
WO 200S/064157PCT/US2007/085100 IMIDAZOTRIAZINES AND I
IDAZOPYRIMIDINES AS KIN ASE INHIBITORS 5 FIELD OF THE
INVENTION       The present invention is directed to
imidazo[1,2-5111,2,41triazines and hnidazo[1,2- a]pyrimidines, and
pharmaceutical compositions thereof, which are inhibitors of kinases such
as c- 10 Met and are useful in the treatment of cancer and other diseases
related to the dysrcgulation of kinase pathways. BACKGROUND OF THT
INVENTION Protein kinases (PKs) are a group of enzymes that regulate
diverse, important biological 15 processes including cell growth, survival
and differentiation, organ formation anti moiphogenesis,
neovascularization, tissue repair and regeneration, among others. Protein
kinases exert their physiological functions through catalyzing the
phosphorylation of proteins (or substrates) and thereby modulating the
cellular activities of the substrates in various biological contexts. In
addition to the functions in normal tissues/organs, many protein kinases
also play more specialized roles in a host of human diseases including
cancer. A subset of protein kinases (also referred to as oncogenic protein
kinases), when dysregulated, can cause tumor formation and growth, and
further contribute to tumor maintenance and progression (Blume-Jensen P
et al, Nature 2001, 411(6835):355-365). Thus far, cmeogcnie protein
kinases represent one of the largest and most attractive groups of protein
targets for cancer intervention and drug development. 25Protein kinases
can be categorized as receptor type and non-receptor type. Receptor
tyrosine kinases (RTKs) have an extracellular portion, a transmembrane
domain, and an intracellular portion, while non-receptor tyrosine kinases
are entirely intracellular. RTK mediated signal transduction is typically
initiated by extracellular interaction with a specific growth factor (ligand),
typically followed by receptor dimerization, stimulation of the intrinsic
protein tyrosine kinase activity, and receptor 30 transphosphorylation.
Binding sites are thereby created for intracellular signal transduction
molecules and lead to the formation of complexes with a spectrum of
cytoplasmic signaling molecules that facilitate the appropriate cellular
response such as cell division, differentiation, metabolic effects, and
changes in the.extracellular microenvironment At present, at least
nineteen (19) distinct RTK subfamilies have been identified. One RTK 35
subfamily, designated the HER subfamily, includes EGFR, HER2, HER3
and HER4, and bind such ligands as epithelial growth factor (E.GF),
TOP-a, amphiregulin, HE-FOP, betacellu lin and heregulia A second
family of RTKs, designated the insulin subfamily, includes the INS-R, the
ICE-1R and the  WO 2008/064157PCT/US2007/085100 IR-R. A third
family, the "PDGF" subfamily, includes the PDGF alpha and beta
receptors, CSFIR, c-kit and ELK-II. Another subfamily of RTKs, referred to
as the ELK subfamily, encompasses the Kinase insert Domain-Receptor
fetal liver kinase-I (KDR/FLK-1), the fetal liver kinase 4 (FLK-4) and the
fins-like tyrosine kinase 1 (Bt-1). Two other subfamilies of RTKs have
been designated as the 



5 FOF receptor family (FGFR1, F GFR2, FOFR3 and FGFR4) and the Met
subfamily (c-Met, Ron and Sea). For a detailed discussion of protein
kinases, see for example, Blume-Jensen, P. et al., Nature. 2001,
411(6835)155-365, and Manning, G. et al., Science. 2002, 298( 600)1912-
1934.        The non-receptor typo of tyrosine kinases is also composed of
numerous subfamilies, including Src, Btk, Abl, Fak, and Jak. Each of
these subfamilies can be further subdivided into 10 multiple members that
have been frequently linked to oncogenesis. The Sre family, for example,
is the largest and includes Src, Fyn, Lek and Fgr among others. For a
detailed discussion of these kinases, see Bolen jB. Nonreceptor tyrosine
protein kinases. Imogene. 1993, 8(8):2025-31.       A significant number of
tyrosine kinases (both receptor and nonreceptor) are associated with
cancer (see Madhusudan S, Ganesan TS. Tyrosine kinase inhibitors in
cancer therapy. Chit Bioehem. 15 2004, 37(7):618-35.). Clinical studies
suggest that overexpression or dysregulation of tyrosine kinases may also
be of prognostic value. For example, members of the HER family- of RTKs
have been associated with poor prognosis in breast, colorectal, head and
neck and lung cancer. Mutation of c-Kit tyrosine kinase is associated with
decreased survival in gastrointestinal stromal tumors. In acute
myelogenous leukemia, Flt-3 mutation predicts shorter disease free
survival. VEGFR expression, 20 which is important for tumor
angiogenesis, is associated with a lower survival rate in lung cancer. Tie-1
kinase expression inversely correlates with survival in gastric cancer.
BCR-Abl expression is an important predictor of response in chronic
myelogenous leukemia and Src tyrosine kinase is an indicator of poor
prognosis in all stages of colorectal cancer. c-Met, a proto-oneogene, is a
member of a distinct subfamily of heterodimeric receptor 25 tyrosine
kinases which include Met, Ron, and Sea (Birchmeier, C. et al., Nat. Rev.
Mol. Cell Biol. 2003, 4(14915-925; Christensen, J. 0. et al., Cancer Lett.
2005, 225(1)1-26). The only high affinity ligand for c-Met is the hepatocyte
growth factor (HOF), also known as scatter factor (SF). Binding of HGF to
e-Met induces activation of the receptor via autophosphorylation resulting
in an increase of receptor dependent signaling. Both c-Met and HOP are
widely expressed in a variety of organs, but 30 their expression is
normally confined to the cells of epithelial and mesenchymal origin,
respectively. The biological functions of c-Met (or c-Met signaling
pathway) in normal tissues and human malignancies such as cancer have
been well documented (Christensen, J.G. et al., Cancer Lett. 2005,
225(1)1-26; Corso, S. et al., Trends in Mol. Med. 2005, 11(6):284-292).
HOF and c-Met are each required for normal mammalian development,
and abnormalities 35 reported in both HOE- and c-Metmull mice are
consistent with proximity of embryonic expression and
epithelial-mesenchymal transition defects during organ morphogenesis
(Christensen, J.G. et al., Cancer Lett. 2005, 225(1)1-26). Consistent with
these findings, the transduction of signaling and  WO
2008/064157PCT/US2007/0851110 subsequent biological effects of
HGF/c-Met pathway have been shown to be important for
epithelialinesenchymal interaction and regulation of cell migration,
invasion, cell proliferation and survival, angiogenesis, morphogenesis and
organization of three-dimensional tubular structures (e.g. renal tubular
cells, gland formation) during development. The specific consequences of
c-Met pathway 5 activation in a given cell/tissue are highly
context-dependent.       Dysregulated c-Met pathway plays important and
sometimes causative (in the case of genetic alterations) roles in tumor
formation, growth, maintenance and progression (Birchmeier, C. et al.,
Nat. Rev. Mel. Cell. Biol. 2003, 4(12):915-925; Boccaccio, C. et al., Nat.
Rev. Cancer 2006, 6(8):637-645; Christensen, j.G. et al., Cancer Lett.
2005, 225(1):1-26). HGF and/or c-Met are overexpressed in 10 significant
portions of most human cancers, and are often associated with poor
clinical outcomes such as more aggressive disease, disease progression,
tumor metastasis and shortened patient survival. Further, patients with
high levels of HGF/c-Met proteins are more resistance to chemotherapy
and radiotherapy. In addition to the abnormal HG11/c-Met expression,
c-Met receptor can also be activated in cancer patients through genetic
mutations (both germline and somatic) and gene amplification. 



15 Although gene amplification and mutations are the most common
genetic alterations that have been reported in patients, the receptor can
also be activated by deletions, truncations, gene rearrangement, as well
as abnormal receptor processing and defective negative regulatory
mechanisms.       The various cancers in which c-Met is implicated
include, but are not limited to: carcinomas (e.g., bladder, breast, cervical,
cholangiocarcinoma, colorectal, esophageal, gastric, head and neck, 20
kidney, liver, lung, nasopharygeal, ovarian, pancreas, prostate, thyroid);
musculoskeletal sarcomas (e.g., osteosarcaoma, synovial sarcoma,
rhabdomyosarcoma); soft tissue sarcomas (e.g., MFELTibrosarcoma,
leiomyosarcoma, Kaposi's sarcoma); hematopoietic malignancies (e.g.,
multiple myeloma, lymphomas, adult T cell leukemia, acute myelogenous
leukemia, chronic myeloid leukemia); and other neoplasms (e.g.,
glioblastomas, astrocytomas, melanoma, mesothelioma and 25WIIan's
tumor (www.vai.org/met/; Christenson, J.G. et al., Cancer Lett. 2005,
225(1):1-26).       The notion that the activated c-Met pathway contributes
to tumor formation and progression and could be a good target for
effective cancer intervention has been further solidified by numerous
preclinical studies (Birchmeier. C. et al., Nat Rev, Mol. Cell Biol. 2003,
4(12);915-925; Christensen, LG. et al., Cancer Leff 2005, 225(1):1-26;
Corso, S. et al., Trends in Mol. Med. 2005, 11(6):284- 30 292). For
example, studies showed that the tpr-met fusion gene, overexpression of
c-met and activated c-met mutations all caused oncogenic transformation
of various model cell lines and resulted in tumor formation and metastasis
in mice. More importantly, significant anti-tumor (sometimes tumor
regression) and anti-metastasis activities have been demonstrated in vitro
and in vivo with agents that specifically impair and/or block HGF/c-Met
signaling. Those agents include anti-HOP and anti-c-Met 35 antibodies,
HGF peptide antagonists, decoy e-Met receptor, c-Met peptide
antagonists, dominant negative c-Met mutations, c-Met specific antisense
oligonucleotides and ribozymes, and selective small molecule c-Met
kinase inhibitors (Christensen, J.G. et al., Cancer Lett. 2005, 225(1):1-26).
WO 2008/064157PC1/1JS2007/085100       in addition to the established
role in cancer, abnormal IFIGF/c-Met signaling is also implicated in
atherosclerosis, lung fibrosis, renal fibrosis and regeneration, liver
diseases, allergic disorders, inflammatory and autohnmune disorders,
cerebrovascular diseases, cardiovascular diseases, conditions associated
with organ transplantation (Ma, H. et al., Atherosclerosis. 2002,
164(1):79-87; Crestani, B. et al., Lab. Invest. 2002, 82(8):1015-1022;
Sequra-Flores, A.A. et al., Rev. Gastrounterol. Mex. 2004, 69(4)243-250;
Morishita, R. et al., Curr. Gene Ther. 2004, 4(2)199-206; Morishita, R. et
al., Endocr. J. 2002, 49(3)273-284; Liu, Y., Curr. Opin. Nepluol.
Hypertens. 2002, 11(1):23-30; Matsumoto, K. et al., Kidney Int. 2001,
59(6):2023-2038; Balkovetz, D.F. et al., Int. Rev. Cytol. 1999,
186:225-250; Miyazawa, T. et al., J. Cereb. Blood Flow Metab. 1998;
18(4)345-348; Koch, 10 A.E. et al., Arthritis Rheum. 1996,
39(9):1566-1575; Futamatsu, H. et al., Circ. Res. 2005, 96(8)823- 830;
Eguchi, S. et al., Clin. Transplant. 1999, 13(6)536-544).       Despite the
important/causative roles that the c-Met pathway plays in the above
described human diseases including cancer, there are no c-Met inhibitors
or antagonists that are currently available for treating these human
disorders that associate with abnormal HGF/e-Met signaling. 15
Therefore, there is a clear unmet medical need to develop new
compounds as inhibitors of c-Met and other kinases. The compounds,
compositions, and pharmaceutical methods provided herein help meet this
need. SUMMARY OF THE INVENTION 20The present invention provides,
inter alia, compounds that are inhibitors of kinases, including receptor
tyrosine kinases such as those of the Met subfamily, having Formula 1:
Ll-Cyl or pharmaceutically acceptable salts thereof or prodrugs thereof,
wherein constituent members are defined herein.        The present
invention further provides compositions comprising a compound of
Formula 1, or pharmaceutically acceptable salt thereof, and at least one
pharmaceutically acceptable carrier. 



The present invention further provides methods of inhibiting activity of a
receptor or non-receptor tyrosine kinase comprising contacting the kinase
with a compound of Formula 1, or 30 pharmaceutically acceptable salt
thereof.        The present invention further provides methods of inhibiting
the HGR/c-Met kinase signaling pathway in a cell comprising contacting
the cell with a compound of Formula 1, Or pharmaceutically acceptable
salt thereof  WO 2008/064157PCT/US2007/085100 The present invention
further provides methods of inhibiting the proliferative activity of a cell
comprising contacting the cell with a compound of Formula I, or
pharmaceutically acceptable salt thereof. The present invention further
provides methods of inhibiting tumor growthin a. patient 5 comprising
administering to the patient a therapeutically effective amount of a
compound of Formula I, or pharmaceutically acceptable salt thereof.
The present invention further provides methods of inhibiting tumor
metastasis in a patient comprising administering to the patient a
therapeutically effective amount of a compound of Formula I, or
pharmaceutically acceptable salt thereof. 10The present invention further
provides methods of treating a disease in a patient, wherein said disease
is associated with dysregulation of the HGF/e-MET signaling pathway,
comprising administering to the patient a therapeutically effective amount
of a compound of Formula 1, or pharmaceutically acceptable salt thereof.
The present invention further provides methods of treating cancer in a
patient comprising 15 administering to the patient a therapeutically
effective amount of a compound of Formula I, or pharmaceutically
acceptable salt thereof The present invention further provides a
compound of Formula I for use in therapy.       The present invention
further provides a compound of Formula T for use in the preparation of a
medicament for use in therapy. DETAILED DESCRIPTION       The
present invention provides, inter alia, compounds that are inhibitors of
lonases, including receptor tyrosine kinases such as those of the Met
subfamily, having Formula I: 1-Cyl 25 



or pharmaceutically acceptable salts thereof or prodrugs thereof, wherein:
A is N or C1e;        Cyl is aryl. heteroaryl, cycloalkyl, or heterocycloallcyl,
each optionally substituted by 1, 2, 3, 4, or 5 -W-X-Y-Z; 30Cy' is aryl,
heteroaryl, cycloalkyl, or heterocycloalkyl, each optionally substituted by 1,
2, 3, 4, or .5 Li is (CR4R5),,,,K5)",-(cycloalkylene)-(CR4Rig,
(CleR5)r,-(arylene)-(CR412.')0, (CR4R5)1,- (heterocycloalkylene)-(Cfee)g,
(CR4R1),-(heteroa1yleneXCR1R)q, (CRIC)p0(CR4R5),,,
(CR4R5),S(CR4R3),, (CR4121),C(0)(CR4104,
(CR4R5)"C(0)NR6(CR4R5)q, (CR'Ie)i,C(0)0(CR4R5)",
(CR412?)p0C(0)(CR4R5),, (C1-2,410"0C(0)NR6(CR4R5)",
(CR4R5pNR6(CR4R11),, (CR4R3),,NR6C(0)NR6(CR4R5),I,
(CR4R5pS(0)(CR4R11, (CR4R5){,S(0)NR6(CR4Rb),,
(CRIOpS(0)2(CR4Rb),I, or (CR4R5)"S(0)2NR6(CR410q, wherein said
cycloallcylene, arylene, 5 heterocycloalkylenc, or heterowylcne is
optionally substituted with 1, 2, or 3 substituents independently selected
from Cy3, halo, C,. alkyl, C24 alkenyl, C2_6 alkynyl, Ci_s haloalkyl,
halosulfanyl, CN, NO2,1\13, OR', SRB, C(0)Rh, C(0)Nad, C(0)0W,
OC(0)1e, OC(0)NR`Rd, NJ2cRd, NWC;(0)Rb, N Rt(0)IN Itc Rd, N
Rt(0)01V, C(=NRg)NReRj, NRA.:(=NRg)NR`Rd, P(12)2, P(OW)2, P(0)nr,
P(0)ORLORI, S(0)12.11, S(0)NR`Rd, S(0)2R1', NR1S(0)2Rb, and
S(0)2NR"Rd; 10L2 is (CRJR)" (CR3R8),-(cycloallcylene)-(CR31e)i,
(CR71128),-(arylene)-(Cn8), (CR7R5s- (heterocyc1oalkylene)-(CR7Rb)1,
(CR712.11),-(heteroary1ene)-(CR2R8k, (CR3R8),O(CR3R8)i,
(Clele)"S(CR1R8),, (CR3R8)"C(0)(CR7R8) (CR7R8),C(0)NR9(CR3R8)i,
(CR3R8),C(0)0(CR3R8),, (CR7Rs),OC(0)(CRIRs)i,
(CR7R8),020)NR9(CR7RB),, (CR3Ra),NRB(CR1R51,
(Clefe),NR9C(0)NR9(CR712.11)i, (CR710,S(0)(CR710i,
(CR7R8),,S(0)NR7(CR8129)" 15(Cnb),S(0)2(C127128)i, or
(C127128),S(0)/NR9(CR3R5),, wherein said cycloalkylene, arylene,
heteroeyeloalkylene, or heteroarylcne is optionally substituted with 1, 2, or
3 substituents independently selected from Cy4, halo, Ci_6 alkyl, C24
alkenyl, C24 alkynyl, C1,6 haloalkyl, halosulfanyl, CN, NO2, N3, ORB,
SRB, C(0)R", C(0)NRcile-, C(0)0Ral, OC(0)e, OC(0)NR'RB1, NRCIRdI,
NRe1C(0)R1, NRc1C,(0)NRe'Rdi, NR:11C(0)0Ra1, C(=NR')NRL1R61, 20
NR`IC(=NRg)Nee, P(R1)2, P(OR1)2, P(0)RBIRb1, P(0)012B1ORB,
S(0)R16, S(0)NleRd1 , S(0)2Rm, NRelS(0)2R11, and S(0)2NR`Ble; 



