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CLAIMS

1. A compound of Formula I

@

or a pharmaceutically acceptable salt or solvate
the dashed line indicates a double bond;
AlisN;
R and R? are each, independently, from the group consisting of hydrogen,
hydroxyl, C;-Cs-alkyl, C3-Cg-cycloalkyl, hete yclyl, aryl, heteroaryl, substituted C;-Cs-
alkyl, substituted C;-Cg-cycloalkyl, substituy
heteroaryl;

heterocyclyl, substituted aryl and substituted

R’ is selected from the group sisting of hydrogen, C;-Cs-alkyl, substituted C,-Cg-

alkyl, C;-Cg-cycloalkyl, substituted -Cg-cycloalkyl, aryl, substituted aryl, heteroaryl and

substituted heteroaryl;
X is CR', and Y is CR

independently, selected from the group consisting of hydrogen,
heterocyclyl, aryl, heteroaryl, substituted alkyl, substituted

The compound of claim 1, wherein R* is selected from the group consisting of
”" hydrogen, C-Cs-alkyl, C3-Cs-cycloalkyl, Cs-Cg-substituted cycloalkyl, aryl, substituted aryl,
heteroaryl, and substituted heteroaryl.
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4, The compound of claim 3, wherein R* is branched or linear C;-Cs-al , wherein the
branched C,-Cs-alkyl group may be interrupted by one or more heteroatory$, and/or
ps substituted Cs-
C; cycloalkyl groups, C3-Cg hetrocyclyl groups, aryl groups, heteroar ygroups substituted

substituted with one or more heteroatoms, halogens, C3-Cz cycloalkyl gré
aryl groups, or substituted heteroaryl groups.

5. The compound of claim 1, wherein R* is selected from t group consisting of
hydrogen, branched C;-Cs-alkyl, branched C,-Cs-alkyl substi by phenyl and C;-Cq-
cycloalkyl. |
6. The compound of claim I, wherein R* is C(H)( 2CH3)2, C(HYCH,CH;)Ph,
CH;CHs, cyclopropyl, cyclopentyl or cyclohexyl.

7. The compound of claim 1, wherein R
8. The compound of claim 1, wherein3 1s an aryl group, which is further independently
substituted one or more times by halogeny CI-C4-alkoxy, R"” -amine, R's—heterocycle or R"°-
"N(H)C(0), N({H)SO,, OC(O) or (CH,), .4, wherein
'by O, N(CH3) or N(H).

heteroaryl, wherein R* is a bond,
the (CHz};4 group may be interrupte,
9. The compound of claim §, wherein the aryl group is phenyl.

10.  The compound of clgim 11, wherein the phenyl group is independently substituted
one or more times with fly ro, methoxy, diethylamine, R'>-piperazinyl, R"*-morpholinyl,
R -piperidinyl, R"’-triafolyl, R"-phenyl, R">-pyridinyl, R'*>-piperazinyl, R'® -indazolyl, R">-
pyrrolidinyl or R"? dazolyl, wherein the piperazinyl, morpholinyl, piperidinyl, triazolyl,
phenyl, pyridinyl, -- erazinyl, indazolyl, pyrrolidinyl or imidazolyl groups may be further
substituted with 1-C4-alkyE, C(0)C-Cy-alkyl, S(O)C,-Cy-alkyl, OH, C(O)(CH,);3CN or

COIN( 1-C4-alky1, C(OYN(C;-Cy-alkyl), or C(ON(H)C3-Ce-cycloalkyl.

12.
coffsisting of

" The compound of claim 1, wherein the compound is selected from the group












N N N N
o
b
a / . N




(j ) 7(°\\<N

13, A compound according to any one of claims 1 to 12 {#r use in the treatment of an
autoimmune, transplant rejection or cancer disorder.

