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WHAT IS CLAIMED:

1. A compound having the structural Formula (I"):

@)

or a pharmaceutically acceptable salt thereof, wherein:

X is a bond, C(R')2, O, S, SO, SOz or NH;

Y is CR® or N, wherein when Y is N, Z is CR11 and V is CR'?;

V is CR!? or N, wherein when V is N, Z is CR11 and Y is CR’;

Z is CR!M or N, wherein when Z is N, V is CR10 and Y is CR?;

R!is a heterocycloalkyl, C3-Crzcycloalkyl, aryl, Ci-Csalkylaryl or when taken with R?, and the
nitrogen which they are bonded, forms nitrogen-containing ring, wherein the heterocycloalkyl, Cs-
Crnacycloalkyl, aryl, Ci-Cealkylaryl or nitrogen-containing ring is unsubstituted or substituted with 1
to 5 substituents independently selected from the group consisting of halogen, CN, OH, C1-Csalkoxy,
C1-CealkylOC1-Csalkyl, C1-CsalkylCOOH, COOH, oxo, COOC1-Csalkyl, C1-CsalkylCOOC:-
Csalkyl, Cs-Cscycloalkyl, Ci-CsalkylCs-Cscycloalkyl, aryl, Ci-Csalkyl, -Ci1-CsalkylOhaloC1-Cesalkyl,
haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R?), N(R7)(R®) and C1-CsalkyIN(R7)(R®);

R? is hydrogen, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-Csalkyl, haloCi-Csalkyl or Ci-

CsalkylOH or when taken with R!, and the nitrogen which they are bonded, forms a nitrogen-

containing ring, wherein the nitrogen-containing ring is unsubstituted or substituted with 1 to 5

substituents independently selected from the group consisting of halogen, CN, OH, Ci-Csalkoxy,

C1-CealkylOC1-Cealkyl, C1-CsalkylCOOH, COOH, oxo, COOC1-Csalkyl, C3-Cscycloalkyl, Ci-

Cealkyl, haloC1-Csalkyl, C1-CsalkylOH, CON(R”)(R®), N(R7)(R®) and C1-CsalkyIN(R”)(R®);
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R? is hydrogen, halogen, CN, OH, Ci-Csalkoxy, C1-CsalkylOC1-Csalkyl, Ci-CsalkylCOOH, COOH,
Cs3-Cscycloalkyl, Ci-Cealkyl, haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R®), N(R7)(R®), Ci-
CealkyIN(R7)(R®), C1-Csalkyl(OCH2CH2)uN(R”)(R®) or C1-CsalkylOhaloC1-Csalkyl or when taken
with R* forms a C3-Cscycloalkyl or C3-Csheterocycloalkyl;

R* is hydrogen, halogen, CN, OH, C1-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH,
C3-Cscycloalkyl, Ci-Csalkyl, haloC1-Csalkyl, C1-CsalkylOH, CON(R)(R?®), N(R")(R®), Ci-
CealkyIN(R)(R®), C1-Cealkyl(OCH2CH2)uN(R7)(R®) or C1-CsalkylOhaloC1-Csalkyl or when taken
with R? forms a C3-Cscycloalkyl or C3-Csheterocycloalkyl;

R® is hydrogen, halogen, CN, OH, Ci-Csalkoxy, C1-CsalkylOC1-Csalkyl, Ci-CsalkylCOOH, COOH,
Cs-Cscycloalkyl, Ci-Csalkyl, haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R®), N(R7)(R?) or Ci-
CsalkyIN(R7)(R®) or when taken with R® forms a C3-Cescycloalkyl or C3-Csheterocycloalkyl,

R® is hydrogen, halogen, CN, OH, Ci-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH,
Cs-Cscycloalkyl, Ci-Csalkyl, haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R®), N(R7)(R®) or C1-
CsalkyIN(R7)(R®) or when taken with R3 forms a C3-Cscycloalkyl or C3-Csheterocycloalkyl;

R7 is hydrogen, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-Csalkyl, haloCi-Csalkyl, Ci-
CsalkylOH, COC1-Csalkyl or COOCi1-Csalkyl,

R8 is hydrogen, C1-CealkylCOOH, COOH, C3-Cscycloalkyl, Ci-Csalkyl, haloC1-Csalkyl, C1-
CsalkylOH, COC1-Csalkyl or COOC1-Csalkyl;

R’ is hydrogen, halogen, CN, OH, Ci-Csalkoxy, C1-CsalkylOCi-Csalkyl, Ci-CsalkylCOOH, COOH,
Cs-Cscycloalkyl, Ci-Cesalkyl, haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R®), N(R7)(R?) or Ci-
CealkyIN(R7)(R®);

R is hydrogen, halogen, CN, OH, C1-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH,
Cs-Cescycloalkyl, Ci-Csalkyl, haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R®), N(R7)(R®) or C1-

