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O O
Ph

H2C:CH—CH2—NH—fl—|é O
n—Pr—£H—NH—|é

Me i N/

0

IO— H— Bu—t

Me

RN 394727—l4—l HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboXamide,

3 [3,3 dim thyl 1 0X0 2 [(2 ph nyl thyl)amino]butyl]

NH— CH2— CH2— £H—Me

oxo—2—(2—propen—l—ylamino)acetyl]butyl]— (CA IND

O O

H2C:CH—CH2—NH—g—|é O
n-Pr—$H—NH—E

Me i N/

O NH—CH2—CH2—Ph

|J— £H— Bu-t

Me

RN 394727—l5—2 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboXamide,

3—[2—[(3,3—dimethylbutyl)amino]-3,3—dimethyl—l—oxobutyl]-6,6—dimethyl—N—[l—
(CA IND*.X NAM*.)[2—oxo—2—(2—propen—l—ylamino)acetyl]butyl]-

O O

H2C==CH—CH2—NH—fl—g O
n_Pr_£H_NH_E O NH—CH2—CH2—CMe3

Me F N/MH_Bu_t

6,6 dim thyl N
*.X NAM*.)

[1 [2

Me

RN 394727—l8—5 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboXamide,

3 [(2S) 2 amino 3,3 dim thyl l oxobutyl]—N—[1-[2-(3—buten—l—ylamino)—2—

oxoac tyl] 4 p nt n l yl] 6,6 dim thyl ,

Absolute stereochemistry.

(lR,2S,5S)- (CA IND

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 2 of 373
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H2N S BL'l‘t

Me S N O
>< I S| H

Me R - {N
0

RN 394727-36-7 HCAPLUS
CN

[[[[(lR,4S)-7,7-dime

13/308,658

3—Azabicyclo[3.l.O]hexane—2—carboXamide,

N-[l—[2—(3—buten—l—ylamino) 2 oxoac tyl] 4 p nt n 1 yl]

:hyl—2—oXobicyclo[2.2.l]hept—l—

3 [(28) 2

yl]methyl]sulfonyl]am1no]-3,3—dimethyl—l—oXobutyl]-6,6—dimethyl—,
(lR,2S,5S)- (CA IND*.X NAM

-Me
‘Me

0/

F Bu—t H2— H—NH— =0
M

e N__

Me

*-)

C— NH— CH— CH2— CH2— CH1 CH2

IA II II
O O

RN

CN
394727-38-9 HCAPLUS

— C— NH— CH2— CH2— CH: CH2

3—Azabicyc;o[3.l.O]hexane—2—carboXamide,

N-[l-[2-(3-buten-1-ylamino) 2 oxoac tyl] 4 p nt n 1 yl] 3 [(2S) 2

[[(dimethy'amino)su1fony1Jamino]-3,3—dimethyl—l—oXobutyl]-6,6—dimethyl—,
(lR,2S,5S)- (CA IND*.X NAM~.)

Absolute stereochemistry.

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 3 of 373
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RN 395649-30-6 HCAPLUS

CN Glycinamide,

(28)—2—cyclohexyl—N—(3—methylbutyl)glycyl (28) 6,6 dim thyl 3

azabicyclo[3.l.0]hexane—2—carbonyl—3—amino—2—oxohexanoylglycyl—N,N-

dimethyl-2-phenyl-, (2S)- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

N

Me2CH/\/ 5

RN 395649-34-O HCAPLUS

CN Glycinamide, 3-methyl-N-(3-phenylbutyl)Valyl (28) 6,6 dim thy; 3

azabicyclo[3.l.0]hexane—2—carbonyl—3—amino—2—oxohexanoylglycy;—N,N-

dimethyl-2-phenyl-, (2S)- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

134
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t—BL1 fi Me
PhMe N;;l;:O

><| sl H _
Me . ji/,N Pr n 0 PhH

0 N\\v/,fl\\ S NMe2N
O H

O0

RN 395649-35-l HCAPLUS

CN Glycinamid , 3 m thyl N (2 ph nyl thyl)Valyl (28) 6,6 dim thy; 3

azabicyclo[3.l.0]hexane—2—carbonyl—3—amino—2—oxohexanoylglycy;—N,N-

dimethyl-2-phenyl-, (2S)- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

H
N Bu-t

Ph//-‘/// ;;1;;
Me N O

><: I | HS N Pr-, H

Me 0 PhI Ho N NMe2
N SH

o0

RN 395649—36—2 HCAPLUS

CN Glycinamide, N—(3,3—dimethylbutyl)—3—methylvalyl (28) 6,6 dim thyl 3

azabicyclo[3.l.0]hexane—2—carbonyl—3—amino—2—oxohexanoylglycyl—N,N-

dimethyl-2-phenyl-, (2S)- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

135

Sun-Amneal-|PR2016-01104- Ex. 1006. Part 2, p. 5 of 373

0264



0265

13/308,658

RN 395652—00—3 HCAPLUS

CN 3—Azabicyclo[3.1.O]hexane—2—carboXamide,

3-[(28)-2-amino-2-cycloh Xylac tyl] 6,6 dim thyl N [1 [2 oxo 2 (2 prop n 1

ylamino)ac tyl] 4 p nt n 1 yl] , (2S)- (CA IND«X NAM«)

Absolute stereochemistry.

IT 3§é?35~§§~?? 3§$?3S~§§w§P

RL: IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic

preparation); PREP (Preparation); RACT (Reactant or reagent)

(preparation of peptides as NS3—serine protease inhibitors of hepatitis

virus)
RN 394735-46-7 HCAPLUS

CN Glycinamide, 3-methyl-L-Valyl-(1R,2S,5S)-6,6-dimethyl-3-

azabicyclo[3.1.0]hexane—2—carbonyl—B—amino—a—
oxocyclopropanebutanoylglycy; N,N dim thyl 2 ph nyl , monohydrochloride,
(2S)- (CA IND*.X NAM*.)

Absolute stereochemistry.

136
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H2N;;i;;Bu—t
Me S N O

S
§

Me R ‘ . 0 Ph

1 fi\\V//fl\\ NMe2N SH
O O

O HCl

RN 394735—49—O HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboXamide,

N-[3-amino-l-(cyclopropylmethyl)-2,3-dioxopropyl] 3 [(2S) 2 amino 3,3

dimethyl—l—oxobutyl]—6,6—dimethyl—, hydrochloride (l:l), (lR,2S,5S)— (CA
IND«X NAME)

Absolute stereochemistry.

H2N S Bu-t

Me S N;;I;;O
>:<:l S|

Me R “- f is} NH2
O

O HCl

OS.CITING REF COUNT: 35 T{«Rn ARE 35 CAPLUS RECORDS THAT CITE THIS

RECORD (40 CITINGS)

L49 ANSWER 77 OF 87 HCARLUS CORYRIGHT 2012 ACS on STN

ACCESSION NU RER: 2000:790l73 HCAPLUS Full~text

DOCJ ENT NUM%?%: l33:350506

TIT.? ?repara:ion of 2,3—methano—amino acid derivatives as

anticoagulant agents

INVENTOR(S): De Nanteuil, Guillaume; Gloanec, Philippe; Verbeuren,

Tony; Ripin, Alain

PATENT ASSIGN.. . Compagnie, Fr.

SOUQCE: Eur. Pa:. Appl., 34 pp.
CODEN: «PXXDW

E3 WQ H H m n
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DOCJMENT TYPE: Patent

LANGUAGE: French

FAMILY ACC. MUM. COUNT: 1
PATENT INFOR.ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

3? 1050531 A1 20001108 EP 2000-401197 20000502 <—-

E? 1050534 31 20011205

R: AT, 3E, CH, DE, DK, ES, FR, G3, GR, IT, LI, LU, NL, SE, MC, PT,

IE, SI, LT, LV, FI, 30
FR 2793248 A1 20001110 FR.1999-5601 19990503 <—-

FR 2793248 31 20010629

?L 198571 31 20080630 PL 2000-339967 20000428 <—-

CN 1277961 A 20001227 CN 2000-119227 20000430 <—-

CN 1130347 C 20031210

NO 2000002314 A 20001106 V0 2000-2314 20000502 <—-

VZ 504298 A 20010126 NZ 2000-504298 20000502 <—-

{J 2000001712 A2 20010328 {U 2000-1712 20000502 <—-

{J 2000001712 A3 20020228

JS 6288077 31 20010911 JS 2000-561618 20000502 <—-

AP 210131 T 20011215 A? 2000-401197 20000502 <—-

X 2000004241 A 20020308 X 2000-4241 20000502 <—-

I‘1050534 3 20020531 3? 2000-401197 20000502 <—-

ES 2169716 T3 20020716 38 2000-401197 20000502 <—-

CA.2308780 A1 20001103 CA.2000-2308780 20000503 <—-

CA 2308780 C 20030422

ZA.2000002152 A 20001107 ZA.2000-2152 20000503 <—-

AU 2000031325 A 20001130 AU 2000-31325 20000503 <—-

AU 763670 32 20030731

3R.2000002075 A 20010102 3R.2000-2075 20000503 <—-

JP 2000344745 A 20001212 JP 2000-134144 20000508 <—-

JP 3200053 32 20010820

{K 1032237 A1 20040511 {K 2001-102869 20010423 <—-

?RIORITY APPLN. INFO.: FR.l999-5601 A 19990503 <—-
ASSIGNMENT {ISTORY FOR US ?ATENT AVAILA3LE IN LSUS DISPLAY FORMAT

OTHER SOURCE(S): MARPAT l33:350506
«D ~n:ered SUN: 10 Nov 2000
G1

Amino acid.deriVs. I [X = (CH2)n; n==2, 3; R1 = cycloalkyl; R2 = amino, alkyl,

OH, guanidinoisothiourido; Ar==ary1, heteroaryl; X1==OH, substituted.amine]

were prepared as anticoagulants. Thus,

1-(N-carboXymethyl-(2R)-3-cycloheXylalanyl)-N-(4-amidinobenzyl)-(2S,3R)-

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 8 of 373
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2,3—methanoprolinamide hydrochloride was prepared and tested for its

anticoagulant activity (IC5O = 5.3 uM).

 
IT a. .S~1S“SP

RR: SAC (?iological activity or effector, except adverse); RSU (Riological

study, unclassified); RCT (Reactant); SPN (Syn:hetic preparation); THU

(Therapeutic use); SIOL (?iological study); PREP (Preparation); RACT

(Reactant or reagen:); USES (Uses)

(preparation of 2,3—methano—amino acid derivs. as anticoagulant agents)
RN 3049l0—l6—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—l—carboxamide,

2—[(2R)-2—amino—3—cyclohexyl—l—oxopropyl]—N—[[4-

 

 

(aminoiminomethyl)phenyl]methyl]-, hydrochloride (l:2), (lS,5R)- (CA
IND«X NAM«)

Absolute stereochemistry.

H2N

NH

02 HCl

IT

RR: SAC (?iological activity or effector, except adverse); RSU (Riological

study, unclassified); SPN (Synthetic preparation); THU (Therapeitic use);

SIOL (Siological study); PREP (Preparation); USES (Uses)

(oreparation of 2,3—methano—amino acid derivs. as anticoagulant agents)
RN 3049l0—l7—6 HCAPLUS

CN Glycine, N—[(lR)—2—[(lS,5R)—l—[[[[4—

(aminoiminomethyl)phenyl]methyl]amino]carbonyl]—2—azabicyclo[3.l.0]hex—2—

yl]—l-(cycloh Xylm thyl) 2 oxo thyl] , hydrochloride (9CI) (CA INDEX
NAME)

Absolute stereochemistry.

139
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H2N

NH

RN 304910-
CN

(CA IND

13/308,658

 
"x HCl

19-8

nX NAMn)

HCAPLUS

2—Azabicyclo[3.l.0]hexane—l—carboxamide,

N-[[4-(aminoiminomethyl)ph nyl]m thyl] 2

[[(phenylmethyl)sulfonyl]amiho]propyl

Absolute stereochemistry.

H2N

NH

RN 304910-

CN Glycine

 

[(2R)

]—I

Ph

O HCl

20-1 HCAPLUS

I N—[(lR)—2—[(lS,5R)—l—[[[[4-

(aminoiminomethyl)phehyI

hydrochloride

1 oxo 3 ph nyl 2
(lS,5R)—(1:1),

_]methyl]amino]carbonyl]—2—azabicyclo[3.l.O]hex—2—

yl] 2 o XO 1 (ph ny:_m thyl)

Absolute stereochemistry.

thyl]
I

hydrochloride (9CI) (CA IND

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 10 of 373
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H2N  
NH

.x HCl

RN 304910—21—2 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—1—carboxamide,

N-[[4-(amihoimihomethyl)ph hyl]m thyl] 2 [(2R) 2 amino 1 oxo 3,3

diphenylpropyl]-, hydrochloride (1:2), (1S,5R)— (CA IND«X NAM«)

Absolute stereochemistry.

H2N  
NH

02 HCl

RN 304910—22—3 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—1—carboxamide,

2 [(2R) 2 amino 1 oxo 3,3 diph nylpropyl]-N-[(6-amino-3-pyridihyl)methyl]-

, hydrochloride (1:2), (1S,5R)- (CA IND«X NAM«)

Absolute stereochemistry.

141
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RN 3049l0—23—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—l—carboxamide,

2—[(2R)—2—amino—3,3—dicyclohexyl—l—oxopropyl]—N—[[4-

(amihoimihomethyl)phehyl]methyl]-, hydrochloride (1:2), (lS,5R)- (CA
IND«X NAM«)

Absolute stereochemistry.

N R

N O
H2N

NH

02 HCl

RN 3049l0—24—5 HCAPLUS

CN Glycine, N—[(lR)—2—[(lS,5R)—l—[[[[4—

(aminoiminomethyl)pheny;]methyl]amino]carbonyl]—2—azabicyclo[3.l.0]hex—2—

yl]-l-(dicycloh Xylm thyl) 2 oxo thyl] , hydrochloride (9CI) (CA INDEX
NAME)

Absolute stereochemistry.

142

Sun-Amneal-|PR2016-01104- Ex. 1006. Part 2, p. 12 of 373

0271



0272

13/308,658

//fO2H
R HF

N R

N O
H

H2N

NH

"x HCl

RN 3049lO—26—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—l—carboxamide,

N-[[4-(aminoimihomethyl)ph nyl]m thyl] 2 [(2R) 2 cyclohexyl-2-

[[(phenylmethyl)sulfonyl]amino]acety;]—, hydrochloride (l:l
(CA IND«X NAMn)

Absolute stereochemistry.

 
H2N

NH

CFHC1

RN 3o4910—27—8 HCAPLUS

CN Glycine, N-[(lR)—2—[(lS,5R)—l—[[[[4-

(aminoiminomethyl)phenyl]methyl]amino]carbonyl]—2—azabicyclo[3.l.0]hex—2—
«X NAM*yl]—l—cyclohexyl—2—oXoethyl]—, hydrochloride

Absolute stereochemistry.

(9CI) (CA IND

), (lS,5R)-

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 13 of 373
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H2N

RN

CN

(aminoiminomethyl)phenyl]methyl]amino]carbonyl]-2-azabicyci

dihydroch;oride

H2N

RN

NH

.B< HCl

304910-28-9 HCAPLUS

G;ycine, N-[(lR)-2-[(lS,5R)-l

 

13/308,658

-[[[[4-

 

y;]-1-cycloh Xyl 2 0X0 thyl] , thyl st r,
IND«X NAM«)

Absolute stereochemistry.

EtO

WA“
0 .

NH

02 HCl

3049lO—29—0 HCAPLUS

G;ycine, N—[(lR)—l—[[(lS,5R)—l—[[[[4—CN

(aminoiminomethyl)phenyl]methyI

;]carbonyl]—3—methylbuty;Y ]—I

Absolute stereochemistry.

dihydrochloride (9CI) (CA IND

(9CI)

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 14 of 373

_o[3.l.O]heX—2—

(CA

_]amino]carbonyl]—2—azabicyclo[3.l.0]hex—2—
nX NAMn)
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HN/\CO2H

H2N  
NH

02 HCl

RN 3049lO—7l—2 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—l—carboxamide,

N-[[4-(aminoiminomethyl)ph nyl]m thyl] 2 [(2R) 2 amino 1 0X0 3,3

diphenylpropyl]-, (lS,5R)- (CA IND«X NAM«)

Absolute stereochemistry.

H2N  
NH

RN 304910-72-3 HCAPLUS

CN G;ycine, N-[(lR)-2-[(lS,5R)-l-[[[[4-

(aminoiminomethyl)phenyl]methyl]amino]carbonyl]—2—azabicyclo[3.l.0]hex—2—

y;]-1-cyclohexyl-2-oxoethyl]- (CA IND«X NAM«)

Absolute stereochemistry.

145
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NH

IT 3Q§91§~E5~S

RL: RCT (Reactant); RACT (Reactant or reagent)

(preparation of 2,3—methano—amino acid derivs. as anticoagulant agents)
RN 3049l0—25—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—l—carboxamide,

2—[(2R)-2-amino-2-cyclohexylacetyl]-N-[[4-(aminoiminomethyl)phenyl]methyl]-

, hydrochloride (1:2), (lS,5R)- (CA IND«X NAM«)

Absolute stereochemistry.

H2N  
NH

02 HCl

31wA1.» .~.t'IT 3G§§1§~15~§§ 3Q§§1G ~

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT

(Reactant or reagent)

(preparation of 2,3—methano—amino acid derivs. as anticoagulant agents)
RN 3049l0—l5—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—l—carboxamide,

2—[(2R)-2-amino-3-cycloheXyl-l-oxopropyl] N [(6 amino 2 m :hyl 3

pyridinyl)methyl]-, hydrochloride (l:2), (lS,5R)- (CA IND«X NAM«)

Absolute stereochemistry.

146
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Me

N/ l
H2N \

O2 HCl

RN 304910-18-7 HCAPLUS
CN

 

13/308,658

 

2—Azabicyclo[3.1.0]hexane—1—carboxamide,

N-[[4—(aminoiminomethyl)ph nyl]m thyl] 2 [(2R) 2 amino 1 oxo 3

phenylpropyl]-, hydrochloride (1:2), (1S,5R)- (CA IND«X NAM«)

Absolute stereochemistry.

Ph

H2N

NH

02 HCl

R*.J:*R*.NC*. COUNT: 2 T-I*.R*. AR*. 2 CIT*.D R*.J:*.R*.NC*.S AVAIT.A'3T.'?‘. FOR THIS
RECORD. ALL CITATIONS AVAIT.A'3T.'3‘. IN TH*. R4. J:ORlVlAT

L49 ANSWER 78 OF 87 HCAPLUS CORYRIGHT 2012 ACS on STN

ACCESSION \IU '3'7‘.R: l99l:506007 HCAPLUS Full---text

DOCJ ENT VJMR?R: 115:106007

ORIGIVAL %«b«R«NC« NO.: 115:17985a,17988a

TIT.?: Treatment of cardiac and vascular hypertrophy and

hyperplasia with angiotensin-converting enzyme
inhibitors

INVEWTOR(S): Linz, Wolfgang; Schoelkens, 3ernward; Scholz,

Wolfgang; Wiemer, Gabriele; Jrbach, Hans Joerg;

Henning, Rainer; Teetz, Volker

PATEVT ASSIGN««(S) Hoechst A.—G., Germany

SOUQCE: Ger. Offen., 12 pp.
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CODEN: GWXXBX

DOCJMENT TYPE: Patent

LANGUAGE: German

FAMILY ACC. NUM. COUNT: I
PATENT INFOR.ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

33 3926606 A1 19910214 33 1989-3926606 19890811

3? 117473 A1 19910320 3? 1990-115230 19900808

3? 417473 31 19930915

R: AT, 3E, CH, DE, DK, ES, FR, G3, GR, IT, LI, LU, NL, SE
AT 94409 T 19931015 AT 1990-115230 19900808

38 2059931 T3 19941116 38 1990-115230 19900808

DD 297063 A5 19920102 DD 1990-343366 19900809

JS 5231083 A 19930727 JS 1990-564618 19900809

IL 95327 A 19951031 IL 1990-95327 19900809

CA.2023089 A1 19910212 CA 1990-2023089 19900810

CA 2023089 C 20030114

NO 9003532 A 19910212 NO 1990-3532 19900810

NO 306979 31 20000124

AU 9060920 A 19910214 AU 1990-60920 19900810

AU 631914 32 19921210

HU 54504 A2 19910328 HU 1990-4966 19900810

HU 205008 3 19920330

JP 03083957 A 19910409 JP 1990-210564 19900810

JP 3452199 32 20030929

ZA 9006327 A 19910529 ZA 1990-6327 19900810

CS 277644 36 19930317 CS 1990-3958 19900810

KR.185969 31 19990501 KR 1990-12267 19900810

PRIORITY APPLN. INFO.: DE L989-3926606 A L98908Ll

EP 1990-115230 A 19900808
<__

ASSIGNMENT {ISTORY FOR US PATENT AVAILA3LE I\ LSUS DISPLAY FORMAT

OTHER SOURCE(S)' MARPAT ll5:lO6007

«D n:ered SUN 23 Sep 1991
GI

OV OEt
COZH :

<:Y HN PhN

Me

The angiotensin-converging enzyme inhibitors

R(CH2)nCH(CO2R2)NHCHRlCONR5CHR4CO2Rl (R==H, a1iphatic radical, ary1, etc.;
Rl H, a1iphatic radica1, aryl, heterocyclyl, etc.; R2, R3 = H,

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 18 of 373
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IT

RN

CN

[1S—[1d,2[R*(R*)],3B,5a]]— (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

O OEt
V

CO2H -

 ( HNMPh
S

N—~\“//%\Me
O

OS.CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD

(2 CITINGS)

L49 ANSWER 79 OF 87 HCAPLUS COPYRIGHT 20l2 ACS on STN

ACCESSION VU RER: 1991 450274 HCAPLUS §_ ~
DOC ENT VJMRER: ll5:50274

ORIGIWAL %«t«R«NC« NO.: 115:8757a,8760a

TIT E: Synthesis and conformational analysis of

L—aspartylproline and L—aspartyl—2,3—methanoproline

propyl esters

AUT{OR(S): Matsui, S.; Srivastava, V. P.; Holt, 3. M.; Taylor, 3.
W.; Stammer, C. H.

COR?O%ATE SOURCE: Sch. Chem. Sci., Univ. Georgia, Athens, GA, 30602, USA

SOUQCE: International Journal of Peptide & Protein Research
(1§§1), 37(4), 306-14

CODEN: IJPPC3; ISSN: 0367-8377
DOCJMENT TYPE: Journal

EANGUAGE: English

«D «n:ered STN: 10 Aug 1991

13/308,658

aryl, etc.; R4, R5 together with the carrier

atoms are heterocyclyl; n = 1, 2) are drugs for the treatment of cardiac and

Vascular hypertrophy and hyperplasia, in newborns. Oral administration of

tablets containing N (1 S carb toxy 3 ph nylpropyl)—S—alanyl—

cis—endo—2—azabicyclo[3.3.0]octane-3,S—carboXylic acid H.or 10 ug/kg/day,
for 3 wk) normalized the weight and wall thickness in the heart of rats with

exptl. cardiac hypertrophy, induced by stricture of the abdominal aorta.

Formulation examples are given..NwNn .“ A
3&sb;~$s~a

radical, alicyclic radical,

RR: 310% (3iological study)

(cardiac and vascular hypertrophy and hyperplasia treatment by)
9978l—97—2 HCAPLUS

2—Azabicyclo[3.1.0]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

 

GI

149
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H—L—AspN
H2)n

CO2Pr I
SN: ECO2R

CO2CH2Ph II

A3 Th (i) and()

and their conformations were studied Via crystal structure,

(+)— and (—)—isomers of 2,3—methanoproline II
via resolution of

mechanics. The

obtained from (i)—II (R.= CMe3) (i)-II (R_= H).

