
/ 
CLAIMS 

1. 	A method of inhibiting coagulation in a human patient in need there° , 

comprising administering to the patient a coagulation inhibiting amount of a factcptXa 

inhibitor compound of the Formula 1: 	
/ 

5 A-Q-D-E-G-J-X 

I 

wherein: 

A is selected from: 

(a) CI-C6-alkyl; 

10 (b) C3-Cg-cycloalkyl; 

(c) -N(R1,R2), N(R1,R2)-C(=NR3)-, N(RI,R2),' (=NR3)-N(R4)-, RI -C(7NR3)-, 

RI-C(=NR3)-N(R4}; 

(d) phenyl, which is independently sub 	uted. with 0-2 R. substituents; 

(e) naphthyl, which is independently 	bstituted with 0-2 R substituents; and 

15 a monocyclic or fused bicyclic 	eterocyclic ring system having from. 5 to 10 

ring atoms, wherein 1-4 rin 	ms of the ring system arc selected from. N, 0 

and S, and wherein the ri • .. system may be substituted with 0-2 R 

substituents; 

R is selected from: 

20 H, halo, -CN, -CO2RL, -IP 	0)-N(RI, R2), -(CH2)m-CO2R1s -(CH2)01- 

C(=0)-N(RI, R2), .4N 1,, -S02N(R1, R2), -S02R_I, -(CH2),NR IR2, -(CH2).-C(=NR3)- 

R I , -(C1-12)„,-C(= 	' )-N(R1 ,R2), -(CH2),„-N(R4)-C(=NR3)-N(R1,R2), -(CH2)„,NR1 -

group appended '6  a 3 to 6 membered heterocyclic ring containing from 1-4 

heteroatoms 	ectcd from N, 0 and S. -Ci..4alkyl, -C2..6alkenyl, -C2.6alkynyls -C:3- 
.15 gcycloalky -Co4alkylene-C3.4cycloalkyl, -CF3, -0R2, and a 5-6 membered 

heteroc 	lic system containing from 1-4 heteroatoms selected from N, 0 and S, 

wher. n from 1-4 hydrogen atoms on the heterocyclic system may be independently 

rep aced with a member selected from the group consisting of halo, -C1-C4-alkyl, 

14alkyl-CN. -C2_6alkenyl, -C2_6alkynyl, -C3..gcycloalkyl, -Co_olkylene- 

30 Cmcycloalkyl and -NO2; 

m s an integer of 0-2; 
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RI, R2, P. and R4  are independently selected from the group consisting of: 

H, -ORS, -N(-ll?, -R6), -CkaalkYli -Cmalkenyl, -C2.6aikynyl, -C3,acycloalkyi, / 

-Co.4alkylene-C34cycloalkyl, -00.4alkylphenyl and -C84alkylnaphthyl, whe 	in from 

1-4 hydrogen atoms on the ring atoms of the phenyl and naphthyl moie 	may be 

5 independently replaced with a member selected from the group consi ing of halo, 

-Ci4alkyl, -C2.6alkenyl, -Cmalkynyl, -C3_8cycloalkyl, -CoAalkyle 	-C3.8cycloalkyl, 

-CN, and -NO2; or RI  and R2, or R2  and le taken together can f• i a 3-8 membered 

cycloalkyl or a heterocyclic ring system, wherein the hetero 	clic. ring system may 

have from 3 to 10 ring atoms, with '1 to 2 rings being in t 	ring system and contain 

10 from 1-4 heteroatoms selected from N, 0 and S, where' from 1-4 hydrogen atoms 

on the heterocyclic ring system maybe independent ireplaced with a member 

selected from the group consisting of halo, C1 -C 	I, -CN, -C2.6alkenyl, -C2. 

6alkynyl, -C3_8cycloalkyl, -00.4alkylene-C3.8cy oalkyl and -NO2; 

R5  and R6  are independently selected from the grou consisting of: 

15 

20 

H. -C1.4alkyl, -C2-01kenyl, -C2.6alkynyl, 	3-gcycloalkyl, -C8,salkylene-C3. 

8cycloalkyl,-00.4alkylene-phenyl and 	4alkylene-naphthyl, wherein from .1-4 

hydrogen atoms on the ring atoms 	the phenyl and naphthyl moieties may be 

independently replaced with a 	mber selected from the group consisting of halo, 

-C1.4alkyl, -C2.6alkenyl, -C2,6, 	• yl, -C3 cycloalkyl, -00.011cylene-C34cycloalkyl, 

-CN, and -NO2; or R5  and 	taken together can forma 3-8 membered cycloalkyl or 

a heterocyclic ring syst 	i, wherein the heterocyclic ring system may have from 3 to 

10 ring atoms, with 	o 2 rings being in the ring system and contain from 1-4 

heteroatoms sole« a from N, 0 and S, wherein from 1-4 hydrogen atoms on the 

heterocyclic ri 	system may be independently replaced with a member selected 

25 from the gro ,p consisting of halo, -C1 -C4-alkyl, -CN, -C2_6alkenyl, -C2.6alkynyl, -C3_ 

8cycloa 	, -Ca.4alkylene-Cmcycloalkyl and NO2; 

Q is a mernb 	elected from the group consisting of: 

a di 	ct link, -CH2-, -C(---0)-, -0-. -N(R7)-, ..:N(R7)CF12-, -CH2N(R')-, -C(=NR7)-, 

f (=0)-N(R7)-, -N(R7)-C(=0)-, -S-, -SO-. -SO2-, -S02-N(R7)- and --N(R7)-S0,-; 

30 	R7  is 	lected from: 
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Fl, -CholkyL, -C2.6alkenyl, -C2.6alkyrtyl, -Cxscycloalkyl, -00.4alkylcne-cl.. 

