IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of:  Cybin IRL Ltd Confirmation No.: 1266
Serial No.: 18/730,423 Group No.:
Filing or 371(c) Date: July 19, 2024 Examiner:

Entitled: PHENETHYLAMINE DERIVATIVES, COMPOSITIONS, AND METHODS OF USE

THIRD-PARTY PRE-ISSUANCE SUBMISSION

Examiner:

The following documents, which are also identified in the Form PTO/SB/429 filed herewith, are
submitted for your consideration as being of potential relevance to the examination of the present
application.

1. Int’l Pat. App. Pub. No. W0O/2020/181194 “Compositions and methods of use comprising
substances with neural plasticity actions administered at non-psychedelic/psychotomimetic
dosages and formulations” (Published September 10, 2020)

2. Int’l Pat. App. Pub. No. WO/2017/129061 “Application of substituted cinnamamide derivatives
in preparation of anti-anxiety medications” (Published August 3, 2017)



Attached hereto is a claim chart providing a concise description of the relevance of each reference in the
document list to the elements of the presently pending claims.

U.S.S.N. 18/730,423

Pending Claims

References

1.A compound having a
structure of Formula

(1):
|a‘|v)%;<<i\__{_

or a pharmaceutically
acceptable salt, solvate,
stereoisomer, or
prodrug thereof,
wherein:

X1 and X2 are
independently
hydrogen, deuterium, or
a substituted or
unsubstituted C1-C6
alkyl;

Y1 and Y2 are
independently
hydrogen, deuterium, or
a substituted or
unsubstituted C1-C6
alkyl;

R2 and R3 are
independently
hydrogen, deuterium,
halogen, a substituted
or unsubstituted C1-C6
alkyl, —ORa, or —
SRa;

R4 and R5 are
independently
hydrogen, deuterium,
halogen, a substituted
or unsubstituted C1-C6
alkyl, —ORa, —SRa,
or —SeRa; or R4 and
RS together with the
atoms attached thereto
are optionally joined to
form a heterocycloalkyl
or heteroaryl,;

1. Int’1 Pat. App. Pub. No. W0/2020/181194 “Compositions and methods of
use comprising substances with neural plasticity actions administered at
non-psychedelic/psychotomimetic dosages and formulations” (Published
September 10, 2020)

From Claim 2: A compound comprising a structural analogue to 2,5-
Dimethoxy-4- iodoamphetamine, according to formula II:

Rsw

1 N
A N3
Rg \I/ Rz
R3
O.
Ry
wherein

A is C1-C6 alkylene...

R1 and R2 are, independently, hydrogen, deuterium, C1-C6 alkyl, C2-
C8 alkenyl, C2-C8 alkynyl, C3-C8 cycloalkyl...aryl or heterocyclyl,
optionally substituted at one or more positions by deuterium...

R3 is hydrogen, deuterium, C1-C6 alkyl... optionally substituted at one
or more positions by deuterium...

R4 and RS are, independently, hydrogen, C1-C6 alkyl, C2-C8 alkenyl,
C2-C8 alkynyl, C3-C8 cycloalkyl...

R6 represents 1-3 substituents selected from the group consisting of
hydrogen, deuterium, halogen, C1-C6 alkyl, C2-C8 alkenyl, C2-C8
alkynyl, C3-C8 cycloalkyl... optionally substituted at one or more
positions...

2. Int’1 Pat. App. Pub. No. WO/2017/129061 “Application of substituted
cinnamamide derivatives in preparation of anti-anxiety medications”
(Published August 3, 2017)

From Claim 3: ...a compound of the formula (I) or a pharmaceutically
acceptable salt thereof:

(D
In the formula:
R1is -H, -OH, -F, -Cl, -Br, -1, -OCH3.... -CH3 , -CH3CH2 , -CF3CH2...




R6 is hydrogen, a
substituted or
unsubstituted C1-C6
alkyl, a substituted or
unsubstituted alkenyl, a
substituted or
unsubstituted alkynyl, a
substituted or
unsubstituted
cycloalkyl, a
substituted or
unsubstituted
heterocycloalkyl, a
substituted or
unsubstituted aryl, or a
substituted or
unsubstituted
heteroaryl;

R7 is a substituted C1-
C6 alkyl, a substituted
or unsubstituted
alkenyl, a substituted or
unsubstituted alkynl, a
substituted or
unsubstituted
cycloalkyl, a
substituted or
unsubstituted
heterocycloalkyl, a
substituted or
unsubstituted aryl, or a
substituted or
unsubstituted
heteroaryl;

or alternatively R6 and
R7 together with the
nitrogen atom attached
thereto are optionally
joined to form a
substituted or
unsubstituted
heterocycloalkyl;

each Ra is
independently
hydrogen, deuterium, a
substituted or
unsubstituted C1-C6
alkyl, a substituted or
unsubstituted alkenyl, a

R2 is H, a C1 -C10 linear hydrocarbon group, a C3 -C10 branched
hydrocarbon group, a C3 -C10 cycloalkyl group...

R3 or R4 are each independently H, OH, ORS , F, Cl, Br, I, C1 -C10
linear hydrocarbon group, C3 -C10 branched hydrocarbon group, CF3,
CHF2...

Or, R3 is bonded to R4 to form -OCH20-...

Wherein RS is a C1-C10 linear hydrocarbon group, a C3 -C10
branched hydrocarbon group...

nis 1...

