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CLAIMS

1. A compound represented by formula (I):

(R"),

Cye B represents C3-C8 cycloalkyl, 5- to%0-membered heterocycloatkyl, C6-

C10 aryl or 5- to 10-membered hetercaryl;

alkynyl, (9) -C1-4 alkylene-NH,, (10) C1-4 alkoxy, (11) CN, (12) -CO-C1-4 all®
halogen or (14) -R'-C(=NR')NR*R",
wherein R'? represents (1) a bond or (2) NH;
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RY, R and R" each independently represents (1) hydrogen, (2) OH, (3) C1-

Sinmhaneo Ry represent hydrogen; '

Wher R™ R" and R'® cach indcpendently represents C1-4 alkyl, C2-4
alkenyl or C2-4 all
alkyl, C2-4 alkenyl, \ -4 alkynyl, halogen, trifluoromethyl, OH, -COO-C1-4 alkyl,
COOH, oxo, Cl-4 C6-C10 aryl, 5- to 10-membered heteroaryl and NRVR'S;

wherein R'” andR'® each independently represents (1) hydrogen, (2) Ct-4
alkyl, (3) C2-4 alkenyl or (4 Q2-4 alkynyl;

t represents an intege af 0 10 6;

each R may be the different and represents (1) -COOH, (2) -COO-
C1-4 alkyl, (3) -COO-C1-4 aikylene—-4 alkoxy, (4) -NHp, (5) -NH-C1-4 alkyl, (6) -
NH-C1-4 alkylene-C1-4 alkoxy, (7) -N ‘ i O-C1-4 alkyl, (8) -NHCO-C1-4 alkylene-Cl-
4 alkoxy, (9) -NHCOO-C1-4 alkyl, (10) - COO-C1—4 alkylene-C1-4 alkoxy, (11) -
CONHy, (12) -CONH-C1-4 alkyl, (13) -CONIC2-4 alkylene-C1-4 alkoxy, (14)
halogen, (15) -S0,-C1-4 alkyl, (16) oxo, (17) ¥ alkoxy, (18) -CO-C1-4 alkyl, (19) -
CO-C1-4 alkylene-C1-4 alkoxy or (20) -COO- Cllkyl substituted with 1 to 5 groups
selected from C1-4 alkyl, C2-4 alkenyl, C2-4 alkynyL,%
COO-C1-4 alkyl, COOH, oxo, C1-4 alkoxy, C6-C10 aryRy
heteroary] and NR'*R*,

wherein R'® and R*® each independently represents
alkyl, (3) C2-4 alkenyl or (4) C2-4 alkynyl;

m represents an integer of 0 to 6;

nyl, which are substituted with 1 to 5 groups selected from C1-4

logen, triflucromethyl, OH, -

5- o 10-membered

\ 2 hydrogen, (2) Cl-4

each R may be the same or different and represents (1) " 8.R, (2) oxo,
(3) -CO-Cl-4 alkyl, (4) ~-CO-NHj, (5) -SO,-NH; or (6) -COO-C1-4
n represents an integer of 0 to 6;
R® represents {1) a bond or (2} NH; ,
R’ represents (1) C1-4 alkyl, (2) Cyc D or (3) C1-4 alkyl or Cye D subsig
with 1 to 5 R
wherein Cyc D represents C3-C8 cycloalkyl, 5- to 10-membered
heterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl;




10

15

WO 2013/174937 147 PCY/EP2013/060630

each R® may be the same or different and represents (1) -COOH, (2) -COO-
N¢ alkyl, (3) -COO-C1-4 alkylene-C1-4 alkoxy, (4) -NHy, (5} -NH-C1-4 alkyl, (6) -

wherein all symbols have the same meanings as descritd in claim 1.

3. The compound according to claim 2, wherein the ~ nd represented

by formula (I-A) represents a compound represented by formula (I-A-l):
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(R NH

N
N

N (R2),,

(R%), \
wherein tA repz'ese an integer of 0 to 5; and

the other symbols haveighe same meanings as described in claim 1.

5 4. The compound accordi to claim 1, wherein the compound represented

by formula (I) represents a compound repyesented by formula (I-B):

(R'! )t

(R3),
wherein p represents an integer of 0 to 5; and
the other symbols have the same meanings as described in claim
10 \
5. The compound according to claim 4, wherein the compound repre gied

by formula (I-B) represents a compound represented by formula (I-B-1):
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Ngts an integer of 0 to 5; and

the other symbols h? X the same meanings as described in claim 1.

