT/US2022/052368

WO 2023/114097

35/39

(6YE0) 250 = {6T=N} 14SS+3UWST 09E4INOD {as) uesw auyaseg

PUSS+EWST 09EANOD i

£ 423, 7488, RCEI aufjaseg
5 I
\\\ o
\\ 3]
\\ o
7 e
\\\ b
/ g
y 00 3
\\ ]
7 iy
\\ =
\\\ o
7 3
y 10 g
7 n
7 o
Vi =
J »
/ i
— y sto 3
i “, 7 j ]
\\\\\\ Y, \\ §
k\\\\\\\\ “ 7 [8;]
& “, / o
. \\\\\\e\ N@ q_.u_aw!
% ]
e
@
w
e
ETA VI

vic 9ld

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

36/39

(6YE°0) 25°0 = (6T=N} 14SS+BUWSZ 09EdINDD {(as) uesw auyaseg

JHSS+AUWGT QAEAINDD e

£ I ¢ 429 PR EEHT auifaseq
S0
/
7
/ 550
7
/ Z
7 D
7 W
\\ s
\\\ m
7 g0 R
7 i
7 o
\\ ¥
\\ (98
7 .
7 Fonia
7 990 m,
7 -
. 7
\\\\\%\.\\\\\\ \\\ n
7 “ 7 ©
7 7 Q
\\\\\\\ o, \\ b
a2 e, 7 . m
y Ay
\\\\\\\\\ \\
G40

did old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

37139

(ST L1106y = (BT=N) 1MSS+IWST 0984N0D « {(s) uesw aulaseg

IYSSH+IWGT DOEGINDD =om

£ 339/ 7033/ PREEETN o
; 0
J
/
/
) =
\ a
7 m W
) e
\\\ =
\\ j$3]
\\\ @
\\ 2]
7 i :
\ -
\\\ o]
\ 3
o \\\ G..
\\\\\\\\\\\\\\\\\\\\ \\ w
% \\\\\\\\\\\ \\ m. ,M m.mws
\\\\\\s\\\\\\\‘..\o \ m .
\@S\&\\\\\\ \\\ a
tr, g :
\\\\\\\\\\ \\\ u
\\\\\\\\\\\\\ \\ :
S ) hu..u
] A
>
(%
¢

VZe Old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

38/39

(ST LT} 067 = (6T=N) 14SS+BUWSTZ 09EdINOD H{(s) ueswauljasey

IHSS+IWST Q9EdNOD o
£ A9 AP 1ye8Mm suiaseg

oy

14

0%

55

0o

N
\\\\
34095 [RIOISYA-DIUBIW

59

2,
w

G4

dé¢ old

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/052368

WO 2023/114097

39/39

£ 499M

1MSS+8U 57 D9E4INGD |

[ G 139/ 7 AeQy

0

01

0¢

0t

oy

0g

09

874

08

06

Jrenoadu yonw, Jo  paacadul yonuw Aisa, Jayns paiods syuedinied

spuodsay

g0t

¢ Old

SUBSTITUTE SHEET (RULE 26)



