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CLAIMS

1. A compound of formula (1} or a salf thereof,

wherein

A is selected from:
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wherein R%fs selected from OH, OCHs, NH,, NHMe, NMe,, NHCOMe and NHCOH;

R* is sélected from:
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wherein

R™ is independently selected from OCHs, CH.(Hs, OH, OCF; and H;

R'"is selected from H, -O-(C1-Cu)alkyl, hafb, OCFs, CN, -C(O)NR®R™, -C(O)-morpholinyl-4-yl
hydroxy-azetidin-1-yl-carbonyl, -CH.NRR'®, -CH,;NR®-C(O)R™, CH,CN, methyl-imidazolyl-, -
CH,C(OINR®R'®, -CH,C(O)OH, -C(QfOH, -CH.C(O)O-(C1-Cu)alkyl, -N(R®)-C(O)~(C1-Ca)alkyl, -
NR°R' and (C+-C,)alkyl optionally’substituted by 1 or 2 OH:

3

R is selected from H, O(C/£
NR°R", -C(OINR°R™, -C}

salkyl, ~-CHC(OINR®R, -CH,C(0)O-(C1-Cy)alkyl, -CH,C(O)OH, -
SNRPR, -C(0)OCH; and -CH,CN:

R™ is selected from 4 f O(Cy-Cy)alkyl, OH, CH,NRR™, -NR°R™ and azetidin-1-yl, said azetidin-1-yl
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R% is selected from -NR°R'™, -CH,NR°R'™, C(O)NR®R"® and CN:

R is selected from:

H,

heterocyclyl'-C(0)-(CHaz).-,

(C1-Cy)akkyl-, said (C4-Cy)alkyl- being optionally substituted with 1 @f 2 substituents
independently selected from OH, =0, ,
heterocyclyl’-(C+-Cy)alkyl-, wherein said alkyl of heterocycly} -(C;-C4)a|kyl- is optionally
substituted by 1 or 2 OH, and said heterocycly!' can be 0tonaily substituted by methyl or
athyl,

(C4-Cy)alkyl-O-C(O)-(CHz)mm, and

cyano;

R® is selected from:

H,

(C4-Cq)alkyl-, optionally substituted wif (C4-C4)alkoxy,
(C+-Cas)alkoxy, optionally substituteg/with (C4-Cy)alkoxy,
(C4-Ca)alkoxy(C1-Ca)alkoxy(C+-Chalkyl-,

halo, |
R%(R")N-C(O)-(CHz)ur,

cyano,

RYR'ON-(CH2)mr,

R*R™)N-(CH2)n-OACH)m-,

(C1-Ca)alkyl-C{QF(RN-(CH ),
-0-{CHy),-hejéroaryl?;

Said methyl or ethyl is optionally substituted with 1, 2 or 3 fluoro substituents;
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each R? is independently selected from H, methyl or ethyi;

each R" is independently selected from H and (C-C4) alkyl wherein said (C1-Cs) Alkyl is optionally
substituted by 1 or 2 substituents independently selected from methoxy, ethoyd, hydroxy and halo;
or R? and R, together with the N atom to which they are attached, canbin to form a saturated 5 or
8 membered heterocyclic ring further comprising ring carbon atoms gfd optionally one ring
heteroatom independently selected from N, O and S, and whereindvhen the ring contains a S atom,

said S is optionally substituted with one or two oxo substituents/
R™is H, (Cy-Cylalkyl, (C+-Cs) alkoxy or halo;
R™is H or halo;

R is selected from NH,, -C{O)OH, -NH{(C(O) of 3) and -C(O)- NH{CH3);

R™ is selected from -C({O)- NRY(R'%), (Ci-@5)alkyl, -C(O)(Cy-Ca)alkyl,-C(O)O(C,-Cy)alkyl:

each R¥is independently selected frgm H, halo, cyclopropyl and (C;-C.)alkyl;

nis1,2or3;
pis0,1,20r3;

heterocyclyl’ is a 3, 4, 54r 6 membered fully saturated or partially unsaturated monocyclic group
comprising ring carbogf atoms and 1 or 2 ring heteroatoms independently selected from N, O and S;

heteroaryl® is 5 gf 6 membered fully unsaturated monocyclic group comprising ring carbon atoms
and 1,2, 3 orA

number of Jfing S atoms does not exceed 1, and the total number of ring O atoms does not exceed

ring heteroatoms independently selected from N, O and S, wherein the total
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mis0, 1or2.

* indicates the point of attachment to the remainder of the molecule.

2. A compound or salt thereof according to claim 1, wherein A is selected § om:
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A copipound or salt thereof according to any of claims 1 to 3, wherein B is selected from:
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* * *
/i Vs
Cl , Ci N and N
5. A compound or salt thereof according to claim 1 or claim/4, wherein each R' is

independently selected from chloro, fluoro and methyl.

6. A compound or salt thereof according to any of claims 1/4o 3, wherein R? is selected from
chloro and cyano.

7. A compound or salt thereof according to any of glaims 1 to 6, wherein R® is selected from

isopropyl, cyclobutyl, cyclopropyl, 2-methoxy-1-methyjfethyl and 2-hydroxy-1-methyl-ethyl.

A compound or salt thereof according to ghy of claims 1 to 7, wherein R* is selected from

; , and
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10. A compound or salt thereof according to any of claims 1 to 9, wherein R* is selected,from

0 0 0
N N N N
*—%:\>—NH2* A%i\}—N/H *{%J *‘{
- — VAR

: . and

11. A compound or salt thereof according to any of claims 1 o 10, whefein R® is selected from:

e (C4-Cslalkyl-, said (Ci-Cjalkyl- being optionally substitutéd with 1 or 2 substituents
independently selected from OH, =0,
o (Cq-Cylalkyl-O-C(O)-(CH2}m-, and
s Ccyano.
12. A compound or salt thereof according to any of £laims 1 to 11, wherein R®is H.

13. A compound or salt thereof according toAny of claims 1 and 4-12, wherein R® is selected

from:
e H,
+ methyl,
«  methoxy
o fluoro
s chloro

e cyano and
e -C(O)NH,.

14. A compound #r salt thereof according to any of claims 1-3 and 5 to 13, wherein R is
selected from H apd (C,-Cs)alkyl-, in particular H and methyl.

15. A coffipound or salt thereof according to any of claims 1 to 14, wherein the compound of

formula {}¥ has the sterecchemistry shown in formula (1A):
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(1A)

16. A compound or salt thereof according to any of claims 1-14 /wherein the compound of
formula (1) has the stereochemistry shown in formula (IB):

(IB)

17. A compound of formula (1) or a salt thefeof, selected from:

1; 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(5-fluoro-2-methoxy-phenyl)-1-
isopropyl-4-0x0-5,6,-dihydro-1H-pyrrgfo[3,4-d]imidazol-4-one

2 5-(5-Chloro-2-methyl-phengl)-6-(4-chloro-2-methyl-phenyl)-2-(6-fluoro-2-methoxy-phenyl}-1-
isopropyl-4-0x0-5,6,-dihydro-1Hpyrrolo[3,4-d]imidazol-4-one

3 5-(5-Chioro-2-methyl/phenyl)-6-{4-chloro-2-methyl-phenyl)-1-isopropyl-2-(2-
trifluoromethoxy-phenyl)-2,6,-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
3-[5-(5-Chloro2-methyl-phenyl)-6-(4-chloro-2-methyi-phenyl)-1-isopropyl-4-oxo-1,4,5,6-




WO 2013/111105 PCT/IB2013/050655

- 423 -

8: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(2-methoxy-pyridin-3-g)-1-
isopropyl-5,6,-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

9: 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-gXo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl benzamide

10: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl}-1-isopropyl-4£oxa-1,4.,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-N-methyl benzamide

11: 3-{5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isghropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl}-N-(2-hydroxyethyl)-4-methoxy-bghzamide

12: 3-[5-(5-Chioro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl 1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-N-isopropyl-4-methoxy-begzamide

13: 5-(5-Chloro-2-methyl-phenyl}-6-{4-chloro-2-methyl-phedyi)-1-isopropyl-2-[2-methoxy-5-
(morpholine-4-carbonyl})-phenyl]-5,6-dihydro-1H-pyrrolo]3,4A4limidazol-4-one

14: 5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methy-phenyl)-2-[5-(3-hydroxy-azetidine-1-
carbonyl}-2-methoxy-phenyl]1-isopropyl-5,8-dihydro-1JA-pyrrolo[3,4-dlimidazol-4-one

15; 5-(5-Chioro-2-methyl-phenyl)-G6-(4-chloro-2-pmethyl-phenyl}-1-isopropyl-2-(3-methoxy-
pyridin-4-y1)-5,6,-dihydro-1H-pyrrolo[3,4-d]imidazél-4-one

16: 2-{5-Amino methyl-2-methoxy-phenylb-(5-chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-
phenyl}-1-isopropyl-5,6-dihydro-1H-pyrrolof8,4-dlimidazole-4-one

17: N-{3-[5-(5-Chloro-2-methyl-phenyf)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-0xo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yll#d-methoxy-benzyl}-acetamide

18: 5-(5-Chloro-2-methyl-phenyt)-6-(4-chloro-2-methyl-phenyl}-2-(5-hydroxymethyl-2-methoxy-
phenyl}-1-isopropyl-5,6-dihydro-#H-pyrrole{3,4-dlimidazole-4-one

19: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(5-hydroxymethyl-2-methoxy-phenyi)-1-
isopropyl-5,6-dihydro-1H-p#rrolo[3,4-dlimidazole-4-one

20: 5-(3-Chloro-2-flygro-phenyl)-6-(4-chloro-phenyl)-2-(5-hydroxymethyl-2-methoxy-phenyl)-1-

isopropyl-5,6-dihydro/1 H-pyrrolof3,4-dJimidazole-4-one
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24;  3-[5-(5-Chloro-2-methyl-phenyl)-6-{4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahyd
pyrrolo[3,4-dlimidaol-2-yl]-4-methoxy-benzonitrile /

25: 5-(5-Chloro-2-methyl-phenyl!)-6-(4-chloro-phenyl)-1-isopropyl-2-[2-methoxy-5-(mgfpholine-
4-carbonyl)-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

26: 4-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5 ;fetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-3-methoxy-benzonitrile

27 9-(6-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pypmidin-5-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

28: 9~(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl}-2-(3,6-pyridazinA-yl)-1-isopropyl-5,6-
dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

29: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-242,6-dimethoxy-pyridin-3-yi)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

30: 5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-phergl)-1-isopropyl-2-(4-methoxy-
pyrimidin-5-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

31 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyt}- {Aisopropyl-2-(4-methoxy-2-methylamino-
pyrimidin-5-yi)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-ghe

32: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phegyl)-2-(2,6-dimethoxy-pyridin-3-y!)-1-isopropyl-
5,6-dihydro-1H-pyrrolo[3,4-dfimidazol-4-one y

33 5-(5-Chloro-2-methyl-phenyl)-6-(4-chlorg henyi)-2-(2,6—dimethoxy—pyridin-3-yl)-1-isopropyi-
5,6-dihydro-1H-pyrrolo[3,4—d}imidazo!-4—one |

34: 3-[5-(5-Chloro-2-methyl-phenyl)-6A4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-4-gthyl-benZonitrile

35: 5-(6-Chloro-2-methyl-phen; 6-(4-chloro-2—methyl—phenyl)-2-(2-dimethylamino-4—methoxy~
pyrimidin-5-yl)- 1-isopropyl-5,6-difydro-1 H-pyrrolo[3,4-d]imidazol-4-one
36: 5-(56-Chloro-2-methyl-phenyl)-6-(4-chioro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-

5-yl)-1-isopropyl-5,6-dihydpb-1H-pyrrolo[3,4-dlimidazol-4-one

37; 2-(2-Amino-4-mgthoxy-pyrimidin-5-yl)-5-(5-chloro-2-methyl-phenyl)-8-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydr@=1H-pyrrolo[3,4-dJimidazol-4-one

38: 5-(5-Chlogo-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-{2-[(2-hydroxy-ethyl)-methyl-amino]-4-
methoxy-pyrirdin-5-yl}-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

39 5-(54Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-[2-(2-hydroxy-ethyl aminc)-4-methoxy-
pyrimidip 5-yl}-1 -isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
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40: 4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl}-5-(5-chloro-2-methyl-phenyl)-3-isopropyl-8-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile '

41; 4-[5-(5-Chloro-2-methyl-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino-py midin—5-y1)—6-
0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

42: 4-[5-(5-Chloro-2-methyl-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimigdin-5-yl)-3-isopropyl-
6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yll-benzonitrile

43: 4-[5-(5-Chloro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yl)-2-(2-dimgthylamino-4-methoxy-
pyrimidin-&-y1)-3-isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolof3,4-d]imidazol-4-yl]-benzonitrile

44: 4-[5-(5-Chloro-1-methyl-6-0x0-1,6-dihydro-pyridin-3-yi)-3-jgopropyl-2-(4-methoxy-2-
methylamino-pyrimidin-5-y!)-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3 A-d]imidazol-4-yl}-benzonitrile

45: 4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-A-methyl-6-ox0-1,6-dihydro-pyridin-3-
yl)-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimigazol-4-yll-benzonitrile

46: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-meghyl-phenyl)-1-isopropyl-2-(4-methoxy-2-
methylamino-pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolgl3,4-dlimidazol-4-one

47: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chlorg/2-methyl-phenyl)-2-(2-ethyl-6-methoxy-pyridin-3-
yl)}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-djigfidazol-4-one

48: 2-(2-Amino-4-methoxy-pyrimidin-541)-5-{5-chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-
phenyl)-1-isopropyl-5,6-dihydro-1H-pyrigio[3,4-d]imidazol-4-one

49: 3-[5-(5-Chioro-2-methyl-phen#l)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-24yl]-4-ethyl-benzonitrile

50: 5-(5-Chloro-2-methyl-phghnyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(4-methoxy-pyrimidin-5-yl)-
§,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

51: 5-(5-Chloro-2-metly -phenyi)—6-(4-ch[oro-2-methyE-phenyI)—2—{2—{(2-hydroxy-ethyi)-methyl-
amino]-4-methoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

52: 5-(5-Chloro-2#methyl-phenyl)-6-(4-chlore-2-methyl-phenyl)-2-[2-(2-hydroxy-ethyl amino)-4-
methoxy-pyrimidin, yE]—‘I -isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

53:  4-[2-(2-Afhino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-2-fluoro-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tetrah ro-pyrrolo[S,4—d]imidazol—4-yl]~benzonitrile

54; 4-[54(3-Chloro-2-fluoro-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino-pyrimidin-5-yi)-6-
oxo-3,4, ,-tetrahydro-pyrroIo[3,4-d]Emidazol-4—yl]—benzonitriie

55:  /4-[5-(3-Chloro-2-flucro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-yl)-3-isopropyl-6-
o0x0/3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yi]-benzonitrile
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56; 4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl}-5-(3-chloro-4-fluoro-phenyl)-3-isopropyi- 6-0—
3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-henzonitrile
57: 4-[5-(3-Chloro-4-flucro-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino- pyrs din-5-yl)-6-
0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile
58: 4-[5-(3-Chloro-4-fluoro-phenvl)-2-(2-dimethylamino-4- methoxy—pynmtdx -yI)—3-isopropyl—6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-benzonitrile _
59: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-[2-(3-hydroxy-gmethyl-azetidin-1 -y1}-4-
methoxy-pyrimidin-5-yl]-1-isopropyl-5,6-dihydro-1H-pyrrolo]3,4-dJimidaZol-4-one
60: 5-(5-Chloro-2-methyl-pheny!)-6-(4-chloro-2-methyl-phenyl)-242-(3-hydroxy-3-methyl-
azetidin-1-yl)-4-methoxy-pyrimidin-5-yi]-1-isopropyl-5,6-dihydro-1 -pyrro[0[3,4-d]imidazo!-4-one
61: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-[2-(8-hydroxy-azetidin-1-yl}-4-methoxy-
pyrimidin-5-yl]-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimigazol-4-one
62: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-[2-(3-hydroxy-azetidin-1-y1)-4-
methoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyfrolo[3,4-dlimidazol-4-one

63: 2-(4-Amino methyl-2-methoxy-phenyl-5-(5-¢ghloro-2-methyl-phenyl)-6-(4-chloro-phenyi)-1-

65: 5-(5-Chloro-1-methyl-6-0x0-1 ,6 gihydro-pyridin-3-y1)-6-(4-chloro-phenyl}-2-(2,4-dimethoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydgs-1H-pyrrolo[3,4-dJimidazol-4-one

66: 5-(5-Chloro-1-methyl-6-oxgt 1,6-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2-
dimethylamino-4-methoxy-pyritfidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
67: 2-(2-Amino-4-methoyg-pyrimidin-5-yl)-5-(5-chioro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yl)-
6-(4-chloro-phenyl)}-1-isopfopyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

68; 3-[5-(5-Chloro-#methyl-6-oxo-1,6-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-1-isopropyl-4-
oxo-1,4,5,6-tetrahygfo-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