CoalkyIN(RT)(R®);
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R is hydrogen, halogen, CN, OH, Ci-Csalkoxy, Ci1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH,
Cs-Cescycloalkyl, Ci-Csalkyl, haloCi-Csalkyl, Ci-CsalkylOH, CON(R)(R®), N(R7)(R®) or Ci-
CealkyIN(RT)(R®);

R2 is hydrogen, halogen, CN, OH, C1-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH,
C-Cscycloalkyl, Ci-Cealkyl, haloC1-Csalkyl, C1-CalkylOH, CON(RT)(R®), N(R")R®) or Ci-
CealkyIN(R")(RY);

R" is hydrogen, halogen, CN, OH, Ci-Csalkoxy, Ci1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH,
Cs-Cscycloalkyl, Ci-Cealkyl, haloCi-Csalkyl, C1-CsalkylOH, CON(R7)(R®), N(R7)(R?) or Ci-
CealkyIN(RT)(R®);

each occurrence of R is independently selected from the group consisting of hydrogen, halogen,
CN, OH, C1-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-
Cealkyl, haloC1-Csalkyl, C1-CsalkylOH, CON(R”)(R®), N(R7)(R®) and C1-CsalkyIN(R")(R®);
nis1,2,3or4;and

mis 0, 1 or 2.

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m

is1and Xis O.

3. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m

1s 1 and X is CHo.

4. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m

1s0and X 1s O.

5. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m

1s 1 and X 1s SOa.
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6. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m
is 0 and X is C(R')2, wherein each occurrence of R'* is independently selected from the group

consisting of hydrogen, halogen, OH, C1-Csalkoxy and C1-Cesalkyl.

7. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m
is 1 and X is C(R'#)2, wherein each occurrence of R'* is independently selected from the group

consisting of hydrogen, halogen, OH, C1-Csalkoxy and C1-Cesalkyl.

8. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m
1s 0 and X is a bond.
9. The compound of claims 1-8, or a pharmaceutically acceptable salt thereof, wherein

R! is selected from the group consisting of:
‘Ma,

0 5

wherein R! is unsubstituted or substituted with 1 to 5 substituents selected from the group consisting
of halogen, CN, OH, Ci-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylCOOH, COOH, oxo,
COOC1-Cealkyl, Cs-Cscycloalkyl, Ci1-CsalkylCs-Cscycloalkyl, aryl, Ci1-Csalkyl, haloCi1-Cealkyl, Ci-
CsalkylOhaloC1-Csalkyl, C1-CsalkylOH, CON(R”)(R®), N(R")(R?) and C1-CsalkyIN(R")(R?);

R’ is hydrogen, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-Cealkyl, haloC1-Csalkyl or Ci-
CsalkylOH; and

R® is hydrogen, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-Csalkyl, haloCi-Csalkyl or Ci-
CealkylOH.

10. The compound of claims 1-8, or a pharmaceutically acceptable salt thereof, wherein
Rlis:
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=

wherein R is unsubstituted or substituted with 1 to 5 substituents selected from the group consisting
of halogen, CN, OH, C1-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylOhaloC1-Csalkyl, oxo,
COOC-Cealkyl, C1-Coalkyl, haloC1-Csalkyl and C1-CealkylOH.

11. The compound of claims 1-8, or a pharmaceutically acceptable salt thereof, wherein

Rlis:
a6

wherein R! is unsubstituted or substituted with 1 to 5 substituents selected from the group consisting
of halogen, CN, OH, C1-Csalkoxy, C1-CsalkylOC1-Csalkyl, C1-CsalkylOhaloC1-Csalkyl, oxo,
COOC:-Csalkyl, C1-Csalkyl, haloC1-Csalkyl, NHz2, and C1-CealkylOH.

12. The compound of claims 1-11, or a pharmaceutically acceptable salt thereof, wherein

R? is hydrogen.

13. The compound of claims 1-11, or a pharmaceutically acceptable salt thereof, wherein

R! is taken with R? and the nitrogen to which they are bonded, to form a nitrogen-containing ring.

14. The compound of claim 13, or a pharmaceutically acceptable salt thereof, wherein

the nitrogen-containing ring is:

)

15. The compound of claims 1-14, or a pharmaceutically acceptable salt thereof, wherein
R? is hydrogen, C1-CsalkylOC1-Csalkyl or Ci-Csalkyl or when taken with R* forms a Cs-
Csheterocycloalkyl.
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16. The compound of claims 1-15, or a pharmaceutically acceptable salt thereof, wherein

R? is hydrogen or C1-Csalkyl or when taken with R* forms a Cs-Csheterocycloalkyl.

17. The compound of claims 1-15, or a pharmaceutically acceptable salt thereof, wherein

R® is hydrogen or C1-Csalkyl.

18. The compound of claims 1-15, or a pharmaceutically acceptable salt thereof, wherein

R® is hydrogen or C1-Cealkyl.