14, A compound for use according to claim 13, rein the autormmune disease 1s
selected from the group consisting of autoimmune molytic anemia, autoimmune neonatal
thrombocytopenia, idiopathic thrombocytopenia purpura, autoimmunocytopenia, hemolytic
anemia, antiphospholipid syndrome, dermatitis/allergic encephalomyelitis, myocarditis,
relapsing polychondritis, rheumatic heart disgase, glomerulonephritis, multiple sclerosis,
neuritis, uveitis ophthalmia, ponendocrin athies, purpura, Reiter’s Disease, Stiff-Man
Syndrome, autoimmune pulmonary inﬂmation, autism, Guillain-Barre Syndrome, insulin
dependent diabetes mellitis, e inflammatory eye, autoimmune thyroiditis,
hypothyroidism, systemic lupus erly hematosus, Goodpasture’s syndrome, Pemphigus,
Receptor autoimmunities, autoiny flune hemolytic anemia, autoimmune thrombocytopenic
purpura, theumatoid arthritis, pd ixed connective tissue disease,
polymyositis/dermatomyosit, pernicious anemia, idiopathic Addison’s discase, infertility,
glomerulonephritis, bulloyf pemphigoid, Sjogren’s syndrome, diabetes millitus, adrenergic
drug resistance, chronic Active hepatitis, primary biliary cirrhosis, vitiligo, vasculitis, post-
M1, cardiotomy syndne, urticaria, atopic dermatitis, asthma, inflammatory myopathies,
chronic active hepaf is, primary biliary cirrhosis and T-cell mediated hypersensitivity
diseases. '

15. A copfipound for use according to claim 13, wherein the transplant rejection is
selected frg fn the group consisting of graft versus host disease, rejection related to xeno
transplation, rejection related to organ transplant, rejection related to acute transplant,
heterodraft or homograft rejection and ischemic or reperfusion injury incurred during orgari
trangplantation.

6. A compound for use according to claim I3, wherein the cancer is selected from the
" group consisting of bladder, head and neck, breast, stomach, ovary, colon, lung, brain, larynx,
lymphatic system, genitourinary tract, gastrointestinal, ovarian, prostate, gastric, bone, small-

cell lung, glioma, colorectal and pancreatic cancer.
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17. A pharmaceutical composition comprising a compound according to one of
claims 1 to 12 together with a pharmaceutically acceptable carrier and optjdnally other
therapeutic ingredients.

18. A pharmaceutical composition comprising a compound acc ding to any one of
claims 1 to 12 adapted for simultaneous or sequential administrg
antiinflammatory, antiproliferative, chemotherapeutic agent, 'unesuppressant, anti-cancer,
cytotoxic agent or kinase inhibitor other than a compound to any one of claims 1 to
12 or salt thereof.
19. The pharmaceutical composition of claim herein said compound according to
any one of claims 1 to 12 or salt thereof is admini red, simultaneously or sequentially, with
one or more of a PTK inhibitor, cyclosporin A, LA4—Ig, antibodies selected from anti-
ICAM-3, anti-IL-2 receptor, anti-CD45SRB, apli-CD2, anti-CD3, anti-CD4, anti-CD80, anti-
CD86, and monoclonal antibody OKT3, ;r ts blocking the interaction between CD40 and
gp39, fusion proteins constructed from CPH40 and gp39, inhibitors of NF-kappa B function,
non-steroidal antiinflammatory drugs, gteroids, gold compounds, antiproliferative agents,
FK506, mycophenolate mofetil, cyto bxic drugs, TNF-a inhibitors, anti-TNF antibodies or
soluble TNF receptor, rapamyein, ﬂunimide, cyclooxygenase-2 inhibitors, paclitaxel,
cisplatin, carboplatin, doxorubi r-" carminomycin, daunorubicin, aminopterin, methotrexate,
methopterin, mitomycin C, einascidin 743, porfiromycin, S-fluorouracil, 6~
mercaptopurine, gemcitabi, cytosine arabinoside, podophyllotoxin, etoposide, etoposide
phosphate, teniposide, 1halan, vinblastine, vincristing, leurosidine, epothilone, vindesine,

leurosine, or derivatives thereof.

20, A packagemprising a compound according to any one of claims 1 to 12, packaged

G

with instructiongfor use in the treatment of an autoimmune, transplant rejection or cancer

disorder.




