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FIELD OF THE INVENTION 5 The present invention relates to cyclic amino
acid and proline derivatives  which display inhibitory effects of the
serine protease factor Xa. The invention  also discloses pharmaceutically
acceptable salts of the compounds,  pharmaceutically acceptable
compositions comprising the compounds or their  salts, and methods of
using them as therapeutic agents for treating or preventing 



10 disease states in mammals characterized by abnormal thrombosis.
BACKGROUND OF THE INVENTION In economically developed countries,
cardiovascular disease represents a  major cause of mortality. In
particular, abnormal coagulation and inappropriate  15 thrombus formation
within blood vessels precipitates many acute cardiovascular disease
states. While it has long been recognized that a variety of plasma
proteins  



such as fibrinogen, serine proteases, and cellular receptors are involved
in  hemostasis, it is abnormal regulation that has emerged as important
contributing  factors to cardiovascular disease. 20 Thrombin can be
considered the key or principal regulatory enzyme in the  coagulation
cascade; it serves a pluralistic role as both a positive and negative  



feedback regulator in normal hemostasis. However, in some pathologic
conditions, the positive feedback regulation is amplified through
catalytic 25 activation of cofactors required for thrombin generation.
Such cofactors include  factor Xa, a serine protease which occupies a
pivotal position in the coagulation  cascade. Factor X is the zymogen of
factor Xa. Factor X can be activated by  either the intrinsic or
extrinsic pathways of the coagulation system. Initiation of  



coagulation by either pathway in response to vascular injury activates
factor X to 30 factor Xa. Factor Xa and its cofactor, factor Va, combine
on a phospholipid  membrane to form the "prothombinase" complex, which
activates prothrombin to  thrombin. Thrombin cleaves fibrinogen to
fibrin, activates platelets, and converts 29 MAY 2006 WO 03/445912 



-0)  factor to XIlJa  which is the principal enzyme involved in thrombus
generation, growth, and stabilization. Accordingly, the location of the
prothrombinase complex at the convergence of both the intrinsic and
extrinsic  coagulation pathways suggests that inhibition of factor Xa, and
hence thrombin 



5 generation, may be a viable approach to limiting the procoagulant
activity of  thrombin. Evidence exists for the role of factor Xa
inhibitors as anticoagulants.  Antistasin, a potent inhibitor of blood
coagulation factor Xa from the Mexican 10 leech, Haementeria  officinalis,
displays antithrombotic activity in various models  of arterial and venous
thrombosis (Lapatto et al., Embo . J, 1997:5151-5161). Other  



protein or polypeptide factor Xa inhibitors include recombinant tick
anticoagulant  peptide (rTAP), which is known to accelerate the
recombinant tissue plasminogen  activator mediated clot lysis  and prevent
acute reocclusion  in the dog, hence 15 indicating factor Xa inhibitors
may be useful as an adjunct to thrombolytic therapy  (Mellott et al.,
Fibrinolysis,  1993: 195-202). Furthermore, in a canine coronary  artery
electrolytic lesion model, rTAP was demonstrated to reduce thrombus mass  



and time to occlusion in the absence of dramatic hemodynamic or
hemostatic  changes indicating the primary role for factor Xa in the
process of arterial 20 thrombosis (Lynch et al., Thromb. Haemosrasis,
1995:640-645; Schaffer et al.,  Circulation, 1991: 1741- 1748). On the
venous side, rTAP was also demonstrated  to reduce fibrin deposition in a
rabbit model of venous thrombosis while having  little affect on systemic
hemostatic parameters (Fioravanti et al., Thromb. Res.,  



1993: 317-324). In addition to these relatively high molecular weight
proteins that 25 are not suitable as oral antithrombotic agents, there
also exist examples of low  molecular weight factor Xa inhibitors. In
particular DX9065a, a low molecular  weight synthetic factor Xa
inhibitor, has also shown antithrombotic potential in  various
experimental thrombosis rat models. In both arteriovenous shunt and
venous stasis models, inhibition of thrombus formation was achieved at
doses that 



30 had little effect on APTT, indicating that DX9065a is effective in
preventing  thrombosis and hence has therapeutic antithrombotic potential
(Wong et al.,  Thromb. Res., 1996: 117-126). 29 MAY 2006 WO 03/045912
PCT/1B112/114757  -3 



Recently, it has been appreciated that factor Xa inhibition may provide
sustained antithrombotic protection. Specifically, several animal studies
show  that inhibition of short term exposure to factor Xa produces a
sustained 5 antithrombotic. (Leadley, Curr. Top. Med. Chem., 2001: v. 1,
151-159.) Finally,  the article by Leadley observes that factor Xa
inhibition potentially provides a  large therapeutical window between
antithromboti c  efficacy and bleeding  



tendency. Consequently, there may exist a range in which factor Xa
inhibition is  achieved without an concurrent increase in a patients
susceptibility to bleeding. 10 The majority of factor Xa inhibitors known
to date have been summarized  in two reviews (Edmunds et al., Annual
Reports in Medicinal Chemistry, 1996:51  and Kunitada and Nagahara, Curr.
Pharm.   Des., 1996:531-542). However, it is  



readily apparent that there still exists a need for more effective agents
that regulate  15 factor Xa proteolytic activity. SUMMARY OF THE
INVENTION These and other needs are met by the present invention which is
directed  to a compound of Formula I ' 20 



I or a pharmaceutically acceptable salt thereof wherein: A is aryl or
substituted aryl or monocyclic heteroaryl or substituted  25 monocyclic
heteroaryl; O O  B is -NH -C-(Ci-(:6)alkyl, -NH -C- (Cs-C7)cycloalkyi,  



29 MAY 2006 WO 113/1145912 PCT/11302/04757 -4 O NH-c-O(CI-C6 alkyl), "
"R' , (C3-C7)cycloalkyl, (C,-C7)heterocyclo, (C4- C7)cycloalkenyl,
unsaturated (C4-C7)heterocyclo, aryl, or heteroaryl, any of which  



may be optionally substituted by halo, (CI-C6)alkyl, or halo(CI-C6)alkyl,
O-(CI-Co), -CN, haloalkyl, amino, alkylamino, amidino, amido, or
sulfonamido;  5 C is phenyl or heteroaryl, wherein phenyl or heteroaryl
is optionally  substituted with one or more substituents selected from
aryl, heteroaryl, halogen,  hydroxy, -CO2R2, -COR2, -CONR2R2', alkoxy,
alkyl, -CN, haloalkyl, amino,  alkylamino, amidino, amido, or
sulfonamido; 



G is H, halo, (CI-C6)alkyl, halo(CI-C6)alkyl, hydroxy(CI-C6)alkyl, 10
-CH2O-(CI-C6)alkyl, -CHrCO,(Ci-C6)alkyl, -CHI-NR2R2', or -CH:-CONH(Cj-
C6)alkyl; W) is a saturated or unsaturated, substituted or unsubstituted
hydrocarbon  chain or hydrocarbon-heteroatom chain having from 2 to 6
atoms, wherein W 1  connects the nitrogen atom at position I to the
carbon atom at position 2 to form a  



15 four to eight membered ring; RI is (C1-C6)alkoxy, (C3-C7)cycloalkyl,
(C3-C7)heterocycloalkyl, (C4- C7)cycloalkenyl, (C4-C7)heterocycloalkenyl,
aryl, monocyclic heteroaryl, or- NR3R4; R2 and R2' are each independently
H or (Ci-C6)alkyl; and 20 R3 and R4 are each independently H,
(CI-C6)alkyl, aralkyl, aryl,  



monocyclic heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or
joined  together to form a saturated or unsaturated 3 to 7 membered ring.
The invention is also directed to a compound of formula IL 29 MAY 2006 WO
03/045912 PCT/1B112 /0 4 7 5 7 -5 



R" RID N B II or a pharmaceutically acceptable salt thereof wherein  



5 " --- " is a bond or is absent; X" is CH2, CH, 0, NH or N; R10 and R' 1
are each independently H, -OH, halo, alkyl, haloalkyl, - NR8R9, -OR2,
-CN, -CH2OH, -CH2-NR3R4, aryl, monocyclic heteroaryl,  alkylaryl, -CH=O,
-CH20R2, -COR2, -C02R2, or -CONR3R4 or are taken 10 together to form =0,
=NOR2, =C(C1-C6alkyl)2, or=CR2H, with the proviso that  



when "---" is a bond, R11 is absent, and X is CH or N, and R10 is H, -OH,
halo,  alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4, aryl,
monocyclic  heteroaryl, alkylaryl, -CH=O, -CH2OR2, -COR2, -CO2R2, or
-CONR3R4; A is aryl and substituted aryl or monocyclic heteroaryl or
substituted  15 monocyclic heteroaryl; 0 0  



B is -NH -C- (Cl-C6)alkyl, -NH _C- (C3-C7)cycloalkyl, - 0 0  11 NH-c-
O(C1-C6 alkyl), ` ~R' , (C3-C7)cycloalkyl, (C3-C7)heterocyclo, (C4-
C7)cycloalkenyl, unsaturated (C4-C7)heterocyclo, aryl, or heteroaryl, any
of which  



may be optionally substituted by halo, (C,-C6)alkyl, or halo(C,-C6)alkyl,
20 O-(C1-C6), -CN, haloalkyl, amino, alkylamino, amidino, amido, or
sulfonamido;  C is phenyl or heteroaryl, wherein phenyl or heteroaryl is
optionally  substituted with one or more substituents selected from
halogen, hydroxy,  29 MAY 2006 WO 63/045912 PCT/1802/04757 



-6 C02R2, -COR2, -CONR2R2', alkoxy, alkyl, -CN, haloalkyl, amino,
alkylamino,  amidino, amido, or sulfonamido; G is H, halo, (C,-C6)alkyl,
halo(C,-C6)alkyl, hydroxy(CI-C6)alkyl,  -CH2O-(CI-C6)alkyl,
-CH2-CO,(CI-C6)alkyl, -CH2-NR2R2', or-CH2-CONH(CI- 5 C6)alkyl;or
-CH2-CONH(CI-C6)alkyl; 



RI is (C,-C6)alkoxy, (C3-C7)cycloalkyl, (C3-C7)heterocycloalkyl, (C,-
C7)cycloalkenyl, (Ca-C7)heterocycloalkenyl, aryl, monocyclic heteroaryl,
or - NR3R4; R2 and R2' are each independently H or (C,-C6)alkyl; and 10
R3 and R4 are independently H, (CI-C(,)alkyl, aralkyl, aryl, monocyclic
heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or joined
together to  



form a saturated or unsaturated 5 to 7 membered ring. The invention is
also directed to a compound of Formula III  Rn R12 15 Ell 



20 N; or a pharmaceutically acceptable salt thereof wherein  " --- " is a
bond or is absent; Z is C-H, C-halo, C-(Ci-C6)alkyl, C-halo(C,-C6)alkyl,
C-(CI-C6)alkoxy, or Xn is CH2, CH, 0, NH or N; 



29 MAY 2006 WO 03/045912 PCT/IB02/14757 -7 R10 and R" are each
independently H, -OH, halo, alkyl, haloalkyl, - NR8R9, -OR2, -CN, -CH2OH,
-CH2-NR3R4, aryl, monocyclic heteroaryl,  alkylaryl, -CH=O, -CH2OR2,
-COR2, -CO-,R2, or -CONR3R4 or are taken  



together to form =0, =NOR2, =C(C1-C6alkyl)2, or =CR2H, with the proviso
that 5 when " --- " is a bond, R" is absent, and X"is CH or N, and R10 is
H, -OH, halo,  alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4 ,
aryl, monocyclic  heteroaryl, alkylaryl, -CH=O, -CHiOR2, -COR2, -CO2R2,
or - CONR3R4; A is aryl and substituted aryl or monocyclic heteroaryl or
substituted  monocyclic heteroaryl; 



0 0  10 B is -NH -C- (C,-C6)alkyl, -NH -C- (C3-C7)cycloalkyl, - 0 0  i NH
-C- O(Cl-C6 alkyl), ' 'R' , (C3-C7)cycloalkyl, (C3-C7)heterocyclo, (C4- 



C7)cycloalkenyl, unsaturated (C4-C7)heterocyclo, aryl, or heteroaryl, any
of which  may be optionally substituted by halo, (C1-C6)alkyl, or
halo(C1-C6)alkyl, 0-(CI-C6), -CN, haloalkyl, amino, alkylamino, amidino,
amido, or sulfonamido;  15 G is H, halo, (C1-C6)alkyl, halo(C1-C6)alkyl,
hydroxy(C,-C6)alkyl,  -CH2O-(Cr-C6)alkyl, -CH2-CO2(Ci-C6)alkyl,
-CH2-CONH2, or -CHI-CONH(Cl- C6)alkyl; 



R2 and R2' are each independently H or (Ci-C6)alkyl; and R3 and R4 are
independently H, (C1-C6)alkyl, aralkyl, aryl, monocyclic  20 heteroaryl,
alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or joined together to  form
a saturated or unsaturated 5 to 7 membered ring; and R12 and R13 are each
independently H, halo, (C3-C6)alkyl, halo(Ci- C6)alkyl, or (C1-C6)alkoxy.



What is also provided is a compound of Formula IV  25 29 MAY 2006 WO
03/1M5912 PCT/1B02/04757 -8 R11 



R12 IV or a pharmaceutically acceptable salt thereof wherein  5 "---" is
a bond or is absent; Z is C-H, C-halo, C-(CI-C6)alkyl,
C-halo(C1-C6)alkyl, C-(CI-C6)alkoxy, or N; 



X is CH2, CH, 0, NH or N; R10 and RI' are each independently H, -OH,
halo, alkyl, haloalkyl, - 10 NR8R9, -OR2, -CN, -CH20H, -CH2-NR3R4, aryl,
monocyclic heteroaryl,  alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2, or
-CONR3R4 or are taken  together to form =0, =NOR2, =C(Cl-C6alkyl)2, or
=CR2H, with the proviso that  when " --- " is a bond, R11 is absent, and
X" is CH or N, and R10 is H, -OH, halo,  



alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4, aryl, monocyclic
]5 heteroaryl, alkylaryl, -CH=O, -CH2OR2, -COR2, -CO2R2, or -CONR3R4; 0 0
B is -NH -C- (CI-C6)alkyl, -NH -C- (C3-C,)Cycloalkyl,  0 0  



11 NHS-O(CI-C6 alkyl, ' `R' , (C3-C7)cycloalkyl, (C3-C7)heterocyclo, (C4-
C7)cycloalkenyl, unsaturated (C4-C7)heterocyclo, aryl, or heteroaryl, any
of which  may be optionally substituted by halo, (CI-C6)alkyl, or
halo(CrC6)alkyl, 29 MAY 2006 WO 113/1115912 PCT/IB02/04757 



-9 O-(CI-C(,), -CN, haloalkyl, amino, alkylamino, amidino, amido, or
sulfonamido;  G is H, halo, (C1-C6)alkyl, halo(C,-C6)alkyl,
hydroxy(C1-C6)alkyl, -CH2O-(CI-C6)alkyl, -CH2-CO2(C1-C6)alkyl,
-CH2-CONH2, or -CH2-CONH(CI- C6)alkyl; 5 R2 and R2' are each
independently H or (C1-C6)alkyl; and 



R3 and R4 are independently H, (CI-C6)alkyl, aralkyl, aryl, monocyclic
heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or joined
together to  form a saturated or unsaturated 5 to 7 membered ring; R12
and R13 are each independently H, halo, (C1-C6)alkyl, or halo(CI- 10
C6)alkyl, or (CI-C6)alkoxy; R14 and R15 are each independently H, halo,
alkyl, orhaloalkyl, or NRBR9  



wherein Ra and R9 are as defined for R3 and R4; X and Y are each C, or
one of X and Y is C and the other is N. provided  that when one of X or Y
is N, R 14 or R15 is absent at that position. 15 What is also provided is
a compound of Formula V  R" 