X is...H...

Y is N or NR6...

R6 is H, a C1-C10 linear hydrocarbon, a C3-C10 branched
hydrocarbon, a C3-C10 cyclic hydrocarbon or a C6-C10 aromatic
hydrocarbon...




substituted or
unsubstituted alkynyl,
or a substituted or
unsubstituted C3-C10
cycloalkyl; and
wherein at least one of
conditions (i)-(iii) are
met

(1) at least one of X1,
X2,Y1,Y2,R2,R3,
R4, R5, R6, R7
comprises deuterium,
(i) R4 and R5 together
with the atoms attached
thereto are joined to
form a heterocycloalkyl
or heteroaryl
comprising deuterium
or fluorine, and/or a
benzo[d][1,3]oxathiole
group,

(iii) R4 is —ORa, —
SRa, or —SeRa, with
Ra in R4 being a C1-C6
alkyl substituted with
one or more halogen;
and with the proviso
that when X1, X2, Y1,
and Y2 are each
hydrogen or deuterium,
both R2 and RS are not
—ORa.

2. The compound of
claim 1, wherein at
least one of X1, X2,
Y1,Y2,R2,R3, R4,
R5, R6, R7 comprises
deuterium.

1. Int’1 Pat. App. Pub. No. W0O/2020/181194 “Compositions and methods of
use comprising substances with neural plasticity actions administered at
non-psychedelic/psychotomimetic dosages and formulations” (Published
September 10, 2020)

From Claim 2: A compound comprising a structural analogue to 2,5-
Dimethoxy-4- iodoamphetamine, according to formula II:

RS‘O

A N\:‘R (1)
Re Re 2
O.
Ry

wherein
A is C1-C6 alkylene...




R1 and R2 are, independently, hydrogen, deuterium, C1-C6 alkyl, C2-
C8 alkenyl, C2-C8 alkynyl, C3-C8 cycloalkyl...aryl or heterocyclyl,
optionally substituted at one or more positions by deuterium...

R3 is hydrogen, deuterium, C1-C6 alkyl... optionally substituted at one
or more positions by deuterium...

R4 and RS are, independently, hydrogen, C1-C6 alkyl, C2-C8 alkenyl,
C2-C8 alkynyl, C3-C8 cycloalkyl...

R6 represents 1 -3 substituents selected from the group consisting of
hydrogen, deuterium, halogen, C1-C6 alkyl, C2-C8 alkenyl, C2-C8
alkynyl, C3-C8 cycloalkyl... optionally substituted at one or more
positions...

3. The compound of
claim 1, wherein R4
and RS together with
the atoms attached
thereto are joined to
form a heterocycloalkyl
or heteroaryl
comprising deuterium
or fluorine, and/or a
benzo[d][1,3]oxathiole

group.

2. Int’l Pat. App. Pub. No. WO/2017/129061 “Application of substituted
cinnamamide derivatives in preparation of anti-anxiety medications”
(Published August 3, 2017)

From Claim 3: ...a compound of the formula (I) or a pharmaceutically
acceptable salt thereof:

(1
In the formula:
R1is -H, -OH, -F, -Cl, -Br, -1, -OCH....-CH3 , -CH3CH2 , -CF3CH2...
R2 is H, a C1 -C10 linear hydrocarbon group, a C3 -C10 branched
hydrocarbon group, a C3 -C10 cycloalkyl group...
R3 or R4 are each independently H, OH, ORS , F, Cl, Br, I, C1 -C10
linear hydrocarbon group, C3 -C10 branched hydrocarbon group, CF3,
CHF2...
Or, R3 is bonded to R4 to form -OCH20-...
Wherein RS is a C1-C10 linear hydrocarbon group, a C3 -C10
branched hydrocarbon group...
nis 1...
X is...H...
Y is N or NR6...
R6 is H, a C1-C10 linear hydrocarbon, a C3-C10 branched
hydrocarbon, a C3-C10 cyclic hydrocarbon or a C6-C10 aromatic
hydrocarbon...

4. The compound of
claim 1, wherein R4 is
—ORa, —SRa, or —
SeRa, with Ra being a
C1-C6 alkyl substituted

2. Int’l Pat. App. Pub. No. WO/2017/129061 “Application of substituted
cinnamamide derivatives in preparation of anti-anxiety medications”
(Published August 3, 2017)

From Claim 3: ...a compound of the formula (I) or a pharmaceutically
acceptable salt thereof:




with one or more
halogen.

(D
In the formula:
R1is -H, -OH, -F, -Cl, -Br, -1, -OCH....-CH3 , -CH3CH2 , -CF3CH2...
R2 is H, a C1 -C10 linear hydrocarbon group, a C3 -C10 branched
hydrocarbon group, a C3 -C10 cycloalkyl group...
R3 or R4 are each independently H, OH, ORS , F, Cl, Br, I, C1 -C10
linear hydrocarbon group, C3 -C10 branched hydrocarbon group, CF3,
CHF2...
Or, R3 is bonded to R4 to form -OCH20-...
Wherein RS is a C1-C10 linear hydrocarbon group, a C3 -C10
branched hydrocarbon group...
nis 1.
X is...H...
Y is N or NR6...
R6 is H, a C1-C10 linear hydrocarbon, a C3-C10 branched
hydrocarbon, a C3-C10 cyclic hydrocarbon or a C6-C10 aromatic
hydrocarbon...
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