(R

dipeptides had a bitter taste with no indication of sweetness.
IT 13§§§§~$G~3§ 13$? E~§9~§§

RL: SPN (Synthetic preparation); PREP (Preparation)

(preparation, conformation, and :aste of)
RN l34666—90—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]hexane—2—butanoic acid,

B—amino—y—oxo—l—(propoxycarbonyl)—,

[lS-[la,2(R*),5a]]- (9CI) (CA INDnX NAM«)

Absolute stereochemistry.

CO2H

n—PrO 
RN l34732—59—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]hexane—2—butanoic acid,

B—amino—y—oxo—l—(propoxycarbonyl)—,

[lR—[ld,2(S*),5d]]— (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

NH2

0 CO2H

n—PrO

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 20 of 373
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NMR, and mol.

= H) were
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OS.CITING REF COUNT: 3 THnRn ARn 3 CAPLUS RECORDS THAT CITE THIS RECORD

(3 CITINGS)

L49 ANSWER 80 OF 87 HCAPLUS COPYRIGHT 2012 ACS on STN

ACCESSION NU 3ER: l988:5l6052 HCAPLUS R ”

DOCJ ENT NJM3?%: 109:116052

ORIGINAL %ntn%nNCfi NO.: lO9:l924la,l9244a

TIT.F' Nootropic pharmaceutical containing

angiot nsin conv rting nzym inhibitors (ACE
inhibitors) and their use for the treatment of

cognitive dysfunction
INVENTOR(S): Hoc<, Franz; Scholtholt, Josef

PATENT ASSIGNnn(S): Hoechst A.-G., Fed. Rep. Ger.

SOUQCE: Ger. Offen., 15 pp.
CODEN: GWXXBX

DOCJMENT TYPE: Patent

LANGUAGE: German

FAMILY ACC. NUM. COUNT: 1
PATENT INFOR.ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

33 3610391 A1 19871008 33 1986-3610391 19860327

3? 243645 A2 19871104 3? 1987-103938 19870318

3? 243645 A3 19900124

3? 243645 31 19940316

R: AT, 3E, CH, Dn, nS, tR, G3, GR, IT, LI, LU, NL, SE
AT 102954 T 19940415 AT 1987-103938 19870318

ES 2061447 T3 19941216 38 1987-103938 19870318

FI 8701304 A 19870928 FI 1987-1304 19870325

Fl 91876 3 19940513

Fl 91876 C 19940825

PU 46046 A2 19880928 HU 1987-1308 19870325

PU 203117 3 19910528

DD 280765 A5 19900718 DD 1987-301118 19870325

EU 202118 3 19910228 HU 1989-6609 19870325

DK 8701535 A 19870928 DK 1987-1535 19870326

DK 172221 31 19980112

KO 8701282 A 19870928 NO 1987-1282 19870326

KO 178546 3 19960108

KO 178546 C 19960417

AU 8770649 A 19871001 AU 1987-70649 19870326

AU 621278 32 19920312

JP 62240698 A 19871021 JP 1987-70541 19870326

ZA 8702230 A 19871028 ZA 1987-2230 19870326

SU 1836335 A3 19930823 SU 1987-4202302 19870326

CA.1341064 C 20000801 CA 1987-533092 19870326

CN 87102304 A 19871230 CN 1987-102304 19870327

CN 1031267 C 19960313

CS 276179 36 19920415 CS 1987-2126 19870327

CS 276385 36 19920513 CS 1989-6519 19870327
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US 1991—711719

DE 1986-3610391

EP 1987-103938

-8 1987-29905

-8 1988-226521

OS 1989-362288
I\

US 5231084 A 19930727
PRIORITY APPLN. INFO.:

<__

ASSIGNMENT {ISTORY FOR US PATENT AVAILARLR

OTHER SOURCE(S): MARPAT 109:116052
«D «n:ered STN: 01 Oct 1988
GI

R3OOC— CH—N—C—CH—NH— CH— (CH2)n—R

IT

RN

CN

$4 $5 o $1 cooR2

ACE inhibitors (1; R = H,

a'icyc'ic, C6—12 aromatic

a icyc'ic ,

optionally substituted C1—8 aliphatic,

C7—14 aliphatic—alicyclic
I

C7-14 araliph.,

hydrocarbyl, SR6, OR6; R1 = H, optionally substituted C1

' C4—13 alicyclic—aliphatic , aryl,

19910607 <——

A 19860327 <——

A 19870318

31 19870325 <——

31 19880801 <——

33 19890606 <——
LSUS DISPLAY FORMAT

C3-9

-6 aliphatic, c3—9

C7—16 araliph. hydrocarbyl,

C5—12 heteroaryl or protected.amino acid side chain; R2, R3 = C1—6 aliphatic

, C3-9 alicyclic, C6—12 aromatic, C7—16 araliph. hydrocarbyl; CNR4R5==C3—15
mono-, bi—,

hydrocarby; ,

pharmaceuticals.
1' [N (1 S

stearate 1,

orally in mice,N11”. ,1 N
$3s§1~$;wA

RR: 310% (3iological study)

(nootrooic drug)
99781—97—2 HCAPLUS

carb thoxy 3 ph nyi

tricyclic heterocyci

C5—12 heteroaryl;

Gelatin capsul

_propyl)-S-alanyl]-(3'S,5'S)-

spirobicyclo[2.2.2]octane—2,3'—pyrrolidin—5'—ylcarboxylic acid 10,

and lactose 214 mg.

the inhibitory passive avoidance test in mice using

Scopolamine—induced.amnesia.was reVersed.witha1min.
whereas for Piracetam,

_yl; R6 —
n 1, 2)

_es contained

The nootropic efficacy
:he s

C1-4 aliphatic ,

or their salts are nootropic

C5—12 aromatic

Mg

of I was tested by

:ep—through model.
nD (M nD) of 1.0-30 mg/kg

M

2—Azabicyclo[3.1.0]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

[18-[la,2[R*(R*)],3B,5a]]-

Absolute stereochemistry.

(9CI) (CA IND nX NAM 5)

ED was 500-1000 mg/kg.
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OS.CITING REF COUNT: 3 THnRn ARn 3 CAPLUS RECORDS THAT CITE THIS RECORD

(3 CITINGS)

L49 ANSWER 81 OF 87 HCAPLUS COPYRIGHT 2012 ACS on STN

ACCESSION NU 3ER: l987:59lO2O HCAPLUS ”

DOCJ ENT WJM3ER: lO7:l9lO2O

ORIGIWAL Rnt«RnNCn NO.: 107:30449a,30452a

TIT.? Method and pharmaceutical composition containing an

angiotensin-converting enzyme inhibitor for treatment

of atherosclerosis, thrombosis, and peripheral
Vascu1ar disease.

INVENTOR(S): Schoe1kens, 3ernward

PATENT ASSIGV««(S) Hoechst A.-G., Fed. Rep. Ger.

SOUQCE: Ger. Offen., 10 pp.
CODEN: GWXXBX

DOCJMENT TYPE: Patent

LANGUAGE: German

FAMILY ACC. YUM. COUNT: l
PATENT IWFOR.ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

33 3536687 A1 19870416 33 1985-3536687 19851015 <—-

E? 219782 A2 19870429 3? 1986-114097 19861011 <——

E? 219782 A3 19900530

3? 219782 31 19930929

R: AT, 3E, CH, Dn, nS, tR, G3, GR, IT, LI, LU, NL, SE
AT 95064 T 19931015 AT 1986-114097 9861011 <——

ES 2059301 T3 19941116 38 1986-114097 9861011 <——

AU 8663890 A 19870416 AU 1986-63890 9861014 <——

AU 594711 32 19900315

DK 8604904 A 19870416 DK 1986-4904 9861014 <——

JP 62087524 A 19870422 JP 1986-242206 9861014 <——

ZA 8607771 A 19870527 ZA 1986-7771 9861014 <——

CA.1320904 C 19930803 CA.1986-520434 9861014 <——

US 5231080 A 19930727 US 1991-678187 9910329 <—-

PRIORITY APPLN. INFO.: DE I985-3536687 A _985lOl5 <—-

-S 1986-917430 31 19861010 <——

EP 1986-114097 A 19861011
<__

-8 1989-393058 31 19890811 <——
ASSIGNMENT {ISTORY FOR US PATENT AVAILA3L? I\ LSUS DISPLAY FORMAT

OTHER SOURCE(S): MARPAT lO7:l9lO2O
nD «n:ered STN: 27 Nov 1987
GI
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H

:3: :N: \CO2HH I
COCHMeNHCH(CO23t)CH2CH2Ph II

A3 Angiotensin-converting enzyme inhibitors
R302CCHR4NR5COCHRlNHCH(CO2R2)(CH2)nR (I) [n = l,2; R = H, (substituted)

hydrocarbyl, alkoxy, alkylthio, etc.; R1 = H, (substituted) hydrocarbyl,

(substituted) heteroaryl, (protected) amino acid side chain; R2, R3 = H,

(substituted) hydrocarbyl; R4CHNR5 = C4—l5 heterocyclic mono—, bi—, or

tricyclic ring system} are inhibitors of blood platelet aggregation and are

useful for treatment of atherosclerosis, thrombosis, and peripheral Vascular

disease. II, administered orally at l.O-l0.0 mg/kg to rabbits, inhibited
platelet aggregation in vitro and potentiated the action of PGI2. Tablets

were prepared by mixing II 10 and corn starch 140 with a solution of gelatin

7.5 g in water, drying, granulating, adding microcryst. cellulose 2.5 and

Mg stearate 2.5 g, and pressing into tablets each containing 10 mg II.
IT 9?2§1~fiQ~$ §S?$1«§?~2

RR: RIOL (?iological study)

(blood olatelet aggregation inhibition by)
RN 97251-00-8 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2-[2-[(l-carboxy-3-phenylpropyl)amino]-l-oxoprooyl]-,

[lS—[ld,2[R*(R*)],3B,5d]]— (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

CO2H
s s

S N o
HO2C \\¢"

Ph 3 N//§‘MeH

RN 99781-97-2 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]—,

[lS—[ld,2[R*(R*)],3B,5d]]- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

154
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O OEt
V

CO2H -

‘::I§;:;ET/’ HN/-§-.,———.Ph
S

 Me
O

OS.CITING REF COUNT: 7 THnRn ARn 7 CAPLUS RECORDS THAT CITE THIS RECORD

(7 CITINGS)

L49 ANSWER 82 OF 87 HCAPLUS COPYRIGHT 2012 ACS on STN

ACCESSION WU EER: L987:446283 HCAPLUS Fu ” ‘

DOCJ ENT WJMEER: LO7:46283

ORIGIVAL Rntn%«NC« NO.: 107:7613a,7616a

TIT.?: Treatment of glaucoma using

angiotensin-convertings-enzyme inhibitors

INVEWTOR(S): Urbach, Hansjoerg; Henning, Rainer; Geiger, Rolf;
Tee:z, Volker

PATEVT ASSIGVnn(S): Hoechst A.-G., Fed. Rep. Ger.
SOURCI:L‘J Ger. Offen., 31 pp.

CODEN: GWXXBX

PatentL‘JDOCJ ENT TYP :

LANGJAGE: German

FAMILY ACC. WUM. COUNT: 1
PATENT IWFOR.ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

33 3410732 A1 19850926 33 1984-3410732 19840323 <—-

E3 158157 A1 19851016 3? 1985-103022 19850315 <—-

R: AT, 3E, CH, DE, FR, G3, IT, LI, LU, NL, SE
D< 8501315 A 19850924 D< 1985-1315 19850322 <—-

AJ 8540288 A 19850926 AJ 1985-40288 19850322 <—-

AJ 578079 32 19881013

J? 60209527 A 19851022 J? 1985-55779 19850322 <—-

ZA.8502156 A 19851127 ZA.1985-2156 19850322 <—-

?RIORITY APPLN. INFO.: DE 1984-3410732 A 19840323 <—-

OTHER SOURCE(S): MARPAT lO7:46283

«D «ntered STN: 08 Aug 1987
GI
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The title Compds. R302CCHR4NR5COCHRlNHCH(CO2R2)(CH2)nR.(R.= H, alkyl, aryl,

R60, R6S, R6 = a'ky , aryl, etc.; R1 = P, alkyl, aryl, amino acyl, etc.; R2,

R3 = H, alkyl, aryl, etc.; R4CHNR5 = heterocyclyl; n = l, 2) are drugs for

the treatment of glaucoma. Thus, tablets were made, containing

N (l S carb thoxy 3 ph nylpropyl)-S-alanyl-lS,3S,5S-2-

azabicyclo[3.3.0]octane—3—carboxylic acid 10, corn starch 140, gelatin 7.5,

microcrystn. ce'lu'ose 2.5, and Mg stearate 2.5 g.
Q%?31~S?~3

RR: SIOL (Riological study)

(angiot nsin conv rting nzym inhibitor, as drug for treatment of

glaucoma)
9978l—97—2 HCAPLUS

2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]—,

[lS—[ld,2[R*(R*)],3B,5d]]— (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

O OEt
\[

CO2H

 ( HN Ph
S

5 Me

O

OS.CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD

(2 CITINGS)

L49 ANSWER 83 OF 87 HCAPLUS COPYRIGHT 20l2 ACS on STN

ACCESSION NU SER: l986:207685 HCAPLUS Full-text

DOCJ ENT WJMSER: lO4:207685

ORIGIWAL R«t«%«NC« NO.: l04:32945a,32948a

TIT.?: Amino acid derivatives as enzyme inhibitors

INVEWTOR(S): Patchett, Arthur A.; Taub, David; Wyvratt, Matthew J.
Jr.

PATEVT ASSIGN««(S) Merck and Co., Inc., USA

SOUQCE: S. African, 81 pp.
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CODEN: SFXXA3

DOCJMENT TYPE: ?atent

LANGUAGE: English
FAMILY ACC. MUM. COUNT: 1
PATENT IVFOR.ATION:

PATENT NO. KIND DATE APPLICATION NO. DATE

ZA.8304454 A 19850227 ZA.1983—4454 19830617 <——

?%IORITY APPEN. INFO.: US 1982-389735 A 19820618 <—-

«D «ntered STN: 14 Jun 1986

GI For diagram(s), see printed CA Issue.

A3 Dipeptides I (R, R3 = H, alkyl, aryl; R1 = H, (un)substituted alkyl, aryl,

or heteroaryl, ara1ky1, heteroary1a1ky1; R2 = H, alkyl, aminoalkyl; system

A is a mono— or bicyclic heterocycie), useful as angiotensin—converting

enzyme inhibitors, were prepared Thus, the reductive N—a1ky1ation of an

a1any1pro1ine derivative with PhCH2CH2COCO2H and Na3H3CN gave dipeptide
derivative II.

IT 1Q20§§~??~§§

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT

(Reactant or reagent)

(preparation and reductive alkylation of, by Et oxophenylbutyrate)
RN 102044—77—9 HCAPLUS

CN 3—Azabicyc1o[3.1.0]hexane—2—carboxy1ic acid, 3-(2—amino—1—oxopropy1)—,

[1R—[1d,2B,3(S*),5d]]—, mono(trif1uoroacetate) (9CI) (CA
INDnX NAMn)

CM 1

CRN 101952—31—2

CMF C9 H14 N2 03

Absolute stereochemistry.

CM 2

CRN 76-O5-l

CMF C2 H F3 O2

157
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F—C—CO2H

IT

RL: SPN (Synthetic preparation);

(preparation of, as angiotensin converting enzyme inhibitor)
RN l0l952—28—7 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-[(l-carboxy-3-phenylpropyl)amino]-l-oxoprooyl]-,

[lR-[la,2B,3[S*(S*)],5a]]- (9CI)

Absolute stereochemistry.

RN lOl952-30-l HCAPLUS

PREP (Preparation)

(CA IND

 

nX NAM fl

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[6-amino-2-[(l-carboxy-3-phenylpropyl)amino]-l-oxohexyl]-,

[lR-[ld,2B,3[S*(R*)],5a]]- (9CI)

Absolute stereochemistry.

O

)J\s/ (CH2>4
_o S N I \NH2

.1 5| HN\\5//\\\//Ph
CO2H _

RN lO2044-73-5 HCAPLUS

(CA IND nX NAM fl)

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-[(l-carboxy-3-phenylpropyl)amino]-l-oxoprooyl]-,

[lR-[ld,2B,3[S*(R*)],5a]]- (9CI)

Absolute stereochemistry.

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 28 of 373
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RN

CN
lO2044—74—6 HCAPLUS

3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]-

[lR—[ld,2B,3[S*(S*)],5d]]- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

RN

CN
l02044—75—7 HCAPLUS

3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]-

[lR—[ld,2B,3[S*(R*)],5d]]- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

I

I

O

)I$y1‘/Ie
.'[s W .

s_R S HN Ph
COZH _

O/\ 0:31;

RN l02044—76—8 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-[(1-carboxy-3-phenylpropyl)amino]-l-oXopropyl]- (CA IND *.X NAM .

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 29 of 373
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CO2H

O NH—£H—CH2—CH2—Ph
E— &H—Me

<q/
CO2H

RN l02045—l4—7 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[6-amino-2-[(1-carboxy-3-phenylpropyl)amino]-1-oxohexyl]-,

[lR—[ld,2B,3[S*(S*)],5d]]- (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

IT 131- -SQM5

RL: RCT (Reactant); RACT (Reactant or reagent)

(reductive alkylation of, by giyoxyiic acid derivative)
RN l0l952—34—5 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-amino-6-(l,3-dihydro-1,3-dioxo—2H-isoindol-2-yl)-1-oxohexyl]-,

[lR—[ld,2B,3(S*),5d]]—, mono(trifluoroacetate) (9CI) (CA
IND«X NAM«)

CM 1

CRN 101952-33-4

CMF C20 H23 N3 05

Absolute stereochemistry.

o 0

(CH2) 4
N” S N S

s
NH2 R

\ 0 HO2C
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CM 2

CRN 76-O5-l

CMF C2 H F3 O2

F—£—CO2H
T

IT wniqqgufiwmm.» w 9- N. . . Q .» :1‘

RL: RCT (Reactant); RACT (Reactant or reagent)

(reductive amination by, of phenyloxobutyric acid)
RN 101952-31-2 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid, 3-(2—amino—l—oxopropyl)—,

[lR-[la,2B,3(S*),5a]]- (9CI) (CA IND«X NAMn)

Absolute stereochemistry.

IT 1§1§SE~2§~8

RL: RCT (Reactant); RACT (Reactant or reagent)

(sapoification of)
RN l0l952—29—8 HCAPLUS

CN 3—Azabicyclo[3.l.O]hexane—2—carboxylic acid,

3-[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]-
NAME)

0

Q-O3t

O NH—£H—CH2—CH2—Ph
E-£H——Me

<C“(
CO2H
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L49 ANSWER 84 OF 87 HCAPLUS COPYRIGHT 2012 ACS on STN

ACCESSION \IU 3'~“.R: 1986:39761 HCAPLUS
DOCJ ENT VJM3?R: 104:39761

ORIGIVAL %nt«RnNC« NO.: 104:6423a,6426a

TIT.3: Treatment of coronary insufficiency

INVE\TOR(S): Henning, Rainer; Urbach, Hansjoerg; Teetz, Volker;

Geiger, Rolf; Schoelkens, 3ernward

PATE\T ASSIGVnn(S): Hoechst A.-G., Fed. Rep. Ger.

SOUQCE: Ger. Offen., 27 pp.
CODEN: GWXXBX

DOCJ ENT TYPE: Patent

LANGUAGE. German

FAMILY ACC. MUM. COUNT: 1
PATE\T IVFOR.ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

33 3413710 A1 19851024 33 1984-3413710 19840412

3? 158927 A2 19851023 3? 1985-104028 19850403

3? 158927 A3 19890322

3? 158927 31 19931208

R: AT, 3E, CH, DE, FR, G3, IT, .I, . , Nu, SE
3? 551927 A1 19930721 EP 1993-102949 19850403

3? 551927 31 19980923

R: AT, 3E, CH, DE, FR, G3, IT, .I, , Nu, SE
AT 98128 T 19931215 AT 1985-104028 19850403

AT 171376 T 19981015 AT 1993-102949 19850403

CA.1246457 A1 19881213 CA 1985-478724 19850410

AU 8541048 A 19851017 AU 1985-41048 19850411

AU 585502 32 19890622

JP 60231696 A 19851118 JP 1985-75489 19850411

JP 07045410 3 19950517

ZA.8502685 A 19851127 ZA 1985-2685 19850411

US 5403856 A 19950404 US 1994-188745 19940131

US 5744496 A 19980428 US 1994-359860 19941220

US 5684016 A 19971104 US 1995-445543 19950522

US 5747504 A 19980505 US 1996-709286 19960906

HK 1012008 A1 20000811 H< 1998-113025 19981209

PRIORITY APPLN. INFO.: DE L984-3413710 A 19840412

EP 1985-104028 A 19850403
<__

US 1985-721705 31 19850410

-S 1989-313491 31 19890222

-S 1991-636001 31 19910103

-8 1992-920173 31 19920727

US 1994-188745 A3 19940131

US 1994-359860 A3 19941220

US 1995-445543 A1 19950522
ASSIGNMENT {ISTORY FOR US PATENT AVAILA3LE I\ LSUS DISPLAY FORMAT

OTHER SOURCE(S): MARPAT lO4:3976l
«D «n:ered STN: 08 Feb 1986
GI
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A3 The angiotensin-converting enzyme inhibitors

R(CH2)nCH(CO2R2)NHCHRlCONR5CHR4CO2R3 [R = H, (un)substituted alkyl, aryl,

etc.; R1 = alkyl, cycloalkyl, heterocyclic radical; R2, R3 = H, alkyl, aryl,

etc.; R4CHNR2 = heterocyclic radical; n = l, 2] are drugs for the treatment

of cardiac insufficiency. Thus, tablets are formulated, containing

1 N (l S carb thoxy 3 ph ny'propy')—S—alanyl—lS,3S,5S—2—

azabicyclo[3.3.0]octane-3-carboxylic acid.
IT 9§?31~§?«E

RR: EIOL (Eiological study)

(oharmaceutical, for treatment of cardiac insufficiency)
RN 99781-97-2 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]—,

[lS-[la,2[R*(R*)],3B,5a]]- (9CI) (CA IND«X NAME)

Absolute stereochemistry.

O OEt
\[

CO2H

 ( HN Ph
S

5 Me

O

OS.CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD

(3 CITINGS)

L49 ANSWER 85 OF 87 HCAPLUS COPYRIGHT 20l2 ACS on STN

ACCESSION NU EER: l985:560858 HCAPLUS Full—text

DOCJ ENT NJMEER: l03:l60858

ORIGINAL %ntnR«NC« NO.: lO3:25849a,25852a

TIT.E: N—Alkylated dipeptides and their esters

INVENTOR(S): Jrbach, Hansjoerg; Henning, Rainer; Wissmann, Hans;
Teetz, Volker

PATENT ASSIGN««(S). {oechst A.-G., Fed. Rep. Ger.