19. The compound of claims 1-14, or a pharmaceutically acceptable salt thereof, wherein
R3 and R* are independently selected from the group consisting of hydrogen, halogen, OH, C1-
CealkylOH, Ci-Csalkylalkoxy, C1-CealkylOC1-Cealkyl, C1-Csalkyl, C1-CsalkylOhaloCi-Csalkyl,
CON(C1-Csalkyl), C1-CealkyIN(R7)(R®) and C1-Csalkyl(OCH2CH2)aN(R7)(R®);

R’ is hydrogen, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-Cealkyl, haloC1-Cealkyl, C1-
CoalkylOH, COC1-Csalkyl or COOC1-Csalkyl;

R® is hydrogen, C1-CsalkylCOOH, COOH, C3-Cscycloalkyl, Ci-Csalkyl, haloCi-Csalkyl, Ci-
CsalkylOH, COC1-Csalkyl or COOC1-Csalkyl; and

nis 3.

20. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein m
is 1 or 2, R1? and R are independently selected from the group consisting of hydrogen, halogen,

OH, C1-CealkylOH, Ci1-Csalkylalkoxy and Ci1-CsalkylOC1-Csalkyl, C1-Cesalkyl.

21. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein X is
C(R'")2, R™ is independently selected from the group consisting of hydrogen, halogen, OH, Ci-
CealkylOH, Ci-Cealkylalkoxy, C1-CealkylOC1-Csalkyl and Ci-Cesalkyl.

22. The compound of claims 1-21, or a pharmaceutically acceptable salt thereof, wherein

Y is CH.
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23. The compound of claims 1-21, or a pharmaceutically acceptable salt thereof, wherein
Z1s CH.

24, The compound of claims 1-21, or a pharmaceutically acceptable salt thereof, wherein
Vis CH.

25. The compound of claims 1-21, or a pharmaceutically acceptable salt thereof, wherein

Zi1sNand Y and V are both CH.

26. The compound of claims 1-21, or a pharmaceutically acceptable salt thereof, wherein

Vis N and Y and Z are both CH.

27. A compound selected from the group consisting of:

NH 2o
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or a pharmaceutically acceptable salt thereof.

28. A compound selected from the group consisting of

WOH WOH

LY.
JNL v
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29. A compound selected from the group consisting of

~o

1,

NH ™ @]

pharmaceutically acceptable salt thereof.

30. A compound having the formula
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HO%
, or a pharmaceutically acceptable salt thereof.

31. A compound having the formula
~o
1,
NH ™ o
HN™ N
O

, or a pharmaceutically acceptable salt thereof.

32. A compound having the formula

, or a pharmaceutically acceptable salt thereof.
33. A method for treating a Plasmodium infection, or for treating malaria, which

10 comprises administering to a subject in need of such treatment a therapeutically effective amount of

a compound of any one of claims 1-32, or a pharmaceutically acceptable salt thereof.
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34. A method for inhibiting plasmepsin X which comprises administering to a subject in
need of such treatment a therapeutically effective amount of a compound of any one of claims 1-32,

or a pharmaceutically acceptable salt thereof.

35. A method for inhibiting plasmepsin IX which comprises administering to a subject in

need of such treatment a therapeutically effective amount of a compound of any one of claims 1-32,

10

15

20

25

30

or a pharmaceutically acceptable salt thereof.

36. A method for dual inhibition of plasmepsin X and plasmepsin X which comprises
administering to a subject in need of such treatment a therapeutically effective amount of a

compound of any one of claims 1-32, or a pharmaceutically acceptable salt thereof.

37. The use of a compound, or pharmaceutically acceptable salt thereof, of any one of

claims 1-32 to treat a Plasmodium infection, or malaria in a patient in need thereof.

38. The use of a compound, or pharmaceutically acceptable salt thereof, of any one of

claims 1-32 to inhibit plasmepsin X in a patient in need thereof.

39. The use of a compound, or pharmaceutically acceptable salt thereof, of any one of

claims 1-32 to inhibit plasmepsin IX in a patient in need thereof.

40. The use of a compound, or pharmaceutically acceptable salt thereof, of claim 1 to
inhibit plasmepsin IX and plasmepsin X, in a patient in need thereof.

41. A pharmaceutical composition comprising a compound of claim 1, or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

42. A pharmaceutical composition comprising a compound of claim 1 and a

pharmaceutically acceptable carrier.

43. A method for treating a Plasmodium infection, or for treating malaria, comprising
administration of a compound of claim 1, or a pharmaceutically acceptable salt thereof, and an

effective amount of one or more additional anti-malarial agents.
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44, A method for the treatment of malaria by inhibition of plasmepsin X, IX and at least
one other mechanism, comprising administration of a compound of claim 1, or a pharmaceutically
acceptable salt thereof, and an effective amount of one additional anti-malarial agent, wherein the
additional anti-malarial agent acts through a different mechanism than inhibiting plasmepsin IX or

plasmepsin X.
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