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CLAIMS 

1. A compound represented by formula (I): 

Cyc C 

1, 5- to 10-membered 
heteroaryl; 

-membered heterocycloalkyl, C6-

jbered lieterocycloalkyl, C6-

C*3)n 
5 wherein Cyc A represents C3-C8 

lieterocycloalkyl, C6-C10 aryl or 5- to 10-mem 

Cyc B represents C3-C8 cycloalkyl, 5-

C10 aryl or 5- to 10-membered heteroaryl; 

Cyc C represents C3-C8 cycloalkyl, 5- lo 

10 CIO aryl or 5- to 10-membered heteroaryl; 

each R3 may be the same or different and represents 1JL) -C(-NH)NH?.} (2) 5-

to 10-membered heteroaryl, (3) C6-C10 aryl or 5- to 10-membere\heteroaryl 

substituted with 1 to 5 groups selected from halogen, CI -4 alkyl, Cl\ alkoxy, -Cl-4 

alkylene-Cl-4 alkoxy, CN, -COOH, -COO-C1-4 alkyl, -CO-NH2) -u^^n2) -

15 OCONH-C1-4 alkyl, -CONH-C1-4 alkyl, -NHCOO-C1-4 alkyl and -NH(\-Cl-4 alkyl, 

(4) C6-C10 aryl, (5) -NH-C(=NH)NH2, (6) Cl-4 alkyl, (7) C2-4 alkenyl, 

alkynyl, (9) -Cl-4 alkylene-NH2, (10) Cl-4 alkoxy, (11) CN, (12) -CO-CM al\l, (13) 

halogen or (14) -R10-C(=NRu)NR12Rl:i; 
10 wherein R represents (1) a bond or (2) NH; 
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Rn, R32 and R13 each independently represents (1) hydrogen, (2) OH, (3) CI-

4 aim (4) C2-4 alkenyl, (5) C2-4 alkynyl, (6) Cl-4 alkoxy, (7) -Cl-4 alkylene-Cl-4 

alkox^8) -CO-C1-4 alkyl, (9) -COO-C1-4 alkyl, (10) -OCO-C1-4 alkyl, (11) -CO-R14, 

(12) -COO^L15 or (13) -OCOR16, with the proviso tliat R11, R12 and R° do not all 

5 simultaneous^ represent hydrogen; 

whereb R14, RJS and R16 each independently represents Cl-4 alkyl, C2-4 

alkenyl or C2-4 aflwnyl, which are substituted with 1 to 5 groups selected from Cl-4 

alkyl, C2-4 alkenyl, 0|B-4 alkynyl, halogen, trifluoromethyl, OH, -COO-C1-4 alkyl, 

COOH, oxo, Cl-4 alkoV, C6-C10 aryl, 5- to 10-membered heteroaryl and NRI7R18; 

10 wherein R17 andX1* each independently represents (1) hydrogen, (2) CI -4 

alkyl, (3) C2-4 alkenyl or (4)^2-4 alkynyl; 

t represents an integerVf 0 to 6; 

each R2 may be the sam^r different and represents (I) -COOH, (2) -COO-

Cl-4 alkyl, (3) -COO-C1-4 alkylene\-4 alkoxy, (4) -NH2, (5) -NH-C1-4 alkyl, (6) -

15 NH-C1-4 alkylene-Cl-4 alkoxy, (7) -NBCO-C1-4 alkyl, (8) -NHCO-C1-4 alkylene-Cl-

4 alkoxy, (9) -NHCOO-C1-4 alkyl, (10) -l^^OO-Cl-4 alkylene-Cl-4 alkoxy, (11) -

CONH2, (12) -CONH-C1-4 alkyl, (13) -COlv\c2-4 alkylene-Cl-4 alkoxy, (14) 

halogen, (15) -S02-Cl-4 alkyl, (16) oxo, (17) CM alkoxy, (18) -CO-C1-4 alkyl, (19) -

CO-CI-4 alkylene-Cl-4 alkoxy or (20) -COO- Cl-^alkyl substituted with 1 to 5 groups 