SOURCE: Eur. Pat. Appl., 32 pp.
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CODnN: nPXXDW

DOCJMENT TYPE: Patent

LANGUAGE: German

FAMILY ACC. NUM. COUNT: 1
PATENT INFOR.ATION:

RATENT NO. KIND DATE APPLICATION NO. DATE

E? 135181 A2 19850327 EP 1984-110677 19840907

3? 135181 A3 19860402

E? 135181 31 19900131

R: AT, "E, CH, DE, FR, G3, IT, LI, LL, NL, SE
33 3333455 A1 19850411 DE 1983-3333455 19830916

AT 49979 T 19900215 AT 1981-110677 19810907

{J 36140 A2 19850828 HJ 1981-3417 19810910

{J 198303 3 19890928

F1 8403591 A 19850317 F1 1981-3591 19810913

Fl 80275 3 19900131

Fl 80275 C 19900510

CA.1338162 C 19960312 CA.1981-463071 19810913

DK 8404404 A 19850317 DK 1981-4404 19810911

DK 166027 3 19930301

DK 166027 C 19930712

NO 8403663 A 19850318 NO 1981-3663 19810911

NO 167808 3 19910902

NO 167808 C 19911218

AU 8433071 A 19850321 AU 1981-33071 19810911

AU 575585 32 19880804

JP 60089498 A 19850520 JP 1981-191869 19810911

JP 07098836 3 19951025

ZA.8407259 A 19850529 ZA.1981-7259 19810911

38 535918 A1 19851001 38 1981-535918 19810911

IL 72946 A 19900429 IL 1981-72946 19810911

JS 5055591 A 19911008 JS 1988-173024 19880323

PRIORITY APPLN. INFO.: DE 1983-3333455 A 19830916

EP 1984—110677 A 19840907
<__

-S 1984—650714 31 19840914

-8 1986-943881 31 19861219
ASSIGNMENT HISTORY FOR US PATENT AVAILA3LE I\ LSUS DISPLAY FORMAT

«D «n:ered SUN: 16 Nov 1985
GI

Hcl @ 3:3 PhCH2CH2OH—A1a— CO2Et

PhCH202C 11 1702c 111
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AR Tit_e compds. R302CCHR4NR5COCHRlNHCH(CO2R2)(CH2)nR [I; n = l, 2; R = H,

(un)substituted Cl—8 aliphatic, C3—9 alicyclic, C6—l2 aromatic, C7—l4

araliph., or C7—l4 alicyclic aliphatic residue, OR6, SR6 [R6 =

(un)substituted.Cl—4 aliphatic, C6—l2 aromatic, or heteroarom. residue]; R1

= H, (un)substituted C3—9 alicyclic, C4—l3 alicyclic aliphatic, C6—l2

aromatic, C7—l6 araliph., or heteroarom. residue, amino acid side chain; R2,

R3 = H, (un)substituted Cl—6 aliphatic, C3—9 alicyclic, C6—l2 aromatic, or

C7—l6 araliph. residue; CHR4NR5==C5—l5 heterocyclic mono—, bi—, or tricyclic

ring system] were prepared via the condensation of

HO2CCHRlNHCH(CO2R2)(CH2)nR with R302CCHR4NHR5 in the presence of an

alkanephosphoric acid anhydride. Thus, (S,S,S)-azabicyclo[3.3.0]octane II

was condensed.with (S)—PhCH2CH2CH(CO2Et)—(S)—Ala—OH by n—propanephosphonic

acid.anhydride in CH2Cl2 in the presence of N—ethylmorpholine to give peptide

derivative III (R7 =(CH2Ph), which.was debenzylated.to give III (R7 =}D (all-S

isomer). I inhibit angiotensin—converting enzyme and can be used as

antihypertensives (no data).
IT §?2§G~§8~1?

RL: SPN (Synthetic preparation); PREP (Preparation)

(preparation of)
RN 97250—98—l HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oXopropyl]—,

phenylmethyl ester, [lS-[la,2[R*(R*)],3B,5a]]- (9CI) (CA
INDEX NAM«)

Absolute stereochemistry.

O

Ph

OS.CITING EEF COUNT: 2 TH«R« ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD

(2 CITINGS)

L49 ANSWER 86 OF 87 HCAPLUS COPYRIGHT 20l2 ACS on STN

ACCESSION NU EER: l985:45446l HCAPLUS V ”—"t

DOCJ ENT NJMSER: lO3:5446l

ORIGINAL R«t«%«NC« NO.: l03:8792h,8793a

TIT.E: 2—Azabicyclo[3.l.O]hexane—3—carboxylic acid
derivatives, intermediates, and their use

INVENTOR(S): Urbach, Hansjoerg; Henning, Rainer; 3ecker, Reinhard

PATENT ASSIGN««(S) Hoechst A.-G., Fed. Rep. Ger.

SOUQCE: Ger. Offen., 30 pp.
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CODEN: GWXXBX

DOCJMENT TYPE: Patent

LANGUAGE : German

FAMILY ACC. VUM. COUNT: I
PATENT INFOR_ATION:

?ATENT NO. KIND DATE APPLICATION NO. DATE

DE 3324263 A1 19850117 DE 1983-3324263 19830706 <--

E? 131226 A2 19850116 E? 1984-107607 19840630 <--

E? 131226 A3 19870826

E? 131226 31 19900530

R: AT, EE CH, DE, FR, G3, IT, LI, LL, NL, SE
AT 53203 7 19900615 AT 1984-107607 19810630 <--

{J 37803 A2 19860228 {U 1984-2563 19810702 <--

{J 209413 3 19940530

{J 39160 A2 19860828 {U 1985-4538 19810702 <--

{J 194827 3 19880328

JS 4591598 A 19860527 JS 1981-627639 19810703 <--

F1 8402691 A 19850107 F1 1981-2691 19810704 <--

E 534001 A1 19850416 ES 1981-534001 19810704 <--

DK 8403302 A 19850107 DK 1981-3302 19810705 <--

AU 8430298 A 19850110 AU 1981-30298 19810705 <--

AU 573227 32 19880602

ZA.8405160 A 19850227 ZA.1981-5160 19810705 <--

JP 60051199 A 19850322 JP 1981-138111 19810705 <--

JP 07010879 3 19950208

CA.1263000 A1 19891114 CA.1981-458205 19810705 <--

ES 535452 A1 19850516 ES 1981-535452 19810828 <--

ES 535453 A1 19850516 ES 1981-535453 19810828 <--

CA.1267902 A2 19900417 CA.1988-583193 19881104 <--

PRIORITY APPLN. INFO.: 33 ;983—3324263 A 19830706 <--

EP 1984-107607 A 19840630
<__

CA.1984-458205 A3 19840705 <--
ASSIGNMENT {ISTORY FOR US PATENT AVAILAELE IN LsUs DISPLAY FORMAT

OTHER sOURCE(s): MARPAT 103 54461

nD nn:ered STN: 24 Aug 1985
GI

:N: \cO2R R6
OOcHR1NHcH(cH2)ncR3R4R5 <:1:f::::R7

éO2R2 I 0 II

<<I:11:L\ PhCH2CH2\C’Jn—Ala——N CO2R9H’ ‘CO R8 t 1H CO2H III 2 Iv
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A3 Tit'e derivs. I [R = H, Cl-6 alkyl, C2-6 alkenyl, (C6-l2 aryl)-Cl-4 alkyl;

R1 = H, (un)substituted Cl-6 alkyl, C2-6 alkenyl, C5—9 cycloalkyl, C5—9

cyc'oalkeny', etc.; R2 = H, Cl-6 alkyl, C2-6 alkenyl, (C6—l2 ary;)—Cl—4

alkyl; R3==}L OH, R4==H; R3R4==O; R5==Cl-6 alkyl, C2-6 alkenyl, C2-6 alkenyl,

C5—9 cycloalkyl, (un)substituted C6—l2 aryl; n = 0, l] were prepared as

antihypertensives (no data) due to their ability to inhibit

angiotensin—converting enzyme. Thus, cis—bicyc;o[3.l.O]hexan—2—one was

treated.with.H2NOSO3H and then subjected.to the 3eckman rearrangement to give

cis-azabicyclo[4.l.O]heptane cis—II (R6==R7==P), whicfl1was chlorinatedxwith

PCl5 to give cis—II (R6 = R7 = Cl), which was dech;orinated.by hydrogenation

over Raney Ni to give cis—II (R6 = Cl, R7 = H). The latter was hydrolyzed

in the presence of 3a(OH)2 to give

cis-azabicyclo[3.l.0]heXane—3—carboXy;ate cis—III, which was separated
into its exo and endo isomers. Th latt r w r st rifi d with PhCH2OH via

SOCl2 to give the corresponding benzy; esters, which were condensed with

(S)—PhCH2CH2CH(CO2Et)—L—Ala—OH by DCC/l-hydroxybenzo:riazole to give the
exo and endo isomers of title compound cis—IV (R8 = 3:, R9 = CH2Ph), which

were separated into the 3S-endo, 3R-endo, 3S—eXo, and 3R—exo isomers. The

latter were debenzylated by hydrogenolysis over Pd/C and then treated with

HCl/EtOH to give the corresponding cis—IV.HCl (R8 = Et, R9 = H).

3S—endo—cis—IV.HCl (R8 = Et, R9 = H) was saponified to give 3S—endo—cis—IV

(R8 = R9 = H); 3S—exo—cis—IV (R8 = R9 = H) was also orepared
IT %7””“ ‘R “

3... .\_....,.\.... .. .., .5.‘ “\—‘}.')-‘V‘\' .. ., _‘ $$&!f“;:“Jr s:¢ss“la~~V».-.

  
f

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT

(Reactant or reagent)

(preparation and hydrogenolysis of)
RN 97250—98—l HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oxopropyl]-,

phenylmethyl ester, [lS-[la,2[R*(R*)],3B,5d]]- (9CI) (CA
IND «X NAM*.)

Absolute stereochemistry.

 
RN 97277—l7—3 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oxopropyl]-,

phenylmethyl ester, [lR-[ld,2[S*(S*)],3B,5d]]- (9CI) (CA
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INDnX NAMn)

Absolute stereochemistry.

R‘ mm
aglw

RN 97277—l8—4 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oxopropyl]-,

phenylmethyl ester, [lR-[la,2[S*(S*)],3a,5a]]- (9CI)
(CA INDnX NAMn)

Absolute stereochemistry.

RN 97277—l9—5 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[l-(ethoxycarbonyl)-3-phenylpropyl]amino]-l-oxopropyl]-,

phenylmethyl ester, [lS-[la,2[R*(R*)],3a,5a]]- (9CI)
(CA INDnX NAMn)

Absolute stereochemistry.
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.w1 aw,«~. .«; A ~« . . -. .-3 E)IT S:£3G“§9“&i §?E??“&$“§¥

' RACT(Preparation);RL: RCT (Reactant); SPN (Synthetic preparation); PREP

(Reactant or reagent)

(preparation and saponification of)
RN 97250—99—2 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

monohydrochloride, [ls-[la,2[R*(R*)],3B,5a]]- (9CI) (CA
IND«X NAM«)

Absolute stereochemistry.

O O3t
\[

CO2H

S s HN/3\/\ Ph

S
3 Me

U HCl

RN 97277—2l—9 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

monohydrochloride, [lR-[la,2[S*(S*)],3a,5a]]- (9CI) (CA
INDnX NAMn)

Absolute stereochemistry.
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O o:t
\[

CO2H .

..-[R SE HN’/€>\\’//\\Ph
 Me

o

.?Hc1

*9 a‘§‘“-:c«sp $“3“~:C-Q§IT I‘ i~“}§WLL‘., ., ,, -

 Synthetic preparation); PREP (Preparation)

(preparation of)
RN 9725l—0O—8 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2-[2-[(1-carboxy-3-phenylpropyl)amino]-1-oxoprooyl]-,

[lS—[la,2[R*(R*)],3B,5a]]— (9CI) (CA IND«X NAM«)

Absolute stereochemistry.

CO2H
s s

S N o
HO2C ‘\<%’

Ph 3 N//§‘MeH

RN 97277—20—8 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

monohydrochloride, [lR—[la,2[S*(S*)],3B,5a]]- (9CI) (CA
IND«X NAM«)

Absolute stereochemistry.
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O O3t
\[

CO2H .

\\\Tr/4;\Me
O

C HCl

RN 97277—22—0 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

monohydrochloride, [ls-[la,2[R*(R*)],3a,5a]]- (9CI) (CA
INDnX NAMn)

Absolute stereochemistry.

__ CO2H

qs RT HN/SK/\ Ph
S N—\\n//%\Me

RN 97334-49-l HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carboxylic acid,

2—[2-[[1-(ethoxycarbonyl)-3-phenylpropyl]amino]-1-oxopropyl]-,

[lR—[la,2[S*(S*)],3a,5a]]- (9CI) (CA IND«X NAMn)

Absolute stereochemistry.

O oat
\/

CO2H

'' R S H Ph
‘ - NR

\\\n//%\Me
O
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OS.CITING REF COUNT: 7 THnRn ARn 7 CAPLUS RECORDS THAT CITE THIS RECORD

(7 CITINGS)

L49 ANSWER 87 OF 87 HCAPLUS COPYRIGHT 20l2 ACS on STN

ACCESSION VU EER: l978:529383 HCAPLUS Full—text

DOCJ ENT VJMEER: 89:129383

ORIGIVAL %«t«%«NC« NO.: 89:20017a,20020a

TIT.E: Acylazabicyclohexanes

INVE\TOR(S): Fanshawe, William Joseph; Epstein, Joseph Wi"iam;

Crawley, Lantz Stephen; Hofmann, Corris Mabe"e;

Safir, Sidney Robert

PATE\T ASSIGWn«(S): American Cyanamid Co., USA

SOURCE‘ J.S., 5 pp.
CODEN: USXXAM

DOCJ ENT TYPE: Ratent

LANG-AGE: English
FAMILY ACC. YUM. COUNT: 4
PATE\T IWFOR.ATION:

PATENT NO. KIND DATE APPLICATION NO. DATE

US 1088652 A 19780509 US 1976—749578 19761210 <——

G3 1590901 A 19810610 G3 1977-33818 19770811 <——

?RIORITY AP?LN. INFO.: US l975-600559 Al l975073l <—-

OTHER SOJRCE(S): CASREACT 89:l29383; MARPAT 89:l29383

nD «ntered STN: 12 May 1984
GI

R R3

R1
R4

UOR2 5 I

A3 The acylazabicyclohexanes I (R, R1 = H, C1-6 alkyl; R2 = H, C1-6 alkyl, C3-6

cycloalkyl, Ph, halophenyl, furyl, adamantyl, naphthyl, norbornyl; R3, R5

= H, halo, C1-6 alkoxy; R4 = H, halo, C1-6 alkyl, C1-6 alkoxy, F3C, NO2, NH2,

AcNH, HO) were prepared Thus, 1—phenyl—1,2—cyclopropanedicarboximide was

reduced with Na(MeOCH2CH20)2AlH2 to give

1—phenyl—3—azabicyc;o[3.1.1]hexane, which was acylated with

cyclopropanecarbonyl chloride to give I (R, R1, R3, R4, R5 = H, R2 =

cyclopropyl).
IT §?S§§“Eé~Q§

RL: SPN (Synthetic preparation); PREP (Preparation)

(oreparation of)
RN 67644—24—0 HCAPLUS

CN 3—Azabicyclo[3.1.0]hexane—3—propanamid , B oxo N,1 diph nyl (CA
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INDnX NAMn)

Ph
O O

2 NZL CH2— |é—NHPh

OS.CITING REF COUNT: 4

13/308,658

THnR* AR~.

(5 CITINGS)

4 CAPLUS R ECORDS THAT CIT3 THIS R
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=> d que nos 147
11 1 s«A bI.«=HCAPLUS spT=ON A33=ON PLU=ON US200l—788l73/APPS
112 STR

114 8057 s«A bI.«=R«GISTRY sss FUL 112

117 sTa

119 4 s«A T1.«=R«G1sTaY sU3=.14 sss FJ. .17

120 sTa

122 8057 s«A bI.«=R«GIST%Y sU3=.14 sss FJ. .20

123 8053 s«A T1.«=R«G1sT2Y SPE=ON A33=ON ?LU=ON L22 NOT L19

124 OJ« s?«=ON A23=ON P1U=ON RO3., J?/AU,AUTH,1N

125 OJ« s9«=ON A33=ON P1U=ON SJ1S<Y, 3?/AU,AUTH,1N

126 OJ« s9«=ON A33=ON P1U=ON SJ1S<Y, 3?/AU,AUTH,1N

127 OJ« s?«=ON A33=ON P1U=ON AJGERI, 3?/AU,AUTH,1N

128 OJ« s9«=ON A33=ON P1U=ON _AGN1N, 3?/AU,AUTH,1N

129 OJ« s9«=ON A33=ON P1U=ON 4AMANN, 1?/AU,AUTH,1N

130 OJ« s?«=ON A33=ON P1U=ON 2«T«3«NN«R, D?/AU,AUT4,1N
139 STR

141 6632 s«A bI.«=R«GIST%Y sJ3=.14 sss FU. .39

142 1421 s«A tI.«=R«GIST%Y S?E=ON A33=ON ?LU=ON L23 NOT 141

144 427 s«A bI.«=HCAP.US sPT=ON A22=ON P1U=ON 142

145 15 s«A T1.«=HcAP.Us sPT=ON A33=ON P1U=ON 144 AND (124 OR L25

0% L26 OR 127 0% L28 OR L29 OR L30)
146 0 s«A T1.«=HcAP.Us sPT=ON A33=ON P1U=ON 11 NOT L45

147 15 s«A tI.«=HCAP.US sPT=ON A33=ON P1U=ON (L45 OR L46)

=> d his 156

(bIL« 'M«DLINn, 21Os1s, «M3As«, CAAA, ATOTTOHNO, DRUGU, VETU, TOxc«NT«R,
NAPRAL«RT' «NT«R«D AT 09:09:45 ON 01 MAY 2012)

CHARGED TO cOsT=Tc1600

L56 ;0 s 155 AND L24—L30

=> d que nos 156
112 STR

114 8057 s«A r1.«= «GISTRY sss FUL L12

117 STR

119 4 s«A r1.«= «GISTRY sU3=.14 sss FJ. .17

120 ST?

122 8057 s«A r1.«= «GISTRY sU3=.14 sss FJ. .20

123 8053 s«A r1.«= «GISTRY SPE=ON A33=ON ?LU=ON L22 NOT L19

124 OJ« s9~= N A33=ON P1U=ON RO3., J?/AU,AUTH,1N

125 OJ« s?~= N A33=ON P1U=ON SJ1S<Y, 3?/AU,AUTH,1N

126 OJ« s?~= N A33=ON P1U=ON SJ1S<Y, 3?/AU,AUTH,1N

127 OJ« s9~= N A33=ON P1U=ON AJGERI, 3?/AU,AUTH,1N

128 OJ« s9~= N A33=ON P1U=ON _AsN1N, 3?/AU,AUTH,1N

129 OJ« s9~= N A33=ON P1U=ON 4AMANN, 1?/AU,AUTH,1N

130 OJ« s?~= N A33=ON P1U=ON 2«T«3«NN«R, D?/AU,AUTH,IN
139 ST?

141 6632 s«A r1.«= «GISTRY sU3=.14 sss FU. .39

142 1421 s«A r1.«= «GISTRY SPE=ON A33=ON ?LU=ON L23 NOT L41
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_J54

E55

E56

961 SEA tILE=REGISTEY S?E=ON AE?=ON
3IOSIS OR EMEASE OR CARA OR

TOXCENTER OR NARRALEET)/LC
859 SEA .54

10 SEA .55 AND (L24 OR E25 OR L26 O

=> duo rem 147 156
FI.E

USE
HCA?LJS'

IS SJEJ
1

PLEAS.
4

sum

13/308,658

ENTERED AT 09:18:09 ON 01
ECT TO TH. TERMS Ob YOUR STN C

"HE.?
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L57 ANSWER 1 OF 16 HCAPLUS COPYRIGHT 2012 ACS on STN DUPLICATE I

ACCESSION NU EER: 2009:672585 HCAPLUS F .—text

DOCJ ENT WUMEER: l5l:ll555l

TIT.E: Pharmacokinetics of the dipeptidyl peptidase 4

inhibitor saxagliptin in rats, dogs, and monkeys and

clinical projections

AUT{OR(S): Fura, Aberra; Khanna, Ashish; Vyas, Viral; Koplowitz,

3arry; Chang, Shu—Ying; Caporuscio, Christian;

3oulton, David W.; Christopher, Lisa J.; Chadwick,
<ristina D.; Eamann, Lawrence G.; Humphreys, W.

Griffith; Kirby, Mark

CORPOEATE SOURCE: ?harmaceutical Candidate Optimization, Research and

Development, 3ristol—Myers Squibb, Princeton, NJ, USA

SOJRCE: Drug Metabolism and Disposition (2009), 37(6),
1164-1171

CODEN: DMDSAI; ISSN: 0090-9556

?U§LISHER: American Society for Pharmacology and Experimental

Therapeutics
DOCUMENT TYPE: Journal

EAWGUAGE: English
«D «n:ered STN: 04 Jun 2009

A3 Saxagliptin.is a pot nt, s l ctiv , r V rsibl dip ptidyl peptidase 4 (DPP4)

inhibitor specifically designed for extended inhibition of the DPP4 enzyme

and is currentlyrunder development for the treatment of type—2 diabetes. The

pharmacokinetics of saxagliptin were evaluated in rats, dogs, and monkeys

and used to predict its hLman pharmacokinetics. Saxagliptin was rapidly

absorbed and had good bioavailability (50—75%) in the species tested. The

plasma clearance of saxagliptin was higher in rats (115 mL/min/kg) than in

dogs (9.3 mL/min/kg) and monkeys (14.5 mL/min/kg) and was predicted to be
low tolnoderate in humans. The plasma elimination half—life was between 2.1

and 4.4 h in rats, dogs, and monkeys, and both metabolism.and renal excretion

contributed to the overall elimination. The primary metabolic clearance

pathway involved the formation of a significant circulating, pharmacol.

active hydroxylated metabolite, M2. The volume of distribution values

observed in rats, dogs, and monkeys (1.3-5.2 l/kg) and predicted for humans

(2.7 l/kg) were greater than those for total body water, indicating

extravascular distributionl The in vitro serum protein binding was low (S30%)

in rats, dogs, monkeys, and humans. After in:ra—arterial administration of

saxagliptin to Sprague—Dawley and Zucker diabetic fatty rats, higher levels

of saxagliptin and M2 were observed in the in:estine (a proposed major site

of drug action) relative to that in plasma. Saxagliptin has prolonged

pharmacodynamic properties relative to its plasma pharmacokinetic profile,

presumably due to addnl. contributions from.M2, distribution of saxagliptin

and M2 to the intestinal tissue, and prolonged dissociation of both

saxagliptin and M2 from DPPZ.
IT 8§13§2~2§“?

RL: PKT (Pharmacokinetics); EIOL (siological study)
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(pharmacokinetics of dipeptidyl peptidase 4 inhibitor saxagliptin in

rats, dogs, and monkeys and clin. projections)
RN 84l302—24—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2 [(2S) 2 amino 2 (3,5 dihydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)- (CA INDEX NAME)

Absolute stereochemistry.

HO
CN

s N s OH

IT 3§1§§E»S§~8, Saxagliptin

RL PKT (Pharmacokinetics); THU (Therapeutic use); RIOL (aiological

study); USES (Uses)

(pharmacokinetics of dipeptidy; peptidase 4 inhibitor saxagliptin in

rats, dogs, and monkeys and clin. projections)
RN 36l442—04—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—2—(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)- (CA INDEX NAME)

Absolute stereochemistry.