6. The compound accon ding to claim 4 or 5, wherein Cyc E represents
imidazolyl. "
7.  The compound according any preceding claim, wherein Cyc A

represents C3-C6 cycloalkyl, C6-C10 aryl \ to 6-membered heterocycloalkyl.

8. The compound according 1o claim Cyc A represents

cyclohexyl, phenyl, piperidinyl or piperazinyl.

9. The compound according to any preceding ! aim, wherein Cyc B

represents C6-C10 aryl or 5- to 6-membered heteroaryl.

10, The compound according to claim 9, wherein Cyc Bgpresents phenyl or

pyridyl.

11. The compound according to any preceding claim, wherein C

represents pyrrolidinyl, piperidinyl, piperazinyl or morpholinyl.

12. The compound according to any one of claims 1 to 11, wherein nyc \

(R?), represents
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‘ R’)..s w0 \"\mmn R’a,. (”3),
Nvherein nB represents an integer of 0 to 5;

R, arrow represents a binding position; and

the o gher symbols have the same meanings as described in claim 1.

13. Thepound according to claim 12, wherein -Cye C -(R), represents

J RS N

Nwye R U8% gy,
wherein the arrow - sents a binding position; and
the other symbols have g same meanings as deseribed in claim 1.
14. The compound - any one of clairns 1 to 5, wherein the
compound is selected from the group cons
(1) 4-({(28,48)-1-[(1 -carbamimidoy
(methylsulfonyl)-1-piperazinyl]-2-pyrrolidinyl} cy gbonyl)amino]benzoic acid,
() 4-[({(28,48)-E-(4-carbamimid0)flben y1)-4-[4-(methylsulfonyl)-1-
piperazinyl}-2-pyrrolidinyl}carbonyl)amino]benzoic aRd
(3) 4-({[(2S 48S)-1-{(2E)-3-[5-chloro-2-(1 H-tet}
propenoyl}-4-(4-morpholinyl)-2-pyrrolidinyljcarbonyl} ami} Sgbenzoic acid,
(4) (28,48)-1-{(2E)-3-[5-chloro-2-(1 H-tetrazol-1-y1)}
phenyl-4-[4-(phenylsulfonyl)-1 -piperazinyl]~2~pyrrolidinecarbo Ry
(5) (28,45)-N-(1H-benzotriazol-6-y1)-1- {(2E)-3—[5-chloro R-(1H-tetrazol-1-
yl)phenyl]-2-propenoyl}-4-(4-morpholiny!)-2-pyrrolidinecarboxamide,\
(6) 4-[({(2S,48)-1-{[trans-4-(aminomethyl)cyclohexylJcarbony Nd-[4-
(cyclopropylsulfonyl)-1-piperazinyl] -2-pyrroiidinyl}carbonyl)amino]benzoicid,
(7) (28,48)-1-{(2E)~3-[5-chloro-2-(1H-tetrazol-1-yl)phenyl]-2-properiy /1}-4-
[(3S)-3-methyl-4-sulfamoyl-1-piperazinyl]-N-phenyl-2-pyrrolidinecarboxamide,
(8) methy! [4-(2-{(28,4R)-1-[(1-carbamimidoyl-4-piperidinyl)carbonyl]-4-[% '
(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl} -1 H-imidazol-5-yl)phenyl]carbamate,

% ng of
N-4-piperidinyl)carbonyl)-4-{4-

4zol-1-yl)phenyl]-2-

henyl]-2-propenoyl}-N-
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) (9) methyl [4-(2-{(25,4R)-1-(4-carbamimidoylbenzoyl)-4-[ 1~
(mefh ylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl} -1 H-imidazol-5-yl)phenyl]carbamate,
N\, (10) methy! [4-(2-{(28 4R)-1-(4-carbamimidamidobenzoyl)-4-[1-
(methyls gonyl)-4-piperidiny}]-2-pyrrolidinyl} -4-chloro-1H-imidazol-5-
yDphenyl]calgamate,

(11) gthyl [4-(2-{(25,4R)-1-({trans-4-[(18)-1-
aminoethyl] cycio gxyl} carbonyl)-4-[1-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidiny] }-
4-chloro—1H-imidaz-yf)phenyl]carbamate,