Rb is H or -W--X--Y"-Z-; R.Bis H. halo, Ci4 alkyl, C2_6 alkenyl, C2_6
alkynyl, C1-6 haloa,CN, NO2, ORA, SRA,     C(0)R8, C(0)NRBRD,
C(0)0RA, OC(0)RB, OC(0)NRGRD, NRGRD, NRb1C(0)RB,
NRBC(0)NRBRD, 25 NItbiC(0)0RA, S(0)1e, S(0)NRBRB, S(0)212B,
NRcS(0)2R13, or S(0)2NRBRB;       R3 is FL cycloalkyl, aryl,
heterocycloalkyl, bcterotnyl, halo, Ci_6 alkyl, C2_6 allcenyl, C2_6 allcynyl,
Ci_s haloalkyl"CN, NO2, ORA, SRA, C(0)R", C(0)NRce, C(0)0RA,
OC(0)112B, OC(0)NRcRD, NR(RD, NRGC(0)1e, NA` C(0)NR(11e,
NRcC(0)0RA, S(0)R, S(0)NRBR11 S(0)2128, NRuS(0)2R8, and
S(0)2NRBRB; wherein said cycloalkyl, aryl, heterocycloalkyl, heteroaryl,
30or C14 alkyl is optionally substituted with 1, 2, or 3 substituents
independently selected from Cy', halo, Ci_s alkyl, C24 allcenyl, C24
alkynyl, C haloalkyl, halosulfanyl, CN, NO2, N3, OR", SRal, C(0)e,
C(0)NleRd1 , C(0)01e, OC(0)Rm, OC(0)NReiRd1, NRciRdl,
NRe1C(0)12M, NR`IC(0)NRcle,NWIC,(0)0Ral,NR11C(=NRB)NRc1Rdl,
P(RB )2, 11)(0Re1)2, P(0)R11R11,12(0)0Re'ORB, S(0)12M,
S(O)NRcIRd1, S(0)2Rm, NRBS(0)2Rm, and S(0)2NRcle; 35or R' and
-1,31-Cy2 are linked together to form a group of formula:  WO
2008/064157PCTIUS2007/085100  wherein ring B is a fused aryl or fused
heteroaryl ring, each optionally substituted with 1, 2, or 3 -W'X'-Y'-Z'; R4
and R are independently selected from H, halo, OH, Ci . alkyl, C2_6
alkenyl, C2_6 alkynyl, 5 C1_6 allwxy, alkoxyalkyk cyanoalkyl,
heterocycloallcyl, cycloalkyl, C1,6 haloalkyl, CN, anti NO2;       or R4 and
R9 together with the C atom to which they are attached form a 3, 4, 5, 6,
or 7- membered cycloalkyl or heterocycloalkyl ring; each optionally
substituted by 1, 2, or 3 substituents independently selected from halo,
OH, C1,6 alkyl, C24 alkenyl, C14 alkynyl, C1,6 alkoxy, alkoxyalkyl,
cyanoalkyl, heterocycloalkyk cycloalkyl, C1,6 haloalkyl" CN, and NO2;
10Rs isH,alkyl; C24 alkenyl, or C24 alkyny 1;       R9 and Rs are
independently selected front H, halo, OH, C14 alkyl, C6 allcenyl, C2_6
alkyllyl, C14 allwxy, C14 haloalk34, CN, and NO2;       or R2 and Rs
together with the C atom to which they are attached form a 3, 4, 5, 6, or 7-
membered cycloalkyl or heterocycloalkyl ring, each optionally substituted
by 1, 2, or 3 substituent 



15 independently selected from halo, OH, C1,6 alkyl, C24 alkenyl, C24
alkynyl, C1_6 alkoxy, C14 haloalkyl, CN, and NO2; R9 is H, C1.6 alkyl,
C24 alkenyl, or C24 alkynyl;        W, W', and W" are independently absent
or independently selected from C14 alkylenc, C24 alltenylene, C24
alkyllylenC, 0, 5, NW', CO, COO, CONRh, SO, 502, SONe and
NRl'CONRI, 20 wherein each of the C14 alkylene, C26alkenylene, and
C24 alkynylene is optionally substituted by 1,2 or 3 substituents
independently selected fium halo, C1_6 alkyl, C1i6 haloalkyl, OH, Cus
alkoxy, haloalkoxy, amino, C14 alkylamino, and C2_8 dialkylamino;        X,
X', and X" are independently absent or independently selected front C,1_6
allcylene, 0,4; alkenylene, C24 alkynylene, arylene, eyeloalkylenc,
heteroarylene; and heterocycloalkylene, wherein 25 each of the C14
alkylenc, C24 alkenylene, C24 alkynylene, arylene, cycloalkylene,
heteroarylene, and heterocycloalkylene is optionally substituted by I, 2 or
3 substituents independently selected from halo, CN, NO2, OH, C1,6
alkyl, Ci_6 haloalkyl; C2_8 alkOXyalkyl, Ci_6 alkoxy, C14 haloalkoxy,
C2,1 alkoxyalkoxy; cycloalkyl, heterocycloalkyl, C(0)0R, C(0)NIft, amino,
C]4 alkyilamino, and C2.8, di alkylamino; 30y, "1", and Y" are
independently absent or independently selected from C:_6 allcylene, C24
alkenylenc, C24 alkyllyklie, 0, 5, NR41; CO, COO, CONRh, SO, S02.;
SONie, and NRIVONRI, wherein each of the C14 alkylene,
C24alkenylene, and C2_6alkynylenets optionally substituted by 1, 2 or 3
substituents independently selected from halo, C14 alkyl, C1.6 haloalkyl,
OH, C14 alkoxy, C14 haloalkoxy, amino, C16 alkylamino, and C24
dialkylaIllill0;  WO 2008/064157PCT/US21107/085100       Z, Z', and z-
are independently selected from H, halo, C1,6 alkyl, C2_6 alkenyl, C2_6
alkynyl, Ci_s haloalkyl, halosulfanyl, (TN, NO2, N2. ORa2, S R42,
C(0)R52, C(0)NR.02Rd2, C(0)01e, OC(0)Rb2, OC(0)NR22Rd2,
NR.5212`12, Nr2C(0)R52, NIC52C(0)NR`2Rd2,NRc2C(0)0Ra2,
C(=NRiiihNR,l2R`52, NR02C(=NR2)NiRc2Rd2, P(R12)2, P( R'2)2,
P(0)Re2W2, P(0)01r2ORBi, S(0)R"2, S(0)NRci2Rez, 5S(0)212l2,
NRe2S(0)2Rb2, S(0)2NR`2Rd2, aryl, cycloalkyl, heteroaryl, and
heterocycloalkyl, wherein said C1-6 alkyl, C2.6 alkenyl, C24alkynyl, aryl,
cycloalkyl, heteroaryl, and heterocycloalkyl are optionally substituted by 1,
2, 3, 4 or 5 substituents independently selected from halo, C16 alkyl, C24
alkenyl, C2_6 alkynyl, C1-6 haloalkyl, halosulfanyl,NO2, N3, ORaa, SRa2,
C(0)R'2, C(0)Nee, C(0)0e, OC(0)R152, OC(0)NR2e, NlituRd2,
NRe2C(0)R52, NRc2C(0)NRc2Rd2, NRe2C(0)OR'2, 10
C(=NR.8)NR`2R`B, Nitc2C(=NR6)NR52Rd2, P(R52)2, P(ORe2)2,
P(0)Re2R12, P(0)0R520R12, S(0)1e2, S(0)NRc2Rd2, S(0)2Rb2,
Ne3(0)2Rb2, and S(0)2NRc2Rd2t       wherein two adjacent -W-X-Y-Z,
together with the atoms to which they are attached, optionally form a
fused 4-20 membered cycloalkyl ring or a fused 4-20 membered
hetcrocycloalkyl ring, each optionally substituted by 1, 2, or 3 substituents
independently selected from halo, C14 alkyl, 15C2_6 alkenyl, C2_6
alkynyl, C1.6 haloalkyl, halosulfanyl, (TN, NO2, OR, SR', C(0)R55,
C(0)N1253R6, C(0)01e, OC(0)R1'3, OC(0)N1255R63, NRc3R13,
N1253C(0)Rb3, NR6C(0)N11'31293, NR6C(0)01e, C(=NRg)NRc3Rd3,
NleC(=NRg)NRciiRi15, S(0)Rb3, S(0)NR6R`3, S(0)2Rb3, NRe3S(0)2RB3,
S(0)2NR6e, aryl, cycloalkyl, heteroaryl, and heterocycloalkyl; 



wherein two adjacent -W'-X'-Y'-Z', together with the atoms to which they
are attached, 20 optionally form a fused 4-20 membered cycloalkyl ring or
a fused 4-20 membered heterocycloalkyl ring, each optionally substituted
by 1, 2, or 3 substituents independently selected from halo, C1.6 alkyl,
C26 allcenyl, C2_6 alkynyl, C].6 haloalkyl, halosulfanyl, CN, NO2, OR",
SR53, C(0)Rb5, C(0)NRe5Rd3, C(0)01e, OC(0)12b5, OC(0)Nee,
NRC3RdT NRc3C(0)Rls, NIV3C(0)NRe3Rd5, NRc3C(0)0R6,
C(=NRg)NRale, NieCt=NRB)NR53Rd3, S(0)Rb3, s( )N-Re3Rd%
S(0)2R'3, NR3S(0),Rb3, 25S(0)2NR2TRd3, aryl, cycleallcyl, heteroaryl,
and hetcrocycloalkyl;        Cy3, Cy', and Cy5 are independently selected
from aryl, cycloallcyl, heteroaryl, and heterocycloalkyl, each optionally
substituted by 1. 2, 3, 4, or 5 substituents independently selected from
halo, C1,6 alkyl, C2_6 alkenyl, C24 alkynyl, C1_6 haloallcyl, halosulfanyl,
CN, NO2, N3, OR44, SR`14, C(0)RM, C(0)NR04",14, C(0)0R55,
OC(o)Rb4, oc(o)NR-Rd4, Nee, NRY1C(0)Rna, 30 NeCrOlNICARd4,
NR`4C(0)0e, CE-NriNrit04R(14, NeC(=NR2)NR04le4, P(10)2, R(OR4)2,
P(0)R54R14, P(0)01e401e, S(0)R54, S(0)Nele4, S(0)21e, NleS(0)2R1'4,
and S(0)2NR04Rd4;       RA is H, CIA alkyl, C24 alkenyl, C24 alkynyl,
cycloalkyl, heterocycloalkyl, aryl, or heteroaryl wherein said Ci_ht alkyl,
C24 alkenyl, C2 alkynyl, cycloallcyl, haczocycloallcyl, aryl or heteroaryl is
optionally substituted with 1, 2, or 3 substituents independently selected
from 01-I, Chi, amino, halo, 35and C1.,3 alkyl;       RB is H, C14 alkyl, C24
alkenyl, C24 allcynyl, cycloalkyl, heterocycloalicyl, tnyl, or hetetoaryl
wherein said C14 alkyl, C24 alkenyl, or C24 alkynyl, cycloalkyl,
heterocyclealkyl, awl, or heteroary1  WO
2008/064157PCT/1152007/085100 is optionally substituted with 1, 2, or 3
substituents independently selected from OH, CN, amino, halo, and C4
alkyl; Re and RD are independently selected from H, CIA alkyl, C24
alkenyl, or C24 alkynyl, wherein     said C14 alkyl, C444, alkenyl, or C44
alkynyl, is optionally substituted with 1, 2, or 3 substituems 5
independently selected from OH, CN, amino, halo, and C14 alkyl;        or
Re and RD together with the N atom to which they are attached form a 4-,
5-, 6- or 7- membered heterocycloalkyl group or heterowylgroup, each
optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, and C14 alkyl; Ra,Ra2,123, and 12'4 are
independently selected from H, C1.6 alkyl, C24 haloalkyl, C24 10alkenyk
C24 alkynyl, aryl, cycloalkyl, heteroaryl, heterocycloalkyl, arylalkyl,
heteroarylalkyl, cycloallcylaLkyl, and heterocycloalkylalkyl, wherein said
C24 alkyl, C4.6 haloal ky I, C24 alkerly I, C.24 alkynyl, aryl, cycloalkyl,
hetenyaryl, heterocycloalkyl, ary 'alkyl, heteroary [alkyl, cycloalkylalkyl, or
haerocycloalkylalkyl is optionally substituted with 1, 2, Or 3 substiments
independently selected from OH, CN, amino, halo, C4 alkyl, C14 alkoxy,
C46haloallcyl, and C14haloalkoxy; 15Rh,K and R64 are independently
selected from H, C46 alkyl, C14 haloalkyl, 