HO
CN

S N S

OS.CITING REF COUNT: 20 T{«R« ARE 20 CAPIUS RECORDS TPAT CITE THIS

RECORD (20 CITIRGS)
REFERENCE COUNT: l6 T{nRn ARE l6 CITED R«bfiRfiNCfiS AVAILA?.E FOR THIS

RECORD. ALL CITATIORS AVAILARLE IR Tin Rn FORMAT

L57 ANSWER 2 OF 16 HCAPLUS CORYRIGHT 20l2 ACS on STN DUPLICATE 2

ACCESSION NU SER: 2008:l87464 HCAPLUS Full—text

DOCJ ENT NUMSER: l48:443309

TIT.?: Involvement of DPP—IV catalytic residues in

enzyme-saxagliptin complex formation

AUT{OR(S): Metz'er, Wil'iam J.; Yanchunas, Joseoh; Weigelt,

Carolyn; Kish, Kevin; Klei, Herbert E.; Xie, Dianlin;
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Zhang, Yaqun; Corbett, Martin; Tamura, James K.; He,
3in; Hamamn, Lawrence G.; Kirby, Mark S.;
arcinkeviciene, Jovita

Department of Molecular 3iosciences,

Squibb Research and Development, Princeton,
08543-4000, USA

?ro:ein Science (2008), 17(2),
CODEN: PRCIEI; ISSN: 0961-8368

Cold Spring Harbor Laboratory Press

--1
.L

SOURCE: 3ristol-Myers
NJ,

240-250L*J

SHTR:

.4

3

DOCUMENT TYPE:

WGUAGE:
Journal

English".
«n:ered STN: 14 Feb 2008wuWA

IT

RN

CN

Absol

The inhibition of DPP-IV by saxagliptin has been proposed to occur through

formation of a covalent but reversible complex. To evaluate further the

mechanism of inhibition, we determined the x-ray crystal structure of the

DPP-IV:saxagliptin complex. This structure reveals covalent attachment

between S630 and the inhibitor nitrile carbon (C-O distance <l.3 A). To
investigate whether this serine addition is assisteciby the catalytic His-Asp

dyad, we generated two mutants of DPP-IV, S630A.and H740Q, and assayed them

for ability :o bind inhibitor. DPP-IVH740Q bound saxagliptin with an

.apprx.l000-fold reduction in affinity relative to DPP-IVWT, while

DPP-IVS630A showed no evidence for binding inhibitor. An analog of

saxagliptin lacking the nitrile group showed unchanged binding properties

to the both mutant proteins, highlighting the essential role S630 and H740

play in covalent bond formation between S630 and saxagliptin. Further

supporting mechanism-based inhibition by saxagliptin, NMR spectra of

enzyme-saxagliptin compl x s r v al d th pr s nc of three downfield

resonances with low fractionation factors characteristic of short and strong

hydrogen bonds (SSH3). Comparison of the NMR spectra of various wild-type

and mutant DPP-IV:ligand complexes enabled assignment of a resonance at

.apprx.l4 ppH1tO H740. Two addnl. DPP-IV'mutants, Y547E‘and.Y547Q, generated

to probe potential stabilization of the enzyme-inhibitor complex by this

residue, did not show any differences in inhibitor binding either by ITC or

NMR. Together with the previously published enzymic data, the structural

and binding data presented here strongly support a histidine-assisted

covalent bond formation between S630 hydroxyl oxygen and the nitrile group

of saxagliptin.
841302-20-3, 3MS 538305

RR: RSU (3iologica' study, unclassified); RIOL (3iological study)

(3MS 538305; involvement of dipeptidyl oeptidase-IV catalytic residues

in enzyme-saxagliptin complex formation)
841302-20-3 HCAPLUS

Ethanone, 2-amino-l-(lS,5R)-2-azabicyclo[3.l.0]hex-2-yl-2-(3-

hydroxytricyclo[3.3.l.l3,7]dec-l-yl)-, (2S)- (CA IND«X NAM«)

ite stereochemistry.

HO

ER j H2NN
S S
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IT 3§i£"~O§“3§§, Saxagliptin, complex with dipeotidy' peptidase IV

RR: QPN (?iosynthe:ic preparation); ESU (?iologica' study, unclassified);

PRP (Properties); RIOL (Riological s:udy); PREP (Preparation)

(involvement of dipep:idyl peptidase-IV ca:alytic residues in

enzyme-saXaglip:in complex formation)
RN 36l442—04—8 HCAPLJS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)- (CA IWD«X NAMn)

 

Absolute stereochemistry.

 IT BSIQQE L§~3, Saxagliptin

RR: ESU (?iologica' study, unclassified); EIOL (?iological study)

(involvement of dipeptidyl peptidase-IV catalytic residues in

enzyme-saxagliptin complex formation)
RN 36l442—04—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)- (CA IND«X NAM«)

Absolute stereochemistry.

HO
CN

::Is SE NH2
s s

OS.CITING REF COUNT: 19 T{«R« AR« 19 CAP.US RECORDS TPAT CITE THIS

RECORD (19 CITIRGS)
R«b«R«NC« COUNT: 29 T4«R« AR« 29 CIT«D R«I«R«NC«s AvAILA:.: FOR THIS

RECORD. ALL CITATIORS AVAILARL? IR Tin Rn IORMAT

L57 ANSWER 3 OF l6 HCAPLUS CO?YRIGHT 2012 ACS on STN DUPLICATE 3

ACCESSION NUMSER: 2007:78996O HCAPLUS Fuli~teXt
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DOCU ENT NUMRSR: l47:l894l4

TIT..: ?reparation of human glucagon—like peptide—l receptor
modulators and their use in the treatment of diabetes

and related conditions

NTOR(S): iaque, Tasir Shamsul; Ewing, William R.; Mapelli,

Claudio; Lee, Ving G.; Sulsky, Richard 3.;
Riexinger, Douglas James; Martinez, Rogelio L.; Zhu,

Yeheng; Ruan, Zheming

u

INV L‘J

PATENT ASSIGNn«(S): 3ristol—Myers Squibb Company, USA

SOUSCE: ?CT Int. Appl., l93pp.
CODEN: PIXXD2

3 ?atentDOCJMENT TYP :

LANGUAGE: English
FAMILY ACC. NUM. COUNT: 1
PATENT INFOR_ATION:

PATENT NO. KIND DATE APPLICATION NO. DATE

WO 2007082264 A2 20070719 WO 2007-US60383 20070111

WO 2007082264 A3 20071221

W: AE, AG, AL, AM, AT, AJ, AZ, SA, SS, SG, SS, SW, SY, SZ, CA, CH,

CN, CO, CR, CU, CZ, DE, D<, 3 , DZ, EC, En, EG, ES, LI, G3, GD,

GE, G1, GM, GT, HN, HS, HJ, ID, IE, IN, IS, JP, (E, (G, < , KN,

K?, (S, (Z, LA, LC, L<, LS, IS, .T, .U, .V, .Y, A, D, MG, MK,

MN, W, X, MY, MZ, NA, NG, NI, NO, NZ, O , ?G, 31, ?L, 3T, RO,

RS, SJ, SC, SD, SE, SG, S<, SE, S , SV, SY, TJ, T , TN, TS, TT,

TZ, JA, JG, US, UZ, VC, VN, ZA, Z , ZW

RW: AT, SE, SG, CH, CY, CZ, DE, D<, En, ES, LI, ER, G3, GR, {J, IE,

IS, IT, ET, LU, LV, MC, N., 3., ?T, SO, SE, SI, S<, TR, SF, SJ,

CF, CG, CI, CM, GA, GN, GQ, GW, E, R, NE, SN, TD, TG, 3W, G1,

GM, (E, .S, MW, MZ, NA, SD, SE, SZ, TZ, UG, ZM, ZW, AM, AZ, 3Y,

KG, (Z, D, RU, TJ, TM, A3, EA, E3, OA
JS 20070238669 Al 20071011 JS 2007-622142 20070111

EP 1976873 A2 20081008 E? 2007-717953 20070111

R: AT, SE, SG, CH, CY, CZ, DE, DK, En, ES, EI, LS, G3, GR, HU, IE,

IS, IT, EI, LT, LU, LV, MC, NL, ?E, ?T, RO, SE, SI, SK, TR, HS
JP 2009523177 T 20090618 J? 2008-550516 20070111

NO 2008002958 A 20080826 NO 2008-2958 20080703

IN 2008DN06096 A 20080926 IN 2008-DN6096 20080711

CN 101400699 A 20090401 CN 2007-80008789 20080911

PRIORITY APPLN. INFO.: US 2006-758096P P 20060111

US 2006-758107P P 20060111

US 2006-758164P P 20060111

US 2006-758165P P 20060111

WO 2007-US60383 W 20070111
ASSIGNMENT {ISTORY FOR US PATENT AVAILAS E IN LSUS DISPLAY FORMAT

OTHER SOURCE(S): CASREACT 147:189414; MARPAT 147:189414
«D «n:ered STN: 20 Jul 2007

A3 The inven:ion provides novel human g1icagon—like peptide—l (GLP—l) receptor
modulators Xaal Xaa2 Xaa3 Xaa4 Xaa5 Xaa6 Xaa7 Xaa8 Xaa9 XaalO Xaall

[Xaal—Xaa3, Xaa5—Xaall are (certain) naturally or non—naturally occurring

amino acid residues; Xaa4 is glycine] that have bio1. activity similar or

superior to native GLP—l peptide and thus are usefu1 for the treatment or

prevention of diseases or disorders associated with GLP activity. The
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compds. include chemical—modified peptides that not only stimulate insulin

secretion in type II diabetics, but also produce other beneficial

insulinotropic responses. These synth tic p ptid GLP l r c ptor

modulators exhibit increased stability to proteolytic cleavage making them

ideal therapeutic candidates for oral or parenteral administration. The

disclosed and claimed peptides show<iesirable pharmacokinetic properties and

desirable potency in efficacy models of diabetes. 'fhus,

MeOCOHis (S) d M Pro EGT L d M Ph (2 fluoro)—

TSD-3ip(2'-ethyl-4'-methoxy) (S) 2 amino 4 (3 ph nyloh noxy)butanamide

(E, G, T, T, S and D are one—letter amino acid symbols, Rip = biphenylalanine

residue) was prepared by the solid—phase method.and.shown.to lower the plasma

glucose in an IP glucose tolerance test after s.c. administration in ob/ob
mice. NOTE:for 8016 keep the first index entry; for 7050, keep both entries;

for 7054, <eep first entry.

IT 3§1§§E»0§~8, Saxagliptin

RE: PAC (Pharmacological activity); THU (Therapeutic use); 3IOL

(3iological study); USES (Uses)

(codrug; preparation of human GLP—l receptor modulators and their use in
treatment of diabetes and related conditions)

RN 36l442—04—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]hexane—3—carbonitrile,

2—[(2S)—2—amino—2—(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(1S,3S,5S)- (CA INDEX NAME)

Absolute stereochemistry.

 

HO
CN

S N S

OS.CITING REF COUNT: 5 THERE ARE 5 CAPLUS RECORDS THAT CITE THIS RECORD

(5 CITINGS)

L57 ANSWER 4 OF 16 HCAPLUS COPYRIGHT 2012 ACS on STN DUPLICATE 4

ACCESSION NU 3ER: 2007:1279241 HCAPLUS *

DOCJ ENT NUMRER: 148:121939

TIT.E: Potent non—nitri1e dipeptidic dipeptidyl peptidase IV
inhibitors

AUT{O%(S): Simpkins, Ligaya M.; 3olton, Scott; Pi, Zulan; Sutton,\

James C.; Kwon, Chet; Zhao, Guohua; M §nin, 3aviu

R.; Augeri, Bavid J.; Gungor, Timur; Rotella, David

?.; Sun, Zhong; Liu, Yajun; Slusarchyk, William S.;

arcinkeviciene, Jovita; Robertson, James G.; Wang,

Aiying; Robl, Jeffrey A.; Atwal, Karnail S.; Zahler,
Robert L.; Parker, Rex A.; Kirby, Mark S.; Eamann,
Lavrence G.

CORPORATE SOURCE: 3ristol—Myers Squibb Research and Development,
?rinceton, NJ, 08543-5400, USA
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The synthesis and structure—activity relationships of novel dipeptidyl

inhibitors replacing the classical cyanopyrrolidine

nitrogen heterocycles are described.

0960-894X

3ioorganic & Medicinal Chemistry Letters (2007),

A unique

potency enhancement was achieved.with B—branched.natural and unnatural amino

(§iological

linked to a

study)

(preparation and DDP—IV—inhibiting activity of non—nitrile dipeptides as

SOJRCE:

l7(23), 6476-6480
COD?N: §MCL?8; ISSN:

3U%.ISH?R: Elsevier Ltd.

DOCJMENT TY33 Journal

JANGUAGE: English
OT{E SOURCE(S): CASREACT l48:l2l939
«D «n:ered STN: 09 Nov 2007
A3

peptidase IV (DDP—IV)

Pl group with other small

acids, particularly adamantylglycines,

(2S,3R)—2,3—methanopyrro;idine based scaffold.

IT 3?” »0§~8, Saxagliptin

RL PAC (Pharmacological activity); RIOL

potential antidiabetes agents)
RN 36l442—04—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)- (CA INDnX NAMn)

Absolute stereochemistry.

IT

RN

CN

Absol

 
PA (Pharmacological activity); SPN

PREP (Preparation)

R4:

(3iological study);

(preparation and DDP—IV—inhibiting activity of non—nitrile dipeptides as

potential antidiabe:es agents)
84l302—2l—4 HCAPLUS

Ethanone,

dihydroxytricyclo[3.3.l.l3,7]dec—l—yl)—,

ite stereochemistry.

(Synthetic preparation);

(ZS)- (CA IND
2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]-2-(3,5-

nX NAM fl)
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HO

:[§ :1 H2N
s N s OH

84l302—27—0 HCAPLUS

Ethanone, 2—amino—l—(3—azabicyclo[3.l.O]hex—3—yl)—2—(3,5—

dihydroxytricyclo[3.3.l.l3,7]dec—l—yl)—, (2S)— (CA IND«X NAM«)

RN

CN

Absollte stereochemistry.

HO

H2N

; SN S OH

RN 84l302—28—l

CN Ethanone,

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—

dimethyltricyclo[3.3.l.l3,7]dec—l—yl)—, (28

HCAPLUS

2—(3—hydroXy—5,7—
)- (CA INDnX NAMn)

Absolute stereochemistry.

Me

:[§ :1 H2N
s N s M9

OH

84l302—5l—0 HCAPLUS

Ethanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]heX—2—yl]—2—(3-

hydroxytricyclo[3.3.l.l3,7]dec—l—yl)—, hydrochloride (1:1), (28)-
INDnX NAMn)

RN

CN

Absolute stereochemistry.

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 53 of 373
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N
S S

C HCl

RN 1000689-35-9

CN Ethanone,
(28)-

(CA IND

HO

HCAPLUS

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]—2—phenyl—,

nX NAM‘ - )

Absolute stereochemistry.

13/308,658

RN l000689—36—0 {CAPLUS

CN l—Propanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]—3—phenyl—,
(2S)- (CA INDnX NAM«)

Absolute stereochemistry.

RN l000689—37—l

' 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]heX—2—yl]—2—(4-CN Ethanone,

NH2

S Ph

HCAPLUS

(2S)- (CA INDnX NAMn)chlorophenyl)-,

Absolgte stereochemistry.

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 54 of 373
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£1? j NH2N

RN 1000689-38-2

imidazol-5-yl)-, (2S

Absolute stereochemistry.

Cl

HCAPLUS

CN l—Propanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—3—(lH-
)- (CA IND«X NAM*

 N $

RN 1000689-39-3

hydroxyphenyl)-, (28

Absolute stereochemistry.

OH

S N S

O

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]h X 2 yl]

HCAPLUS

CN l—Propanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]heX—2—yl]—3—(4-
)- (CA IND«X NAM*

RN l000689—40—6 HCAPLUS

CN l—Propanone,

yl)-, (2S)- (CA IND

Absolute stereochemistry.

H
N

R ‘

J; o
O

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 55 of 373
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RN l000689—4l—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]hexane—2—butanamide,

(BS,lS,5R)- (CA INDnX NAM-

Absolute stereochemistry.

RN 1000689-43-9 HCAPLU

CN l—Pentanone, 2,5—diamino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—,
(CA IND«X NAMn)

Absolute stereochemistry.

RN l00O689-44-O {CAPLU

S

S

- )

13/308,658

B—amino—y—oXo-,

(ZS)-

CN l—Propanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—3—hydroxy—,
(ZS)- (CA IND«X NAM- 0

Absolute stereochemistry.

RN l0O0689-45-l {CAPLU S

CN l—Propanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—3—methoxy—,
(ZS)- (CA IND«X NAM- 0

Absolute stereochemistry.

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 56 of 373

186

0315



0316

ER j NH2 OMe

RN 1000689-46-2 HCAPLUS

CN l—Propanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]-3-(1,1-
«X NAM*dimethylethoxy)—, (ZS)-

Absolute stereochemistry.

N OBu—t

RN l000689—47—3 {CAPLUS

CN l—3utanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—4—hydroxy—,
(2S)- (CA IND«X NAM«)

Absolute stereochemistry.

RN 1000689-48-4 HCA

OH

?LUS

13/308,658

(CA IND - )

CN l—3utanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—3—hydroxy—,
(2S,3R)- (CA IND fiX NAM*

Absolute stereochemistry.
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RN 1000689-49-5 HCAPLUS

CN 1 H Xanon , 2 amino 1
INDnX NAMn)

Absolute stereochemistry.

RN 1000689-50-8 {CAPLUS

[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—,

13/308,658

(ZS)- (CA

CN l—Pentanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]—4—methyl—,
(2S)- (CA IND«X NAM«)

Absolute stereochemistry.

S N\\H//%\Bu—i
0

RN l000689—52—0 HCAPLUS

CN l—Pentanone,

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]h X 2 yl]
, (2S)- (CA IND«X NAM«)

Absolute stereochemis:ry.

:[§ :1 NH2
S N S CMe3

RN l000689—53—l {CAPLUS

4,4 dim thyl

CN l—3utanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]—3—methyl—,
(2S)- (CA IND«X NAM«)

Absolute stereochemistry.

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 58 of 373
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S N\\H//%\Pr—i
0

RN l000689—54—2 HCARLUS

CN l—Pentanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]—3—methyl—,
(2S,3S)- (CA INDnX NAM«)

Absolute stereochemistry.

RN l000689—55—3 HCARLUS

CN l—Pentanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]—3—methyl—,
(2S,3R)- (CA INDnX NAM«)

Absolute stereochemistry.

RN l000689—56—4 {CAPLUS

CN l—3utanone,

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]h X 2 yl] 3,3 dim thyl ,
(2S)- (CA IND«X NAM«)

Absolute stereochemistry.

Bu—t

189
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RN l000689—57—5 {CAPLUS

CN l—3utanone,

2—amino—l—[(lR,5S)—2—azabicyclo[3.l.O]h X 2 yl]
(2S)- (CA INDnX NAM«)

3,3 dim thyl
I

Absolute stereochemistry.

,.E j NH2
3 Bu—t

RN l000689—59—7 HCAPLUS

CN l—Pentanone,

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]h X 2 yl] 4 m thyl 3 (1

methylethyl)-, (2S)- (CA IND«X NAM«)

Absolute stereochemistry.

CH(Pr—i)2

RN 1000689-60-O HCAPLUS

CN Ethanone, 2-amino-1-[(lS,5R)-2-azabicyclo[3.l.O]heX-2-yl]-2-(3,3,5,5-

:etramethylcyclohexyl)—, (2S)— (CA IND«X NAM«)

Absolgte stereochemistry.

R NH 2 Me
N

Me

Me e

RN l000689—6l—l HCAPLUS

CN Ethanone, 2—amino—l—[(lR,5S)—2—azabicyclo[3.l.O]heX—2—yl]—2—(3-

190
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hydroxytricyclo[3.3.1.13,7]dec—1—yl)—, (2S)— (CA IND«X NAM«)

Absolute stereochemistry.

'_o S' £::;::L
R s

HO

RN 1000689—66—6 HCAPLUS

CN Ethanone, 1—[(1S,5R)—2—azabicyclo[3.1.0]hex—2—yl]—2—[(3-

hydroxytricyclo[3.3.1.13,7]dec—1—yl)amino]— (CA IND«X NAM«)

Absolite stereochemistry.

HO

O
H

:5 N N
"»|R I

OS.CITING REF COUNT: 8 T{«R« ARE 8 CAP.JS RECORDS THAT CITE T{IS RECORD

(8 CITINGS)
R«b«R«NC« COUNT: 32 T{«R« AR« 32 CITED R«b«R«NC«S VAI.AR.? FOR THIS

RECORD. ALL CITATIORS AVAILARLE I\ Tin Rn FORMAT

L57 ANSWER 5 OF 16 HCAPLUS CORYRIGHT 2012 ACS on STN DUPLICATE 5

 ACCESSION NU HR: 2005:1351306 HCAPLUS .l—’te2<:t
DOCJ ENT NUMRER: l44:l86959

TIT.?:  echanism of Gly—Pro—pNA cleavage catalyzed by

dipeptidyl oeotidase—IV and its inhibition by

saxagliptin (3MS—477118)

AUT{O%(S): Kim, Young 3.; Kopcho, Eisa M.; Kirby, Mark S.;
Eamann, Lax ‘“CE &.; Weigelt, Carolyn A.; Metzler,
William J.; Marcinkeviciene, Jovita

 

CO%?O%ATE SOURCE: Departmen: o: Chemical Enzymology, Pharmaceutical

Research Ins:itute, 1risto' Myers-Squibb

Pharmacei:ical Company, Princeton, NJ, 08543-5400, USA

SOJQCE: Archives of Biochemistry and Biophysics (2006),
445(1), 9-18
COD?N: AQRIA4; ISSN: 0003-9861

PU?.ISHE : Elsevier

DOCUMENT TYPE: Journal

LANGUAGE: English
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«D «ntered STN: 30 Dec 2005

AR Dipeptidyl peptidase—IV (DPP—IV) is a serine protease with a signature

Asp—His—Ser motif at the active site. Our pH data suggest that Gly—Pro—pNA

cleavage catalyzed by D?P—IV is facilitated by an ionization of a residue

with a pK of 7.2i0.1. 3y analogy to other serine proteases this pK is

suggestive of His—Asp assisted Ser addition to the P1 carbonyl carbon of the

substrate to forn1a tetrahedral intermediate. Solvent kinetic isotope effect

studies yielded a D20kcat/Km = 2.9i0.2 and a D20kcat = 1.7i0.2 suggesting
that kinetically significant proton transfers contribute to rate limitation

during acyl intermediate formation (leaving group release) and hydrolysis.

A "burst" of product release during pr st ady stat Gly Pro pNA cleavage

indicated rate limitation in the deacylation half—reaction. Nevertheless,

the amplitude of the burst xc d d th nzym conc ntration significantly

(.apprx.15—fold), which is consistent with a branching deacylation step.

