CLAIMS

A compound, or a pharmaceutically acceptabletisateof, represented by formula II:

R2
0]
I )=
\e 2/
X—Y,
R3 \R4
R1c \R3a
(1

wherein:

X represents CH, C(OH), C(O{&s)alkyl), -C(NH,), -C(NRR®), -C(Ns), -C(CN),
-C(NO,), -C(S(O)R?), -C[-C(=O)R], -C[-C(=0)NRR"], -C[-C(=0)SR], -C[-
S(O)R], -C[-S(OkR, -C[S(O)(OR)], -C[-S(OX(OR)], -C[-SONRRY, -
C(halogen), -C[(&Cg)alkyl], -C[(Cs-Cg)carbocyclyl], -C[(G-Cg)substituted
alkyl], -C[(C,-Cg)alkenyl], -C[(G-Csg)substituted alkenyl], -C[(&£Csg)alkynyl], -
C[(C-Cg)substituted alkynyl], -C[aryl(&€Cg)alkyl] or N;

-Y-R* represents -((ECe)alkyl)-R*, -CH,C(O)-R}, -CH;NH-R?,
-CH,N((C1-Co)alkyl)-R?, -CRRP-R?*, -NH-R*, -NHCH,-R*, -NHC(0)-R}, -N((C;-
Ce)alkyl)-R*, -N((Ci-Cs)alkyl)CH,-R*, -N((CH,),0OH)-R*, -N[(Cs-
Cg)cycloalkyl(G-Ce)alkyl]R?, -heterocyclyl-R, -OR}, -OCH-R?, -OC(O)-R,
-SCHR?, or -SR, wherein the (¢Cg)alkyl moiety of -((G-Csg)alkyl)-R” is
optionally substituted;

Z is absent or represents one or more substitustependently selected from the group
consisting of halo, hydroxy, (& e)alkyl, -CFs, -OCH;, (C;-Cg)alkoxy, aryl,
aryloxy, amino, amino(&Csg)alkyl, -C(O)NH, cyano, -NHC(O)(&Cg)alkyl,
-SOy(C1-Ce)alkyl, -SONH,, (Cs-Cg)cycloalkyl, (CH),OR?, NO,, (CHy), NRAR",
(CH,),C(O)R:, NRIC(O)R’, C(O)NRR?, NRRC(O)NRRY, -C(=NRINRR,
NHC(=NR)NRR?, NRR®, SONR°RY, NRFSO,NRR?, NRFSO,-(C1-Cg)alkyl,
NR?’SOR? S(O)R? (CR,),CR, NHCH,R?, OCHR? SCHR?
NH(CH,)2(CH,)R? O(CHy)»(CH>)R? and S(CH)(CH,),R? or alternatively Z is
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a 5- or 6-membered aromatic heterocycle contaifiomg 1 to 4 heteroatoms
selected from the group consisting of N, O, and S;

R represents halo, aminofCg)alkyl, (Ci-Cg)alkoxy, cyano, -C(=NH)Nb| -CONRR®,
-(C1-Ce)alkylCONRR®, -SQCHs, formyl, acyl, -NH, -C(=NH)NH(OH),
-C(=NH)NH(C(0O)O-(G-Cg)alkyl), -C(=NH)NH(C(O)O-(G-Cs)haloalkyl),
-C(=NH)NH(C(0)S-(G-Cg)alkyl), -C(=NH)NH(C(O)(OCH(G-
Ce)alkyl)OC(0)(G-Cq)alkyl), optionally substituted aryl, or optionakybstituted
heteroaryl;

R? represents halo, (@C¢)alkyl, (Cs-Cg)cycloalkyl, (G-Ce)fluoroalkyl, -OCH,
-Si(CHg)3, -CONH,, -C(O)OH, cyano, or phenyl;

R® represents -NH-, -O-, optionally substituted ahgteroaryl, phenyl, carbocyclyl, or
heterocyclyl,

R*?is absent or represents one or more substituetépendently selected from the
group consisting of halo, hydroxy, {Cs)alkyl, -CF;, -OCHF;, (C;-Cg)alkoxy,
aryl, aryloxy, amino, amino(f=Cg)alkyl, -C(O)NH,, cyano, -NHC(O)(&
Ce)alkyl, -SOy(C1-Cg)alkyl, -SQNH,, (C3-Cg)cycloalkyl, (CH)OR?, NO,, (CHy),
NR?R®, (CH,),C(O)R, NRFC(O)R’, C(O)NRR?, NR*C(O)NRRY, -
C(=ENRONRRY, NHC(=NR)NRRY, NRR®, SONRR?, NRFSO,NRRY,
NR*SOx-(C1-Ce)alkyl, NRRSOR?, S(O}R? (CR),CFs, NHCH,R? OCHR?,
SCHR? NH(CH,)2(CHg)R?, O(CH,)2(CH2)R? or S(CH)2(CH,)R% or
alternatively R?is a 5- or 6-membered aromatic heterocycle coimgiftom 1 to
4 heteroatoms selected from the group consisting, &, and S;