5 

Rcycloalkyl, -00.4alitylene-phenyl and -004alkylene-naphthyl, wherein from 

hydrogen atoms on the ring atoms of the phenyl and naphthyl moieties ma be 

independently replaced with a member selected from the group consist g of halo, 

-Cmalkyl, -05.6alkenYl, -Cmalkynyl, -C3_scycloalkyl, -00.4alkylene- 1-8cyclaalkyl, 

-CN, and -NO2; 

0 is a direct link or is a-member selected from the group consisting o F.  

(a) phenyl, which is independently substituted with 0- 	':ma  substituents; 

(b) naphthyl, which is independently substituted wi 	0-2 R" substituents; and 

10 (c) a monocyclic or fused bicyclic heterocyclic 	g system having from 5 to 10 

ring atoms, wherein 1-4 ring atoms of the 	g system are selected from N, 0 

and S, and wherein the ring system ma 	ie substituted from 0-2 RI' 

substituents; 

Rya is selected from: 

15 halo, -Ci,talkyl, -Cmaikenyl, -C2-salk 	yl, -C:4.8cycloalkyl, -Co4a1kylene-C3- 

8cycloalkyl, -CN, -NO2, -(CF12)„ 	R3', -(CH2),ICO21ea, -(CH2),,CONR2"R3a, 

-SO2NR2113a, -SO2R2", -CF3, -0 ' 2a,.and a 5-6 membered aromatic heterocyclic 

system containing from 1-4 	teroatoms selected from N, 0 and S, wherein from 1-4 

hydrogen atoms on the 	matic heterocyclic system may be independently replaced 

20 with: a member select 	from the group consisting of halo, -Ci4alkyl, -C2_6aLkenyl„ 

-C2.6alkyny1, -Cl.gc cloalkyl, -Co4alicylene-C343cycloallcyl, -CN and NO2;  

Rea and R3' are indepen, 	fitly selected flow the group consisting of: 

H, -Cidialkyl -C2_6alkenyl, -C24alkynyl, -C3.4cycloalkyl, -00.4alkylene-C3. 

scycloalk 	, -004alkylene-phenyl and -00.4aLkylenc-naphthyl, wherein from 1-4 

25 hydro 	atoms on the ring atoms of the phenyl and naphthyl moieties may be 

find. endently replaced with a member selected from the group consisting of halo, 

- 	.4a1ky1, -C2.6alkenyl, -C2.6alkynyl, -C3.8cycloalkyl, -004alkylenc-Cx.scycloalkyl. 

-CN and -NO2: 

an integer of 0-2; 

30 	is a direct link or a member selected from the group consisting of: 
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-C1 _2-alkylene-, -0-, .,S-, -SO-, -SO2-, -00.1-allcylene-C(=0), -Ca-i-alkylene-

C(=0)-N(-R8)- Co_ralkylene-., -00.1-alkylerie-N(-R8)-C(=0)-004-alkylene-, 

-N(-R8)-C(-0)-N(-R8)- and -004-alkylene-N(-128)-; 

R8  is a member selected from the group consisting of: 

5 H; -CIA-alkyl; -Co4i-alkylene-aryl; -Ca.4-alkylene-h.eteroaryl; -C1. 	/ 
i 

4-alkylene-C()-0H, -CIA-alkylene-C(=0)-0-C14-alkyl, and-C1 _ 	,/ 

4-alkylene-C(=0)-N(-R21', -R3b); 

R2b  and Rd"  are each a member independently selected from the group 	'ensisting of: 

H, -C1.4-alkyl, -00.4-alkylene-aryl; -Co.,4-alkylene-heterocycli,  group, and R21' and 

10 R31>  together with the N atom to which they are attached c 	form a 5-8 membered 

heterocyclic ring containing 1-4 hetcroatorns selected 	m N, 0 and S, wherein the 

heterocyclic ring may be substituted with 0-2 Rie  1,7 	p ; 

RIG  is a member selected from the group consisting of: 

Halo; -C1A-alkyl; -CN; -NO2; -C(=0)-N(-R2', 	' 3c); —Q=0)-011.1e; 

15 -(CH2VN(-R2`, -Ru); -S02-N(-R24, -R3`); 	02Rk; -CF:; and -(CH2)q-ORk; 

Rk  and Rk  are each independently a member s. ected from the group consisting of: 

H; -C1.4-alkyl;. and -C14-a&ylene-ary , 

q is an integer of 0-2; 

G is a member selected from the go s  onsisting of 

20 (a) C2-alkenyl or C3.4-c 	loalkenyl, wherein the alkenyl and cycloalkenyl 

attachment points 	e the alkenyl carbon atoms and wherein the -C2-alkenyl 

or -C1,s-cycloa enyl are substituted with 0-4 R id  groups; 

(b) .a phenyl pp p wherein the ring carbon atoms of the phenylene group are 

substitu , . with 0-4 R'4  groups; 

25 (c) a 3-8 	timbered heterocyclic ring system containing 1-4 heteroatoms 

se cted from N, 0 and S, wherein 0-2 ring atoms of the heterocyclic ring 

i ay be substituted with 0-4 R.Id  groups; and, 

(d) an 8-10 membered fused heterocyclic bicyclic ring system, containing 1-4 

h.eteroatoms selected from N, 0 and S, wherein 0-2 ring atoms of the fused 

30 bicyclic ring system may be substituted with 0-4 R id  groups; 

R 	is a member selected from the group consisting of: 
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H, halo; C1.6-alkyl, aryl, -CN; -NO2; -(CH2)0.6-NR2dR3d; -SO2NR2dR 3d;  _so
2R

2d;  