All of these data allowed us to better understand DPP—IV inhibition by

saxagliptin (3MS—477118). We propose a two—step inhibition mechanism

wherein an initial encounter complex is followed by covalent intermediate

formation. Final inhibitory complex assembly (kon) depends upon the

ionization of an enzyme residue with a pK of 6.2i0.1, and we assigned it to

the catalytic His—Asp pair which enhances Ser nucleophilicity for covalent

addition An ionization with a pK of 7.9i0.2 likely reflects the P2 terminal

amine of the inhibitor hydrogen bonding to Glu205/Glu206 in the enzyme active

site. The formation of the covalent enzyme-inhibitor complex was reversible

and dissociated with a koff of (5.5i0.4) X 10-5 s-1, thus yielding a K*i (as

koff/kon) of 0.35 nM, which is in good agreement with the value of 0.6 nM
obtained from steady—state inhibition.studies. ProtonIHfl{spectra.of DPP—IV

showed a downfield resonance at 16.1 ppm. Two addnl. peaks in the 1H NMR

spectra at 17.4 and 14.1 ppm were observed upon mixing the enzyme with

saxagliptin. Fractionation factors (.vphi.) of 0.6 and 0.5 for the 17.4 and

14.1 ppm.oea<s, resp., are suggestive of short strong hydrogen bonds in the

enzyme-inhibitor complex.

IT 3S1f'3 EMS, Saxagliptin

RR: RSU (?io'ogica' study, unclassified); RIOL (?iological study)

(Glu205/Glu206 residue of dipeptidy; peotidase—IV plays important role
in saxagliptin binding through short strong hydrogen bonds)

RN 361442—04—8 HCAPLUS

CN 2—Azabicyclo 3.1.0]hexane—3—carbonitri;e,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.1.13,7]dec—1—yl)acetyl]—,
(lS,3S,5S)- (CA INDnX NAMn)

Absolute stereochemistry.

1
OS.CITING REF COUNT: 30 THnRn ARE 30 CAPLUS RECORDS THAT CITE THIS
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RECORD (31 CITIRGS)
Rnt*RnNCn COUNT: 42 T{nRn ARn 42 CITnD RntnRnNCnS AVAILAR.E FOR THIS

RECORD. ALL CITATIORS AVAILARLE IR Tin Rn tORMAT

L57 ANSWER 6 OF 16 HCAPEUS CO?YRIGHT 2012 ACS on STN DUPLICATE 6

ACCESSION NU RER: 2005:493507 HCAPLUS Fullmtext

DOCJ ENT NUMRER: 143:43869

TIT.?: ?repara:ion of nitrogen containing bicyclic

oyridine—based derivatives as inhibitors of HMG CoA
reductase

INVENTOR(S): O'Connor, Stephen P.; Robl, . 3; Ahmad, Saleem;
3isaha, Sharon; Murugesan, Natesan; Ngu, Khehyong;

Shi, Yan; Stein, Philip D.; Soundararajan, Nachimuthu;
Natalie, Kenneth J., Jr.; Ko11a, Laxma R.; Sausker,

Justin; Quinian, Sandra L.; Fan, Junying; Petsch,

Dejah; Guo, Zhenrong

PATENT ASSIGNnn(S) 3risto1—Myers Squibb Company, USA

SOURCE: ?CT Int. App;., 193 pp.
CODEN: PIXXD2

DOCJMENT TYPE: Ratent

LANGUAGE: English
FAMILY ACC. NUM. COUNT: 1
PATENT INFOR.ATION:

PATENT NO. KIND DATE A??LICATION NO. DATE

WO 2005051386 A1 20050609 WO 2004—US39051 20041119

W: AE, AG, AL, A , AT, AJ, AZ, RA, RR, RG, RR, RW, RY, RZ, CA, CH,

CN, CO, CR, CJ, CZ, DE, DK, DM, DZ, nC, nn, nG, nS, tI, G3, GD,

GE, GH, GM, HR, {J, ID, IL, IN, IS, J3, (E, (G, (P, (R, KZ, LC,

.<, LR, LS, LT, .J, .V, MA, D, G, <, N, W, X, Z, NA, NI,

NO, NZ, OM, PG, 31, RE, PT, RO, RU, SC, SD, SE, SG, SK, SE, SY,

TJ, TM, TN, TR, TT, TZ, UA, JG, JS, JZ, VC, VN, YU, ZA, Z , ZW

RW: 3W, GH, GM, KE, .S, W, MZ, NA, SD, SE, SZ, TZ, JG, ZM, ZW, AM,

AZ, 3Y, KG, KZ, D, RU, TJ, T , AT, RE, RG, Ci, CY, CZ, DE, DK,

nn, nS, FI, FR, G3, GR, HU, IE, IS, IT, EU, MC, NL, PL, PT, RO,

SE, SI, SK, TR, RF, RJ, CF, CG, CI, C , GA, GN, GQ, GW, ME, MR,

NE, SN, TD, TG
JS 20050171140 A1 20050804 JS 2004—989138 20041115

JS 7420059 32 20080902

EP 1684754 A1 20060802 EP 2004—811719 20041119

R: AT, RE, CH, DE, DK, ES, FR, G3, GR, IT, .I, LU, Nu, SE, MC, PT,

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, RG, CZ, nn, HJ, PL, SK,

HR, IS, YU
PRIORITY AP?LN. INFO US 2003-523546P P 20031120

US 2004—989138 A 20041115

WO 2004—US39051 W 20041119
ASSIGNMENT {ISTORY FOR US PATENT AVAILARLE IN LSUS DISPLAY FORMAT

OTHER SOURCE(S): MARPAT 143:43869
nD nn:ered STN: 10 Jun 2005
GI
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* STRUCTURE

A

IT

Title compds. I

etc.;

1

13/308,658

DIAGRAM TOO LARGE
1

aryl, cycloalkyl,

inhibitors of HMG CoA.reductase.

of

red

[4-

tetrahydro[1,8]naphthyridin—3—yl]—methanol

aldehyde and coupled with

1,1-dimethylethyl(4R,6S)-2,2-dimethyl-6-(l

JCGSO.

Et 2-amino-4-(4-fluorophenyi

pyridinepropanoate

iction/sulfonyl

etc.;

FOR DISPLAY -

R4

_ly acceptable salts,

AVAILARLE L‘J PRINTVIA OFFLIR

[Het = 5- to 8—membered ring including at least one nitrogen

atom with provisions; n = 0-1; R1 and R2 independently = H, a"
R3 = H,

){= —CR6R7—CR6aR7a—, —CR6=CR7—; R6, R7, R6a and.R7a independently =}L a"

and their pharmaceutical

kyl, a'keny',

and R5 independently = H, a'ky';

ky‘]

are prepared and disclosed as

Thus, e.g., II was prepared by cyclization

(preoaration given)

_ation/reduction sequence to give

_)—6-isopropyl—5—methoxycarbonyl—3—

followed by a

(4—fluorophenyl)-2—isopropyl—8—methanesulfonyl—5,6,7,8-
(III). III was oxidized.to the

phenyl—lH—tetrazole—5—sulfonylmethyl)—[1,3]dioXan—4—yl—acetate followed

by ring opening to give II.
CoA reductase

inhibitors should prove useful

hyperlipidemia, dyslipidemia, and atherosclerosis.

I

(no data given).

comprising I are disclosed.

RL:

(claimed co-drug;

... Q Q

THU

.'\:~
«S, BMS 477118

(Therapeutic use); RIOL

should display activity as inhibitors of HMG
I as inhibitors of HMG CoA reductase

in the treatment of, but not limited to,

(Riological

Pharmaceutical compns.

USESstudy); (Uses)

pyridine—based

RN

CN

derivs.

361442—04—8 HCAPLUS

2—Azabicyclo[3.1.0]hexane—3—carbonitrile,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.1.13,7]dec—1—yl)acetyl]—,
(lS,3S,5S)- (CA IND nX NAM fl)

Absolute stereochemistry.

OS.CITING RE

R fit

L57
ACC

DOC J

nR

-1«

fiNCt

ANSW

ESSION
ENT

TIT.H:

preparation of nitrogen—containing bicyclic

as inhibitors of HMG CoA reductase)

HO

S

F COUNT: 6 THfiRfi ARfi 6 CAPLUS RECORDS THAT CITE TIIS RECORD

(7 CITINGS)
COUNT: 7 T{fiRn ARfi 7 CITnD RntfiRfiNCfiS AVAI.A§LE FOR THIS

RECORD. ALL CITATIORS AVAILARLE Ik THfi Rn FORMAT

ER 7 OF 16 HCAPLUS CORYRIGHT 2012 ACS on STN DJPLICATE 7

NU RTR: 2005:543673 HCAPLUS Full—text

VUMRTR: 143:221803

Discovery and Preclinical Profile of Saxagliptin
(3MS-477118): A Highly Potent, Long-Acting, Orally
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Active Dipeptidyl

Treatment of Type

Peptidase IV Inhibitor for the
2 Diabetes

    

 
  

AUTHOR(S): Ants x, §av3d.o , Rabi, Jeffrey A.; Betehamner,
‘ . ; ” ‘_, Ds?id R.; Khanna, Ashish;

Robertson, James G.; Wang, Aiying; Simpkins, Ligaya

M.; Taunk, Prakash; Huang, Qi; Han, Song-Ping;

Abboa-Offei, 3enoni; Cap, Michael; Xin, Ei; Tao, Li;

Tozzo, Effie; Welzel, Gustav «.; «gan, Donald M.;

Marcinkeviciene, Jovita; Chang, Shu Y ' 3il'er, Scott
A.; Kirby, Mark S.; Parker, Rex A.; R: nu, La‘ Ce
‘\5- .

CORRORATE SOURCE: Department of Discovery Chemistry, 3ristol-Myers

Squibb, Princeton, NJ, 08543-5400, JSA

SOJQCE: Journal of Medicinal Chemistry (2005), 48(l5),
5025-5037

CODEN: JMCMAR; ISSN: 0022-2623

?UE.ISHE American Chemical Society
DOCJMENT TY?E: Journal

EANGUAGE: English
OT{ER SOURCE(S): CASREACT l43:22l803
«D «n:ered STN: 24 Jun 2005

AR ‘Efforts to further elucidate s:ructure-activity relationships (SAR) within

:he aLthors previously disclosed series of B-quaternary amino acid linked

IT

RN

CN

E-cis-4,5-methanopro'inenitri’e dipeptidyl peptidase IV (DPP-IV)

inhibitors led to the investigation of vinyl substitution at the B-position

of d-cycloalkyl-substituted glycines. Despite poor systemic exposure,

vinyl-substituted compds. showed extended duration of action in acute rat

ex vivo plasma DPP-IV inhibition models. Oxygenated putative metabolites

were prepared and were shown to exhibit the potency and extended duration

of action of their precLrsors in efficacy models measuring glucose clearance

in Zuckerfa/fa rats. Extension of this approach to
adamantylglycine-derived inhibitors led to the discovery of highly potent

inhibitors, including hydroxyadamantyl compound 3MS-477118 (saxagliptin),

a highly efficacious, stable, and long-acting DPP-IV inhibitor, which is

currently undergoing clin. trials for treatment of type 2 diabetes.- ,. . A . m .. .\. .‘\ ...,. __. _, ,. ,.\ .3
_C- _-_ _ >;_ .. 5 23 ... L, Q . ,\\ _-\( ‘E .. 3 \.:. ... \ 5;
\‘g.t‘

~:‘\._:°\ ~\.~~: “v. ~‘‘.-‘-‘ 7} ; —\< xlux. . . .. \."

 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic

preparation); THU (Therapeutic use); EIOL (3iological study); PREP

(Preparation); USES (Uses)

(discovery and preclin. profile of saxagliptin (3MS-477118) as highly

potent and long-acting and orally active dipeptidyl peptidase IV

inhibitor for :reatment of type 2 diabetes)
361441-54-5 HCAPEUS

2-Azabicyclo[3.l.0]hexane-3-carbonitrile,

2 [(2S) 2 amino 2 (1 th nylcyclopentyl)ace:yl]-, (lS,3S,5S)-,
2,2,2-trifluoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-53-4

CMF Cl5 H2l N3 O

Absolute stereochemistry.
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CN NH2 CH 2

<8/_\SV /
S N

O

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—£—CO2H
T

RN 361441—75—0 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—[1—(hydroxymethyl)cyc1openty1]acety1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-74-9

CMF C14 H21 N3 O2

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2
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F— C— CO2H

RN 361441—99—8 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—tricyc1o[3.3.1.13,7]dec—1—y1acety1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-98-7

CMF C18 H25 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 361442—05—9 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—(3—hydroxytricyc1o[3.3.1.13,7]dec—1—y1)acety1]—,
(1S,3S,5S)—, 2,2,2—trif1uoroacetate (1:1) (CA IND«X NAM«)

CM 1
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CRN 361442-04-8

CMF Cl8 H25 N3 O2

Absolute stereochemistry.

CN

N
S S

HO

CM 2

CRN 76-O5-l

CMF C2 H F3 O2

     }9» \. “ ..- at \\h \. Q51 \. .\. \.  « \\‘ .\\ .. \\. \. .\. ~\9 V \.

(Pharmacological activity); SPNRL: PAC (

(Therapeutic use); RIOL (2iologica' study

Synthetic oreparation); T{U

); PREP (Preparation); USES
(Uses)

(discovery and preclin. profile of saxaglip:in (3MS—477ll8) as highly

potent and long—acting and oral'y active dioeptidyl peptidase IV

inhibitor for treatment of type 2 diabetes)
RN 36l442—09—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—(3—fluorotricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)—, 2,2,2—trifluoroacetate (1:1) (CA IND«X NAM«)

CM l

CRN 361442-08-2

CMF Cl8 H24 F N3 0

Absolute stereochemistry.
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CM 2

CRN 76-O5-l

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 361442—44—6 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 2 [1 (1,2 dihydroxyethyl)cyc1openty1]acety1]-,
(1S,3S,5S)—

(CA IND«X NAM«)

Absolute stereochemistry.

CN HO OH

s N s

RN 841302—57—6 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri;e,

2 [(28) 2 amino 2 (3,5 dihydroxytricyc;o[3.3.1.13,7]dec—1—y1)acety1]—,
(1S,3S,5S)—, 2,2,2—trif1uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 841302-24-7

CMF C18 H25 N3 O3
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Absolute stereochemistry.

HO
cm

s N s OH

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— !I— CO2H
7

RN 862590—85—0 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 3,3 dim thyl 1 0X0 4 0 nt n 1 yl] , (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-62-5

CMF C13 H19 N3 O

Absolute stereochemistry.

CN

0 Me Me

CM 2

CRN 76-O5-1

CMF C2 H F3 O2
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F—!Z—CO2H
T

RN 862590—86—; HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(2S) 2 amino 3,3 di thyl 4 m thyl n 1 oxobutyl]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-63-6

CMF C15 H23 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— !I— CO2H
T

RN 862590—87—2 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(2S) 2 amino 2 (1 th ny1cyc1obuty1)acety1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1
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CRN 361441-55-6

CMF C14 H19 N3 0

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 862590—88—3 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 2 (1 th ny1cyc1ohexy1)acety1]—, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-56-7

CMF C16 H23 N3 O

Absolute stereochemistry.

CM 2

202
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CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 862590—89—4 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri;e,

2 [(2S) 2 amino 2 (1 th ny1cyc1ohepty;)ace:y1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-57-8

CMF C17 H25 N3 0

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 862590—90—7 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2 [(2S) 2 amino 2 (4 th nylt trahydro 2H pyran 4 yl)ac :yl] ,
(1S,3S,5S)—, 2,2,2—trif1uoroacetate (1:1) (CA IND«X NAM«)

203
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CM 1

CRN 361441-60-3

CMF C15 H21 N3 O2

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 862590-91-8 HCAPLUS

13/308,658

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,
2 [(28) 2 amino 2 (1

2,2,2—trif;uoroacetate

CM 1

CRN 361441-85-2

CMF C15 H23 N3 O

Absolute stereochemistry.
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CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— !I— CO2H
T

RN 862590—93—0 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(2S) 2 amino 3,3 dim thyl 1 oxop n:y1] , (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-90-9

CMF C13 H21 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 862590—94—1 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri;e,

2 [(28) 2 amino 3,3 di thyl 1 oxop nty;] , (1S,3S,5S)-,

205
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2,2,2—trif1uoroacetate (1:1) (CA INDnX NAMn)

CM 1

CRN 361441-91-O

CMF C15 H25 N3 O

Absolute stereochemistry.

Et3

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 862590—95—2 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 2 (4 thylt trahydro 2H pyran 4 yl)ac tyl] , (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA INDnX NAMn)

CM 1

CRN 361441-89-6

CMF C15 H23 N3 O2

Absolute stereochemistry.
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CM 2

CRN 76-05-1

CMF C2 H F3 O2

F—!|Z—CO2H

RN 862590-96-3
CN

HCAPLUS

13/308,658

2—Azabicyc;o[3.l.0]hexane—3—carbonitrile,

2—[(2S)—2—amino—2—[1-(hydroxymethyl)cyclobu
2,2,2—trif;uoroacetate

CM 1

CRN 361441

CMF C13 Hl

—77—2

9N302

Absolute stereochemistry.

RN

T

CM 2

CRN 76-05-1

CMF C2 H F3 O2

F—!Z—CO2H

862590-97-4 HCAPLUS

(1:1) (CA IND fiX NAM*
:yl]acetyl]—,
J

(lS,3S,5S)-,

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 77 of 373
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CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—[1—(hydroxymethyl)cyclohexyl]acetyl]—, (1S,3S,5S)-,
2 2, ,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-78-3

CMF C15 H23 N3 O2

Absolute stereochemistry.

CM 2

CRN 76-O5-l

CMF C2 H F3 O2

IT 3§1§§E“§é~8, Saxagliptin

R4: PAC (Pharmacological activity); THU (Therapeutic use); 3IOL

(3iological study); USES (Uses)

(discovery and preclin. profile of saxagliptin (3MS—477118) as highly

potent and long—acting and orally active dipeptidyl peptidase IV

inhibitor for treatment of type 2 diabetes)
RN 361442—04—8 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.1.13,7]dec—1—yl)acetyl]—,
(lS,3S,5S)- (CA IND«X NAM«)

Absolute stereochemistry.
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133 R2 R1( XN N

H’ W W
R4 C! X I

Me (A\ Me F3CCO2H
_ CO \A/ CO N/Y ONH2 .L NLt __‘

HBOC H2 I IIII

A3 Dipeptidyl peptidase IV inhibiting compds. I (X==O or1_and.y==O or1_provided

that X = 1 when y = O and X = 0 when y = 1; n = O, 1; X = H, CN; R1, R2, R3

and.R4==same or<iifferent and independently selected from}L (Ln)substituted

chain or cyclic components) and the pharmaceutically accep:able salts or

prodrugs (no data) were prepared Thus L—pyroglutamic acid Et ester was

protected, cyclopropanated and reacted further with (S)—N—3OC—isoleucine

providing an intermediate II which reacted further to yield the fused

cyclopropylpyrrolidine III in 57% yield. A method is also orovided for

treating diabetes and r lat d dis as s, sp cially Type II diabetes, and

other diseases by employing a title DP 4 inhibitor or a combination of DP

4 inhibitor and one or more of another antidiabetic agent such as metformin,

glyburide, troglitazone, pioglitazone, rosiglitazone and/or insulin and/or

one or more of a hypolipidemic agent and/or anti—obesity agent and/or other

 
RL: PRPH (Prophetic)

(Preparation of fused cyclopropylpyrrolidine—based inhibitors of

dipeptidyl oeptidase IV)
RN 1000689—56—4 {CAPLUS

CN 1—3utanone,

2—amino—1—[(1S,5R)—2—azabicyclo[3.1.0]h X 2 yl] 3,3 dim thyl ,
(2S)- (CA IND*.X NAM~.)

Absolute stereochemistry.
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S  Bu—t
0

RN 1098535-01-3 HCAPLUS

CN Ethanone, 2—amino—l—(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl—2—

:ricyclo[3.3.l.l3,7]dec—2—yl—, (2S)— (CA IND«X NAM«)

Absolgte stereochemistry.

N

RN 1098535-O2-4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 (3 amino 4,4 dim thyl 1 oxop ntyl) , (lS,3S,5S)- (CA INDnX NAMm)

Absolute stereochemistry.

 BU‘t
O NH2

RN 1098535-03-5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-(3—amino—l—oXo—3—tricyclo[3.3.l.l3,7]dec—l—ylpropyl)—, (lS,3S,5S)— (CA
IND*.X NAM*.)

Absolute stereochemistry.

O H2N

i~*'CN,*’Es s‘
'CN

212
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RN

CN
lO98535-O4-

3-[(2R)-2-(aminom thyl)
INDEX

NAME)

13/308,658

6 HCAPLUS

3—Azabicyclo[3.l.O]hexane—2—carbonitrile,

4,4 dim thyl l oxop ntyl]

Absolute stereochemistry.

I
(lR,2S,5S)- (CA

CN O

R N CMe3
S \\‘NH2

RN 1098535-O5-7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2R) 2 m thyl 3 (m thylamino)-2-(l-methylcyclohexyl)-l-oxopropyl]-,
(lS,3S,5S)- (CA INDEX NAME)

Absolute stereochemistry.

CN NHMe

s N R’
Me

RN l098535—06—8 {CAPLUS

CN l—Pentanone, 3—amino—l—(3—azabicyclo[3.l.O]h X 3 yl)
(2R)- (CA INDEX NAME)

Absolute stereochemistry.

<3 2

RN

CN
lO98535-O7-
IND«X NAMfi

NH2

Bu—t

9 HCAPLUS
NOT YET ASSIGNED

2,4,4 trim thyl

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 83 of 373
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Absolute stereochemistry.

NH2

<R/_V
S N R CMe3

0

RN lO98535-O8-O HCAPLUS
CN

INDnX NAMn)

Absolute stereochemistry.

O NHMe
Me

, s N
s ‘ SR .

cm

RN 1098535-09-l HCAPLUS
CN IND«X NAM« NOT YET ASSIGNED

Absolute stereochemis :ry.

 
RN l098535—l0—4 HCAPLUS

CN Ethanone,

methylcyclohexyl)-, (28)-

Absollte stereochemistry.

 

13/308,658

(CA IND

3—Azabicyclo[3.l.O]hexane—2—carbonitrile,

3-[3-(methylamino)-3-(l-methylcyclohexyl)-l-oxopropyl]-,

1-(3—azabicyclo[3.l.O]hex—3—yl )

JnX NAM

(lR,2S,5S)-

2-(methylamino)-2-(l-

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 84 of 373
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RN l098535—ll—5

CN l—Pentanone,

(methylamino)—

HCAPLUS

13/308,658

1-(lS,5R)—2—azabicyclo[3.l.0]h X 2 yl 4,4 dim thyl 3
(CA IND«X NAM fl)

Absolute stereochemistry.

<9,
NHMe

 

RN l098535—l2—6 HCAPLUS

CN l—Pentanone, 2—amino—l—(3—azabicyclo[3.l.0]h X 3 yl) 4,4 dim thyl , (28)-
(CA IND«X NAM«)

Absolute stereochemistry.

0

:£: :DV/lL\\§’/~\‘CMe3
NH2

RN l098535—l3—7 HCAPLUS

CN 3—Azabicyclo[3.l.0]hexane—2—carbonitrile,

3 [(2R) 3 amino 1 oxo 2 tricyclo[3.3.l.l3,7]dec—2—ylbutyl]—, (lR,2S,5S)—
(CA IND«X NAM«)

Absolute stereochemistry.

RN l098535—l4—8 HCAPLUS

CN Ethanone, 2—amino—l—(3—azabicyclo[3.l.O]hex—3—yl)—2—[l—

(hydroxymethyl)cyclopentyl]—, (2S)— (CA IND«X NAM«)

215
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Absolute stereochemistry.

O

::N 
NH2 OH

RN 1098535-15-9 HCAPLUS

CN Ethanone, 2—amino—l—(3—azabicyclo[3.l.O]hex—3—yl)-2-

:ricyclo[3.3.l.l3,7]dec—2—yl—, (2S)— (CA IND«X NAM«)

Absolgte stereochemistry.

