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WHAT IS CLATMED IS:

1 A compound of Formula I:

XN 1))
or pharmaceutically acceptable salts, hydrates or N-oxides thereof, wherein
R™and R are each independently selected from the group consistifig of H and CHx;
R* selected from the group consisting of H and F; and

R¥ is selected from the group consisting of H, Cy.4 alkoxy apél Cy.4 haloalkoxy.

2. The compound of claim 1, wherein R™ s
3. The compound of claim 1, wherein K°® and R'® are each H.
4. The compound of claim 1, whexéin R'® is methyl and R' is H.

5, The compound of claim 1,4vherein R' and R'® are each CHa.

The compound of claj#n 1, wherein R* is hydrogen and R is selected

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

gréup consisting of:
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Cl

MeQ
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The compound of claim 1, wherein said cofmpound is selected from the

9.

group consisting of’

2

MeO

Cl

EtQ,



10. The compound of claim 1, wherein said compound has the formula:

MeO NN
0O o

= NHz

)
NaoN

or pharmaceutically acceptable salts or N-oxides thereof.

11.  The compound of claim 1, having the formula:

MeO N7\
O o

N. A

12. The compound of claim 1, having the formula:

MeO
f S O
N N
Cl ‘(_N,
NH2
in a pharmaccutically acceptable salt

form.

13.  The compound/of claim 12, wherein said salt form is a hydrochloride
salt form.

2-(4/amino-3-(1H-imidazol-2-y1)-1H-pyrazolo[3,4-d}pyrimidin-1-yI)-1-(4-(4-chloro-2-

fluoro-5-methoxyphenyl)piperazin-1-yl)ethanone;
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2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-chloro-3-

methoxyphenyl)piperazin-1-yljethanone;

(S)-2~(4-amino-3-(1H-imidazol-2-yl)- 1 H-pyrazolo[3,4-d]pyrimidin-1-y1)- 1-{(4-(4-chioro-3-

mcthoxyphenyl)-2-methylpiperazin-1-yl)cthanone;

2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin- 1-yl)-1-(4-(4-chloro-3-
ethoxyphenyl)piperazin-1-yl)ethanone;
(S)-2-(4-amino-3~(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(44(4-
chlorophenyl)-2-methylpiperazin-1-yl)ethanone;

2-(4-amino-3-(1H-imidazol-2-yl}-1H-pyrazolo{3,4-d]pyrimidin-1-yl)}-¥-(4-(4-

chlorophenyl)piperazin-1-ylethanone;

2-(4-amino-3-(1H-imidazoi-2-yl)- 1H-pyrazolo{3,4-d]pyrimidin£]1 -y1)-1-(4-(4-chloro-3-

methoxyphenyl)-2,2-dimethylpiperazin-1-yl)ethanone;

(S)-2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-
ethoxyphenyl)-2-methylpiperazin-1-yl)ethanone;

yrimidin-1-yl)-1-(4-(4-chloro-3-

2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3/4-d]pyrimidin-1-y1)-1-(4-(4-chloro-3-
(trifluoromethoxy)phenyl)piperazin-1-yl)gthanone; and
2-(4-amino-3-(1H-imidazol-2-yl)-1 H-pyrdzolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-chloro-3-

methoxyphenyl)piperazin-1-yl)ethanone.

15.  The compotind 2~(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-
d]pyrimidin-1-yl)-1-(4-(4-chlofo-3-methoxyphenyl)piperazin-1-yl)ethanone.

16 A

a pharmaceutically acg€ptable excipient or carrier.

armaceutical composition comprising a compound of claim 1, and

The use of a compound of any of claims 1 - 15, in the manufacture of a

medicament fof the treatment of a disease or condition.

18.  Theuse of a compound of any of claims 1 - 15, in the manufacture of a

medicginent for the treatment of CCR 1-mediated diseases or conditions.

19, A use in accordance with claim 18, wherein said CCR1-mediated

disease or condition is an inflammatory condition.
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20. A usein accordance with claim 18, wherein said CCR1-mediated

disease or condition is an immunoregulatory disorder.

21. A use in accordance with claim 18, wherein said CCRI1-mediated
discase or condition is sclected from the group consisting of ostcoarthritic disease, myftiple
myeloma, rheumatoid arthritis, multiple sclerosis, transplant rejection, restenosis,
eczema, urticaria, vasculitis, inflammatory bowel disease, food allergy, asthma
discase, Parkinson's discase, psoriasis, lupus erythematosus, ostcoarthritis, siroke, restenosis

and encephalomyelitis.

22, A use in accordance with claim 18, wherein safd CCR I-mediated
disease or condition is selected from the group consisting of ostegdrthritic disease, multiple

myeloma, theumnatoid arthritis and transplant rejection.

23. A usein accordance with claim 18, Avherein said medicament is
manufactured for oral, parenteral, rectal, transdermal, sdblingual, nasal or topical

administration.