alkenyl, C26 alkynyl, aryl, cycloalkyl, heteroatyl, heterocycloalkyl, arylalkyl,
heteroarylalkyl, cycloalkylalkyl, and hetcrocycloalkylalkyl, wherein said
C1,6 alkyl, C1.6 haloalkyl, C426alkenyl, C24 alkynyl, aryl, cycloalkyl,
heteroaryl, heterocycloalkyl, arylalkyl, heteroaryialkyl, cycloalkylalkyl, or
heterocycloalkylallcyl is optionally substituted with 1, 2, or 3 substitucnts
independently selected from 20 OH, CN, amino, halo, Ci4alkyl, Ci.6alkoxy,
C1.6haloalkyl, and C46haloalkoxy;        R' and Rd are independently
selected from H, C1_40 alkyl. C16 haloallcyl, C24 alkenyl, C245 alkynyl,
aryl, hcteroaryl, cycloalkyl, hererocycloalkyl, arylalkyl, heteroarylalkyl,
cycloalkylalkyl or heterocycloalkylalkyl, wherein said C140 alkyl, C14
haloalkyl, C24 alkenyl, C44 alkynyl, aryl, heteroaryl, cycloalkyl,
heterocycloalkyl, arylalkyl, hetcroarylalkyl, cycloalkylaikyl or
25heterocycloalkylally1 is optionally substituted with 1, 2, or 3 substituents
independently selected from OH, CN, amino, halo, C1.6 alkyl, C14alkoxy,
C1.6haloalkyl, and C14 haloalkoxy; or 12" and R6 together with the N
atom to which they are attached form a 4-, 5-, 6- or ?- membered
heterocycloa141 group or heteroaryl group, each optionally substituted
with 1, 2, or 3 substituents independently selected from OH, CN, amino,
halo, C1.6 alkyl, C14alkoxy, C1.6 halOalkyl, 30 and C14 haloalkoxy;
1214 and Rdl are independently selected from H, C1.10 ailcyl.
C1.6haioalkyl, C24 alkenyl, C2.6 alkynyi, aryl, heteroaryl, cycloalkyl,
heterocycloaLkyl, arylalkyl, heteroarylalkyl, cycloalkylalkyl or
heterocycloalkylalkyl, wherein said C1.10 alkyl, C14 haloalkyl, C24
alkenyl, C24 alkynyl, aryl, heteroaryl, cyeloalkyl, heterocycloalkyl,
arylalkyl, heteroinylalkyl, cycloalkylalkyl or 35heterocycloalkyla141 is
optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, C14 alkyl, C46alkoxy, C46haloalkyl, and C14
haloalkoxy;  WO 20081064157PCT/US2007/085100 or Rd and Rdi
together with the N atom to which they are attached form a 4-, 5-, 6- or 7-
membered heterocycloalkyl group or hetermuyl group, each optionally
substituted with 1, 2, OT 3 substituents independently selected from OH,
CN, amino, halo, Ci_italkyl, C46 alkoxy, and C46haloalkoxYi 5lic2 and
Rd2 are independently selected from H, C140 alkyl, C14 haloalkyl, C26
alkenyl, C24 alkynyl, aryl, heteroaryl, cyeloalkyl, heterocycloalkyl,
arylalkyl, heteroarylalkyl, cycloalkylalkyl, heterocycloalkylalkyl,
arylcycloalkyl, arytheterocycloalkyl, arylheteroaryl, biaryl,
heteroaryleycloalkyl, heteroarylheterocycloalkyl, heteroarylaryl, and
biheteroaryl, wherein said C1_10 alkyl, C14 haloalkyl, C2.6 alkenyl, C2,6
alky-nyl, aryl, heteroaryl, cycloalkyl, heterocycloalkyl, 10arylallcyl,
heteroarylalkyl, cycloalkylalkyl, beterocyeloalkylalkyl, tnyleycloalkyl, 



arylheterocycloalkyl, arythetcroaryl, biaryl, heteroarylcycloalkyl,
heteroarylheterocycloalkyl, heteroarylaryl, and biheteroaryl are each
optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, C46 alkyl, C16 alkoxy, C1_6 haloalkyl, C%.6
haloalkoxy, hydroxyalkyl, eyanoalkyl, aryl, heteroaryl, C(0)0e, C(0)Rm,
S(0)21-e', allcoxyalkyl, 15and alkoxyalkoxy; or Rd and Rd2 together with
the N atom to which they are attached form a 4-, 5-, 6- or ;- membered
heterocycloalkyl group or heteroaryl group, each optionally substituted
with 1, 2, or 3 substituents independently selected from 014, CN, amino,
halo, C14 alkyl, C14 alkoxy, C1_6 haloalkyl, C0_6 haloalkoxy,
hydroxyalkyl, cyanoalkyl, aryl, heteroaryl, C(0)012.2'1, C(0)Rh, S(0)2R1'3,
20 alkoxyalkyl, and alkoxyalkoxy;        Rc3 and Rd' are independently
selected from H, C1.10 alkyl, C1_6 haloalkyl, C24, alkenyl, C24 alkynyl,
aryl, heteroaryl, cycloalkyl, heterocycloalkyl, arylalkyl, heteroarylalkyl,
cycloalkylalkyl or heterocycloalkylalkyl, wherein said Ci_10 alkyl, C46
haloalkyl, C24 alkenyl, C24 alkynyl, aryl, heteroaryl, cyeloalkyl,
heterocycloalkyl, arylalkyl, heteroarylalkyl, cycloalkylalkyl or
25heterocycloalkylalkyl is optionally substituted with 1, 2, or 3 substituents
independently selected from OH, CN, amino, halo, C14alkyl, Ci4alkoxy,
C1.6haloalkyl, and C14haloalkoxy;        or Ra and Rd' together with the N
atom to which they are attached form a 4-, 5-, 6- or 7- membered
heterocycloalkyl group or heteroaryl group, each optionally substituted
with 1, 2, or 3 substituents independently selected from OH, CN, amino,
halo, C1-6alkyl, C46 alkoxy, C16haloalkyl, 30 and C14haloalkoxy;        W.;
and Rd; are independently selected from H, Cmo alkyl, C14 haloalkyl, C6
alkenyl, C:2-6 alkynyl, aryl, heteroaryl, cycloalkyl, heterocycloalkyl,
arylalkyl, heteroarylalkyl, cycloalkylalkyl or heteroeyeloulkylalkyl, wherein
said C140 alkyl, C416 haloalkyl, C24 alkenyl, C24 alk-ynyl, aryl,
heteroaryl, cycloalkyl, heterocycloalkyl, arylalkyl, heteroarylalkyl,
cycloalkylalkyl or 35heterocycloalkylalkyl is optionally substituted with I, 2,
or 3 substituents independently selected from OH, CN, amino, halo, CI 4
alkyl, C14alltoxy, C16haloallcyl, and C14 haloalkoxy;  WO
2008/064157PCT1US20071085100 or red and Rdd together with the N
atom to which they are attached form a 4-, 5-, 6- or 7- membered
heterocycloalkyl group or heteroaryl group, each optionally substituted
with 1, 2, or 3 substituents independently selected from OH, CN, amino,
halo, Ch6alkyl, Ci_6alkoxy,haloalkyl, and C14, haloalkoxYi 5Rd, Rd, Rd`,
and Red are independently selected from H, C1_6 alkyl, 0L,6haloalkyl,
C2,6 allcenyl, 



(C1i6a1koxy)-Ci_6 alkyl, C2_6 allsynyk aryl, eycloalkyl, heteroaryl,
hetenicycloalkyl, arylalkyl, cycloalkylalkyl, heteroarylalkyl, and
heterocycloalkylallcyl;         Rf1,12., and le are independently selected
from 1-1, C1,6 alkyl, Cm, haloallcyl, C2,6 alkenyl, C226 alkynyl, aryl,
eyeloalkyl, heteroaryl, and heterocycloalkyl; 10Ilsg is H, CN, and NO2; Rd
and It are independently selected from and C1.6 alkyl;       It is H, Chs
alkyl, C1.6 haloalkyl, C2u5 alkenyl, C24 alkynyl, aryl, cycloalkyl,
heteroaryl, heterocycloalkyl, aryialkyl, heteroarylalkyl, cycloalkylalkyl, or
heterocycloalkylalkyl; m is 0. I, 2, 3, 4, 5, or 6; 15p is 0, 1, 2, 3, or 4; q is 0,
1, 2,3, or 4; r is 0, 1, 2, 3, 4, 5, or 6; s is 0, 1, 2, 3, or 4; and t is 0, 1, 2, 3,
or 4.    In some embodiments, when A is CH, then I] is other than CO or
(C17:12,5)" wherein u is 1. In some embodiments, when A is CH, then L1
is other than (CR4R5)1,C(0)(Cad)2 or (Cad), wherein v is 1, 2, 3, 4, 5, or
6. In some embodiments, when A is CH, then L1 is
(Ca5)p-(cycloalkylene)-(CR412.5)4, 25 (Cad),-(arylene)-(Cad)i,
(CR412,5)p-( heterocycloalicylene)-(Ca'),, (CR4R5),-(heteroarylene)-
(CR4R5),,(CR41C)S(Ca5)2, (CR4125)"C(0)NR6(CR4R5),,
(C,R4R5),C(0)0(CR4R5)1, (Ca5)p0C(0)(CR4R)s,
(CR41020C(0)Nle(Ca5i2, (CR4le)2NR6(Ca5)i,
(CR4R5)2NR6C(0)NR6(Ca')2, (CR4R5)0S(0)(CR-42.5)1,
(Ca5)pS(C)NR6(CR410,1, (CR41e)2S(0)2(Cad)4, Of
(CR4125)"S(0)2NR6(Ca')," wherein said 30 cycloalkylene, arylene"
heterocycloalkylene, or heteroarylene is optionally substituted with I, 2, or
3 substituents independently selected from C3/11, halo, Ci_6 alicyl, C04
allcenyi C2.6 allcynyl, C15 haloalkyl, halosulfanyl, CN, NO2, N3, OR',
SR", C(0)R5, C(0)Nad, C(0)012,d, OCI011e, OC(0)Nad, Nad,
Na(0)12b,Na(0)0R", ((=NRg)Nad,     Na(=NRg)N RdRd, P(R1)2,
P(012d)2,P(0)0Rd0Ri, S(0)Rd, S(0)Nad, S(0)2R5 , 35 NR'S(0)2Rl, and
S(0)2Nad; In some embodiments, when A is CH then L1 is
(CR4R5)13-(cyc1oa1ky1ene)-(Ca5)q, p is 0, q 



is O.  WO 2008/064157PCIYUS2007/085100 In some embodiments,
when A is N, then L1 is (CR4R5),-(cycloalkylene)-(CR4R5)", p is 0, q is 0.
In some embodiments, A is N. In some embodiments, A is CR3. 5In some
embodiments, A is CH.       In some embodiments, Cy' is aryl or
heteroaryl, each optionally substituted by 1, 2, 3, 4, or 5 -W-X-Y-Z. In
some embodiments, Cy' is aryl optionally substituted by 1, 2, 3, 4., or 5
-W-X-Y-Z.            In some embodiments, Cyl is heteroaryl optionally
substituted by 1, 2, 3, 4, or 5 -W-X-Y-Z. 10In some embodiments, Cy2 is
aryl or heteroaryl, each optionally substituted by 1, 2, 3, 4, or 5       In
some embodiments, Cy2 is aryl or heteroaryl, each optionally substituted
by 1, 2, 3, 4, or 5 -W'-X'-Y'-Z' wherein at least one of said -W"-X"-Y'-Z' is
C(0)NTeR52. In some embodiments, c/ is aryl optionally substituted by 1,
2, 3, 4, or 5 15In some embodiments, Cy2 is heteroaryl optionally
substituted by 1, 2, 3, 4, or 5 -W'-X'-Y'- z'. In some embodiments, Cy' is
quinonlinyl optionally substituted by 1, 2, 3, 4, or 5 -W-X-Y-Z. In some
embodiments, Cy' is quinolinyl. In some embodiments, LI is (CR4R5)""
(CR1R5),,Lcycloalkylene)-(Ca5)4, (CR413.5),,- 20ary1enei-(CR4R)ii,
(Ca5),-(heterocycloalkylene)-(CR4R5)4,
(CR4R5),-(heteroarylene)-(CR4R5)q, (CREIR'),O(CRLR5)4, or
(CR4R5),,S(CR4R5)i, wherein said cycloalkylene, arylene,
heteroeyeloalkylene, or heteroarylene is optionally substituted with 1, 2, or
3 substituents independently selected from Cy3, halo, C1,6 alkyl, C2.6
alkCllyl, C^ 6 alltynyl, C1_6 haloalkyl, halosulfanyl, CN, NO2, N3. OR', 



C(0)Rb, C(0)NRRd, C(0)01?, OC(0)Rb, OC(0)NR`Rd,NRclid, NRC(0)Rb,
NRT(0)NRuRd, 25 STPX(0)0Ra, Ce---NR9NReRd, NReC(=NIM)NRcRd,
P(R)2, P(ORe)2, P(0)ReRf, P(0)0ReORI, S(0)Rh, S(0)Nad, S(0)2R",
NReS(0)2Rb, and S(0)2NR`R6 .       In some embodiments, Li is
(CR4R5),11, (CR4R5),-(cycloalkylene)-(CR4R5),, (CR4R5)1,-
(arylene)-(CR4125)4, (CR4R5)"-(heterocyeloalkylene)-(CR44,
(CR4R)1,-(heteroinylene)-(CR4R5),I, wherein said eyeloalkylene, arylene,
heterocycloalkylene, or heteroarylene is optionally substituted 30 with 1, 2,
or 3 substituents independently selected front Cy', halo, C-.6 alkyl, C2_6
alkellyl, C2_6 alkynyl, C1.6 haloalkyl, halosulfanyl, CN, NO2, N2, OR',
SR', C(0)Rb, C(0)NRI3d, C(0)01e, OC(0)Rb, OC(0)NReRd, Nine,
NIZiC(0)RD, NR1C1(0)Nad, NRC(0)0Ra, Cf-=-NRgINWRd,
NRiC(=NRgINReRd, P(11)2, P(ORe)2, P(0)121'12:1, P(0)0ReORI, S(0)Ri,
S(0)NRGRd, S(0)21e, NR1S(0)2R1, and S(0)2NR`Rd. 35In some
embodiments, LI is (Clele), or (C12.41e)0-(cycloalkylene)-(CR41e)11
wherein said cycloalkylene is optionally substituted with 1, 2, or 3
substituents independently selected from Cy', halo, Ci_c. alkyl, C2,6
alkenyl, C2_6 alkynyl, C. haloalkyl, halostilfanyl, CN, NO2, N3, OR', SW,
WO 2008/064157Pa/U820071085100 C(0)Rh, C(0)NRA', C(0)01r,
OC(0)13e, OC(0)NR`Rd,NRIe, NR`C(0)Rh, NReC(0)NRiR6 , NRC(0)0R3,
C(=NR9NIZAH, NR"C(=NRg)Nad, P(R)2, P(OR')2,P(0)0ReORII,
S(0)1211, S(0)NR`Rd, S(0)2R1', NR'S(0)2R11, and S(0)21NR`Rd. In
some embodiments, 12 is CH2 or CH2CH2 or cycloalkylene. 5In some
embodiments, L is CH2 or cyclopropylene.       In some embodiments, LI
is (CR412.3)2-(cycloalkylene)_(CR4R3),,, (CR4R5)},-(ary1ene)- (CR4R)6,
(CR4R5),-(heterocycloalkylene)-(CR4R5)0, or
(CRAs)p-theteroarylene)-(CRIA%, wherein said cycloalkylene, aryiene,
heterocycloaklene, or heteroinylene is optionally substituted with 1, 2, or 3
substituents independently selected from CV, halo, Ci 6 alkyl, C26
alkelW1, CL6 alkyllyl, C4-6 10 haloalkyl, halosulfanyl, CN, NO2, N3, OR',
SR', C(0)Rs, CrOLNReR', C(0)0R", OC(0)R3, OC(0)Na", Nine,
NRcC(0)Rb, NifeC(0)NRAd, NRcC(0)0Ra, C(=NRg)NR`Rd,
NReC(=INR2)NR'Rd, PfR52, P(OR').2, P(0)RcItf, P(0)OR'ORi, S(0)R',
S(0)NRA', S(0)21e. NR`S(0)2Rb, and S(0)2NRAd. In some embodiments.
L is (CR4R)0-(cycloa1kylene)-CIRA3), wherein said cycloalkylene is
15optionally substituted with 1, 2, or 3 substituents independently selected
from Cy3, halo, CI .6 alkyl, C2_ 6 alkenyl, C2_6 alkynyl, C1_6 haloalkyl,
halosulfanyl, CN, NO2, N3, OR`, SR", C(0)Rb, C(0)NReR6 , C(0)01C,
OC(0)R, OC(0)NR:Rd, NRORd NB:C(0)RI', NRC(0)NRAd, NReC(0)0Ra,
C(=NR5NR`Rd, NR`C(-NRg)NReRd, P(RI)2, P(ORe)2, PrOW'Rf,
P(0)0RcOW, S(0)R1, S(0)NRAd, NR'S(0)2Rh, and S(0)2NRale. 