NH2

::N s

RN l098535—l6—0 HCAPLUS

CN Ethanone, 1-(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl—2—(methylamino)—2—(l—

methylcyclohexyl)-, (2S)- (CA IND«X NAM«)

Ate stereochemistry.

HMe

N
S

RN 1098535-17-l HCAPLUS
CN IND«X NAMn NOT YET ASSIGNED

Absolute stereochemis:ry.

:£§ :j H2N OH
3 Web

216
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RN 1098535-21-7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[(2S)-3-amino-3-[1-(hydroxymethyl)cyclopentyl]-2-methyl-1-oxopropyl]-,
(lS,3S,5S)- (CA IND«X NAM«)

Absolute stereochemistry.

CN

OHNH2

RN 1098535-23-9 HCAPLUS

2—Azabicyclo[3.l.0]hexane—3—carbonitrile,
2

CN

(CA[1 (1 m thyl thyl)cyclobutyl]acetyl]-, (lS,3S,5S)-2 amino 2[(28)

INDnX NAMn)

Absolute stereochemistry.

 
.\ r— .3 ,3‘".\‘ K.‘ ‘‘ 13 13 “‘ .

.. -\ V\

.L \3' “' X5 k‘

,.
.9

S.

-;§~$
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./

‘.1

.' I."
- -.. ... ..
- . -9}.. ... ..
> x‘
. ‘ .2
“_ «
k.
‘C3  

RL: 3AC (3iological activity or effector, except adverse); RSU (%io1ogica1

study, unclassified); SPN (Synthetic preparation); THU (Therapeitic use);

310% (3iological study); PREP (Preparation); USES (Uses)

(oreparation of fused cyclopropylpyrrolidine—based inhibitors of

dipep:idyl

pep:idase IV)
RN 361440—65—5 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitri;e,

2—[(2S,3S) 2 amino 3 m thyl 1 oxop ntyl] , (1S,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

|(/33

0Z
ZI l\)

Lu (‘f

RN 361440—66—6 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri;e,

2-[(2S,3S) 2 amino 3 m thyl 1 oxop ntyl] , (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-65-5

CMF C12 H19 N3 0

Absolute stereochemistry.

|(/33

0Z
ZI l\)

Lu (‘f
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CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 361440—73—5 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri;e,

2 [(28) 2 amino 3,3 dim thyl 1 oXobuty;]—, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-72-4

CMF C12 H19 N3 O

Absolute stereochemistry.

S

CN

 Bu_t
0

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—£—CO2H
T

RN 361440—77—9 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,
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2-[(2S,3S) 2 amino 3 m thyl 1 oxop ntyl] , (1R,3S,5R)-,
2,2,2—trifluoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-76-8

CMF C12 H19 N3 0

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 361440—79—1 HCAPLUS

CN 1—Pentanone, 2—amino—1—(3—azabicyclo[3.1.0]hex—3—yl)—3—methyl—,

hydrochloride (1:1), (2S,3S)— (CA IND«X NAM«)

Absolute stereochemistry.

1: :N S 5 EtNH2

0 HCl

RN 361440—88—2 HCAPLUS

CN 3—Azabicyclo[3.1.0]hexane—2—carbonitrile,
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3-[(2S,3S) 2 amino 3 m thyl 1 oxop ntyl] , (1R,2S,5S)-,
2,2,2—trif1uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-87-1

CMF C12 H19 N3 0

Absolute stereochemistry.

CN 0 Me

 —q
R S S _Lt

S NH2

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—C—CO2H

RN 361440—91—7 HCAPLUS

CN 3—Azabicyc;o[3.1.0]hexane—2—carbonitri;e,

3-[(2S,3S) 2 amino 3 m thyl 1 oxop nty;] , (1S,2R,5R)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-90-6

CMF C12 H19 N3 0

Absolute stereochemistry.

CN 0 Me

;: ;:N//u\\§//g\~’ S R _ Lt
NH2

221
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CM 2

CRN 76-O5-l

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 36l440—95—l HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2R) 2 amino 1 0X0 3 [(ph nylm thyl)thio]propyl]-, (lS,3S,5S)- (CA
INDnX NAMn)

Absolute stereochemistry.

RN 36l440—97—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(28) 2 amino 3 (lH indol 3 yl) l oxopropyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

H
N NC“

H2” ‘Es S] ,
s é’

0

RN 36l440—99—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—4—(methylthio)—l—oxobutyl]—, (lS,3S,5S)— (CA IND«X NAM«)

222
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Absolute stereochemistry.

CN

N

S  SMe
0

RN 36l44l—0l—2 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 4 m thyl l oxop ntyl] , (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

CN

 Bu_iS

0

RN 36l44l—03—4 HCAPLUS

CN 2—Azabicyclo[3.l.O]heXane—3—carbonitril , 2 [(2S) 2 amino 1 oxoh xyl] ,
(lS,3S,5S)- (CA IND*.X NAM*.)

Absolute stereochemistry.

RN 36l44l—04—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 3 m thyl 2 (m thylamino)—l—oxobutyl]—, (lS,3S,5S)— (CA INDEX
NAME )

Absolute stereochemistry.

223
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CN

5 S Pr—i

0

RN 36l44l—05—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,
2 [(28)

Absolute stereochemistry.

CN

 Pr_iS

0

RN

CN
361441-O6-7 HCAPLUS

2 [(28)

Absolute stereochemistry.

2 amino 3 m thyl l oXobutyl]—,

2—Azabicyclo[3.l.0]hexane—3—carbonitrile,

2 amino 1 oxo 4 ph nylbutyl]-,

CN

S “WPh
0

RN 36l44l—07—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[(28)-2-pyrrolidinylcarbonyl]-,

Absolute stereochemistry.

(lS,3S,5S)-

(lS,3S,5S)-

(lS,3S,5S)-

(CA IND

(CA IND«X NAM.

(CA IND«X NAM.

nX NAMn)
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RN 36l44l—08—9 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 1 oxo 3 ph nylpropyl]—, (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

RN 36l44l—09—0 {CAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2R) 2 amino 3 [(l,l dim thyl thyl)thio]—l—oxopropyl]—, (lS,3S,5S)—
(CA IND«X NAM«)

Absolute stereochemistry.

RN 36l44l—l0—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[(2S)-2—piperidinylcarbonyl]-,
(lS,3S,5S)- (CA INDnX NAM«)

Absolute stereochemistry.

CN

N SS

0

RN 36l44l—ll—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(2S,3S)-3-methyl-2-pyrrolidinyl]carbonyl]—, (lS,3S,5S)- (CA INDEX
NAME)

225
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Absolute stereochemistry.

 

RN 36l44l—l2—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2-[(2S,3R) 2 amino 3 m thyl l oxop ntyl] , (lS,3S,5S)-

Absolute stereochemistry.

RN 36l44l—l3—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)-2—amino—3—cyclohexyl—l—oxopropyl]—, (lS,3S,5S)-

Absolute stereochemistry.

CN

S N S

0

RN 36l44l—l4—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(28) 2 amino 2 ph nylac tyl] , (lS,3S,5S)— (CA IND

Absolute stereochemistry.

(CA IND

nX NAM.
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RN 36l44l—l5—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—3—(3—cyanophenyl)—l—oxopropyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN

N
S S CN

0

RN 36l44l—l6—9 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—3—(4—cyanophenyl)—l—oxopropyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN

N
S S

CN

0

RN 36l44l—l7—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—3—(4—hydroxyphenyl)—l—oxopropyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

227
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CN OH

N
S S

0

RN 36l44l—28—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)-2—amino—3—hydroxy—3—methyl—l—oxobutyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN

S k‘$r Me
O HO Me

RN 36l44l—39—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—4—hydroxy—l—oxobutyl]—, (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

RN 36l44l—53—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2 [(28) 2 amino 2 (1 th nylcyclopenty;)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN NH2 CH 2

<3/_\SV /N
s s

o

228
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2—Azabicyc;o[3.1.0]hexane—3—carbonitri;e,
2 [(28)

CM 1

CRN 361441

CMF C15 H2

Absolute stereoc

CM 2

CRN 76-05-

2 amino 2

2,2,2—trif;uoroacetate

(1

-53-4

1 N3 O

hemistry.

1

CMF C2 H F3 O2

F—C—CO2H

RN 361441-55-6 HCAPLUS
CN

th ny1cyc1openty;)ace:y1]—,
(1:1) (CA INDnX NAM«)

2—Azabicyc1o[3.1.0]hexane—3—carbonitri1e,
2 [(28)

NAME)

2 amino 2 (1

Absolute stereochemistry.

CN NH CH2 2

41*)’ /
S

O
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RN 36l44l—56—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (1 th nylcyclohexyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN NH2 CH2

<3/_\SV /N
S S

O

RN 36l44l—57—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2 [(2S) 2 amino 2 (1 th nylcyclohepty;)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN NH 2 CH2

<3/_\SV /N
S S

O

RN 36l44l—58—9 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (1 th nylcyclooctyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN

/
N

S S

0

RN 36l44l—59—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,
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2—[(2S)—2—amino—2—[(3R,4S)—l—ethenyl—3,4—dimethylcyclopentyl]acetyl]—,
(lS,3S,5S)- (CA INDEX NAME)

Absolute stereochemistry.

 
RN 36l44l—60—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (4 th nylt trahydro 2H pyran 4 yl)ac tyl] ,
(lS,3S,5S)-

(CA INDEX NAM«)

Absolute stereochemistry.

RN 36l44l—6l—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2 [(28) 2 amino 2 (1 th nylcyclopropy;)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN NH2 CH 2

<@V /
S S

0

RN 36l44l—62—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 3,3 dim thyl l oxo 4 p nt n l yl] , (lS,3S,5S)- (CA
INDEX

NAME)

231
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Absolute stereochemistry.

CN

N

S \7r/%i7</§\CH2
0 Me Me

RN 36l44l—63—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 3,3 di thyl l oxo 4 p nt nyl] , (lS,3S,5S)- (9CI) (CA
INDnX NAM«)

Absolute stereochemistry.

RN 36l44l—65—8 {CAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (l fluoroethenyl)cyclopentyl]acetyl]-, (lS,3S,5S)-
(CA IND«X NAM«)

Absolute stereochemistry.

F CH2
CN

N
S S

RN 36l44l—67—0 {CAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (l fluoroethenyl)cyclobutyl]acetyl]—, (lS,3S,5S)-
(CA IND«X NAM«)

Absolute stereochemistry.

232
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S

S CH2
0

RN 36l44l—69—2 {CAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (l m thyl th nyl)cyclopentyl]acetyl]-, (lS,3S,5S)-
(CA IND*.X NAM*.)

Absolute stereochemistry.

CN H2C Me

s N s

RN 36l44l—7l—6 {CAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (l m thyl th nyl)cyclobutyl]acetyl]-, (lS,3S,5S)-
(CA IND*.X NAM*.)

Absolute stereochemistry.

CN

N
S

S Me
0

RN 36l44l—74—9 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—2—[l—(hydroxymethyl)cyclopentyl]acetyl]-, (lS,3S,5S)-
(CA

IND*.X NAM*.)

Absolute stereochemistry.
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CN

N
S S

0

RN 361441—75—0 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—[1—(hydroxymethyl)cyc1openty1]acety1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-74-9

CMF C14 H21 N3 O2

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 361441—77—2 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—[1—(hydroxymethyl)cyc1obuty1]acety1]—, (1S,3S,5S)- (CA
IND«X NAM«)

Absolute stereochemistry.

234

Sun-Amneal-IPR2016-01104- Ex. 1006. Part 2, p. 104 of 373

0363



0364

13/308,658

CN

N
S S

0

RN 36l44l—78—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—[l—(hydroxymethyl)cyclohexyl]acetyl]—, (lS,3S,5S)- (CA
IND«X NAM«)

Absolute stereochemistry.

CN

N
S S

0

RN 36l44l—79—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—[l—(hydroxymethyl)cycloheptyl]acetyl]-, (lS,3S,5S)-
(CA

INDnX NAMn)

Absolute stereochemistry.

CN

N
S S

0

RN 36l44l—80—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[(2S)-2-amino-2-[(3R,4S)-l-(hydroXymethyl)-3,4-

dimethylcyclopentyl]acetyl]-, (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

235
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RN 36l44l—83—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—4—hydroxy—3,3—dimethyl—l—oxobutyl]—, (lS,3S,5S)— (CA
INDnX NAM«)

Absolute stereochemistry.

RN 36l44l—85—2 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (l thylcyclopentyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

 

RN 36l44l—87—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (l thylcyclobutyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.
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RN 36l44l—88—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (l thylcycloheptyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

 
RN 36l44l—89—6 {CAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(28) 2 amino 2 (4 thylt trahydro 2H pyran 4 yl)ac tyl] , (lS,3S,5S)-
(CA IND«X NAMn)

Absolute stereochemistry.

 
RN 36l44l—90—9 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 3,3 dim thyl l oxop ntyl] , (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.
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RN 36l44l—9l—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2 [(2S) 2 amino 3,3 di thyl l oxop ntyl] , (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

Et3

RN 36l44l—92—l HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 3 thyl 3 m thyl l oxop ntyl] , (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

RN 36l44l—93—2 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (l m thyl thyl)cyclopentyl]acetyl]-, (lS,3S,5S)-
(CA

INDnX NAMn)

Absolute stereochemistry.

 
RN 36l44l—99—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,
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S)—2—amino—2—tricyc1o[3.3.1.13,7]dec—1—y1acety1]-, (1S,3S,5S)-,
—trif1uoroacetate (1:1) (CA IND«X NAM«)l\)l\)

CRN 361441-98-7

CMF C18 H25 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 361442—05—9 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—(3—hydroxytricyc1o[3.3.1.13,7]dec—1—y1)acety1]—,
(1S,3S,5S)—, 2,2,2—trif1uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361442-04-8

CMF C18 H25 N3 O2

Absolute stereochemistry.
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HO
CN

N
S S

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 361442—09—3 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—(3—f1uorotricyc1o[3.3.1.13,7]dec—1—y1)acety1]—,
(1S,3S,5S)—, 2,2,2—trif1uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361442-08-2

CMF C18 H24 F N3 0

Absolute stereochemistry.

 

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

240
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F—!Z—CO2H
T

RN 361442—11—7 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—tricyc1o[3.3.1.13,7]dec—2—y1acety1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361442-10-6

CMF C18 H25 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 361442—15—; HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—amino—2—bicyc1o[2.2.1]hept—1—y1acety1]—, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1
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CRN 361442-14-O

CMF C15 H21 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 36l442—l6—2 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitrile,

2—[(28)—2—amino—2—(tetrahydro 2H pyran 4 yl)ac tyl] , (1S,3S,5S)— (CA
INDnX NAMn)

Absolute stereochemistry.

RN 36l442—l8—4 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitrile,

2 [(28) 2 amino 2 (1 ph nylcyclopentyl)acetyl]—, (1S,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.
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S S C“ NH2Ph
N

S S

0

RN 36l442—l9—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitri;e,

2 [(28) 2 amino 3 m thyl l oxo 3 ph nylbutyl]-,
NAME)

Absolute stereochemistry.

CN

S N\\”//g\><:Me
0 Ph Me

RN 36l442—23—l HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(28)-3,3-dimethyl-2-pyrrolidinyl]carbonyl]-
NAME)

Absolute stereochemistry.

RN 36l442—25—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(2S,3S)-3-ethyl-2-pyrrolidinyl]carbonyl]-,
NAME)

Absolute stereochemistry.

(lS,3S,5S)-

(lS,3S,5S)-

(lS,3S,5S)-

(CA IND

(CA IND

"TX.4

(CA IND

Sun-Amneal-IPRZO16-01104- Ex. 1006. Part 2, p. 113 of 373

243

0372



0373

13/308,658

L*.i

RN 36l442—30—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(2S,3R) 3 (l m thyl thyl) 2 pyrrolidinyl]carbonyl]-, (lS,3S,5S)- (CA
INDnX NAM«)

Absolute stereochemistry.

i—P

CN R

S N\” " ’ ' 11:1]
0

RN 36l442—33—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2R) 2 amino 3 [(l,l dim thyl thyl)sulfinyl]-l-oxopropyl]-,
(lS,3S,5S)-

(CA IND«X NAMn)

Absolute stereochemistry.

CN

<@V EN

S  \Bu_t
0

RN 36l442—35—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2R) 2 amino 3 [(l,l dim thyl thyl)sulfonyl]—l—oxopropyl]—,
(lS,3S,5S)—

(CA IND«X NAM«)

Absolute stereochemistry.
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CN

S N R \\_‘,/Q Bu—t

0

RN 36l442—38—8 HCAPLUS

CN 3—Azabicyclo[3.l.0]hexane—2—carbonitrile,

3—[(28)-2—amino—2—cyclohexylacetyl]—, (lR,2S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

RN 36l442—39—9 HCAPLUS

CN 3—Azabicyclo[3.l.0]hexane—2—carbonitri;e,

3 [(28) 2 amino 3,3 dim thyl l oXobuty;]—, (lR,2S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

NJ\s/B“
R S

NH2

RN 36l442—40—2 HCAPLUS

CN 3—Azabicyclo[3.l.0]hexane—2—carbonitrile,

3 [(28) 2 amino 3 m thyl l oXobutyl]—, (lR,2S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

CN 0

S N/,u\\§/Pr—iR

NH2
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RN 36l442—4l—3 HCAPLUS

CN 3—Azabicyclo[3.l.0]hexane—2—carbonitrile,

3 [(2S) 2 amino 2 (l thylcyclopentyl)acetyl]—, (lR,2S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

N/lL\§//%::;>
, . s _ T t' ._ s '4

R ‘. HZNCN

RN 361442-42-4 HCAPLUS

CN 3—Azabicyclo[3.l.0]hexane—2—carbonitri;e,

3 [(2S) 2 amino 2 (1 th nylcyclopenty;)acetyl]—, (lR,2S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

RN 36l442—44—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (l,2 dihydroxyethyl)cyclopentyl]acetyl]-,
(lS,3S,5S)—

(CA IND«X NAM«)

Absolute stereochemistry.

HO
CN

N
S S

RN 36l442—48—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,
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2 [ (2S) 2 amino 2 (l m thylcyclohexyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN

<3/_\SVN
S S

NH2
Me

O

36l442—49—l HCAPLUS

2—Azabicyclo[3.l.0]hexane—3—carbonitrile,

RN

CN

(CA INDEX(lS,3S,5S)-

 

2 [(2S) 2 amino 2 (l thylcyclohexyl)acetyl]—,
NAME)

Absolute stereochemistry.

RN 36l442—50—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (l m thylcyclopentyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN NH2

S S

0

RN 36l442—5l—5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 [1 (2 prop n l yl)cyclopentyl]acetyl]-, (lS,3S,5S)-
(CA

IND«X NAME)

Absolute stereochemistry.
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CN NH2
<3/_\SV \

S N

0

RN 36l442—52—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—2—(l—propylcyclopentyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

CN

S NH2 Pr—n
S S

0

RN 36l442—53—7 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(2S) 2 amino 2 (l m thylcyclobutyl)acetyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

S C“ NH2Me
N

S S

0

RN 36l442—54—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2S)-2—amino—2—cyclopentylacetyl]-, (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.
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CN

S S

0

RN 36l442—55—9 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)-2—amino—2—cycloheXylacetyl]—, (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

CN

N
S S

O

RN 36l442—56—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)-2—amino—2—cyclobutylacetyl]-, (lS,3S,5S)— (CA IND«X NAM«)

Absolute stereochemistry.

CN

N
S S

0

RN 36l442—58—2 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(lS,3S,5S)—2—azabicyclo[3.l.O]hex—3—ylcarbonyl]—, (lS,3S,5S)— (CA
IND«X NAM«)

Absolute stereochemistry.

o

H u\\ SN _.

O 0 S S ' N

N
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RN 361485—95—2 {CAPLUS

CN 3—Azabicyclo[3.1.0]hexane—2—carbonitri;e,

3-[(2S,3S) 2 amino 3 m thyl 1 oxop ntyl] , 2,2,2—trifluoroacetate (1:1)
(CA INDEX NAME)

CM 1

CRN 361485—94—1

CMF C12 H19 N3 O

Absolute stereochemistry.

CN O Me

N/lL\$//%\Et
NH2

CM 2

CRN 76—05—1

CMF C2 H F3 O2

F—!|I—CO2H

OS.CITING REF COUNT: 36 T{nR« ARE 36 CAPIUS RECORDS TPAT CITE THIS

RECORD (61 CITIRGS)
REFERENCE COUNT: ll T{nR« ARE ll CITED REFERENCES AVAILAR.E FOR THIS

RECORD. ALL CITATIORS AVAILARLE IN Tin Rn FORMAT

L57 ANSWER 9 OF 16 HCAPLUS CORYRIGHT 2012 ACS on STN

ACCESSION NU RER: 2010:15739OO HCAPLUS Full~text

DOCJ ENT NUMRER: l55:l7l96O

TIT.E- The discovery of the dipeptidyl peptidase—4 (DPP4)

inhibitor onglyza: from concept to market

AUT{OR(S). Rabi, Seffrey A:; He“ “z, Lawranca G.
CORRORATE SOURCE 3ristol—Myers Squibb Research & Development,

Department of Discovery Chemistry — Metabolic
Diseases, Princeton, NJ, 08543, USA

SOURCE: RSC Drug Discovery Series (2011), 4(Accounts in Drug

Discovery), 1-24
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?J§LISHER:

DOCUMENT TYPE:

EAWGUAGE:

«D «n:ered STN:

A3 A review.

diabetes,
treatment,

IT 3§1§éE»Q§~8
RE: PAC

(

with diabetes)
RN 36l442—04—8
CN

role of dipeptidyl peptidase—4

early inhibitors of

medicinal chemical program,

nitrilo-pyrrolidin s ar

CODEN: RDDSA7;

Royal Society of Chemistry
General ReviewJournal;

English
20 Dec 2010

The modulation of g:

bri

13/308,658

ISSN:

DPP4, design of

and design of cyclopropyl—fused

2041-3203

(DPP4)

fly d scrib d.

relationship optimization leading to the discovery of saxagliptin, binding

of saxagliptin.to human DPP4, chemical stability of saxagliptin.and.analogs,

peptidase selectivity of saxagliptin,

and saxagliptin development are also shown.

in vivo efficacy of saxagliptin,

synthesis of saxagliptin,
Onglyza

(Pharmacological activity);
(Uses)

function of target,

I

3iological study);

(understanding biol.

USES

THU (Therapeutic use);

Structure—activity

3IOL

_ucagon like peptide—l in the treatment of

as a target for diabetes

3ristol—Myers Squibb's DPP4

ability to design small mol.

to interact with critical element of target active site may lead to

discovery of Onglyza which may be effective for treatment of patient

HCAPLUS

2—Azabicyclo[3.l.0]hexane—3—carbonitrile,

2—[(28)—2—amino—2—(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)- (CA INDnX NAMn)

Absolute stereochemistry.