(12) methyl {2-{(28,4R)~I«{(4—carbamimid0yl-1-piperazinyl)carbonyl]-4-
[1-(methylsulfony[)-4—pip \dinyl]-2-pyrrolidinyl}-4-chloro-1H-imidazol-5-
yhphenyl]carbamate, X \

(13} 4-[({(25,4R)-1- [hloro-4—ﬂuoro-1-methyl—1H—indol-S-yl)carbony{]—4~
[1-(methylsulfonyl)-4-p1pcr1dmyl & pyrrolidinyl }carbonyl)amine]benzoic acid,

(14) methyl [4-(4-chloro- AT»::,\, S,4R)-1-{(2E)-3-[5-chloro-2-(1H-tetrazol-1-
ylphenyl]-2-propenoyl}-4-[1- (methylsonyl) -4-piperidinyl]-2-pymrolidinyl} -1H-
imidazol-5-yl)phenyl]jcarbamate, %

(15) methyl [4-(2-{(25,4R)-1- {[4 (a%ginomethyl)cyclohexyl]carbonyl}-4-[1-
(methylsulionyl)~4-p1per1d1nyl]-2~pyrrohd1nyl} -chloro-1H-imidazol-5-
yl)phenyljcarbamate,

(16) methyl [4-(2-{(2S,48)-1-[(1- carbamnmyI-4~piperidinyl)carbonyl]-4—
[4-(methylsulfonyl)-1 ~p1perazmyl]—2-pyrrohdmyl}-1H~11 dazol-5-yl)phenyljcarbamate,

(17) methy! [4-(2~{(25,4R)-1-[(1 -carbamimidoy- 4 piperidinyljcarbonyl]-4-
[1-(methylsulfonyl)-4-piperidinyl}-2-pyrrolidinyl } -4-chloro-1 imidazol-5-
yl)phenyl]carbamate,

(18) methyl [4-(2-{(2S,4R)-1-(4- carbamlmldoylbcnzoyl) ! 1-
{methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-1 H-imidazol}
ylphenyt]carbamate, \

(19) methyl [4-(2-{(285,45)-1-(4-carbamimidoylbenzoyl)-4-[4- \
(methylsulfonyl)-i-piperazinyl]—2-pynolidinyl}-IH-imidazol-S-yI)phenyl]car guate,

(20)-methy! [4-(2-{(28,48)-1-[(1-carbamimidoyl-4~piperidinyl) carbon 54~
[4-(methylsulfonyl)-1-piperazinyl]-2-pyrrolidiny!}-4-chloro-1 H-imidazol-5- \
yl)phenyljcarbamate and
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(21} 4-[({(28 AR)-1-(4-carbamimidoylbenzoyl)-4-[ 1 -(methylsulfonyl)-4~

i Y idinyl]-2-pyrrolidinyl}carbonyl)amino]benzoic acid.

RS, A pharmaceutical composition which comprises the compound according

agent for the treatment or prev8gtion of a thromboembolic disease.
18 The compound accq ng to any one of claims 1 to 14 for use in treating
or preventing a thromboembolic
19. The compound for use accordgg to claim 18, wherein the
thromboembolic disease is selected from the grfgp consisting of arterial cardiovascular
thromboembolic disorders, venous cardiovascular® Qromboembolic disorders, arterial
cerebrovascular thromboembolic disorders, venous ebrovascular thromboembolic
disorders and thromboembolic disorders in the chambex f the heart or in the peripheral

circulation.

20. The compound for use according to claim 19, the

thrombosis, cerebral embolism, cardiogenic embolism, kidney embolism, portal vei
thrombosis, pulmonary embolism, pulmonary infarction, liver embolism, mesenteric 4

artery and/or vein embolism, occlusion of relinal vein and/or artery, systemic embolism, %
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N iphospholipid antibody syndrome, thrombosis resulting from coronary artery bypass

gralysurgery and thrombosis resulting from medical implants, devices, or procedures in

which¥Ylood is exposed to an artificial surface that promotes thrombosis.

21 %, A method for treating a patient suffering from or susceptible to a
thrombocmbol R, disease, which method comprises administering to said patient a

therapeutically ¢ amount of a compound according to any one of claims 1 to 14.