20In some embodiments, U is cycloalkylene. In some embodiments, L is
cyclopropylene. In some embodiments, L is (CRA5),O('R4R')t or
(CR4RD)9S(CR4R)6. In some embodiments. Li is 0 or S. In some
embodiments, L2 is (CRAhr. 25In some embodiments, L2 is (CR3R3), and
r is 0.       In some embodiments, L2 is (CR7R8).,
(CRLIe),-(cycloalkylene)-(CRA),, (CRIR8),-.(arylene)- (CR3R3)L.
(CIVR8)-Oleterocycloalky1ene)-(CR7R3)1, Or
(CR7R8),-(heteroarylene)-(CR3R8)i, wherein said eycloalkylene, arylene,
heterocycloalkylene, or heteroarylene is optionally substituted with 1, 2, or
3 substituents independently selected from Cy4, halo, Cias alkyl, C2.6
alkenyl, C2.6 alkynyl, 30 haloalkyl, halosulfanyl, CN, NO2, N3, OR", Sr1,
C(0)13e, C(0)NR`Ile, C(0)OR'I, 0C(0)Rm, OC(0)N1L'1le,NRe1C(0)R111,
NeC(0)NRciRth,NRcIC(0)0Ral, C(=NR8)1s:ReIR`11, NRaC(=NR,g)NR`i
Rd% P(Pil )2, PrORe52,OIR'IRE, P(0)0Re3ORH, S(0)Rh, S(0)1\IR'1R61 ,
S(0)2R13, NR3IS(0)2Rbl, and S(0)2NR`IRdl. In some embodiments, L2 is
(CR7R3)" (CR3R8),-(cycloalkylene)-(CR3R3)3 or (CfCR8)S-
35(arylene)-(CR/R8),, wherein said cycloalkylene or arylene, is optionally
substituted with 1, 2, or 3 substituents independently selected from Cy4,
halo. C4-6 alkyl, C2-6 alkenyl, C2.6 ancyllyl, C1.46 haloalkyl, halosulfanyl,
CN, NO2, N3, 012,1, SR."1, C(0)R1, C(0)NRcle, C(0)0R"1, OC(0)1e1,
WO 2008/064157PCT/US20071085100 OC(0)NliciRdi, NRCIRdI,
N1211C(0)Rm, N12`1C(0)NRcle, NR'IC(0)OR', NRLIC(
-NRg)NRclP(1211)2, P(012e1)2, P(0)12.81121 1)(0)012610R21, $(0)Rbr,
S(0)NR'IRd S(0)2R, 1'41ciS(0)2R.m, and S(0)2NRR1. In some
embodiments, L2 is (CR7R),-(pycloallcylene)-(CR8128), or
(0127128),-(ary 



5(Cl27128),, wherein said cycloallcylene or arylene, is optionally
substituted with 1, 2, or 3 substituents independently selected from Cy4,
halo, C1_6 alkyl, C-266 alkenyl, C2.6 alkynyl, C1,6 haloallcyl,
halosulfanyl, CN, NO2, N3, OR',C(0)R", C(0)NRel1e11, C(0)0R21,
OC(0)Rm, OC(0)N12"1-Rdt, NW' Rd' , N12`1C(0)Rm,
N1261C(0)N12c1Rml, N128.1C(0)0Ral, ((=N Rg)NeRdl,
NRelC(=NR6)NR61Rdl, P(1212)2, P(012e1)2, P(0)12e1Rfi, P(0)0e0R2E,
S(0)1e, S(0)NR.61Rdl, 10 S(0)2Rm , NW S(0)2Rm , and S(0)2N112`1Rd
In some embodiments, L2 is cycloallwiene or arylene. In some
embodiments, L' is arylene. In some embodiments, Cy2 is aryl optionally
substituted by 1, 2, 3, 4, or 5 In some embodiments, Cy' is heteroaryl
optionally substituted by 1, 2, 3, 4, or 5 -W-X"-Y"- 1 5Z'. In some
embodiments, Cy' is eyeloalkyl optionally substituted by 1, 2, 3, 4, or 5
---W'-X'-Y'- Insome embodiments, Cy2 is heterocycloalkyl optionally
substituted by 1, 2, 3, 4, or 5 -W'- 20In some embodiments, R' is H. In
some embodiments, R2 is if In some embodiments, R3 is H. fn some
embodiments, 126 is H. In some embodiments, R- is H.  25 In some
embodiments, R6 is H. In some embodiments, R7 is H. In some
embodiments, R8 is H. In some embodiments, R6 is H. In some
embodiments, --W-X-Y-Z is halo, Ci-6 alkyl, C24 alkenyl, C2-6 alkynyl,
C1_6 haloalkyl, 30 halosulfanyl, CN, NO2, N3, OR', SR', C(0)Rb2,
C(0)N12.12Rd2, C(0)012'2, OC(0)R2, OC(0)NR`2R62, NRce,
Nr2C(0)112b2, N12.62C(0)NRc2R6`, NR"20(0)0R22, C(=NR1)N12"2Rd2,
NR2C(=NRg)N12c2Rd2,11(1262)2, P(OR'2)2, P(0)12e2Rf2,
P(0)0Re201212, S(0)Rb2, S(0)NRc2Rd2, S(0)2R'2, NR'2S(0)2R2,
soajzNIt'2Rd2, aryl, eyeloalkyl, heteroaryl, and heterocycloalkyl, wherein
said C14 allcyl, C2.6; alkeny-1, C2.6 alkynyl, aryl, cycloalkyl, beteroaryl,
and heterocyeloalkyl are 35optionally substituted by 1, 2, 3,4 or 5
substituents independently selected from halo, Ci4 alkyl, C2.6 



alkenyl, C-2.6 alkynyl, C3_6 haloalkyl, halosulfanyl, CN, NO2, N3, 012'2'.
SR', C(0)1202, C(0)NR'2Rd2, C(0)0W2, OC(0)R'2, OC(0)NR(22Rd2, NA`
2Rd2, NI2d7C(0)R"2,NR62C(0)NRe2Rd", N11.`2C(0)0R2',  WO
2008/064157PCT/1TS2007/085100 C(=NRg)NRe2R(12,
NR.22C(=NR)NRe2Rd2, that2)2, P(ORI21)2 P(0)R02Rf-1,1)(0)0Re2OR
S(0)R132, S(0)NIC.I2Rd2, S(0)2R"2, NR'S(0)2e, and S(0)2N lee.       In
some embodiments, -W-X-Y-Z is halo, C6.6 alkyl, C-266 alkenyl, C2.6
alkynyl, C.1_6 haloalkyl, halosulfanyl, CN, NO2, N3, OR', SR', C(0)R1'2,
C(0)NR212:12, C(0)0R'2, OC(0)R52, 5 OC(0)NRI2ltd2, NRIi2Rd2,
NRc2C(0)Rb2, NIC2C(0)NR21e2, NR'2C(0)0Ra2, C.(=NRI)NRe2Rd2 ,
N12.2C(=NR2)NR'2R32, P(R2)2, P(OW2)2, P(0)Re2le, P(0)012e2ORn,
S(C)R'2, S(0)NRD2Rd2, S(0)2e, NieS(0)2R2, or S(0)2NR'Rd2. In some
embodiments, -W-X-Y-Z is halo, Ci4 alkyl, C4 haloallcyl, CN, NO2, N3, or
012:12. In some embodiments, -W-X-Y-Z is OR'. 10In some
embodiments, -W-X-Y-Z is methoxy. In some embodiments, -W-X1-Y1-Zi
is halo, C14 alkyl, C24 alkellyl, C2.6 allcpwl, C14 haloalkyl, halosulfanyl,
CN, NO2, Ns, OIR.a2, SR', C(0)12'2, C(0)NW2Rd2, C(0)0Ra2, OC(0)R52,
OC(0)NR.12Rd2, NIC-2Rd2, NI/C2C(0)R52, NleiC(0)NR2Rd2,
NW2C(0)0122, C(-NR3)1\11Z`2Rd2, Nlite2C(=NRg)NRe2Rd2, P(R2)2,
P(012.c2)2, 13(0)1r2R12, P(0)012.e2ORI2, S(0)R"2, S(0)Nee, 15
S(0)2Rb2, NR'S(0)21e2, S(0)2NRe2Rd2, aryl, cycloalkyl, heteroaryl, and
heterocycloalkyl, wherein said C1.6 alkyl, C2.6 alkenyl, Cs"salkynyl, aryl,
cycloallcyl, heteroaryl, and heterocycloalkyl are optionally substituted by 1,
2, 3, 4 Or 5 substituents independently selected from halo, C1.6 alkyl, C24
alkenyl, C24 alkynyl, C24 haloalkyl, halosulfanyl, CN, NO2, N3, OR',
SI2112, C(0)R02, C(0)NRe2Rd2, C(0)0e, OC(0)ftI2, OC(0)NeRd2,
Nlitc2R62,N1r2C(0)R52, Nre2C(0)Nlele2, NR`2C(0)0Ra2,
Ci(=NRg)NeRd:), Nr2C(---NR8)NReiIe, P(12.12)2, P(012e2)2,
P(0)Re2R12, P(0)0121:20Rn, S(0)R"2, S(0)Nlee, S(0)2e, Nilr2S(0)2Rb2,
and S(0)2N1212Rd2, In some embodiments, -is halo, C14 alkyl, C2.6
alkenyl, C24 alkynyl, C1-6 haloalkyl, halosulfanyl, CN, NO2, N3, Or2,
SRa2, C.(0)Rli2, C(0)N11`2Rd2, C(0)OR', OC(0)R112, OC(0)NR'2Ie,
N.R.2Rd2, NR.c2C(0)Rb2, NR.Q2C(0)NR.c2Rda, NiR02C(0)0Ra2,
C(=NR9NR'Rd2, 25 Nlic2C(=NR9NR`2Rd2, P(12.12)2, P(ORY2)2,
P(0)12`2R.f2, P(0)012.620R12, S(0)Rb2, S(0)NeRd2, S(0)2R12,
NR23(0)2Rb2, or S(0)2N12.12Rd2. In some embodiments, -W"-X'-Y'-Z' is
halo, C1..6 alkyl" C14 haloalkyl, halosulthnyl, CN, NO2, N3, OR',C(0)Re2,
C(0)Nefe2, 5(0)Rb2, S(0)NR`21it.d2, S(0)212.112, NeS(0)2Rb2, or
S(0)2NeRd2. 30In some embodiments, -W-X'-Y"-Z' is halo, Cl_s alkyl,
C1.6 haloalkyl, CN, NO2, N3, OR', 



or C(0)NRe2Rd2. In some embodiments, -W'-X'-Y'-Z' is halo, C,4 alkyl. CI.
saloalkyl, ON, NO2, N3, or In some embodiments,is halo or
C(0)NRc2R62. 35In some embodiments, -VP-Xi-VI-7,i is C(0)N12,12e. In
some embodiments, in is 1, 2, 3, 4, 5, or 6. In some embodiments, the
compounds of the invention have Formula Ila or  WO 2008/064157PCT/U
S2007/085100    In some embodiments, the compounds of the invention
have Formula HT: 5   IlL In some embodiments, the compounds of the
invention have Formula VI: Cyl  



10VI. In some embodiments the compounds of the invention have
Formula Vila: Cyl  15 In some embodiments, the compounds of the
invention have Formula VIIb: Cyl VIlb. 20In sonic embodiments, the
compounds of the invention have Formula VIII:  WO
2008/064157PCT/1J52007/085100  R2 VOL At various places in the
present specification, substituents of compounds of the invention are 5
disclosed in groups or in ranges. It is specifically intended that the
invention include each and every individual subcombination of the
members of such groups and ranges. For example, the term "C16 alkyl" is
specifically intended to individually disclose methyl, ethyl, C3 alkyl, C4
alkyl, C5 alkyl, and C4 alkyl. It is further intended that the compounds of
the invention are stable. As used herein "stable" 



10 refers to a compound that is sufficiently robust to survive isolation to a
useful degree of purity from a reaction mixture, and preferably capable of
formulation into an efficacious therapeutic agent.       It is further
appreciated that certain features of the invention, which arc, for clarity,
described in the context of separate embodiments, can also be provided
in combination in a single embodiment. Conversely, various features of
the invention which are, for brevity, described in the context of a 15 single
embodiment, can also be provided separately or in any suitable
subcombination.       As used herein, the turn "alkyl" is meant to refer to a
saturated hydrocarbon group which is straight-chained or branched.
Example alkyl groups include methyl (Me), ethyl (Et), propyl (e.g., npropyl
and isopropyl), butyl (e.g., n-butyl, isobutyl, t-butyl), pentyl (e.g., n-pentyl,
isopentyl, neopentyl), and the like. An alkyl group can contain from I to
about 20, from 2 to about 20, from 1 to 20 about 10, from I to about 8,
from 1 to about 6, from 1 to about 4, Or from Ito about 3 carbon atoms. As
used herein, the term "alkylyene" refers to a linking alkyl group.       As
used herein, "alkenyr refers to an alkyl group having one or more double
carbon-carbon bonds. Example alkenyl groups include ethenyl, propenyi
and the like. As used herein, "alkenylene" refers to a linking alkenyl group.
25As used herein, "alkynyr refers to an alkyl group having one or more
triple carbon-carbon bonds. Example alkynyl groups include ethynyl,
propynyl, and the like. As used herein, "alkynylene" refers to a linking
alkynyl group.       As used herein, "haloalkyr refers to an alkyl group
having one or more halogen substituents. Example haloalkyl groups
include CF3, C1F5, CHF2, CC13, CHC12, C2CI5, and the like 30As used
herein, "aryl" refers to monocyclic or polycyclie (e.g., having 2, 3 Or 4
fused rings) aromatic hydrocarbons such as, for example, phenyl,
naphthyl, anthracenyl, phenanthrenyl, indanyl, indenyl, and the like. In
some embodiments, awl groups have from 6 to about 20 carbon atoms.
WO 2008/064157PCT/US2007/085100 As used herein, "arylene" refers to
a linking aryl group.       As used herein; "cycloalkyl" refers to
Don-aromatic carbocycles including cyclized alkyl; alkenyl, and allcynyl
groups. Cycloalkyl groups can include mono- or polycyclic (e.g., having 2,
3 or 4 fused rings) ring systems, including spirocycles. In some
embodiments; cycloalkyl groups can have 



