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XRPD of Form K of a Free Base of Compound 1
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Chiral Impurity
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Degradation products (RRT 4.2 Mins)
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Degradation products (RRT 7.1 Mins)
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Degradation products (RRT 7.6 Mins)
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Degradation products (RRT 11.3 Mins)
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FIG. 6

Two-stage dissolution at pH2 (0-90 minutes) & 6.8 (90-150 minutes)
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Comparative dissolution release profiles
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Accelerated Stability Assessment of Mannitol, and Starch—Lactose based BIC
Loss of Chirality
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Accelerated Stability Assessment of Mannitol BIC with Fumaric Acid and Maleic Acid

Loss of Chirality— comparison between FA and MA
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Oxidation—1 Degradant
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Hydrolytic—1 Degradant
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Loss of Chirality
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Compound 1 Crystal without Aerosil R-972
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Compound 1 Crystal Coated with 5% Aerosil R-972
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Drug—excipient Compatibility of Silica’s
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Comparative Dissolution Profiles of 0.1mg Mannitol BIC and Starch—Lactose BIC at T=0
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Comparative Dissolution Profiles of 0.5mg Mannitol BIC and Starch-Lactose BIC at T=0
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Comparative Dissolution Profiles of 2mg Mannitol BIC and Starch-Lactose BIC at T=0
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Chiral impurity
Mannitol BIC-Lead lab batch

25

>N

*gz.o

(oW

E 15

210

P

I rhl b1 i1

»e

£ E B £ 2 B £ % B

i M i M Y T
&= &= a= = a= =
E E E B E B
S~ S~ ~ S~ S~ S~
g 8 2 & 2 8
0.Img 0.5mq Imq

Comparative Dissolution Stability data of 0.1mg Mannitol BIC and Starch-Lactose BIC
0.1mg Mannitol BIC vs 0.1mg Starch lactose

120

100
R P, ccon (R B s e S "/:Q
2 8 ]
K
2 60 / ™| e (,1mg Mannitol BIC, Cap-37 |
g / / /L/ cemec: 0.1mg Mannitol BIC 1 M/25 C/60%RH
S 4 {7 et 0,1mg Marnitol BC 1 /40 C/T5%RH
B8 // /2/ / oeme (,1mg Starch—Lactose BIC, Cap—41

& —a— .1mg Starch-Lactose 1 M/ 25 C/60%RH
~&(),1mg Starch-Lactose 1 M/ 40 C/75%RH

30 40 50 60 10 80 90 100
Time (min)

FIG. 28

SUBSTITUTE SHEET (RULE 26)



WO 2020/146441 PCT/US2020/012649

20/20

Comparative Dissolution Stability data of 0.5mg Mannitol BIC and Starch—Lactose BIC
0.5mg Mannitol BIC vs 0.5mg Starch lactose BIC
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Comparative Dissolution Stability data of 2mg Mannitol BIC and Starch-Lactose BIC
2mg Mannitol BIC vs Starch lactose BIC
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