22, Useof mpound according to any one of claims 1 to 14, in the

manufacture of a medicanignt for use in treating or preventing a thromboembolic

disease.
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CLAIMS

1. A compound represented by formula (I):

(R),

o R4
m

gy” R

(R%),

wherein Cyc A represents C3-C8 cycloalkyl, 5- to 10-membered
heterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl;

Cyc B represents C3-C8 cycloalkyl, 5- to 10-membered heterocycloalkyl, C6-
C10 aryl or 5- to 10-membered heteroaryl;

Cyc C represents C3-C8 cycloalkyl, 5- to 10-membered heterocycloalkyl, C6-
C10 aryl or 5- to 10-membered heteroaryl;

each R' may be the same or different and represents (1) -C(=NH)NH,, (2) 5-
to 10-membered heteroaryl, (3) C6-C10 aryl or 5- to 10-membered heteroaryl
substituted with 1 to 5 groups selected from halogen, C1-4 alkyl, C1-4 alkoxy, -C1-4
alkylene-C1-4 alkoxy, CN, -COOH, -COO-C1-4 alkyl, -CO-NHa, -OCONH-, -
OCONH-C1-4 alkyl, -CONH-C1-4 alkyl, -NHCOO-C1-4 alky! and -NHCO-C1-4 alkyl,
(4) C6-C10 aryl, (5) -NH-C(=NH)NHo,, (6) C1-4 alkyl, (7) C2-4 alkenyl, (8) C2-4
alkynyl, (9) -C1-4 alkylene-NH,, (10) C1-4 alkoxy, (11) CN, (12) -CO-C1-4 alkyl, (13)
halogen or (14) -R'*-C(=NR'HNR'*R";

wherein R'® represents (1) a bond or (2) NH;
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R", R and R" each independently represents (1) hydrogen, (2) OH, (3) C1-
4 alkyl, (4) C2-4 alkenyl, (5) C2-4 alkynyl, (6) C1-4 alkoxy, (7) -C1-4 alkylene-C1-4
alkoxy, (8) -CO-C1-4 alkyl, (9) -COO-C1-4 alkyl, (10) -OCO-C1-4 alkyl, (11) -CO-R",
(12) -COO-R" or (13) -OCO-R', with the proviso that R', R'? and R** do not all
simultaneously represent hydrogen;

wherein R', R'> and R'® each independently represents C1-4 alkyl, C2-4
alkenyl or C2-4 alkynyl, which are substituted with 1 to 5 groups selected from C1-4
alkyl, C2-4 alkenyl, C2-4 alkynyl, halogen, trifluoromethyl, OH, -COO-C1-4 alkyl,
COOH, oxo, C1-4 alkoxy, C6-C10 aryl, 5- to 10-membered heteroaryl and NR''R'®;

wherein R'” and R'® each independently represents (1) hydrogen, (2) C1-4
alkyl, (3) C2-4 alkenyl or (4) C2-4 alkynyl;

t represents an integer of 0 to 6;

each R* may be the same or different and represents (1) -COOH, (2) -COO-
C1-4 alkyl, (3) -COO-CI-4 alkylene-C1-4 alkoxy, (4) -NHa, (5) -NH-C1-4 alkyl, (6) -
NH-C1-4 alkylene-C1-4 alkoxy. (7) -NHCO-C1-4 alkyl, (8) -NHCO-C1-4 alkylene-C1-
4 alkoxy, (9) -NHCOO-C1-4 alkyl, (10) -NHCOO-C1-4 alkylene-C1-4 alkoxy, (11) -
CONH3y, (12) -CONH-C1-4 alkyl, (13) -CONH-C2-4 alkylene-C1-4 alkoxy, (14)
halogen, (15) -SO,-C1-4 alkyl, (16) oxo, (17) C1-4 alkoxy, (18) -CO-C1-4 alkyl, (19) -
CO-C1-4 alkylene-Cl1-4 alkoxy or (20) -COO- C1-4 alkyl substituted with 1 to 5 groups
selected from C1-4 alkyl, C2-4 alkenyl, C2-4 alkynyl, halogen, trifluoromethyl, OH, -
COO-C1-4 alkyl, COOH, oxo, C1-4 alkoxy, C6-C10 aryl, 5- to 10-membered
heteroaryl and NR'’R*;

wherein R'® and R? each independently represents (1) hydrogen, (2) C1-4
alkyl, (3) C2-4 alkenyl or (4) C2-4 alkynyl;

m represents an integer of 0 to 6;

cach R® may be the same or different and represents (1) -SO,-R%-R7, (2) oxo,
(3) -CO-C1-4 alkyl, (4) -CO-NHas, (5) -SO,-NH, or (6) -COO-C1-4 alkyl;

n represents an integer of 0 to 6;