R12 V Rn 20 or a pharmaceutically acceptable salt thereof wherein  " - -
" is a bond or is absent; Z is C-H, C-halo, C-(CI-C6)alkyl,
C-halo(CI-C6)alkyl, C-(CI-C6)alkoxy, or 



29 MAY 2006 WO 031045912 -10 N; PCT/1802/04757 G is H, halo,
(CI-C6)alkyl, halo(CI-C6)alkyl, hydroxy(CI-C6)alkyl ,  



-CH2O-(CI-C6)alkyl, -CH2-C02(CI-C6)alkyl, -CH,-CONH2, or -CH2-CONH(CI-
C6)alkyl; 5 X" is 012, CH, 0, NH or N; R10 and RI1 are each independently
H, -OH, halo, alkyl, haloalkyl, - NR8R9, -OR2, -CN, -CHnOH, -CH2-NR3R4,
aryl, monocyclic heteroaryl,  alkylaryl, -CH=O, -CHnOR2, -COR2, -CO2R2,
or -CONR3R4 or are taken  



together to form 0, =NOR2, =C(CI-C6alkyl)2, or =CR2H, with the proviso
that ]0 when " --- " is a bond, R11 is absent, and Xn is CH or N, and R10
is H, -OH, halo,  alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH,
-CH2-NR3R4, aryl, monocyclic  heteroaryl, alkylaryl, -CH=O, -CH2OR2,
-COR2, -C02R2, or-CONR3R4; R2 is H or (CI-C6)alkyl; and R3 and R4 are
independently H, (CI-C6)alkyl, aralkyl, aryl, monocyclic  



15 heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or joined
together to  form a saturated or unsaturated 5 to 7 membered ring; 20 R12
and R13 are each independently H, halo, (C,-C6)alkyl, or halo(CI-
C6)alkyl, or (C,-C6)alkoxy; R14 and R'5 are each independently H, halo,
alkyl, or haloalkyl, or NR8R9  



wherein R and R9 are as defined for R3 and R'; X and Y are each
independently C or N, provided that when one of X or Y  is N, R14 or R15
is absent at that position. X' and Y' are each independently CH or N; is
absent or is a fused heterocyclic or fused heteroaryl ring, 25 provided
that when 1 - , is present, Y' is C; and 



R16 and R17 are each independently H, halo, cyan, (Ci-C6)alkoxy 29 MAY
2006 WO 03/045912 PCT/1802/114757 -11 carbonyl, aminomethyl,  i-butyl,
H1NSO2 -, Me2NSO2 -, (C1-C6) lkoxy,  



MeSO2-, MeSO-, MeS-, NR8R9,  or hydroxy What is also provided is a
compound of Formula VI  R" Rig 5 VI 



or a pharmaceutically acceptable salt thereof wherein  '---" is a bond or
is absent; 10 Z is C-H, C-halo, C-(CI-C6)alk   C-halo(CI-C6)alky  l,
C-(CI-C6) alkoxy, or  N; G is H,-halo, (CI-C6)alkyl , halo(CI-C6)alkyl ,
hydroxy(CI -C6)alkyl,  -CH2O-(C1-C6)alkyl,  -CH2-CO2(CI-C6)alkyl ,
-CH2-CONH2 , or -CH2- CONH(CI- 



C6)alkyl; 15 Q is NH or is absent; X11 is CH2, CH, 0, NH or N; R10 and R"
are each independently H, -OH, halo, alkyl, haloalkyl, - NR8R9, -OR2,
-CN, -CH2OH, -CH2-NR3R4, aryl, monocyclic heteroaryl,  alkylaryl, -CH=O,
-CH2OR2, -COR2, -CO2R2, or -CONR3R4 or are taken 



20 together to form =0, =NOR2, =C(CI-C6alkyl)2, or =CR2H, with the
proviso that  when " --- " is a bond, R" is absent, and Xn is CH or N,
and R10 is H, -OH, halo, 29 MAY 2006 WO 113/1115912 -12 PCT/I &12 /111 7
5 7 



alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CHnOH, -CH2-NR3R4, aryl, monocyclic
heteroaryl, alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2, or -CONR3R4; RI is
OH, -O-(CI-C6)alkyi, (C,-C7)cycloalkyl, (C3-C,)heterocycloalkyl,
(C4-C7)cycloalkenyl, (C4-C7)heterocycloalkenyl, aryl, monocyclic
heteroaryl, or - 5 NR3R4, wherein R3 and R4 are independently H,
(C1-C6)alkyl, aralkyl, aryl, monocyclic heteroaryl, alkoxycarbonyl,
aralkoxycarbonyl, -S02alkyl, or joined  



together to form a saturated or unsaturated 5 to 7 membered ring; R2 is H
or (CI-C6)alkyl; and R3 and R4 are independently H, (CI-C6)alkyl,
aralkyl, aryl, monocyclic  10 heteroaryl, alkoxycarbonyl,
aralkoxycarbonyl, -SO2alkyl, or joined together to  form a 5 to 7
membered ring; R12 and R13 are each independently H, halo, (CI-C6)alkyl,
or halo(CI- 



C6)alkyl, or (CI-C6)alkoxy; R14 and R15 are each independently H, halo,
alkyl, or haloalkyl, or NR8R  15 wherein R8 and R9 are as defined for R3
and R4; X and Y are each independently C or N, provided that when one of
X or Y  is N,R14or R15 is absent at that position. 



20 What is also provided is a compound of Formula VII 29 MAY 2006 WO
113/1145912 PCT/1B02/04757 -13 R12 VII 



or a pharmaceutically acceptable salt thereof wherein 5 G is H, halo,
(CI-C6)alkyl, halo(CI-C6)alkyl, hydroxy(CI-C6)alkyl,  -CH20-(CI-C6)alkyl,
-CHrC02(CI-C6)alkyl, -CH2-CONH2, or -CH2-CONH(C3- C6)alkyl; X is CH2, CH,
0, NH or N; R10 and R11 are each independently H, -OH, halo, alkyl,
haloalkyl, - 



10 NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4, aryl, monocyclic heteroaryl,
alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2, or -CONR3R4 or are taken
together to form =0, =NOR2, =C(Cl-C6alkyl)2, or =CR2H, with the proviso
that  when "---" is a bond, R1I is absent, and Xis CH or N, and R10 is H,
-OH, halo,  alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4,
aryl, monocyclic 15 heteroaryl, alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2,
or-CONR3R4;  



R2 and R2' are each independently H or (C1-C6)alkyl; and R3 and R4 are
each independently H, (CI-C6)alkyl, aralkyl, aryl,  monocyclic
heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or joined
together to form a saturated or unsaturated 3 to 7 membered ring, 20 R12
and R13 are each independently H, halo, (C1-C6)alkyl, or halo(CI-
C6)alkyl, or (CI-C6)alkoxy; 



29 MAY 2006 WO 03/045912 PCT/1 802/14757 -14 R14 and R'5 are each
independently H, halo, alkyl, or haloalkyl, or  NR8R9  wherein R8 and R9
are as defined for R3 and R4; 



X and Y are each independently C or N, provided that when one of X or Y
is N,R14or 5 R15 is absent at that position; and 0 is an optionally
substituted 4, 5, 6 or 7-membered wherein R' and Ry are H, halo,
hydroxymethyl , (C7-C6)alkyl , (C1- 



C6)alkoxy, or taken together are 0=; 10 Xnl is CH2, 0, S, NH, or
N(Cl-C6)alkyl, provided that when R" and  Rr  taken together are 0=, Xm
is CH2. What is also provided is a compound of Formula VM  R11 R72 



R13 15VIII or a pharmaceutically acceptable salt or tautomer thereof
wherein 20N;"--- " is a bond or is absent; Z is C-H, C-halo,
C-(C1-C6)alkyl, C-halo(CrC6)alkyl, C-(C1-C6)alkoxy, or 29 MAY 2006 



WO 03/1145912 PCT/IBII2/II4757 -15 G is H, halo, (CI-C6)alkyl,
halo(C1-C6)alkyl, hydroxy(CI-C6)alkyl,   -CH2O-(C1-C6)alkyl,
-CH2-C02(CI-C6)alkyl, -CH2-CONH2, or -CHI-CONH( Ci- C6)alkyl; 



X" is CH2, CH, 0, NH or N; 5 R10 and R" are each independently H, -OH,
halo, alkyl, haloalkyl, - NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4, aryl,
monocyclic heteroaryl,  alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2,
or-CONR3R4 or are taken  together to form =0, =NOR2, =C(C1-C6alky])2, or
=CR2H, with the proviso that  when " --- " is a bond, R" is absent, and
Xn is CH or N, and R10 is H, -OH, halo, 



10 alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH20H, -CH2-NR3R4, aryl,
monocyclic  heteroaryl, alkylaryl, -CH=O, -CH2OR2, -COR2, -CO2R2, or
-CONR3R4; R2 and R2' are each independently H or (CI-C6)alkyl; and R3 and
R4 are each independently H, (C3-C6)alkyl, aralkyl, aryl,  monocyclic
heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -SO2alkyl, or joined  15
together to form a saturated or unsaturated 3 to 7 membered ring; 



R12 and R13 are each independently H, halo, (C1-C6)alkyl, or halo(CI
C6)alkyl, or (CI-C6)alkoxy; R14 and R15 are each independently H, halo,
alkyl, or haloalkyl, or NR8R9  wherein R8 and R9 are as defined for R3
and R4; 20 X and Y are each independently C or N, provided that when one
of X or Y  is N, R14 or 



R15 is absent at that position; and Yn is CH2, CH(CI-C6alkyl), NH, or
N(CI-C6 alkyl); and R18 is H, (C1-C6)alkyl, hydroxymethyl,
CH2O-(C1-C6)alkyl, or NR3R4. 25 What is also provided is a compound of
Formula IX 29 MAY 2006 



WO 413/1145912 -16 A11 R12 I 11 13 Ix 



PCT/1B02/04757 or a pharmaceutically acceptable salt thereof wherein  5
"---" is a bond or is absent; Z is C-H, C-halo, C-(CI-C6)alkyl,
C-halo(CI-C6)alkyl, C-(C1-C6)alkoxy, or N;  G is H, halo, (C1-C6)alkyl,
halo(C1-C6)alkyl, hydroxy(CI-C6)alkyl,  -CH2O-(C1-C6)alkyl,
-CH2-CO2(CI-C6)alkyl, -CH2-CONH2, or -CH2-CONH(CI- 



C6)alkyl; 10 Xn is CH2, CH, NH or N; R10 and R" are each independently H,
-OH, halo, alkyl, haloalkyl, - NR8R9, -OR2,-CN, -CH2OH, -CH2-NR3R4, aryl,
monocyclic heteroaryl,  alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2, or
-CONR3R4 or are taken  together to form =0, =NOR2, =C(Cl-C6alkyl)2, or
=CR2H, with the proviso that 



15 when "---" is a bond, R11 is absent, and Xn is CH or N, and R10 is H,
-OH, halo,  alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4,
aryl, monocyclic  heteroaryl, alkylaryl, -CH=O, -CH2OR2, COR2, -C02R2, or
-CONR3R4; R2 and R2, are each independently H or (C1-C6)alkyl; and R3 and
R4 are each independently H, (C1-C6)alkyl, aralkyl, aryl, 20 monocyclic
heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -S02alkyl, or joined  



together to form a saturated or unsaturated 3 to 7 membered ring; 29 MAY
2006 WO 113/1145912 -17 PCT/111021114757 R12 and R13 are each
independently H, halo, (C,-C6)alkyl, or halo(Cl  



C6)aikyl, or (C1-C6)alkoxy; R14 and R's are each independently H, halo,
alkyl, or haloalkyl, or  NR8R9  wherein R8 and R9 are as defined for R3
and R4; 5 X and Y are each independently C or N, provided that when one
of X or Y  is N, R14 or R15 is absent at that position; X', Y', and Z'
are each independently CH, CR's  or N; and 



R's is H, (C1-C6)alkyl, hydroxymethyl, CH2O-(C1-C6)alkyl, CH2NR2,  or
NR3R4. l0 The invention also provides a compound of Formula X  R11 R12 



X or a pharmaceutically acceptable salt thereof wherein 15;" is a bond or
is absent; Z is C-H, C-halo, C-(CI-C6)alkyl, C-halo(C1-C6)alkyl,
C-(C1-C6)alkoxy, or G is H, halo, (C1-C6)alkyl, halo(C1-C6)alkyl,
hydroxy(CrC6)alkyl, 20-CH2O-(C,-C6)alkyl, -CH2-CO2(C1-C6)alkyl,
-CH2-CONH2, or -CH2-CONH(Cr 



C6)alkyl;  X is CH2, CH, 0, NH or N; 29 MAY 2006 WO 03/045912
PCT/1B02/04757 -18 R10 and R" are each independently H, -OH, halo, alkyl,
haloalkyl, - 



NR8R9, -OR2, -CN, -CH2OH, -CH2-NR3R4, aryl, monocyclic heteroaryl,
alkylaryl, -CH=O, -CH2OR2, -COR2, -C02R2, or -CONR3R4 or are taken
together to form =0, =NOR2, =C(Cl-C6alkyl)2, or =CR2H, with the proviso
that 5 when " --- " is a bond, R" is absent, and Xn is CH or N, and R'0
is H, -OH, halo,  alkyl, haloalkyl, -NR8R9, -OR2, -CN, -CH2OH,
-CH2-NR3R4, aryl, monocyclic  heteroaryl, alkylaryl, -CH=O, -CH2OR2,
-COR2, -C02R2, or -CONR3R4; 



R2 and R2' are each independently H or (C1-C6)alkyl; and R3 and R4 are
each independently H, (C1-C6)alkyl, aralkyl, aryl, 10 monocyclic
heteroaryl, alkoxycarbonyl, aralkoxycarbonyl, -S02alkyl, or joined
together to form a saturated or unsaturated 3 to 7 membered ring; R12 and
R73 are each independently H, halo, (C1-C6)alkyl, or halo(C,- C6)alkyl,
or (C,-C6)alkoxy; 



R14 and R15 are each independently H, halo, alkyl, or haloalkyl, or NR8R9
15 wherein R8 and R9 are as defined for R3 and R4; X and Y are each
independently C or N, provided that when one of X or Y  is N, R14 or R15
is absent at that position; Jt, J2, 33, and J4 are C or one of J1, J2,
J3, and J4 is N; R19, R20, R21, and R22 are each independently H, halo,
hydroxy, NH2,  



20 NR23 R24, NO2, SH, (C,-C6)alkyl, halo(C1-C6)alkyl, (C1-C6)alkanoyl,
(C1- C6)alkoxycarbonyl, or (C,-C6)alkoxy, wherein R23 and R24 are each
independently H, (C1-C6)alkyl, aralkyl, aryl, monocyclic heteroaryl,
alkoxycarbonyl, aralkoxycarbonyl, -S02alkyl, or joined together to form a
saturated or unsaturated 3 to 7 membered ring, or R19 and R20, R20 and
R21, or R21 25 and Rte, together with the carbons to which they are
attached, form a 5, 6, or 7  



membered saturated or unsaturated cycloalkyl or heterocycloalkyl ring, or
an aryl  or heteroaryl ring; provided that when any of J1, J2, J3, or J4
is N, R19, e. 0, or R22 is  absent at that position. 29 MAY 2006 WO
03/1115912 PCT/1 BI12 /114 7 5 7 



-19 The invention is also directed to a compound which is:
Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(3
fluoro-2'-sulfamoyl-biphenyl-4-yl}amide];  5 Pyrrolidine-l,2-dicarboxylic
acid ]-[(4-chloro-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl-4-y1)-amide]; 



Pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-pyridin-2-yl)-amide)
2-[(3- fluoro-2'-sulfamoyl-biphenyl-4-yl}amide];
Pyrrolidine-1.2-dicarboxylic acid 1-[(2,4-difluoro-phenyl)-amide] 2-[(3-
10 fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
Pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'-sulfamoyl-biphenyl-4-
yl}amide] I-p-tolylamide; 



Pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'-sulfamoyl-biphenyl--
yl)-amide] 1-[(4-methoxy-phenyl)-amide]; 15 Pyrrolidine-I,2-dicarboxylic
acid ]-[(4-bromo-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];  Pyrrolidine-I,2-dicarboxylic
acid 2-[(3-fluoro-2'-sulfamoyl-biphenyl-4 yl)-amide]
1-[(4-isopropyl-phenyl)-amide]; 



Pyrrolidine-I,2-dicarboxylic acid 2-[(3-fluoro-2'-sulfamoyl-biphenyl-4-
20 yl)-amide] 1-phenylamide; Pyrrolidine-1,2-dicarboxylic acid
2-[(3-fluoro-2'-sulfamoyl-biphenyl-4- yl)-amide]
1-[(4-trifluoromethyl-phenyl)-amide]; Pyrrolidine-I,2-dicarboxylic acid
2-[(3-fluoro-2'-sulfamoyl-biphenyl-4- yl)-amide]
]-[(3-methoxy-phenyl)-amide]; 



25 Pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloro-pyridin-2-yl)-amide]
2-[(3- fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
Pyrrolidine-I,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-[(3
fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
Pyrrolidine-1,2-dicarboxylic acid 1-[(4-ethyl-phenyl)-amide]
2-[(3-fluoro- 30 2-sulfamoyl-bipheny]-4-yl}amide]; 



Pyrrolidine-l,2-dicarboxylic acid ]-[(3,4-difluoro-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl--yl}amide]; I WO 03/0145912 -20 29 MAY 2006 



PCT/IB02/04757 PyTTolidine-1,2-dicarboxylic acid
]-[(3-fluoro-4-methyl-phenyl)-amide] 2-
[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide);
Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-([5-(2-
sulfamoyi-phenyl)-pyridin-2-yi]-amide); 5 Pyrrolidine-1,2-dicarboxylic
acid 2-[(3-chloro-2'-methanesulfonyl- 



biphenyl-4-yl)-amide] ]-[(5-chloro-pyridin-2-yl)-amide);
Pyrrolidine-1,2-dicarboxylic acid 1+4-chlm-phenyl)-amide) 2-[(3
fluoro-2'-sulfamoyl-biphenyl-4-yi)-amide];  Pyrrolidine-1,2-dicarboxylic
acid 2-[(3-chloro-2-methanesulfonyl- 10 biphenyl-4-yi)-amidel
]-[(4-chloro-phenyl)-amidel; Pyrrolidine-1,2-dicarboxylic acid
]-[(S-chlom-pyridin-2-yl)-amide] 2-1[5- 



(2-sulfamoyi-phenyl)-pyridin-2-yl]-amide); Pyn-olidine-1,2-dicarboxylic
acid ]-[(4-chloro-phenyl)-amide] 2-([4-(IH-
tetrazol-5-yi)-phenyl)-amide); 15 4-Hydroxy-pyrrolidine-1,2-dicarboxyiic
acid 1-[(4-chloro-phenyl)-amide]
2-[(3-fluorc~-2'-methanesulfonyl-bipheny]4-yl)-amidel;
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1+4-chloro-phenyl)-amide] 



2-[(3-fluoro-2'-methanesulfonyl-bipbenyl-4-yi)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-1(4-chloro-phenyl)-aniide]
20 2-[(3-fluoro-2'-methanesulfonyl-bipheny]4-yl)-amide];
4-Oxo-"pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-
[(3-fluoro-2!-methanesulfonyl-biphenyl-4-yi)-amidel;
4-Methylene-pyrrolidine-1,2-dicarboxylic acid 1+4-chloro-phenyl) 



amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yi)-amide]; 25
4-Methyl-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-
[(3-fluoro-2'-methanesulfonyl-biphenyl4-yl)-amide];
4,4-Difluoro-pyffolidine-1,2-dicarboxyiic acid 1+4-chloro-phenyl) amide]
2-[(3-fluoro-2'-methanesulfonyl-biphenyl4-yl)-amide];
4-Amino-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide) 2- 



30 [(3-fluoro-2'-methanesulfonyl-biphenyl4-yi)-amide];
4-Hydroxymethyl-pyffolidine-1,2-dicarboxylic acid 1+4-chloro-phenyl)-
amide] 2-[(3-fluoTo-2-methanesulfonyl-bipheny]4-yl)-amidel; 29 MAY 2006
WO 03/045912 PCT/1B112 /114 7 5 7 



-21 I
-(4-Chloro-phenylcarbamoyl)-5-(3-fluoro-2'-methanesulfonyl-biphenyl-
4-ylcarbamoyl)-pyrfolidine-3- carboxylic acid;
1-(4-Chloro-phenylcarbamoyl)-5-(3-fluoro-2'-methanesulfonyl-biphenyl-
4-ylcarbamoyl)-pyrrolidine-3- carboxylic acid methyl ester, 5
Pyrrolidine-1,2,4-tricarboxylic acid 4-amide 1-[(4-chloro-phenyl)-amide]



2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-y l)-amide];
4-Aminomethyl-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl) -amide];
4-Methoxymethyl-pyrrolidine-1,2-dicarboxylic  acid I-[(4-chloro-phenyl) -
10 amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-y l)-amide];
4-Ethoxy-pyrrolidine-1,2-dicarboxylic   acid l-[(4-chloro-phenyl)-amide]
2 - 



[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
4-Methylamino-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl )
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-y1) -amide]; 15
4-Aeetylamino-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro -phenyl)-
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)- amide];
4-Methanesulfonylamino-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro 



phenyl)-amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
5-Oxo-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2- 20
[(3-fluoro-2'-methanesulfonyl-biphenyl4-yl)-amide];
Piperidirie-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-[(3-fluoro- 2'-methanesulfonyl-biphenyl-4-yl}amide];
Morpholine-3,4-dicarboxylic acid 4-[(4-chloro-phenyl)-amide] 3-[(3- 



fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];  25
Piperazine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide] 2-[(3-fluoro
2'-methanesulfonyl-biphenyl-4-yl}amide];
2,5-Dihydro-pyrrole-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide] 2-
[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
Pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide) 2-[(2'- 



30 methanesulfonyl-3-methyl-biphenyl-4-yl}amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-amide]
2-[(2'-methanesulfonyl-3-methyl-biphenyl_4-yl}amide]; 29 MAY 2006 WO
03A45912 PCT/1B021114757 -22 



Pyrrolidine-l2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(2'-
methanesulfon yl-biphenyl-4-yl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-[(2'-methanesulfonyl-biphenyl-4-yl)-amide);  5
Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-{[5-(2
methanesulfonyl-phenyl)-pyrimidin-2-y1]-amide } ;  



4-Hydroxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chioro-phenyl)-amide]
2- { [5-(2-methanesulfonyl-phenyl)-pyrimidin-2-yl]-amide );
Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-{[5-(2-
10 methanesulfonyl-phenyl)-3-methyl-pyridin-2-yl]-amide};
4-Hydroxy-pyrrolidine-l,2-dicarboxylic acid l-[(4-chloro-phenyl)-amide]
2- { [5-(2-methanesulfonyl-phenyl)-3-methyl-pyridin-2-yl]-amide );  



Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(2'-
methanesulfonyl-3-trifluoromethyl-biphenyl-4-yl)-amide]; 15
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
2-[(2'-methanesulfony)-3-trifluoromethyl-biphenyl-4-yl)-amide];
Pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[[5-(2
methanesulfonyl-phenyl)-6-methyl-pyridin-2-yl]-amide) ;  



4-Hydroxy-pyrrolidine-I,2-dicarboxylic acid ]-[(4-chloro-phenyl)amide]
20 2-{[5-(2-methanesulfonyl-phenyl)-6-methyl-pyridin-2-yi)-amide);
Pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
2-[(3-ethyl- 2'-methanesulfonyl-biphenyl-4-y)}amide);
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide)
2-[(3-ethyl-2'-methanesulfonyl-biphenyl-4-yl}amide];  



25 4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
2-[(3,5-difluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(3,5-
dichloro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
30 2-[(3,5-dichloro-2'-methanesulfonyl-biphenyl-4-yl}amide];  



Pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl -amide] 2-[(2'
methanesulfonyl-3,5-dimethyl-biphenyl-4-yl}amide]; 29 MAY 2006 WO
11311145912 PCT/18(12/414757 -23 



4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro-phenyl)-amide]
2-[(2'-methanesu lfonyl-3,5-di methyl-biphenyl-4-yl)-amide];
Pyrrolidine-I,2-dicarboxylic acid 2-[(3-chloro-2'-methanesulfonyl-5-
methyl-biphenyl-4-yl)-amide] 1-[(4-chloro-phenyl)amide]; 5
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(3-chloro-2'-
methanesulfonyl-5-methyl-biphenyl-4-yl)-amide]
1-[(4-chloro-phenyl)-amide];  



Pyrrolidine-1,2-dicarboxylic acid 2-[(2-chloro-2'-methanesulfonyl
biphenyl-4-yl)-amide] 1-[(4-ch)oro-phenyl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(2-chloro-2'- 10
methanesulfonyl-bipheny)-4-yl}amide] 1-[(4-chloro-phenyl)-amide];
Pyrrolidine-] 2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide) 2-[(2'
methanesulfony)-2-methyl-bipheny]4-yl)-amide];  



4-Hydroxy-pyrrolidine-I,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
2-[(2'-methanesulfonyl-2-methyl-biphenyl-4-yl)-amide]; 15
Pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-[(2-
fluoro-2'-methanesulfonyl-biphenyl4-yl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-[(2-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];  



4-([]-(4-Chloro-phenylcarbamoyl)-pyrrolidine-2-carbonyl]-amino}-2'- 20
methanesulfonyl-biphenyl-3-carboxylic acid methyl ester, 4-[
[1-(4=Chloro-phenylcarbamoyl)-4-hydroxy-pyrrolidine-2-carbonyl]-
amino)-2'-methanesulfonyl-biphenyl-3-carboxylic acid methyl ester,
Pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'-sulfamoyl-biphenyl-4
yl)-amide] ]-[(4-trifluoromethyl-phenyl)amide]; 



25 Pyrrolidine-1,2-dicarboxylic acid
2-[(3-fluoro-2'-sulfamoyl-biphenyl-3- yl)-amide] ]-m-tolylamide;
Pyrrolidine-1,2-dicarboxylic acid ]-[(3-acetyl-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];  Pyrrolidine-1,2-dicarboxylic
acid 1-[(5-chloro-2-methyl-phenyl)-amide] 2 30
[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];  



Pyrrolidine-1,2-dicarboxylic acid 1-[(2-fluoro-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide]; 29 MAY 2006 WO 0 3/114 5 9 1 2
PCT/1 6112 /114 7 5 7 -24 Pyrrolidine-l,2-dicarboxylic acid
]-[(3-chloro-4-fluoro-phenyl)-amide] 2- 



[(3-fluoro-2'-sul famoyl-biphenyl-4-yl)-amide];
Pyrrolidine-12-dicarboxylic acid 1-[(3-chloro-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];  5
Pyrrolidine-1,2-dicarboxylic acid I-[(4-cyano-phenyl)-amide] 2-[(3
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];  Pyrrolidine-1,2-dicarboxylic
acid ]-[(4-chloro-2-methyl-phenyl)-amideI 2- 



[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
Pyrrolidine-1,2-dicarboxylic acid ]-[(3,4-dichloro-phenyl)-amide] 2-[(3-
10 fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
Pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'-sulfamoyl-biphenyl-4-
yl)-amide] ]-[(3-trifluoromethyl-phenyl)-amide];
Pyrrolidine-l,2-dicarboxylic acid 1-[(4-dimethylamino-phenyl)-amide] 2- 



[(3-fluoro-2'-sulfamoyl-bipheny)-4-yl)-amide];  15
(2S)-Pyrrolidine-l,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-[(3
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];  Pyrrolidine-1,2-dicarboxylic
acid 1-[(4-chloro-phenyl)-amide] 2-[(4- cyano-phenyl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide]  



20 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'
methanesulfonyl-biphenyl-4-yl)-amide) 1-[(4-fluoro-phenyl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)-
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; 25
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'- 



methanesulfonyl-biphenyl-4-yl)-amide] I-p-tolylamide;
4-Oxo-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)amide] 2
((3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; and
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-
30 [(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; or a
pharmaceutically acceptable salt thereof. 



29 MAY 2006 WO 03/045912 PCT/1B112/04757 -25 A compound which is:
(R)-Pyrrolidine-12-dicarboxylic acid 1-[(4-chioro-phenyl)-amide] 2-[(3-
fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide]; 



(S)-Pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(3-
5 fluoro-2'-sulfamoyl-biphenyl-4-y1)-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chioro-
phenyl)-amide] 2-[(3-fluoro-2'-methanesulfony)-biphenyl-4-y1)-amide];
(2R,4S)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; 



10 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chioro-
phenyl}amide) 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'
methanesulfonyl-biphenyl-4-yl}amide) 1-[(4-fluoro-phenyl)-amide];
(2R,4R)--Hydroxy-pyrrolidine-l,2-dicarboxylic acid 1-[(5-chioro- 15
pyridin-2-yl)-amide]
2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; 



(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(3-fluoro-2'-
methanesulfonyl-biphenyl-4-yl)-amide] I -p-tolylamide;
(2R)-4-Oxo-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; and 20
(2R,4S)-4-Fluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];or a  



pharmaceutically acceptable salt thereof. The invention is also directed
to a compound which is: 25 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid 1-[(4-chioro- phenyl)-amide]
2-[[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-1[4-(2-oxo-piperidin-l-yi)-phenyl]-amide];  



(2R,4R)-4-Hydroxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro- 30
phenyl)-amide] 2-[[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicatboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide]
2-1[2-fluoro-4-(2-oxo-piperidin-l-yl)-phenyl]-amide]; 29 MAY 2006 WO
113/045912 PCT/IB112 /14 7 5 7 



-26 (2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(5-chloro -
pyridin-2-yl)-amide] 2-([2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide)
; (2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid
I-[(5-chloro-pyridin- 2-yl)-amide]
2-([2-fluoro-4-(2-oxo-piperidin-I-yl)-phenyl]-amide); 5
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)- 



amide) 2-([2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Propoxy-pyr rolidine-I,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-([2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Propoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-pyridin-
10 2-yl)-amide] 2-([2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Fluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)- 



amide] 2-([2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide) 2-([2-fluoro-4-(2-oxo-azetidin-1-yl)-phenyl]-amide); 15
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl}amide] 2-([2-fluoro-4-(2-oxo-azetidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-([2-fluoro-4-(2-oxo-pyrrolidin-1-yi)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro- 20
pyridin-2-y1}amide] 2-(
[2-fluoro-4-(2-oxo-pyrrolidin-l-y))-phenyl]-amide);
(2R,4R)=4-Methoxy-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro-
phenyl)-amide] 2-([2-fluoro-4-(2-oxo-azepan-1-yl)-phenyl]-amide};
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 



pyridin-2-yl)-amide] 2-([2-fluoro-4-(2-oxo-azepan-1-yl)-phenyl]-amide);
25 (2R,4R)-4-Methoxy-pyrrolidine-1.2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-{[4(2-oxo-2H-pyridin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide] 2-([4(2-oxo-2H-pyridin-1-y1)-phenyl]-amide};
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-pytidin 



30 2-yl)-amide] 2-([2-fluoro-4-(2-oxo-2H-pyridin-1-yl)-phenyl]-amide}; 29
MAY 2006 WO 03/1145912 -27 PCT/1B02/111757
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid I-[(4-chloro- 



phenyl)-amide) 2-{
[2-fluoro-4-(2-hydroxymethyl-5-oxo-pyrrolidin-l-yl)-phenyl]- amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro 5
phenyl)-amide] 2-{ [4-(2,3-dimethyl-5-oxo-2,5-
dihydro-pyrazol-l-yl)-phenyl]- amide);
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro-phenyl)-amide]  