R’ represents hydrogen, hydroxy, optionally substdyiG-Cg)alkyl, optionally
substituted (&Cs)cycloalkyl, heterocyclyl(&Cg)alkyl, (Cs-Cg)cycloalkyl(G-
Ce)alkyl, -CH,OH, -CH((G-Cg)alkyl)OH, -CH(NH,)CH((C;-Cs)alkyl)o,
optionally substituted aryl, optionally substituta1(C;-Cs)alkyl, heteroaryl,
optionally substituted heteroaryfCs)alkyl, -CH,S(C-Cg)alkyl, amino, or
cyano;

each Rand R is independently H, (ECg)alkyl, (C-Cg)alkenyl, (G-Cg)alkynyl, aryl(G-
Cg)alkyl, (Cs-Cg)carbocyclyl, -C(=O)R -C(=0)OR, -C(=0)NRRY, -C(=0)SR, -
S(O)R, -S(OYR, -S(0)(OR), or —~SONR°R:;
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each Rand Ris independently H, (CCg)alkyl, (Co-Cg)alkenyl, (G-Cg)alkynyl, (C+-Cs)
carbocyclyl, optionally substituted aryl, optioryadlubstituted heteroaryl, -
C(=0)(G-Cg)alkyl, -S(O)(C1-Cg)alkyl, or aryl(G-Cg)alkyl; or when Rand R
are bonded to a common nitrogen atom, then theyforaya 3- to 7-membered
heterocyclic ring wherein optionally a carbon atohsaid heterocyclic ring may
be replaced with -O-, -S- or -NR

nis 2 or 3;

r is independently for each occurrence 0, 1, 3;or

p is independently for each occurrence 0, 1, @an2,

the stereochemical configuration at any chiral eeigtR, S, or a mixture oR andS.

The compound of claim 1, or a pharmaceuticaltyeatable salt thereof, represented by

formula I,

wherein:

X represents CH, C(OH), C(O{¢)alkyl), C(NHy), or N;

-Y-R* represents -((ECs)alkyl)-R*, -CHC(O)-R}, -CH,NH-R*, -CH:N((C1-Cg)alkyl)-
R*, -CRR-R? -NH-R*, -NHCH,-R?*, -NHC(O)-R', -N((C1-Cg)alkyl)-R*, -N((C:-
Ce)alkyl)CH»-R?*, -N((CH,),OH)-R*, -N[(Cs-Cg)cycloalkyl(C-Ce)alkyl]R?, -
heterocyclyl-R, -OR, -OCH-R*, -OC(0)-R, -SCHR*, or -SR, wherein the
(C1-Ce)alkyl moiety of -((G-Cg)alkyl)-R* is optionally substituted;

Z is absent or represents halo, hydroxy;@g)alkyl, -CF;, -OCH;, (C;-Cg)alkoxy, aryl,
aryloxy, amino, amino(ECg)alkyl, -C(O)NH,, cyano, -NHC(O)(GCg)alkyl, -
SO(C;-Cg)alkyl, -SONH,, or (G-Cg)cycloalkyl;

R'® represents halo, aminofCg)alkyl, (Ci-Cg)alkoxy, cyano, -S@Hs, formyl, acyl, or
optionally substituted aryl;

R*?is absent or represents one or more substituetépéndently selected from the
group consisting of halo, hydroxy, {Cs)alkyl, -CF;, -OCH;, (C;-Cg)alkoxy,
aryl, aryloxy, amino, amino(f=Cg)alkyl, -C(O)NH,, cyano, -NHC(O)(&
Ce)alkyl, -SOy(C;-Cg)alkyl, and -S@QNH>; and

R’ represents hydrogen, hydroxy, optionally substidu(G-Cg)alkyl, optionally
substituted (&Cg)cycloalkyl, heterocyclyl(GCg)alkyl, (Cs-Cs)cycloalkyl(Gi-
Cs)alkyl, -CH,OH, -CH((G-Cg)alkyl)OH, -CH(NH,)CH((C;-Ce)alkyl),,
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3.

optionally substituted aryl, optionally substitutayl(C;-Cs)alkyl, heteroaryl,
optionally substituted heteroaryfCs)alkyl, -CH,S(C-Cg)alkyl, amino, or

cyano.