69: 5-(3-Chloyb-2-fluoro-phenyl}-6-{4-chloro-phenyl)-1-isopropyl-2-{2-methoxy-5-(morpholine-4-
carbonyl}phen¥i]-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

70:  3-[5A3-Chloro-2-fluoro-phenyl)-6-(4-chioro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydpdpyrrolo[3,4-dlimidazol-2-yl}-4-methoxy-N,N-dimethyl benzamide

71: 6-(4-Chloro-2-methyl-phenyl)-5-(4-chloro-pyrimidin-2-yl)-1-isopropyl-2-(2-methoxy-phenyl)-
- dihydro-1H-pyrrolo[3,4-dJimidazol-4-one
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72: 6-(4-Chloro-phenyl}-5-(5-chloro-pyridin-3-y1)-2-(2,4-dimethoxy-pyrimidin-5-yl}-1-isopropyi-
5,6-dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

73: 3-[5-(3-Chlorc-phenyl)-6-{(4-chloro-phenyl)-1-isopropyl-4-0xo-1,4,5,6-tetrahydro-gyrrolo[3,4-
dlimidazol-2-yl]-4-methoxy-N,N-dimethyl benzamide

74: 4-[5-(5-Chloro-2-methyt-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4/x0-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yi]-4-methoxy-N,N-dimethyl benzamide _

75: (S)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-
5-yI)-1-isopropyi-5,6,-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

76: (R}-5-{5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl}-2 A2 ,4-dimethoxy-pyrimidin-
5-yl)-1-isopropyl-5,8,-dihydro-1H-pyrrolof3,4-d]imidazol-4-one /

77: 4-[5-(5-Chloro-2-methyl-phenyl)-3-isopropyl-2-(2-methoxy-phenyl}-6-0x0-3,4,5,6-tetrahydro-
pyrrolof3,4-d]imidazol-4-yl]-benzonitrile /

78 4-[5-(5-Chloro-2-methyl-phenyl)-2-(2-hydroxy-phenyl) isopropyl~6~bxo~3,4,5,6—tetrahydro-
pyrrolof3,4-dlimidazol-4-yll-benzonitrile '

79: 4-[5-(3-Chloro-2-fluoro-phenyl)-2-(2,4-dimethoxy-gyrimidin-5-yl)-3-isopropylt-6-0x0-3,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

80:  4-[5-(3-Chloro-4-fluoro-phenyl)-3-isopropyl-2-(2-methoxy-phenyi)-6-0x0-3,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

81: 3-[5-(3-Chloro-4-fluoro-phenyl)-6-(4
pyrrolo[3,4-d]imidazol-2-yi]-4-methoxy-N,Nédimethyl-benzamide

rano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-

82: 4-[5-{3-Chloro-4-flucro-phenyl)- -2,4-dimethoxy-pyrimidin-5—yl)~3-isopropyl-6—oxo-3,4,5,6-

84: 6-(4-Chloro—phenyl 2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5-(1-methyl-6-0xo-
piperidin-3-yi}-5,6-dihyd| 41 H-pyrrolo[3,4-dlimidazol-4-one

85: 5-(3-Chloro- fiuoro-phenyl)-G-{4-chloro-phenyl)-1-cyclobutyl-2-(2,4-dimethoxy-pyrimidin-5-
y1)-5,6-dihydro-1H rrolo{3,4~d]imidazol—4~one

&6: 5-(5-Chjo 0-2-methyl-phenyl)—6—(4—chloro-pheny[)-‘l -cyclobutyl-2-(2,4-dimethoxy-pyrimidin-5-
yh-5,6-dihydso-1H-pyrrolo[3,4-d]imidazol-4-one

87. -(3-Chloro-4-ﬂuoro-pheny[)-S-cyclobutyl-2-(2,4-dEmethoxy-pyrimidin-5-yl)»6-oxo-3,4,5,6-
tetrahylro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile
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88: 5-(3-Chlaro-4-fluoro-phenyl)-6-(4-chloro-phenyt)-1-cyclopropyl-2-(2,4-dimethoxy pyrip din-5-
yl)-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one _

89: (&)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(5-hydroxymefhyl-2-
methoxy-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one '

90: (R)-5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-phenyi)-2-(5-hydrgdymethyl-2-
methoxy-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one /

g1: 8-{4-Chloro-phenyl)-2~(2-dimethylamino-4-methoxy-pyrimidin-5-yi)-54 ,5-dimethyl-2H-
pyrazol-3-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

92: 6-{4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(2,5-dirgethyl-2H-pyrazol-3-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

93: {4-{5-(3-Chloro-2-fluoro-phenyl)-8-(4-chloro-2-methyl-phedyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl}-5-methoxy-pyridin-2-yii/Acetonitrile

94: 4-[6-(4-Chloro-phenyl)-2-(2-dimethylamino-4-methoy-pyrimidin-5-yi)-1-isopropyl-4-0x0-4,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-5-yl]-3-methyl-benzarpf

95: 4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl}-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolo[3,4-d]imidazol-5-yI}-3-methyl-benzamide

96: 5-(3-Chloro-2-fluoro-phenyi)-6-(4-chlorg/phenyl)-1-isopropyl-2-(5-methoxy-2-oxo-1,2-
dihydro-pyrimidin-4-yl)-5,6-dihydro-1H-pyrrolg]3,4-dlimidazol-4-one

97. 9-(4-Amino-cyclohexyl)-6-(4-chlorgdhenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)- 1-isopropyl-5,6-
dihydro-1H-pyrrolo[3 4-dJimidazol-4-ong’

98: 4-[6-(4-Chioro-phenyl}-2-(2 4Adimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4, 6-dihydro-1H-
pyrrolo[3,4-d]imidazol-5-yl]-cyclohéxanecarboxylic acid

99: N-{4-[6-(4-Chloro-pheny -2-(2,4-dimethoxy~pyrimidin—5-yl)-1—isoprOpyI-4-oxo-4,6-dihydro-
1H-pyrrolo[3,4-dJimidazol-541]-cyclohexyl}-acetamide

100:  4-[5-(5-Chloro-1-#ethyl-2-oxo-1,2-dihydro-pyridin-3-yi)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-3-isopr@pyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-benzonitrile

dimeghoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one




WO 2013/111103 PCT/IB2013/050655

-429 -

104.  4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydpd-1H-
pyrrolo[3,4-dlimidazol-3-yl]-cyclohexanecarboxylic acid methylamide
105 5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(5-methoxy-1-#ethyl-2-oxo-

i

1 ,2—dihydro-pyridin-4—yl)—5,6-dihydr;5-1 H-pyrrolo[3,4-dlimidazol-4-one

106:  {4-[5-(5-Chlorc-2-m ethyl-phenyi)-6-(4-chioro-2-methyl—phenyl)—‘[-isoprop I-4-0x0-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-5-methoxy-pyridin-2-yl}-acetonitrile

107: {4—[5—(5—Chloro—2-@ﬁethy!‘iphenyl)-6-(4-chioro-phenyl)—1-isopropyi-4 Ox0-1,4,5,6-tetrahydro-
pyrroEo[B,4-d}imidazol-2-yl]-5-r§*ethoxy-pyridin—2—yl}-acetonitrile

108: {4—{5—(5—Chloro—1-i'netﬁS/I-Z-oxo-‘I 2-dihydro-pyridin-3-yl)-6-(4-¢hloro-phenyl)-1-isopropyl-4-
oxo-1,4,5,6-tetrahyd ro-pyrrol§[3,4~d]imidazol~2-yl]-5—meihoxy—pyri dfn-2-yl}-acetonitrile

109: 5-(3-0h|oro-2-ﬂgorogbhenyi)-6-(4-omoro-phenyl)~1 -isoprghyl-2-(5-methoxy-1-methyl-2-oxo-
1,2-dihydro-pyridin-4-y1)-5,6-dihydro-1H-pyrrolo[3,4-dJimidazgfl-4-one

110: 5—(5—ChIoro~2-metﬁyl~phenyl)-6-(4-chloro-pheny!)- sopropyl-2-(5-methoxy-1-methyl~2~oxo-
1 ,2-dihydro-pyridEn-4-3§|)-5,6-dihydro-1 H-pyrrolo[3,4-djifidazol-4-one

111: 5-(5-ChIoro~2.+‘fnethyl~phenyl)-6-(4-chIoro-ph y1)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-((R)-2-
methoxy-1-methyl-ethyl)-5,6-dihydro-1H-pyrrolo[ 34
112: 5-(3-ChIoro—?frﬁuoro~phenyl)—6—(4—chlor phenyl}-2-{2-[(2-hydroxy-ethyl)-methyl-amino]-5-
methoxy—pyr]midin;’é;—‘yi}-1 -isopropyi-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

A
2
3
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o
N
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»
Q
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[

113: 5-(5-ChIoré;’Z-methyI-phenyl)-6—(4 hloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-
5-y)-1-({ R)—2-hyd’foxy-1 -methyl-ethyl)-8,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

114 5—(3—0h!_c")'ro-z-ﬂuoro-pheny] 6-(4-chloro-phenyl)-2-{2-{(2-hydroxy-ethyl)-methyl-amino]-5-
methoxy—pyr]médin-4-yl}-1-isopro [-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

115: 5—(5-Cﬁloro-2-methyl- ) nyI)-2-(2,4-dimethoxy—pyrimidin-5-yl)—1-isopr0py1-6-(4-methyl-
cyclohexyl)-5';"6-dihydro-1 HADyrrolo[3,4-d]imidazol-4-one

116: 4-(4;bh|oro-2-m gthyl-phenyl}-5-(5-chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-
yl)-3-isopropyl-6-0x0-, ,,5,6~tetrahyd ro-pyrrolo[3,4-dlimidazole-4-carboxylic acid ethyl ester

117:  5-(5-Chlorgt2-methyl-phenyl}-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-y1)-1-((R)-2-
hydroxy-1-methyf-ethyl)-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

118: '_4-{2- Z-Amino-4-methoxy-pyrimidin-5-y1)-6-(4-chioro-phenyl)-1-isopropyl-4-oxo-4,6-dihydro-
1H-pyr|iol A4-d]imidazol-5-yi]-3-methyl-benzonitrile

119: = A-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrofo[3,4-d]imidazol-5-yi-3-methyl-benzonitrile
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120:  4-Chloro-2-[6-(4-chloro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-#,6-
dihydro-1H-pyrrolo[3,4-dlimidazol-5-yl]-benzonitrile /

121.  5-{5-Chloro-2-methyl-phenyl})-6-(4-chioro-phenyl}-2-{2-[(2-hydroxy-ethyl}-meth amino]—5-
methoxy-pyrimidin-4-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

122:  5-(5-Chloro-2-0x0-1,2-dihydro-pyridin-3-y1)-6-(4-chloro-phenyl)-2-(2,4-dipdethoxy-pyrimidin-
5-y}-1-isopropyl-5,6-dihydro-1H-pyrrolo]3,4-dlimidazol-4-cne

123:  4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropy)#d-oxo-4,6-dihydro-1H-
pyrrolo[3,4-dlimidazol-5-yl]-piperidine-1-carboxylic acid methylamide

124:  4-[5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-yl)-2-(2,4 methoxy—pyrimidin-5-yl)-3—
isopropyl-6-oxo-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-bengbnitrile

125:  4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-A-isopropyl-4-oxo-4,8-dihydro-1H-
pyrrolo{3,4-dlimidazol-5-yl}-piperidine-1-carboxylic acid methyf ester

126:  2-{4-[5-(3-Chloro-2-flucro-phenyh)-6-(4-chloro-phepyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yI]-5-methoxy-pyridin-2-yl}-N- hyi~acetamide

127:  5-(5-Chloro-6-ox0-1,6-dihydro-pyridin-3-yl)-644-chloro-phenyl)-2-(2-dimethylamino-4-
methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1 “pyrrolo[3,4-d]imidazol-4-one

128:  2-(2-Amino-4-methoxy-pyrimidin-5-y1)-6 -chloro-phenyl)-5-(1 J3-dimethyl-2-oxo-
hexahydro-pyrimidin-5-y1)-1-isopropyl-5,6-dilfdro-1H-pyrrolo[3,4-d]imidazol-4-one

129:  6-(4-Chioro-phenyl)-2-(2-dimethy} ino—4—methoxy—pyrimid in-5-yl}-5-(1,3-dimethyl-2-oxo-
hexahydro-pyrimidin-5-yl}-1-isopropyl-5/6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

130:  4-[5-(3-Chloro-2-fluoro-phe
3,4,5,6-tetrahydro-pyrrolo[3,4-dlipfidazol-4-yl]-benzonitrile

3-2-(5-cyanomethyl-2-methoxy-phenyl)-3-isopropyl-6-0x0-

131:  4-[5-(5-Chloro-2-methy-phenyh-2-(5-cyanomethyl-2-methoxy-pyridin-3-yl)-3-isopropyl-6-
oxo-3,4,5,6-tetrahydro-pyrrofo[3,4-d]imidazol-4-yi]-benzonitrile

132: 4-[6-{3-Chloro-2-f oro—phenyt)-z-(5-cya nomethyl-2-methoxy-pyridin-3-yl)-3-isopropyl-6-
ox0-3,4,5,6-tetrahydrofpyrrolof3,4-d]imidazol-4-yl}-benzonitrile

133:.  {5-[5-(3-Chjbro-2-flucro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-

pyrrolo[3,4-dlimigazol-2-yl]-6-methoxy-pyridin-3-yl}-acetonitrile
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136:  {4-[5-(3-Chloro-2-fluoro-phenyl)-6-{4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahyg —
pyrrolof3,4-dlimidazol-2-yl]-5-methoxy-pyridin-2-yl}-acetonitrile _
137 {5-[5-{5-Chloro-2-methyl-phenyl)-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tg

pyrrolof3,4-dlimidazol-2-yi]-6-methoxy-pyridin-3-yi}-acetic acid ethyl ester _
138:  {5-[5-(3-Chloro-2-fluorc-phenyl)-6-(4-cyano-phenyi)-1-isopropyl-4-oxo-1,4,5/6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yl}-acetic acid _
139:  4-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-#,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yll-5-methoxy-pyrimidine-2-carboxylic acid amide
140:  {5-[56-(3-Chloro-2-fluoro-phenyl)-6-(4-chioro-phenyl}-1-isopropyl-4-pxo-1.4,5,6-tetrahydro-
pyrralo]3,4-dlimidazol-2-yl}-6-methoxy-pyridin-3-yl}-acetic acid
141:  {5-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-cyano-phenyl)-1-isoprop¥l-4-oxo-1,4,5,6-tetrahydro-
pyrrolo]3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yl}-acetic acid

142:  4-[(8)-2-(2-Amino-4-methoxy-pyrimidin-5-y1)-5-(3-chloro

3.4,5,6-tetrahydro-pyrrolo[3,4-djimidazol-4-yl]-benzonitrile

-fluoro-phenyl)-3-isopropyl-6-oxo-

143;  4-[(R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl}-5-(3-cffloro-2-fluoro-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-djimidazol-4-yl]-benzonitrjjé
yl)-1-isopropyl-2-[3-(2-methyl-3H-imidazol-4-

144,  5-(5-Chloro-2-methyl-phenyh)-6-(4-chloro-phe
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152:  {56-[6-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-0x0-1,4,5,6-tetyé4 yd ro-
pyrrolo[3,4-dJimidazol-2-yl]-6-methoxy-pyridin-3-yl}-acetic acid ethyl ester |

153:  6~(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-2-(2,4-dimethoxypyrimidin-5-yi)-
1-isopropyl-6-methyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one _

154.  2-{3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-0&o-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-ylj-4-methoxy-phenyl}-N-methyl-acetamide '

185:  2-{3-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyi-4-oxo-1,4,5,6-tetrahydro-

158:  5-(5-Chloro-2-ox0-1,2-dihydro-pyridin-3-yl}-6-{#-chloro-phenyl)-2-(2-dimethylamino-4-
methoxy-pyrimidin-5-yi)-1-isopropyl-5,6-dihydro-1 pyrrolo[3,4-d]imidazol-4-one

199:  2-(2-Amino-4-methoxy-pyrimidin-5-yl)-545-chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-
6-(4-chloro-phenyl)-1-isopropyl-5,6-dihydro-1)A-pyrrolo[3,4-d]imidazol-4-one

160:  4-[(5)-5-(5-Chloro-1-methyl-2-oxo-A,2-dihydro-pyridin-3-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-3-isopropyl-6-0x0-3,4,5,6#etrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

161 4-[(R)-5-(5-Chloro-1-methyi-2,6x0-1,2-dihydro-pyridin-3-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-3-isopropyl-6-oxo-34,5,6-tetrahydro-pyrrolo[3,.4-djimidazol-4-yl]-benzonitrile

162:  {3-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)- 1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-4-# ethoxy—phenyl}-aéetic acid