2-{[4-(2-hydroxymethyl-pyrrolidin-1-yl)- phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxy)ic  acid 1-[(4-chloro 10
phenyl)-amide] 2-[(4-pyrrolidin-1-yl-phenyl) -amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro-
phenyl)-amide] 2-[(4-pyrazol-1-yl-phenyl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro- 



phenyl)-amide] 2-[(2-fluoro-4-pyrazol-l-yl-phenyl)-amide]; 15
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(4-[1,2,4]triazol-l-yl-phenyl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-[(4-[l,2,3)triazol-2-yl-phenyl)-amide];
(2R,4R)-4-Hydroxy-pyrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



20 phenyl)-amide] 2-[(4-[1 2,3]triazo)-I-yl-phenyl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-[(4-acetylamino-
phenyl)-amide] I-[(4-chloro-phenyl)amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-{[4-(cyclopentanecarbonyl-amino)-phenyl]-amide); and 25
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]  



2-[(4-pyrimidin-5-yl-phenyl)amide]; or a pharmaceutically acceptable salt
thereof. 30 A compound which is: l -(4-Chloro-phen
ylcarbamoyl)-5-[2-fluoro-4-(2-oxo-piperidin-l -y1)-
phenylcarbamoyl]-pyrrolidine-3-carboxylic acid; 



29 MAY 2006 WO 113/045912 -28 PCT/1B112/14t757
1-(4-Chloro-phenylcarbamoyl)-5-[2-fluoro-4-(2-oxo- piperidin-l-yl)-
phenylcarbamoyl]-pyrrolidine-3-carboxylic  acid methyl ester; 



1-(4-Chloro-phenylcarbamoyl)-5-[2-fluoro -4-(2-oxo-piperidin- l -yl)-
phenylcarbamoyl] -pyrrol idine-3 -carboxylic acid ethyl ester, 5
Pyrrolidine-I ,2,4-tricarboxylic acid 4-amide 1-[(4-chloro-phenyl)-amide]
2-1 [2-fluoro-4-(2-oxo-piperidin- l -yl)- phenyl)-amide) ;
4-Cyano-pyrrolidine-1,2-dicarboxylic   acid ]-[(4-chloro-phenyl)-amide] 2
1 [2-fluoro-4-(2-oxo-piperidin-l-yl)- phenyl]-amide};  



4-(IH-Tetrazol-5-yl)-pyrrolidine-I,2- dicarboxylic acid l-[(4-chloro- 10
phenyl)-amide] 2-1[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
4-Aminomethyl-pytrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
amide) 2-1 [2-fluoro-4-(2-oxo-piperidin-I -yl)-phenyl]-amide);
4-Methylaminomethyl-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-1 [2-fluoro-4-(2-oxo-piperidin-l-yl)-phenyl)-amide}; 



15 4-Dimethylaminomethyl-pyr olidine-l,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-1[2-fluoro-4-(2-oxo-piperidin-I-yl)-phenyl]-amide);
4-Acetyl-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2
1 [2-fluoro-4-(2-oxo-piperidin-]-yl}phenyl)-amide);
Pyrrolidine-1,2,4-tricarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-1[2-
20 fluoro-4-(2-oxo-piperidin-I-yl)-phenyl]-amide) 4-methylamide; 



Pyrrolidiine-I,2,4-tricarboxylic acid 1-[(4-chloro-phenyl)-amide] 4-
dimethylamide 2-f [2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl)-amide);
4-Trifluoromethyl-pyrrolidine-1dicarboxylic acid 1-[(4-chloro-phenyl)
amide] 2-1 [2-fluoro-4-(2-oxo-piperidin-l-yl)-phenyl]-amide) ; 25
4-Methyl-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-
1 [2-fluoro-4-(2-oxo-piperidin-l-yl)-phenyl)-amide);  



4-Isopropoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)
amide] 2-1[2-fluoro-4-(2-oxo-piperidin-I-yl)-phenyl]-amide);
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl}amide] 2-
30 1 [2-fluoro-4-(2-oxo-piperidin-l-yl)-phenyl]-amide);
4,4-Difluoro-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-
amide] 2-1 [2-fluoro--(2-oxo-piperidin-l-yl)-phenyl]-amide); 



29 MAY 2006 WO 03/1145912 PCT/1 6112 /114 7 5 7 -29 1-(4- ([
]-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino)-phenyl)-pyrrolidine-2-carboxylic acid; 1-(4- { [ l
-(4-Chloro-phenylcarbamoyl)-4-hydroxy-pyrrolidine-2-carbonyl ]- 



amino)-phenyl)-pyrrolidine-2-carboxylic acid; 5
4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(5-chloro- pyridin-2-yl)-
amide) 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[1,3')bipyridinyl-6'-yl) amide];
4-Methoxy-pyrrolidine-1,2-dicarboxyli c acid 1-[(4-chloro-phenyl)-amide]
2-[(2-ox o-3,4,5,6-tetrahydro-2H-[ 1,2'bipyridinyl-5'-yl)- amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(5-chloro-pyridin-2-yl)- 



10 amide] 2-{ [5-(2-oxo-piperidin-l-y])-pyrimidin-2-yl] -amide);
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-pyridin-2-yl)-
amide] 2-1[2-(2-oxo-piperidin-1-yl)-pyrimidin-5-yl]-amide) ;
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4 -chloro-phenyl)-amide]
2- ([5-(2-oxo-piperidin- I -yl)-pyrimidin-2-yl]-amide) ; 15
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1 -[(4-chloro-phenyl)-amide]  



2-1[2-(2-oxo-piperidin-l-yl)-pyrimidin-5-yl]-amide};
4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 2-{ [2-Fluoro-4-(2-oxo-
piperidin-1-yl)-phenyl)-amide) 1-[(5-fluoro-pyridin-2-yl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-Fluoro-pyridin-2-yl)-
20 amide] 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[
I,3']bipyridinyl-6'-yl)-amide);  4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid I -[(5-fluoro-pyridin-2-yl) 



amide] 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5'-yl)-amide];
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro-phenyl)-amide] 2-
[(2-oxo-3,4,5,6-tetrahydro-2H-[ 1,3'Jbipyridin yl-6'-yl)-amide]; 25
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)-
amide] 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[1,3'bipyridinyl-6'-yl)-amide];
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(5-fluoro-pyridin-2-yl) 



amide] 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[ 1,3']bipyridinyl-6'-yl)-amide];
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-
30 [(2-oxo-3,4,5,6-tetrahydro-2H-[ 1,2']bipyridinyl-5'-yl}amide];
4-Fluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloto-pyridin-2-yl)-
amide] 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[ 1,2']bipyridinyl-5'-yl)-amide];
29 MAY 2006 



WO (13/1145912 PCT/IB02/04757 -30 4-Fluoro-pyrrolidine-12-dicarboxylic
acid 1-[(5-fluoro-pyridin-2-yl)- amide]
2-[(2-oxo-3,4,5,6-tetrahydro-2H-[I,2']bipyridinyl-5'-yl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro-phenyl)-amide]
2-{ [2-fluoro-4-(2-hydroxymethyl-5-oxo-pynrolidin-l-yl)-phenyl]-amide); 



5 1-(4-{ [l-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino)-3-fluoro-phenyl)-5-oxo-pyrrolidine-2-carboxylic acid; 1-(4-{ [
1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl)- amino)
-3-fluoro-phenyl)-5-oxo-pyrrolidine-2-carboxylic acid;
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide) 10
2-[[4-(4,4-dimethyl-2,5-dioxo-imidazolidin-l-yl)-2-fluoro-phenyl]-amide);



[ ]-(4-{ [ 1-(4-Chloro-phenylcarbamoyl)-.4-methoxy-pyrrolidine-2-
carbonyl]-amino}-3-fluoro-phenyl)-2,5-dioxo-imidazolidin-4-yl]-acetic
acid; 4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro-phenyl)amide]  2-{
[4-(5,5-dimethyl-2,4-dioxo-oxazolidin-3-yl)-2-fluoro-phenyl]-amide); 15
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide]
2-1[4-(2,5-dioxo-pyrrolidin-1-yl)-2-fluoro-phenyl]-amide);  



4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-amide]
2-1[2-fluoro-4-(2-oxo-oxazolidin-3-yl)-phenyl]-amide);
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)amide]  20
2-{[4-(2,5-dioxo-oxazolidin-3-yl)-2-fluoro-phenyl]-amide);
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-{ [2-fluoro-4-(2-oxo-imidazolidin-I-yl)-phenyl]-amide );  



4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-{ [4-(2,5-dioxo-imidazolidin-l-yl)-2-fluoro-phenyl]-amide}; 25
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-{ [2-fluoro-4-(3-methyl-2,5-dioxo-imidazolidin-1-yl)-phenyl]-amide };
3-(4-([I -(4-Chlonrphenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino}-3-fluoro-phenyl)-2-oxo-imidazolidine-4-carboxylic acid;  



4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 30
2-([2-fluoro-4-(2,4,5-tioxo-imidazolidin-l-yl)-phenyl]-amide};
4-Methoxy-pyrrolidine-1.2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-{ [4-(2,5-dioxo-2,5-dihydro-pytrol-1-yl)-2-cuoro-phenyl]-amide}; 29 MAY
2006 WO 03/045912 PCT/1B02/04757 



-31 4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 2-([4-(2-aminomethyl-5-
oxo-pyrrolidin-l-yl)-2-cuoro-phenyl]-amide) 1-[(4-chloro-phenyl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(2-aminomethyl-5-
oxo-pyrrolidin-I-yl)-2-fluoro-phenyl]-amide) ]-[(4-chloro-phenyl)-amide];
5 4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 2-([4-(2-carbamoyl-5-oxo- 



pyrrolidin-l-yl)-2-fluoro-phenyl]-amide) 1-[(4-chloro-phenyl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ' 2-([4-(2-carbamoyl-5-oxo
pyrrolidin-I-yl)-2-cuoro-phenyl]-amide) 1-[(4-chloro-phenyl)-amide);
4-Methox y-pyrrolidine-l ,2-dicarboxylic acid 2-([4-(2,2-bis 10
hydroxymethyl-5-oxo-pyrrolidin-1-yl)-2-fluoro-phenyl)-amide)
1-[(4-chloro- phenyl)-amide]; 



3-(4- ([ ]-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino)-3-fluoro-phenyl)-2-oxo-imidazolidine-4-carboxylic acid;
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide].
15 2-{ [4-(3,3-dimethyl-2,5-dioxo-pyrrolidin-1-yl)-2-fluoro-phenyl]-amide
J;  4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro-phenyl)-amide]  2-{
[2-fluoro-4-(3,3,4-trimethyl-2,5-dioxo-pyrrolidin-l-y1)-phenyl)-amide); 



1-(4- ([ 1-(4-Chloro-phenyl carbamoyl)-4-methox y-pyrrol idine-2-carbon
yl]- amino)-3-fluoro-phenyl)-5-oxo-pyrrolidine-2,2-dicarboxylic acid; 20
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)amide]
2-{ [2-fluoro-*(2-methyl-5-oxo-pyrrolidin-1-yl)-phenyl]-amide);
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-([2-fluoro-4-(2-methyl-6-oxo-piperidin-1-yl)-phenyl]-amide);  



4-Methoxy-pyrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide]  25
2-([2-fluoro-4-(3-hydroxy-2-oxo-piperidin-1-yl)-phenyl]-amide};
4-Methoxy-pyrrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-{
[2-fluoro-4-(5-methyl-2,6-dioxo-tetrahydro-pyrimidin-l-yl)-phenyl]-amide)
;  4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide]
2-{ [2-fluoro-4-(2-oxo-tetrahydro-pyrimidin-1-yl)-phenyl]-amide); 



30 4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-1[2-fluoro-4-(3-methyl-2-oxo-2H-pyridin-l-yl)-phenyl]-amide); 29 MAY
2006 WO 03/045912 PCT/1802/64757 -32
4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]  



2-( [4-(2,5-dioxo-piperazin-l-yl)-2-fluoro-phenyl]-amide );
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-amide]
2-([2-fluoro-4-(3-hydroxy-2-oxo-2H-pyridin-l-yl)-phenyl]-amide};  5
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-([2-fluoro-4-(3-methoxy-2-oxo-2H-pyridin-I-yl)-phenyl]-amide);
4-Methoxy-pyrrolidine-],2-dicarboxylic acid ]-[(4-chloro-phenyl)amide)   



2-([2-fluoro-4-(6-methyl-2-oxo-4-trifluoromethyl-2H-pyridin-l-yl)-phenyl)
- amide}; 10 4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro-phenyl)-amide)
2-1[4(2,6-dioxo-piperidin-l-yl)-2-fluoro-phenyl]-amide);   1-(4-([
]-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl )
amino)-3-fluoro-phenyl)-2-oxo-piperidine-3-carboxylic  acid;  



4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide]
15 2-{ [4-(5,5-dihydroxy-2,4,6-trioxo-tetrahydro-pyrimidin-1-yl)-2
-fluoro-phenyl]- amide}; 4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]
-[(4-chloro-phenyl)-amide]  2-[
[2-fluoro-4-(2,4,6-trioxo-tetrahydro-pyrimidin-I-yl)-phenyl]-amide};
4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 



20 2-([4-(4,4-dimethyl-2,6-dioxo-piperidin-l-yl)-2-fluoro-phenyl]-amide};
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I -[(4-chloro-phenyl)-amide]
2-([2-fluoro-4-(2-hydroxy-4-oxo-azetidin-I-yl)-phenyl]-amide);
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{ [4-(acetyl-methyl-amino)-
2-fluoro-phenyl)-amide) I-[(4-chloro-phenyl)-amide]; 25 4-(4{
[1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]- 



amino }-3-fluoro-phenyl)-I H-pyrrole-3-carboxylic acid;
2-(4([1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]
amino}-3-fluoro-phenyl)-2H-pyrazole-3-carboxylic acid;
I-(4-([]-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]- 30
amino) -3-fluoro-phenyl)-1 H-imidazole-2-carboxylic acid; 1-(4 { [ ]
-(4-Chlor o-phenyl carbamoyl)-4-methox y-pyrrolidine-2-carbonyl]- 



amino}-3-fluoro-phenyl)-IH-pyrrole-2-carboxylic acid; 29 MAY 2006 WO
03/045912 PCT/1B02/94757 -33 3-(4-{
[1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino)-3-fluoro-phenyl)- ] H-pyrrole-2-carboxylic acid; 



3-(4-{ [ 1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino) -3-fluoro-phenyl)-furan-2-carboxylic acid; 5 3-(4- ([ ]
-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
amino}-3-fluoro-phenyl)-thiophene-2-carboxylic acid; 4-(4- { [ 1-(4-Chl
oro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl ]-
amino)-3-fluoro-phenyl)-furan-3-carboxylic acid; 



4-(4-([ 1-(4-Ch)oro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-carbonyl]-
10 amino) -3-fluoro-phenyl)-thiophene-3-carboxylic acid;
4,5-Dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
5-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide);
3-Oxo-pyrazolidine-1,5-dicarboxylic acid 1-[(4-chloro-phenyl)amide] 5-
[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide]; 



15 3-Oxo-pyrazolidine-1,5-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
5- { [2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
4,5-Dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
5-1[4-(2-oxo-piperidin-l-yl)-phenyl]-amide);
4,5-Dihydro-pyrazole-1,5-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)- 20
amide] 5-{[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide); 



4,5-Dihydro-pyrazole-],5-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)-
amide] 5-{ [4-(2-oxo-piperidin-l-yl)-phenyl]-amide);
4,5-Dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
5-[(2-oxo-3,4,5,6-tetrahydro-2H-[1,3']bipyridinyl-6'-yl)-amide];  25
4,5-Dihydro-pyrazole-1,5-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)-
amide) 5-[(2-oxo-3,4,5,6-tetrahydro-2H-[I,3']bipyridinyl-6'-yl)-amide]; 