5 from 3 to about 20 carbon atoms, 3 to about 14 carbon atoms, 3 to
about 10 carbon atoms, or 3 to 7 carbon atoms. Cycloalkyl groups can
further have 0, 1, 2, or 3 double bonds and/or 0, 1, or 2 triple bonds. Also
included in the definition of cycloalkyl are moieties that have one or more
aromatic rings fused (i.e., having a bond in common with) to the cycloalkyl
ring, for example, benzo derivatives of pentane, pentene, hexane, and the
like. A cycloalkyl group having one or more fused aromatic rings 10 can
be attached though either the aromatic or non-aromatic portion. One or
more ring-forming carbon atoms of a cycloalkyl group can be oxidized, for
example, having an oxo or sulfido substituent. Example cycloalkyl groups
include cyclopropyl, cyclobutyl, cyclopentyl, eyelohexyl, cycloheptyl,
cyclopentenyl, cyclohexenyl, cyclohexadienyl, cycloheptatnenyl, norbomyl,
norpinyl, norcarnyl, adamantyl, and the like. 15As used herein,
"cycloalkylene" refers to a linking cycloalkyl group.       As used herein, a
"heteroaryl" group refers to an aromatic heterocycle having at least one
heteroatom ring member such as sulfur, oxygen, or nitrogen. Hetcroar34
groups include monocyclic and polycyclic (e.g., having 2, 3 or 4 fused
rings) systems. Any ring-forming N atom in a heteroaryl group can also be
oxidized to form an N-oxo moiety. Examples of heteroaryl groups include
without 20limitation, pyridyl, N-oxopyridyl, pyrimidinyl, pyrazinyl,
pyridazinyl, triazinyl, furyl, isoquinolyl, thienyl, imidazolyl, thiazolyl, indolyl,
pyrryl, oxazolyl, benzofuryl, benzothienyl, benzthiazolyl, isoxazolyl,
pyrazolyl, triazolyl, tetrazolyl, indazolyl, 1,2,4-thiadiazolyl, isothiazolyl,
benzothienyl, purinyl, carbazolyl, benzimidazolyl, indolinyl, and the like. In
sonic embodiments, the &tawdry' group has from 1 to about 20 carbon
atoms, and in further embodiments from about 3 to 25 about 20 carbon
atoms. In some embodiments, the &ternary' group contains 3 to about 14,
3 to about 7, or 5 to 6 ring-forming atoms. In some embodiments, the
heteroaryl group has 1 to about 4, 1 to about 3, or 1 to 2 heteroatoms. As
used herein, "heteroarylene" refers to a linking heteroaryl group. As used
herein, "heterocycloalkyl" refers to a non-aromatic heterocycle where one
or more of 30 the ring-forming atoms is a heteroatom such as an 0, N, or
S atom. Heterocycloalkyl groups can include mono- or polycyclic (e.g.,
having 2, 3 or 4 fused rings) ring systems as well as spirocycles. Example
"heterocycloalkyl" groups include morpholino, thiomorpholino, piperazinyl,
tarahydrofuranyl, tetrahydrothienyl, 2,3-dihydrobenzofuryl,
1,3-benzodioxole, benzo-1,4-dioxane, isoxazolidinyl, isothiazolidinyl,
pyrazolidinyl, oxazolidinyl, 35 imidazolidinyl, and the like. Also included in
the definition of heterocycloalkyl are moieties that have one or more
aromatic rings fused (i.e., having a bond in common with) to the
nonaromatic heterocyclic ring, for example phthalimidyl, naphthalimidyl,
and benzo derivatives of heterocycles. A  WO
2008/064157PCT/US2007/085100 heterocycloalkyl group having one or
more fused aromatic rings can be attached though either the aromatic or
non-aromatic portion. Also included in the definition of heteroeycloalkyl
are moieties where one or more ring-forming atoms is substituted by 1 or
2 oxo or sulfido groups. In some embodiments, the heterocycloalkyl group
has from 1 to about 20 carbon atoms, and in further 5 embodiments from
about 3 to about 20 carbon atoms. In some embodiments, the
heterocycloalkyl group contains 3 to about 20, 3 to about 14, 3 to about 7,
or 5 to 6 ring-forming atoms. In some embodiments, the heterocycloalkyl
group has 1 to about 4, 1 to about 3, or 1 to 2 heteroatoms. In some
embodiments, the heterocycloalkyi group contains 0 to 3 double bonds. In
some embodiments, the heterocycloalkyl group contains 0 to 2 triple
bonds. 10As used herein, "heterocycloallcylene" refers to a linking
heterocycloalkyl group. As used herein, "aryleyeloalkyr refers to cycloalkyl
group substituted by an aryl group.       As used herein,
"arylheterocycloalkyl" refers to a heterocycloallcyl group substituted by an
aryl group. 



As used herein, "arylheteroaryl" refers to a heteroaryl group substituted by
an aryl group. 15As used herein, "biaryl" refers to an aryl group
substituted by another aryl group. As used herein, "heteroarylcycloalkyl"
refers to a cycloalkyl group substituted by a heteroaryl group.      As used
hereh "heteroarylheterocycloalkyl" refers to a heterocycloalkyl group subs
uted by heteroaryl group. 20As used herein, "heteroarylaryl" refers to an
aryl group substituted by a heteroaryl group. As used herein,
"biheteroaryl" refers to a heteroaryl group substituted by another heraoaryl
group. As used herein, "halo" or "halogen" includes fluor, cbloro, bromo,
and iodo.       As used herein, "halosulfanyl" refers to a sulfur group having
one or more halogen substituents. Example halosulfanyl groups include
pentahalosulfanyl groups such as SF.       As used herein, "alkoxy" refers
to an -0-alkyl group. Example alkoxy groups include methoxy, ethoxy,
propoxy (e.g., n-propoxy and isopropoxy), t-butoxy, and the like. As used
herein, "hydroxylalkyl" refers to an alkyl group substituted by OE As used
herein, "cyanoalkyl" refers to an alkyl group substituted by CN. 30As used
herein, "alkoxyalkyl" refers to an alkyl group substituted by an alkoxy
group. As used herein, "alkoxyalkoxy" refers to an alkoxy group
substituted by alkoxy. As used herein, "haloalkoxy" refers to an
-0-(haloalkyl) group.       As used herein, "arylalkyl" refers to alkyl
substituted by aryl and "cycloalkylalkyl" refers to alkyl substituted by
cycloalkyl. An example arylalkyl group is benzyl. 35As used herein,
"heteroarylalkyl" refers to alkyl substituted by heteroaryl and
"heterocycloalkylalkyl" refers to alkyl substituted by heterocycloalkyl. As
used herein, "amino" refers to NIT2, 



WO 2008/064157PCT/US20071085100 As used herein, "alkylamino"
refers to an amino group substituted by an alkyl group. As used herein,
"dialkylamino" refers to an amino group substituted by two alkyl groups.
The compounds described herein can be asymmetric (e.g., having one or
more stereocenters). All stereoisomers, such as enantiomers and
diastereomers, are intended unless otherwise indicated. 5 Compounds of
the present invention that contain asymmetrically substituted carbon
atoms can be isolated in optically active or raccmic forms. Methods on
how to prepare optically active forms from optically active starting
materials are known in the art, such as by resolution of racemic mixtures
or by stereoselective synthesis. Many geometric isomers of olefins, C=N
double bonds, and the like can also be present in the compounds
described herein, and all such stable isomers are contemplated in the 10
present invention. Cis and trans geometric isomers of the compounds of
the present invention are described and may be isolated as a mixture of
isomers or as separated isomeric forms.       Compounds of the invention
also include tautomeric founs. Tautomeric forms result from the swapping
of a single bond with an adjacent double bond together with the
concomitant migration of a proton. Tautomeric forms include prototropic
tautomers which are isomeric protonation states having 15 the same
empirical formula and total charge. Example prototropic tautomers include
ketone - cnol pairs, amide - imidic acid pairs, lactam - Intim pairs, amide -
imidic acid pairs, enamine imine pairs, and annular forms where a proton
can occupy two or more positions of a heterocyclic system, for example,
11-1- and 3H-imidazole, Iii-, 2H- and 4H- 1,2,4-friazole, 1H- and 2H-
isoindole, and 1H-and 2H-pyrazole. Tautomeric forms can be in
equilibrium or sterically locked into one form by 20appropriate substitution.
Compounds of the invention can also include all isotopes of atoms
occurring in the intennediates or final compounds. Isotopes include those
atoms having the same atomic number but different mass numbers. For
example, isotopes of hydrogen include tritium and deuterium. In some
embodiments, the compounds of the invention, and salts thereof, are
substantially 25 isolated. By "substantially isolated" is meant that the
compound is at least partially or substantially separated from the
environment in which is was formed or detected. Partial separation can
include, for example, a composition enriched in the compound of the
invention. Substantial separation can include compositions containing at
least about 500/0, at least about 60%, at least about 70%, at least about
80%, at least about 90%, at least about 95%, at least about 97%, or at
least about 99% by weight of 30 the compound of the invention, or salt
thereof. Methods for isolating compounds and their salts are routine in the
art. The present invention also includes pharmaceutically acceptable salts
of the compounds described herein. As used herein, "pharmaceutically
acceptable salts" refers to derivatives of the disclosed compounds
wherein the parent compound is modified by converting an existing acid or
base 35 moiety to its salt form. Examples of pharmaceutically acceptable
salts include, but are not limited to, mineral or organic acid salts of basic
residues such as atnines; alkali or organic salts of acidic residues 



such as carboxylic acids; and the like. The pharmaceutically acceptable
salts of the present invention  WO 2008/064157PCT/US2007/085100
include the conventional non-toxic salts of the parent compound formed,
for example, from non-toxic inorganic or organic acids. The
pharmaceutically acceptable salts of the present invention can be
synthesized from the parent compound which contains a basic or acidic
moiety by conventional chemical methods. Generally, such salts can be
prepared by reacting the free acid or base forms of 5 these compounds
with a stoichiometric amount of the appropriate base or acid in water or in
an organic solvent or in a mixture of the two; generally, nonaqueous
media like ether, ethyl acetate, ethanol, isopropanol, or acetonitrile are
preferred. Lists of suitable salts are found in Remington 's Pharmaceutical
Sciences, 176 ed., Mack Publishing Company, Easton, Pa., 1985, p. 1418
and journal of Pharmaceutical Science, 66, 2 (1977), each of which is
incorporated herein by reference in its 10entirety.        The phrase
"pharmaceutically acceptable" is employed herein to refer to those
compounds, materials, compositions; and/or dosage forms which are,
within the scope of sound medical judgment, suitable for use in contact
with the tissues of human beings and animals without ewes:Sive toxicity,
irritation, allergic response; or other problem or complication,
commensurate with a reasonable 15benefit/risk ratio.        The present
invention also includes prodrugs of the compounds described herein. As
used herein, "prodrugs" refer to any covalently bonded carriers which
release the active parent drug when administered to a mammalian
subject. Prodrugs can be prepared by modifying functional groups present
in the compounds in such a way that the modifications are cleaved, either
in routine 20 manipulation or in vivo, to the parent compounds. Prodrugs
include compounds wherein hydroxyl, amino, sulthydryl, or carboxyl
groups are bonded to any group that, when administered to a mammalian
subject, cleaves to Rim) a free hydroxyl; amino; sulthydryt or carboxyl
group respectively. Examples of prodrugs include, but are not limited to,
acetate, formate and benzoate derivatives of alcohol and amine functional
groups in the compounds of the invention, Preparation 25 and use of
prodrugs is discussed in T. Higuchi and V. Stella, "Pro-drugs as Novel
Delivery Systems," Vol. 14 of the A.C.S. Symposium Series, and in
Bioreversible Carrier* in Drug Design, ed. Edward B. Roche, American
Pharmaceutical Association and Pergamon Press, 1987, both of which are
hereby incorporated by reference in their entirety. 30 Synthesis        The
novel compounds of the present invention can he prepared in a variety of
ways known to one skilled in the art of organic synthesis. The compounds
of the present invention can be synthesized using the methods as
hereinafter described below, together with synthetic methods known in the
art of synthetic organic chemistry or variations thereon as appreciated by
those skilled in the art 35 The compounds of this invention can be
prepared from readily available starting materials using the following
general methods and procedures. It will be appreciated that where typical
or preferred process conditions (i.e., reaction temperatures, times, mole
ratios of reactants, solvents,  WO 2008/064157PCT/1TS2007/085100
pressures, etc.) are given; other process conditions can also be used
unless otherwise stated. Optimum reaction conditions may vary with the
particular reactants or solvent used, but such conditions can be
determined by one skilled in the art by routine optimization procedures.
The processes described herein can be monitored according to any
suitable method known in 5 the art. For example, product formation can
be monitored by spectroscopic means, such as nuclear magnetic
resonance spectroscopy (e.g., 1E3 or 13C) infrared spectroscopy,
speetrophotometry (e.g., UV-visible), or mass spectrometry, or by
chromatography such as high performance liquid ehromatograpy (HPLC)
or thin layer chromatography. 



Preparation of compounds can involve the protection and deproteetion of
various chemical 10 groups. The need for protection and deprotection,
and the selection of appropriate protecting groups can be readily
determined by one skilled in the art. The chemistry of protecting groups
can be found, for example, in Greene, et al., Protective Groups in Organic
Synthesis, 2d. Ed., Wiley & Sons, 1991, which is incorporated herein by
reference in its entirety. The reactions of the processes described herein
can be carried out in suitable solvents which 15  can be readily selected
by one of skill in the art of organic synthesis. Suitable solvents can be
substantially nonreactive with the starting materials (reactants.), the
intermediates, or products at the temperatures at which the reactions are
carried out, i.e., temperatures which can range from the solvent's freezing
temperature to the solvent's boiling temperature. A given reaction can be
carried out in one solvent or a mixture of more than one solvent.
Depending on the particular reaction step, 20 suitable solvents for a
particular reaction step can be selected.        Resolution of racemie
mixtures of compounds can be carried out by any of numerous methods
known in the art. An example method includes fractional remystallization
using a "chiral resolving acid" which is an optically active, salt-forming
organic acid. Suitable resolving agents for fractional reerystallization
methods are, for example, optically active acids, such as the D and L
forms of tartaric 25  acid, diacetyltartaric acid, dibenzoyltartaric acid,
mandelic acid, malic acid, lactic acid or the various optically active
camphorsulfonic acids. Resolution of racemic mixtures can also be carried
out by elution on a column packed with an optically active resolving agent
(e.g." dinitrobenzoylphenylglycine). Suitable elution solvent composition
can be determined by one skilled in the art. 30The compounds of the
invention can be prepared, for example, using the reaction pathways and
techniques as described below. A series of imidazo[1,2-b][1,24]triazine
derivatives of formula 10 can be prepared by the methods outlined in
Scheme 1. Alkylations of ester 1 with haloalkyl (RiX or R5X, X = Cl, Br, It
using a suitable base such as, but not limit to, NaH, lithium
dilsopropylamine (LDA), sodium 35 bis(trimethylsily0amide (NaHMDS), or
lithium bis(trimethylsily0amide (LiHMDS) can give the corresponding ester
2 which can be hydrolyzed to the acid 3 with alkaline solution such as
lithium hydroxide, sodium hydroxide, or potassium hydroxide. Couplhig of
the acid 3 with N,0-  WO 2008/064157PCTALTS2007/085100
dimethylamine hydrochloride in the presence of
benzotriazol-1-yloxytris-(dimethylamino)- phosphonium
hexafluorophosphate, (BOP), or
N-(3-dimethylaminopropy1)-N1-ethylcarbodiimide 



hydrochloride(EDC.1),orN,N,N ,N-tetramethyl- 0(7- azab
emzotriazol-1-yl)uronium itexafluerophosphate(HAM,or0-(ben7otriazol -1-
y,N,N ',N-tetramethyluronium 5 hexalluorophosphate (DRTH), or
N,N'-dicyclohexylcarbodiimide (DCC) can produce the amide 4 which is
reduced to the aldehyde 5 by lithium tetrahydroaluminate (LAH). Wittig's
reaction of the aldehyde 5 with (methoxymethyl)(triphenyHphosphonium
bromide and a suitable base such as NaH, lithium sodium
bis(trimethylsily0amide (NaHMDS), or lithium bis(trimethylsily0amide
(LiHMDS) can give a methoxyethene derivative 6 which can be converted
to the aldehyde 7 by treatment with 10 aqueous HCl solution. Reaction of
chloro-aldehyde 8 which can he obtained from the aldehyde 7 by
treatment with NCS with 2-aminotriazine 9 provide
imidazo[1,2-b][1,2,4]triazine derivatives 10. 15 20    Ra R5R4 R5Wfttig Cyl
N,Cy LAN1reaction  0  00    R4 R5 Cyl*--"Ofyle HCI  WO
2008/064157Pa/1182007/085100 



The 2-aminotriazine 9 can be prepared by the method outlined in Scheme
2. Semicarbazide 13 can be prepared by reaction of the semicarbazide
hydrochloride with oxo-acetal 12 which, in turn, can be obtained from
oxo-acetaldehyde 11 by treatment with triethylformate. Intramolecular ring
5 closure of 13 can afford the triazinone 14 which can be converted to the
corresponding chloride 15 by reflux with POC13 in an inert solvent such
as chloroform, 1,2-dichloroethane, or toluene in the presence of a catalytic
amount of dimethylfommmide (DMF). Replacement of the chlorine in IS
with ammonia can yield 2-aminotriazine 9 which can be converted to 10
by reaction with the chloride 8.    POCI3 cv2_L2Cy2-L2 N.NH3 Cy2-LCN.
N 0 NC1MeOH...:-N:1?N H2  R5 R4 cy2,cy, NN   861  