-CF;; -(CH2)OZ-OR2d; -0-(CHA .60R2d; -0-(CH2)1.6-C(0)-0-R2d; 	 / 

-0-(CH2)i-6-C(=0)-N(R2d,R3d); -N(e)-(CH2)1-6-0R2d; -N(Rsay(CH2)1.6-N(R2d/R., 3d); 

-C(-0)-N(R2d,R3d); -N(RSq)-(CH2)1-6-C(----0)- ( K3N. R2d,-41);  _ N (4CH-2)1.6-0e  2/.','  

5 -N(R5a)-(CH2)1.6-0R2d; -N(e)-C(=0)-R2d; -N(R5°)-S02-R2d; -(CH2)0. / 

6-C(=0)-0412d; -(CH2)0.6-C(r0)- ( R2,14.,— 3d K ); -(Cfli)04-C(=NR2d  )-N(:fd Add): N,

NR2d)-Nat
3d;Rild

J
.; 4CH2)0.6-N(R5aM= 	 a •(CH2)0.6-N(R3d)C5.6 memitered 

heterocyclic ring containing 1-4 heteroatoms selected from N, 	and S. and a 

-(CH2)0.6-5-6 membered heterocyclic ring containing 1-4 h 	roatoms selected from 

10 N, 0 and S; 

Rsa, R2d, Rid  and Rod  are each independently a member select d from the group consisting 

of: 

H, C1.6-alkyl, C1.6-alkylaryl, -CN; -NO2; carbo 	clic aryl, -;CN; -NO2;,or R2d  and Rid 

taken together with the N atoms they are it 	endently attached form a 5-7 

15 membered heterocyclic ring; or Rid  and ' d  taken together with the N atom to 

which they are attached form a 5-8 m 	bored heterocyclic ring containing 1-4 

heteroatoms selected from N, 0 a. , S; 

J is a direct link or is a member selecte 	rom the group consisting of: 

-N(-R9)-C(=0)-; -C(---0)-N(- 	)-; -0-; -S-; -SO-; -SO2-; -CH2-; -N(-R9)-. and 

20 -N(-R9)-S02-; 

R9  is a member selected from 	e group consisting of: 

H; -Cm-alkyl; -Co 	,-:, kyI-carbocyclic aryl; -(CH2)04-5-6 membered heterocyclic 

ring containing 	• heteroatoms selected from N, 0 and S; -(0-12)1.6-C(=0)-0-C1. 

4-alkyl; and - 	, H2)1-6-C(=0)-N(R6n,R6b); 

25 	R6°  and R6' are e • 	a member independently selected from the group consisting of: 

H and -' 1.6-alkyl; 

X is a mem er selected from the group consisting of 

1 	phenyl substituted with 0-3 R IC  groups: 

(b) naph.thyl substituted with 0-3 R I' groups and 

30 (c) a 6-membered aromatic heterocyclic ring system containing 1-3 N atoms and 

having 0-3 ring atoms substituted with 0-3 R I' groups; and 
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(d) 	an 8-10 membered fused aromatic heterocyclic bicyclic ring system 

containing 1-4 heteroatoms selected from N, 0 and S and 0-3 ring atoms 

the fused heterocyclic bicyclic ring system are substituted with 0-3 R'' 

groups; 

R I' is a member independently selected from the group consisting of: 

Halo; CF3; -Ci.-4-alkyl; carbocyclic aryl; -0O2-alkylene-CN; .-0-R2e; 

-Co-2-alkylene-C(D)-0-e; -Co.,2- alkylene-C(=0)-N(R2e, R3°); - 	2-alkylene-NO2 

-CO-Valkylerie-N(1.2e. R3°); ,C0.2-alkylene-S02-N(1.2e, R3*); -Cs 	11cylene-S02-13.2°; 

trihaloalkyl; -0-00..2-alkylerte-O-R2'; -C,0_2-alkylene-0-R2e; -0 -C1.4-alkylene- 

C(=0)-MR2`, Rie); -0-C1.4-alkylenc-C(=0)-0-Rte; 'C.::0-2-. 	lene- 

N(R2e)-C(--0)-123c; -00.2-alkylene-N(-R26)-S02-e; -C 	-N(R2°)-C(=0)-R3e 

;-CH2-N(R2°)-S02R3e; -(CH2)oz-NR26R3e; -g=0)- 	2e 	
3e); -NRCH2)1-6-0R2ch; 

N(R1°)-(CH2)1-6-0R2e; -N(R1°)-C(=0)-R2e; ,N(R 	OrR2c; 

-C(----N(R tG))N(R2°,R3°); and a -(04.2)c-5-6 * . • • ered heterocyclic ring containing 

1-4 heteroatoms selected from. N, 0 and S; 
R io,  .-.243 k. and R3°  are each independently a menib 	selected from the group consisting of: 

H; -C1.4-alkYl; -Co-2-alkylene-O-Rts• 	' 4-alkylene- 

N(-R18, -R2g);-C1.4-alkylene-carboc clic aryl; -C14-alkylene-heterocyclic; and RI°  

and R2°, or R2°  and R3°  together 'ith the N atom to which they are attached can form 

5-8 membered heterocyclic 	containing 1-4 heteroatoms selected from N, 0 and 

S which can be substitute• 	*th 0-2 R18  groups; 

R ig and. R2g are independently 	member selected from the group of: 

H.; halo; -C14-alkyl, 	carbocyclic aryl group ; a heterocyclic group; -CN; 

-C(=0)-N(R34)114  , -C(=0)-0R3g; -NO2.; -(CH2)p-NR32R4g; -S02N1238114s; -S0212.33; 

-CF3; and -(C 2)p0R3g; 

p is an integer of 0_.; and 

Rag and Rog are ,,ch independently selected from the group consisting of 

H: CI -alkyl and -00.4-alkylene-carbocyclic aryl: 

o • 	pharmaceutically acceptable salt thereof: 

• herein the coagulation inhibiting amount of the factor Xa inhibitor compound is an 

iiggy gate daily dose from between about 0.01 and about 2.0 mg/kg. 
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2. The method of claim 1, wherein the coagulation inhibiting amount of 	e 

factor Xa inhibitor compound is an aggregate daily dose from between about 0.1 	about 

1.5 mg/kg. 