4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)-
amide] 2-[(3,5'-difluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-amide] 30
2-[(5'-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)-
amide] 2-[(3,5'-difluoro-2'-sulfamoyl-biphenyl-4-yl)-amide]; 



29 MAY 2006 WO 113/645912 PCT/IBI12/114757 -34
4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-[(3,5'-difluoro-2'-su Ifamoyl-biphenyl-4-yl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]  



2-[(5'-fluoro-2'-methanesu Ifonyl-biphenyl-4-yl)-amide]; 5
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
2-[(3,5'-difluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
4-Methoxy-pyrrolidine- I,2-dicarboxylic acid 1-[(5-chloro-pyridin-2-yl)
amide] 2-[(3,5'-difluoro-2'-methanesulfony)-biphenyl-4-yl)-amide);
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]  



10 2-[(3,5'-difluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-amide]
2-[(3,5'-difluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide], or a
pharmaceutically acceptable salt thereof. 15 The invention is also
directed to a compound which is:
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-[(4-pyrazol-I-yl-phenyl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(2-fluoro-4-pyrazol-I-yl-phenyl)-amide]; 20
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl}
amide] 2-[(2-fluoro-4-pyrazol-1-yl-phenyl)-amide];
(2R,4R)-4-Ethoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-phenyl) 



amide] 2-[(4-pyrazol-I-yl-phenyl)amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 25
phenyl)-amide] 2-[ [2-fluoro-4-(3-methyl-pyrazol-I-yl)-phenyl]-amide};
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl}amide] 2-1[2-fluoro-4-(5-methyl-pyrazol-I-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-1[4-(5-methyl-pyrazol-l-yl)-phenyl]-amide}; 30
(2R,4R)-4-Hydroxy-pyrrolidine-l,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide] 2-[[4-(3,5-dimethyl-pyrazol-I-yl)-phenyl]-amide}; 29 MAY
2006 WO 03/145912 PCT/1 8112 /114 7 5 7 -35 



(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-j [4-(3,5-dimethyl-pyrazol-1-yl)-phenyl]-amide };
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-1(4-chloro-
phenyl)-amide] 2- [ [4-(3,5-dimethyl-pyrazol-1-yl)-2-fluoro-phenyl]-amide
} ; 5 (2R,4S)-4-Amino-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro
-phenyl)- amide] 2-[(3-fluor(>-2'-methanesulfonyl-biphenyl-4-yl)-amide] ;



(2R,4R)-4-Amino-pyrrolidine-l,2-dicarboxylic acid I-[(4-chloro-phenyl)
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro - 10
phenyl)-amide] 2-[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
(2R)-4-Hydroxyimino-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];  



(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-[(3-fluoro-2'-methylsulfamoyl-biphenyl-4-yl)-amide];  15
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(2'-dimethylsulfamoyl-3-fluoro-bipheny)-4-yl}amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl--yl)-amide];



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 20
phenyl)-amide] 2-[(3-fluoro-2'-su)famoyl-biphenyl-4-yl}amide];
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-
2-yl)-amide) 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-y1)-amide]; 



25 (2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro-phenyl)- amide]
2-[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl}amide];
(2R,4S)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl}amide];
(2R,4R)-4-Fluoro-pyrrolidine-I ,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
30 amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-y))-amide]; 



(2R)-4,4-Difluoro-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
amide] 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide]; 29 MAY 2006
WO 113/045912 PCT/16112/14757 -36
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 2-[(3-fluoro-2'- 



methanesulfony]-biphenyl-4-yi)-amide] 1-[(4-fluoro-phenyl)-amide];
(2R,4R)-4-Acetylamino-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chioro-
phenyl)-amide) 2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide); 5
(2R,4R)-4-Methanesulfonylamino-pyrrolidine-1,2-dicarboxylic acid 1-[(4-
chioro-phenyl)-amide]
2-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];
(2R,4S)-4-(1H-Tetrazol-5-yl)-pyrrolidine-I,2-dicarboxylic acid 1-[(4 



chloro-phenyl)-amide] 2- {
[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide );
(2R,4S)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 10
phenyl)-amide] 2-1[2-fluoro-4-(2-oxo-piperidin-I-yl)-phenyl]-amide);
(2R,4R)-4-Cyano-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl}
amide] 2-{[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide);
(2R,4R)-4-(IH-Tetrazol-5-yl)-pyrrolidine-1,2-dicarboxylic acid 1-[(4 



chloro-phenyl)-amide]
2-([2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl]-amide); 15
(2R,4R)-4-Trifluoromethyl-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{ [2-fluoro-4-(2-oxo-piperidin-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chioro
phenyl)-amide] 2-[(2'-cyano-3-fluoro-biphenyl4-yl}amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-[(2'-aminomethyl- 



20 3-fluoro-biphenyl-4-yl)-amide] 1-[(4-chloro-phenyl)-amide];
(2R,4R)-4'-) []-(4-Chloro-phenylcarbamoy])-4-methoxy-pyrrolidine-2-
carbonyl]-amino)-3'-fluoro-biphenyl-2-carboxylic acid methyl ester,
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro
phenyl)-amide] 2-{[4-(2,5-dihydro-pyrrole-]-carbonyl)-phenyl]-amide);  25
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide) 2-[(4-dimethylcarbamoyl-2-fluoro-phenyl)amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{[4-(pyrrolidine-1-carbonyl)-phenyl]-amide};
Pyrrolidine-I,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide] 2-{[4 30
(pyrrolidine-l-carbonyl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-{[4-(2-methyl-pyrrolidine-I-carbonyl)-phenyl]-amide); 29
MAY 2006 WO 03/045912 PCT/1B112 /(14 7 5 7 -37
(2R,4R)-4-Hydroxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-I[4-(ethyl-methyl-carbamoyl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-]2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(4-dimethylcarbamoyl-phenyl -amide]; 5
(2R,4R)-4-Hydroxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-I [4-(2R-methyl-pyrrolidine-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-1[4-(25-methyl-pyrrolidine-]-carbonyl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 10
phenyl)-amide] 2-I [2-fluoro-4-(pyrrolidine-l-carbonyl)-phenyl]-amide);
.(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-([4-(pyrrolidine-l-carbonyl)-2-pyrrolidin-l-yl-phenyl]-amide);
(2R,4R)-4-([ I-(4-Chioro-phenylcarbamoyl)-4-hydroxy-pyrrolidine-2 



carbonyl]-amino)-3-pyrrolidin-l-yl-benzoic acid methyl ester; 15
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(azetidine-l-
carbonyl)-phenyl]-amide) l-[(4-chloro-phenyl)amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloro
pyridin-2-yl)-amide] 2-1[2-fluoro-4-(pyrrolidine-I
-carbonyl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro- 



20 pyridin-2-yl)-amide] 2-([4-(pyrrolidine-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-I,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-[(4-dimethylcarbamoyl-phenyl)-amide];
(2R,4R)-4-([1-(4-Chooo-o phenylcarbamoyl)-4-hydroxy-pyrrolidine-2
carbonyl]-amino)-3-dimethylamino-benzoic acid methyl ester, 25
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-([4-(pyrrolidine-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-[(4-dimethylcarbamoyl-phenyl)-amide];
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
30 amide] 2-([4-(pyrrolidine-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)- 



amide] 2-[(4-dimethylcarbamoyl-phenyl)amide]; 29 MAY 2006 WO 113/045912
-38 PCT/1B02/r1a757 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- 



phenyl)-amide] 2-([2-fluoro-4-(pyrrolidine-I-carbonyl)-phenyl)-amide);
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)
amide] 2-([2-fluoro-4-(pyrrolidine-I-carbonyl)-phenyl)-amide); 5
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
amide] 2-[(4-dimethylcarbamoyl-2-fluoro-phenyl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-1[2-methyl-4-(2-oxo-piperidin-I-yl)-phenyll-amide};
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-
10 amide] 2-([2-methyl-4-(2-oxo-piperidin-I-yl)-phenyl]-amide);
Pyrro)idine-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(2-
fluoro-4-quinolin-8-yl-phenyl)-amide]; Pyrrolidine-1,2-dicarboxylic acid
]-[(4-chloro-phenyl)-amide] 2-[(3,5- 



difluoro-2'-methanesulfonyl-biphenyl-4-yl)-amide];  15
Pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-[(2'
methanesulfonyl-2-methyl-biphenyl-4-yl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide) 2-[(2'-rethanesulfonyl-biphenyl-4-yl)-amide);
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro- 



20 phenyl)-amide] 2-[(2'-methanesulfinyl-biphenyl-4-yl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro
phenyl)-amide] 2-[(3-methyl-2'-methylsulfanyl-bipheny]4-y1}amide);
(2R,4R) 4-Hydroxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(2-fluoro-2'-methanesulfonyl-biphenyl-4-yamide]; 25
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-[(2'-methanesulfonyl-3-methyl-biphenyl-4-yl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide]
2-[(2'-methanesulfonyl-3-trifluoromethyl-biphenyl4-yl)-amide];
5-Methyl-4,5-dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4-chloro 30
phenyl)-amide] 5-[(3-fluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
3-Hydroxymethy]-4,5-dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4- 



ch)oro-phenyl}amide] 5-[(3-fluoro-2'-methanesulfonyl-biphenyl4-yl}amide];
29 MAY 2006 WO 113/1145912 PCT/16112/111757 -39
4,5-Dihydro-pyrazole-l,5-dicarboxylic acid 1-[(4-chloro-phenyl)-amide)
5-[(3-fluoro-2'-sulfamoyl-biphenyl-4-y1)-amide]; 



(R) 4,5-Dihydro-pyrazole-1,5-dicarboxyli c acid I-[(4-chloro-phenyl}
amide] 5-[(3-fluoro-2'-sulfamoyl-biphenyl-4-y l)-amide]; 5
4,5-Dihydro-pyrazole-I,5-dicarboxylic  acid 1-[(4-chloro-phenyl)-amide]
5-1[2-fluoro-4-(2-oxo-piperidin-1-yl)-phenyl)-amide) ;
4,5-Dihydro-pyrazole-1,5-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
5-[(3-fluoro-2'-methanesulfonyl-biphenyl-4-y l)-amide];  



1-(4-Chloro-phenylcarbamoyl)-5-(3-fluoro-2' -methanesulfonyl-biphenyl -
10 4-ylcarbamoyl)-4,5-dihydro-]H-pyrazole-3-carboxyli  acid ethyl ester,
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxyli c acid 1-[(4-chlor o-
phenyl)-amide] 2-[(2'-methoxy-biphenyl-4-yl)-amide];
(2R,4R)-4-Hydroxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro
phenyl)-amide] 2-[(2'-hydroxy-biphenyl-4-yl)-amide]; 



15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro-
phenyl)-amide] 2-[(2-fluoro-4-iodo-phenyl)amide];
(2R,4R)-4-Methoxy-pyrrolidine-I ,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-{
[2-fluoro-4-(3-hydroxy-2-oxo-piperidin-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro 20
phenyl)-amide] 2-{
[2-fluoro-4-(2-oxo-tetrahydro-pyrimidin-1-y1)-phenyl]-amide);  



(2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chloro-
phenyl}amide] 2-{ [2-fluoro-4-(2-oxo-imidazolidin-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-( [2-fluoro-4-(2-oxo-oxazolidin-3-yl)-phenyl]-amide}; 25
(2R,4R)-I-(4-{ [1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-
carbonyl]-amino)-3-fluoro-phenyl)-2-oxo-piperidine-3-carboxylic acid
ethyl 



ester; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide) 2-{ [2-fluoro-4-(3-methoxy-2-oxo-2H-pyridin-I-yl)-phenyl]-
30 amide); 29 MAY 2006 WO 03/045912 



-40 PCT/IB112 /0 4 7 5 7 (2R,4R)-4-Methoxy-pyrrolidine- l,2-dicarboxylic
acid I-[(5-chloro- pyridin-2-y1)-amide]
2-([2-fluoro-4-(3-methoxy-2-oxo-2H-pyridin-l-yl)-phenyl)- amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 



5 pyridin-2-yl}amide] 2-([4-(3-methyl-2-oxo-2H-
pyridin-I-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-[(4-morpholin-4-yl-phenyl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-1[4-(2-methyl-5-oxo-pyrrolidin-1-yl}phenyl)-amide};  10
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 



pyridin-2-y])-amide]
2-([4-(2-methyl-5-oxo-pyrrolidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrroiidine-1 2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-([2-fluoro-4-(4-methoxy-2-oxo-2H-pyridin-l-yl)-phenyl]-
amide); 15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(5-chloro- pyridin-2-yl}amide]
2-([2-fluoro-4-(4-methoxy-2-oxo-2H-pyridin-l-yl)-phenyl]- 



amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4-(5-chloro-2- oxo-2H-pyridin-I-yl)-2-fluoro-phenyl]-amide}
]-[(4-chloro-phenyl)-amide]; 20 4-Hydroxy-pyrrolidine-1;2-dicarboxylic
acid 2-[(4-tert-butyl-phenyl)- amide] I-[(4-chloro-phenyl)-amide];
4-Hydroxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chloro-phenyl)-amide)  



2 [(3,5'difluoro-2'-sulfamoyl-biphenyl-4-yl)-amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(4-chloro-phenyl)-amide]
25 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[]']bipyridinyl-5'-yl)-amide];
4-Methoxy-pyrrolidine- l,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
2-[(2-oxo-3,4,5,6-tetrahydro-2H-[ ] ,3'bipyridinyl-6'-yI}amide];
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-2-y1)- 



amide]
2-([4-(2,3-dimethyl-5-oxo-2,5-dihydro-pyrazol-l-yl)-phenyl]-amide);  30
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)amide]
2-([4-(2,3-dimethyl-5-oxo-2,5-dihydro-pyrazol-]-yI}phenyl]-amide); 29 MAY
2006 WO (13/4145912 PCT/IB02/1)4757 



-41 4-Methoxy-pyrrolidine-1,?-dicarboxylic acid
1-[(4-chloro-phenyl)-amide]  2-[(2-oxo-2H-[ l
,3'jbipyridinyl-6'-yl)-amide]; 4-Methoxy-pyrrolidine- l,?-dicarboxylic
acid 1-[(5-chloro-pyridin-2-y1)- amide] 2-[(2-oxo-3,4,5,6-tetrahydro-2H-[
I,3']bipyridinyl-6'-yl)-amide]-TFA Salt;  5
4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl )-amide]
2- 



[(2-oxo-3,4,5,6-tetrahydro-2H-[ 1,3']bipyridinyl-6'-yl)-amide];
4-Ethoxy-p)rrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide] 2-
[(2-oxo-2H-[ I,3']bipyridinyl-6'-yl)-amide); or
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-amide)
10 2-{ [2-fluoro-4-(6-oxo-6H-pyridazin-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide) 2-{
[2-fluoro-4-(6-methyl-5-oxo-5H-[I,2,4]triazin-4-yl)-phenyl]- amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{ [4(3-chloro-5- 15
methyl-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl)- amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide]
2-1[4-(3-methyl-5-oxo-4,5-dihydro-pyrazol-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{[4-(5-chloro-3 20
methyl-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl)- amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-diearboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{
[4-(3,5-dimethoxy-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]- 



amide); 25 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide] 2-{
[2-fluoro-4-(5-methoxy-2-oxo-2H-pyridin-1-yl)-phenyl]- amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-{[2-fluoro-4-(2-oxo-3-pyrrol-1-yl-2H-pyridin-1-yl)-phenyl]- 



30 amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide] 2-{
[2-fluoro-4-(2-oxo-3-phenyl-2H-pyridin-1-yl)-phenyl]-amide); 29 MAY 2006
WO 03/1145912 -42 