163:  (R)-5-(5-Chloro-2-g 0-1,2-dihydro-pyridin-3-yl)-6-{4-chloro-phenyl)-2-(2-dimethylamino-4-
methoxy-pyrimidin-5-yl)-/ isopropyE-5,6-d ihydro-1H-pyrrolo[3,4-d]imidazol-4-one

164: (S)-S-(S-Chlo2-oxo-1 ,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-
methoxy-pyrimidin. yI)—1-isopropyE-S,B-dihydro-‘[ H-pyrrolol3,4-dlimidazol-4-one

165 {3-[5-(3-¢ loro-2-ﬂuoro-phenyl)—6—(4—chloro—phen yl)-1-isopropyl-4-ox0-1,4,5,6-tetrahydro-

pyrrolo[3,4—d] idazol-2-yl]-4-methoxy-phenyl}-acetic acid methy! ester

. /4-[5-(3-Chloro-4-fluoro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-y1)-3-isopropyl-6-0x0-3,4,5,6-
rAnydro-pyrrolo[3,4-djimidazol-4-yl}-2-fluoro-benzonitrile
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168:  (R)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-y
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

169:  (8)-5-(5-Chloro-2-methyl-phenyl)-6-{4-chioro-phenyl)-2-(2,4-dimethoxy-pyrimigin-5-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

170:  4-[5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4/5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-5-methoxy-pyrimidine-2-carbonitrile

171:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl}-2-(2-dimethytaming=5-methoxy-pyrimidin-
4-yN)-1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-djimidazol-4-one

172;  5-(5-Chloro-2-methyl-phenyl)-6-(4-chioro-phenyl)-2-(2-dimethyjamino-5-methoxy-pyrimidin-
4-yh)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

173:  3-[5~(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isogropyl-4-0xo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-benzamide 7

174.  3-[5-(3-Chloro-2-flucro-phenyl}-6-(4-chloro-phenyi) -isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yi]-4-methoxy-benzamide

175:  3-[5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-pAenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yI]-4~hethoxy—benzamide "

176:  3-[5-(5-Chloro-1-methyl-6-oxo-1,6-dihydyd
oxo-1,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol/Z-yl]-4-methoxy-benzamide

pyridin-3-yl)-6-(4-chloro-phenyl)-1-isopropyl-4-

177:  5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-y1}-6-(4-chloro-phenyl)-1-isopropyl-2-(4-methoxy-2-
methylamino-pyrimidin-5-yl)-5,6-dihydregt 1H-pyrrolo[3,4-dlimidazol-4-one

178:  5-[6-{4-Chloro-phenyf)-2-(2
pyrrolo[3,4-d]imidazol-5-yi]-1,3-digiethyl-1H-pyrimidine-2 ,4-dione

Ldimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-

179:  5-[B-(4-Chloro-phenyl}Z-(2-dimethylaminoc-4-methoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4 ,6-
dihydro-1H-pyrrolo[3,4-dlimjdazol-5-yl]-1,3-dimethyl-1H-pyrimidine-2,4-dione

180:  5-[2-(2-Amino-4-phethoxy-pyrimidin-5-yl)-6-{4-chloro-phenyl)-1-isopropyl-4-0xo0-4,6-dihydro-
1H-pyrrolof3,4-dlimidgZol-5-yl]-1,3-dimethyl-1H-pyrimidine-2,4-dione

181:  5-{5-Chlorgf2-methyl-phenyl)-6-(4-chloro-phenyl)-1-cyclopropyl-2-(2,4-dimethoxy-pyrimidin-
5-y1)-5,6-dihydrg#1 H-pyrrolo[3,4-d]imidazol-4-one

182:  4-[5-(34Chloro-2-fluoro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyt-6-0x0-3,4,5,6-
tetrahydro pyrrolo[3,4-dJimidazol-4-yi]-3-methyl-benzonitrile

183:  A-[5-(3-Chloro-2-fluoro-phenyl)-3-isopropyl-2-(2-methoxy-phenyl)-6-ox0-3,4,5,6-tetrahydro-
pyrrgidl3,4-dlimidazol-4-yl]-3-methyl-benzonitrile
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184:  5-(3-Chloro-2-flucro-phenyl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimiidin-5-
yh)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

185:  5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-methoxypyrimidin-5-
yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

186:  3-[5-(5-Chloro-2-methyl-phenyl}-6-(4-cyano-2-methyl-phenyl)- 1-isopropyl-£-oxo-1,4,5,8-
tetrahydro-pyrrolof3,4-dJimidazol-2-yi]-4-methoxy-N,N-dimethyl-benzamide

187:  4-[5-(5-Chloro-2-methyl-phenyl)-2-(1-ethyl-5-methoxy-2-oxo-1, 2-dihydro-pyridin-4-yi)-3-
isopropyl-6-o0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl}-benzonitril

188:  4-[5-(5-Chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-y}-3-isopropyl-6-0x0-3,4,5,6-
fetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-3-methyl-benzonitrile

189:  3-[(R)-5-(5-Chioro-2-methyl-phenyl)-6-(4-chloro-phenyl)- JAisopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyf-benzamide

190:  3-[(8)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phegayl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-N,N-difhethyl-benzamide

191:  4-[5-(5-Chloro-2-methyl-phenyl)-3-isopropyl-2A42-methoxy-phenyl)-6-oxo-3,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-4-yl]-3-methyl-benzonitrile

192:  2-(2-Amino-4-methoxy-pyrimidin-5-yi)-5-¢3-chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidagbl-4-one

193:  2-(2-Amino-4-methoxy-pyrimidin-9£yl)-5-(3-chloro-4-fluoro-phenyl)-6-(4-chloro-phenyi)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

194.  3-[6-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-4-metHoxy-benzonitrile

195.  5-(3-Chioro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-[2-methoxy-5-(morpholing-4-
carbonyl)-phenyl}-5,6-dihydpd-1H-pyrrolo[3,4-dlimidazol-4-one

196:  5-(5-Chloro-1-mejhyl-2-oxo-1,2-dihydro-pyridin-3-y1)-6-(4-chloro-phenyl)-2-(2-
dimethylamino-4-meth6xy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
197.  3-[5-(3-Chlgfo-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-ox0-1,4,5,6-tetrahydro-
pyrrolof3,4-dlimidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

198:  5-(3-Chiloro-4-fiuoro-phenyl)-6-{4-chioro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-
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200:  3-[5-(5-Chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-1-isoprepyl-4-
oxo0-1,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide ,
201:  5-(5-Chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-[2-(Z-hydroxy-
azetidin-1-yl)-4-methoxy-pyrimidin-5-yl]- 1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
202 5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)/1-i
methoxy-2-methylamino-pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazo}4-one

203:  (8)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-1-methyl-2-030-1,2-dihydro-pyridin-3-
y1}-6-(4-chloro-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidaz g 4-one

204:  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl}-5-(5-chloro-1-methyfl-2-oxo-1,2-dihydro-pyridin-3-
yl}-6-(4-chloro-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]intdazol-4-one

205:  (S)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-2£nethyl-phenyl)-6-(4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1 H-pyrrolo[S',4-d}imidazol—4~one

206:  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chigfo-2-methyl-phenyl)-6-(4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d}imidazol-4-ong
207 3-[6-{4-Chloro-phenyl}-5+(5-chloro-pyridin-3.4 )-1-isopropyl-4—oxo—1 4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yi]-4-methoxy-N,N-dimetjyl-benzamide

208:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chlorgfphenyl)-2-{2,4-dimethoxy-pyrimidin-5-yl)-1-
isopropyl-5,6-dihydro-1 H—pyfro[o[3,4-d]Emid
209; 3-{5—(5—ChEoro-2-me'thyl-phenyi)-
pyrrolo[3,4-d]imidazo!-Q-yt}-N-E/s,ob"Fop vif4-methoxy-benzamide

0l-4-ane
4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-

210: 5-(3-Chloro—phenS/T);é—(4-ch Bro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-
dihydro-1H-pyrrolo[3,4-dlimidazg
211:  3-[5-(3-Chloro-phenyl}¥6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-pyrrolo[3,4-
dlimidazol-2-yl]-4-methoxy,,
212:  4-[5-(5-Chloro-2-
pyrrolo[3,4-d]imidazo
213:  6-(4-Chlorg

~4-one

henzonitrile
ethyl-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
-yl]-3-methoxy-benzoic acid
t2-methyl-phenyl)-5-(3-chloro-phenyl)-1-isopropyl-2-[2-methoxy-5-(morpholine-

pyrrolo[3,4-d]imidazol-2-yl}-4-methoxy-benzonitrile
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216:  4-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl}-3-methoxy-benzonitrile _

217:  3-[(R)-6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyi-phenyl)-1-isopropyl-4 xo-1 4,5,6-
tetrahydro-pyrrolo[3,4-djimidazol-2-yl]-N-(2-hydroxy-ethyl)-4-methoxy-benzamide /

218: 3—[(8)—6—(4—Chloro—2-methyl—phenyl)-5-(5—chloro-2-methy|-phenyl)-1-isoprI-4-0x0-1 4.5,6-
tetrahydro-pyrro[0[3,4—d]imidazot—Z-yI]—N-(Z-hydroxy—ethyl)—4—meth0xy—benzam'

219:  4-[6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl}-i-isop pyl-4-oxo-1 4,5,6-
tetrahydro-pyrroio[3,4-dlimidazol-2-yl]-N-{2-hydroxy-ethyl}-3-methoxy-bery amide

220:  4-[6-(4-Chloro-2-methyl-phenyi)-5-(5-chloro-2-methyl-phenyl)-1Asopropyl-4-oxo0-1,4,5,6-
tetrahydro-pyrrolof3,4-dlimidazol-2-yl}-N-isopropyl-3-methoxy-benzgfnide

221.  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenylg2-(2-ethyl-phenyl)-1-isopropyl-
5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one "

222:  3-[(R})-6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-mg yl-phenyl)-1 -isopropyl-4-0x0-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl}-4-methoxy-N,N-dip thyl—benzamide

223:  3-[(8)-6-(4-Chloro-2-methyl-phenyl)-5-(5-chlorgf2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazal-2-yi]-4-methoxy-NAN-dimethyl-benzamide

224:  6-(4-Chloro-2-methyl-phenyl)-5-{4-chlorggyridin-2-yl)-2-(5-hydroxymethyl-2-methoxy-
phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3 #dJimidazol-4-one

225:. 3-[(R)-6-{4-Chloro-2-meihyl-phenylF5-{5-chloro-2-methyl-phenyl)-1-isopropyi-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-NAsopropyl-4-methoxy-benzamide

226:  3-[(S)-B8-(4-Chloro-2-methyl-p ny[)—5~(5-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1 4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazcl-g-yl]-N-isopropyl-4-methoxy-benzamide

227  B-(4-Chloro-2-methyl-pHenyl)-5-(5-chloro-2-methyl-pyridin-3-yl}-1-isopropyl-2-(2-methoxy-
phenyl)-5,6-dihydro-1H-pyrre [3,4-d]imidazol-4-one

228:  N-{3-[6-(4-Chloro-Z-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyriolo[3,4-dlimidazol-2-yl]-4-methoxy-benzyl}-2-hydroxy-acetamide

229 5-[5-Chloro-A-(2-hydroxy-ethyl}-6-oxo-1,6-dihydro-pyridin-3-y{]-6-(4-chloro-2-methyl-phenyl)-
1-isopropyl-2-{2-shethoxy-phenyl)-5,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

230:  5-[5-CHfloro-1-(2-methoxy-ethyl}-6-0x0-1,6-dihydro-pyridin-3-yl}-6-(4-chloro-2-methyl-
phenyl)-1-igopropyl-2-(2-methoxy-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

231:  B-(5-Chloro-1-methyl-6-ox0-1,6-dihydro-pyridin-3-yl)-6-(4-chloro-2-methyl-phenyl)-1-
isoprgpyl-2-{2-methoxy-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
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232:  5-(5-Chloro-1-ethyl-6-oxo-1,6-dihydro-pyridin-3-yl)-6-{4-chloro-2-methyl-phenyl)-1-isbpropyl-
2-(2-methoxy-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one |

233 2-(2-Amino-pyridin-4-yl)-5-(3-chloro-2-fluoro-phenyl)-6-(4-chioro-phenyl)-1-isgfropyl-5,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

234:  5-(3-Chloro-2-flucro-phenyl)-6-(4-chloro-phenyl)-2-[5-(1-hydroxy-2-methy propyl)-z-
methoxy-phenyil-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

235:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-2-[5-(1-hydroxy-eghyl)-2-methoxy-phenyi]-
1-isopropyl-5,6-dihydro- 1H-pyrrolo[3,4-d]imidazol-4-one

236:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(4-methoxy-pyridin-3-y1)-5,6-
dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

237:  5-(5-(3-chloro-2-flucrophenyl)-6-(4-chiorophenyl)-1-isopfopyl-4-oxo-1,4,5,6-
tetrahydropyrrolo[3,4-dlimidazol-2-y])-8-methoxy-N,N-dimetiyipyridazine-3-carboxamide

238:  2-(4-(5-(5-chloro-1-methyl-2-oxo-1,2-dihydropyridifi-3-yl)-6-(4-chloro-2-methylphenyl)-1-
isopropyl-4-oxo-1 ,4,5,S-tetrahydropyrrolo[B,4-d]imida 6l-2-yl)-5-methoxypyridin-2-ylYacetonitrile
239 4-(5-(3-chloro-2-fluorophenyl)-2-(2-(cyanométhyi)-5-methoxypyridin-4-yl)-3-isopropyl-6-oxo-
3.4,5,6-tetrahydropyrrolo[3,4-d]imidazol-4-yl)-3-# thyibenzonitrile

240:  4-(5-(3-chloro-4-fluorophenyl)-2-(2-(cygnomethyl)-5-methoxypyridin-4-yl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydropyrrolo[3,4-d]imidazol-4-y)benzonitrile

241:  {4-[5-(3-Chloro-4-fluoro-phenyl)-@-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-5-methoxyfpyridin-2-yli-acetonitrile

242:  4-[5~(5-Chloro-2-methyi-p yI)-2—(2-cyanomethyi-s-methoxy-pyridin~4-yl)-3-isopropyl-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[34-d]imidazol-4-yl]-3-methyl-benzonitrile

243:  6-(4-Chloro-phenyl)-%4(2,6-dimethyl-pyrimidin-4-yl}-1-isopropyl-2-(5-methoxy-1-methyl-2-
oxo-1,2-dihydro-pyridin-4-y)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

244:  5-(3-Chloro-2-flydro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(3-methoxy-1-methyl-6-0xo-
1,6-dihydro-pyridazin#d-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

245:  5-(5-Chlorgt2-methyl-phenyl)-6-(5-chloro-pyridin-2-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)- #-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

6-0x8-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-2-fluoro-benzonitrile
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248:  4-[5-(3-Chloro-2-fluorc-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-6-0x0-3,4/5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-4-yi]-2-fluoro-benzonitrile
249:  4-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl}-56-methoxy-pyrimidine-2-carboxylic acid dimethylamide
250:  {4-{(5)-5-(3-Chloro-2-fluoro-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yi]-5-methoxy-pyridin-2-yl}-acetonitrile
251:  {4-[(R)-5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4,6x0-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yi]-5-methoxy-pyridin-2-yl}-acetonitrile
252:  4-[(5)-5-(5-Chloro-2-methyl-phenyl)-2-(2-cyanomethyl-5-methoxy-pyridin-4-yl)-3-isopropyl-6-
0x0-3,4,5,6-tetrahydro-pyrrolo]3,4-dlimidazol-4-yl}-benzonitrile
253:  4-f(R)-5-(5-Chloro-2-methyl-phenyl)-2-(2-cyanomethyl-5-
6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-djimidazol-4-yl]-benzonitrilg
254:  4-[(8)-5-(3-Chloro-2-fluoro-phenyl)-2-(2-cyanomethyl-2-methoxy-pyridin-4-yl)-3-isopropyl-6-
oxo-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonijfile

285.  4-[(R)-5-(3-Chloro-2-flucro-phenyl)-2-(2-cyanomgthyl-5-methoxy-pyridin-4-yl)-3-isopropyl-6-
0x0-3,4,5,6-tetrahydro-pyrrolo]3,4-d]imidazol-4-yl}-bepzonitrile

256:  4-[5-(3-Chloro-2-fluoro-phenyh)-2-(2,4-dimg oxy-pyrimidin—5~yl)-3-((R)-2-methoxy-1—methyl-
ethyl)-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-djimjdazol-4-yl]-benzonitrile

257 4-[5-(5-chloro-2-methyl-phenyl)-2-(2 A-dimethoxy-pyrimidin-5-yh)-3-{(R)-2-methoxy-1-
methyl-ethyl)-6-oxo-3,4,5,6-tetrahydro-pyolo[3,4-d]imidazol-4-yl]-benzonitrile

258:  5-(3-Chloro-2-fluoro-phenyl)-64-chloro-phenyi)-2-(2,4-dimethoxy-pyrimidin-5-y1)-1-((R)-2-
methoxy-1-methyl-ethyl}-5,6-dihydrgt 1H-pyrrolo[3,4-d]imidazol-4-one

259:  5-(3-Chioro-4-fluoro-phepfl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-((R)-2-
methoxy-1-methyl-ethyl)-5,6-¢f ydro-1H-pyrrolo[3,4-d]imidazol-4-one

260:  6-(4-Chloro-phenyj)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(4-fluoro-3-methyl-phenyl)-1-
isopropyl-5,6-dihydro-15 “pyrrolo[3,4-dJimidazol-4-one

Ethoxy-pyridin-4-yi)-3-isopropyl-

isopropyl-5,6-dihydro-1H-pyrrolof3,4-d]imidazol-4-one
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264 (R)-2-(2-Amino—4-methoxy-pyrimidEn-5-y!)-5-(3-chIoro~4—ﬂuoro-phenyi)-6-(4-chforo7ié:1yl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

265: (S)-2-(2—Amino~4-methoxy—pyrimidEn-5-yl)-5-(3-chIoro—2-ﬂuoro—phenyl)—ﬁ-(4-cro-phenyl)—
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one /

266:  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-2-fluoro-phenyl)-8-(4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one _

267:  6-(4-Chloro-phenyl)-5-(4-fluoro-3-methyl-phenyl)-1-isopropyl-2-{54Anethoxy-1-methyl-2-oxo-
1,2-dihydro-pyridin-4-yl}-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one, gnd

268  6-(4-Chloro-phenyl)-1-isopropyl-2-(5-methoxy-1-methyl-2-0)0-1,2-dihydro-pyridin-4-yl)-5-(2-
methoxy-5-methyl-phenyl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazolA4-one.