3. The method of claim. 1, wherein the coagulation inhibiting amount of the 

5 factor. Xa inhibitor compound is an aggregate daily dose from between :bout 0.4 and about 

1.2 mg/kg. 	 / 

/ 
4. The method of claim 1, wherein the phannaceu 1 	Ily acceptable salt of the 

factor Xa inhibitor compound is a maleate salt. / 

5. The method of claim 1, wherein the factotXa inhibitor compound is 

10 administered to the patient once daily. 

6. The method of claim 1, wherein t 	factor Xa inhibitor compound is 

administered to thepatient twice daily or three imes daily. 

7. The method of claim 1. w 	rein the factor Xa inhibitor compound is of 

formula TV.: 

R1' 	wit., 	8112 

0 
. 013  , 	N 

H 
HN 	 R164 

0 

15 R1' 	 • 

IV 

wherein: 

Z' and Z" are each independently a C1 -C6  alkyl which is optionally 

substituted with a hydroxyl, carboxylic acid or carboxylic acid ester 

0 group: 
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R I' is selected from the group consisting of: 

H, -F, -CL and Br; 

R1'12  and RI" are each H; 
.-.. 1 d I tc 	and el  arc each independently a member selected from the oup 

5 consisting of: 

H, -Cl, -F, -Br, -OH and --OCH3; and 

RI* is a member selected from the group consisting of: /' 

•,F, -Cl, -Br, -OH, -CH3, and —OCI-13, 

or a pharmaceutically acceptable salt thereof. 

10 

8. The method of claim 1, wherein the compound is selected from the group 

consisting of: 
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f IN IIN 

N.,,. 	„.... 1 

1Z 

r'  
U
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	11  
Hr 

0 , 	 , 

. ().,-- 

Nfl 

C} or a pharmace 	teal ly acceptable salt thereof. 

9. 	The method of claim 1, 	'1 crein the factor Xf1, inhibitor 

mula V: 

compound is of 

R la 	Rid, 	R1d2  
O 

. 	
N 
 . Rids 

H 	Rldh 
FIN 0 

R/ 

wherein: 

V 

A-Q is a member selected from the group consisting of: 
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IV0 

! -,/ 

t 9 NE 

I 

fiti . • 	told 

NEI 

C.1110 

where E is a C1._6  alkyl which: is optionall . ubstituted with a hydroxyl, 

carboxylic.acid or carboxylic 	A ester group; 

R h is selected from the group con
,

is int!. of: 

H, -F, -Cl. and Br; 

Ride  and Rid4  are each H; 

Ride and RI43  are each in ~pendently a memberselected from the group 

consisting of: 

H, -Cl, -F 	: r, -OH and —OCH3; and 

Rie  is a mem 	selected from the group consisting of: 

-F 	.1, -Br, -OH, -CH3, and —OCH3, 

or a p 	aceutically acceptable salt thereof. 

10. 	Th. compound of claim 9, wherein the compound is selected from the group 

consisting of: 
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11. A method of inhibiting coagulation in a human patient in need thereo 

comprising administering to the patient a coagulation. inhibiting amount of a facto 	a 

inhibitor compound of the Formula 11 : 

N
,......„..,.CI  

ri,co 	 , / ..... op  
N 	 / 
H 

NH 

NH 

H3C'' 	H3  

5 or pharmaceutically acceptable salt thereof, w: erein the coagulation inhibiting 

amount of the factor Xa inhibitor compound is an : 	gate daily dose from between about 

0.01 and about 2,0 mg/kg. 

12. The method of claim 11, w 	in. the coagulation inhibiting amount of the 

factor Xa inhibitor compound is an a 'we,  gate daily dose from between about 0.1 and about 

10 1..5 mg/kg. 

13. The method of c 4 im 12, wherein the coagulation inhibiting amount of the 

factor Xa inhibitor compou 	is an aggregate daily dose from between about 0.4 and about 

1.2 mg/kg. 

14. The 	ethod of claim 12, wherein the pharmaceutically acceptable salt of the 

1.5 factor. Xa inhibit 	compound is a malcatc salt. 

15. A unit dose formulation comprising a pharmaceutical composition 

comprisi - g a pharmaceutically acceptable carrier and a coagulation inhibiting amoum of the 

factor / : inhibitor compound of Formula I : 

82 



A-Q-D-E-G-J-X 

1 

wherein: 

A is selected from: 	 / 
/ 

5 (a) C1 -Co-alkyl; 

(b) C;C8-cycloalkyl; 

(c) -N(R1 ,R2), N(RI ,R2)-C(-----NR3)-, N(R',R2)-C(=NR3)-N 	)-, R1 -C(=NR3)-, 

R I-C(=NR3)-N(R4)-; 

(d) phenyl, which is independently substituted with t 2 .R substituents; 

10 (e) naphthyl, which is independently substituted 	"th 0-2 R substituents; and 

a monocyck or fused bicyclic heterocycl 	ring system having from 5 to 10 

ring atoms, wherein 1-4 ring atoms of 	c ring system are selected from N, 0 

and S, and wherein the ring system a  ay be substituted with 0-2 R 

substituents; 

15 .R is selected from: 