20 selected from Cl-4 alkyl, C2-4 alkenyl, C2-4 alkynylVilogen, trifluoromethyl, OH, -

COO-C1-4 alkyl, COOH, oxo, Cl-4 alkoxy, C6-C10 aryta- to 10-membered 

heteroaryl and NR19R20; 
wherein R19 and R20 each independently represents ^hydrogen, (2) Cl-4 

alkyl, (3) C2-4 alkenyl or (4) C2-4 alkynyl; 

25 m represents an integer of 0 to 6; X 

each R3 may be the same or different and represents (1) -S0^6-R7, (2) oxo, 

(3) -CO-Cl-4 alkyl, (4) -CO-NH2, (5) -S02-NH2 or (6) -COO-C1-4 alky\ 

n represents an integer of 0 to 6; X 

R6 represents (1) a bond or (2) NH; 

30 R7 represents (1) Cl-4 alkyl, (2) Cyc D or (3) Cl-4 alkyl or Cyc D subsisted 

with 1 to 5 R8; 

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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10 

each R may be the same or different and represents (1) -COOH, (2) -COO-

CM alkyl, (3) -COO-C1-4 alkylene-Cl-4 alkoxy, (4) -NH2, (5) -NH-C1-4 alkyl, (6) -

NHc\-d-4 alkyl, (8) -CONH2, (12) -CONH-C1-4 alkyl (13) OH or (14) halogen; 

L4 represents (1) a bond, (2) Cl-4 alkylene, (3) C2-4 alkenylene or (4) C2-4 

alkynyl 

R5 presents (1) -CONH-, (2) Cyc E or (3) Cyc E substituted with 1 to 5 R9; 

where\Cyc E represents C3-C8 cycloalkyl, 5- to 10-membered 

lieterocycloalkyl, C%C10 aryl or 5- to 10-membered heteroaryl; and 

each R9 ma^be the same or different and represents Cl-4 alkyi or halogen; 

a salt thereof, a%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 comp<\nd represented by formula (I-A): 

(R1)t 

Cyc B (l-A) 

(R2)m 

15 

(R3)n 

wherein all symbols have the same meanings as descritmd 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-l):\ 
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„ 1 (Q "-4-11 
M —^<R2), m 

rc C 

wherein t A represerfe; an integer of 0 to 5; and 

the other symbols hav&he 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 rejjjgsented by formula (I-B): 

(R1), 

(l-B) 

[R2) m 

Cyc B 

(R3)n 

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 repressed 

by formula (I-B) represents a compound represented by formula (I-B-l): \ 
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(R1)tB NH 

15 

•yc c 

<R3)n 

wherein tB repre^nts an integer of 0 to 5; and 

the other symbols h\e the same meanings as described in claim I. 

5 6. The compound accoMng to claim 4 or 5, wherein Cyc E represents 

imidazolyl. 

7. The compound according Ikany preceding claim, wherein Cyc A 

represents C3-C6 cycloalkyl, C6-C10 aryl oi^- to 6-membered lieterocycloalkyl. 

10 8. The compound according to claim \wherein Cyc A represents 

cyclohexyl, phenyl, piperidinyl orpiperazinyl. 

9. The compound according to any preceding o^im, wherein Cyc B 

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

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

pyridyl. 

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

20 represents pyrrolidinyl, piperidinyl, piperazinyl or morpholinyl. 

12. The compound according to any one of claims 1 to 11, wherein -Cyc 

(R3)n represents 
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R3 

/ "N' <L 
<R3)n WnB ~ X(R3)n ' ~ N(R3)nB 

ierein nB represents ail integer of 0 to 5; 