PCT/I 802/04757 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide] 2-1
[2-fluoro-4-(3-methyl-2-oxo-p)rrolidin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-
1[2-fluoro-4-(3-methyl-2-oxo-imidazolidin-l-yl)-phenyl]- 5 amide); 



(2R4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{
[4-(3,5-dimethyl-2-oxo-imidazolidin-l-yl)-2-fluoro-phenyl]- amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 10
phenyl)-amide] 2- 1
[2-fluoro-4-(3,5,5-trimethyl-2-oxo-imidazolidin-I-yl)-phenyl]- amide) ; 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{
[2-fluoro-4-(3-isopropyl-5,5-dimethyl-2-oxo-imidazolidin-l-
yl)-phenyl]-amide }; 15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid I-[(4-chloro- phenyl)-amide]
2-1[2-fluoro-4-(5-methyl-2-oxo-imidazolidin-l-yi)-phenyl]- amide}; 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-{[4-(5,5-dimethyl-2-oxo-imidazolidin-l-yl)-2-fluoro-phenyl]- 20 amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{
[4-(3,4-dimethyl-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]- amide); 



(2&4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-1[4-(4-chloro-2- 25
oxo-2H-pyridin-1-yl)-2-fluoro-phenyl)-amide) 1-[(4-chloro-phenyl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloto
pyridin-2-yamide]
2-{[2-fluoro-4-(3-methyl-2-oxo-pyrrolidin-1-yl)-phenyl]- amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro 



30 pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(3-methyl-2-oxo-imidazolidin-]-yl)-phenyl]- amide); 29 MAY
2006 WO 03/1145912 PCT/1B02 /114 7 5 7 -43
(2R,4R)-4-Methoxy-pyrrolidine-I2-dicarboxylic acid I-[(5-chloro- 



pyridin-2-yl)-amide] 2-1[4-(3,5-di methyl -2-oxo-imidazol i din-
1-yl)-2-fluoro- phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro 5
pyridin-2-yl)-amide] 2-f
[2-fluoro-4-(3,5,5-trimethy]-2-oxo-imidazolidin-l-yl)- phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloro- 



pyridin-2-yl)-amide) 2-{[2-fluoro-4-(3-isopropyl-5,5-dimethyl-2-oxo-
imidazolidin-I-y])-phenyl)-amide ); 10
(2R,4R)-4-Methoxy-pyrrolidine-1dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(5-methyl-2-oxo-imidazolidin-]-yl)-phenyl]- amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro- 



pyridin-2-yl)-amide]
2-([4-(5,5-dimethyl-2-oxo-imidazolidin-]-yl)-2-fluoro- 15 phenyl)-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl}amide] 2-{[4-(3,4-dimethyl-2-oxo-2H-pyridin-1-yl)-2-fluoro-
phenyl]-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4{4-chloro-2- 



20 oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide)
l-[(5-chloro-pyridin-2-yl)-amide];  or a pharmaceutically acceptable salt
thereof. The invention is also directed to a compound which is:
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 25
phenyl)-amide] 2-[ [2-fluoro-4-(2-oxo-2H-quinolin-I-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide) 2-1[2-fluoro-4-(3-oxo-3H-isoquinolin-2-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-ehloro-
phenyl)-amide] 2-[
[2-fluoro-4-(I-oxo-lH-isoquinolin-2-yl)-phenyl]-amide};  30
(2R,4R)-4-Methoxy-pyrrolidine-1.2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide]
2-1[2-fluoro-4-(5-oxo-5H-[1,2,4]Iriazin-4-yl)-phenyl]-aniide); 29 MAY
2006 



WO 113 /14 5 9 1 2 -44 PCT/I BII2/14757
(2R,4R)-4-Methoxy-pyrrolidine-1:2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{ [2-fluoro-4-(6-oxo-6H-pyrimidin-1-yl)-phenyl]-amide);
2R,4R)-4-Methoxy-pyrrolidine-1 2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-{ [2-fluoro-4-(2-oxo-2H-pyrazin-l-yl}phenyl]-amide); 5
(2R,4R)- 4-Methoxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{ [2-fluoro-4-(2-oxo-2H-pyrimidin-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro
phenyl)-amide]
2-{[2-fluoro-4-(2-oxo-2H-[I,3,5]triazin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro 



10 phenyl)-amide] 2-[(6-methyl-2-oxo-2H-[ I,3]bipyridinyl-6'-yl}amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{[2-fluoro-4-(I-methyl-lH-imidazol-2-yl}phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1 2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{[2-fluoro-4-(I-methyl-IH-pyrrol-2-yl)-phenyl]-amide);
15 (2R,4R)-S-Aza-Spiro[2.4]heptane-5,6-dicarboxylic acid 5-[(4-chloro 



phenyl)-amide] 6-{ [2-fluoro-4-(2-oxo-2H-pyridin-l-yphenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-I.2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-{[2-fluoro-4-(2-oxo-2H-pyridine-I-carbonyl)-phenyl]-amide);
(2R,4R)4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro- 20
phenyl)-amide] 2-{[2-fluoro-4-(3-methyl-3H-imidazol-4-yl)-phenyl]-amide};
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-{[2-fluoro-4-(2-methy)-2H-pyrazol-3-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-1[5-(2,5-dihydro-pyrrole-l-carbonyl)-pyridin-2-yfl-amide); 25 (2R,4R)-
4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloto- phenyl)-amide]
2-{[2-fluoro-4-(3-methyl-5-oxo-2,5-dihydro-pyrazol-1-y1)- phenyl]-amide};



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-1[2-fluoro-4-(5-methoxymethyl-3-methyl-pyrazol-l-yl)- 30
phenyl]-amide); 29 MAY 2006 WO 03/1145912 PCT/1B112 /114 7 5 7 



-45 (2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{[2-fluoro-4-(3-methoxymethyl-5-methyl-pyrazol-l-yl)-
phenyl]-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chioro 5 phenyl)-amide] 2-{[2-fluoro-4-(5-ethyl-3-methyl-pyrazo
l-1-yl)-phenyl]-amide);  



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro-
phenyl)-amide] 2-{
[2-fluoro-4-(5-isobutyl-3-methyl-pyrazol-I-yl)-phenyl]- amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro- 10
phenyl)-amide) 2-{[2-fluoro-4-(5-isopropyl-pyrazol-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro 



phenyl)-amide] 2-1[2-fluoro-4-(5-ethyl-pyrazol-l-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-([2-fluoro-4-(5-isobutyl-pyrazol-1-yl)-phenyl]-amide);
15 (2R,4R)-2-(4-{[l-(4-Chloro-phenylcarbamoyl)-4-methoxy-pytrOlOdine-2-
carbonyl]-amino)-3-fluoro-phenyl)-2H-pyrazole-3-carboxylic acid methyl
ester;  (2R,4R)-2-(4- ([
1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolOdine-2- 



carbonyl]-amino)-3-fluoro-phenyl)-2H-pyrazole-3-carboxylic acid;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid l-[(4-chloro 20
phenyl)-amide]
2-{[2-fluoro-4-(5-methoxymethyl-pyrazol-l-yl)-phenyl]-amide);
(2R,4R)-5-(4-{ [1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-
carbonyl]-amino)-3-fluoro-phenyl)-oxazole-4-carboxylic acid ethyl ester,
(2R,4R)-5-(4-([1-(4-Chloro-phenylcarbamoyl)-4-hydroxy-pyrrolidine-2- 



carbonyl]-amino)-3-fluoro-phenyl)-oxazole-4-carboxylic acid ethyl ester,
25 (2R,4R)-5-(4-([1-(4Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-
carbonyl]-amino)-3-fluoro-phenyl)-oxazole-4-carboxylic acid;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide]
2-([2-fluoro-4-(4-methoxymethyl-oxazol-5-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pytrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



30 phenyl)-amide] 2-([4-(4-ethyl-oxazol-5-yl)-2-fluoro-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro- phenyl
-amide] 2-([2-fluoro-4-(4-isopropyl-oxazol-5-yl)-phenyl]-amide); 29 MAY
2006 WO 113/045912 -46 



PCT/1802/14757 (2R,4R)-5-(6- ([ ]-(4-Chloro-phenylcarbamoyl)-4-methox
y-pyrrolidine-2- carbonyl]-amino)-pyridin-3-yl)-oxazole-4-carboxylic acid
ethyl ester, (2R,4R)-5-(6- ([
1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2- carbonyl]-amino)
-pyridin-3-yl)-oxazole-4-carboxylic acid; 5
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-([5-(4-methoxymethyl-oxazol-5-yl)-pyridin-2-yl]-amide)
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-([5-(4-ethyl-oxazol-5-yl)-pyridin-2-yl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid I-[(4-chloro- 10
phenyl)-amide] 2-{ [5-(4-vinyl-oxazol-5-y1)-pyridin-2-yl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro 



phenyl)-amide] 2-{[5-(4-isobutyl-oxazol-5-yl)-pyridin-2-yl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide] 2-([2-fluoro-4-(4-methyl-isoxazol-3-yl)-phenyl]-amide );
15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{[4-(4-methyl-isoxazol-3-yl)-phenyl]-amide);
(2R,4R)-3-(4- { [ 1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2- 



carbonyl]-amino)-3-fluoro-phenyl)-isoxazole-4-carboxylic acid methyl
ester,  (2R,4R)-3-(4-{ [
1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2 20
carbonyl]-amino)-3-fluoro-phenyl)-isoxazole4-carboxylic acid; (2R,4R)
4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro- phenyl)-amide]
2-{[4-(4-methoxymethyl-isoxazol-3-yl)-phenyl]-amide);
(2R,4R)4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro 



phenyl)-amide] 2-{[2-fluoro-4-(4-isopropyl-isoxazol-3-yl)-phenyl]-amide);
25 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide]
2-{[2-fluoro4-(4-cyclopropyl-isoxazol-3-yl)-Phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{ [4-(4-cyclopropyl-isoxazol-3-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 



30 pyridin-2-yl)-amide]
2-1[2-methyl-4-(2-oxo-2H-pyridin-1-yl)-phenyl]-amide};
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-phenyl)-
amide] 2-{[2-methyl-4-(2-oxo-2H-pyridin-I-yl)-phenyl]-amide}; 29 MAY 2006
WO 03/1145912 PCT/I B02/114757 



-47 (2R,4R)-4-Ethoxy-pyrrolidine-12-dicarboxylic acid
1-[(5-chloro-pyridin - 2-yl)-amide] 2- { [2-methyl-4-(2-oxo-2H-pyridin- I
-yl)-phenyl]-amide ) ; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid 2-[(4-chloro - phenyl)-amide]
1-([2,6-difluoro-4-(2-oxo-2H-pyridin-1-yl)-phenyl]-amide);   5
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-[(5-chloro 



pyridin-2-yl)-amide] 1-1[2,6-difluoro-4-(2-oxo-2H-pyridin-1-yl)-phenyl]
-amide };  (2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid
2-[(4-chloro-phenyl)- amide]
1-{[2,6-difluoro-4-(2-oxo-2H-pyridin-1-yl)-phenyl]-amide) ;
(2R,4R)-4-Ethoxy-pyrrolidine-1 ,2-dicarboxylic acid 2-[(5-chioro-pyridin-
10 2-yl)-amide]
1-([2,6-difluoro-4-(2-oxo-2H-pyridin-1-yl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-1(5'-methyl-2-oxo-2H-[ I,3']bipyridinyl-6'-yl)-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-[(5'-methyl-2-oxo-2H-[
I,3']bipyridinyl-6'-yI}amide]; 15
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl)-
amide] 2-[(5'-methyl-2-oxo-2H-[ I,3']bipyridinyl-6'-y1)-amide];
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-pyridin 



2-yl)-amide] 2-[(5'-methyl-2-oxo-2H-[1, 3']bipyridinyl-6'-yl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 20
phenyl)-amide] 2-[(2'-methyl-2-oxo-2H-[ I,3]bipyridinyl-6'-yl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloro-
pyridin-2-yl)-amide] 2-[(2'-methyl-2-oxo-2H-[
1,3']bipyridinyl-6'-yl)-amide];
(2R,4R)-4-Ethoxy-pytrolidine-1,2-dicarboxylic acid 1-[(4-chloro-phenyl) 



amide] 2-[(2'-methyl-2-oxo-2H-[I,3']bipyridinyl-6'-yl)-amide]; 25
(2R,4R)-4-Ethoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-pyridin-
2-yl)-amide] 2-[(2'-methyl-2-oxo-2H-[I,3']bipyridinyl-6'-yl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-{[4-(ethyl-isopropyl-carbamoyl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



30 phenyl)-amide]
2-{[4-(ethyl-isopropyl-carbamoyl)-2-fluoro-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{ [4-(3-ethyl-pyrrolidine-l-carbonyl)-phenyl]-amide); 29
MAY 2006 WO 113/1145912 PCT/1B02/04757 -48 



(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{
[4-(3-ethyl-pyrrolidine-l-carbonyl)-2-fluoro-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-1[4-(3R-amino-
pyrrolidine-l -carbonyl)-phenyl]-amide) 1-[(4-chioro-phenyl)-amide]; 5
(2R,4R)-4-Methoxy-pyrrolidine-],2-dicarboxylic acid 2-{[4-(3R-amino-
pyrrolidine-l-carbonyl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl)-amide];  



(2R,4R)-4-Methoxy-pyrrol idine- ] 2-dicarboxylic acid 2-f [4-(3S-amino-
pyrrolidine-]-carbonyl)-phenyl]-amide} 1-[(4-chloro-phenyl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-1[4-(3S-amino- 10
pyrrolidine-l-carbonyl)-2-fluoro-phenyl]-amide)
]-[(4-chloro-phenyl)amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-{
[4-(3R-methylamino-pyrrolidine-l-carbonyl)-phenyl]-amide);  



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-{
[2-fluoro-4-(3R-methylamino-pyrrolidine-]-carbonyl)-phenyl]- 15 amide};
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-1[4-(3S-methylamino-pyrrolidine-I-carbonyl)-phenyl)-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro 



phenyl)-amide] 2-{
[2-fluoro-4-(3S-methylamino-pyrrolidine-l-carbonyl)-phenyl]- 20 amide};
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chioro-
phenyl)-amide] 2-{
[4-(3R-ethylamino-pyrrolidine-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro
phenyl)-amide] 2-{
[2-fluoro-4-(3R-ethylamino-pyrrolidine-l-carbonyl)-phenyl]- 



25 amide}; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide] 2-{[4-(3S-ethyl
amino-pyrrolidine-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-f
[2-fluoro-4-(3S-ethylamino-pyrrolidine-l-carbonyl)-phenyl]- 30 amide); 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl}amide] 2-f [4-(2,5-dihydro-pyrrole-I
-carbonyl)-phenyl]-amide); 29 MAY 2006 WO 03/045912 PCT/1802/111757 -49 



(2R,4R)-4-Methoxy-pyrrolidine-] 2-dicarboxylic acid 1-[(4-chloic -
phenyl)-amide] 2-{
[4-(2,5-dihydro-pyrrole-I-carbonyl)-2-fluoro-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro -
pyridin-2-yl)-amide] 2- ( [4-(2,5-dihydro-pyrrole- I
-carbonyl)-2-fluoro-phenyl]- 5 amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-{ [4-(pyrrole-] -carbonyl}phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-{ [2-fluoro-4-(pyrrole-l-carbonyl)-phenyl]-amide); 10
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl}amide) 2-([4-(pyrrole-l-carbonyl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 



pyridin-2-yl}amide] 2-1[2-fluoro-4-(pyrrole-I-carbonyl)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chlonr 15
phenyl)-amide]
2-1[2-fluoro-4-(S-fluoro-2-oxo-2H-pyridin-l-yl)-phenyl]-amide);  (2R,4R)-l
-(4-([ 1 -(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-
carbonyl]-amino)-3-fluoro-phenyl)-6-oxo- 1,6-dihydro-pyridine-3-carboxylic
acid; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide] 2-([2-fluoro-4-(6-hydroxy-2-oxo-2H-pyridin-1-yl)-phenyl]-
20 amide); (2R,4R)-1-(4- { [ 1-(4-Chloro-phenylcarbamoy])-4-methoxy-pyr
rolidine-2-
carbonyl]-amino)-3-fluoro-phenyl}2-oxo-l,2-dihydro-pyridine-3-carboxylic
acid;  (2R,4R)-1-(4-{
[1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2
carbonyl]-amino)-3-fluoro-phenyl)-6-oxo-
1,6-dihydro-pyridine-2-carboxylic acid  