141510       Alternatively, the triazinone 14 can be prepared according to
the procedure outlined in Scheme 3. The oxo-acetaldehyde 11 can be
transformed to the corresponding oxo-oxime 16. Reaction 15 of 16 with
semicarbazide can give the compound 17. Hydrolysis of the oxime in 17
followed by intramolecular ring closure can afford compound 14. Scheme
3 N,OH 00H2N NHN H2 2N, cy2-L Cy LOH Cy2       NH2 N-NH N, OH 



C y2?L 2 N 0      11161714 20       Further alternatively, compound 14 can
be prepared according to the procedure outlined in Scheme 4. The acid
ester 18 can be converted to alpha-halo ketone 20 by treatment with
dimethylsulfoxonium methylide, generated by refluxing of
trimethylsulfoxonium chloride with potassium tert-butoxide in THF,
followed by a cleavage reaction with anhydrous hydrogen chloride at  WO
2008/064157ITT/US2007/085100  about 65C. N-alkylation of a-halo
ketone 20 with the sodium salt of 2,41hiazolidinedione can produce the
N-substituted 2,4-thiazolidinedione 22 which can be converted to
dihydrotriazinone 23. Oxidation of 23 with suitable oxidants such sodium
3-nitrobenzenesulfonate Or tert-butylhypochlorite or DDQ can yield the
triazinone 14. Scheme 4    



0 2Cy2.L2t4,.. SAN---Nri,2.c -7', H2NNH2 NH \--4' I 0  NO 0I-I 2223 02N
SO3Na Cy2" NH tts,. N0 14   Na OH 



In a similar manner, the triazine 3 can be prepared by the methods outline
in Scheme 5. 10 Amide 25, obtained by coupling of the acid 24 with
N,O-dimethylhydroxy-lamine in the presence of BOP or DCC, can be
converted to the corresponding ketone 27 by reaction with lithium agent
26 which can be produced by treatment of 1,3-dithiane with n-butyl lithium
at low temperature. Reflux of the ketone 27 with thiosemicarbazide in an
inert solvent such as ethanol or toluene in the presence of an acid such as
4-toluenesulfonic acid can afford the compound 28. Alky-lation of
compound 28 with 15 methyl iodide in the presence of a suitable base
such as cesium carbonate, potassium carbonate, sodium carbonate or
sodium hydroxide can give triazine 29 which can be transformed to the
compound 9. The triazine 3 can be prepared from 9 as previously
described. Scheme 5  WO 2008/064157 --s-,e Li 1 o MeNHOMe 00''....-.-5
_BOP Cy2-L2 OH  L2ILN-CMA826 c2I 0   



242527 cy2,...L2  CY2." L2N -2 'N-2' NN I-,",', . "IL. N sme NF-13/Me0H-N
NH2 299        A series of triazine derivatives of formula 35 can be
prepared according to the procedures outlined in Scheme 6. Amine
derivative 32 can be obtained from the chloride 30 by treatment with 5
ethyl hydrazinecarbimidothioate hydrobromide followed by replacement
with hydrazine. Reaction of 32 with acid chloride 8 can produce the
triazinone 33 which can be transformed to the corresponding chloride 34.
Suzuki Coupling of 34 with ArB(0-11)2 give the triazine derivative 35. 10
15 Scheme 6  WO 2008/064157PCT/US2007/085100   



303132    333435       A series of triazine derivatives of formula 47 can be
prepared according to the procedures outlined in Scheme 7. Treatment of
the acid 36 with thiosemicarbazidc hi the presence of base such as 5
sodium carbonate, potassium carbonate, sodium hydroxide, potassium
hydroxide, or the like can give the compound 37 which can convert to
compound 38 by alkylation with methyl iodide. Triazinone 39 can be
obtained from 38 by replacement with hydrazine followed by reaction with
the chloride 8. Compound 39 can be transformed to the corresponding
chloride 40 by treatment with POC13 or SOCli. Reaction of 40 with an
appropriate amine can afford the triazine derivative 41. 10 Scheme 7
H2N,NH 0H2NSCY2'-r-'N'NHMel------ cy2.N, NNH3/Me0H Cy2.4"N'N ,  11
OHBase0...*:,,NSBase0NS 0..-7."N7,,NH2 0HHH 373839 



11-CY1 8 CI 0N--"L"N   Cyl POCI3Cy2..,,cy, \NH2R . Cy2._,X,k, -- IN \  CI
NNRHN N -"LNBase N  404142 A series of triazine derivatives of formula
45 can be prepared according to the procedures 15 outlined in Scheme S.
Suzuki coupling of bromopyrimidine 43 with an arylboronic acid ArB(OH)2
can give 2-aminotriazine 44 which can react with chloro-aldehyde 8 to
provide the triazine derivative 35  WO 2008/064157PCIALIS2007/085100
Scheme 8   



The 2-aminotriazinc 44 can be prepared by the method outlined in
Scheme 9. The 2- 5 aminopyrimidine 44 can be obtained by heating a
mixture of an enaminaldehyde 46 with guanine hydrochloride.
Alternatively, Suzuki coupling of aminopyrimidinyl boronie acid 47 with
aromatic halide Cy2-X (Cy2 is an aromatic moiety and X = CI, Br, I)
provides the 2-aminopyrimidine 44. Scheme 9          A series of
cycloalkylcarboxylie acids formula 51 can be prepared by the method
outlined in Scheme 10. Mono-alkylation of alpha-substituted methyl 48
with an alkylenedilralide such as ethylene dibromide, 1,3-dibromopropane,
and 1,4-dibromobutane can provide mono-alkylated product 49, 15
followed by treatment with either I) sodium hydride in dimethylsidoxide
(DMS0) or DMF or 2) lithium diisopropylamide (PA) in THE can provide
the cycloalkylcarboxylic acid esters 50. Hydrolysis of 50 in presence of
base such as lithium hydroxide, sodium hydroxide, potassium hydroxide,
or the like can give the corresponding acid 51. Scheme 10    2048495051
Alternatively, a series of cycloalkylcarboxylic acids of formula 51 can be
prepared from the corresponding nitrile 52 as shown in Scheme 12.
Alpha-substituted acetoninile 52 can be treated with 25 potassium
hydroxide and alylenedihalides such as ethylene dibromide.
I,3-dibromopropane, 1,4- dibromobutane, and the like to provide
substituted cycloalkylcarbonitriles 53, which can be followed by hydrolysis
to afford the desired cycloalkylcarboxylic acid 51.  WO
2608/U64157PCT/US2007/085100  



525351 5 Methods of Use       Compounds of the invention can modulate
activity of protein kinases. Example protein kinases modulated by the
compounds of the invention include RTKs of the HER subfamily (e.g.,
EGFR, HER2, HER3 and 1-IER4), of the insulin subfamily (e.g., INS-R,
the IGF-IR and the IR-R), of the PDGF subfamily (e.g., the PDGF alpha
and beta receptors, CSFIR, c-kit and FEK-I1), of the ELK 10 subfamily
(e.g., Kinase insert Domain-Receptor fetal liver kinase-I (KDR/FLK- ), the
fetal liver kinase 4 (FLK-4) and the fms-like tyrosine kinases 1 and 3 (fit-I
and flt-3)), of the FGF receptor family (e.g., FGFRI, FGFR2, FGFR3 and
FGFR4), of the Met subfamily (e.g., c-Met, Ron amd Sea), and of the Ste.
AM, and jak (e.g., Jakl, jakZ, and jak3) subfamilies. In some
embodiments, the compounds of the invention modulate activity of c-Met.
15The term "modulate" is meant to refer to an ability to increase or
decrease activity of an enzyme or receptor. Modulation can occur in vitro
or in vivo. Modulation can further occur in a cell. Accordingly, compounds
of the invention can be used in methods of modulating a protein kinase,
such as an RTK, by contacting the enzyme (or cell or sample containing
the enzyme) with any one or more of the compounds or compositions
described herein. 20In some embodiments, compounds of the present
invention can act as inhibitors of one or more protein kinases. In some
further embodiments, compounds of the invention can be used in methods
of inhibiting an RIK of the Met or FLK subfamilies. In yet further
embodiments, the compounds of the invention can be used in methods of
inhibiting c-Met, KDR, or 111-3 kinase. In yet further embodiments, the
compounds of the invention can be used as inhibitors c-Met. In yet further
25 embodiments, the compounds of the invention are selective inhibitors
of c-Met. Treatment of a cell (in vitro or hi vivo) that expresses a protein
kinase with a compound of the invention can result in inhibiting the
ligand/kinase signaling pathway and inhibiting downstream events related
to the signaling pathway such as cellular proliferation and increased cell
motility. For example, the compounds of the invention can block and/or
impair the biochemical and biological 30 processes resulting from c-Met
pathway activation, including, but not limited to, c-Met kinase activation
(e.g. c-Met phosphor)/ lation) and signaling (activation and recruitment of
cellular substrates such as Gabl, Grb2, She and c-Cbl and subsequent
activation of a number of signal transducers including P1-3 kinase, PLC-y,
STATs, ERK1/2 and FAK), cell proliferation and survival, cell 



motility, migration and invasion, metastasis, angiogenesis, and the like.
Thus, the present invention  WO 2008/064157PCT/1J82007/085100
further provides methods of inhibiting a ligand/kinase signaling pathway
such as the HGF/c-Met kinase signaling pathway in a cell by contacting
the cell with a compound of the invention. The present invention further
provides methods of inhibiting proliferative activity of a cell or inhibiting cell
motility by contacting the cell with a compound of the invention. 5The
present invention further provides methods of treating diseases
associated with a dysregulated kinase signaling pathway, including
abnormal activity anchor overexpression of the protein kinase, in an
individual (e.g., patient) by administering to the individual in need of such
treatment a therapeutically effective amount or dose of a compound of the
present invention or a pharmaceutical composition thereof. In some
embodiments, the dysregulated kinase is of the Met 10 family (e.g., c-Met,
Ron, or Sea). In some embodiments, the dysregulated kinase is
overexpressed in the diseased tissue of the patient. hi some
embodiments, the dysreadated kinase is abnormally active in the
diseased tissue of the patient Dysregulation of c-Met and the fIGF/c-Met
signaling pathway is meant to include activation of the enzyme through
various mechanisms including, but not limited to, HOF-dependent
autocrine and paracrine activation, c-met gene overexpmssion and
amplification, 15 point mutations, deletions, truncations, rearrangement,
as well as abnormal c-Met receptor processing and defective negative
regulatory mechanisms.       In some embodiments, the compounds of the
invention are useful in treating diseases such as cancer, atherosclerosis,
lung fibrosis, renal fibrosis and regeneration, liver disease, allergic
disorder, inflammatory disease, autoimmune disorder, cerebrovascular
disease, cardiovascular disease, or 20 condition associated with organ
transplantation. In further embodiments, the compounds of the invention
can be useful in methods of inhibiting tumor growth or metastasis of a
tumor in a patient.       Example cancers treatable by the methods herein
include bladder cancer, breast cancer, cervical cancer,
cholangiocarcinoma cancer, colorectal cancer, esophageal cancer, gastric
cancer, head and neck cancer, cancer of the kidney, liver cancer, lung
cancer, nasopharygcal cancer, ovarian 25 cancer, pancreatic cancer,
prostate cancer, thyroid cancer, osteosarcoma, synovial sarcoma,
rhabdomyosarcoma, MFH/fibrosarcoma, leiomyosarcoma, Kaposi's
sarcoma, multiple myeloma, lymphoma, adult T cell leukemia, acute
myelogenous leukemia, chronic myeloid leukemia. glioblastoma,
astrocytoma, melanoma, mesothelioma, or Wilm's tumor, and the like. As
used herein, the term "cell" is meant to refer to a cell that is in vitro, e.x
vivo or in vivo. In 30 some embodiments, an ex vivo cell can be part of a
tissue sample excised from an organism such as a mammal. In some
embodiments, an in vitro cell can be a cell in a cell culture. In some
embodiments, an in vivo cell is a cell living in an organism such as a
mammal.       As used herein, the term "contacting" refers to the bringing
together of indicated moieties in an in vitro system or an in vivo system.
For example, "contacting" a compound of the invention with a 35 protein
kinase includes the administration of a compound of the present invention
to an individual or patient, such as a human, as well as, for example,
introducing a compound of the invention into a sample containing a
cellular or purified preparation of the protein kinase.  WO
2008/064157PCl/US2007/085100 



As used herein, the term "individual" or "patient," used interchangeably,
refers to any animal, including mammals, preferably mice, rats, other
rodents, rabbits, dogs, cats, swine, cattle, sheep, horses, or primates, and
most preferably humans. As used herein, the phrase "therapeutically
effective amount" refers to the amount of active 5 compound or
pharmaceutical agent that elicits the biological or medicinal response that
is being sought in a tissue, system, animal, individual or human by a
researcher, veterinarian, medical doctor or other clinician, which includes
one or more of the following:           (1) preventing the disease; for
example, preventing a disease, condition or disorder in an individual who
may be predisposed to the disease, condition or disorder but does not yet
experience or 10 display the pathology or symptomatology of the disease;
(2) inhibiting thc disease; for example, inhibiting a disease, condition or
disorder in an individual who is experiencing or displaying the pathology or
symptomatology of the disease, condition or disorder; and           (3)
ameliorating the disease; for example, ameliorating a disease, condition or
disorder in an 15 individual who is experiencing or displaying the
pathology or symptomatology of the disease, condition or disorder (i.e.,
reversing the pathology and/or symptomatology) such as decreasing the
severity of disease. combination Therapy 20One or more additional
pharmaceutical agents or treatment methods such as, for example,
chemotherapeutics, anti-cancer agents, eytotoxic agents, or anti-cancer
therapies (e.g., radiation, hormone, etc.), can be used in combination with
the compounds of the present invention for treatment of the diseases,
disorders or conditions described herein. The agents or therapies can be
administered together with the compounds of the invention (e.g.,
combined into a single dosage form), or the agents 25 or therapies can be
administered simultaneously or sequentially by separate routes of
administration.       Suitable anti-cancer agents include kinase inhibiting
agents including trastuzumab (1lerceptin), imatinib (Gleevec), gefitinib
(ITessa), erlotinib hydrochloride (Tarceva), cetuximab (Erbitux),
bevacizumab (Avastin), sorafenib (iNexavar), sunitinib (Sutent), and RTK
inhibitors described in, for example, WO 2005/004808, WO 2005/004607,
WO 2005/005378, WO 30 2004/076412, WO 2005/121125, WO
2005/039586, WO 2005/028475, WO 2005/040345, WO 2005/039586,
WO 2003/097641, WO 2003/087026, WO 2005/040154, WO
2005/030140, WO 2006/014325, WO 2005/ 070891, WO 2005/073224,
WO 2005/113494, and US Pat. App. Pub. Nos. 2005/0085473,
2006/0046991, and 2005/0075340. Suitable chemotherapeutic or other
anti-cancer agents further include, for example, alkylating 35 agents
(including, without limitation, nitrogen mustards, ethylenimine derivatives,
alkyl sulfonates, nitrosoureas and triannes) such as uracil mustard,
chlormethine, cyclophosphamide (CytoxanTm), ifosfamide, melphalan,
chlorambucil, pipobroman, triethylene-melamine,  WO
2008/064157PCMIS2007/085100 triethylenethiophosphoramine busulfan,
carmustine OMUSe, streptozocin, dacarbazine, and temozolomide.
Suitable chemotherapeutic or other anti-cancer agents further include, for
example, antimetabolites (including, without limitation, folic acid
antagonists, pyrimidine analogs, putine 



