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R NH R o
R3
OH
R* i RY
R® (O)w R® Formula VII;

wherein w is 0, 1 or 2;

to provide the compound of Formula 1.
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5 In certain examples, provided herein is a process for preparing a compound of

Formula I:

S ”%
4 7
R R5 (6)\” RG R S /N
R" Formula I; wherein w, R!, R2, R3, R* R’ R®,

R7, and R® are as defined below.

In certain other examples, provided herein is a process for preparing a compound

10  of Formula VIII:

(0]
NH O]
ﬁQ/Z(H A
(O)w

Formula VIII; wherein w and A are as defined below.
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Claims

1. A process for preparing a compound represented by Formula I:

R" Formulal;
whereinw is 0, 1, or 2;

5 R!is selected from the group consisting of Ci-salkyl (optionally substituted with one,
two or three halogens), phenyl, and 5-6 membered monocyclic heteroaryl; wherein phenyl
and 5-6 membered monocyclic heteroaryl may optionally be substituted with one or more

substituents each independently selected from R*;

R is selected from the group consisting of hydrogen, halogen, cyano, Ci-alkyl, C1-

10  ealkoxy, and -S(O)w-C1-ealkyl (wherein wis 0, 1 or 2);

R?, R3 R* R R® R’, and R® are each independently selected from the group
consisting of hydrogen, halogen, Ci.salkyl, and Ci.salkoxy; wherein Ci.salkyl and Ci.salkoxy
may be optionally substituted with one, two, three or more substituents each independently

selected from the group consisting of halogen, hydroxyl, and Ci.salkoxy;

15 comprising:

amidating a compound of Formula II:

NH,
w0
NH2 Formula II:

to provide a compound of Formula I11:

R1
=0
HN
0
HO MR
NH Formula IlI;
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oxidizing the compound of Formula 111 to provide a compound of Formula IV:

O
o= v
NH

cyclizing the compound of Formula IV to provide a thiazole compound of Formula V:

N
K[ e
SYNH

R’ Formula V;

Formula IV;

5  hydrolyzing the compound of Formula V to provide a compound of Formula VI:

N
—a

NH, Formula VI; and
coupling the compound of Formula VI with a tricyclic compound of Formula V11I:

) R®

R2
NH O

R3
OH
S

R4 1 R7
RS (O R® Formula VII;
whereinw is 0, 1 or 2;

10 to provide the compound of Formula I.

2. The process of claim 1, wherein amidating the compound of Formula Il comprises

contacting the compound of Formula Il with an amine base and an acylating agent.

3. The process of claim 1 or 2, wherein the acylating agent is an acid anhydride or an acid

chloride.
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4. The process of any one of claims 1-3, wherein the acylating agent is trifluoroacetic

anhydride.
5. The process of any one of claims 1-4, wherein the amine base is triethylamine.

6. The process of any one of claims 1-5, wherein oxidizing the compound of Formula 111

comprises contacting the compound of Formula 111 with a chromium-based oxidizing reagent.
7. The process of claim 6, wherein the chromium-based oxidizing reagent is Jones reagent.

8. The process of any one of claims 1-7, wherein cyclizing the compound of Formula IV
comprises contacting the compound of Formula IV with a thionating reagent.

9. The process of claim 8, wherein the thionating reagent is phosphorus pentasulfide.

10. The process of any one of claims 1-9, wherein hydrolyzing the compound of Formula V

comprises contacting the compound of Formula V with an aqueous amine base.
11. The process of claim 10, wherein the aqueous amine base is aqueous methylamine.

12. The process of any one of claims 1-11, wherein coupling the compound of Formula VI

with the compound of Formula V11 is conducted in the presence of a coupling agent.

13. The process of claim 12, wherein the coupling agent is hydroxybenzotriazole/ ethyl-
(N’,N’-dimethylamino)propylcarbodiimide hydrochloride.

14. The process of any one of claims 1-13, wherein R?, R®, R* R% R® R’, and R® are each
independently selected from the group consisting of hydrogen, fluoride, chloride, methyl, and

methoxy.
15. The process of any one of claims 1-14, wherein R? is trifluoromethyl.
16. The process of any one of claims 1-15, wherein the compound of Formula V1 is:
H,N
/zj(\N

Y
CF3

17. The process of any one of claims 1-16, wherein the compound of Formula I is:
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Lor2)-Croallkeylearbonyl-N(R "} -—-and-C | catkexyearboryl-NR)-wheretn Cp catkyh Cs.
seyetoatkyl-Co satkenyl-Co satkynyl-Cusatkoxy;-Cieatkyl-S{O)u~-Cieatkylearbonyl-N(R%)~
S poteeseiendbonal Ll )-—may—b&epﬂen&“y%%sﬂﬂﬁed—b%en&epmere—subsnwems

ale N hudrg and-C1gatkexy:
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