H, halo, -CN, -CO2R', -C(=O)-N(;- , R2), -(CH2),o-CO2RI, -(CH2).- 

C(=0)N(RI , R2), -NO2, -SO2 	'• i, R2), -SO2R', -(CH2),,,NRIR2, -(CH2).-C(--NR3)- 

RI , -(CH2)m-C(=NR3)-N(RI 	), -(CH2),„-N(R4)..c(=-NR3)..Nrri.
ktc 

 I ,11
15- 

 2 ), -(CHAnNRI- 

group appended to a 3 to s membered heterocyclic ring containing from 1-4 

ZO 

'.5 

heteroatoms selected , 1m N, 0 and S. -C1.4alkyl, -C2_6alkenyl, -C2.4alkynyl, -C 

gcycloalkyl, -Co 	lene-Cmtcycloalkyl, -CF:„ -0R2, and a 5-6 membered 

heterocyclic s 	m containing from 1-4 heteroatoms selected from N, 0 and S, 

wherein fro , 1-4 hydrogen atoms on the heterocyclic system may be independently 

replaced 	ith a member selected from the group consisting of halo, -C1-C4-alkyl, 

-Ci.4: 	l-CN, -C2.6alkenyl. -CmalkYllY1, -CLitcycloalkyl, -00.4alkylene- 

C; 	ycloalkyl and -NO2; 

rn is an 	teger of 0-2; 

R I , • , le and R4  are independently selected from the group consisting of: 

0 

H, -0R5, -N(-R5, -R6), -C ',Alkyl, -C2.6alkenyl, -C2.6alkynyl, -C3_scycloalkyl, 

-00.4alkylene-CLAcycloalkyl, -00.4alkylphenyl and -00.4alkylnaphthyl, wherein from 

1-4 hydrogen atoms on the ring atoms of the phenyl and naphthyl moieties may be 
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independently replaced with a member selected from. the group consisting of ha 6 , 

-Ci.4alkyl, -C2.6alkenyl, -C2_6alkynyl, -Cmcycloalkyl, -Co.aalkylene-C-3,41cycl. : lkyl, 

-CN, and -NO2; or R' and R2, or R2  and 112  taken together.  can form. a 3-8 ii.embered 

cycloalkyl or a heterocyclic ring system, wherein the heterocyclic ring 	stem may 

5 

10 	R5  

15 

have from 3 to 10 ring atoms, with I to 2 rings being in the ring sy 	and contain 

from 1-4 heteroatoms selected from N, 0 and S, wherein from 1-4 ydrogen atoms 

on the heterocyclic ring system may be independently replaced 	ith a member 

selected from the group consisting of halo, Ci-C4-alkyl, -CN, Cmalkenyl, -C2. 

6alkynyl, -C3.goyeloalkyl, -00,4alkylene-Cmcyck:ialkyl.and 	0 , 

and .1k.6  are independently selected from the group consisting if: 

H, -Ci..4alkyl, -C2.6alkcnyl,. -C24alkynyl, -C3-scyclo 	1, -00-4alkylene-C3. 

scycloalkyl, -Co4alkylene-phenyl and -Co.4alkylen. i aphthyl, wherein from 1-4 

hydrogen atoms on the ring atoms of the phenyl 	i d naphthyl moieties may be 

independently replaced with a member select:. from the group consisting of halo, 

-C 1  Aalkyl, -Cmalkenyl, -C2.6alkyn y I, -C34 i cloalkyl, -Co.4alkylcnc-C3,scycloalkyl, 

-CN, and -NO2; or R5  and R6  taken -tage ti er can form .a 3-8 membered cycloalkyl or 

a heterocyclic ring system, wherein 	heterocyclic ring system may have from 3 to 

10 ring atoms, with 1 to 2 rings be 	in the-ring system and contain. from 1-4 

heteroatoms selected. from N, 0 nd S, wherein from 1-4 hydrogen atoms on the 

20 heterocyclic ring system may ie independently replaced with a member selected 

from the group consisting .. halo, -C1 -C4-alkyl, -CN, -C2.4alk.enyl, -C2$alkynyl, -Cs. 

scycloalkyl, -C0.4alkyien -Cmcycloalkyl. and NO2; 

Q 

25 

is a member selected from , e group consisting of: 

a direct link, -CH2—C(=0)-, -0-, -N(R7)-, -N(R7)C142-, -CH2N(R7)-, -C(----NR7)-, 

-C(=0)-N(R7)-, - 1  (R)-C(=0)-, -S-, -SO-, -SO2-, -S02-N(R7)- and -N(R7)-S02-; 

R' is selected from: 

H, -C1.4alk 	, -C2.6alkettyl, -C2.6alkynyl, -Cpkcycloalkyl, -00.4alkylene-C3. 

Rcycloa • I., -Cn.4alkylene-phenyl and -00.4alkylene-naphthyl, wherein from 1-4 

hydro en atoms on the ring atoms of the phenyl and naphthyl moieties may be 

30 hid,  endently replaced. with a member selected from the group consisting of halo, 
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120 

-Ci_aalkyL -C2.6alkenyl, -C24alkynyl, -C3_8cycloalkyl, -00.4alkylene-C3.8cycloalkyl, 

-CN, and -NO2; 	 //  
/ 

is a direct link or is a member selected from the group consisting of: 

(a) 	phenyl, which is independently substituted with 0-2 R I' substituents• 

5 (b) naphthyl, which is independently substituted with 0-2 RI' substi 	ts; and 

(c) a man.ocyclic or fusedbicyclic heterocyclic ring system havint from 5 to 10 

rin.g.atoms, wherein 1-4 ring atoms of the ring system are s ected from N, 0 

and S, and wherein the ring system may be substituted rem 0-2 .Rla 

substituents; 