24. A usein accordance witlyYclaim 18, wherein said medicament is
manufactured for administration in combinagfon with an anti-inflammatory agent, analgesic

agent, an anti-proliferative agent, a metabblic inhibitor, a leukocyte migration inhibitor or an

immuno modulator.
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WHAT IS CLAIMED IS:

1. A compound of Formula [:

RZd
N
I\ 0 |/\>
cl N N{ Ny N
—( N
R2a R1b
R1a N

ZN N,
N 1))

or pharmaceutically acceptable salts, or hydrates thereof, wherein

R' and R are each independently selected from the group consisting of H and CHs;

R* selected from the group consisting of H and F; and

R* is selected from the group consisting of H, C,.4 alkoxy and C,.4 haloalkoxy,

provided that the compound of Formula I is not 2-(4-amino-3-(1H-imidazol-2-yl)-
IH-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-chloro-3-methoxyphenyl)piperazin-1-
yl)}ethanone.

2. The compound of claim 1, wherein R* is H.

3. The compound of claim 1, wherein R' and R'® are each H.

4. The compound of claim 1, wherein R'" is methyl and R™ is H.
5. The compound of claim 1, wherein R and R'® are each CHs.

6. The compound of claim 1, wherein R* is hydrogen and R* is selected from the

group consisting of methoxy, ethoxy and trifluoromethoxy.

7. The compound of claim 1, wherein said compound is of Formula la or Ib.
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wherein R* is selected from the group consisting of H and F; and R* is selected

from the group consisting of methoxy, ethoxy and trifluoromethoxy.

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

consisting of:

MeQ
SN2 i N
cl N NJ<- NN VN ;
O\ H i N N NN
F M ‘—-< N
F Me NH

e = NH,
Ne & = 2
XN ’ N f ,
2N
MeQ
N N
Yo I/\> ey W
cl N NA<_ N’ N cl N N{ Neo” ~N
—/ N H / N H
NS-N Ny-N

9. The compound of claim 1, wherein said compound is selected from the group

consisting of:

MeO

Cl @PJQN

2
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10. The compound of claim 1, wherein said salt form is a hydrochloride salt form.

11. A compound selected from the group consisting of:

(S)-2-(4-amino-3-(1 H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-y1)-1-(4-(4-
chloro-2-fluoro-5-methoxyphenyl)-2-methylpiperazin-1-yl)ethanone;

(S)-2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-
chloro-2-fluorophenyl)-2-methylpiperazin-1-yl)ethanone;

2-(4-amino-3-(1H-imidazol-2-yl}-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-chloro-
2-fluoro-5-methoxyphenyl ypiperazin-1-yl)ethanone;

2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-chloro-
2-fluoro-5-methoxyphenyl)piperazin-1-yl)ethanone;

(S)-2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[ 3,4-d]pyrimidin-1-y1)-1-(4-(4-

chloro-3-methoxyphenyl)-2-methylpiperazin-1-yl)ethanone;

2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1~yl)-1-(4-(4-chloro-
3-ethoxyphenyl)piperazin-1-yl)ethanone;
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(S)-2-(4-amino-3-(1 H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-
chlorophenyl)-2-methylpiperazin-1-yl)ethanone;
2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-
chlorophenyl)piperazin-1-yl)ethanone;
2-{4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-y1)-1-(4-(4-chloro-
3-methoxyphenyl)-2,2-dimethylpiperazin-1-yl}ethanone;
(S)-2-(4-amino-3-(1H-imidazol-2-yl)-1H-pyrazolo[3,4-d]pyrimidin-1-y1)-1-(4-(4-
chloro-3-ethoxyphenyl)-2-methylpiperazin-1-yl)ethanone; and
2-(4-amino-3-(1H-imidazol-2-y1}-1H-pyrazolo[3,4-d]pyrimidin-1-yl)-1-(4-(4-chloro-
3-(trifluoromethoxy)phenyl)piperazin-1-yl)ethanone.

12. A pharmaceutical composition for comprising a compound of claim 1, and a

pharmaceutically acceptable excipient or carrier.

13. The use of a compound of any of claim 1-11 in the manufacture of a

medicament for the treatment of CCR1-mediated diseases or conditions.

14. A usein accordance with claim 13, wherein said CCR 1-mediated disease or

condition is an inflammatory condition.

15. A usein accordance with claim 13, wherein said CCR1-mediated disease or

condition is an immunoregulatory disorder.

16. A use in accordance with claim 13, wherein said CCR1-mediated disease or
condition is slected from the grou consisting of osteoarthritic disease, multiple myeloma,
rheumatoid arthritis, multiple sclerosis, transplant rejection, restenosis, dermatitis, eczema,
urticaria, vasculitis, inflammatory bowel disease, food allergy, asthma, Alzheimer's disease,
Parkinson's disease, psoriasis, lupus erythematosus, osteoarthritis, stroke, restenosis or

encephalomyelitis.
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17. A usein accordance with claim 13, wherein said CCR1 mediated disease or
condition is selected from the group consisting of osteoarthritic disease, multiple myeloma,

rheumatorid arthritis and transplant rejection.

18. A use in accordance with claim 13, wherein said medicament is manufactured

for oral, parenteral, rectal, transdermal, sublingual, nasal or topical administration

19. A use in accordance with claim 13, wherein said medicament is manufactured for
administration in combination with an anti-inflammator agent, analgesic agent, an anti-
proliferative agent, a metabolic inhibitor, a leukocyte migration inhibitor or an

immunomodulatory.
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