269.  5-(5-Chloro-1-methyl-6-0x0-1,6-dihydro-pyridin-3-y1)-64(4-chloro-phenyl)-1-isopropyl-2-(2-
methoxy-pyrimidin-3-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidg 70|-4-0ne

270:.  5-(5-Chloro-1-methyl-6-0x0-1,6-dihydro-pyridin-3¢yl)-6-(4-chloro-2-methyl-phenyl)-1-
isopropyl-2-(2-methoxy-pyridine-3-yl)-5,6-dihydro-1HRyrrolo[3,4-dlimidazol-4-one

271:  6-(4-Chloro-2-phenyl)-5-(1,5-dimethyl-6-030
methoxy-pyrimidin-5-yl}-5,6-dihydro-1H-pyrrolo[# ,4—d]imidazo|-4-one

272:  6-(4-Chloro-phenyl)-5-(1,5-dimethyi-gfoxo-1,6-dihydro-pyridin-3-yh)-1-isopropyl-2-(2-
methoxy-pyridin-3-yl)-5,6-dihydro-1H-pyrrgfo[3,4-dlimidazol-4-one

273 6-(4-Chloro-2-phenyl)-2-(2,4-dirpethoxy-pyrimidin-5-yl)-5-(1,5-dimethyl-6-oxo-1,6-dihydro-
pyridin-S-yI)-1—isopropy[—5,6~dihydr0 H-pyrrolo[3,4-d]imidazol-4-one

274.  B6-(4-Chloro-2-phenyl)-1-cyClobutyl-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(1,5-dimethyl-6-oxo-
1,68-dihydro-pyridin-3-y1)-5,6-dihdro-1H-pyrrolo[3,4-d]imidazol-4-one

275.  5-(5-Chloro-2-methy}phenyl)-6-(5-chloro-pyridin-2-y1)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-1-isopropy}#s,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

276.  5-(5-Chloro-2-rgethyl-phenyl)-6-(5-chloro-pyridin-2-yl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-
isopropyl-5,6-dihydrg£1H-pyrrolof3,4-d]imidazol-4-one

277, 4-[5-(5-Chforo-1-methyl-2-oxo0-1,2-dihydro-pyridin-3-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}

1,6-dihydro-pyridin-3-yl)-1-isopropyl-2-(2-

isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolof3,4-dlimidazol-4-yl]-2-fluorobenzonitrile

)
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280:  (R)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yf)-6-(4-chloro-phenyl)-2-(2- ,
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidgZ 1-4—one
281:  (8)-5~(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-242-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d}i . idazol-4-one
282:  (S)-5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one :

283:  (R)-5-(5-Chloro-2-oxo0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl}/2-(2.4-dimethoxy-
pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one, '.

284:  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro-1-methyl-2-oxo-1,24ihydro-pyridin-3-yl)-2-(2,4-
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

285:  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro-1-methyl-2-oxg€1,2-dihydro-pyridin-3-yi)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dity ro—‘l H-pyrrolof3,4-dlimidazol-4-one
286:  5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-341-6-{4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yi)-1-isopropyl-6-methyl-5,6-dihydro-1H-py#Aolo[3,4-d]imidazol-4-one

287  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro- 1-méthyl-6-0xo-1,6-dihydro-pyridin-3-yl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isoprgpyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazo

l-4-cne

288:  4-[(R)-5-(5-Chloro-1-methyl-2-oxo-142-dihydro-pyridin-3-yl)-2- (2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-3-isopropyl-6-0x0-3,4,5,6Aetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-2-flucro-benzonitrile
289  4-[(S)-5-(5-Chloro-1-methyl-2-gxo-1,2-dihydro-pyridin-3-yi)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-3-isopropyl-6-ox0-3 4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl}-2-fluoro-benzonitrile
290:  6-(4-Chloro-3-fluoro-phepyl)-5-{5-chloro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yl)-2-(2 4-
dimethoxy-pyrimidin-5-yl}-1-igbpropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

291.  6-(4-Chloro-phenyl)(2-(2,4-dimethoxy-pyrimidin-5-y1}-5-{1,4-dimethyl-6-oxo-1,6-dihydro-
pyridin-2-yl)-1-isopropyly,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

292:  6-(4-Chloro-pHenyl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-5-(1,5-dimethyl-2-oxo-1,2-dihydro-
pyridin-3-yl)-1-isopfopyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

293:  6-(4-Chibro-phenyi)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-y1)-5-(1,5-dimethyl-2-oxo-
1,2-dihydro-pyridin-3-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

294:  5-(b-Chloro-1-difluoromethyl-6-oxo-1,6-dihydro-pyridin-3-yl}-6-(4-chloro-phenyi)-2-(2,4-
dimethgxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

295/ bB-(5-Chloro-1-methyl-d3-2-oxo-1,2-dihydro-pyridin-3-yi)-6-(4~chioro-phenyl}-2-(2,4-
dirhethoxy-pyrimidin-5-yi)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
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296: 5-(5-Chloro-1-ethyl-2-ox0-1,2-dihydro-pyridin-3-y1)-6-{4-chloro-phenyl}-2-(2 4-dimethoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d)imidazol-4-one

2897:  5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-y1)-6-(4-chloro-2-methyl-phepy}-2-(2,4-
dimethoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-dlimidazol-4-one

298:  5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-y1)-6-(4-chloro-phenyl)A-isopropyl-2-(4-
methoxy-2-0xo-1,2-dihydro-pyrimidin-5-yl)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazbl-4-one

299.  B-(4-Chloro-phenyl)-5-(2,6-dimethyl-pyrimidin-4-yl)-1-isopropyl-2-(54methoxy-1-methyl-2-
0x0-1,2-dihydro-pyridin-4-y)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-ong

300: 6-(4-Chloro-phenyi)-2-(2,4-dimethoxy-pyrimidin-5-yl}-1-isoprop¥!-5-(3-methoxy-6-methyl-
pyridazin-4-y1)-5,6-dihydro-1H-pyrrolo[3,4-d)imidazol-4-one

301:  5-(5-Chloro-2-methoxy-pyridin-3-yl}-6-(4-chloro-phenyl)-24(2,4-dimethoxy-pyrimidin-5-yi)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

302:  6-{4-Chloro-phenyl)-2-(2-dimethylamino-4-methoxypyrimidin-5-yl}-1-isopropyl-5-(3-
methoxy-6-methyl-pyridazin-4-yi)-5,8-dihydro-1H-pyrrolg{3,4-djimidazol-4-one

303: 6-(4-Chloro-2-fluoro-phenyl)-5-{3-chloro-2-flugfo-phenyh)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo][ ,4~d]imidazol-4"—one

304: 6-(4-Chloro-2-fluoro-phenyl}-5-(5-chloroA-methyl-2-oxo0-1,2-dihydro-pyridin-3-y1)-2-(2,4-
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

305:  6-(4-Chloro-2-fluoro-phenyl)-5-(5-ghloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-y)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one
306.  6-(4-Chloro-phenyi)-2-{2-diméthylamino-4-methoxy-pyrimidin-5-y1)-5-(4-fluoro-2,5-dimethyl-
2H-pyrazol-3-yl)-1-isopropyl-5,6-dgifiydro-1H-pyrrolo[3,4-d]imidazol-4-one

307.  (8)-5-(5-Chloro-1-meth ~—oxo~1,6—dihydro—pyridin-3~yl)-6-(4~chloro-phenyl)—2~(2,4~
dimethoxy-pyrimidin-5-yl)-1-igopropyl-5,8-dihydro-1H-pyrrolo{3,4-dJimidazol-4-one

308:  (R})-5-(5-Chioro-1-methyl-6-ox0-1,6-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-
dimethoxy-pyrimidin-541}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

309:.  B6-(4-Chloro-g enyi)-5-(5-cyciopropyl~4~ﬂuoro-2~methyl—2H—pyrazo!-S—yl)—2—(2,4—dimethoxy-
pyrimidin-5-y1)-1-jgopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

310: 6-(4-Ciforo-phenyl)-5-(5-cyclopropyl-4-fluoro-2-methyl-2H-pyrazol-3-yl)-1-isopropyl-2-(5-
methoxy-1-phethyl-2-ox0-1,2-dihydro-pyridin-4-y1)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
311:  4A5-(3-Chloro-2-flucro-phenyl)-2-[2-(1,1-dioxo-1-thiomorpholin-4-yl)-4-methoxy-pyrimidin-5-
yll-3-igbpropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl}-benzonitrile
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312 4-{5-(3-Chloro-2-fluoro-phenyl)-2-[2-(( S)—S—hydroxy~piperidin-1-yI)-4-methoxy-pyrimi, n-5-yl]-
3-isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl}-benzonitrile '

313:  2-{2-amino-4-methoxypyrimidin-5-yl}-5-(3-chloro-4-fluorophenyl)-6-{4- chlorop ny]) 1-{(R)-
1-methoxypropan-2-yl}-5,6-dihydropyrrolo[3,4-dlimidazol-4(1H)-one

314:  2-(2-amino-4-methoxypyrimidin-5-yl}-5-(5-chloro-2-methylphenyl)-6-(4- chlrophenyl) 1-((R)-
1-methoxypropan-2-yl}-5,6-dihydropyrrolo[3,4-dlimidazol-4(1H)-one /

315:  (R}-5-(3-chloro-2-fluorophenyl}-6-(4-chlorophenyl)-2-(2,4- dlmethoxy nmldm 5-y1)-1-({R)-1-
hydroxypropan-2-yl)-5,6-dihydropyrrolo[3,4-dlimidazol-4(1H)-one '

316:  (S)-5-(3-chloro-2-fluorophenyl)-6-(4-chlorophenyl)-2-(2, 4-dime xypyrimidin-5-yi)-1-((R)-1-
hydroxypropan-2-yl)-5,6-dihydropyrrolo{3,4-dlimidazol-4(1H)-one |

317 (8)-5-(3-chloro-4-fluorophenyl)-6-(4-chlorophenyl)-2-(2, 4-d ethoxypyrimi(_iin—5-yl)-‘l-((R)-1-
methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-dlimidazol-4{ 1H)-g#

318: (R)-5-(3-chloro-4-fluorophenyl)-6-(4-chlorophenyl}- 2 2 A-dimethoxypyrimidin-5-yl)-1-{(R)-1-
methoxypropan-2-yl}-5,6-dihydropyrrolo[3,4-d ]1m1dazo|-4 t)-one

319:  5-(5-chloro-1-methyl-6-0%0-1,6- -dihydropyridin-3#yl)-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-y1)-1-((R)-1-methoxypropan-241)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one
320:  5-(5-chloro-1-methyl-2-oxo-1,2-dihydropy in—3—yl)—6~(4~chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)-1-((R)-1-methoxypro n-2-yl)-5,6-dihydropyrroio[3,4-d]imidazol-4(1 H)-one
321:  5-(5-chloro-1-methyl-6-oxo-1, 6-dih opyridin-B-yI)-6—(4—chloropheny[) 2-(2-
{(dimethylamino)-4-methoxypyrimidin-5- -yp £1- -({R)-1-methoxypropan-2-yl}-5,6-dihydropyrrolo[3,4-
dlimidazol-4(1H)-one

322: (S)—S—(S-chloro—1-methy]-2--1,2-dihydropyridin-3~yl)-6~(4—ch[orophenyl)—2-(2,4—dimethoxy-
d6-pyrimidin-5-y1)-1-((R)-1-met ypropan-2-y|)—5,6-dihydropyrro[o[3,4-d]imidazol—4(1 H)-one

323:  (S)-5-(5-chloro-1-metf 1-6-0x0-1 ,B-dihydropyridin-3-yl)-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)- 14 R)—1—methoxypropan-2-yl)-5,6-dihydropyrrolo[S,4—d]imidazo|—4(1 H)-one
324. (R)-5-(5-chloro-, ethyl-6-oxo-1 ,6-dihydropyridin-3-yl)-8-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-l)% -((R)-1-methoxypropan-2-yh)-5,6-dihydropyrrolo[3,4-dlimidazol-4(1H)-one
325 (S)-5-(5-ch ro-1 -methyl-6-0xo0-1,6-dihydropyridin-3-yl}-6-(4-chlorophenyl)-2-(2-
(dimethylaming -methoxypyrimidin-S—yl)-1 -{(R)-1-methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-
dJimidazol-4¢1H)-one and

326.  (B¥-5-(5-chloro-1-methyl-6-oxo-1,6-dihydropyridin-3-yl)-6-(4-chlorophenyl)-2-(2-

(dime lamEno)—4~methoxypyrimidin-5-y1)-1 -((R)-1-methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-
dlinldazol-4(1H)-one.
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18. A compound of formula (1) or a salt thereof, selected from: _
102:  {S)-5-(5-Chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2; ;
dimethoxy-pyrimidin-5-yi)-1-isopropyi-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one / '
1899:  4-[(S)-5-(3-Chloro-2-fluoro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-is¢hropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile /
282:  (8)-5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
317 (8)-5-(3-chloro-4-fluorophenyl)-6-(4-chiorophenyl)-2-(2,4-dimgthoxypyrimidin-5-yi)-1-((R)-1-
methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one/and

322:  (S)-5-(5-chloro-1-methyl-2-0x0-1,2-dihydropyridin-3-yl)-
d6-pyrimidin-5-y1)-1-((R)-1-methoxypropan-2-yl)-5,6-dihydrog rrolo[3,4-d]imidazoi-4(1 H)-one.

)-2-(2 ,4-dimethoxy-

o
A

~(4-chlorophenyl)-2-(2,4-dimethoxy-

19.  The crystalline form A of 4-[5-(3-Chloro-2-flucrgéphenyl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-3-
isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imigazol-4-yl]-benzonitrile, characterized by a x-ray
powder diffraction pattern comprising 4 or more 2/
of 6.54 £0.2, 14.29 +0.2, 15.72 £0.2, 16.78 +04
93.65 £0.2 and 25.82 +0.2, at a temperatug

23.65+0.2 and 25.82 +0.2.

heta values selected from the group consisting
,17.82 #0.2, 19.41 £0.2, 20.10 £0.2°, 20.67 +0.2,
of about 22°C, in particular 16.78 £0.2, 19.41 £0.2,

S)-5-(3-Chloro-2-flucro-phenyi)-2-(2,4-dimethoxy-pyrimidin-5-
y)-3-isopropyl-6-ox0-3,4,5,6-tetr, ydro-pyrro[o[3,4—d]imidazo!—4-yI]—benzonitrile, characterized by a

20.  The crystalline form A of 4.

x-ray powder diffraction patteph comprising 4 or more 2 theta values selected from the group
consisting of 6.25 £0.2, 10,84 +0.2, 14.83 £0.2, 15.33 0.2, 15.84 0.2, 19.16 £0.2, 19.50
+0.2°,20.94 £0.2 , 22.3240.2 , 25.05 £0.2 and 25.74 +0.2, at a temperature of about 22°C.