arrow represents a binding position; and 

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

(R3)n 

10 

15 

20 

25 

13. The impound according to claim 12, wherein -Cyc C ~(R3)n represents 

R7 ^S02 
J 

^.^3, (R3), nB Wn* 

wherein the arrow re Absents a binding position; and 

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

14. The compound according^} any one of claims 1 to 5, wherein the 

compound is selected from the group consisting of 

(1) 4-[({(2S,4S)-l-[(l-carbamimido5(j-4-pipendmyi)carbonyrj-4-[4-

(methylsulfonyl)-1 -piperazinyl]-2-pyrrolidinyI} c%bonyl)amino]benzoic acid, 

(2) 4-[({(2S.4S)-l-(4-carbamimidoylben^^I)-4-[4-(methylsulfonyl)-l-

piperazinyl]-2-pyrrolidinyI}carbonyl)amino]benzoic amd, 

(3) 4-({[(2S,4S)-l-{(2E)-3-[5-chloro-2-(lH-te1raol-l-yl)phenyl]-2~ 

propenoyl} 4-(4-morpholinyl)~2-pyrrolidinyl]carbonyl} amilW)benzoic acid, 

(4) (2S,4S)-l-{(2E)-3~[5-chloro-2-(lH-tetrazol-l-yl^faenyl]-2-propenoyl}-N-
phenyl-4-[4-(phenylsulfonyl)-l-piperazinyl]-2-pyrrolidinecarboxl^ideJ 

(5) (2S,4S)-N-(lH-benzotriazol-6-yl)-l-{(2E)-3-[5-chloroS^(lH-tetrazol-l-

yl)phenyl]-2-propenoyl}-4-(4-morpholinyl)-2~pyrrolidinecarboxamide^ 

(6) 4-[({(2S,4S)-l-{ftrans-4-(aminomethyl)cyclohexyl]cai,bonyIV4-[4-

(cyclopropylsuIfonyl)-l-piperazinyi]-2-pyrrolidinyl}cai'bonyl)amino]benzoi^|cid, 

(7) (2S,4S)-l-{(2E)-3-[5-chloro-2-(lH-tetrazol-l-yl)phenyl]-2-prope]^l}-4-

r(3S)-3-methyl-4-sulfamoyl-l-piperazinyl]-N-phenyl-2-pyrrolidinecarboxamide> 

(8) methyl [4-(2- {(2S,4R)-1 -[(1 -cai*bamimidoyl-4-piperidinyl)carbonyl]-4-I 

(methylsulfonyl)-4-piperidinyl]-2-pyrroKdinyl}-lH-imidazol-5-yl)phenyl]carbamate, 
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(9) methyl [4-(2-{(2S,4R)-l-(4-carbaniimidoylbenzoyl)-4-[l-

(me^lsulfonyl)-4-piperidmyl]-2-pyrralidinyl}-lH-irnidazol-5-yl)phenyI]carbamate, 

(10) methyl [4-(2-{(2S,4R)-l-(4-carbamimidamidobenzoyl)-4-[l-

(methylsu|fcnyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-lH-imidazol-5-

5 yl)phenyl]caSbarflate, 

(11)H^tlayl [4-(2-{(2S,4R)-l -({trans-4-[(l S)-l-

aminoethyl]cycloE^yl}carbonyl)-4-[l-(metliyIsulfonyl)-4-piperidinyl]-2-pyrroHdinyl}-

4-chloro-lH-imidazc*5-yl)phenyi]carbamate, 

(12) methyl [W2-{(2S14R)-l-[(4-carbamimidoyl-l-piperazinyl)carbonyl]-4-

10 [l-(methyIsulfonyl)-4-pip»dinyi]-2-pyrrolidinyl}-4-chloro-lH-imidazol-5-

yl)phenyl]carbamate, \ 

(13) 4-[({(2S,4R)-l-[tachloro-4-fluoro-l-methyl-lH-indol-5-yl)carbonyi]-4-

[l-(methylsulfonyl)-4-piperidinyip^pyrrolidmyl}carbonyl)amirio]benzoic acid, 

(14) methyl [4-(4-chloro-2^Ss4R)-l-{(2B)-3-[5-chloro-2-(lH-tetrazol-l-

15 yl)phenyl]-2-propenoyl }-4-[l -(methyIsi8fonyl)-4-piperidinyl] -2-pyrrolidinyl} -1H-
imidazol-5-yl)phenyl]carbamate, X 