5analogs and adenosine deaminase inhibitors) such as methotrexate,
5-fiuorouracil, fioxuridine, cytarabine, 6-mercaptopurine, 6-thioguanine,
fludarabine phosphate, pemostatine, and gemcitabine.        Suitable
chemotherapeutic or other anti-cancer agents farther include, for example,
certain natural products and their derivatives (for example, vinca alkaloids,
antitumor antibiotics, enzymes, lymphokines and epipodophyllotoxins)
such as vinblastine, vincristine, vindesine" bleomycin, 10 dactinomycin
daunombicin, doxorubicin, epirubicin, idarubicin, ara-C, paclitaxel (Taxo
mithramycin, deoxyco-fonnycin, mitomycin-C, L-asparaginase, interferons
(especially etoposide, and teniposide.        Other cytotoxic agents include
navelbene, CPT-11, anastrazole, letrazole, capecitab reloxafine,
cyclophosphamide, ifosamide, and droloxafine. 15Also suitable are
cytotoxic agents such as epidophyllotoxin; an antineoplastic enzyme; a
topoisomerase inhibitor; procarbazine; mitoxantrone; platinum
coordination complexes such as cisplatin and carboplatim biological
response modifiers; growth inhibitors; antihormonal therapeutic agents;
leucovorin; tegafur; and haematopoietic growth factors. Other anti-cancer
agent(s) include antibody therapeutics such as trastuzumab (Herceptin),
20 antibodies to costimulatory molecules such as CTLA-4, 4-1B B and
PD-1, or antibodies to cytokines (IL-10, TGF-13, etc.). Further antibody
therapeutics include antibodies to tyrosine kinases and/or their ligands
such as anti-HGF antibodies and/or anti-c-Met antibodies, The term
"antibody" is meant to include whole antibodies (e.g., monoclonal,
polyclonal, chimeric, humanized, human, etc.) as well as antigen-binding
fragments thereof. 25Other anti-cancer agents also include those that
block immune cell migration such as antagonists to ehemokine receptors,
including CCR2 and CCR4.        Other anti-cancer agents also include
those that augment the immune system such as adjuvants or adoptive T
cell transfer.             Other anti-cancer agents include anti-cancer vaccines
such as dendritie cells, synthetic 30 peptides, DNA vaccines and
recombinant viruses.        Methods for the safe and effective
administration of most of the above agents are known to those skilled in
the art. In addition, their administration is described in the standard
literature. For example, the administration of many of the
chemotherapeutic agents is described in the "Physicians' Desk
Reference" (PDR, e.g., 1996 edition, Medical Economics Company,
Montvale, NJ), the 35disclosure of which is incorporated herein by
reference as if set forth in its entirety. Pharmaceutical Formulations and
Dosage Forms  WO 2008/064157PC1'/US2007/085100         When
employed as pharmaceuticals, the compounds of the invention can be
administered in the form of pharmaceutical compositions which is a
combination of a compound of the invention and a pharmaceutically
acceptable carrier. These compositions can be prepared in a manner well
known in the pharmaceutical art, and can be administered by a variety of
routes, depending upon whether local 



5 or systemic treatment is desired and upon the area to be treated.
Administration may be topical (including ophthalmic and to mucous
membranes including intranasal, vaginal and rectal delivery). pulmonary
(e.g., by inhalation or insufflation of powders or aerosols, including by
nebulizer; intratracheal, intranasal, epidermal and transdenual), ocular,
oral or parenteral. Methods for ocular delivery can include topical
administration (eye drops), subconjunctival, periocular or intravitreat 10
injection or introduction by balloon catheter or ophthalmic inserts
surgically placed in the conjunctival sac. Parenteral administration
includes intravenous, intraarterial, subcutaneous, intraperitoneal or
intramuscular injection or infusion; or intracranial, e.g., intrathecal or
intraventricular, administration. Parenteral administration can be in the
form of a single bolus dose, or may be, for example, by a continuous
perfusion pump. Pharmaceutical compositions and formulations 15 for
topical administration may include transdermal patches, ointments,
lotions, creams, gels, drops, suppositories, sprays, liquids and powders.
Conventional pharmaceutical carriers, aqueous, powder or oily bases,
thickeners and the like may be necessary or desirable.        This invention
also includes pharmaceutical compositions which contain, as the active
ingredient, one or more of the compounds of the invention above in
combination with one or more 20 pharmaceutically acceptable carriers. In
making the compositions of the invention, the active ingredient is typically
mixed with an exeipient, diluted by an excipient or enclosed within such a
carrier in the form of, for example, a capsule, sachet, paper, or other
container. When the excipient serves as a diluent, it can be a solid,
semi-solid, Or liquid material, which acts as a vehicle, carrier or medium
for the active ingredient. Thus, the compositions can be in the form of
tablets, pills, powders, 25 lozenges, sachets, cachets, elixirs,
suspensions, emulsions, solutions, syrups, aerosols (as a solid or in a
liquid medium), ointments containing, for example, up to 10 % by weight
of the active compound, soft and hard gelatin capsules, suppositories,
sterile injectable solutions, and sterile packaged powders. In preparing a
formulation, the active compound can be milled to provide the appropriate
30 particle size prior to combining with the other ingredients. If the active
compound is substantially insoluble, it can be milled to a particle size of
less than 200 mesh. If the active compound is substantially water soluble,
the particle size can be adjusted by milling to provide a substantially
uniform distribution in the formulation, e.g. about 40 mesh. Some
examples of suitable excipients include lactose, dextrose, sucrose
sorbitol, mannitol, 35 starches, gum acacia, calcium phosphate, alginates,
tragacanth, gelatin, calcium silicate, microcrystalline cellulose,
polyvinylpyrrolidone, cellulose, water, syrup, and methyl cellulose. The
formulations can additionally include: lubricating agents such as talc,
magnesium stearate, and  WO 2008/064157PCOUS20071085100 mineral
oil; wetting agents; emulsifying and suspending agents; preserVing agents
such as methyl- and propylhydroxy-benzoates; sweetening agents; and
flavoring agents. The compositions of the invention can be formulated so
as to provide quick, sustained or delayed release of the active ingredient
after administration to the patient by employing procedures known in the
art. 5The compositions can be formulated in a unit dosage form, each
dosage containing from about 5 to about 100 mg, more usually about 10
to about 30 mg, of the active ingredient. The term "unit dosage forms"
refers to physically discrete units suitable as unitary dosages for human
subjects and other mammals, each unit containing a predetermined
quantity of active material calculated to produce the desired therapeutic
effect, in association with a suitable pharmaceutical excipiem.  10 The
active compound can be effective over a wide dosage range and is
generally administered in a pharmaceutically effective amount. It will be
understood, however, that the amount of the compound actually
administered will usually be determined by a physician, according to the
relevant circumstances, including the condition to be treated, the chosen
route of administration, the actual compound administered, the age,
weight, and response of the individual patient, the severity of the
15patient's symptoms, and the like.       For preparing solid compositions
such as tablets, the principal active ingredient is mixed with a
pharmaceutical excipient to form a solid preformulation composition
containing a homogeneous mixture of a compound of the present
invention. When referring to these prefonnulation compositions as
homogeneous, the active ingredient is typically dispersed evenly
throughout the composition so 20 that the composition can be readily
subdivided into equally effective unit dosage forms such as tablets, pills
and capsules. This solid preformulation is then subdivided into unit
dosage forms of the type described above containing from, for example,
0.1 to about 500 mg of the active ingredient of the present invention. 



The tablets or pills of the present invention can be coated or otherwise
compounded to 25 provide a dosage form affording the advantage of
prolonged action. For example, the tablet or pill can comprise an inner
dosage and an outer dosage component, the latter being in the form of an
envelope over the former. The two components can be separated by an
enteric layer which serves to resist disintegration in the stomach and
permit the inner component to pass intact into the duodenum or to be
delayed in release. A variety of materials can be used for such enteric
layers or coatings, such 30 materials including a number of polymeric
acids and mixtures of polymeric acids with such materials as shellac, cetyl
alcohol, and cellulose acetate.       The liquid forms in which the
compounds and compositions of the present invention can be
incorporated for administration orally or by injection include aqueous
solutions, suitably flavored syrups, aqueous or oil suspensions, and
flavored emulsions with edible oils such as cottonseed oil, 35sesame oil,
coconut oil, or peanut oil, as well as elixirs and similar pharmaceutical
vehicles.       Compositions for inhalation or insufflation include solutions
and suspensions in pharmaceutically acceptable, aqueous or organic
solvents, or mixtures thereof, and powders. The  WO
2008/064157PCT/1152007/085100 liquid or solid compositions may
contain suitable pharmaceutically acceptable excipiems as described
supra. In some embodiments, the compositions are administered by the
oral or nasal respiratory route for local or systemic effect. Compositions in
can be nebulized by use of inert gases. Nebulized solutions may be
breathed directly from the nebulizing device or the nebulizing device can
be 5 attached to a face masks tent, or intermittent positive pressure
breathing machine. Solution, suspension, or powder compositions can be
administered orally or nasally from devices which deliver the formulation in
an appropriate manner.        The amount of compound or composition
administered to a patient will vary depending upon what is being
administered, the purpose of the administration, such as prophylaxis or
therapy, the state . 10 of the patient, the manner of administration, and the
like. In therapeutic applications, compositions can be administered to a
patient already suffering from a disease in an amount sufficient to cure or
at least partially arrest the symptoms of the disease and its complications.
Effective doses will depend on the disease condition being treated as well
as by the judgment of the attending clinician depending upon factors such
as the severity of the disease, the age, weight and general condition of the
patient, 15and the like.        The compositions administered to a patient
can be in the form of pharmaceutical compositions described above.
These compositions can be sterilized by conventional sterilization
techniques, Or may be sterile filtered. Aqueous solutions can be packaged
for use as is, or lyophilized, the lyophilized preparation being combined
with a sterile aqueous carrier prior to administration. The 20 pH of the
compound preparations typically will be between 3 and 11, more
preferably from 5To 9 and most preferably from 7 to 8. It will be
understood that use of certain of the foregoing excipients, carriers, or
stabilizers will result in the formation of pharmaceutical salts.        The
therapeutic dosage of the compounds of the present invention can vary
according to, for example, the particular use for which the treatment is
made, the manner of administration of the 25 compound, the health and
condition of the patient, and the judgment of the prescribing physician.
The proportion or concentration of a compound of the invention in a
pharmaceutical composition can vary depending upon a number of factors
including dosage, chemical characteristics (e.g., hydrophobicity), and the
route of administration. For example, the compounds of the invention can
be provided in an aqueous physiological buffer solution containing about
OA to about 10% wlv of the compound for 30 parenteral adminstration.
Some typical dose ranges are from about 1 jig/kg to about 1 girkg of body
weight per day. In some embodiments, the dose range is from about 0.01
mg/kg to about 100 mg/kg  of body weight per day. The dosage is likely to
depend on such variables as the type and extent of progression of the
disease or disorder, the overall health status of the particular patient, the
relative biological efficacy of the compound selected, formulation of the
excipient, and its route of 35 administration. Effective doses can be
extrapolated from dose-response curves derived from in vitro or animal
model test systems. 



WO 2008/064157PCT/US2007/085100       The compounds of the
invention can also be formulated in combination with one or more
additional active ingredients which can include any pharmaceutical agent
such as anti-viral agents, vaccines, antibodies, immune enhancers,
immune suppressants, anti-inflammatory agents and the like. 5 Labeled
Compounds and Assay Methods       Another aspect of the present
invention relates to fluorescent dye, spin lable, heavy metal or
radio-labeled compounds of the invention that would be useful not only in
imaging but also in assays, both in vitro and in vivo, for localizing and
quantitating the protein kinase target in tissue samples, including human,
anti for identifying kinase ligands by inhibition binding of a labeled
compound. 10 Accordingly, the present invention includes kinase enzyme
assays that -contain such labeled compounds.       The present invention
further includes isotopically-labeled compounds of the compounds of the
invention. An "isotopically" or "radio-labeled" compound is a compound of
the invention where one or more atoms are replaced or substituted by an
atom having an atomic mass or mass number 15 different from the atomic
mass or mass number typically found in nature (i.e., naturally occurring).
Suitable radionuclides that may be incorporated in compounds of the
present invention include but are not limited to 2H (also written as D for
deuterimn), sti (also written as T for tritium), 't I3c, 14: , 13N, N, ISO, O.
180, '8F, 35S, 360, 82Br, "Br, 18Br, 7713T, 123I, 1241, "'I and 1311. The
radionuclide that is incorporated in the instant radio-labeled compounds
will depend on the specific application of that 20 radio-labeled compound.
For example, for in vitro DO enzyme labeling and competition assays, ,,,
R7 compounds that incorporate 31-T,--Br, 1251 , 1311, 355 or will
generally be most useful. For radio- imaging applications 11C, 18F, 1251,
123i, 124% 3513r, 78Br or 77Br will generally be most useful.       it is
understood that a "radio-labeled " or "labeled compound" is a compound
that has incorporated at least one radionuclide. In some embodiments the
radionuclide is selected from the 25group consisting of 3H, it, 125- , "S
and "Br.       Synthetic methods for incorporating radio-isotopes into
organic compounds are applicable to compounds of the invention and are
well known in the art.       A radio-labeled compound of the invention can
be used in a screening assay to identify/evaluate compounds. In general
terms, a newly synthesized or identified compound (i.e., test 30
compound) can be evaluated for its ability to reduce binding of the
radio-labeled compound of the invention to the enzyme. Accordingly, the
ability of a. test compound to compete with the radio-labeled compound
for binding to the enzyme directly correlates to its binding affinity, 



Kits 35The present invention also includes pharmaceutical kits useful, for
example, in the treatment or prevention of diseases, such as cancer and
other diseases referred to herein, which include one or more containers
containing a pharmaceutical composition comprising a therapeutically
effective  WO 20081064157PCT/US20071085100 amount of a compound
of the invention, or pharmaceutically acceptable salt thereof. Such kits can
further include, if desired, one or more of various conventional
pharmaceutical kit components, such as, for example, containers with one
or more pharmaceutically acceptable carriers, additional containers, etc.,
as will be readily apparent to those skilled in the art. Instructions, either as
inserts or 5as labels, indicating quantities of the components to be
administered, guidelines for administration, and/or guidelines for mixing
the components, can also be included in the kit.        The invention will be
described in greater detail by way of specific examples. The following
examples are offered for illustrative purposes, and are not intended to limit
the invention in any manner. Those of skill in the art will readily recognize
a variety of noncritical parameters which can 10 be changed or modified
to yield essentially the same results. The compounds of the Examples
were found to be inhibitors of c-Met according to one or more of the
assays provided herein. EXAMPLES        Experimentals for compounds of
the invention are provided below. In some instances, the crude product is
a mixture of regioisomers. Typically, these isomers are separated on a
preparative scale by high performance liquid chromatography (HPLC) or
flash chromatography (silica gel) as indicated in the Examples. Typical
preparative reverse-phase high performance liquid chromatography
(RP-EIPLC) column conditions are as follows: 20pH = 2 purifications:
Waters Sunfirem4 C18 5 pm, 19 x 100 mm column, eluting with mobile
phase A: 0.1% TEA (trifluoroacetic acid) in water and mobile phase B:
0.1% TEA in acetonitrile; the flow rate is 30m1lim the separating gradient
is optimized for each compound using the Compound Specific Method
Optimization protocol as described in the literature ['Preparative LCMS
Purification: Improved Compound Specific Method Optimization", K. Blom,
B. Glass, R. Sparks, A. Combs, 25Comb. Chem., 6, 874-883 (2004)].
pH = 10 purifications: Waters )(Bridge CH 5 pm, 19 x 100 mm column,
eluting with mobile phase A: 0.15% NH4OH in water and mobile phase B:
0.15% NH4OH in acetonitrile; the flow rate was 30m1/m, the separating
gradient is optimized for each compound using the Compound Specific
Method Optimization protocol as described in the literature ["Preparative
LCMS Purification: 30 Improved Compound Specific Method
Optimization". K. Blom, B. Glass, R. Sparks, A. Combs, Comb. Chem., 6,
874-883 (2004)].        The separated isomers are typically subjected to
analytical liquid chromatography mass spectrometry (LCMS) for purity
under the following conditions: Instrument; Agilem 1100 series, LC/MSD,
Column: Waters SunfircTM Clg 5 pm, 2.1 x 5.0 mm, Buffers: mobile phase
A: 0.025% TEA 