21.  The crystalif
£chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yh)-1-isopropyl-5,6-dihydro-1H-
pyrrolo[3,4-dlifnidazol-4-one, characterized by a x-ray powder diffraction pattern comprising 4 or

+0.2, 16/66 £0.2,17.50 0.2, 17.78 £0.2, 19.83+0.2 , 20.56+0.2 , 22.35+0.2, 22.98+0.2 ° ata
température of about 22°C.
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22. The crystalline form B (succinic acid co-crystal) of (S)-5-(5-Chloro-1-methyl-2-oxo-1/2-
dihydro-pyridin-3-y1)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-
1H-pyrrolo[3,4-d]imidazol-4-one, characterized by a x-ray powder diffraction pattern cpmprising 4 or
more 2 theta values selected from the group consisting of 9.04 £0.2 , 17.27 0.2, 19/52 £0.2, 20.85
+0.2,21.14 £0.2, 23.42 £0.2, 23.67 +0.2, 24.54 +0.2, 26.95 +0.2 ° at a temperatyre of about 22°C

23. The crystalline form C (hydrate) of (8)-5-(5-Chloro-1-methyl-2-ox0-1/2-dihydro-pyridin-3-yl)-
6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)- t-iscpropyl-5,6-dihydro-1H-pyrrolo[3,4-
dlimidazol-4-one, characterized by a x-ray powder diffraction pattern ¢émprising 4 or more 2 theta
values selected from the group consisting of 10.09 +0.2, 14.52 £0.2/14.88 +0.2, 16.93 +0.2, 17.56
$£0.2,18.18 £0.2, 20.46 +0.2, 20.87 +0.2, 21.86 £0.2, 25.00 £0.2 25.68 £0.2 , 28.57+0.2 , 32.17+0.2°
at a temperature of about 22°C.

24. The crystalline form A of (S)-5-(3-chloro-4-fluorophepyl)-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl}-1-((R)-1-methoxypropan-2-y#-5,6-dihydropyrrolo[3,4-djimidazol-4{1H)-
one, characterized by a x-ray powder diffraction pgffern comprising 4 or more 2 theta values
selected from the group consisting of 9.98 0.2 A2.56 +0.2, 14.58 +0.2, 14.95 £0.2, 15.55
£0.2,17.08 +0.2, 17.44 £0.2, 19.72 £0.2, 23.88 +0.2, 25.78 0.2 , 26.26 +0.2° at a temperature of
about 22°C, in particular 14,58 £0.2, 17.08/40.2 and 17.44 £0.2.

25. A compound of the formula (1) of/salt thereof as defined in any one of claims 1 to 24, for use as
a pharmaceutical.

26. A compound of the formyia (1) or salt thereof as defined in any one of claims 1 to 24, for use in
the treatment of a disordef or a disease mediated by the activity of MDM2 and/or MDM4.

27. Use of a compodnd of formula (1) or salt thereof as defined in any one of claims 1 to 24, for the
manufacture of edicament for the treatment of a disorder or a disease in a subject mediated by
the activity of MIDM2 and/or MDM4.

28. A pharmaceutical composition comprising a compound of formula (1) or salt thereof as defined
in any’one of claims 1 to 24, and one or more pharmaceutically acceptable carriers.
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29. A method of modulating MDMZ2 and/or MDM4 activity in a subject, comprising the step f
administering to a subject a therapeutically effective amount of a compound of formulafl) or salt
thereof as defined in any one of claims 1 10 24.

30. A method for the treatment of a disorder or a disease mediated by the actpfity of MDM2 and/or

MDM4 comprising the step of administering to a subject a therapeutically gffective amount of a

32. A compound of the formula (1) or salt thereof as claimgd in any one of claims 1 10 24, in
combination with one or more therapeutically active agénts.
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CLAIMS
1. A compound of formula (1) or a salt thereof,
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each R’ is independently selected from halo and methyi;

B is selected from:

10 R?js selected from chloro, fluoro, trifluoromethyl, methyl and cyano;

R*is selected from isopropyl, cyclopropyl, isobutyl, ¢yclobutyl and cyclopentyl, or R? is:

*

RZZ
wherein R¥is selected from OH, OCH;, NH,, NHMe, NMe,, NHCOMe and NHCOH:
15

R%is selected from:
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wherein

R’ is independently selected from OCH,, CH,CH,, OH, OCF; and H:

R'®is selected from H, -O-(C4-Cy4)alkyl, halo, OCFa, CN, -C(ONR°R¥, -C(O)-morpholinyl-4-yl,
hydroxy-azetidin-1-yl-carbonyl, -CH,NR®R", -CH,NR®-C(O)R", CH,CN, methyl-imidazolyl-, -
CHLC(O)NRR', -CH,C(C)OH, -C(O)OH, -CH,C(O)O-(C4-Cy)alkyl, -N(R®)-C(O)-(C-Cylalkyl, -
NRR' and (C,-Cy)alkyl optionally substituted by 1 or 2 OH;

R' is selected from H, O(C-Cy)alkyl, -CH.C{ONR®R®, -CH,C{0)0O-(C+-Ca)alkyl, -CH-C{O)OH, -
NR®R', -C(O)NR°R", -CH,NRR", -C(O)YOCH; and -CH,CN;

R™ is selected from H, O{C4-C,)alkyl, OH, CH.NR’R™, -NR°R™ and azetidin-1-yl, said azetidin-1-yl
being substituted with OH or both CHzand OH,

R"is selected from H, O(C4-Cy)alkyl, (C,-Cqlalkyl, -NR°R™, -N(R®)-C(0}-(C,-C.)alkyl and -
C(ONR’R'%,
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R%is selected from H, CH; and -CH,CHs;

R*'is selected from -NR®R™, -CH,NR®R'®, C(ONR°R'® and CN;

R% is selected from:

H,

heterocyciyl'-C(Q)-(CHz),-,

(Cy-Cylalkyl-, said (C4-Cy)alkyl- being optionally substituted with 1 or 2 substituents
independently selected from OH, =0,

heterocyclyl'-(C1-Cs)alkyl-, wherein said alkyl of heterocyclyl'-(C;-C,)alkyl- is optionally
substituted by 1 or 2 OH, and said heterocyclyl’ can be optionally substituted by methyl or
ethyl,

(C1-Cy)alkyt-O-C{O)-(CHz) -, and

cyano;

R is selected from:

H,

(C4-Cy)alkyl-, optionally substituted with {C;-C,)alkoxy,
{C1-Cy)alkoxy, optionally substituted with (C4-Cy)alkoxy,
(C1-Cylalkoxy{C4-Cylalkoxy(C4-C4)alkyl-,

halo,

R¥(R™)N-C(0)~(CHz)m-,

cyano,

R%(R")N-(CHy)rr-,

R%(R™)N-(CHz)a-O-(CHz)m,
(Cr-Cajalkyl-C(O)-{R™)N-(CHz)m,
-O-(CH,),-heteroaryl?;

R’ is selected from:

H,

halo, and
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o (Ci-Cylalkyl-, optionally substituted with (C4-Cy)alkoxy;

each R® is independently selected from H, methyl, ethyl, hydroxyethyl and methoxyethyl-, wherein
said methyl or ethyl is optionally substituted with 1, 2 or 3 fluoro substituents;

each R® is independently selected from H, methyl or ethyl;

each R" is independently selected from H and (C4-C.) alkyl wherein said (C-Cy) alky! is optionally
substituted by 1 or 2 substituents independently selected from methoxy, ethoxy, hydroxy and halo;

or R® and R™, together with the N atom to which they are attached, can join to form a saturated 5 or
8 membered heterocyclic ring further comprising ring carbon atoms and optionally one ring
heteroatom independently selected from N, O and S, and wherein when the ring contains a S atom,
said S is optionally substituted with one or two oxo substituents;

R'"is H, (Ci-Cy)alkyl, (C1-C4) alkoxy or halo;

R'is H or halo;

R™ is selected from NH,, -C{O)OH, -NH(C(Q)-CH3) and -C{O)- NH(CHa);

R' is selected from -C(O)- NR®(R'%), (C4-Cy)alkyl, -C(O}C1-Cy)alkyl,-C(Q)O(C4-Co)alkyl:

each R%is independently selected from H, halo, cyclopropyl and (C4-Cy)alkyt;

nis1,2or3;
pis0, 1, 20r3;

heterocyclyl' is a 3, 4, 5 or 6 membered fully saturated or partially unsaturated monocyclic group

comprising ring carbon atoms and 1 or 2 ring heteroatoms independently selected from N, O and S:;
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heteroaryl® is 5 or 6 membered fully unsaturated monocyclic group comprising ring carbon atoms
and 1, 2, 3 or 4 ring heteroatoms independently selected from N, O and S, wherein the total

number of ring S atoms does not exceed 1, and the total number of ring O atoms does not exceed
1,

and
mis 0, 1or2.

* indicates the point of attachment to the remainder of the molecule.

2. A compound or salt thereof according to claim 1, wherein A is selected from:
\
Cl F N \ Cl
% 0 *
g — F *
Cl Cl
—N N-—

0 Cl |
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N
/ H 2 o) 0
3OO
|

H \ \N \N :/5'—' N—
* * * \ / ¥
e ) o

A compound or salt thereof according to claim 1 or claim 2, wherein A is selected from:
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cl F \i\l Cl \N 7
O T
* F %
Cl ’ . c , and C! _

4, A compound or salt thereof according to any of claims 1 to 3, wherein B is selected from:
*
% % *
; } /:/ /i
Cl ’ Cl N and N ]
5
5. A compound or salt thereof according to claim 1 or claim 4, wherein each R' is

independently selected from chloro, fluoro and methyl.

6. A compound or salt thereof according to any of claims 1 to 3, wherein R? is selected from
10 chloro and cyano.

7. A compound or salt thereof according to any of claims 1 to 8, wherein R® is selected from

isopropyl, cyclobutyl, cyclopropyl, 2-methoxy-1-methyl-ethyl and 2-hydroxy-1-methyi-ethyl.

15 8. A compound or salt thereof according to any of claims 1 to 7, wherein R? is selected from
R15 R15
15 r"Z 15 15 4}_\
R R R — —
20

\ N N * N-R *— N

D G T T

16 — 17 . 17 — 21

R™ R R N R ’ (o] and R

9. A compound or salt thereof according to any of claims 1 to 8, wherein R is selected from:

20
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A compound or salt thereof according to any of claims 1 to 9, wherein R* is selected from

| i |

9] o o 0
N N N N
S A S s
—N , —N : —N \ and —N \.

11.

12.

13.

from:

A compound or salt thereof according to any of claims 1 to 10, wherein R® is selected from:
H,

(Cq-Cylalkyl-, said (C4-Cylalkyl- being optionally substituted with 1 or 2 substituents
independently selected from OH, =0,

(C4-Cy4)alkyl-O-C{O)-(CHy)-, and

cyano.

A compound or salt thereof according to any of claims 1 to 11, wherein R®is H.

A compound or salt thereof according to any of claims 1 and 4-12, wherein R® is selected

H,

methyl,
methoxy
fluoro
chloro
cyano and
-C(O)NH,.
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14, A compound or salt thereof according to any of claims 1-3 and 5 to 13, wherein R is

selected from H and (C4-Cy)alkyl-, in particular H and methyl.

15. A compound or salt thereof according to any of claims 1 to 14, wherein the compound of

formula (1) has the sterecchemistry shown in formula (1A):

(1A)

16. A compound or salt thereof according to any of claims 1-14, wherein the compound of

formula (1) has the stereochemistry shown in formula (IB):

17. A compound of formula (I) or a salt thereof, selected from:

1: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(5-fluoro-2-methoxy-phenyl)-1-
isopropyl-4-oxo-5,6,-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

2: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl}-2-(6-fluoro-2-methoxy-phenyl)-1-
isopropyl-4-cxo-5,6,-dihydro-1H-pyrrolo]3,4-dlimidazol-4-one

3 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-2-{2-
trifluoromethoxy-phenyl)-5,6,-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

4 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidaol-2-yl]-4-methoxy-benzonitrile
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5: 5-(5-Chloro-2-methyl-phenyl)-8-(4-chloro-2-methyl-phenyl)-1-isopropyl-2-(2-methoxy-
phenyl)-5,6,-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

6: 5-(5-Chloro-2-methyl-phenyl}-6-{4-chloro-2-methyl-phenyl)-2-(4-methoxy-pyridin-3-yi)-1-
isopropyl-5,6,-dihydro-1H-pymrolo[3,4-dlimidazol-4-one

7. 5-(5-Chloro-2-methyl-phenyl)-8-(4-chloro-2-methyl-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-
1-isopropyl-5,6,-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

8: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chioro-2-methyl-phenyl)-2-(2-methoxy-pyridin-3-yi)-1-
isopropyl-5,6,-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

9: 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d)imidazol-2-yl]-4-methoxy-N,N-dimethyl benzamide

10: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyi-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N-methyl benzamide

11: 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-N-(2-hydroxyethyl}-4-methoxy-benzamide

12; 3-[5-(6-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-N-isopropyl-4-methoxy-benzamide

13 5-(5-Chloro-2-methyl-phenyl}-6-{4-chloro-2-methyl-phenyl)-1-isopropyl-2-[2-methoxy-5-
(morpholine-4-carbonyl}-phenyl]-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

14: 5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-phenyl)-2-[5-( 3-hydroxy-azetidine-1-
carbonyl)-2-methoxy-phenyl]1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

15: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyi)-1-isopropyl-2-(3-methoxy-
pyridin-4-yt)-5,8, -dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

16: 2-(5-Amino methyl-2-methoxy-phenyl-5-(5-chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-
phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-d]imidazole-4-one

17: N-{3-[5-{5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-~
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-benzyl}-acetamide

18: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(5-hydroxymethyl-2-methoxy-
phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

19: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(5-hydroxymethyl-2-methoxy-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

20: 5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl}-2-(5-hydroxymethyl-2-methoxy-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one
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21: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-{4-hydroxymethyl-2-methoxy-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

22: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl}-2-(4-hydroxymethyl-2-methoxy-
phenyl)-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

23: 3-[5-(5-Chlora-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-djimidazol-2-yi]-4-methoxy-N,N-dimethyl benzamide

24; 3-[6-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidacl-2-yl]-4-methoxy-benzonitrile

25: 5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl}-1-isopropyl-2-[2-methoxy-5-(morpholine-
4-carbonyl}-phenyl]-5,6-dihydro-1H-pyrrolo]3,4-d]imidazol-4-one

28: 4-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yi]-3-methoxy-benzonitrile

27 5-(5-Chloro-2-methyl-phenyl}-6-(4-chioro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-
isopropyi-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

28: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(3,6-pyridazin-4-yl}-1-isopropyl-5,6-
dihydro-1H-pyrrolo{3,4-djimidazcle-4-one

29: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(2,6-dimethoxy-pyridin-3-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

30: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-2-(4-methoxy-
pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

31: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(4-methoxy-2-methylamino-
pyrimidin-5-y1)-5,8-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

32: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,6-dimethoxy-pyridin-3-yl)-1-isopropyl-
5,6-dihydro-tH-pyrrolof3,4-djimidazol-4-one

33: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,6-dimethoxy-pyridin-3-yl)-1-isopropyl-
5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

34: 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dJimidazol-2-yl]-4-ethyl-benzonitrile

35: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]limidazol-4-one

36: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-
5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo]3,4-d]imidazol-4-one
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37: 2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

38: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-{2-[(2-hydroxy-ethyl)}-methyl-amino]-4-
methoxy-pyrimidin-5-yl}-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

39; 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-[2-(2-hydroxy-ethyl amino)-4-methoxy-
pyrimidin-5-yl]-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

40; 4-[2-(2-Amino-4-methoxy-pyrimidin-5-y1)-5-(5-chloro-2-methyl-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tefrahydro-pyrrolo[3,4-djimidazol-4-yil-benzonitrile

41: 4-[5-(5-Chloro-2-methyl-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino-pyrimidin-5-yl)-6-
oxo-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl}J-benzonitrile

42 4-[5-(5-Chloro-2-methyl-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-y1)-3-isopropyl-
6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

43: 4-[5-(5-Chloro-1-methyl-8-ox0-1,6-dihydro-pyridin-3-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

44; 4-[5-(5-Chloro-1-methyl-6-oxo0-1,6-dihydro-pyridin-3-yl}-3-isopropyl-2-(4-methoxy-2-
methylamino-pyrimidin-5-yl}-6-oxo-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

45: 4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-1-methyl-6-oxo0-1,6-dikydro-pyridin-3-
y)-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazoi-4-yl}-benzonitrile

46; 5-(5-Chloro-2-methyl-phenyl)-6-{(4-chloro-2-methyl-phenyl}-1-isopropyl-2-(4-methoxy-2-
methylamino-pyrimidin-5-yl}-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

47; 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(2-ethyl-6-methoxy-pyridin-3-
yi}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

48: 2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-
phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

49: 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazal-2-yl]-4-ethyl-benzonitrile

50: 5-(5-Chloro-2-methyl-phenyl)-6-{4-chioro-phenyl)-1-isopropyl-2-(4-methoxy-pyrimidin-5-yl)-
5,6-dinydro-1H-pyrrolo[3,4-d]imidazol-4-one

51: 5-(5-Chloro-2-methyl-pheny!)-6-(4-chloro-2-methyl-phenyl)-2-{2-[( 2-hydroxy-ethyl)-methyl-
amino]-4-methoxy-pyrimidin-5-yl}-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

