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FIG. 1

PXRD patter of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(15)-1-cyano-2-{(35)-2-oxopyrrolidin-3-y1]
ethyl}-4-(trifluoromethy)-L-prolinamide, Form 1
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FIG. 2

PXRD pattem of N-(Methoxycarbonyl-3-methyl-L-valyl-(4R)-N-{(1S)-1-cyano-2-{(3S)-2-oxopyrrolicin-3-yl[ethyl}
--{trfluoromethyl}-L-prolinamide, Form 5
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FIG. 3

PXRD patter of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(15)-1-cyano-2-{(3S)-2-0xapyrrolidin-3-y/]ethyl}
-I-{trfluoromethyl)-L-prolinamide, cyclopenty! methyl ether (CPME) solvate, Form 9
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FIG. 4

PXRD patter of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(15)- 1-cyano-2-{(35)-2-0xapyrrolidin-3-y/]ethyl}
-Itrifluoromethyl)-L-prolinamide, amorphous free form, Form 10
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FIG. 5

PXRD pattern of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{15)-1-cyano-2-{(3S)-2-oxopyrrolidin-3-1
ethyl}-4-{trfluoromethyl}-L-prolinamide, isopropyl acetate solvate, Form 11
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FIG. 6

PXRD pattemn of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(15)-1-cyano-2-{(35)-2-0xopyrrolidin-3-yl]ethyl}
-Itrifluoromethyl)-L-prolinamide, 730mgly SOD
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FIG. 7

ORTEP diagram (color) drawn with displacement parameters at 90% for N-(Methoxycarbonyl)-3-methyl-L-valyl-
(4R)-N-{(1S)-1-cyano-2-{(35)-2-oxopyrrolicin-3-ylJethyl-4- trifluoromethyl)-L-prolinamide Form 1 asymmetric unit

/S 'C19 i 9
Kl e (ORA\CI7 QXA
W o
e el
s Eaadl P N
SO AN i U

o \P“"* N S

0
S AN
e R ¢
R e
D Oy H> B \C7
I Y 4 (L
JNG N, &
w.“‘% on A" 0%/
\ees 2l D W8,
EASGiesY
AN\



WO 2024/252327 PCT/1B2024/055548
8/42

FIG. 8

Calculated powder pattern of N-(Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{{1S)-1-cyano-2-{(3S)-2-oxopyrrolidin
-3-yllethyl}-4-(trifluoromethyl)-L-prolinamide, Form 1
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FIG. 9

parameters at 50% for Form 5 asymmetric unit
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FIG. 10

Calculated powder pattemn of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(15)-1-cyano-2-{(35)-2-oxapyrrolidin
-3yJethyl-4-{trifluoromethyl)-L-prolinamide, Form 9 anhydrous free form
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FIG. 11

ORTEP diagram (color) drawn with displacement parameters at 0% for N-{Methoxycarbonyl)-3-methyl-L-valyl
{4R)-N-{(1S)-1-cyano-2-{(35)-2-oxopyrrolicin-3-yl ethy!}-4- trifluioromethyl)-L-prolinamide, cyclopentyl methyl
ether solvate, Form 8 asymmetric unt
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FIG. 12

Calculated powder pattemn of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R}-N-{(15)-1-cyano-2-{(35)-2-0xopyrrolidin
-3y ethyl-4-{rifluoromethyl}-L-prolinamide, cyclopentyl methyl ether solvate, Form 8
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FIG. 13
Representative molecule N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(15)-1-cyano-2-{(35)-2-oxopyrrolidin-3-yl]ethyl}
-Itrifluoromethyl)-L-prolinamide, isopropyl acetate solvate, Form 12 from the asymmetric unit with anisotropic
displacement parameters drawn at 50% probability and absolute configuration assignments calculated in PLATON,
The other molecule in the asymmetric unitis labeled with analogous naming scheme
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FIG. 14

Calculated powder patter of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R}-N-{(15)-1-cyano-2-{(35)-2-xopyrrolidin-3
Ylethyl-4-(trifuoromethyl)-L-prolinamide, isopropyl acetate solvate, Form 12
11000+
10000-
9000+
8000-
7000
< 6000
S 5000-
4000+ N
my
o

! 2 i
iy A i I Pk P
0 /N Al st A LS A 5 AL
L} ] < 1 < I

0 % ) | 0




WO 2024/252327 PCT/1B2024/055548
15/42

FIG. 15

130 solid-state NVIR specirum of N-{Methoxycarbonyl-3-methy-L-valyl-{4R)-N-{(15)-1-cyano-2-{(33)-2-oxopyrrolidin
-3-yethyl}-4-(trifluoromethyl)-L-prolinamide Form 1. The peaks marked by hashes are spinning side bands
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FIG. 16