10 	Ria  is selected from: 

halo, -C 1 .4alkyl, -C.2-6alkonyt, -C2,6alkynyl, -C3..8cyclo . • 	1, -Co_oalkylene-C2. 

scycloalkyl, -CN, -NO2, -(C1-12),,NR2aR341, -(CH2).0 f.; 2R2a, -(CH2),,CONR2"113% 

-SO2NR2,R3a, -SO2R2a, -CF3, -0R2a, and a 5-6 	mbered. aromatic heterocyclic 

system containing from 1-4 heteroatoms sel v. ed from. N, 0 and S, wherein from 1-4 

15 

R 2" 

hydrogen atoms on the aromatic heterocy. 	c system may be independently 	replaced 

with a member selected from the group onsisting of halo, -Ci AAA, -C2_6111kenyl, 

-C2,6alkynyl, -03_8cycloalkyl, -00.0 	lene-C3*cycloalkyl, -CN and -NO2;  

and R3" are independently selected fr,. 	the group consisting of: 

H, -,Ci.4alkyl, -C2,6alkenyl, -C. 	allcyrtyl, -C3.8cycloalkyl, -C43 4alkylene-C3. 

20 gcycloalkyl, -004alkylene- 	enyl and -00.4alkylene-naphthyl, wherein from 1-4 

hydrogen atoms on the • g atoms of the phenyl and naphthyl moieties may be 

independently replac.: with a member selected from the group consisting of halo, 

-CiAallcyl, -C2.6a 	yl -C2.6alk-ynyl, -C3.8cycloalkyl, -CAalkylene-C3.scycloalkyl, 

-CN and -NO2; 

25 	n is an integer of O- 

E is a direct link ,,r a member selected from the group consisting of: 

-C1 .2- , ylene-, -0-, -S-, -SO-, -SO2-, -Co.t-alkylene-C(=0), -Co.]  -alkylene-

C(= • )-N(-R8)- Co.i-alkylene-, -00.1 -alkylene-N(-R8)-C(=0)-00.1-alkylene-, 

- 1(-R8)-C(----0)-N(-R8)- and -Co_ I -alkylene-N(-R8)-; 

30 	R8  i.s : member selected from the group consisting of: 

85 



H; -CIA-alkyl; -00A-alkylene-aryl; -00A-alkylene-heteroaryl; -C1-

4-alkylene-C(=0)-0H, -C14-alkyIene-C(=0)-0-C14-alkyl, and -C1. 

4-alkylene-C(=0)-N(-R2b, -R1b); 

R2b  and Rib  are each a member independently selected from the group const 	g of: 

5 H, •,C1.4-alkyl, -00A-alkylene-aryl; -00A-alkylent-heterocyclic grou , and R2b  and 

Rib  together with the N atom to which they are attached can fo 	a 5-8 membered 

heterocyclic ring containing 1-4 heteroatoms selected from N • and S, wherein the 

heterocyclic ring may be substituted with 0-2 Rk  groups; 

R1' is .a member selected frout the group consisting of: 

10 Halo; -C14-alkyl; -CN; -NO2; -C(:=0)-N(-R`, -R/`); r (=0),ORk; 

-(CF12 )q-N(-R2',-R3c); -S02-N(-112  , -R3c); -SO2R.2̀ ' -CF3; and -(CH2)4-0R2`; 

R2c  and R3c  are each independently a member selected 	m the group consisting of: 

H; .CIA-alkyl; and -CIA-alkylene-aryl; 

.q is an integer of 0-2; 

15 G is a member selected fot 1 the group consist 	_ of: 

(a) C2-alkenyl or Cm-cycloalken 	wherein the ftlicenyi and cycloalkenyl 

attachment points are the a enyl carbon atoms and wherein the -C2-alkenyl 

or -C3.4-cycloalkenyl ar 	ubstituted with 0-4 Rld  groups; 

(b) a phenyl group where' the ring carbon atoms of the phenylene group arc 

W substituted with 0 • ' id  groups; 

(c) a 3-8 membered 	rocyclic ring system containing 1-4 heteroatoms 

selected from 	, 0 and S, wherein 0-2 ring atoms of the heterocyclic ring 

may be su• tituted with 0-4 Rid  groups; and, 

(d) an 8-10 	embered fused heterocyclic bicyclic ring system, containing 1-4 

'.5 here a • toms selected from. N, 0 and S, wherein 0-2 ring atoms of the fused 

bi 'clic ring system may be substituted with 0-4 Rid  groups; 

R id  is a memb 	selected from the group consisting of: 

H, h•  a; Ci.6-alkyl, aryl, -CN; -NO2; -(CH2 )0.6_NR2d R3si; -SO2NR2dR3d:  _so2R2d;  

-111  3; -(CE12)0.6-0R2d; -0-(CH2)1.60R2d; -0-(CH2)1.6-C(=0)-0-R2d; 

0 0-(CH2)16-C(=0)-N(R2d,led ); -N(e)-(0712)1.6-0R2d; -N(R5a )-(CF12)1-6-N(R2d,R3d); 

-C(=0)-N(R2d,R3d); -N(R5d)-(CH2)14-C(=0)-N(R2d,-K  3d, ; - ) 	N(-(CH2)1.6.0k2d)2; 
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-N(Rsa)-(CH2)j.6-OR2d; -N(e)-C(-----0)-R2d; -N(Rst)-S02-R2d; -(CH2)o- 

6-C(=0)-0-R2d; -(CH2)0.6-C(--.0)-N(R2d,R3d); -(CH2)0.6-C(=NR2d)-N(R3d,R4d); 

-(CH2)0..6-N(Rsa)C(=NR26 	(.)..N R3d1
5
--K  441 ,;  