52: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-[2-(2-hydroxy-ethyl amino)-4-
methoxy-pyrimidin-5-yl}-1-isopropyl-5,68-dihydro-1H-pyrrolo[3,4-d]limidazol-4-one
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53: 4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-2-fluoro-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

54: 4-[5-(3-Chloro-2-fluoro-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino-pyrimidin-5-yl)-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazoi-4-yl]-benzonitrile

55:; 4-[5-(3-Chloro-2-fluoro-phenyl)-2-{2-dimethylamino-4-methoxy-pyrimidin-5-yl)-3-isopropyl-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

56: 4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-4-fluoro-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

57: 4-[5-(3-Chloro-4-fluoro-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino-pyrimidin-5-yl)-6-
ox0-3,4,5,6-tetrahydro-pyrrolo{3,4-d]imidazol-4-yl]-benzonitrile

58: 4-[5-(3-Chloro-4-fluoro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-y1)-3-isopropyl-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl}-benzonitrile

59: 5-(5-Chloro-2-methyl-phenyt)-6-(4-chloro-phenyl)-2-[2-(3-hydroxy-3-methyl-azetidin-1-yl)-4-
methoxy-pyrimidin-5-yl]-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

60; 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-[2-(3-hydroxy-3-methyl-
azetidin-1-yl)-4-methoxy-pyrimidin-5-yl]-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

61: 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-[2-(3-hydroxy-azetidin-1-yl)-4-methoxy-
pyrimidin-5-yl]-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

62; 5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-[2-(3-hydroxy-azetidin-1-yi)-4-
methoxy-pyrimidin-5-yl]-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

63: 2-(4-Amino methyl-2-methoxy-phenyl-5-(5-chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

64: 5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-2-(2-methoxy-phenyl)-
5,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

65: 5-(5-Chloro-1-methyl-6-oxo-1,8-dihydro-pyridin-3-yl)-8-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

66: 5-{5-Chloro-1-methyl-6-ox0-1,6-dihydro-pyridin-3-yl)-8-(4-chloro-phenyl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
67; 2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yl)-
6-(4-chloro-phenyl)-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazoi-4-one

68: 3-[5-(5-Chloro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-1-isopropyl-4-
0x0-1,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-2-yi]-4-methoxy-N,N-dimethyl-benzamide
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69: 5-(3-Chloro-2-fluoro-phenyh)-6-(4-chlora-phenyl)-1-isopropyl-2-[2-methoxy-5-(morpholine-4-
carbonyl)phenyl]-5,6-dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

70: 3-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydropyrrolo[3,4-dJimidazol-2-yl]-4-methoxy-N,N-dimethyl benzamide

71: 6-(4-Chloro-2-methyl-phenyl)-5-(4-chloro-pyrimidin-2-yl)-1-isopropyl-2-(2-methoxy-phenyl)-
5,6,-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

72: 6-(4-Chloro-phenyl)-5-(5-chloro-pyridin-3-yi}-2-{ 2, 4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-
B,6-dihydro-1H-pyrrolo[3,4-d]imidazole-4-one

73: 3-[5-(3-Chloro-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-pyrrolo[3,4-
d]imidazol-2-yl]-4-methoxy-N,N-dimethyl benzamide

74: 4-[6-(5-Chloro-2-methyl-phenyh)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl benzamide

75: {8)-5-(5-Chloro-2-methyl-phenyl)-6-{4-chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-
5-yI)-1-isopropyl-5,6,-dihydro-1H-pyrrolo[ 3,4-dlimidazol-4-one

76: (R)-5-(5-Chloro-2-methyl-phenyl)-6-{4-chloro-2-methyl-phenyl)-2-(2, 4-dimethoxy-pyrimidin-
5-yl)-1-isopropyl-5,6,-dihydro-1H-pyrrolo]3,4-d]imidazol-4-one

77 4-[5-(5-Chloro-2-methyl-phenyl)-3-isopropyl-2-(2-methoxy-phenyl)-6-0xo-3,4,5,6-tetrahydro
pyrrolo[3,4-d]imidazol-4-yl}-benzonitrile

78: 4-[5-(5-Chloro-2-methyl-phenyl)-2-{2-hydroxy-phenyl)-3-isopropyl-6-oxo-3,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

79: 4-[5-(3-Chloro-2-fluoro-phenyl)-2-( 2 4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-6-o0xo-3,4,5,6-
tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-benzonitrile

80: 4-[5-(3-Chloro-4-fluoro-phenyl)-3-isopropyl-2-(2-methoxy-phenyl)-6-oxo-3,4,5,6-tetrahydro-
pyrrolo[3,4-d}imidazol-4-yl]-benzonitrile

81: 3-[5-(3-Chloro-4-fluoro-phenyl}-6-{4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dJimidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

82: 4-[5-(3-Chloro-4-flucro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-6-ox0-3,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-4-yi}-benzonitrile

83: 6-(4-Chloro-phenyl)-1-isopropyl-2-(2-methoxy-phenyl)-5-( 1-methyl-6-oxo-piperidin-3-yi)-5,6-
dihydro-1H-pyrrelof3,4-dlimidazol-4-one

84: 6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5-(1-methyl-6-oxo-
piperidin-3-y1)-5,6-dihydro-1H-pyrrolo]3,4-dlimidazol-4-one
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85: 5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl}-1-cyclobutyl-2-(2, 4-dimethoxy-pyrimidin-5-
yI)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

86; 5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl)-1-cyclobutyl-2-(2,4-dimethoxy-pyrimidin-5-
yl)-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

87: 4-[5-(3-Chloro-4-fluoro-phenyl}-3-cyclobutyl-2-(2,4-dimethoxy-pyrimidin-5-yl)}-6-0x0-3,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

88: 5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-cyclopropyl-2-(2,4-dimethoxy pyrimidin-5-
yl}-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

89: (S)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(5-hydroxymethyl-2-
methoxy-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

90: (R)-5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-phenyl)-2-(5-hydroxymethyi-2-
methoxy-phenyl)-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimidazole-4-one

91: 6-(4-Chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-y1)-6-(2, 5-dimethyl-2H-
pyrazol-3-yl)-1-isopropyl-5,6-dihydro-1H-pyrroio[3,4-dJimidazol-4-one

92: 6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(2,5-dimethyl-2H-pyrazol-3-y|}-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

93: {4-{5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxc-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-5-methoxy-pyridin-2-yl}-acetonitrile

94: 4-[6-(4-Chloro-phenyl)-2-(2-dimethytamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-5-yi]-3-methyl-benzamide

95; 4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolo[3,4-d]imidazol-5-yi}-3-methyl-benzamide

96: 5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(5-methoxy-2-oxo-1,2-
dihydro-pyrimidin-4-yl}-5,6-dihydro-1H-pyrrolof3,4-dlimidazol-4-one

a7. 5-(4-Amino-cyclohexyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

98: 4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolo[3,4-d]imidazol-5-yi}-cyclohexanecarboxylic acid

9g: N-{4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-
1H-pyrrolo[3,4-d]imidazol-5-yl-cyclohexyl}-acetamide

100:  4-[5-(5-Chloro-1-methyi-2-oxo-1,2-dihydro-pyridin-3-yl}-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yi)-3-isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-benzonitrile
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101:  5-(5-Chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

102:  (8)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4~
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

103:  (R)-5-(5-Chloro-1-methyl-2-0xo0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4~
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

104:  4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolo[3,4-dlimidazol-5-yl]-cyclohexanecarboxylic acid methylamide

105:  5-(3-Chloro-4-fluoroc-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(5-methoxy-1-methyl-2-oxo-
1,2-dihydro-pyridin-4-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

106:  {4-{5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-djimidazol-2-yl]-5-methoxy-pyridin-2-yl}-acetonitrile

107.  {4-5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolof3,4-dlimidazol-2-yl]-5-methoxy-pyridin-2-yl}-acetonitrile

108 {4-[5~(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyi)-1-isopropyl-4-
0xo-1,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-2-yi]-5-methoxy-pyridin-2-yi}-acetonitrile

109:  5-(3-Chloro-2-fluoro-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-2-(5-methoxy-1-methyl-2-oxo-
1,2-dihydro-pyridin-4-yl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

110:  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-(5-methoxy-1-methyl-2-oxo-
1,2-dihydro-pyridin-4-y[}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

111:  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-((R)-2-
methoxy-1-methyl-ethyl)-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

112:  5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl}-2-{2-[(2-hydroxy-ethyl }-methyl-amino]-5-
methoxy-pyrimidin-4-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

113:  5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-
5-yl}-1-{(R}-2-hydroxy-1-methyi-ethyl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

114:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-2-{2-[(2-hydroxy-ethyl)-methyl-amino]-5-
methoxy-pyrimidin-4-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-cne

115 5-(5-Chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-6-(4-methyl-
cyclohexyl)-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

116:  4-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-
yl)-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[ 3,4-d]imidazole-4-carboxylic acid ethyl ester



10

15

20

25

30

- 430 -

117:  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-((R)-2-
hydroxy-1-methyl-ethyl}-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

118:  4-[2-(2-Amino-4-methoxy-pyrimidin-5-yl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-4,6-dihydro-
1H-pyrrolo[3,4-d]imidazol-5-yl]-3-methyl-benzonitrile

119 4-[6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolo[3,4-dlimidazol-5-yl]-3-methyl-benzonitrile

120:  4-Chloro-2-[6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-
dihydro-1H-pyrrolo[3,4-dlimidazol-5-yl]-benzonitrile

121 &-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-{2-[{2-hydroxy-ethyl)}-methyl-amino]-5-
methoxy-pyrimidin-4-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

122:  5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin
5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

123.  4-[6-(4-Chloro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrroto[3,4-dlimidazol-5-yl}-piperidine-1-carboxylic acid methylamide

124:  4-[5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-
isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

125:  4-[6-(4-Chloro-phenyl)-2~(2,4-dimethoxy-pyrimidin-5-y1)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolo[3,4-dlimidazol-5-yl]-piperidine-1-carboxylic acid methyl ester

126:  2-{4-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-5-methoxy-pyridin-2-yl}-N-methyl-acetamide

127:  5-(5-Chloro-6-oxo-1,6-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-{2-dimethylamino-4-
methoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

128:  2-(2-Amino-4-methoxy-pyrimidin-5-yl}-6-(4-chloro-phenyl)-5-(1,3-dimethyl-2-oxo-
hexahydro-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

129:  6-(4-Chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-yt)-5-(1,3-dimethyl-2-oxo-
hexahydro-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

130.  4-[5-(3-Chloro-2-fluoro-phenyl)-2-(5-cyanomethyl-2-methoxy-phenyl}-3-isopropyl-8-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-y(]-benzonitrile

131 4-[5-(5-Chloro-2-methyl-phenyl)-2-(5-cyanomethyl-2-methoxy-pyridin-3-yi)-3-isopropyl-6-
0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

132:  4-[5-(3-Chloro-2-fluoro-phenyl)-2-(5-cyanomethyl-2-methoxy-pyridin-3-y1)-3-isopropyl-6-
oxo-3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-benzonitrile
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133:  {5-[5-(3-Chloro-2-fluoro-phenyl)-G-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yl}-acetonitrile

134.  4-[6-(3-Chloro-2-fluoro-phenyl}-2-(2-cyancmethyl-5-methoxy-pyridin-4-yl}-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-djimidazol-4-yi]-benzonitrile

135:  4-[5-(5-Chloro-2-methyl-phenyl)-2-{2-cyanomethyl-5-methoxy-pyridin-4-yl}-3-isopropyl-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-y(]-benzonitrile

136:  {4-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-y1]-5-methoxy-pyridin-2-yl}-acetonitrile

137:  {5-[5-(5-Chloro-2-methyl-phenyl}-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolol3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yl}-acetic acid ethyl ester

138:  {5-[5-(3-Chloro-2-flucro-phenyl)-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d)imidazol-2-yl}-6-methoxy-pyridin-3-yl}-acetic acid

139:  4-[5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyi)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-

pyrrolo[3,4-dlimidazol-2-yl]-5-methoxy-pyrimidine-2-carboxylic acid amide

140:  {5-[5-(3-Chloro-2-flucro-phenyl}-8-(4-chlore-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yi}-acetic acid

141:  {5-[5-(3-Chloro-2-flucro-phenyl}-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tefrahydro-
pyrrolo[3,4-d]imidazol-2-yi]-6-methoxy-pyridin-3-yl}-acetic acid

142:  4-[(S)-2-(2-Amino-4-methoxy-pyrimidin-5-yl}-5-(3-chloro-2-fluoro-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-djimidazol-4-yl]-benzonitrile

143:  4-[(R}-2-(2-Amino-4-methoxy-pyrimidin-5-yi}-5-(3-chloro-2-fluoro-phenyl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

144:  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-[3-(2-methyl-3H-imidazol-4-
yh-phenyl]-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

145:  6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(1,3-dimethyl-2-oxo-hexahydro-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

146:  {5-[5-(5-Chloro-2-methyl-phenyl)-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,8-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl}-6-methoxy-pyridin-3-yl}-acetic acid

147:  2-{5-[5-(3-Chloro-2-fluoro-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-6-methoxy-pyridin-3-yi}-N-methyl-acetamide

148:  2-{6-[6-(3-Chloro-2-fluoro-phenyl)-6-(4-cyano-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-y[}-N-methyl-acetamide
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149:  5-(5-Chloro-2-methyl-pheny!)-6-(4-chloro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-({(8)-2-
hydroxy-1-methyl-ethyl)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

150:  {5-[5~(3-Chloro-2-fluoro-phenyl}-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yi}-acetic acid ethyl ester

151;  2-{5-5-(5-Chloro-2-methyl-phenyl}-6-(4-cyano-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolof3,4-dlimidazol-2-yl]-6-methoxy-pyridin-3-yi}-N-methyl-acetamide

152:  {56-[5-(3-Chloro-2-flugro-phenyi)-6-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-6-methoxy-pyridin-3-yl}-acetic acid ethyl ester

153:  6-(4-Chloro-2-methyi-phenyl)-5-(5-chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl}-
1-isopropyl-6-methyi-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

1564;  2-{3-[5-(5-Chloro-2-methyl-phenyi}-6-{4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,8-tetrahydro-
pyrrolol3,4-dlimidazol-2-yll-4-methoxy-phenyl}-N-methyl-acetamide

155:  2-{3-[5-(3-Chloro-2-fluoro-phenvl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d)imidazol-2-yi]-4-methoxy-phenyl}-N,N-dimethyl-acetamide

156:  5-(5-Chloro-2-methyl-phenyl)-6-{4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-({S)-2-
methoxy-1-methyl-ethyl)-5,6-dihydro-1H-pyrrolo{3,4-d]imidazol-4-one

157 2-{3-[5-(3-Chloro-2-fluoro-phenyl)-6-{4-chloro-phenyl)-1-isopropyl-4-oxo-1.4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-phenyl}-N-methyl-acetamide

158: 5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yl})-6-{4-chloro-phenyl)-2-(2-dimethylamino-4-
methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-~1H-pyrrolo[3,4-d]imidazol-4-one

159:  2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-
6-{4-chloro-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

160:  4-[{S)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl}-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

161:  4-[(R)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d)imidazol-4-yi}-benzonitrile

162: {3-[5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyi-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yi]-4-methoxy-phenyl}-acetic acid

163:  (R)-5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-
methoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

184:  (8)-5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyt}-2-(2-dimethylamino-4-
methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one
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165:  {3-[5-{3-Chloro-2-flucro-phenyl)-8-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-y(]-4-methoxy-phenyl}-acetic acid methyl ester

166:  4-[(R}-5-(3-Chloro-2-fluoro-phenyi)-2-(2,4-dimethoxy-pyrimidin-5-yi)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo]3,4-dJimidazol-4-yi]-benzonitrile

167:  4-[5-(3-Chloro-4-fluoro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-6-ox0-3,4,5,6-
tetrahydro-pyrrolo[3,4-djimidazol-4-yl}-2-fluoro-benzonitrile

168:  (R)-5-(5-Chloro-2-methyl-phenyi)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

169;  (8)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

170.  4-[5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyh)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolof3,4-d]imidazol-2-yl]-5-methoxy-pyrimidine-2-carbonitrile

171:  5-(3-Chloro-2-fluocro-phenyl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-5-methoxy-pyrimidin-
4-yh)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

172:  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-5-methoxy-pyrimidin-
4-y)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

173:  3{5-(3-Chloro-4-fluora-phenyl)-6-{4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dJimidazol-2-yl}-4-methoxy-benzamide

174.  3-[5-(3-Chloro-2-flucro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yi]-4-methoxy-benzamide

175:  3-[6-(5-Chloro-2-methyl-phenyl)-6-{4-chloro-phenyi}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-benzamide

176:  3-[5-(5-Chloro-1-methyl-6-ox0-1,6-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-1-isopropyl-4-
oxo-1,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-benzamide

177:  5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-y1)-6-(4-chloro-phenyl)-1-isopropyl-2-(4-methoxy-2-
methylamino-pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolof3,4-dlimidazol-4-one