(15) methyl [4-(2-{(2S,4R)-1 -{[4-(^ainomethyl)cyclohexyl]carbonyl}-4-[ 1 -

(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-\chloro-lH-iinidazol-5-

yl)phenyl]carbamate, \ 

20 (16) methyl [4-(2-{(2S,4S)-l-[(l-carbamimm)yl-4-piperidinyl)carbonyl]-4-

[4-(methylsulfonyl)-l-piperazinyl]-2-pyrrolidinyl}-lH-i\dazol-5-yl)phenyl]carbamate, 

(17) methyl [4-(2"{(2SJ4R)-l-[(l-carbamimidoylN^piperidinyl)carbonyl]-4-
[l-(methylsu!fonyl)-4-piperidinyl]-2-pyiTolidinyl}-4-chloro-lXimidazol-5-
yl)phenyl] carbamate, \ 

25 (18) methyl [4-(2-{(2S,4R)-l-(4-carbamiraidoylbenzoyl)^^l-

(methylsulfonyl)-4-piperidinyi]-2-pyrrolidinyl}-4-chloro-lH-imidazolV-
yl)phenyl] carbamate, \ 

(19) methyl [4-(2-{(2S,4S)-l-(4-carbamimidoylbenzoyl)-4-[4-

(methylsulfonyl)-l-piperazinyl]-2-pyiToIidinyl}-lH-imidazol-5-yI)phenyl]carbSknate, 

30 (20)-methyl [4-(2-{(2S,4S)-l-[(l-carbamimidoyl-4-piperidinyl)carbon^t4-

[4-(methylsulfonyl)-1 -piperaziny l]-2-pyrrolidinyl}-4-chloro-1 H-imidazol-5- \ 

yl)phenyl] carbamate and \ 
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(21) 4-[({(2S,4R)-l-(4-carbamimidoylbenzoyl)"4"[l-(methyIsulfonyl)-4-

pif%idinyl]-2-pyrrolidinyl}carbonyl)amino]benzoic acid. 

.5. A pharmaceutical composition which comprises the compound according 

5 to any one acclaims 1 to 14, a salt thereof, an N-oxide thereof, a solvate thereof, or a 

prodrug thei 

16. Thef^armaceutical composition according to claim 15, which is a factor 
XIa inhibitor. 

10 
17. The pharmaceutical composition according to claim 16, which is an 

agent for the treatment or prevention of a thromboembolic disease. 

18 The compound accoi^tig to any one of claims 1 to 14 for use in treating 
15 or preventing a thromboembolic dis< 

19. The compound for use according to claim 18, wherein the 

thromboembolic disease is selected from the giVip consisting of arterial cardiovascular 

thromboembolic disorders, venous cardiovascularwomboembolic disorders, arterial 

20 cerebrovascular thromboembolic disorders, venous cerebrovascular thromboembolic 

disorders and thromboembolic disorders in the chamber^pf the heart or in the peripheral 
circulation. 

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

25 thromboembolic disease is selected from disseminated intravascul\coagulopathy 

(DIC), sepsis, angina, unstable angina, an acute coronary syndrome, cwonary artery 

disease, myocardial infarction, atrial fibrillation, ischemic sudden deathVansient 

ischemic attack, stroke, acute stroke, atherothrombosis, atherosclerosis, penbheral 

occlusive arterial disease, venous thrombosis, deep vein thrombosis, Thrombophlebitis, 

30 arterial embolism, coronary arterial thrombosis, cerebral thrombosis, cerebral artlkial 

thrombosis, cerebral embolism, cardiogenic embolism, kidney embolism, portal vei 

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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tiphospholipid antibody syndrome, thrombosis resulting from coronary artery bypass 

gra\surgery and thrombosis resulting from medical implants, devices, or procedures in 

whichVjood is exposed to an artificial surface that promotes thrombosis. 

5 21V A method for treating a patient suffering from or susceptible to a 

thrombocmbol\ disease, which method comprises administering to said patient a 

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

22. Use of aVompound according to any one of claims 1 to 14, in the 

10 manufacture of a medican^jit for use in treating or preventing a thromboembolic 

disease. 