) a -(CH2)0_6-N(R3d)C5.6 membered 	/ 
/ 

heterocyclic ring containing 1-4 heteroatorns selected from N, 0 and S, and a 

5 -(CH2)0.6-5-6 membered heterocyclic ring containing 1-4 h.eteroatoms,selected from 

N, 0 and 
/' 

Rs", R2d, e and wid arc each independently a member selected from the,roup consisting 

of: 	 / 
H, C i i,-alkyl, C1:6-alkylaryl, -CN; -NO2; carbocyclic aryl, 	N; -NO2; or Red  and Rid  

10 taken together with the N atoms they arc independently/  ttached form a 5-7 

membered heterocyclic ring; or R3d  and Rod  taken to, etherwith -the N atom to 

which they are attached form a 5-8 membered he 	cyclic ring containing1-4 

heteroatoms selected from. N, 0 and S; 

J is a direct link or is a member selected from the WS up consisting of: 

15 -N(-R9)-C(=0)-;.,C(:=0)-X-R9)-; -0-; - -; -SO-; -S02-; -C/42-; -N(-R9)-; and 

-N(-R9)-S02-; 

R9  is.a member selected from the group 	• 	!sting of: 

H; -Cm-alkyl; -004-alkyl-ca • • yolic aryl; -(CH2)04-5-6 membered heterocyclic 

ring containing 1-4 heteroat. 	selected from N, 0 and S; -(CH2)1.6-C(=0)-0-C1.. 

70 4-alkyl; and -(CH2),4,-C( , d)-N(R6',R 1'); 

Rs" and le' are each a membe independently selected from the group consisting of: 

H and -Ci..6-alkyl; 

X is a member selected ' om the group consisting of: 

(a) phen 	substituted with 0-3 R I' groups; 

25 (b) na' • thyl substituted with 0-3 R IG  groups and 

(c) . 6-membered aromatic heterocyclic ring system containing 1-3 N atoms and 

having 0-3 ring atoms substituted with 0-3 Ric  groups; and 

(. 	an 8-10 membered fused aromatic heterocyclic bi.cyclic ring system 

containing .1-4 heteroatoms selected from N, 0 and S and 0-3 ring atoms of 

30 the fused heterocyclic bicyclic ring system are substituted with 0-3 R I' 

groups; 
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R'e  is a member independently selected .from the group consisting of: 

Halo; CF:;; -C1 .4-alkyl; carbocyclic aryl; -00.2-alkylene-CN; -0-R2e; 

-00.2-alkylene-C(=0)-0-e; -Co-.2 alkylene-C(=0)-MR2e, 113e); -Co..2-a 	ene-NO2 

-0O2-allcylerte-N(e, R3`); -CG.2-alkylene-S02-N(R2', R3'3); -Co:2-alkyl 	e-S02-R2`; 

5 trihaloalkyL; -0-00:2-alkylene-O-R2`; -0O2411kylene-0-e; -0-Ci..4- 	lene- 

C(=0)-N(e, lee); -0-CIA-alkylene-C(=0)-0-R2e; -00.2-alkylen 

N(R23)-Cfr--0)-R3'3; -00.2-alkylene-14(-R2°)-S02-e; -CH2-N(R2  -C&O)-13.3e  

;-CH2-N(R2e)-S02-1t3e; -(CH2)0.6-NR2e11.3c; -C{=0)-N(R2e,R3  ; -N(CH2)1-6-0R2e)2; 

-N(R1°)-(CH2)14-0R2e; -N(R'°)-C(=--0)-R2c; -N(R1n)-S02 	2% 

10 - C( =-N (R1°))-N(R 2' , Rae); and a -(CH2)0.64,6 member 	heterocyclic ring containing 

1-4 heteroatoms selected ftoaL K 0 and S; 

11"), Ric and Rae are each independentlya member select 	from the group consisting of: 

H; -C1-4-alkYl; -Co-2-alkylene-0-0; -Co..2-alk 	ene- 

N(-R18, -R28);-C1.4-alkylene-carbocyclic 	; -C14-alkylene-beterocyclic; and RH)  

15 and Rte;  or Rea  and e together with the 	atom to which they are attached can form 

5-8 membered heterocyclic ring con 	ning 1-4 heteroatoms selected from N, 0 and 

S which can be substituted with 0- 	'8  groups; 

R'' and R2g are independently a membe selected from the group of: 

H; halo; -Cm-alkyl, a carboc clic aryl group ; a heterocyclic group; -CN; 

20 -C(=0)-N(R38)R48; -CO(=- 	008; -NO2;  -(C=I-12)r NRIsieg;  _so2NR3geg; ...s02R36;  

-CF3; and -(Cfb)p0R38.  

p is an integer of 0-2;. and 

R38  and 1248  arc each inde endently selected from the group consisting of: 

H; C1 ...4-alkyl . 	i -C,04-alkylene-carbocyclie aryl: 
15 or a pharma 	utically acceptable salt thereof; 

wherein t 	coagulation inhibiting amount of the factor Xa inhibitor compound is an 

aggregate dail dose from between about 0.01 and about 2.0 mg/kg. 