178;.  5-[6-(4-Chloro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-dihydro-1H-
pyrrolof3,4-dlimidazol-5-yi]-1,3-dimethyl-1H-pyrimidine-2,4-dione

179 5-[6-(4-Chioro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-4-oxo-4,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-5-yi]-1,3-dimethyl-1H-pyrimidine-2,4-dione

180:  5-[2-(2-Amino-4-methoxy-pyrimidin-5-yl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-4,6-dihydro-
1H-pyrrolo[3,4-djimidazol-5-yl]-1,3-dimethyl-1H-pyrimidine-2,4-dione
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181:  5-(5-Chloro-2-methyl-phenyl}-6-{4-chloro-phenyl)-1-cyclopropyl-2-(2,4-dimethoxy-pyrimidin-
5-y1)-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

182:  4-[5-(3-Chloro-2-fluoro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-6-oxo0-3,4,5,6-
tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-3-methyl-benzonitrile

183:  4-[5-(3-Chloro-2-fluoro-phenyl}-3-isopropyl-2-(2-methoxy-phenyl)-6-0x0-3,4,5,6-tetrahydro-
pyrrolof3,4-dlimidazol-4-yl]-3-methyl-benzonitrile

184:  5-(3-Chloro-2-fiuoro-phenyl)-6-(4-chloro-phenyl}-2-(2-dimethylamino-4-methoxy-pyrimidin-5-
vl}-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

185;  5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-
yl}-1-isopropy!-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

186: 3-[5-(5-Chloro-2-methyl-phenyl)-6-(4-cyano-2-methyl-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

187:  4-[5-(5-Chloro-2-methyi-phenyl)-2-(1-ethyl-5-methoxy-2-oxo-1,2-dihydro-pyridin-4-yi)-3-
isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d)imidazol-4-yl}-benzonitrile

188:  4-[5-(5-Chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-8-ox0-3,4,5,6-
tetrahydro-pyrrolo[3,4-djimidazol-4-yl]-3-methyl-benzonitrile

189:  3-[(R}-5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

190:  3-[(8)-5-(5-Chloro-2-methyl-phenyl)-6-(4-chlore-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

191:  4-[5-(5-Chloro-2-methyi-phenyl)-3-isopropyl-2-(2-methoxy-phenyl)-6-ox0-3,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-4-yi]-3-methyl-benzonitrile

192: 2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

193:  2-(2-Aminc-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolof3,4-d]imidazol-4-one

184:  3-[5-(3-Chlorc-4-flucro-phenyl)-6-(4-chloro-phenyt)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-benzonitrile

195:  5-(3-Chioro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-2-[2-methoxy-5-(morpholine-4-
carbonyl)-phenyl]-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

196:  5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]limidazol-4-one
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197:  3-[5-(3-Chloro-4-flucro-phenyl}-6-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

198:  5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]limidazol-4-one

199:  4-[(S)-5-(3-Chloro-2-fluoro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-isopropyl-6-oxo-
3,4,5,6-tetrahydro-pyrrolo[3,4-dJimidazol-4-yl]-benzonitrile

200:  3-[5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-1-isopropyl-4-
oxo-1,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-2-yi]-4-methoxy-N,N-dimethyl-benzamide

201:  5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)}-2-[2-(3-hydroxy-
azetidin-1-vi)-4-methoxy-pyrimidin-5-yi]-t-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]limidazol-4-one
202:  5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl}-1-isopropyl-2-(4-
methoxy-2-methylamino-pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

203:  (8)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chioro-t-methyl-2-oxo-1,2-dihydro-pyridin-3-
yl)-6-(4-chloro-phenyl)-1-isopropyl-5,6-dihydro-1H-pyrrolo{3,4-d]imidazol-4-one

204:  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yi)-5-(5-chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-
yI)-6-(4-chloro-phenyl)-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

205:  (S)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(5-chloro-2-methyl-phenyl}-6-(4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

206:  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl}-5-(5-chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

207:  3-[6-(4-Chloro-phenyl)-5-(5-chloro-pyridin-3-yl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yi]-4-methoxy-N,N-dimethyl-benzamide

208:  5-(3-Chioro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

209:  3-[5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-N-isopropyl-4-methoxy-benzamide

210:  5-(3-Chloro-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-
dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

211.  3-[5-{3-Chloro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-pyrrolo[3,4-
dlimidazol-2-yl]-4-methoxy-benzonitrile

212:  4-[5-(5-Chloro-2-methyl-phenyl}-6-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrroio]3,4-dlimidazol-2-yl]-3-methoxy-benzoic acid
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213:  6-{4-Chloro-2-methyl-phenyl)-5-(3-chloro-phenyl}-1-isopropyl-2-[2-methoxy-5-(morpholine-
4-carbonyl)-phenyl]-5,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

214:  6-{4-Chloro-2-methyl-phenyl)-5-(3-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-
isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

215:  3-[6-(4-Chloro-2-methyl-phenyl)-5-(3-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-benzonitrile

216:  4-{5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolof3,4-d]imidazol-2-yl}-3-methoxy-benzonitrile

217:  3-{(R)-6-(4-Chloro-2-methyl-phenyl}-5-(5-chioro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-N-(2-hydroxy-ethyl)-4-methoxy-benzamide

218:  3-[(S)-6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolof3,4-d]imidazot-2-yl]-N-(2-hydroxy-ethyl)-4-methoxy-benzamide

219:  4-[6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yI]-N-(2-hydroxy-ethyi)-3-methoxy-benzamide

220:  4-[6-(4-Chloro-2-methyl-phenyl}-5-(5-chloro-2-methyl-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-N-isopropyl-3-methoxy-benzamide

221:  5-(5-Chloro-2-methyl-phenyl)-6-(4-chloro-2-methyl-phenyl)-2-(2-ethyl-phenyl)-1-isopropyl-
5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

222:  3-[(R)-6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo0-1,4,5,6-
{etrahydro-pyrrolo[3,4-dlimidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

223:  3-[(S)-6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-N,N-dimethyl-benzamide

224:  6-(4-Chloro-2-methyl-phenyl)-5-(4-chloro-pyridin-2-y1)-2-(5-hydroxymethyl-2-methoxy-
phenyl})-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

225;  3-[(R)-8-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-dlimidazol-2-yl]-N-isopropyl-4-methoxy-benzamide

226:  3-[(S)-6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-y{]-N-isopropyl-4-methoxy-benzamide

227 6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-pyridin-3-yl}-1-isopropyl-2-(2-methoxy-
phenyl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

228: N-{3-[6-(4-Chloro-2-methyl-phenyl)-5-(5-chloro-2-methyl-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl]-4-methoxy-benzyl}-2-hydroxy-acetamide
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229:  5-[6-Chloro-1-(2-hydroxy-ethyl)-6-oxo-1,6-dihydro-pyridin-3-yl]-6-(4-chloro-2-methyl-phenyl)-
1-isopropyl-2-(2-methoxy-phenyl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

230:  5-[5-Chloro-1-(2-methoxy-ethyl)-6-oxo-1,8-dihydro-pyridin-3-yl]-6-(4-chloro-2-methyl-
phenyt)-1-isopropyl-2-{2-methoxy-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

231:  5-(5-Chloro-1-methyl-6-oxc-1,6-dihydro-pyridin-3-yl}-6-(4-chloro-2-methyl-phenyl}-1-
isopropyl-2-(2-methoxy-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

232:  5-(5-Chloro-1-ethyl-8-ox0-1,6-dihydro-pyridin-3-yl}-6-(4-chloro-2-methyl-phenyl)-1-isopropyl-
2-(2-methoxy-phenyl)-5,6-dihydro-1H-pyrrolo[3,4-d)imidazol-4-one

233:  2-(2-Amino-pyridin-4-yl}-5-(3-chloro-2-flucro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-5,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

234:  5-(3-Chloro-2-flucro-phenyl)-6-(4-chloro-phenyl)-2-[5-(1-hydroxy-2-methyl-propyl)-2-
methoxy-phenyl}-1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-dlimidazol-4-one

235:  b-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-2-[5-( 1-hydroxy-ethyl)-2-methoxy-phenyl]-
1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-dlimidazol-4-one

236:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl}-1-isopropyl-2-{4-methoxy-pyridin-3-yl)-5,6-
dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

237 5-(5-(3-chloro-2-flucrophenyl)-6-{4-chlorophenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydropyrrolo[3,4-dlimidazol-2-yi)-6-methoxy-N,N-dimethylpyridazine-3-carboxamide

238:  2-(4-(5-(5-chloro-1-methyl-2-oxo-1,2-dihydropyridin-3-yl}-6-(4-chioro-2-methyipheny!)-1-
isopropyl-4-oxo-1,4,5,6-tetrahydropyrrolo[3,4-djimidazol-2-yl)-5-methoxypyridin-2-yl)acetonitrile
239:  4-(5-(3-chloro-2-fluorophenyl)-2-(2-(cyanomethyl)-5-methoxypyridin-4-yl)-3-isopropyl-6-oxo-
3,4,5,8-tetrahydropyrrolo[3,4-d]imidazol-4-yl)-3-methylbenzonitrile

240:  4-(5-{3-chloro-4-fluorophenyl)-2-(2-(cyanomethyl)-5-methoxypyridin-4-yl}-3-isopropyl-6-oxo-
3,4,5,6-tetrahydropyrrolo[3,4-dJimidazol-4-yl}benzonitrile

241:  {4-[5-(3-Chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isapropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-dlimidazol-2-yl]-5-methoxy-pyridin-2-yl}-acetonitrile

242:  4-[5-(5-Chloro-2-methyl-phenyl)-2-(2-cyanomethyl-5-methoxy-pyridin-4-yl)-3-isopropyl-6-
oxa-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-3-methyl-benzonitrile

243:  B6-(4-Chloro-phenyl)-5-(2,6-dimethyl-pyrimidin-4-yl}-1-isopropyl-2-(5-methoxy-1-methyl-2-
oxo-1,2-dihydro-pyridin-4-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

244;  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl}-1-isopropyi-2-(3-methoxy-1-methyl-6-oxo-
1,6-dihydro-pyridazin-4-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
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245:  5-(5-Chloro-2-methyl-phenyl)-6-(5-chloro-pyridin-2-yl}-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

246:  4-[5-(3-Chloro-2-fluoro-phenyl)-3-isopropyl-2-(4-methoxy-2-methylamino-pyrimidin-5-yl}-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-2-fluoro-benzonitrile

247 4-[5-(3-Chloro-2-fluoro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-yi)-3-isopropyl-
6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-2-fluoro-benzonitrile

248:  4-[5-(3-Chloro-2-fluoro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl}-3-isopropyl-6-ox0-3,4,5,6-
tetrahydro-pyrrolo{3,4-d]imidazol-4-yl]-2-fluoro-benzonitrile

249:  4-[5-(3-Chloro-2-fluoro-phenyl}-6-{4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-tetrahydro-
pyrrolo[3,4-d]imidazol-2-yl}-5-methoxy-pyrimidine-2-carboxylic acid dimethylamide

250: {4-[(S)-5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolo[3,4-d]imidazol-2-yl}-5-methoxy-pyridin-2-yl}-acetonitrile

251:  {4-[(R)-5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl}-1-isopropyl-4-oxo-1,4,5,6-
tetrahydro-pyrrolof3,4-djimidazol-2-yl}-5-methoxy-pyridin-2-yl}-acetonitrile

252;  4-[(8)-5-(5-Chloro-2-methyl-phenyl)-2-(2-cyanomethyl-5-methoxy-pyridin-4-yl)-3-isopropyl-6-
0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-benzonitrile

253:  4-[(R)-5-(5-Chloro-2-methyl-phenyl}-2-(2-cyanomethyl-5-methoxy-pyridin-4-yl)-3-isopropyl-
6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yi]-benzonitrile

254:  4-[(S)-5-(3-Chloro-2-fluoro-phenyl)-2-(2-cyanomethyl-5-methoxy-pyridin-4-yl)-3-isopropyl-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl}-benzonitrile

255: 4-[(R)-5-(3-Chloro-2-fluoro-phenyl)-2-(2-cyanomethyl-5-methoxy-pyridin-4-yl)-3-isopropyl-6-
ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazcl-4-yll-benzonitrile

256:  4-[5-(3-Chloro-2-fluoro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-y1)-3-({R})-2-methoxy-1-methyl-
ethyl)-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

257 4-[5-(5-chloro-2-methyl-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-3-((R)-2-methoxy-1-
methyl-ethyl)-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile

258:  5-(3-Chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yf)-1-((R)-2-
methoxy-1-methyl-ethyl)-5,6-dihydro-1H-pyrrolof3,4-d]imidazol-4-one

259:  5-(3-Chloro-4-fluoro-phenyi)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-((R)-2-
methoxy-1-methyl-ethyl}-5,6-dihydro-1H-pyrrolo[3,4-dJimidazol-4-one

260:  6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(4-fluoro-3-methyl-phenyl}-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazoi-4-one
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261:  6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyl-5-(2-methoxy-5-methyi-
phenyl})-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

262:  6-(4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl}-5-(2,6-dimethyl-pyrimidin-4-y1)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-djimidazol-4-one

263:  (8)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-4-fluoro-phenyl)-6-(4-chloro-phenyl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

264.  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-(3-chloro-4-flucro-phenyl)-8-{4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

265:  (S)-2-(2-Amino-4-methoxy-pyrimidin-5-y1)-5-(3-chloro-2-fluoro-phenyl)-6-(4-chloro-phenyl)-
1-iscpropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

266:  (R)-2-(2-Amino-4-methoxy-pyrimidin-5-yl)-5-{3-chltoro-2-flucro-phenyl)-8-(4-chloro-phenyl)-
1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-dlimidazol-4-one

267:  B-(4-Chloro-phenyl)-5-(4-fluoro-3-methyl-phenyl}-1-isopropyl-2-(5-methoxy-1-methyl-2-oxo-
1,2-dihydro-pyridin-4-yl}-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one, and

268:  6-(4-Chloro-phenyl)-1-isopropyl-2-(5-methoxy-1-methyl-2-0x0-1,2-dihydro-pyridin-4-y|)-5-(2-
methoxy-5-methyl-phenyl}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one.

269:  5-(5-Chloro-1-methyi-6-oxo-1,8-dihydro-pyridin-3-yl)-6-{4-chloro-phenyl)-1-isopropyl-2-(2-
methoxy-pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

270:  5-(5-Chloro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yt)-6-(4-chloro-2-methyl-phenyl)-1-
isopropyl-2-(2-methoxy-pyridine-3-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

271:  6-(4-Chloro-2-phenyl)-5-(1,5-dimethyl-6-ox0-1,8-dihydro-pyridin-3-yl)-1-isopropyl-2-( 2-
methoxy-pyrimidin-5-yl)-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

272:  6-(4-Chloro-phenyl)-5-(1,5-dimethyl-6-oxo0-1,6-dihydro-pyridin-3-yl)-1-isopropyl-2-(2-
methoxy-pyridin-3-yl)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

273:  6-(4-Chloro-2-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(1,5-dimethyi-6-oxo-1,8-dihydro-
pyridin-3-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

274:  6-(4-Chloro-2-phenyl)-1-cyclobutyl-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(1,5-dimethyl-6-oxo-
1,6-dihydro-pyridin-3-y1)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

275.  5-(5-Chloro-2-methyl-phenyl)-6-(5-chloro-pyridin-2-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

276:  5-(5-Chloro-2-methyl-phenyl)-6-(5-chloro-pyridin-2-yl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
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277:  4-[5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-yl)-2-{2-dimethylamino-4-methoxy-
pyrimidin-5-yl}-3-isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-2-flucrobenzonitrile
278:.  4-[5-(5-Chloro-1-methyl-2-ox0-1,2-dihydro-pyridin-3-yl)-2-{2,4-dimethoxy-pyrimidin-5-yl)-3-
isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-2-fluore-benzonitrile

279:  (8)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-2-(2,4-
dihydroxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

280: (R)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl}-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
281:  (8)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
282: (8)-5-(5-Chloro-2-oxo-1,2-dihydro-pyridin-3-yi)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

283:  (R)-5-(5-Chloro-2-ox0-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

284:  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-y1)-2-(2,4-
dimethoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d])imidazol-4-one

285:  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl}-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl}-1-isopropyt-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
286:  5-(5-Chloro-1-methyl-2-oxo0-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yl)-1-isopropyl-6-methy!-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

287.  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro-1-methyl-6-ox0-1,6-dihydro-pyridin-3-yl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazo

|-4-one

288.  4-[(R)-5-(5-Chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl}-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo{3,4-dlimidazol-4-yl]-2-flucro-benzonitrile
289:  4-[(S)-5-(5-Chloro-1-methyl-2-oxo0-1,2-dihydro-pyridin-3-yl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-3-isopropyl-6-oxo-3,4,5,6-tetrahydro-pyrrolo[3,4-dlimidazol-4-yl]-2-fluoro-benzonitrile
290:  6-(4-Chloro-3-fluoro-phenyl)-5-(5-chloro-1-methyl-6-oxo-1,6-dihydro-pyridin-3-yl)-2-(2,4-
dimethoxy-pyrimidin-5-yb)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-ane