CLAIMS 

1. A compound represented by formula (I): 

5 wherein Cyc A represents C3-C8 cycloalkyl, 5- to 10-membered 

lieterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl; 

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

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

each R1 may be the same or different and represents (1) -C(=NH)NH2, (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, Cl-4 alkyl, Cl-4 alkoxy, -Cl-4 

aikylene-CI-4 alkoxy, CN, -COOH, -COO-C1-4 alkyl, -CO-NH2, -OCONH2, -

15 OCONH-C1-4 alkyl, -CONH-C1-4 alkyl, -NHCOO-C1-4 alkyl and -NHCO-C1-4 alkyl, 

(4) C6-C10 aryl, (5) -NH-C(=NH)NH2, (6) Cl-4 alkyl, (7) C2-4 alkenyl, (8) C2-4 

alkynyl, (9) -Cl-4 alkylene-NH2, (10) Cl-4 alkoxy, (11) CN, (12) -CO-C1-4 alkyl, (13) 
halogen or (14) -Rl0-C(=NR! [)NRi::Ri?; 

wherein R10 represents (1) a bond or (2) NH; 
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Ru, R12 and R13 each independently represents (1) hydrogen, (2) OH, (3) CI-

4 alkyl, (4) C2-4 alkenyl, (5) C2-4 alkynyl, (6) Cl-4 alkoxy, (7) -Cl-4 alkylene-Cl-4 

alkoxy, (8) -CO-C1-4 alkyl, (9) -COO-C1-4 alkyl, (10) -OCO-C1-4 alkyl, (11) -CO-R14, 

(12) -COO-R15 or (13) -OCO-R®6, with the proviso that Rn, R12 and R13 do not all 

5 simultaneously represent hydrogen; 

wherein R14, R15 and R16 each independently represents Cl-4 alkyl, C2-4 

alkenyl or C2-4 alkynyl, which are substituted with 1 to 5 groups selected from Cl-4 

alkyl, C2-4 alkenyl, C2-4 alkynyl, halogen, trifluoromethyl, OH, -COO-C1-4 alkyl, 

COOH, oxo, Cl-4 alkoxy, C6-C10 aryl, 5- to 10-membered heteroaryl and NR17R1S; 

10 wherein R17 and R18 each independently represents (1) hydrogen, (2) Cl-4 
alkyl, (3) C2-4 alkenyl or (4) C2-4 alkynyl; 

t represents an integer of 0 to 6; 

each R2 may be the same or different and represents (1) -COOH, (2) -COO-

Cl-4 alkyl, (3) -COO-C1-4 alkylene-Cl-4 alkoxy, (4) -NH2, (5) -NH-C1-4 alkyl, (6) -

15 NH-C1-4 alkylene-Cl-4 alkoxy. (7) -NHCO-C1-4 alkyl, (8) -NHCO-C1-4 alkylene-Cl-

4 alkoxy, (9) -NHCOO-C1-4 alkyl, (10) -NHCOO-C1-4 alkylene-Cl-4 alkoxy, (11)-

CONH2, (12) -CONH-C1-4 alkyl, (13) -CONH-C2-4 alkylene-Cl-4 alkoxy, (14) 

halogen, (15) -S02-Cl-4 alkyl, (16) oxo, (17) Cl-4 alkoxy, (18) -CO-C1-4 alkyl, (19) -

CO-C1-4 alkylene-Cl-4 alkoxy or (20) -COO- Cl-4 alkyl substituted with 1 to 5 groups 

20 selected from Cl-4 alkyl, C2-4 alkenyl, C2-4 alkynyl, halogen, trifluoromethyl, OH, -

COO-C1-4 alkyl, COOH, oxo, Cl-4 alkoxy, C6-C10 aryl, 5- to 10-membered 

heteroaryl and NR19R20; 
wherein R19 and R20 each independently represents (1) hydrogen, (2) Cl-4 

alkyl, (3) C2-4 alkenyl or (4) C2-4 alkynyl; 

25 m represents an integer of 0 to 6; 

each RJ may be the same or different and represents (1) -S02-R6-R7, (2) oxo, 

(3) -CO-C1-4 alkyl, (4) -CO-NH2, (5) -S02-NH2 or (6) -COO-C1-4 alkyl; 

n represents an integer of 0 to 6; 