1 	The unit dose formulation of claim 15, wherein the coagulation inhibiting 

arnou 	of the factor Xa inhibitor compound is an aggregate daily dose between about 0.1 

30 	and bout 1.5 mg/kg. 
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17. The unit dose formulation of claim 15, wherein the coagulation inhibiting 

amount of the factor Xa inhibitor compound is an aggregate daily dose between about 0.4 , 
/ 

and about 1.2 mg/kg. 	 / 
i  / 

18. The unit dose formulation of claim 15, wherein the pharmaceuticatlY 

5 acceptable salt of the factor Xa inhibitor compound is a maleate salt. 	, i 

19. The unit dose formulation of claim 15, wherein the factor 	a inhibitor 

compound is of formUla IV: 

z.. 	
Ft10 	

0 
R16' 	R1d2  

Z. N 	ft 
H 	 1(14 HN 	 , 

R1' 

10 wherein: 

Z' and Z" are each independe 	ly a C I-C6 alkyl which is optionally substituted with 

a hydroxyl, carboxy 	acid or carboxylic acid ester group: 

R I' is selected from the !.• tup consisting of: 

15 

H, -F, -C1, an. : , 	 , 

R ld2  and Rld4  are e ch H; 

R id I  and Rid3 	each independently a member selectettfrom the group consisting 

of: 

H 	CI, -F, -Br, -OH and —OCR:: and 

R le is 	member selected from the group consisting of: 

20 -F, -CI, -Br, -OH, -CH;, and —OCR;, 

• a pharmaceutically acceptable salt thereof. 

20. 	The unit dose formulation of claim 19, wherein the compound is selected 

• . the group consisting of: 
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MI 	 ( 

... 	

ct'\ \I 

the 

or a 

factor 

pharmaceutically 

ha- inhibitor 

/ 
, and 	 0 

f
. 

acceptable salt thereof. 

2]. 	The unit dose formulation of claim 11; wherein 

compound is of formula V: 

Fe. 	R.1 i 	Rida 
0 
/ 	Rid' 

A 
41 	 N 

H 	
R1d4  

HN 
0 

Rte 

V 

wherein: 

A-Q i• a member selected from the group consisting of: 
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NEI 	 Dili 

• N 	

. I 	 \ 	/ 
1' 

NH 

nut 

ff  
NH 

etiq0 	 . 

where E is a C1.6 aki which is optionally substi 	ed with a hydroxyl, carboxylic 

acid or carboxylic acid ester group; 

RI' is. selected from the group consisting of: 

5 	 H, -F, -Cl, and Br; 

RI°  and Rld4  are each H; 
R ldl and K-1(13 are each independe 	y a member selected from the. group consisting 

of: 

El, -Cl, -F, -Br, -o 	,.; nd —OCH3; and 

10 	2t ` is a member selecte. 	em .the.:group.consisting of 

-F, -Cl, -Br, -.0H, -C143, and —OCH3, 

or a ph ,4ceutically acceptable salt thereof. 

22. 	The 	' ' dose formulation of claim 21, wherein the compound is selected. 

from the group co,  fisting of: 
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•;:'i or a pharmaceutically acceptable salt thereof. 
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/ 

/ 

23. A unit dose formulation comprising a pharmaceutical compositiop
1/ 

comprising a pharmaceutically acceptable earlier and a coagulation inhibiting Amount of the 

factor Xa inhibitor compound 11 :  
/ 

• 
H3C0 

H 

NH 

HS 

5 H3C~ 	H3 

11 

or pharmaceutically acceptable salt thereof, wh 	' the coagulation inhibiting amount of 

thefactor X8 inhibitor compound is an aggrega • daily dose of from between about 0.01 and 

about 2.0 mg/kg. 

10 24. The unit dose formulatio • if claim 23, wherein the coagulation inhibiting 

amount of the factor Xa inhibitor co 	, ound is an aggregate daily dose of from between 

about 0:1 and about 1.5 mg/kg. 

25. The method of 	aim 10, wherein the pharmaceutically acceptable salt of the 

factor Xa inhibitor compoun, is a malcate salt. 

15 26. An in vit, • assay to determine whether a compound has in vivo 

antithrornbotic activi 	comprising: 

a) i troducing a test compound into an in vitro sample of whole blood or 

plasma • • mprising tissue factor (TF) and a detectably-labeled thrombin substrate to 

form 	test sample; 
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b) determining the level of thrombin activity in the test sample by monitoring 
/ 

the cleavage of the detestably-labeled thrombin substrate in the test sample is a 

function of time; 

c) determining the level of thrombin activity in a control s• 	pie by 

5 monitoring the cleavage of the detestably-labeled thrombin subs 	to in the control 

sample as a function of time, wherein the control sample comp ses whole blood or 

plasma comprising tissue factor (IF) and a detestably-labelptl thrombin substrate; 

d) comparing the level of thrombin. activity in 	test sample and the control 

sample, wherein a lower level of thrombin activity ' 	;11 a test..sample is an indication 

10 that the test compound has in vivo antithrombotic 	vity. 

27. The assay ofelaim 26, wherein the t,,,,,  sample and the control sample 

comprise whole blood. 

28. The assay of claim 27, wher 	the whole blood is anticoagulated. 

29. The assay of claim 27, 	herein the whole blood. is nonanticoagulated. 

15 30. The assay of clai 	26, wherein the test sample and the control sample 

comprise plasma. 

31. The assa 	of claim 30. wherein the plasma is anticoagulated. 

32. The • ssay of claim 30, wherein the plasma is nonanticoagulated. 

33. The assay of claim 26. wherein detestably-labeled thrombin substrate is a Z- 

20 Gly-Gly- g-AMC. 
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CLAIMS 

1. A unit dose formulation comprising a pharmaceutically acceptable carrier 

and a daily amount of a compound of Formula II: 

li 
„.„--...,...z.„.....z___,„Cl 

O 	N 

H3C0 
N/ .  
II 

oil 

 NH 

0 

14111 
NH 

5 

or a pharmaceutically acceptable salt thereof, wherein the daily amount of the compound is 

between about 30 and 80 mg, and wherein the unit dose formulation is for inhibiting 

coagulation in a human patient. 

10 2. The unit dose formulation of claim 1, wherein the daily amount of the compound 

is 30 mg. 

3. The unit dose formulation of claim 1, wherein the daily amount of the compound 

is 80 mg. 
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