CN

N
S

nRnNC.
1

L57
ACC

DOC
TIT

INV

J

ESSION

.:,_:.,

L‘J

ANSWER 10 OF 16
NU AER:

NUMRER:ENT

WTOR(S):

COUNT:

S

HCA?LUS

73 {nR n ARnT

RECO

COPY

2009:28882

l50:330l27

virus inhi

3achand, C

Good, Andr

Eavoie,
Wicholas A

Ruediger,
Denis R.;
 

Rico;

 

RIGHT 2012

6 HCAPLUS

bitors

arol;
ew C.;

Lopez,

.; Nguyen,
Edward H.;

Yang,

3elema,

73 CITnD RnbnRnNC
RD. ALL CITATIORS AVAILAELE

ACS on
F

Omar D.;

Van N.;

Snyder,

 

Makonen;

Goodrich, Jason;

Romine,
LawrenceZ3

Fukang; Langley, David R.; Wang, Gan;

Deon,

fiS AVAILA3 E
1

IN Tin
FOR THIS

R *.bORMAT

?reparation of biphenyls and biheteroaryls end—capped

with amino acid or peptide derivatives as hepatitis c

Daniel H.;

James,

- I

Clin

Martel, Alain; Meanwell,

Jeffrey
St.
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1 1
/'\ U) VPATENT ASSIGN.. . 3ristol—Myers Squibb Company, USA

SOURCE: J.S. Pat. Appl. Publ., 5l5pp., Cont.—in—part of U.S.
Ser. No. 835,462.
CODEN: USXXCO

DOCJMENT TYP : ?atent

LANGUAGE: English
FAMILY ACC. NUM. COUNT: 3
PATENT INFOR.ATION:

L‘J

?ATENT NO. KIND DATE APPLICATION NO. DATE

JS 20090068140 Al 20090312 JS 2008-30232 20080213

JS 20080050336 Al 20080228 JS 2007-835462 20070808

EP 2385048 Al 20111109 E? 20ll-171390 20070809

R: AT, 3E, 3G, CH, CY, CZ, DE, DK, fin, nS, bI, ER, G3, GR, HU, IE,

IS, IT, EI, LT, LU, LV, MC, MT, AL, PL, PT, RO, SE, SI, SK, TR, HR
PRIORITY AP?LN. INFO.: JS 2007-835462 A2 20070808

JS 2006-836996P P 20060811

E? 2007-800058 A3 20070809
ASSIGNMENT {ISTORY FOR US PATENT AVAILAELE IN LSUS DISPLAY FORMAT

OTHER SOURCE(S): CASREACT l50:330l27; MARPAT l50:330l27
nD nn:ered STN: 12 Mar 2009
GI

* STRUCTURE DIAGRAM TOO IARGE FOR DISPLAY - AVAILA3LE VIA OFFLINE PRINT *

A3 The invention is related to 4,4'—disubstituted biphenyls and biheteroaryls

in which the substitients in.4 and 4' positions con:ain.structures associated

with amino acids and peptides, e.g., I, their pharmaceutical acceptable

salts, pharmaceutical compns. and methods for the treatment of hepatitis C

virus (HCV) infection. Thus, Pd—coupling of bromide II (preparation given)

with boronate III (preparation given), hydrogenolysis, cleavage of the

tert-butoxycarbonyl groups and coupling with N-(methoxycarbonyl)—L—valine

gave I as an acetate salt. Compds. of the invention were active in an HCV

replicon assay.-' -2 -°\. -\ --*.+‘‘ +2 \~‘ “ -‘w. \~' -2 -°\. -\ --*.+‘‘ +2 _, *3 “ ,_ .+\~-. \~' -2 -°\. -\ -‘:2 +2 _,,-1‘ ~" ,_ -2 w.
IT $‘=3§§&”$3“§§ i~=»o3& J3'v: Aasfibbfi 3§'$§

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); SPN

(Synthetic preparation); THU (Therapeutic use); 210% (siological study);

PREP (Preparation); USES (Uses)

(drug candidate; preparation of biphenyls and biheteroaryls end-capped
with

amino acid or peptide derivs. as hepatitis c virus inhibitors)
RN ll29634—l5—6 HCAPEUS

CN l-3utanone, l,l'-[[1,l'-biphenyl]-4,4'-diylbis[lH-imidazole-5,2-diyl-

(l%,3S,5R)—2—azabicyclo[3.l.O]hexane—3,2—diyl]]bis[2—amino—3—methyl—,
(2S,2'S)- (CA INDEX NAME)

Absolute stereochemistry.
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RN

CN
1129634-35-O HCAPLUS

1-Butanone, 1,1’-[[1,1'-biphenyl]-4,4’-diylbis[lH-imidazole-5,2-

diyl(lR,3S,5R)—2—azabicyclo[3.l.0]hexane—3,2—diyl]]bis[3—methyl—2—(2—

pyrimidinylamino)-, (2S,2'S)- (CA IND«X NAM«)

Absolute stereochemistry.

PAGE
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rx4

PAGE 1—B

1—Pr N K

 H
N N

s R»

RN ll29634—36—l HCAPLUS

CN l—31tanone, 1,1’-[[1,1'-biphenyl]-4,4’-diylbis[lH-imidazole-5,2-

diyl(lR,3S,5R)—2—azabicyclo[3.l.0]hexane—3,2—diyl]]bis[3—methyl—2—(2—

pyrimidinylamino)—, (2S,2'S)—, 2,2,2—trifluoroacetate (l:?) (CA IND
NA 3)

CM 1

CRN ll29634—35-0

CMF C46 H50 N12 O2

Absolute stereochemistry.

PAGE 1-A
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CM

CRN 76-O5-l

CMF C2 H F3 O2

F— C— CO2H

IT 1129S3§~1§~?§

RL: RCT (Reactant);

(Reactant or reagent)

SPN

13/308,658

(Synthetic preparation);

PAGE

PREP (Preparation); RACT

(intermediate; preparation.of biphenyls and.biheteroaryls end—cappedxNith

amino acid or peptide derivs.

;'—biphenyl]—4,4'—diylbis[1

_o[3.l.O]hexane—3,2—diyl]]bis[2—amino—3—methyl—,

RN ll29634—l6—7 HCAPLUS

CN 1-3utanone, 1,1’-[[1,

(l%,3S,5R)—2—azabicycI
(2S,2'S)—, 2,2,2—trifI

CM 1

CRN ll29634—l5—6

CMF C38 H46 N8 02

Absolute stereochemistry.

_uoroacetate (l:?) (CA IND

as hepatitis c vir

{—imidazole—5,2—diyl—

is inhibitors)

nX NAM fl)
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CM

CRN 76 -05-l

CMF C2 H F3 O2

T

OS.CITING RE

L57
ACC

DOCJ ENT
TIT.E'

INV

L*.i

ANSW

ESSION

F—!Z—CO2H

ER

NU

EVTOR(S):

ENT ASSIGVn.

ENT TYP :

JAGE:

\IU1\/Ru.

F COUNT:

11 OF 16
%?R:

“R:

L‘J

_ATION:

NO.

HCA

VUM. COUNT:

1
6 THnRn ARn 6 CAPLUS RECORDS THAT CITE

(6 CITINGS)

THIS RECORD

?LUS COPYRIGHT 20l2 ACS on STN

2006:ll9838 HCAPLUS F ll"teXt

l44:2l3022

?reparation of human glucagon—like—peptide—l
modulators and their use in the treatment of diabetes

and related conditions

 

Ewing, William R.; Mapelli, Claudio; Sulsky, Richard
3.; Hague, Tasir S.; Lee, Ving G.; Riexinger, Douglas

James; Martinez, Rogelio L.; Zhu, Yeheng

3ristol—Myers Squibb Company, USA

?CT Int. Appl., 236 pp.
CODEN: PIXXD2
?atent

English
3

KIND DATE APPLICATION NO. DATE
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WO 2006014287 A1 20060209 WO 2005-US23076 20050630

W: AE, AG, AL, AM, AT, AJ, AZ, AA, AA, AG, AA, AW, AY, AZ, CA, Ci,

CM, CO, CR, CU, CZ, DE, D<, DM, DZ, nC, fin, AG, nS, tI, G3, GD,

G3, G1, GM, HR, HU, I), I4, IN, IS, JP, <3, (G, < , <3, KA, KZ,

LC, L<, LR, LS, LT, LJ, LV, A, D, G, <, N, W, X, MZ, NA,

NG, WI, WO, NZ, OM, PG, Pi, ?Z, ?T, AO, AJ, SC, SD, SE, SG, S<,

SZ, S , SY, TJ, TM, TV, TA, TT, TZ, JA, JG, JS, JZ, VC, VV, YJ,

ZA, z , zw

RW: AT, AA, AG, CH, CY, CZ, DE, D<, fin, ‘S, FI, FR, GA, GA, iJ, IE,

IS, IT, LT, LU, MC, NL, PL, ?T, AO, SE, SI, SK, TA, AF, AJ, CF,

CG, CI, CM, GA, GN, GQ, GW, Z, A, WE, SN, TD, TG, AW, Gi, G ,

KA, .S, W, MZ, NA, SD, SZ, SZ, TZ, JG, ZM, ZW, A , AZ, AY, KG,

KZ, MD, AU, TJ, TM
CA 2571794 A1 20060209 CA 2005-2571794 20050630

EP 1773877 A1 20070418 3? 2005-763871 20050630

EP 1773877 31 20100317

R: AT, AA, AG, Ci, CY, CZ, DE, DK, fin, nS, FI, FR, G3, GR, HU, IE,

IS, IT, AI, LT, LU, MC, NL, PL, ?T, AO, SE, SI, S<, TR, HR, LV,

MK, YJ
CW 101010339 A 20070801 CW 2005-80029543 20050630

CW 101010339 3 20111109

3A 2005011393 A 20071204 3A 2005-11393 20050630

J? 2008505899 T 20080228 J? 2007-520360 20050630

AT 461218 T 20100415 AT 2005-763871 20050630

38 2340181 T3 20100531 38 2005-763871 20050630

AA 49572 A1 20060816 AA 2005-102778 20050704

X 2006015193 A 20070228 X 2006-15193 20061220

ZA 2006010786 A 20081231 ZA 2006-10786 20061220

IV 2006DN07816 A 20070817 IV 2006-DN7816 20061222

AJ 2005270129 A1 20060209 AJ 2005-270129 20070102

NO 2007000614 A 20070327 NO 2007-614 20070201

KA 2007042162 A 20070420 KA 2007-7002645 20070201

PRIORITY AP?LN. INFO.: US 2004-585358P P 20040702

US 2005-684805P P 20050526

WO 2005-US23076 W 20050630

OTHER SOURCE(S): CASREACT l44:2l3022; MARPAT l44:2l3022
«D «ntered STN: 09 Feb 2006

A3 The invention provides novel human glucagon-like peptide-1 (GLP-1)-receptor
modulators Xaal Xaa2 Xaa3 Xaa4 Xaa5 Xaa6 Xaa7 Xaa8 Xaa9 Xaa10-Xaa11

[Xaa1-Xaa3, Xaa5-Xaa11 are (certain) naturally or non-naturally occurring

amino acid residues; Xaa4 is glycine] that have biol. activity similar or

superior to native GLP-1 peptide and thus are useful for the treatment or

prevention of diseases or disorders associated with GLP activity. The

novel, chemical modified peptides not only stimulate insulin secretion in

type II diabetics, but also produce other beneficial insulinotropic

responses. These synth tic p ptid GLP 1 r c ptor modulators exhibit

increased stability to proteolytic cleavage making them ideal therapeutic

candidates for oral or parenteral administration. Peptides of the invention

show desirable pharmacokinetic proper:ies and desirable potency in efficacy

models of diabetes. Thus, claimed peptide

H H Aib EGT L d M Ph (2 fluoro)-TSD-%ip(2'—?t-4'-OMe)-4-(2'-

methylphenyl)-3-pyridylalanine-NH2 My 3, G, T,S and Dare one-letter amino

acid symbols, Aib = d-aminoisobutyric acid residue, Aip = biphenylalanine
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residue) was prepared by the solid—phase method and shown to produce a

time—dependent statistically significant decrease in postprandial plasma

e following s.c. administration in ob/ob mice.

 IT .a~0§“3, Saxagliptin

THU (Therapeutic use); SIOL (?iological study); USES (Uses)

(preparation of human glicagon—like—peptide—1 modulators and their use
in

treatment of diabetes and rela:ed conditions)
RN 361442—04—8 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—2—(3—hydroxytricyclo[3.3.1.13,7]dec—1—yl)acetyl]—,
(lS,3S,5S)- (CA IND«X NAM«)

Absolute stereochemistry.

HO
CN

S N S

OS.CITING REF COUNT: 3 TH«R« AR« 3 CAPLUS RECORDS THAT CITE T{IS RECORD

(3 CITINGS)
R«b«R«NC« COUNT: 4 T{«R« AR« 4 CIT«D R«b«R«NC«S AVAILARLE FOR THIS

RECORD. ALL CITATIOAS AVAILARLE IN TH« R« EORMAT

L57 ANSWER I2 OF I6 HCAPLUS CODYRIGHT 2012 ACS on STN
  

  

 

ACCESSION NU SER: 2005:120884 HCAPLUS _t__
DOCJ ENT NUMSER: l42:2l9555

TIT.?: Preparation of adamantyglycinamide inhibitors of

dipeptidyl peptidase IV
INVE\TOR(S): Ramanr. *‘“"“ G.; Khanna, Ashish; Kirby, Mark S.;

Ma} .; Simpkins, Ligaya M.; Sutton, James

C.; Reel, ‘Hurray

PATE\T ASSIGW««(S): 3ristol—Myers Squibb Company, USA

SOUQCE: ?CT Int. Appl., 69 pp.
CODEN: PIXXD2

DOCJ ENT TYPE: ?atent

LANG-AGE: English
FAMILY ACC. WUM. COUNT: 1
PATE\T INFOR.ATION:

PATENT NO. KIND DATE APPLICATION NO. DATE

WO 2005012249 A2 20050210 WO 2004—US24257 20040728

WO 2005012249 A3 20050506

W: AE, AG, AL, AM, AT, AJ, A7, SA, 88, 8G, 8%, SW, RY, 87, CA, CH,

CN, CO, CR, CU, CZ, DE, DK, DM, 37, «C, ««, «G, «S, LI, G3, GD,

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, (E, (G, (P, (R, KZ, LC,

L(, LR, LS, LT, LU, LV, MA, D, G, K, N, W, X, Z, NA, NI,
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VO, VZ, OM, ?G, ?i, PL, PT, RO, RU, SC, SD, SE, SG, SK, SE, SY,

TJ, TM, TN, TR, TT, TZ, UA, UG, US, JZ, VC, VV, YU, ZA, Z , ZW

RW: 3W, GH, GM, (E, .S, MW, MZ, NA, SD, SE, SZ, TZ, UG, ZM, ZW, A ,

AZ, 3y, KG, <z, 3, RU, TJ, T , AT, 3'71, 3G, Ci, CY, CZ, DE, D<,

~.~., ~.S, J:I, LR, G3, GR, HU, IE, IT, .JJ, C, N.J, PL, PT, Ro, SE,

SI, SK, TR, 3F, 3J, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE,

SV, TD, TG
JS 20050038020 A1 20050217 JS 2004—899641 20040727

JS 6995183 32 20060207

3 1658066 A2 20060524 EP 2004—779352 20040728

EP 1658066 31 20090930

R: AT, 3E, CH, DE, DK, ES, FR, G3, GR, IT, LI, LU, NL, SE, MC, PT,

13, SI, .JT, Lv, F1, Ro, MK, CY, AL, TR, 3G, C7., «.«., HU, PL, SK, HR
JP 2007501231 T 20070125 J? 2006—522608 20040728

EP 1997489 A1 20081203 3? 2008—;58967 20040728

R: AT, 3E, 3G, CH, CY, CZ, DE, DK, fin, LS, bl, tR, G3, GR, HU, IE,

IT, .1, .U, MC, NL, PL, PT, Ro, SE, SI, SK, TR, AL, HR, LT, Lv, MK
AT 444064 T 20091015 AT 2004—779352 20040728

ES 2332275 T3 20100201 ES 2004—779352 20040728

JS 20050228021 A1 20051013 JS 2005—149414 20050609

JS 20050239839 A1 20051027 JS 2005—149408 20050609

WO 2006000479 A 20060220 W0 2006-479 20060130

PRIORITY APPLN. INFO.: JS 2003—491832P P 20030801

JS 2004—899641 A 20040727

EP 2004—779352 A3 20040728

WO 2004—US24257 W 20040728

OTHER SOURCE(S): CASREACT l42:2l9555; MARPAT l42:2l9555
nD nntered STN: 11 Feb 2005
GT

A ( n ‘Y

H2N)\.r“w’J”“O X I

A3 Title compds. [I; m, n = 0-2; m+n S2; dashed bonds form a cyclopropyl ring
when_Y = CH; X = H, CN; Y = CH, CH2, CHF, CF2, O, S, SO, SO2; A.= (substituted)

adamantyl], were prepared Thus,

(S)-(3-hydroxy-5,7-dimethyladamantan-1-yl)glycine pyrrolidinamide

(preparation from 3,5—dimethyladamantane—1—carboxylic acid given) at 3

umol/kg orally in rats gave a
IT .. x _ .,_ §§“1M afinvn\ 4. .  

~. ma; u¢~ ¢~;s

SPN

study);

RL: PAC (Pharmacological activity);

(Therapeutic use); 3IOL (3io1ogica1

(Synthetic preparation); T{U
PREP USL‘J 0')(Preparation);
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Absol
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(claimed compound; preparation of adamantyglycinamide inhibitors

(Uses)

:idyl

peptidase IV)
84l302—20—3 HCAPLUS

Ethanone,

hydroxytricyclo[3.3.l.l3,7]dec—l—yl)—,

ite stereochemistry.

HO

S N S

RN

CN

Absol

84l302—2l—4

Ethanone,

dihydroxytricyclo

HCAPLUS

[3.3.l.l3,7]dec-l—yl)-,

ite stereochemistry.

HO

s N s OH

RN

CN

Absol

84l302—24—7 HCAPLUS

2—Azabicyclo[3.l.0]hexane—3—carbonitri;e,
2 [(28) 2 amino 2

(lS,3S,5S)- (CA IND«X NAM«)

ute stereochemistry.

HO
cm

s N s OH

(ZS)-

(ZS)-

2—amino—l—(lS,5R)—2—azabicyclo[3.l.O]heX—2—yl—2—(3-
(CA IND«X NAM fl)

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl]-2-(3,5-
(CA IND«X NAMn)
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of
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RN 841302-26-9 HCAPLUS

CN Ethanone, 2—amino—l—(3—azabicyclo[3.l.O]hex—3—yl)-2-

:ricyclo[3.3.l.l3,7]dec—l—yl—, (2S)— (CA IND«X NAM«)

Absolgte stereochemistry.

RN 841302-27-O HCAPLUS

CN Ethanone, 2—amino—l—(3—azabicyclo[3.l.O]hex—3—yl)—2—(3,5—

dihydroxytricyclo[3.3.l.l3,7]dec—l—yl)—, (2S)- (CA INDnX NAMn)

Absolgte stereochemistry.

HO

H2N

; SN S OH

RN 84l302—28—l HCAPLUS

CN Ethanone,

2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]hex—2—yl]—

dimethyltricyclo[3.3.l.l3,7]dec—l—yl)—, (28

2—(3—hydroXy—5,7—
)- (CA INDnX NAMn)

Absolute stereochemistry.

Me

£1? 3 H2N
s N s M9

OH

RN 841302-29-2 HCAPLUS

CN Ac tamid , N [3 [(18) 1 amino 2 (lS,5R)—2—azabicyclo[3.l.O]hex—2—yl—2—

oxoethyl]tricyclo[3.3.l.l3,7]dec—l—yl]— (CA IND«X NAM«)

Absolute stereochemistry.
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ACNH

S N S

RN

CN
841302—30—5

Propanamid ,

oxoethy1]tricyc1o[3.3.1.13,7]dec—1—y1]—2—methy1—

HCAPLUS

N [3 [(18) 1 amino 2

(CA IND nX NAMfi)

Absolute stereochemistry.

HN)J\

s N s

O

Pr-i

RN 841302—31—6 HCAPLUS

CN Benzeneacetamide,

N—[3—[(1S)—1—amino—2—(1S,5R)—2—azabicyc1o[3.1.0]hex—2—y1—

2—oxoethy1]tricyc1o[3.3.1.13,7]dec—1—y1]— (CA IND«X NAMn)

Absolute stereochemistry.

O

;J\/phHN

N
S

RN

CN

Absol

S

O

841302—32—7 HCAPLUS

Benzamid , N [3 [(18) 1 amino 2

oxoethy1]tricyc1o[3.3.1.13,7]dec—1—y1]—

(1S,5R)—2—azabicyc1o[3.1.0]hex—2—y1—2—
(CA IND«X NAM«)

Ate stereochemistry.
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IT $<13G2~§§~G§ $§13§E~§2~1§ S§13GE~§?~6F

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); T{U

(Therapeutic use); AIOL (?io'ogical study); PREP (Preparation); USES
(Uses)

(preparation of adaman:yg;ycinamide inhibitors of dipeptidyl peotidase

I”

IV)
RN 84l302—5l—0 HCAPuUS

CN Ethanone, 2—amino—l—[(lS,5R)—2—azabicyclo[3.l.O]heX—2—yl]—2—(3-

hydroxytricyclo[3.3.l.l3,7]dec—l—yl)—, hydrochloride (l:l), (2S)— (CA
IND«X NAM«)

Absolute stereochemistry.

N
S S

HO

O HCl

RN 84l302—52—l HCAPLUS

CN Ethanone, 2—amino—l—(lS,5R)—2—azabicyclo[3.l.0]hex—2—yl—2—(3,5-

dihydroxy:ricyclo[3.3.l.l3,7]dec—l—yl)—, hydrochloride (l:l), (2S)— (CA
IND«X NAM«)

Absolute stereochemistry.
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HO

C’HCI

RN 841302—57—6 HCAPLUS

CN 2—Azabicyc1O[3.1.0]heXane—3—carbOnitri;e,

2 [(2S) 2 amino 2 (3,5 dihydrOxytricyc;O[3.3.1.13,7]dec—1—y1)acety1]—,
(1S,3S,5S)—, 2,2,2—trif1uOrOacetate (1:1) (CA INDEX NAME)

CM 1

CRN 841302-24-7

CMF C18 H25 N3 O3

Absolute stereochemistry.

HO
CN

s N s OH

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—%—CO2H

OS.CITING REF COUNT: 8 THERE ARE 8 CAPLUS RECORDS THAT CITE T118 RECORD

(10 CITINGS)
REIERENCE COUNT: 6 T{ERE ARE 6 CITED REIERENCES AVAILAELE FOR THIS

RECORD. ALL CITATIORS AVAILAELE IN THE RE IORMAT
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L57 ANSWER 13 OF 16 HCAPLUS COPYRIGHT 2012 ACS on STN

ACCESSION NU EER: 2005:760338 HCAPLUS 1‘

DOCJ ENT NUMEER: 143:367574

TIT.E: Diprolyl nitriles as potent dipeptidyl peptidase IV
inhibitors

AUT{OR(S): Zhao, Guohua; Taunk, Prakash C.; V ‘tin, Eavifi R.;
 Simpkins, Ligaya M.; Rabi, Ssff .; Wang, Aiying;

5

  

Robertson, James G.; Marcinkeviciene, Jovita; Sitkoff,

Doree F.; Parker, Rex A.; Kirby, Mark S.; Ramann,

CO%?O%ATE SOURCE: Department of Discovery Chemistry, Pharmaceutical

Research Institute, 3ristol—Myers Squibb, Princeton,
VJ, 08543-5400, USA

SOJQCE: 3ioorganic & Medicinal Chemistry Letters (2005),
l5(l8), 3992-3995
CODEN: RMCLE8; ISSN: 0960-894X

?UE.ISHER: Elsevier %.V.