The compound of claim 1, wherein X represents C{H), C(O(G-Cg)alkyl), -C(NH,),

-C(NRR"), -C(halogen), -C[(&Cg)alkenyl], -C[(G-Cs)substituted alkenyl], or N.

4. The compound of claim 1 or 2, wherein X représ€H.
5. The compound of claim 1 or 2, wherein -X-Y- reg@nts -CHNHCH, -C(OH)CHCH,-,
or -CHOCH-.
6. The compound of claim 1 or 2, whereihrBpresents phenyleneR
R3a
_>
7. The compound of claim 1 or 2, whereirf4R? represent54<7—/ §4<;

<

24(E> L/\/[\ s L/} i/\?/\
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8.

9.

10.

[VaVaVy

I |
0 i, Nﬂ ° N\fo O _N
U 0 3 h O
“P{N ,{O

, Or

ys" | Z R3a

The compound of claim 1 or 2, whereirf-R€? represents

The compound of claim 1 or 2, wherein-R2 representfR*

5 OO / g | RS ‘O
J =70 ., fQ

The compound of claim 1 or 2, whereihi®cyclopropyl.
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11.  The compound of claim 1 or 2, whereii&®phenyl, and & is ortho, meta, orpara -
OH.

12.  The compound of claim 1 or 2, whereii&phenyl, and & is meta or para -NH..
13.  The compound of claim 1 or 2, whereihi®phenyl, and & is meta or para -CN.
14.  The compound of claim 1 or 2, wherein Z is ahse

15. The compound of claim 1 or 2, wherein Z repneséuoro.

16.  The compound of claim 1 or 2, wherein Z repnésehloro.

17.  The compound of claim 1 or 2, wherein Z repnes@-F, 4-F, 5-F, 6-F, 6-Cl, or 54C
Csg)cycloalkyl.

18. The compound of claim 1 or 2, whereilf Rpresents aminomethyl.
19.  The compound of claim 1 or 2, whereiff Rpresents cyano.
20.  The compound of claim 1 or 2, whereilf Rpresents -S{Hs.

21. The compound of any one of claims 1-20, wheRits -CH, -CF;, tert-butyl,
cyclopropyl, -OCH, -Si(CHs)s, -CONH;,, cyano, or phenyl.

22.  The compound of claim 1 or 2, wherein said conmgl is selected from the group

consisting of:
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CN

NH,
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23. A compound, or a pharmaceutically acceptabtetsareof, represented by formula
XXVI:

(XXVI)
wherein:

X represents CH, C(OH), -C(NMH or -C(NRR);

-Y-R* represents -((ECs)alkyl)-R*, -CH,C(O)-R}, -CH,NH-R*, -CH;N((C1-Cg)alkyl)-
R* -CRR™R* -NH-R}, -NHCH,-R*, -NHC(O)-R', -N((C1-Cg)alkyl)-R*, -N((C;-
Ce)alkyl)CH,-R*, -N((CH,)20H)-R’, -N[(Cs-Cg)cycloalkyl(C-Ce)alkyl]R?, -
heterocyclyl-R, -OR}, -OCH-R*, -OC(0)-R, -OC(O)NRR®, -SCHR?, or -SR,
wherein the (GCg)alkyl moiety of -((G-Cs)alkyl)-R* is optionally substituted:;

Z is absent or represents halo, hydroxy;@g)alkyl, -CF;, -OCH;, (C;-Cg)alkoxy, aryl,
aryloxy, amino, amino(ECg)alkyl, -C(O)NH,, cyano, -NHC(O)(GCg)alkyl, -
SO,(Cy-Ce)alkyl, -SGNHS,, or (G-Cg)cycloalkyl,

R'® represents halo, aminofCg)alkyl, (C,-Ce)alkoxy, cyano, -S@CHs, formyl, acyl, -
NH,, or optionally substituted aryl;

R? represents halo, (€Ce)alkyl, (Cs-Cg)cycloalkyl, (G-Ce)fluoroalkyl, -OCH;, -
Si(CHg)s, -CONH,, -C(O)OH, cyano, or phenyl;

R® represents -NH-, -O-, optionally substituted ahgteroaryl, phenyl, carbocyclyl, or
heterocyclyl,