19F soli-state NWIR spectrum of N-(Methoxycarbonyi)-3-methyl-L-valyl-(4R)-\-{{1S)-1-cyano-2-{(39)-2-oxopyrrolidin
-3-yethyl}-4-(trfluoromethyl)-L-prolinamide Form 1. The peaks marked by hashes are spinning side bands
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FIG. 17

13 solc-state NMR spectrum of N-{Methorycarbonyl)-3-methyhL-valy-{4R)-N-{(1S)-1-cyano-2-{(38)-2-oxopyrmoldin
-3Yl[ethyl}-4-{trifluoromethyl)-L-prolinamice, Form 5. The peaks marked by hashes are spinning side bands
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FIG. 18

19F solid-state NMR spectrum of N-(Methoxycarbonyl)-3-methyl-Lvalyi (4R)-N{(1S)
-1-cyano-2-{(3S)-2-oxopyrrolidin-3-yethyl}-4-{trfluoromethyl)-L-prolinamide, Form 5.
The peaks marked by hashes are spinning side bands
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FIG. 19

13 solic-state NVIR spectrum of N-{Methoxycarbonyi)-3-methy-L-valy-{4R)}-N-{(1S)-1-cyano-2{(33)-2oxopyrrolidin
-3-yethyl}-4- trfluoromethyl)-L-prolinamide, cyclopentyl methyl ether solvate Form 9, The peaks marked by
hashes are spinning side bands
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FIG. 20

19F solid-state NMR spectrum of N-(Methoxycarbonyl)-3-methy-L-valyH4R}N(19)
-1-cyano-2-{(3S)-2-oxapyrrolidin-3-ylJethyl-4-{trifluoromethyl)-L-prolinamide, cyclopentyl
methyl ether solvate, Form 9. The peaks marked by hashes are spinning side bands
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FIG. 21

13C solid-state NMR spectrum of N-{Methoxycarbony)-3-methyl-L-valyl-(4R)-N-{1S)--cyano-2-[(33)-2-oxopyrraldin
-3y/ethyl-4-(trifuoromethyl)-L-prolinamide, Form 10. The peaks marked by hashes are spinning side bands
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FIG. 22

19F solid-state NMR spectrum of N-(Methoxycarbonyl)-3-methyl-LvalyH4R)-N4(19)
-1-cyano-2-{(3S)-2-oxopyrrolidin-3-yllethyl}-4-(trifluoromethyl)-L-prolinamide, amorphous
free form, Form 10. The peaks marked by hashes are spinning side bands
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FIG. 23

13C solid-state NMR spectrum of N-{Methoxycarbonyi)-3-methyi-L-valy-{4R}-N-(1S)-1-cyano-2(39)
-2-0xopyrrolidin-3-ylethyl-4-(trifluoromethyl)-L-prolinamide, isopropyl acetate solvate, Form 11,
The peaks marked by hashes are spinning side bands
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FIG. 24

19F solid-state NMR spectrum of N-(Methoxycarbonyl)-3-methyl-L-valyl-(4R)- N4(19)
-1-cyano-2-{(3S)-2-oxapyrrolidin-3-ylJethyl-4-{trfluoromethyl)-L-prolinamide, isopropyl
acetate solvate, Form 11, The peaks marked by hashes are spinning side bands
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FIG. 25

13C solicstate NMR spectrum of 750 mglg SOD
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FIG. 26

19F solid-state NMR spectrum of 750 mg/g SDD. The peaks marked by hashes are spinning side bands
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FIG. 27

TGA of N-(Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(1S)-1-cyano-2-{(35)-2-oxopyrrolidin-3-yljethyl}-4-
(trifluoromethyl)-L-prolinamide, cyclopentyl methyl ether solvate, Form 9 (TGA-R)
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FIG. 28

Gram-Schmict and IR of N-{Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(1S)
-1-cyano-2-{(3S)-2-oxapyrrolidin-3-yllethyl-4-(triffuoromethyl)-L-prolinamide, cyclopentyl methyl
ether solvate, Form 9 (TGA-IR) at 9.056 min
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FIG. 29

Overtay IR spectra of N-(Methoxycarbonyl)-3-methyl-L-valyl-4R)-N<{(1S)
-1-cyano-2-{(3S)-2-oxapyrrolidin-3-yl|ethyl}-4-(trifluoromethyl)-L-prolinamide, cyclopenty! methyl ether
solvate, Form 9 (top) and cyclopentyl methyl ether solvent (botiom)