DOCJMENT TYRE. Journal

EAWGUAGE: English
OTiE SOURCE(S): CASREACT 143:367574

«D «n:ered STN: 15 Aug 2005
GI

Cl

NC-)-

\=‘%N§_>T ©

A3 Dipeptidyl peptidase IV (DPP4) is a multifunctional type II transmembrane

serine peptidase which regulates various physiol. processes, most notably

plasma glucose homeostasis by cleaving peptide hormones glucagon—;ike

peptide—l and glucose—dependent insulinotropic polypeptide. Inhibition of

DPP4 is a potentially valuable therapy for type 2 diabetes. Synthesis and

structure—activity relationships of a series of substituted diprolyl

nitriles are described, leading to the identification of compound I with a
measured DPP4 Ki of 3.6

IT ~‘\ .~ .~« h‘\«\\ . ..x .-u .. 5.; .. .

  
RE: PAC (Pharmacological activity); SPN (Synthetic preparation); 3IOL

(3iological study); PREP (Preparation)

(diprolyl nitriles as potent dipeptidyl peptidase IV inhibitors)
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RN 36l44l—07—8 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—2—pyrrolidinylcarbonyl]—, (lS,3S,5S)— (CA IND«X NAME)

Absolute stereochemistry.

RN 36l44l—l0—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[(2S)-2—piperidinylcarbonyl]-,
(lS,3S,5S)- (CA INDEX NAME)

Absolute stereochemistry.

CN

N SS

0

RN 36l44l—ll—4 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(2S,3S)-3-methyl-2-pyrrolidinyl]carbonyl]—, (lS,3S,5S)- (CA INDEX
NAME)

Absolute stereochemistry.

RN 36l442—23—l HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(28)-3,3-dimethyl-2-pyrrolidinyl]carbonyl]—, (lS,3S,5S)- (CA INDEX
NAME)

266

Sun-Amneal-IPR2016-01104- Ex. 1006. Part 2, p. 136 of 373

0395



0396

13/308,658

Absolute stereochemistry.

RN 36l442—25—3 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[[(2S,3S)—3—ethyl—2—pyrrolidinyl]carbonyl]—, (lS,3S,5S)— (CA INDEX
NAME)

Absolute stereochemistry.

L*.i

RN 36l442—30—0 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(2S,3R) 3 (l m thyl thyl) 2 pyrrolidinyl]carbonyl]-, (lS,3S,5S)- (CA
INDnX NAMn)

Absolute stereochemistry.

RN 36l442—58—2 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(lS,3S,5S)—2—azabicyclo[3.l.O]hex—3—ylcarbonyl]—, (lS,3S,5S)— (CA
INDnX NAMn)

Absolute stereochemistry.

267

Sun-Amneal-IPR2016-01104- Ex. 1006. Part 2, p. 137 of 373

0396



0397
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CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2-[[(2S,4S)-4-[(3-chloro-4-cyanophenyl)amino]-2-pyrrolidinyl]carbonyl]-,
(lS,3S,5S)- (CA IND fiX NAM*

Absolute stereochemistry.

CN '11}

N _SS .

\n NH0

RN 866321-l9-9 HCAPLUS

Cl

- )

CN

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(2R)-2—pyrrolidinylcarbonyl]-,

Absolute stereochemistry.

CN

<gN R
S NH

0

RN 866321-23-5 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,
(lS,3S,5S)- (CA IND

Absolute stereochemistry.

IO
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(lS,3S,5S)- (CA IND«X NAMn

2—[(28)—2—azetidinylcarbonyl]—,
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RN 866321—26—8 HCAPLUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitrile,

2—[(1S,2S,5R)—3—azabicyclo[3.1.0]hex—2—ylcarbonyl]—, (1S,3S,5S)— (CA
INDEX NAM*.)

Absolute stereochemistry.

RN 866321—46—2 HCAPLUS

CN Carbamic acid, [(3S,5S)-5-[[(1S,3S,5S)-3-cyano-2-azabicyclo[3.1.0]hex—2—

yl]carbonyl]-3-pyrrolidinyl] , 1,1 dim thyl thyl st r (9CI) (CA INDEX
NAME)

Absolute stereochemistry.

CN N OBu-t

<§1’ 4‘) Ys N S O
W F10

RN 866321—48—4 HCAPLUS

CN Carbamic acid, [(3R,5S)-5-[[(1S,3S,5S)-3-cyano-2—azabicyclo[3.1.0]hex—2—

yl]carbonyl]-3-pyrrolidinyl] , 1,1 dim thyl thyl st r (9CI) (CA INDEX
NAME)

Absolute stereochemistry.

CN N OBu-t

<@;’ @ TS
s O

\n H0

RN 866321—50—8 HCAPLUS

CN Carbamic acid, [(3S,5S)-5-[[(1S,3S,5S)-3-cyano-2-azabicyclo[3.1.0]hex—2—
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yl]carbonyl]-3-pyrrolidinyl] , 9H fluor n 9 ylm thyl st r (9CI) (CA
INDEX NAME)

Absolute stereochemistry.

o

J g 0
' S s "

‘ .s s‘
"CN H

RN 86632l—52—0 HCAPLUS

CN Butanamide, N—[(3S,5S)-5-[[(lS,3S,5S)-3-cyano-2-azabicyclo[3.l.O]hex—2—

yl]carbonyl]-3-pyrrolidinyl]-3,3-dimethyl- (CA IND«X NAM«)

Absolgte stereochemistry.

CN N

 ( S , Rn/3 CMe3
N __. S 0

RN 866321-54-2 HCAPLUS

CN Benzenesulfonamide, 4—chI

azabicyclo[3.l.O]hex—2—y;]carbonyl]—3—pyrrolidinyl]—

Cl

Hs s CN -'N\s 
N _ S OyVb\\E <:Iqi>H

_oro—N—[(3S,5S)-5-[[(lS,3S,5S)-3-cyano—2—
(CA IND«X NAME)

Absolgte stereochemistry.

S

n ARn ll CAPLUS RECORDS THAT CITE THISOS.CITING REF COUNT: ll T{nR

RECORD (ll CITIRGS)
REEERENCE COUNT: 23 TIERE ARE 23 CITED R«b«RfiNCfiS AVAILARL? FOR THIS
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ACCESSION NU STR: 2004:515478 HCAPLUS Fu11~text

DOCJ ENT NUM3E3: 141:54618

TIT.?: Preparation of cyc1opropy1—fused pyrro1idine—based

inhibitors of dipeptidyl peptidase IV
INVENTOR(S): Vu, Truc Chi; Brzozowski, David 3.; Fox, Rita;

Godfrey, Jo11ie Duaine, Jr.; Hanson, Ronald L.;

<o1otuchin, Sergei V.; Mazzullo, John A., Jr.; Patel,

Ramesh N.; Wang, Jianji; Wong, Kwok; Yu, Jurong; Zhu,
Jason; Ma~ n, Eavid R.; Auqeri, §avid 3.; 

 Eamann, LQM~wmQ$ G.

PATENT ASSIGNn«(S): 3risto1—Myers Squibb Company, USA

SOURCE: ?CT Int. Appl., 101 pp.
CODEN: PIXXD2

3 ?atentDOCJMENT TYP :

LANGUAGE: English
FAMILY ACC. NUM. COUNT: 1
PATENT INFOR_ATION:

PATENT No. KIND DATE APPLICATION No. DATE

WO 2004052850 A2 20040624 WO 2003-US38558 20031204

WO 2004052850 A3 20060302

W: AE, AG, AL, A , AT, AU, AZ, EA, EE, EG, ER, EY, E2, CA, CH, CN,

Co, CR, CU, CZ, DE, DK, D , 32, «C, «E, «G, as, II, G3, GD, GE,

G1, GM, TR, HJ, ID, IL, IN, Is, J?, <E, (G, <P, <R, KZ, LC, L<,

.E, .s, .T, LJ, .v, MA, M), G, <, N, W, X, z, NI, No, NZ,

o , ?G, ?H, PE, ?T, Ro, RJ, sC, s3, sE, so, SK, sL, sy, TJ, T ,

TN, TR, TT, TZ, UA, UG, US, JZ, VC, VN, YU, ZA, zM, zw

RW: 3W, GH, GM, KE, .s, MW, MZ, sD, s1, sz, TZ, JG, ZM, zw, AM, AZ,

BY, (G, <z, MD, EU, TJ, T , AT, EE, EG, CH, CY, CZ, DE, DK, fifi,

Es, FI, FR, G3, GR, HU, IE, IT, EJ, C, NL, ?T, Ro, sE, sI, s<,

TR, EF, EJ, CF, CG, CI, CM, GA, G , GQ, GW, L, MR, NE, sN, TD, TG
JS 20050090539 A1 20050428 US 2003-716012 20031118

JS 7420079 32 20080902

CA 2508619 A1 20040624 CA 2003-2508619 20031204

AJ 2003297647 A1 20040630 AJ 2003-297647 20031204

3? 1581487 A2 20051005 E? 2003-812799 20031204

R: AT, EE, CH, DE, DK, Es, FR, G3, GR, IT, .I, LU, N., sE, MC, PT,

IE, sI, LT, Lv, FI, Eo, MK, CY, AL, TR, EC, CZ, flfl, HJ, SK
EE 2003017139 A 20051129 3E 2003-17139 20031204

CN 1791401 A 20060621 CN 2003-80109631 20031204

J? 2006516121 T 20060622 J? 2004-559282 20031204

J? 4886193 32 20120229

CN 102070451 A 20110525 CN 2010-10260709 20031204

IN 2005DN02279 A 20090123 IN 2005—DN2279 20050530

IN 244388 A1 20101210

MX 2005005970 A 20050818 MX 2005-5970 20050603

IN 2008DN00420 A 20080215 IN 2008—DN420 20080115

US 20090018311 A1 20090115 US 2008-181216 20080728

US 7705033 32 20100427

US 20100274025 A1 20101028 US 2010-712958 20100225
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JP 2011006440 A 20110113 JP 2010-181557 20100816

JP 2011006441 A 20110113 JP 2010-181559 20100816

PRIORITY APPLN. INFO.: US 2002-43l8l4P P 20021209

US 2003-716012 A3 20031118

CN 2003-80109631 A3 20031204

JP 2004-559282 A3 20031204

WO 2003-US38558 W 20031204

IN 2005-DN2279 A3 20050530

US 2008-181216 A3 20080728
ASSIGNMENT IN PSUS DISPLAY FORMAT{ISTORY FOR US PATENT AVAILA3L?

OTHER SOURC3(S). CASREACT l4l:546l8; MARPAT l4l:546l8
«D «n:ered STN: 27 Jun 2004
GI

OH

R1

R2 Boc——§

R I O/ NH2 II

A3 The invention provides methods and compds. for the production of

cyclopropyl—fused pyrrolidine—based inhibitors of dipeptidyl peptidase IV.

Also described are methods for the asym. reductive amination of

(3—hydroxyadamantan—1—yl)oxoacetic acid. Adamantane derivs. I [R1 is H or
01; R2 is C(O)COR4, C(O)NR5R6, C(X)nCOR4 or C(NR7R8)COR4, where X is halo,

n is 1-2, R4 is alkoxy, NH2 or OH, and R5—R8 are H or carbalkoxy; R3 is H,

01 or NR9C(O)Rl0, where R9 is carboxy—substituted alkyl or aryl and R10 is

3-cyano—2—azabicyclo[3.1.0]hex—2—yl] or their pharmaceutically—acceptable

salts are claimed. Thus, adamantyl—substituted glycinamide derivative II

(3oc = tert—butoxycarbonyl) was prepared via amidation of 3oc—protected

(S)—d—amino—3—hydroxy—1—adamantaneacetic acid.
IT 3S1§§2~0§~3§ ?G9G31~§§~?§

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); TIU

(Therapeutic use); 310% (3iological study); PREP (Preparation); USES
(Uses)

(preparation of cyclopropyl—fused pyrrolidine—based inhibitors of

dipeptidyl

peptidase IV)
RN 361442—04—8 HCAPAUS

CN 2—Azabicyclo[3.1.0]heXane—3—carbonitrile,

2—[(2S)—2—amino—2—(3—hydroxytricyclo[3.3.1.13,7]dec—1—yl)acetyl]—,
(lS,3S,5S)- (CA INDnX NAMn)
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Absolute stereochemistry.

HO
CN

S N S

RN 70903l—44—7 HCAPLUS

13/308,658

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2—[(28)—amino(3—hydroxytricyclo[3.3.l.l3,7]dec—l—yl)acetyl]—,
(lS,3S,5S)—,

monobenzoate (salt)

CM 1

CRN 36l442—04—8

CMF C18 H25 N3 O2

Absolute stereochemistry.

HO
CN

N
S S

CM 2

CRN 65-85-O

CMF C7 H6 O2

IT I

 

(9CI)

(Reactant or reagent)

(CA IND nX NAM fl)

T P.4
(Preparation);
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(preparation of cyclopropyl-fused pyrrolidine-based inhibitors of

dipeptidyl

peptidase IV)
RN 709031-78-7

CN 2-Azabicyclo[3.l.
2-[(2S)-2-amino-2

hydrochloride (1:

Absolute stereochemist

CN NH

N

HO

S S

CFHC1
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American Chemical Society
DOC ENT TY? :

uAVGUAGE'

OT{

Journal

. English
SOURCE(S): CASREACT l4l:2389l

L‘J

n3 «n:ered STN: 14 Apr 2004
A3

IT

RN

CN

A series of methanoprolinenitrile-containing dipeptide mimetics were

synthesized and evaluated as inhibitors of the N—terminal sequence—specific

serine protease dipeptidyl peptidase IV (DPP—IV). The catalytic action of

DPP—IV is the principle means of degradation of glucagon—like peptide—l (a

key mediator of glucose—stimulated insulin secretion) and DPP—IV inhibition

shows clin. benefit as a novel mechanism for treatment of type 2 diabetes.

However, many of the reversible inhibitors to date suffer from chemical

instability stemming from an amine to nitrile intramol. cyclization.

Installation of a cyclopropyl moiety at either the 3,4— or 4,5—position of

traditional 2—cyanopyrrolidide proline mimetics led to compds. with potent

inhibitory activity against the enzyme. Addnl.,

cis-4,5-methanoprolinenitrileswithB-branchingiJ1theN-terminalaminoacid
provided enhanced chemical stability and high inhibitory potency. This

class of inhibitors also exhibited the ability to suppress prandial glucose

elevations after an oral glucose challenge in male Zucker rats.
?G%;
RL:

  n~83~S

PRP (Properties)

(calcns. of energy barrier toward adopting the conformation required

for intramol. cyclization by dipeptidyl prolinenitrile and

methanoprolinenitrile)
700376—83—6 HCAPLUS

2—Azabicyclo[3.l.O]heXane—3—carbonitril , 2
(lS,3S,5S)- (CA INDnX NAMn)

  

[(28) 2 amino 1 oxopropyl]-,

Absolute stereochemistry.

IT

RN

CN

3Sl§§§~?3~5§

Rl: PAC (Pharmacological activity); SPN (Synthetic preparation); 3IOL

(?iologica' study); PREP (Preparation)

(crystal structure; preparation and biol. activity of

methanoprolinenitrile—containing'dipeptide mimetics as DPP—IV inhibitors

and as antidiabetic agents)
36l440—73—5 HCAPLUS

2—Azabicyclo[3.l.0]hexane—3—carbonitrile,

2 [(2S) 2 amino 3,3 dim thyl l oXobutyl]—, (lS,3S,5S)-,
2,2,2—trifluoroacetate (l:l) (CA INDnX NAMn)

CM 1

CRN 36l440—72—4
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CMF C12 H19 N3 O

Absolute stereochemistry.

CN

5 Bu—t

0

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

  
IT

: ,g

R4: PAC (Pharmacologicai activity); SPN (Synthetic preparation); 3IOL

(3io1ogica1 study); PREP (Preparation)

(preparation and bio;. activity of methanoprolinenitri1e—containing

dipeptide

mimetics as DPP—IV inhibitors and as antidiabetic agents)
RN 36l440—66—6 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri;e,

2-[(2S,3S) 2 amino 3 m thyl 1 oxop ntyi] , (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-65-5

CMF C12 H19 N3 0

Absolute stereochemistry.
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CM 2

CRN 76-05- 1

CMF C2 H F3 O2

F— C— CO2H

RN 361440-77-9 HCAPLUS

13/308,658

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri;e,
2-[(2S,3S)

2,2,2-trif;

CM 1

CRN 361440

CMF C12 H1

Absolute stereoc

CM 2

2 amino 3 m thyl 1 oxop nty;] , (1R,3S,5R)-,
uoroacetate

-76-8

9 N3 0

hemistry.

CRN 76-05-1

CMF C2 H F3 O2
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F— C— CO2H

RN 361440-88-2 HCAPLUS

CN 3—Azabicyc;o[3.1.0]hexane—2—carbonitri;e,

3-[(2S,3S) 2 amino 3 m thyl 1 oxop nty;] , (1R,2S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-87-1

CMF C12 H19 N3 0

Absolute stereochemistry.

CN 0 Me

 —q
R s s Lt

S NH2

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 700376-66-5 HCAPLUS

CN 2—Azabicyc;o[3.1.0]hexane—1—carbonitri;e,

2-[(2S,3S) 2 amino 3 m thyl 1 oxop nty;] , (1S,5R)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 700376-65-4

CMF C12 H19 N3 O
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Absolute stereochemistry.

NC

CM 2

CRN 76-O5-l

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 700376—67—6 HCAPLUS

CN 2—Azabicyclo[3.l.0]heXane—3—carbonitrile,

2 [(28) 2 amino 3 m :hyl l oXobutyl]—, (lS,3S,5S)-,
2,2,2—trifluoroacetate

(1:1) (CA IND«X NAM«)

CM 1

CRN 361441-05-6

CMF Cll H17 N3 O

Absolute stereochemistry.

CN

 Pr_iS

0

CM 2

CRN 76-O5-l

279

Sun-Amneal-IPR2016-01104- Ex. 1006. Part 2, p. 149 of 373

0408



0409

13/308,658

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 700376—68—7 HCAPLUS

CN 3—Azabicyc1o[3.1.0]hexane—2—carbonitri1e,

3 [(2S) 2 amino 3 m :hy1 1 oxobutyl]-, (1R,2S,5S)-,
2,2,2—trif1uoroacetate

(1:1) (CA IND«X NAM«)

CM 1

CRN 361442-40-2

CMF C11 H17 N3 O

Absolute stereochemistry.

CN 0

N//fl\\§/Pr—i
RS

NH2

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—(|Z—CO2H

RN 700376—70—; HCAPLUS

CN 3—Azabicyc;o[3.1.0]hexane—2—carbonitri;e,

3 [(2S) 2 amino 3,3 dim thyl 1 oxobutyfi]-, (1R,2S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)
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CM 1

CRN 361442-39-9

CMF C12 H19 N3 0

Absolute stereochemistry.

N//fl\\£;’Bu—t
R S

NH2

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 700376—7l—2 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 1 0X0 3 ph nylpropyl]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-O8-9

CMF C15 H17 N3 O

Absolute stereochemistry.
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CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— !I— CO2H
T

RN 700376—72—3 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 3 (1H indol 3 yl) 1 oxopropyl]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-97-3

CMF C17 H18 N4 O

Absolute stereochemistry.

NC

H2“ “Es S] ‘S

ZE

0

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 700376-73-4 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 3 m thyl 2 (m thylamino)-1-oxobutyl]-, (1S,3S,5S)-,
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2,2,2—trif1uoroacetate (1:1) (CA INDnX NAMn)

CM 1

CRN 361441-O4-5

CMF C12 H19 N3 0

Absolute stereochemistry.

CN

5 S Pr—i

0

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 700376—74—5 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)—2—pyrro1idiny1carbony1]—, (1S,3S,5S)—, 2,2,2—trif1uoroacetate
(1:1) (CA INDnX NAMn)

CM 1

CRN 361441-O7-8

CMF C11 H15 N3 0

Absolute stereochemistry.

CN

@ 1 xN S

S S"-o NHO
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CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 700376—75—6 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2-[(2S)-2—piperidinylcarbony;]-,
(1S,3S,5S)—, 2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361441-10-3

CMF C12 H17 N3 O

Absolute stereochemistry.

CN

N SS

0

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
T

RN 700376-76-7 HCAPLUS
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CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2-[(28)-2-amino-4-(methylthio)-1-oxobgtyl]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361440-99-5

CMF C11 H17 N3 O S

Absolute stereochemistry.

CN

N

S \\n/\%\\v//A\‘SMe
O

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— !I— CO2H
7

RN 700376—77—8 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)-2—amino—2—cyc1obuty1acety1]—, (1S,3S,5S)—, 2,2,2—trif1uoroacetate
(1:1) (CA INDnX NAM«)

CM 1

CRN 361442-56-0

CMF C12 H17 N3 O

Absolute stereochemistry.

CN

N
S S

O
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CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H

RN 700376—78—9 HCAPLUS

CN 2—Azabicyc1o[3.l.0]heXane—3—carbonitri1e,

2—[(28)-2—amino—2—cyc1openty1acety1]-, (lS,3S,5S)-,
2,2,2—trif1uoroacetate

(1:1) (CA INDnX NAM«)

CM 1

CRN 361442-54-8

CMF C13 H19 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F— C— CO2H
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RN 700376—79—0 HCAPLUS

CN 2—Azabicyc1o[3.1.0]heXane—3—carbonitri1e,

2—[(28)-2—amino—2—cyc1ohexy1acety1]—, (1S,3S,5S)—, 2,2,2—trif1uoroacetate
(1:1) (CA INDnX NAM«)

CM 1

CRN 361442-55-9

CMF C14 H21 N3 O

Absolute stereochemistry.

CM 2

CRN 76-O5-1

CMF C2 H F3 O2

F—!Z—CO2H
7

RN 700376—80—3 HCAPLUS

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,

2 [(28) 2 amino 2 (1 m thy1cyc1obuty1)acety1]-, (1S,3S,5S)-,
2,2,2—trif;uoroacetate (1:1) (CA IND«X NAM«)

CM 1

CRN 361442-53-7

CMF C13 H19 N3 O

Absolute stereochemistry.
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CN NH

<@V 2N
Me

S S

0

CM 2

CRN 76-05- 1

CMF C2 H F3 O2

F— C— CO2H

RN 700376-81-4 HCAPLUS

13/308,658

CN 2—Azabicyc;o[3.1.0]heXane—3—carbonitri1e,
2 [(28) 2 amino 2

2,2,2—trif;uoroacetate

CM 1

CRN 361442—50—4

CMF C14 H21 N3 O

Absolute stereochemistry.

CN NH2

S S

0

CM 2

CRN 76—05—l

CMF C2 H F3 O2
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F— C— CO2H

RN 700376—82—5 HCAPLUS

CN 2—Azabicyc;O[3.1.0]heXane—3—carbOnitri1e,

2 [(28) 2 amino 2 (1 m thy1cyc1Ohexy1)acety1]—, (1S,3S,5S)-,
2,2,2—trif;uOrOacetate (1:1) (CA INDEX NAMfi)

CM 1

CRN 361442-48-O

CMF C15 H23 N3 O

Absolute stereochemistry.

CN
NH2

N
S S

O

CM 2

CRN 76-O5-l

CMF C2 H F3 O2

F—%—CO2H
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A3 Several pyrazolo-, triazolo-, and.imidazolopyrimidines were synthesized.and

evaluated as inhibitors of DPP4. Of these three classes of compounds, the

imidazolopyrimidines displayed the greatest potency and demonstrated

excellent selectivity over the other dipeptidyl peptidases. SAR.evaluation

for these scaffolds was described as they may represent potential treatments

for type 2 diabetes. .COPYRGT. 2010 Elsevier Ltd. All rights reserved.
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