R® represents (1) a bond or (2) NH,;

R’ represents (1) C1-4 alkyl, (2) Cyc D or (3) C1-4 alkyl or Cyc D substituted
with 1 to 5 R®;

wherein Cyc D represents C3-C8 cycloalkyl, 5- to 10-membered
heterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl;
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ecach R® may be the same or different and represents (1) -COOH, (2) -COO-
C1-4 alkyl, (3) -COO-C1-4 alkylene-C1-4 alkoxy, (4) -NH, (5) -NH-C1-4 alkyl, (6) -
NHCO-C1-4 alkyl, (8) -CONH,, (12) -CONH-C1-4 alkyl (13) OH or (14) halogen;

R* represents (1) a bond, (2) C1-4 alkylene, (3) C2-4 alkenylene or (4) C2-4

5 alkynylene;

R represents (1) -CONH-, (2) Cyc E or (3) Cyc E substituted with 1 to 5 R;

wherein Cyc E represents C3-C8 cycloalkyl, 5- to 10-membered
heterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl; and

each R’ may be the same or different and represents C1-4 alkyl or halogen;

10 a salt thereof, an N-oxide thereof, a solvate thereof, or a prodrug thereof.

2. The compound according to claim 1, wherein the compound represented

by formula (I) represents a compound represented by formula (I-A):

(RY),

o (I-A)

(R,

(RS) n

15 wherein all symbols have the same meanings as described in claim 1.

3. The compound according to claim 2, wherein the compound represented

by formula (I-A) represents a compound represented by formula (I-A-1):
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(R"ea NH

NH,

4

(1-A-1)

(R,

h:

(R%),
wherein tA represents an integer of 0 to 5; and

the other symbols have the same meanings as described in claim 1.

5 4. The compound according to claim 1, wherein the compound represented
by formula (I) represents a compound represented by formula (I-B):
(RY),
(¢ @
(R%),
(1-B)
N
(R?),,
(R3),
wherein p represents an integer of 0 to 5; and
the other symbols have the same meanings as described in claim 1.
10

5. The compound according to claim 4., wherein the compound represented

by formula (I-B) represents a compound represented by formula (I-B-1):
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(R3),
wherein tB represents an integer of 0 to 5; and

the other symbols have the same meanings as described in claim 1.

6.  The compound according to claim 4 or 5, wherein Cyc E represents
imidazolyl.
7. The compound according to any one of the preceding claims, wherein

Cyc A represents C3-C6 cycloalkyl, C6-C10 aryl or 5- to 6-membered heterocycloalkyl.

8. The compound according to claim 7, wherein Cyc A represents

cyclohexyl, phenyl, piperidinyl or piperazinyl.

9. The compound according to any one of the preceding claims, wherein

Cyc B represents C6-C10 aryl or 5- to 6-membered heteroaryl.

10. The compound according to claim 9, wherein Cyc B represents phenyl or

pyridyl.

11. The compound according to any one of the preceding claims, wherein

Cyec C represents pyrrolidinyl, piperidinyl, piperazinyl or morpholinyl.

12. The compound according to any one of claims | to 11, wherein -Cyc C -

R’ n represents
p
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) C ®), ’ Rs)na aa;,, rQ(R%..
wherein nB represents an integer of 0 to 5;

the arrow represents a binding position; and

the other symbols have the same meanings as described in claim 1.

13. The compound according to claim 12, wherein -Cyc C ~(R?), represents
_R® ,N(\J RE _N
R7” 8o, N 5 o R so,

(R )nB

wherein the arrow represents a binding position; and

(R,

the other symbols have the same meanings as described in claim 1.