25 methyl ester, (2R,4R)-[ ] -(4-{ [
1-(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2-
carbonyl]-amino}-phenyl}2,5-dioxo-imidazolidin-4-y1]-acetic acid;
(2R,4R)-1-(4-([1-(4-Chloro-phenylcarbamoyl)- -methoxy-pyrrolidine-2
carbonyl]-amino}-3-fluoro-phenyl)-2-oxo-1,2-dihydro-pyridine-3-carboxylic
acid  30 methyl ester, 



29 MAY 2006 WO 113/4145912 -50 PCT/I 8112 /114 7 5 7
(2R,4R)-4-Methoxy-pyrrolidine-1 2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-([2-fluoro-4-(2-oxo-3-trifluoromethyl-2H-pyridin-l-yl)- 



phenyl)-amide) ; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- 5 phenyl)-amide]
2-([2-fluoro-4-(4-hydroxy-2-oxo-2H-pyridin-]-yl)-phenyl ]- amide);
(2R,4R)- I -(4- ([ ] -(4-Chloro-phenylcarbamoyl)-4-methoxy-pyrrolidine-2 -



carbonyl]-amino)-3-fluoro-phenyl)-6-oxo-],6-dihydro-pyridine-2-carboxylic
acid;  (2R,4R)-4-Methoxy-pyn-olidine-1,2-dicarboxylic acid I-[(4-chloro 10
phenyl)-amide] 2-{[2-fluoro-4-(2-oxo-5-trifluoromethyl-2H-pyridin- l-y
phenyl]-amide}; (2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide)
2-([4-(6-cyclopropyl-2-oxo-2H-pyridin-I-yl)-2-fluoro-pheny l]- 



amide}; 15 (2R,4R)-]-(4-{
[I-(4-Chlorv-phenylcarbamoyl)-4-methoxy-pyrrolidine-2 -
carbonyl]-amino}-3-fluoro-phenyl}6-oxo-I,6-dihydro-pyridine-3-carboxylic
acid  ethyl ester, (2R,4R)-4-Methoxy-pyrrolidine- l ,2-dicarboxylic acid I
-[(4-chloro- phenyl)-amide]
2-{[4-(3,3-dimethyl-2-oxo-azetidin-I-yi)-phenyl]-amide};  



20 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro
phenyl)-amide]
2-{[2-fluoro-4-(7-oxo-7H-thieno[2,3-c]pyridin-6-yl)-phenyl]- amide);
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-f [2-fluoro-4-(2-oxo- I -aza-spiro[4.5]dec-1
-yl)-phenyl]-amide) ;  25 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid 2-f [4-(3-benzoyl-2 



oxo-2H-pyridin-] -yl)-2-fluoro-phenyl]-amide) I -[(4-chlor
o-phenyl)-amide];  (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{
[4-(3- acetylsulfamoyl-2-oxo-2H-pyridin-l-y]}2-fluoro-phenyl)-amide}
1-[(4-chloro- phenyl)-amide]; 30
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide] 2-{[2-fluoro-4-(2-oxo-thiazolidin-3-yI)phenyl]-amide); 



29 MAY 2006 WO 03/045912 PCT/1802/04757 -51
(2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid 1-[(4-chloro-   



phenyl)-amide] 2-)[2-fluoro-4-(3-methyl-2-oxo-piperidin-1-yl)-phenyl]-
amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-112-fluoro-4-(2-oxo-3-sulfamoyl-2H-pyridin-I-yl)-phenyl]
- 5 amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chioro- phenyl)-amide]
2-([4-(2,5-dioxo-2,5-dihydro-pyrrol-1-yl)-phenyl]-amide);   



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-1[4-(3-amino-2
oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide} 1-[(4-chloro-phenyl)-amide];
10 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide] 2-{ [2-fluoro-4-(2-oxo-3-phenoxy-2H-pyridin-I-yl)-phenyl]-
amide}; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro- 



phenyl)-amide]
2-1[4-(2,2-dimethyl-5-oxo-pyrrolidin-l-yl)-2-fluoro-phenyl]- 15 amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-1[2-fluoro-4-(3-nitro-2-oxo-2H-pyridin-I-yl)-phenyl]-amide);
(2R,4R)-1-(4- { [ 1-(4-Chloro-phen ylcarbamoyl)-4methoxy-pyrrolidine-2
carbonyl]-amino}-3-fluoro-phenyl)-2-oxo-1,2-dihydro-pyridine-3-carboxylic
acid  



20 ten-butyl ester; (2R,4R)-4-Methoxy-pyrrolidine-I2-dicarboxylic acid
I-[(4-chloro- phenyl)-amide]
2-1[4-(2,5-dioxo-pyrrolidin-I-yl)-phenyl]-amide};
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-f [4(3
benzothiazol-2-y1-2-oxo-2H-pyridin-1-yl)-2-cuoro-phenyl]-amide)
1-[(4-chloro- 25 phenyl)-amide]; 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{ [4-(3-amino-4,6-
dimethyl-2-oxo-2H-pyridin-I-yl)-2-fluoro-phenyl]-amide}
l-[(4-chloro-phenyl)- amide];
(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(4-chloro 30
phenyl)-amide) 2-{
[4-(3-diethylaminomethyl-2-oxo-2H-pyridin-l-yl)-2-fluoro- phenyl]-amide};



29 MAY 2006 WO 113 /04 59 1 2 -52 PCT/1802/114757
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(3 -
aminomethyl-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide ) ]
-[(4-chloro- 



phenyl)-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid
1-[(4-chloro 5 phenyl)-amide)
2-{[2-fluoro-4-(3-methyl-5-nitro-2-ozo-2H-pyridin-l-yl)-phenyl]- amide);
(2R,4R)-Acetic acid ]-(4-([]-(4-chloro-phenylcarbamoyl)-4-methoxy-
pyrrolidine-2-carbonyl]-amino)
-3-fluoro-phenyl)-2-oxo-l,2-dihydro-pyridin-3-yI  



ester, 10 (2R,4R)-4-Methoxy-pyrrolidine- l,2-dicarboxylic  acid
1-[(4-chloro - phenyl)-amide]
2-({4-[3-(cyclopentanecarbonyl-amino)-2-ozo-2H-pyridin-1-yl]-
2-fluoro-phenyl )-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid 2-{ [4-(5-amino-3-
methyl-2-oxo-2H-pyridin-]-yl)-2-fluoro-phenyl]-amide} 1-[(4-chloro-
phenyl)- 



15 amide]; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
]-[(4-chloro- phenyl)-amide] 2-({
2-fluoro-4-[2-oxo-3-(pyridin-4-ylcarbamoyl)-2H-pyridin-l- yI]-phenyl
}-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- 20 phenyl)-amide] 2-f
[4-(3,5-dichloro-2-oxo-2H-pyridin-I-y1)-2-fluoro-phenyl]- 



amide); (2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid
2-([4-(3-amino-5- bromo-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide}
1-[(4-chloro-phenyl)- amide]; 25
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl}amide]
2-1[4-(3-cyano-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide);  



(2R,4R)-4-Methoxy-pynrolidine-],2-dicarboxylic acid 1-[(4-chloro
phenyl)-amide] 2-([4-(3-cyano-2-oxo-5-phenyl-2H-pyridin-1-yl)-2-fluoro-
phenyl]-amide); 30 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide]
2-([4-(3-ethyl-6-methyl-2-oxo-2H-pyridin-1-y))-2-fluoro-phenyl]- amide); 



29 MAY 2006 WO 03/1145912 PCT/1B112/114757 -53
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide] 2-([4-(3-cyano-4-dimethylamino-2-oxo-2H-pyridin-1-yl)-2- 



fluoro-phenyl]-amide) ; (2R,4R)-4-Methoxy-pyrrolidine-],2-dicarboxylic
acid 1-[(4-chloro 5 phenyl)-amide]
2-([2-fluoro-4-(4-methyl-3-nitro-2-oxo-2H-pyridin-]-yl)-phenyl]- amide };
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-([2-fluoro-4-(5-nitro-2-oxo-3-trifluoromethyl-2H-pyridin-1-yl)- 



phenyl]-amide}; 10 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4-(5-amin (>-6-
oxo-6H-[3,4')bipyridinyl-l-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl)- amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-f [4-(5-chloro-3-
nitro-2-oxo-2H-pyridin-I -yl)-2-fluoro-phenyl]-amide)
]-[(4-chloro-phenyl) 



15 amide]; (2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid
2-{[4-(3-carbamoyl-
2-oxo-5-trifluoromethyl-2H-pyridin-]-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro- phenyl)-amide]; (2R,4R)-5-Bromo- 1 -(4- ([1
-(4-chloro-phenylcarbamoyl)-4-methoxy 20
pyrrolidine-2-carbonyl]-amino)-3-fluoro-phenyl)-2-oxo-
1,2-dihydro-pyridine-3- 



cat:boxylic acid isobutyl ester,
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(3-chloro-2-
oxo-5-trifluoromethyl-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro- phenyl)-amide]; 25
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(3-bromo-5-
chloro-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl}  



amide]; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4-(5-bromo-3- nitro-2-oxo-2H-pyridin-]-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl)- 30 amide]; 29 MAY 2006 WO 03/1145912 



-54 PCT/1802/114757 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chloro - phenyl)-amide] 2-{
[2-fluoro-4-(3-nitro-2-oxo-5-trifluoromethyl- 2H-pyridin-1-yl)-
phenyl]-amide) ; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(4-chlor  



5 phenyl)-amide] 2-([2-fluoro-4-(5-methyl-3-nitro-2-oxo-2H-pyridin-l-yl
)-phenyl] amide);  (2R,4R)-5-Chloro-l-(4-{
[1-(4-chloro-phenylcarbamoyl)-4-methoxy
pyrrolidine-2-carbonyl)-amino)-3-fluoro-phenyl)-2-oxo-1,2
-dihydro-pyridine-3- carboxylic acid methyl ester; 10
(2R,4R)-5-Chloro-I-(4-{ [I-(4-chloro-phenylcarbamoyl)-4- methoxy- 



pyrrolid ine-2-carbon yl]-amino }-3-fl uoro-
phenyl)-2-oxo-1,2-dihydro-pyridine-3- carboxylic acid;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 2-{ [4-(4-benzyloxy-
2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
l-[(4-chloro-phenyl)-amide]; 15
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 2-{[4-(4-amino-5-
fluoro-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
1-[(4-chloro-phenyl)- 



amide]; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(4-chloro-
phenyl)-amide]
2-([2-fluoro-4-(6-methyl-3-oxo-3H-isoquinolin-2-yl)-phenyl]- 20 amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(4-chloro-
phenyl)-amide]
2-{[2-fluoro-4-(4-methyl-5-nitro-2-oxo-2H-pyridin-1-yl)-phenyl]- 



amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 2-([4-(5 25
acetylamino-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide}  1-[(4-chloro-
phenyl)-amide]; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 2-{
[4-(4-amino-2- oxo-2H-pyridin-I-yl)-2-fluoro-phenyl]-amide)
l-[(4-chloro-phenyl)-amide];  



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-ch)oro 30
phenyl)-amide] 2- { [2-fluoro-4-(6-oxo-6H-[3,4' ]bipyridinyl-l
-yl)-phenyl]-amide);  (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-{ [4-(4-bromo-2- oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
]-[(4-chloro-phenyl)-amide]; 29 MAY 2006 WO 03/045912 



PCT/1892/04757 -55 (2R,4R)-4-Methoxy-pyrrolidine- 1,2-dicarboxylic acid
1-[(4-chloro - phenyl)-amide]
2-1[2-fluoro-4-(4-oxo-4H-furo[3,2-c]pyridin-5-yl)-phenyl ]- amide};
(2R,4R)-4-Methoxy-pyrrolidine -1 2-dicarboxylic acid 1-[(4-chloro- 



5 phenyl)-amide] 2-1 [2-fluoro-4-(I-oxo-IH-[2,6]naphthyridin-2-yl)-phenylJ
- amide); (2R,4R)-4-Methoxy-pyrrolidine-1 ,2-dicarboxylic acid 2-{
[4-(5-bromo-2- oxo-2H-pyridin-]-yl)-2-fluoro-phenyl]-amide}
1-[(4-chloro-phenyl)-amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(4-chloro  10
phenyl)-amide] 2-{[2-fluoro-4-(4-oxo-4H-thieno[3,2-c]pyridin-5-yl)-p
henylJ- 



amide ) ; (2R,4R)-4-Methoxy-pyrrolidine-1, 2-dicarboxylic acid
1-[(4-chloro- phenyl)-amide]
2-{[2-fluoro-4-(4-oxo-1,4-dihydro-imidazo[4,5-c]pyridin-5-yl)-
phenyl]-amide) ; 15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid
2- { [4-(5-chloro-2- oxo-2H-pyridin-l -yl)-2-fluoro-phenyl]-amide 1
1-[(5-chloro-pyridin-2-y1)-amide];  



(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(5-chloro
pyridin-2-yl)-amide]
2-1[2-fluoro-4-(5-fluoro-2-oxo-2H-pyridin-l-yl)-phenyl] - amide}; 20
(2R,4R)-]-(4-{ [ ]-(5-Chloro-pyridin-2-ylcarbamoyl)-4-methoxy -
pyrrolidine-2-carbonyl]-amino) -3-fluoro-phenyl)-6-oxo-
1,6-dihydro-pyridine-3- carboxylic acid; 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(5-chlor o-
pyridin-2-yl)-amide] 2-{[2-fluoro-4-(6-hydroxy-2-oxo-2H-pyridin-
1-yl)-phenyi]- 25 amide); (2R,4R)-] -(4-{ []
-(5-Chloro-pyridin-2-ylcarbamoyl)-4-methox -
pyrrolidine-2-carbonyl]-amino)
-3-fluoro-phenyl)-2-oxo-l,2-dihydro-pyridine-3- carboxylic acid; 



(2R,4R)-1-(4-([1 -(5-Chloro-pyridin-2-ylcarbamoyl)-4-methoxy 30
pyrrolidine-2-carbonyl)-amino}-3-fluoro-phenyl)-6-oxo-1,6-dihydro-pyridine
-2 - carboxylic acid methyl ester, 29 MAY 2006 WO 113/045912 PCT/1 6112
/114 7 5 7 -56 



