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What is claimed is:
1. A process of preparing (((3aR,6aS)-5-(4,6-dimethylpyrimidin-2-
yhhexahydropyrrolo[3,4-clpyrrol-2(1 H)-yl)(2-fluoro-6-(2H-1,2 3-triazol-2-

yl)phenyl)methanone

N H
F

said process comprising step described below:

cyclization of the hydrazine of Formula I to give the 2-phenyl-2H-1,2 3-triazole of

10 Formula Il in a single step
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wherein

R!is -H, -CO2H, or -CO2C-salkyl;

X is -OH, -OCalkyl, -OCH;Ph, -OPh, -OC(O)CHs, -0S0,CHs, -N(CHs),, piperidin-
15 1-yl, -NHC(O)CHs, -NHSO,PhCHs, or -N(CHj3)s1.

2. The process of claim 1, wherein:
R'is -H, or -CO,CHs;
Xis -OC(l-z)alkyl, -0C(CH3)3, -OCHzPh, —N(CH3)2, or -N(CH3)3I.

20
3. The process of claim 2,
said process comprising the steps described below:
25 a) cyclization of the hydrazine of Formula I to give the 2-phenyl-2H-1,2,3-triazole of

Formula I in a single step
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wherein
R'is-H;
X is -0OCqaalkyl, -OC(CHs)s, ~-OCH,Ph, -N(CH3s)s, or -N(CH3)sl.

b) carboxylation of 2-(3-fluorophenyl)-2H-1,2,3-triazole to give 2-fluoro-6-(2H-1,2,3-

triazol-2-yl)benzoic acid,
N==
, F  COMH
F N~/N/> iPrMgCI N
oo N
Co, N=
wherein said carboxylation is characterized by the use of isopropyl-MgCl and CO».

4. The process of claim 3,

said process comprising the steps described below:

a) cyclization of the hydrazine of Formula I to give the 2-phenyl-2H-1,2 3-triazole of

Formula I in a single step
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wherein
Rlis-H;
X is -OC(].z)alkyl, —OC(CH3)37 —OCHzPhj —N(CH3)2, or -N(CH3)3I;

b) carboxylation of 2-(3-fluorophenyl)-2H-1,2,3-triazole to give 2-fluoro-6-(2H-1,2,3-

triazol-2-yl)benzoic acid,

Nz>
1] F COzH
F. N iprvige N
N
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wherein said carboxylation is characterized by the use of isopropyl-MgCl and COz;

¢) Reaction of 2-fluoro-6-(2H-1,2,3-triazol-2-yh)benzoic acid with (3aR.6aS)-2-(4,6-
dimethylpyrimidin-2-yl)octahydropyrrolo[3,4-c]pyrrole to form (((3aR,6aS)-5-(4,6-
dimethylpyrimidin-2-yl)hexahydropyrrolo[3,4-c]pyrrol-2(1 H)-y1)(2-fluoro-6-(2 H-

1,2,3-triazol-2-yl)phenyl)methanone
SN N O
o v 50
H
- -
2. m(jpm—g\l ) . base
H

wherein said reaction is characterized by the use of SOCh.

5. The process of claim 4,

said process comprising the steps described below:

a) cyclization of the hydrazine of Formula I to give the 2-phenyl-2H-1,2 3-triazole of

Formula I in a single step

R H R N¢>
i
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wherein
Rlis-H;
X is -0OCqapalkyl, -OC(CHs)s, -OCH,Ph, -N(CHz)», or -N(CH3)s1;

b) carboxylation of 2-(3-fluorophenyl)-2H-1,2,3-triazole to give 2-fluoro-6-(2H-1,2,3-

triazol-2-yl)benzoic acid,

',\"> COH
F\©/N~N 'Prl\lIgCI d ]

wherein said carboxylation is characterized by the use of LiCl, isopropyl-MgCl and

COz;
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¢) Reaction of 2-fluoro-6-(2H-1,2,3-triazol-2-yl)benzoic acid with (3aR,6aS)-2-(4,6-
dimethylpyrimidin-2-yljoctahydropyrrolo[3,4-c]pyrrole to form (((3aR.6a8)-5-(4,6-
dimethylpyrimidin-2-yl)hexahydropyrrolo|3.4-c]pyrrol-2(1 H)-y1)(2-fluoro-6-(2H-

5 1,2,3-triazol-2-yl)phenyl)ymethanone

pN (N o
| CO,H 1. 8OCly’ N-N y\<:b\1_g\‘:§
2. HA@:)N WA base
"%

wherein said reaction is characterized by the use of SOCh.

6. A method of making a compound of Formula I

R!

H

10 !
said method comprises
H o

F N. F. NF
@/ NH, glyoxal @/ NP~z
HCI AcONa, water-methanol

reaction of (3-fluorophenylyhydrazine hydrochloride with glyoxal, in the presence of

water and/or methanol, to form (E)-2-(2-(3-fluorophenyl)hydrazono)acetaldehyde in
15 over 90% yield;

wherein

R!is H, CO:H, or -CO.Cq-palkyl;

and

X is -OH, -OCualkyl, -OCH:Ph, -OPh, -OAc, -N(CHz)s, piperidinyl, -NHC(O)CH, -
20 NHSO:PhCHs, or -N(CHs)sl.

7. A compound of Formula I:
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wherein

R'is H, CO:H, or -CO,Cg-alkyl.

5 8. A compound of claim 7 selected from the group consisting of:

H
F. : N‘NNO
O, _OMe
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F N*NN
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O, OH
H O
F. N‘NN

10 9. A compound selected from the group consisting of:
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10. A compound selected from the group consisting of:

N§>
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