291:  6-(4-Chioro-phenyl)-2-{2,4-dimethoxy-pyrimidin-5-y1)-5-(1,4-dimethyl-6-oxo-1,6-dihydro-
pyridin-2-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
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292:  6-{4-Chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-5-(1,5-dimethyl-2-ox0-1,2-dihydro-
pyridin-3-yi)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

293:  B-(4-Chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-y(}-5-(1,5-dimethyl-2-oxo-
1,2-dihydro-pyridin-3-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

284:  5-(5-Chloro-1-difluoromethyl-6-oxo-1,6-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-
dimethoxy-pyrimidin-5-yl)-1-isopropyi-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

295:  5-(5-Chloro-1-methyl-d3-2-oxo-1,2-dihydro-pyridin-3-yl)-8-(4-chloro-phenyl)-2-(2,4-
dimethoxy-pyrimidin-5-y1)-1-isopropyl-5,6-dihydro-1H-pyrrolc[3,4-dlimidazol-4-one

296:  5-(5-Chloro-1-ethyl-2-ox0-1,2-dihydro-pyridin-3-yi}-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-
pyrimidin-5-yb)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

297 5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-2-methyl-phenyl)-2-(2,4-
dimethoxy-pyrimidin-5-yl}-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

298;  5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-1-isopropyl-2-(4-
methoxy-2-oxo-1,2-dihydro-pyrimidin-5-y1)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

299:  B-(4-Chloro-phenyl)-5-(2,6-dimethyl-pyrimidin-4-yi)-1-isopropyl-2-(5-methoxy-1-methyl-2-
oxo-1,2-dihydro-pyridin-4-yl)-5,8-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

300: 8-(4-Chloro-phenyl)-2-{2,4-dimethoxy-pyrimidin-5-yi)-1-isopropyl-5-(3-methoxy-6-methyl-
pyridazin-4-yl)-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

301:  5-{5-Chloro-2-methoxy-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-
isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

302:  6-{4-Chloro-phenyl)-2-(2-dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyi-5-(3-
methoxy-6-methyl-pyridazin-4-yl}-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

303;  6-(4-Chloro-2-fluoro-phenyl)-5-(3-chloro-2-fluorc-phenyl)-2-(2-dimethylamino-4-methoxy-
pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-cne

304; 6-(4-Chloro-2-fluoro-phenyl)-5-(5-chloro-1-methyl-2-oxo-1,2-dihydro-pyridin-3-yl)-2-(2,4-
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,8-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

305:  6-(4-Chloro-2-flucro-phenyl)-5-(5-chloro-1-methyl-Z-oxo-1,2-dihydro-pyridin-3-yl)-2-(2-
dimethylamino-4-methoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one
306:  B6-(4-Chloro-phenyl})-2-(2-dimethylamino-4-methoxy-pyrimidin-5-y1}-5-(4-fluoro-2,5-dimethyi-
2H-pyrazol-3-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-cne

307:  (8)-5-(5-Chloro-1-methyl-6-ox0-1,8-dihydro-pyridin-3-yl)-8-(4-chloro-phenyl}-2-(2,4-
dimethoxy-pyrimidin-5-y-1-isopropyl-5,6-dihydro-1H-pyrrolof3,4-d]imidazol-4-one
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308: (R)-5-(5-Chloro-1-methyl-6-ox0-1,6-dihydro-pyridin-3-yl}-6-(4-chloro-phenyl)-2-(2,4-
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

309:  6-(4-Chloro-phenyl)-5-(5-cyclopropyl-4-fluoro-2-methyl-2H-pyrazol-3-yl)-2-(2,4-dimethoxy-
pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-dlimidazol-4-one

310:  6-(4-Chloro-phenyl)-5-(5-cyclopropyl-4-fluoro-2-methyl-2H-pyrazol-3-yl)-1-isopropyl-2-(5-
methoxy-1-methyl-2-ox0-1,2-dihydro-pyridin-4-y[}-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

311:  4-{5-(3-Chloro-2-fluoro-phenyl}-2-[2-(1,1-dioxo-1-thiomorpholin-4-yl)-4-methoxy-pyrimidin-5-
yl]-3-isopropyl-6-oxc-3,4,5,6-tetrahydro-pyrrolo[3,4-djimidazol-4-yl}-benzonitrile

312:  4-{5-(3-Chloro-2-fluoro-phenyi)-2-[2-((S)-3-hydroxy-piperidin-1-yl}-4-methoxy-pyrimidin-5-yl}-
3-isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolof3,4-dlimidazol-4-yl}-benzonitrile

313:  2-(2-amino-4-methoxypyrimidin-5-y1)-5-(3-chloro-4-fluorophenyl}-6-(4-chlorophenyl)-1-({R)-
1-methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-d]imidazol-4{1H)-one

314:  2-(2-amino-4-methoxypyrimidin-5-y1)-5-(5-chloro-2-methylphenyl)-6-(4-chlorophenyl)-1-((R)-
1-methoxypropan-2-yh)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one

3158:  (R)-5-(3-chloro-2-fluorophenyl)-6-(4-chlorophenyl)-2-(2, 4-dimethoxypyrimidin-5-yl)}-1-((R)-1-
hydroxypropan-2-yl)-5,6-dihydropyrrolo[3,4-dJimidazol-4(1H)-one

316:  (S)-5-(3-chloro-2-fluorophenyl)-6-(4-chiorophenyl)-2-(2,4-dimethoxypyrimidin-5-y1)-1-((R)-1-
hydroxypropan-2-yl}-5,68-dihydropyrrolo[3,4-d]imidazol-4(1H)-one

317:  (8)-5-(3-chloro-4-fluorophenyl}-6-(4-chlorophenyl)-2-(2,4-dimethoxypyrimidin-5-yl1)-1-((R)-1-
methoxypropan-2-yi)-5,6-dihydropyrrolo[3,4-dlimidazol-4{1H}-one

318:  (R)-5-(3-chloro-4-flucrophenyl)-6-(4-chlorophenyl)-2-(2,4-dimethoxypyrimidin-5-y1)-1-{(R)-1-
methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-d])imidazol-4(1H)-one

319:  5-(5-chloro-1-methyl-6-oxo-1,6-dihydropyridin-3-yl}-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)-1-{(R)-1-methoxypropan-2-yi)-5,6-dihydropyrrolo[3,4-d]imidazol-4{ 1H)-one
320:  5-(5-chloro-1-methyl-2-oxo-1,2-dihydropyridin-3-yl)-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)-1-({R)-1-methoxypropan-2-yi}-5,6-dihydropyrrolo[3,4-d]imidazol-4{1H)-one
321:  5-(5-chloro-1-methyl-6-oxo-1,8-dihydropyridin-3-yl)-6-(4-chlcrophenyl}-2-(2-
(dimethylamino)-4-methoxypyrimidin-5-yl}-1-((R)-1-methoxypropan-2-y}-5,6-dihydropyrrolo[3,4-
diimidazol-4{1H)-one

322:  (S)-5-(5-chloro-1-methyl-2-oxo-1,2-dihydropyridin-3-yl)-6-(4-chlorophenyl)-2-(2,4-dimethoxy-
d6-pyrimidin-5-yl}-1-((R)-1-methoxypropan-2-yl})-5,6-dihydropyrrolo[3,4-dJimidazol-4(1H)-one
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323:  (8)-5-(5-chloro-1-methyl-6-oxo-1,6-dihydropyridin-3-yl)-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)-1-({R}-1-methoxypropan-2-yl}-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one
324.  (R)-5-(5-chloro-1-methyl-6-oxo-1,6-dihydropyridin-3-yl}-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)-1-((R)-1-methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one
325:  (8)-5-(5-chloro-1-methyl-6-ox0-1,6-dihydropyridin-3-yl)-6-(4-chlorophenyl)-2-(2-
{dimethylamino)-4-methoxypyrimidin-5-yl}-1-({R)-1-methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-
dlimidazol-4{tH}-one and

326: {R)-5-(5-chloro-1-methyl-6-oxo-1,6-dihydropyridin-3-yl}-6-(4-chlorophenyl)-2-(2-
(dimethylamino)-4-methoxypyrimidin-5-yl}-1-({R)-1-methoxypropan-2-yl)-5,6-dihydropyrrolo[3,4-
dlimidazol-4(1H)-one.

18. A compound of formula (1) as claimed in claim 1, which is

(S)-5-(5-Chlaro-1-methyi-2-oxo-1,2-dihydro-pyridin-3-yl)-6-(4-chloro-phenyl)-2-(2,4-
dimethoxy-pyrimidin-5-yl)-1-isopropyl-5,6-dihydro-1H-pyrrolo[3,4-d]imidazol-4-one

/
\ o 0O @]
N }\:[N»_CN
QN:‘ | N \ I\f>—o\
cl 3 )\

Cl

or a salt thereof.

19. A compound of formula (1) as claimed in claim 1, which is 4-[(8)-5-{3-Chloro-2-flucro-
phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yl}-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-
d]imidazol-4-yl}-benzonitrile
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N
or a salt thereof.
20. A compound of formula (1) as claimed in claim 1, which is {S)-5-(5-Chloro-2-oxo-1,2-dihydro-

pyridin-3-yl)-6-(4-chloro-phenyl})-2-(2,4-dimethoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-
pyrrolo[3,4-dlimidazol-4-one

-

/
4 O O 0
e
N
N \ N \r\{
cl Q )\

Cl

or a salt thereof.

21. A compound of formula (I} as claimed in claim 1, which is {S)-5-(3-chloro-4-flucrophenyl)-6-
{4-chioropheny!}-2-(2,4-dimethoxypyrimidin-5-yl}-1-{(R)-1-methaxypropan-2-yl}-5,6-
dihydropyrrolo[3,4-d]imidazol-4{1H}-one
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/
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O

Cl

or a salt thereof.

22. A compound of formula (1) as claimed in claim 1, which is (S)-5-(5-chloro-1-methyl-2-oxo-
1,2-dihydropyridin-3-yl}-6-(4-chlorophenyl)-2-(2,4-dimethoxy-d6-pyrimidin-5-yI}-1-({R)-1-
methoxypropan-2-yl}-5,68-dihydropyrrolo[3,4-dlimidazol-4(1H)-one

D D
¥-D
. 00 o
Ty
N/ N:_ |N \ |\{ )\—D
cl 2 )\\ DD
O—

Cl

or a salt thereof.

23. The crystalline form A of 4-[5-(3-Chloro-2-flugro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl1)-3-
isopropyl-6-0x0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile, characterized by a x-ray
powder diffraction pattern comprising 4 or more 2 theta values selected from the group consisting
of 6.54 £0.2, 14,29 +0.2, 15.72 £0.2, 16.78 £0.2, 17.82 £0.2, 19.41 0.2, 20.10 +0.2°, 20.67 £0.2,
23.65 0.2 and 25.82 £0.2, at a temperature of about 22°C, in particular 16.78 £0.2, 19.41 0.2,
23.65 0.2 and 25.82 £0.2.

24, The crystalline form A of 4-[(S)-5-(3-Chlore-2-flucre-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-
yl)-3-isopropyl-6-ox0-3,4,5,6-tetrahydro-pyrrolo[3,4-d]imidazol-4-yl]-benzonitrile, characterized by a
x-ray powder diffraction pattern comprising 4 or more 2 theta values selected from the group
consisting of 6.25 +0.2, 10.34 £0.2, 14.83 0.2, 15.33 0.2, 15.84 0.2, 19.16 0.2, 19.50
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+0.2°,20,94 +0,2 | 22,32 0.2, 25.05 +0.2 and 25.74 +0.2, at a temperature of about 22°C.

25. The crystalline form A (ethanol solvate) of (8)-5-(5-Chloro-1-methyl-2-oxo-1,2-dihydro-
pyridin-3-y1)-6-{4-chloro-phenyi)-2-(2,4-dimethoxy-pyrimidin-5-yl}-1-isopropyl-5,6-dihydro-1H-
pyrrolo[3,4-d]imidazol-4-one, characterized by a x-ray powder diffraction pattern comprising 4 or
more 2 theta values selected from the group consisting of 9.89 +£0.2, 12.33 £0.2, 14,61 £0.2, 16.21
0.2, 16.66 +0.2,17.50 £0.2, 17.78 +0.2, 19.83+0.2 , 20.56+0.2 , 22.35+0.2, 22.98+0.2 ° at a

temperature of about 22°C.

26. The crystalline form B (succinic acid co-crystal) of (8)-5-(5-Chloro-1-methyl-2-oxo-1,2-
dihydro-pyridin-3-yl)-6-{d-chloro-phenyl}-2-(2,4-dimethoxy-pyrimidin-5-yi)-1-isopropyl-5,6-dihydro-
1H-pyrrolo[3,4-d]imidazol-4-one, characterized by a x-ray powder diffraction pattern comprising 4 or
more 2 theta values selected from the group consisting of 8.04 £0.2 , 17.27 0.2, 19.52 +0.2, 20.85
+0.2, 21.14 £0.2, 23.42 0.2, 23.67 £0.2, 24.54 +0.2, 26.95 0.2 ° at a temperature of about 22°C

27. The crystalline form C (hydrate) of (S)-5-(5-Chloro-1-methyl-2-0x0-1,2-dihydro-pyridin-3-yl)-
6-(4-chloro-phenyl)-2-(2,4-dimethoxy-pyrimidin-5-yl)-1-isopropyi-5,6-dihydro-1H-pyrrolo[3,4-
dlimidazol-4-one, characterized by a x-ray powder diffraction pattern comprising 4 or more 2 theta
values selected from the group consisting of 10.08 £0.2, 14.52 +0.2,14.88 £0.2, 16.93 £0.2, 17.56
+0.2,19.18 £0.2, 20.46 £0.2, 20.87 0.2, 21.86 £0.2, 25.00 £0.2 25.68 0.2, 28.57+0.2 , 32.17+0.2°
at a temperature of about 22°C.

28. The crystalline form A of (8)-5-(3-chloro-4-fluorophenyi}-6-(4-chlorophenyl)-2-(2,4-
dimethoxypyrimidin-5-yl)-1-((R)-1-methoxypropan-2-yl})-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-
one, characterized by a x-ray powder diffraction pattern comprising 4 or more 2 theta values
selected from the group consisting of 9.98 0.2, 12.56 +0.2, 14.58 £0.2, 14.95 0.2, 15.55
10.2,17.08 £0.2, 17.44 £0.2, 19.72 0.2, 23.83 £0.2, 25.78 £0.2 , 26.26 +0.2° at a temperature of
about 22°C, in particular 14.58 £0.2, 17.08 £0.2 and 17.44 +0.2.

29. A compound of the formula (I) or salt thereof as defined in any one of claims 1 to 28, for use as

a pharmaceutical.
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30. A compound of the formula (1} or salt thereof as defined in any one of claims 1 to 28, for use in

the treatment of a disorder or a disease mediated by the activity of MDMZ2 and/or MDM4.

31. Use of a compound of formula (I} or salt thereof as defined in any one of claims 1 to 28, for the
manufacture of a medicament for the treatment of a disorder or a disease in a subject mediated by
the activity of MDM2 and/or MDM4.

32. A pharmaceutical composition comprising a compound of formula (1) or salt thereof as defined

in any one of claims 1 to 28, and one or more pharmaceutically acceptable carriers.

33. A therapeutically effective amount of a compound of formula (I} or salt thereof as defined in any
one of claims 1 to 28 mediated by the activity of MDM2 and/or MDM4 to be administered to a
subject.

34. A therapeutically effective amount of a compound of formula (1) or salt thereof as defined in any
one of claims 1 to 28 for use in the treatment of a disorder or a disease mediated by the activity of
MDMZ2 and/or MDM4 to be administered to a subject.

35. A compound for use, or use of, as claimed in any of claims 30, 31 or 34, wherein the disorder

or disease mediated by the activity of MDM2 and/or MDM4 is cancer.

36. A compound of the formula () or salt thereof as claimed in any one of claims 1 to 28, in

combination with one or more therapeutically active agents.

37. A compound for use, or use of, as claimed in any of claims 30, 31 or 34, wherein the disorder
or disease mediated by the activity of MDM2 and/or MDM4 is for the treatment of benign or
malignant tumors, a soft tissue sarcoma such as liposarcoma, rhabdomyosarcoma or bone cancer,
a carcinoma, such as of the kidney, liver, adrenal gland, bladder, breast, gastric, ovary, colon,
rectum, prostate, pancreas, lung, vagina or thyroid, mesothelioma, a mulfiple myeloma, a gas-
frointestinal cancer, especially colon carcinoma or colorectal adenoma, a tumor of the head and

neck, a melanoma, a prostate hyperplasia, a neoplasia, a neoplasia of epithelial character, a
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leukemia such as acute myeloid leukemia or B-cell chronic lymphocytic leukemia, a lymphoma,

such as of B- or T-cell origin, and metastases in other organs.