R*?is absent or represents one or more substituetépéndently selected from the
group consisting of halo, hydroxy, {Cs)alkyl, -CF;, -OCH;, (C;-Cg)alkoxy,
aryl, aryloxy, amino, amino(f=Cg)alkyl, -C(O)NH,, cyano, -NHC(O)(&
Ce)alkyl, -SOy(C;-Cg)alkyl, and -S@QNH>; and

R’ represents hydrogen, hydroxy, optionally substidu(G-Cs)alkyl, optionally
substituted (&Cg)cycloalkyl, heterocyclyl(GCg)alkyl, (Cs-Cs)cycloalkyl(G-
Ce)alkyl, -CH,OH, -CH((G-Cg)alkyl)OH, -CH(NH,)CH((C;-Cs)alkyl)a,
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optionally substituted aryl, optionally substitutayl(C;-Cs)alkyl, heteroaryl,
optionally substituted heteroaryfCs)alkyl, -CH,S(C-Cg)alkyl, amino, or
cyano; or -CH- fused to the 4-position of the ring bearing Zdom a 5- to 7-
membered heterocyclic ring with optional substitseor, when Ris phenyl, can
represent -NH- fused to the positiortho to X on that phenyl,

each Rand R is independently H, (ECg)alkyl, (Co-Cg)alkenyl, (G-Cg)alkynyl, aryl(G-
Cg)alkyl, (Cs-Cg)carbocyclyl, -C(=0)R -C(=0)OR, -C(=O)NRRY, -C(=0)SK, -
S(O)R, -S(OYR, -S(0)(OR), or —-SONR°R*:;

each Rand Ris independently H, (ECg)alkyl, (Co-Cg)alkenyl, (G-Cg)alkynyl, (C4-Cg)
carbocyclyl, optionally substituted aryl, optioryadlubstituted heteroaryl, -
C(=0)(G-Cg)alkyl, -S(O)(C1-Cg)alkyl, or aryl(G-Cg)alkyl; or when Rand R
are bonded to a common nitrogen atom, then theyfaraya 3- to 7-membered
heterocyclic ring wherein optionally a carbon atohsaid heterocyclic ring may
be replaced with -O-, -S- or -NR

nis 2 or 3; and

the stereochemical configuration at any chiral eeigtR, S, or a mixture oR andS.

24, The compound of claim 23, wherein said compasrsglected from the group consisting
of:
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25.  The compound of claim 1, wherein said compdarsglected from the group consisting

of:
F. o F
=Ly A L)
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o o o
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NH, NH,
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27. The compound of claim 26, wherein the compasride (+)-enantiomer.
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28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

The compound of claim 26, wherein the compadarbe (-)-enantiomer.

The compound of claim 26, wherein the compasradhydrochloride salt.

The compound of claim 26, wherein the compaaradbis(hydrochloride) salt.

The compound of claim 27, wherein the compasradhydrochloride salt.

The compound of claim 27, wherein the compaaradbis(hydrochloride) salt.

The compound of claim 28, wherein the compasradhydrochloride salt.

The compound of claim 28, wherein the compadaradbis(hydrochloride) salt.

A pharmaceutical composition, comprising a couma of any one of claims 1-34; and a

pharmaceutically acceptable carrier.

The pharmaceutical composition of claim 35, whethe pharmaceutical composition is

formulated for parenteral administration.

The pharmaceutical composition of claim 35, ihethe pharmaceutical composition is

formulated for oral administration.

The compound of any one of claims 1-34, forasa medicament in treating or

preventing a disease or condition characterizedrwyanted plasma kallikrein activity;

wherein the disease or condition characterizednwamted plasma kallikrein activity is selected

from the group consisting of stroke, inflammatiogperfusion injury, acute myocardial
infarction, deep vein thrombosis, post fibrinolyitieatment condition, angina, edema,
angioedema, hereditary angioedema, sepsis, asthrémorrhage, blood loss during
cardiopulmonary bypass, inflammatory bowel disedshetes mellitus, retinopathy,
diabetic retinopathy, diabetic macular edema, dialmeacular degeneration, age-related

macular edema, age-related macular degeneratiolifepative retinopathy, neuropathy,
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39.

40.

41.

hypertension, brain edema, increased albumin @sarehacroalbuminuria, and
nephropathy.

The compound for use of claim 38, wherein tiseake or condition characterized by
unwanted plasma kallikrein activity is angioedema.

The compound for use of claim 38, wherein tiseake or condition characterized by
unwanted plasma kallikrein activity is hereditangeedema.

The compound of any one of claims 1-34, forassa medicament.
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