(2R,4R)-[ 1-(4- { []-(5-Chloro-pyridin-2-ylcarbamoyl)-4-methoxy -
pyrrolidine-2-carbonyl]-amino)-phenyl)-2,5-dioxo-imidazolidin-4-yl)-acetic
acid; (2R,4R)-1-(4- { [ 1-(5-Chloro-pyridin-2-ylcarbamoyl)-4-methoxy-
pyrrolidine-2-carbonyl)-amino
}-3-fluoro-phenyl)-2-oxo-1,2-dihydro-pyridine-3- 5 carboxylic acid methyl
ester, (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic   acid 1-[(5-chlor  



pyridin-2-yl)-amide]
2-([2-fluoro-4-(2-oxo-3-trifluoromethyl-2H-pyridin-1-yl - phenyl]-amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic  acid 1-[(5-chloro 10
pyridin-2-yl)-amide]
2-([2-fluoro-4-(4-hydroxy-2-oxo-2H-pyridin-l-yl)-phenyl]- amide);
(2R,4R)-1-(4- { [ 1-(5-Chloro-pyridin-2-ylcarbamoyl)-4-methoxy- 



pyrrolidine-2-carbonyl)-amino }
-3-fluoro-phenyl)-6-oxo-1,6-dihydro-pyridine-2- carboxylic acid; 15
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloro-
pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(2-oxo-5-trifluoromethyl-2H-pyridin-1-yl)- phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro- 



pyridin-2-y1)-amide]
2-([4-(6-cyclopropyl-2-oxo-2H-pyridin-1-yl)-2-fluoro- 20 phenyl]-amide);
(2R,4R)-1-(4- ([ 1-(5-Chloro-pyridin-2-ylcarbamoyl)-4-methox y-
pyrrolidine-2-carbonyl]-amino)-3-fluoro-phenyl)-6-oxo-1,6-dihydro-pyridin
e-3- carboxylic acid ethyl ester,
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid ]-[(5-chloro 



25 pyridin-2-yl)-amide]
2-{[2-fluoro-4-(3-hydroxy-2-oxo-2H-pyridin-1-yl)-phenyl]- amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide]
2-([4-(3,3-dimethyl-2-oxo-azetidin-l-yi)-phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid l-[(5-chlonr 30
pyridin-2-yl)-amide] 2-{[2-fluoro-4-(7-oxo-7H-thieno[2,3-c]pyridin-6-yl)- 



phenyl]-amide); 29 MAY 2006 WO 113/1145912 PCT/1 6112 /111 7 5 7 -57
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide]
2-{[2-fluoro-4-(2-oxo-l-aza-spiro[4.5)dec-l-yl)-phenyl)- 



amide); (2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid
2-([4-(3-benzoyl-2- 5 oxo-2H-pyridin-1-yi)-2-fluoro-phenyl]-amide)
1-[(5-chloro-pyridin-2-yl)-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro
pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(2-methyl-5-oxo-pyrrolidin-I-yl)-phenyl]- amide}; 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro- 10
pyridin-2-yl)-amide] 2-{[2-fluoro-4-(2-methyl-6-oxo-piperidin-1-yl)-
phenyl]- amide); (2R,4R)-4-Methoxy-pyrrolidine- l,2-dicarboxylic acid
2-{[4-(3- acerylsulfamoyl-2-oxo-2H-pyridin-I-yl)-2-fluoro-phenyl]-amide)
1-[(5- chloro- pyridin-2-yl)-amide]; 



15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1 -[(5-chloro-
p),ridin-2-yl}amide) 2- {
[2-fluoro-4-(2-oxo-thiazolidin-3-yl)-phenyl]-amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro
pyridin-2-yl)-amide]
2-([2-fluoro-4-(3-methyl-2-oxo-piperidin-I-yi)-phenyl]- amide}; 20
(2R,4R)-4-Methoxy-pyrrolidine-1 2-dicarboxylic acid I-[(5-chloro- 



pyridin-2-yl)-2mide] 2-{[2-fluoro-4-(2-oxo-3-sulfamoyl-2H-pyridin-1-yl)-
phenyl]-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(5-chloro- pyridin-2-yl)-amide) 2-{
[4-(2,5-dioxo-2,5-dihydro-pyrro)-l-yl)-phenyl]-amide);  25
(2R,4R)-4-Methoxy-pyrrolidine-1.2-dicarboxylic acid 2-{[4-(3-amino-2
oxo-2H-pyridin-3-yl)-2-fluoro-phenyl]-amide}
1-[(5-chloro-pyridin-2-yl)-amide];  



(2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(2-oxo-3-phenoxy-2H-pyridin-l-yl)-phenyl]- amide); 30
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-
pyridin-2-yl)-amide] 2-{
[4-(2,2-dimethyl-5-oxo-pyrrolidin-l-yl)-2-fluoro-phenyl]- amide); 



29 MAY 2006 WO 0 3/14 5 91 2 -58 PCT/1B02/04757
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro-
pyridin-2-yl)-amide] 2-1
[2-fluoro-4-(3-nitro-2-oxo-2H-pyridin-]-y])-phenyl)- 



amide); (2R,4R)- ] -(4- [ [I -(5-Chloro-pyridin-2-yicarbamoyl)-4-methoxy 5
pyrrolidine-2-carbonyl]-amino)-3-fluoro-phenyl)-2-oxo-1,2-dihydro-pyridine
-3- carboxylic acid tert-butyl ester;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-[[4-(2,5-dioxo-pyrrolidin-]-yl)-phenyl]-amide);  



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-[[4-(3 10
benzothiazol-2-yl-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide}
1-[(5-chloro- pyridin-2-yl)-amide];
(2R,4R)4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-[ [4-(3-amino-4,6-
dimethyl-2-oxo-2H-pyridin-]-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro-pyridin-2- yl)-amide]; 



15 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide) 2-[
[4-(3-diethylaminomethyl-2-oxo-2H-pyridin-l-yl)-2- fluoro-phenyl]-amide };
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-[ [4-(3-
aminomethyl-2-oxo-2H-pyridin-l-y1)-2-fluoro-phenyl]-amide} 1-[(5-chloro-
20 pyridin-2-yl)-amide]; 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-[
[2-fluoro-4-(3-methyl-5-nitro-2-oxo-2H-pyridin-1-yl)- phenyl)-amide);
(2R,4R)-Acetic acid 1-(4-1[1-(5-chloro-pyridin-2-ylcarbamoyl)-4 25
methoxy-pyrrolidine-2-carbonyl]-amino)-3-fluoro-phenyl)-2-oxo-I,2-dihydro
- pyridin-3-yl ester, 



(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl}amide]
2-({4-[3-(cyclopentanecarbonyl-amino)-2-oxo-2H-pyridin-l-
yl]-2-fluoro-phenyl )-amide); 30
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-[[4-(5-amino-3-
methyl-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide}
l-[(5-chloro-pyridin-2- yI)-amide]; 



29 MAY 2006 WO 113 /114 5 9 1 2 PCT/IB112 /0 4 7 5 7 -59
(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid ]-[(5-chloro-
pyridin-2-yl)-amide] 2-({ 2-fluoro-4-[2-oxo-3-(pyridin-4-y]carbamoyl)-2H-



pyridin-1-yl]-phenyl )-amide);
(2R,4R)-4-Methoxy-pyrrolidine-12-dicarboxylic acid 1-[(5-chloro- 5
pyridin-2-yl)-amide] 2-([4-(3,5-dichloro-2-oxo-2H-pyridin-1-yl)-2-fluoro-
phenyl]-amide}; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4-(3-amino-5- bromo-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
]-[(5-chloro-pyridin-2- 



y1)-amide]; 10 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(5-chloro- pyridin-2-yl)-amide]
2-([4-(3-cyano-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]- amide);
(2R,4R)-4-Methoxy-pyrrolidine-1.2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide]
2-([4-(3-cyano-2-oxo-5-phenyl-2H-pyridin-1-yl)-2-fluoro- 



15 phenyl]-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(5-chloro- pyridin-2-yl)-amide] 2-(
[4-(3-ethyl-6-methyl-2-oxo-2H-pyridin-I-yl)-2-fluoro- phenyl]-amide) ;
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 20
pyridin-2-yl)-amide]
2-([4-(3-cyano-4-dimethylamino-2-oxo-2H-pyridin-1-yl)-2- 



fluoro-phen yl )-amide) ; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid 1-[(5-chloro- pyridin-2-y])-amide] 2-(
[2-fluoro-4-(4-methyl-3-nitro-2-oxo-2H-pyridin-l-yl)- phenyl]-amide); 25
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide] 2-(
[2-fluoro-4-(5-nitro-2-oxo-3-trifluoromethyl-2H-pyridin- 



I -yl)-phenyl]-amide) ; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic
acid 2-([4-(5-amino-6-
oxo-6H-[3,4'}bipyridinyl-l-yl)-2-fluoro-phenyl)-amide)
1-[(5-chloro-pyridin-2- 30 yl}amide]; 29 MAY 2006 WO 03/045912 



-60 PCT/1BII2/114757 (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4-(5-chloro-3- nitro-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro-pyridin-2-yi)- amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{[4-(3-carbamoyl- 



5 2-oxo-5-trifluoromethyl-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide) I
-[(5-chloro- pyrid in-2-yl )-amide]; (2R,4R)-5-Bromo-] -(4- ([
]-(5-chloro-pyridin-2-ylcarbamoyl)-4-methoxy-
pyrrolidine-2-carbonyl]-amino)-3-fluoro-phenyl)-2-oxo-]
,2-dihydro-pyridine-3- carboxylic acid isobutyl ester, 10
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{[4-(3-chloro-2- 



oxo-5-trifluoromethyl-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro- pyridin-2-yl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{[4-(3-bromo-5-
chloro-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro-pyridin-2- 15 yl)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(5-bromo-3- 



nitro-2-oxo-2H-pyridin-]-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro-pyridin-2-yl)- amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chloro 20
pyridin-2-yl)-amide] 2-
([2-fluoro-4-(3-nitro-2-oxo-5-trifluoromethyl-2H-pyridin- I
-yl)-phenyl]-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(5-chloro- 



pyridin-2-yl)-amide]
2-{[2-fluoro-4-(5-methyl-3-nitro-2-oxo-2H-pyridin-1-yl)- phenyl]-amide);
25 (2R,4R)-5-Chloro-l-(4-{ [I-(5-chloro-pyridin-2-ylcarbamoyl)-4-methoxy-
pyrrolidine-2-carbonyl)-amino)-3-fluoro-phenyl)-2-oxo-1,2-dihydro-pyridin
e-3- carboxylic acid methyl ester; (2R,4R)-5-Chloro-]
-(4-([]-(5-chloro-pyridin-2-ylcarbamoyl)-4-methoxy- 



pyrrolidine-2-carbonyl]-amino)-3-fluoro-phenyl)-2-oxo-1,2-dihydro-pyridin
e-3- 30 carboxylic acid; 29 MAY 2006 WO 03/045912 PCT/1B02/04757 -61 



I (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-([4-(4-benzyloxy-
2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
l-[(5-chloro-pyridin-2-yl)- amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{ [4-(4-amino-5- 5
fluoro-2-oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro-pyridin-2- 



yl)-amide]; (2R,4R)-4-Methoxy-pyrrolidine-I.2-dicarboxylic acid
1-[(5-chloro- pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(5-nitro-2-oxo-2H-pyridin-1-yl)-phenyl]- amide) ; 10
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chioro-
pyridin-2-yl)-amide] 2-{[2-fluoro-4-(6-methyl-3-oxo-3H-isoquinolin-2-yl)-



phenylJ-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-1(5-chioro- pyridin-2-yl)-amide]
2-([2-fluoro-4-(4-methyl-5-nitro-2-oxo-2H-pyridin-1-yl)- 15
phenyl]-amide}; (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
2-([4-(5- acetylamino-2-oxo-2H-pyridin-l-yl)-2-fluoro-phenyl]-amide)
1-[(5-chloro- 



pyridin-2-yl)-amide); (2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid
1-[(5-chioro 20 pyridin-2-yl)-amide]
2-{[2-fluoro-4-(l-oxo-IH-isoquinolin-2-yl}phenyl]-amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{ [4-(4-amino-2-
oxo-2H-pyridin-1-yl)-2-fluoro-phenylJ-amide)
1-[(5-chloro-pyridin-2y9)-amide];
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid I-[(5-chloro- 



pyridin-2-yl)-amide] 2-{
[2-fluoro-4-(6-oxo-6H-[3,4]bipyridinyl-I-yl)-phenyl]- 25 amide);
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 1-[(5-chioro-
pyridin-2-yl)-amide]
2-([2-fluoro-4-(3-oxo-3H-isoquinolin-2-yl)-phenyl]-amide};
(2R,4R)-4-Methoxy-pyrrolidine-1,2-dicarboxylic acid 2-{ [4-(4-bromo-2
oxo-2H-pyridin-I-yl)-2-fluoro-phenyl]-amide}
I-[(5-chloro-pyridin-2-yl)-amide];  



30 (2R,4R)-4-Methoxy-pyrrolidine-I,2-dicarboxylic acid 1-[(5-chloro-
pyridin-2-yl)-amide]
2-{[2-fluoro-4-(4-oxo-4H-furo[3,2-c]pyridin-5-yl)-phenyl]- amide); 29 MAY
2006 WO (13/4145912 PCT/1602/14757 -62 



(2R,4R)-4-Methoxy-pyrrolidine-l,2-dicarboxylic acid l-[(5-chloro-
pyridin-2-yl)-amide] 2-{[2-fluoro-4-(I-oxo-IH-[2.6]naphthyridin
-2-yl)-phenyl]- amide); (2R,4R)-4-Methoxy-pyrrolidine-1 ,2-dicarboxylic
acid 2-1[4-(5-bromo-2 - 5 oxo-2H-pyridin-1-yl)-2-fluoro-phenyl]-amide
1-[(5-chloro-pyridin-2-yl)-amide];  



(2R,4R)-4-Methoxy-pyrrolidine -1,2-dicarboxylic acid 1- [(5-chloro
pyridin-2-yi)-amide) 2-{ [2-fluoro-4-(4-oxo-4H-thieno[3,2-
c]pyridin-5-yl)- phenyl]-amide); (2R,4R)-4-Methoxy-pyrrolidine- l
,2-dicarboxylic acid l -[(5- chloro 10 pyridin-2-yl)-amide]
2-{[2-fluoro-4-(4-oxo-1,4-dihydro-imidazo[4,5-c ]pyridin-5-
yl)-phenyl]-amide); 



4,5-Dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4-chloro-phenyl)-amide]
5-{ [2-fluoro-4-(2-oxo-2H-pyridin-l-yl)-phenyl)-amide);
3-Hydroxymethyl-4,5-dihydro-pyrazole-1,5-dicarboxylic  acid 1-[(4 15
chloro-phenyl) -amide] 5-{ [2-fluoro-4-(2-oxo-2H-pyridin-1-yl)
-phenyl]-amide);  5-Methyl-4,5-dihydro-pyrazole-1,5-dicarboxylic  acid
1-[(4-chloro- phenyl}amide] 5-{
[2-fluoro-4-(2-oxo-2H-pyridin-l-yl)-phenyl]-amide); 



3-Methoxymethyl-4 ,5-dihydro-pyrazole-1,5-dicarboxylic acid 1-[(4-
chloro-phenyl)-amide] 5-{
[2-fluoro-4-(2-oxo-2H-pyridin-1-yl)-phenyl]-amide);  20
4,5-Dihydro-pyrazole-1,5-dicarboxylic  acid 1-[(5-chloro-pyridin-2-yl)-
amide] 5-1[2-fluoro-4-(2-oxo-2H-pyridin-I-yl )-phenyl]-amide);
3-Hydroxymethyl-4,5-dihydro-pyrazole-1 ,5-dicarboxylic acid l-[(5-
chloro-pyridin-2-yl)-amide] 5-{ [2-fluoro-4-(2-oxo-2H-pyridin-
1-yl)-phenyl]- 



amide);  25 5-Methyl-4,5-dihydro-pyrazole-1,5-dicarboxylic  acid 1-[(5-
chloro-pyridin- 2-yl}amide ] 5-{[2-fluoro-4-(2-oxo-2H-pyridin-1-yl)
-phenyl]-amide];  3-Methoxymethyl-4,5-dihydro-pyrazole-1,5-dicarboxylic
acid 1-[(5 chloro-pyridin-2-yl)-amide] 5-{[2-fluoro-4-(2-oxo-2
H-pyridin-1-yl)-phenyl]- amide); 



30 4,5-Dihydro-pyrazole-1,5-dicarboxylic  acid
1-[(4-chloro-phenyl)-amide]
5-([4-(2-methyl-thiazo]-4-y1)-phenyl]-amide};  
























































