14. The compound according to any one of claims 1 to 5, wherein the
compound is selected from the group consisting of

(1) 4-[({(28,4S)-1-[(1-carbamimidoyl-4-piperidinyl)carbonyl]-4-[4-
(methylsulfonyl)-1-piperazinyl]-2-pyrrolidinyl} carbonyl)amino]benzoic acid,

(2) 4-[({(2S,4S)-1-(4-carbamimidoylbenzoyl)-4-[4-(methylsulfonyl)-1-
piperazinyl]-2-pyrrolidinyl } carbonyl)amino]benzoic acid,

(3) 4-({[(2S,48)-1-{(2E)-3-[5-chloro-2-(1 H-tetrazol-1-yl)phenyl}-2-
propenoyl}-4-(4-morpholinyl)-2-pyrrolidinyl]carbonyl} amino)benzoic acid,

(4) (28,4S)-1-{(2E)-3-[5-chloro-2-(1 H-tetrazol-1-yl)phenyl]-2-propenoyl} -N-
phenyl-4-[4-(phenylsulfonyl)-1-piperazinyl}-2-pyrrolidinecarboxamide,

(5) (2S,4S)-N-(1H-benzotriazol-6-yl)-1-{(2E)-3-[5-chloro-2-( 1 H-tetrazol- 1 -
yDphenyl]-2-propenoyl}-4-(4-morpholinyl)-2-pyrrolidinecarboxamide,

(6) 4-[({(2S,4S5)-1-{[trans-4-(aminomethyl)cyclohexyl]carbonyl}-4-[4-
(cyclopropylsulfonyl)-1-piperazinyl]-2-pyrrolidinyl} carbonyl)aminoJbenzoic acid,

(7) (25,4S)-1-{(2E)-3-[5-chloro-2-(1 H-tetrazol-1-yl)phenyl]-2-propenoyl} -4-
[(3S)-3-methyl-4-sulfamoyl-1-piperazinyl]-N-phenyl-2-pyrrolidinecarboxamide,

(8) methyl [4-(2-{(2S,4R)-1-[(1-carbamimidoyl-4-piperidinyl)carbonyl]-4-[ -
(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl} - 1 H-imidazol-5-yl)phenyl]carbamate,




10

15

20

30

151

(9) methyl [4-(2-{(2S,4R)-1-(4-carbamimidoylbenzoyl)-4-[1-
(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl } -1H-imidazol-5-yl)phenyl]carbamate,

(10) methyl [4-(2-{(2S,4R)-1-(4-carbamimidamidobenzoyl)-4-[1-
(methylsulfonyl}-4-piperidinyl]-2-pyrrolidinyl} -4-chloro-1H-imidazol-5-
yl)phenyl]carbamate,

(11) methyl [4-(2-{(2S,4R)-1-({trans-4-[(1S)-1-
aminoethyl]cyclohexyl}carbonyl)-4-[ 1-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl } -
4-chloro-1H-imidazol-5-yl)phenyl]lcarbamate,

(12) methyl [4-(2-{(2S,4R)-1-[(4-carbamimidoyl-1-piperazinyl)carbonyl]-4-
[ [-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl } -4-chloro-1 H-imidazol-5-
yl)phenyl]carbamate,

(13) 4-[({(2S,4R)-1-[(3-chloro-4-fluoro- 1 -methyl-1H-indol-5-yl)carbonyl]-4-
[ I-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl } carbonyl)amino]benzoic acid,

(14) methyl [4-(4-chloro-2-{(2S,4R)-1-{(2E)-3-[5-chloro-2-(1 H-tetrazol-1-
yl)phenyl]-2-propenoyl}-4-[ 1-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl } - 1H-
imidazol-5-yl)phenyl]carbamate, '

(15) methyl {4-(2-{(2S,4R)-1-{[4-(aminomethyl)cyclohexyl]carbonyl}-4-[1-
(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl} -4-chloro-1 H-imidazol-5-
yDphenyl]carbamate,

(16) methyl [4-(2-{(2S.4S)-1-[(1-carbamimidoyl-4-piperidinyl)carbonyl]-4-
[4-(methylsulfonyl)-1-piperazinyl]-2-pyrrolidinyl } - 1H-imidazol-5-yl)phenyl]carbamate,

(17) methyl [4-(2-{(2S,4R)-1-[(1-carbamimidoyl-4-piperidinyl)carbonyl]-4-
[1-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl } -4-chloro-1H-imidazol-5-
yDphenyl]carbamate,

(18) methyl [4-(2- {(2S,4R)- I -(4-carbamimidoylbenzoyl)-4-[1-
(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl} -4-chloro- 1 H-imidazol-5-
yl)phenyl]carbamate,

(19) methyl [4-(2-{(28S,4S)-1-(4-carbamimidoylbenzoyl)-4-{4-
(methylsulfonyl)-1-piperazinyl]-2-pyrrolidinyl } -1 H-imidazol-5-yl)phenyl]carbamate,

(20) methyl [4-(2-{(2S,4S)-1-[(1-carbamimidoyl-4-piperidinyl)carbonyl]-4-
[4-(mcthylsulfonyl)-1-piperazinyl]-2-pyrrolidinyl} -4-chloro-1 H-imidazol-5-
yDphenyl]carbamate and
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(21) 4-[({(2S,4R)- 1-(4-carbamimidoylbenzoyl)-4-[ 1 -(methylsulfonyl)-4-

piperidinyl]-2-pyrrolidinyl } carbonyl)amino]benzoic acid.