The invention claimed is:
1. A compound of Formula I:

, W
N
)!\ !
R2
~ N A/ N\
I R4

or a pharmaceutically acceptable salt thereof, wherein:

the dashed line indicates a double bond;

A isN;

R? is hydrogen and R is selected from the group consisting
of hydrogen, hydroxyl, C,-C;-alkyl, C5;-Cq-cycloalkyl,
heterocyclyl, aryl, heteroaryl, substituted C,-C;-alkyl,
substituted C;-Cg-cycloalkyl, substituted heterocyclyl,
substituted aryl and substituted heteroaryl,

R* is selected from the group consisting of hydrogen,
branched C,-Cs-alkyl, branched C,-Cs-alkyl substi-
tuted by phenyl and C,-C-cycloalkyl;

X 1s CR' and Y is CR?:

R is hydrogen or C,-C5-alkyl and

R'?is BC(O)NR'*R'*; wherein B is a bond, C,-C5-alkyl or
branched C,-C,-alkyl; wherein R'? and R** are each,

independently, selected from the group consisting of
hydrogen, C,-C;-alkyl, C,-Cg-cycloalkyl, heterocyelyl,
aryl, heteroaryl, substituted alkyl, substituted
cycloalkyl, substituted heterocyclyl, substituted aryl,
and substituted heteroaryl.
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2. The compound of claim 1, wherein R* is C(H)(CH,
CH,),, C(H)(CH,CH,)Ph, CH,CH,, cyclopropyl, cyclopen-
tyl or cyclohexyl.

3. The compound of claim 1, wherein R? is an aryl group,
which 1s further independently substituted one or more times
by halogen, C,-C,-alkoxy, R**-amine, R'°-heterocycle, or
R*>-heteroaryl, wherein R'® is a bond, C(0), N(H)C(O),
N(H)SO,, OC(O) or (CH,), 4, wherein the (CH,), , group
may be interrupted by O, N(CH;) or N(H).

4. The compound of claim 3, wherein the aryl group is
phenyl.

5. The compound of claim 1, wherein the phenyl group is
R* is phenyl which is further independently substituted one or
more times with fluoro, methoxy, diethylamine, R*>-piper-
azinyl, R*>-morpholinyl, R*>-piperidinyl, R**-triazolyl, R*>-
phenyl, R*>-pyridinyl, R">-piperazinyl, R'’-indazolyl, R**-
pyrrolidinyl or R*>-imidazolyl, wherein the piperazinyl,
morpholinyl, piperidinyl, triazolyl, phenyl, pyridinyl, piper-
azinyl, indazolyl, pyrrolidinyl or imidazolyl groups may be
further substituted with C,-C,-alkyl, C(O)C,-C,-alkyl, S(O),
C,-C,-alkyl, OH, C(O)(CH,),_ ;CNor N(H)C(O)C,-C,-alkyl
and wherein R™ is a bond, C(0O), N(H)C(O), N(H)SO,,
OC(O) or (CH,),_4, wherein the (CH,), , group may be inter-
rupted by O, N(CH,) or N(H).

6. The compound of claim 1, wherein R* is phenyl which is
further substituted by N(H)C(O)aryl, C(O)N(H)C,-C,-alkyl,
C(O)N(C, -C,-alkyl), or C(O)N(H)C,-C4-cycloalkyl.
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7. The compound of claim 1, wherein the compound is
selected from the group consisting of
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or a pharmaceutically acceptable salt thereof, wherein:

the dashed line indicates a double bond;

Ais N

R*is ydrogen and R is selected from the group consisting
of hydrogen. tiydroxyl, C,-C;-alkyl, C;-Cq-cycloalkyl,
heterocyclyl, aryl, heteroaryl, substituted C,-C;-alkyl,
substituted C3-Cip-cycloalkyl, substituted heterocyclyl,
substituted aryl and substituted heteroaryl:

R*is branched or linear C,-C;-alkyl, wherein the branched
C,-Cs-alkyl group may be interrupted by one or more
heteroatoms, and/or substituted with one or more het-
eroatoms, halogens, C,-C; cycloalkyl groups, substi-
tuted C,-Cg cycloalkyl groups, C,-C, hetrocyclyl
groups, aryl groups, heteroaryl groups, substituted aryl
groups, or substitnted heteroaryl groups;

XisCR* andY is CR'?;

R*! is hydrogen or C,-C;-alkyl and

R*?js BC(O)NR'*R'* wherein B is a bond, C,-C,-alkyl or
branched C,-C,-alkyl; wherein R'? and R'* are each,
independently, selected from the group consisting of
hydrogen, C,-C,-alkyl, C5-Cg-cycloalkyl, heterocyclyl,
aryl, heteroaryl, substituted alkyl, substituted
cycloalkyl, substituted heterocyclyl, substituted aryl,
and substituted heteroaryl.

9. A pharmaceutical composilion comprising a compound
according to claim 1 or a phannaceutically acceptable salt
thereof and a pharmaceutically acceptable carrier or excipi-
ent.
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