R6 represents (1) a bond or (2) NH; 

30 R7 represents (1) Cl-4 alkyl, (2) Cyc D or (3) Cl-4 alkyl or Cyc D substituted 
with 1 to 5 Rs; 

wherein Cyc D represents C3-C8 cycloalkyl, 5- to 10-membered 

lieterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl; 
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each R8 may be the same or different and represents (1) -COOH, (2) -COO-

Cl-4 alkyl, (3) -COO-C1-4 alkylene-Cl-4 alkoxy, (4) -NH2, (5) -NH-C1-4 alkyl, (6) -

NHCO-C1-4 alkyl, (8) -CONH2, (12) -CONH-C1-4 alkyl (13) OH or (14) halogen; 

R4 represents (1) a bond, (2) Cl-4 alkylene, (3) C2-4 alkenylene or (4) C2-4 

alkynylene; 

R3 represents (1) -CONH-, (2) Cyc E or (3) Cyc E substituted with 1 to 5 R9; 

wherein Cyc E represents C3-C8 cycloalkyl, 5- to 10-membered 

lieterocycloalkyl, C6-C10 aryl or 5- to 10-membered heteroaryl; and 

each R9 may be the same or different and represents Cl-4 alkyl or halogen; 

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): 

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

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

(RZ)m 

(l-A) 
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wherein tA represents an integer of 0 to 5; and 

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

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

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

wherein p represents an integer of 0 to 5; and 

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

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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(l-B-1) 

(R2)m 

(R3)n 

wherein tB represents an integer of 0 to 5; and 

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

5 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 lieterocycloalkyl. 

10 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. 

15 
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 

20 Cyc C represents pyrrolidinyl, piperidinyl, piperazinyl or morpholinyl. 

12. The compound according to any one of claims 1 to 11, wherein -Cyc C -

(R3)n represents 
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5 

10 

N(R3)nB (R3)n (R3)nB (R3)n <*3>n 

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 -(RJ)n represents 

.N R6 N 
R7 S°2 X(R3)„B " R7 S°* - (R3)„B 

wherein the arrow represents a binding position; and 

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-[({(2S,4S)-l-[(l-carbamimidoyI-4-piperidinyl)carbonyl]-4-[4-

(methylsulfonyl)-l-piperazinyl]-2-pyrrolidinyl}carbonyl)amino]benzoic acid, 

15 (2) 4-[({(2S,4S)-l-(4-carbamimidoyIbenzoyl)-4-[4-(methylsulfonyl)-l-

piperazinyl]-2-pyrrolidinyl}carbonyl)amino]benzoic acid, 

(3) 4-( {[(2S,4S)-1 - {(2E)-3-[5-chloro-2-( 1 H-tetrazol-1 -yl)phenyI]-2-

propenoyl}-4-(4-morpholinyl)-2-pyrrolidinyl]carbonyl}amino)benzoic acid, 

(4) (2S,4S)-l-{(2E)-3-[5-chloro-2-(lH-tetrazol-l-yl)phenyl]-2-propenoyl}-N-

20 phenyl-4-[4-(phenylsulfonyl)-l-piperazinyl]-2-pyrrolidinecarboxamide, 

(5) (2S,4S)-N-( 1 H-benzotriazol-6-yl)-1 -{(2E)-3-[5-chloro-2-{ 1 H-tetrazol-1-

yl)phenyl]-2-propenoyl}-4-(4-morpholinyl)-2-pyrrolidinecarboxamide, 

(6) 4-[({(2S,4S)~ 1 -{[trans-4-(aminomethyl)cyclohexyl]carbonyl}-4-[4-

(cyclopropylsulfonyl)-1 -piperazinyl]-2-pyrrolidinyl} carbonyl)amino]benzoic acid, 

25 (7) (2S,4S)-1 -{(2E)-3-[5-chloro-2-( 1 H-tetrazol-1 -yl)phenyl]-2-propenoyI}-4-