Linked spectrum at 9:056 min. (PF 07847883 Lot 00713867-0328-0001)
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TGA of N-(Methoxycarbonyl)-3-methyl-L-valyl-{4R)-N-{(1S)-1-cyano-2{(35)-2-oxopyrrolidin-3-ylJethy}-4-
(trifluoromethyl)-L-prolinamide, isopropyl acetate solvate, Form 11 (TGA-IR)
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FIG. 31
Gram-Schmict and IR of N-{Methoxycarbonyl-3-methyl-L-valyl-{4R)-N-{(15)
-1-cyano-2-{(3S)-2-oxapyrroliin-3-ylJethyl-4-{trifluoromethyl)-L-prolinamide, isopropyl
acetate solvate, Form 11 (TGA-IR) at 10.321min

Gram-Schmidt

1§ 5 W n % B &
Time (minutes)

Linked spectrum at 10.321 min,

“ N ey o e i N
L VS EENAY Ty

|

3800 3600 3400 3200 3000 2800 2600 2400 2200 2000 1800 1600 1400 1*200 1000 800 600

X:10.296 Y:0.0719 Wavenumbers (cr-f) Spectrum at 10.30



% Transmittance

% Transmittance

WO 2024/252327 PCT/1B2024/055548
32/42

FIG. 32

Overlay of IR spectra of N-(Methoxycarbonyl)-3-methyl-L-valy-4R}-N-{15)
-1-cyano-2-{(3S)-2-oxapyrrolidin-3-yl[ethyl}-4-{trifluoromethyl)-L-prolinamide, isopropyl acetate
solvate, Form 11 at 10.321 min (top) and isopropyl acetate (bottom)

Linked spectrum at 10.321 min, (00713867-0364_C=PF-07617883_L=00717784-0062-0002_U-=
1051 LIAZ9_I=TGAS-R4_F=06an2023 srs) .
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FIG. 33

Modulated DSC data of N-(Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(1S)-1-cyano-2-{(35)-2-oxopyrrolidin-3-yethyl}
-{trfluoromethyl)-L-prolinamide, Form 10 amorphous free form, showing a Tg of ~ %6 °C
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FIG. 34

Modulated DSC data of N-(Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(1S)-1-cyano-2-(3S)-2-oxopyrrolidin-3-yl]ethyl}
--{trifluoromethyl)-L-prolinamide 750 mg/g SOD, showing a Tg of ~ 92 °C
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FIG. 35

Partial asymmetric unit diagram with representative labeling scheme and anisotropic
displacement parameters drawn at 50% probability for Form 14, Absolute configuration
assignments are given as calculated in PLATON
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FIG. 36

Calculated powder patter of N-(Methoxycarbonyl)-3-methyl-L-valyl-(AR}-N- {1S)-1-cyano-2-{(3S)-2-oxopyrrolidin

11000 5
10000 -
90001
80001
7000+
6000 -
50004
4000+
3000
20001

Counts

1000-

-3-ylethyl-4-(trifluoromethyl)-L-prolinamide, ethyl acetate solvate, Form 14

0

JLUN T

10 20 Rl 40
2Theta



WO 2024/252327 PCT/1B2024/055548
37/42

FIG. 37

PXRD pattern of N-Methoxycarbonyl)-3-methyl-L-valyl-(4R)-N-{(1S)-1-cyano-2-{(35)-2-oxopyrrolidin-3-yl]ethyl-4
-(trifluoromethyl)-L-prolinamide, Form 22
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PXRD pattern of N-(Methoxycarbony!)-3-methyl-L-valyl-(4R)-N-{(1S)-1-cyano-2-{(3S)-2-oxopyrrolidin-3-yl]ethyl}-4- trifluoromethyl)-L-prolinamide, Form 22 with peak picking for peaks
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FIG. 39

ORTEP diagram (color) drawn with displacement parameters at 50% for N-(Methoxycarbonyl)-3-methyl-L-valyl-
(4R)-N-{(15)-1-cyano-2-{(35)-2-oxapyrrolidin-3-ylethyl-4-(trfluoromethyl)-L-prolinamide, Form 22 asymmetric unit
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FIG. 40

Overlay of powder pattern obtained for N-(Methoxycarbonyl)-3-methyl-L-valyl-{4R)-N-{15)-1-cyano-2-{(3S)
-2-0xopyrrolidin-3-ylJethyl-4-{trifluoromethyl)-L-prolinamide, Form 22 (bottom) and calculated powder pattern from

single crystal data (top)
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FIG. 41

13C solcstate NMR spectrum of N-{Methorycarbonyl)-3-methyl-L-valy-{4R)-N4(19}--cyano-2-{(3S)-2-oxapyroldin
-3y/ethyl-4-(trifuoromethyl)-L-prolinamide, Form 2. The peaks marked by hashes are spinning side bands
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FIG. 42

19F solid-state NMIR spectrum of N-(Methoxycarbonyl)-3-methyl-L-valyi-4R)-N-{1S)-I-cyano-2-{(35)- 2-oxopyrmaldin
-3-yethyl}-4-{trfluoromethyl)-L-prolinamide Form 22. The peaks marked by hashes are spinning side bands
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