15. A pharmaceutical composition which comprises the compound according
to any one of claims 1 to 14, a salt thereof, an N-oxide thereof, a solvate thereof, or a

prodrug thereof.

16. The pharmaceutical composition according to claim 15, which is a factor

Xla inhibitor.

17. The pharmaceutical composition according to claim 16, which is an

agent for the treatment or prevention of a thromboembolic disease.

18 The compound according to any one of claims 1 to 14 for use in treating

or preventing a thromboembolic disease.

19. The compound for use according to claim 18, wherein the
thromboembolic disease is selected from the group consisting of arterial cardiovascular
thromboembolic disorders, venous cardiovascular thromboembolic disorders, arterial
cerebrovascular thromboembolic disorders, venous cerebrovascular thromboembolic
disorders and thromboembolic disorders in the chambers of the heart or in the peripheral

circulation.

20. The compound for use according to claim 19, wherein the
thromboembolic disease is sclected from disseminated intravascular coagulopathy
(DIC), sepsis, angina, unstable angina, an acute coronary syndrome, coronary artery
disease, myocardial infarction, atrial fibrillation, ischemic sudden death, transient
ischemic attack, stroke, acute stroke, atherothrombosis, atherosclerosis, peripheral
occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral thrombosis, cerebral arterial
thrombosis, cerebral embolism, cardiogenic embolism, kidney cmbolism. portal vein
thrombosis, pulmonary embolism, pulmonary infarction, liver embolism, mesenteric

artery and/or vein embolism, occlusion of retinal vein and/or artery, systemic embolism,
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antiphospholipid antibody syndrome, thrombosis resulting from coronary artery bypass
graft surgery and thrombosis resulting from medical implants, devices, or procedures in

which blood is exposed to an artificial surface that promotes thrombosis.

21. Use of a compound according to any one of claims 1 to 14, in the
manufacture of a medicament for use in treating or preventing a thromboembolic

disease.

22. The use according to claim 21 wherein the thromboembolic disease is
selected from the group consisting of arterial cardiovascular thromboembolic disorders,
venous cardiovascular thromboembolic disorders, arterial cerebrovascular
thromboembolic disorders, venous cerebrovascular thromboembolic disorders and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

23. The use according to claim 22 wherein the thromboembolic disease is
selected from disseminated intravascular coagulopathy (DIC), sepsis, angina, unstable
angina, an acute coronary syndrome, coronary artery disease, myocardial infarction,
atrial fibrillation, ischemic sudden death, transient ischemic attack, stroke, acute stroke,
atherothrombosis, atherosclerosis, peripheral occlusive arterial disease, venous
thrombosis, deep vein thrombosis, thrombophlebitis, arterial embolism, coronary
arterial thrombosis, cerebral thrombosis, cerebral arterial thrombosis, cerebral
embolism, cardiogenic embolism, kidney embolism, portal vein thrombosis, pulmonary
embolism, pulmonary infarction, liver embolism, mesenteric artery and/or vein
embolism, occlusion of retinal vein and/or artery, systemic embolism, antiphospholipid
antibody syndrome, thrombosis resulting from coronary artery bypass graft surgery and
thrombosis resulting from medical implants, devices, or procedures in which blood is

exposed to an artificial surface that promotes thrombosis.

24. The compound according to claim 1, substantially as herein described

with reference to any one of the examples.

25. The pharmaceutical according to claim 15, substantially as herein

described with reference to any one of the examples.
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26. The use according to claim 21, substantially as herein described with

reference to any one of the examples.

27.  4-[({(28,4S)-1-(4-carbamimidoylbenzoyl)-4-[4-(methylsulfonyl)-1- %
piperazinyl]-2-pyrrolidinyl } carbonyl)amino]benzoic acid or a salt thereof.