[(3S)-3-methyl-4-sulfamoyl-l-piperazinyl]-N-phenyl-2-pyrrolidinecarboxamide, 

(8) methyl [4-(2-{(2S,4R)-l-[(l-carbamimidoyl-4-piperidinyl)carbonyl]-4-[l-

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

(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-lH-imidazol-5-yl)pheiiyl]carbamate, 

(10) methyl [4-(2- {(2S,4R)-1 -(4-carbamimidamidobenzoyl)-4-[ 1 -

(metliylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-lH-iiTridazol-5-

5 yl)phenyl]carbamate, 

(11) methyl [4-(2-{(2S,4R)-l-({trans-4-[(lS)-l-

aminoethyl]cyclohexyl}carbonyl)-4-[l-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-

4-chloro-lH-imidazol-5-yl)phenyl]carbamate, 

(12) methyl [4-(2-{(2S,4R)-l-[(4-carbamimidoyl-l-piperazinyl)carbonyl]-4-

10 [l-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-lH-imidazol-5-

yl)phenyl]carbamate, 

(13) 4-[({(2S,4R)-l-[(3-chloro-4-fluoro-l-methyl-lH-indol-5-yl)carbonyl]-4-

[l-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}carbonyl)amino]benzoic acid, 

(14) methyl [4-(4-chloro-2-{(2S,4R)-l-{(2E)-3-[5-chIoro-2-(l H-tetrazol-1-

15 yl)phenyl]-2-propenoyl} -4-[ 1 -(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl }-l H-

imidazol-5-yl)phenyl]carbamate, 

(15) methyl [4-(2-{(2S,4R)-l-{[4-(aminomethyl)cycIohexyl]carbonyl}-4-[l-

(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-lH-imidazol-5-
y l)pheny 1] carbamate, 

20 (16) methyl [4-(2- {(2S,4S)~ 1 -[(l-carbamimidoyl-4-piperidinyl)carbonyl]-4-

[4-(methylsulfoiiyl)-l-piperazinyl3-2-pyrrolidinyl}-lH-imidazol-5-yl)phenyl]carbamate, 

(17) methyl [4-(2-{(2S,4R)-l-[(l-carbamimidoyl-4-piperidinyl)carbonyl]-4-
[l-(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-lH-imidazol-5-
yl)phenyl]carbamate, 

25 (18) methyl [4-(2- ((2S,4R)-l-(4-carbamimidoylbenzoyl)-4-[l-

(methylsulfonyl)-4-piperidinyl]-2-pyrrolidinyl}-4-chloro-lH-imidazol-5-

yl)phenyl]carbamate, 

(19) methyl [4-(2-{(2S,4S)-1 -(4-carbamimidoylbenzoyl)-4-[4-

(methylsulfonyl)-1 -piperazinyl]-2-pyrrolidinyl} -1 H-imidazol-5-yl)phenyl] carbamate, 

30 (20) methyl [4-(2-{(2S,4S)-l-[(l-carbamimidoyl-4-piperidinyl)carbonyl]-4-

[4-(mcthyIsulfonyl)-1 -piperazinyl]-2-pyrrolidinyi j -4-chloro-1 H-imidazol-5-

yl)phenyl]carbamate and 
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(21) 4-[({(2S,4R)-l-(4-carbamimidoylbenzoyl)-4-[l-(methylsulfonyl)-4-

piperidinyl]-2-pyrrolidinyl}carbonyl)amino3benzoic acid. 

15. A pharmaceutical composition which comprises the compound according 

5 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 

XIa inhibitor. 

10 

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 

15 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 
20 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 

25 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, 

30 arterial embolism, coronary arterial thrombosis, cerebral thrombosis, cerebral arterial 

thrombosis, ccrebral 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, 
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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. 

5 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 

10 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. 

15 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 
20 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 

25 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 

30 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-[( {(2S,4S)-1 -(4-carbamimidoylbenzoyl)-4-[4-(methylsulfonyl)-1 -
piperazinyl]-2-pyrrolidinyl}carbonyl)amino]benzoic acid or a salt thereof. 