35 in water and mobile phase B: 0.025% TEA in acetonitrile; gradient 2%
to 80% of B in 3 mm with flow rate 1.5 mL/min. Retention time (124) data
in the Examples refer to these analytical LC/MS conditions unless
otherwise specified.  WO 2008/064157PCT/US2007/085 Example 1:
244-Fluoropheny1)-7.(4-methoxybentypimidazo[1,2-b] [1,2,4] triatine Step
1. 2,2-Diethoxy-1-(4711uorophenytiethanone 5A mixture of
1-(4-fluoropheny1)-2,2-dihydroxyethanone (4.0 g, 0.024 mol), ethyl
orthofonnate (7.3 g, 49 mmol), and p-toluenesulfonic acid monohydrato
(200 g, 1.05 mol) in dichloromethane (50 mL) was refiuxed for 40 min.
After cooling to room temperature (RT), the mixture was concentrated
under reduced pressure. The residue was purified by flash
chromatography eluting with dichlorornethane to give the desired product
(5.2 g). 'H-NMR (300 MHz, CDC1)): 8.18- 1 08.25 (in, 211), 7.08-7.16 (in,
211), 5.18 (s, 1H), 3.58-3.82 (in, 41-1), 1.25 (t3J = 7.0 Hz, 611). Step 2.
6-(4-Fluoropheny0-1,2,4-triazin-3(21-Q-one       A mixture of
2,2-diethoxy-1-(4-fluoropheny1)ethanone (5.2 g, 23 mmol), semicarbazide
hydrochloride (2.6 g, 24 mmol) in ethanol (50 mL) was stirred overnight at
ambient temperature and 15 then heated to 80C for 5 hours. The reaction
mixture was concentrated and the resulting residue was dissolved in
acetic acid (50 inL) which was heated to 130 C. for 6 h. After cooling, the
mixture was concentrated under reduced pressure. The residue was
triturated with ethyl ether, filtered, and washed with diethyl ether and then
hexanes. The crystalline material was collected and dried under high
vacuum to give the desired product. (4.2 g, 96 %)LCMS: (M+H) = 192.1.
20 Step 3. 3-Chloro-6-(4-fluoropheny0-1.2,4-triazine       A mixture of
3-chloro-6-(4-fluoropheny1)-1,2,4-triazine (1.0 2, 5.23 mmol) and
phosphoryl chloride (8.0 mL) in chloroform (5.0 mL) was heated under
reflux conditions overnight. After cooling, the volatiles were removed
under reduced pressure. The residue was dissolved in 25
dichloromethane (60 mL) and was poured into ice with stirring. The
mixture was neutralized with aqueous 2N potassium carbonate and.
filtered through a pad of Celite. The organic layer was separated and the
aqueous layer was extracted with dichloromethane (3x20 mL). The
combined organic extracts were dried over magnesium sulfate, filtered,
and concentrated under reduced pressure. The residue was purified by
flash chromatography to give the desired product. (600 mg, 54.6%)
11-1-NMR (300 30MHz, CDC13): 8.88 (s, IN), 8.06-8.12 (m, 2H),
7.06-7.14 (n, 21-1). LCMS: (M+E) = 210.1/212.1. Step 4.
6-(4-Fluoropheny1)-1,2,4-triazin-3-amine       Ammonia gas was bubbled
through a solution of 3-chloro-6-(4-fluoropheny1)-1,2,4-triazine (600 mg,
0.0029 moll in teftahydrofuran (8 mL) for 5 min at -40 C. The reaction
mixture was sealed WO 20118/064157PCT/US2007/085100 



and heated at 50 C for 2 hours. The mixture was concentrated under
reduced pressure to yield the desired product (550 mg) which was directly
used in the next step without further purification. LCMS: (M+H) = 209.1. 5
Step 5. 3-(4-Methoxypheny0propanal        A solution of dimethyl sulfoxide
(5.1 mL) in dichloromethane (10 nil) was added to a stirred solution of
oxalyl chloride (3.0 mL, 36 mmol) in dichloromethane (40 ml) at -78 C over
30 min. Upon completion of the addition, the mixture was stirred at -78 C1
for 5 nun, followed by addition of a solution of 4-methoxybenzenepropanol
(3.0 g, 18 mmol) in dichloromethane (20 nil) at -78 C over 10 30 min.. The
resulting mixture was stirred at -78 C for 40 min. Next, triethylamine (15
mL, 110 mmol) was added dropwise over 10 min. The resulting mixture
was allowed to m, arm to 0 C: and stirred at this temperature for 1 hour. It
was diluted with dichloromethane (30 mL) and quenched with water (15
mL). The organic extracts were separated, washed with water and brine,
dried over magnesium sulfate, filtered, and concentrated under reduced
pressure. The residue was purified by 15 flash chromatography eluting
with ethyl acetate in hexanes (gradient: 3min: 0100 to 23 min: 20/80) to
afford the desired product (1.50g, 51%). Step 6.
2-Chloro-3-(4-methoxypheny0propanal N-Chlorosuccinimide (980 mg,
0.0073 mol) was added to a mixture of 3-{4- 20 methoxyphenyfipropanal
(1.0 g, 6.1 mmol) and D-proline (40 mg, 0.3 mmol) in dichloromethane (10
mL, 200 minol) at 0 'C. The reaction mixture was warnit,d to RT after 1 h,
quenched with water, and extracted with dichloromethane. The organic
extracts were washed with brine, dried over magnesium sulfate, filtered,
and concentrated under reduced pressure. The residue was purified by
flash chromatography eluting with ethyl acetate in hexanes to give the
desired product (860 mg). H NMR 25(400 MHz, CDC13): 9.52 (s, 1H),
7.18 (dd, 2H), 6.84 (dd, 2H), 4.36 (in, 1H), 3.80 (s, 3H), 3.32 (in, 1H), 3.02
(m, 1H). Step 7.
244-Fluoropheny1)-7-14-methoxybenzAimidazo[1,2-N[1,2,4liriazine A
mixture of 6-(4-fluoropheny0-1,2,4-triazin-3-amine hydrochloride (50 mg,
0.2 mmol) and 30 2-chloro-3-(4-methoxypheny0propanal (48 mg, 0.24
mmol) in tert-amyl alcohol (I mL) was heated at 130 C for 4 h. After
cooling, the mixture was purified by preparative HPLC to afford the
desired product. (7.1 mg) LCMS: (M+H) = 335.1. Example
2:2-(4-Fluoropheny1)-7- [I -(4-methoxyphenypeyelopropyli imidazo
11,2-131-11,2,4]- 35 triatine  WO 2008/064157PCT/11S2007/085100
Step I. 1-Alethoxy-4-I-PE)-2-nrethpxyvinylicycluprypylbenzene 



1.0 M of Potassium tert-butoxide in tetrahydrofuran (THE) (6.8 mL, 6.8
mmol) was slowly added to a suspension of
chloro(inethoxymethyptriphenylphosphorane (2.3 g, 6.8 mmol) in THF (6.0
5 mL, 74 mmol) at -10 `PC, and then the mixture was stirred at ambient
temperature for 1 h. 1-(4- methoxyphenypcyclopropanecarbaldehyde (300
mg, 1.7 mmol) in THF (2.0 mL) was then added dropwise to the reaction
mixture at 0 C, and stirred at RT for 1 hour. The mixture was filtered
through a pad of silica gel eluting with dichloromethane. The filtrate was
concentrated under reduced pressure, The residue was purified by flash
chromatography eluting with ethyl acetate in hexanes (0- 10 10%) to
afford the desired product. Step 2. [
-(4-AlethoxyphenyOcyclopropyliacetaldehyde IN HO(3.0 mL) was added
to a solution of 1-methoxy-4-1-[(E)-2- methoxyvinAcyclopropyibenzene
(350 mg, 1.7 mmol) in tetrahydrofuran (5.0 mL). The mixture was 15
stirred at ambient temperature for 6 hours, and then concentrated
hydrochloric acid (0.2 mL) was added. The mixture was stirred overnight,
diluted with water, and extracted with ethyl acetate. The organic layer was
dried over magnesium sulfate, filtered, and concentrated under reduced
pressure. The residue was purified by flash chromatography eluting with
ethyl acetate in hexanes (0-10%) to afford the desired product. LCMS:
(M+H) = 190.9. 20 Step 3.
Chlom[1-(4-methoxyphenyl)cyclopropyllacetaldehyde
L-Proline(10mg,0.1mmol)wasadded toasolutionof [I -(4-
methoxyphenyl)cyclopropyl]acetaldehyde (100 mg, 0.53 mmol) in
chloroform (1 mL) at 0 C followed by addition of N-chlorosuceinimide (84
mg, 0.63 mmol). The reaction mixture was stirred at 25 ambient
temperature for 2 h. The mixture was diluted with hexanes and filtered.
The filtrate was concentrated under reduced pressure and the residue
was purified by flash chromatography eluting with ethyl acetate in hexanes
(0-10%) to afford the desired product. Step 4.
2-(4-171uoropheny1)-71I-(4-methoxyphenyl)cyclopropyllimidazo[1,2-PI
1,2,4J-triazine 30 A mixture of 6-(4-fluoropheny1)-1,2,4-niazin-3-amine
(20.1 mg, 0.106 mmol) and
chloroH(4-methoxyphenyt)cyclopropyl]acetaldehyde (53 mg, 0.24 mmol)
in isopropyl alcohol (0.6 mL) was heated to 90 C overnight. After cooling,
the mixture was diluted with methanol and was purified by mass-guided
RP-HPLC. to afford the desired product. LCMS: (M+H) = 361.1.  WO
2008/064157PCT/U52007/085100  Example 3:
6-(1-(2-(4-F1uorophenyl)imidazo[1,2-N[1,2,4.1triazin-7-y9eyelopropyl)quin
oline 



N. N N N       This compound was prepared using procedures analogous
to those for Example 2. LCMS: (M+H) - 382.0. Example 4:
6-(4-Fluoropheny1)-344-melhoxybenzyl)imidazoll..2-alpyrimidine    Step I.
2-Chloro-5-(4-fluorgphenyOpyrimidine A mixture of
5-bromo-2-chloropyrimidine (500 mg, 2 mmol), 4-fluorophenylborunic acid
10 (430 mg, 3.1 mmol),
1-bis(diphenylphosphino)ferrocene]dichloropalladium(1) dichloromethane
complex (1:1) (210 mg, 0.26 mmol) and potassium carbonate (1.8 g, 13
mmol) in 1,4-dioxane (6 m11) was irradiated under microwave at 120 'C.
for 30 mm. After cooling, the solvent was evaporated. The residue was
purified by flash chromatography eluting with ethyl acetate in hexanes to
give the desired product. (376 mg) LCMS: (M+H) = 209.0. 15 Step 2.
5-14-F1uorophenylkyrimidin-2-amine
2-Chloro-5-(4-fluorophenyfipyrimidine (376 mg) in 7M of ammonia in
methanol (10 mL) in a sealed tube was heated at 50 C overnight. After
concentration, the product was obtained (360 g) which was used in the
next reaction step without further purification. LCMS: (M+1-1) = 190.1. 20
Step 3. 6-(4-Fluoropheny0-3-(4-inethavbenzy1,Jirnidazo[1,2-alpyrunidine
A mixture of 5-(4-fluorophenyl)primidin-2-amine (50 mg, 0.3 mmol),
2-chloro-3-(4- methoxyphenyppropanal (52 mg, 0.26 mmol) in tert-amyl
alcohol (1.0 mL) in a sealed reaction vial was heated at 130 C for 3 hours.
After cooling, the mixture was purified by preparative 1-1PLC to 25 afford
the desired product. LCMS: (M+1-1) = 334.0. Example 5:
6-(4-Fluoropheny1)-3-(1-(4-methoxyphenyOeyelopropyflimidazo[1.2-alpyri
midine 



F This compound was prepared using procedures analogous to those for
Example 4. LCMS:  WO 2008/064157PCT/US2007/085100 (M+H) =
360.1. Example 6:
6-(1-(6-(4-Fluoroplienyl)imidatML2-a]pyrimidin-3-yl)cyclopropyl)quinoline
N N 5This compound was prepared using procedures analogous to those
for Example 4. LCMS: (M-40+ = 381.0. Example 7:
2-Fluoro-N-methyl-447-(quinolin-6-ylmethyl)imidazo[1,2-bi1L2,41triazin-2-
ylmenzamide    NN Step].
4-Bromo-3-fluoro-N-methoxy-N-methylbenzamide       Oxalyl chloride
(38.1 nth, 450 mmol) was slowly added to a mixture of 4-bromo-3-
fluorobenzoic acid (49.3 g, 225 mmol) in dichloromethane (300 mL).
Subsequently, N,N'- dimethylformamide (1.0 mL) was added and the
reaction mixture was stirred at ambient temperature 15 for 2 h. The
reaction mixture was concentrated under reduced pressure and
co-evaporated with toluene 3 times. The residue was then dissolved in
dichloromethane (100 mL). The solution was added dropwise to a mixture
of N,O-dimethylhydroxylamine hydrochloride (30.7 g, 315 mmol) and
potassium carbonate (120 g, 900 mmol) in dichloromethane (300 mL) and
water (300 mL). The reaction mixture was stirred at ambient temperature
for 2 hours. The organic layer was separated. The 20 aqueous layer was
extracted with dichloromethane (2850 mL). The combined organic extracts
were washed with brine, dried over magnesium sulfate, filtered and
concentrated under reduced pressure to give the product. (58.5 g) LCMS:
(M=H) = 261.9/263.9. Step 2. 1-14-Bromo-3-fluorophenyljethanone 



25To a solution of 4-bromo-3-fluoro-N-methoxy-N-methylbenzamide (58.5
g, 223 mmol) in tetrahydrofuran (500 mL) was added 3M of
methylmagnesium chloride in THF (125 mL, 380 mmol) at 0 'C. The
reaction mixture was stirred for 1 hour at 0 C, and was quenched with cold
aqueous ammonium chloride solution (150 nth). The organic layer was
separated and concentrated under reduced pressure. The residue was
redissolved in ethyl acetate (100 inL). The aqueous layer was 30 diluted
with water (100 mI,) and was extracted with ethyl acetate (3850 mL). The
organic extracts were combined, washed with brine, and dried over
maznesium sulfate. Filtration and concentration  WO
2008/064157PCT/US2007/085100 under reduced pressure gave the
product (48.4 g) Which was used in the next reaction step without further
purification.     Step 3. (4-Brenno-3-fluoropheny0(oRnacetaldenyde and
1-(4-bromo-3-fluorophoyd)-2.2- 5 dihydrwcyethanone       To a solution of
1-(4-bromo-3-fluorophenyfiethanone (9.0 g, 41 mmol) in dimethyl sulfoxide
(40 nth) was added slowly a 48% aqueous solution of hydrogen
bromide.(14 mL) The reaction mixture was stirred at 60 C, overnight and
then cooled to ambient temperature, poured into ice water. The precipitate
was filtered and washed with water and the solid was dried under vacuum
overnight to 10 obtain 8.1g of desired product. The aqueous layer was
extracted with ethyl acetate 3 times. The combined extracts were washed
with water, brine, dried, filtered, and concentrated to give an additional 2.2
g of the desired product. (10.3g total). Step 4.
1-(4-bromo-37fluoropheny0-2,2-diethoxyethanone 15To a mixture of
1-(4-bromo-3-fluoropheny1)-2,2-dihydroxy ethanone or 4-bromo-3-
fluorophenyl)(oxo)acetaldehyde (7.0 g, 28 mmol) in toluene (50 nth) was
added ethyl orthofonnate (12 mL, 70 mmol) and p-toluenesullonie acid
(200 mg, 1 mmol). The reaction mixture was retluxed for 4 h. The reaction
mixture was cooled to RT, diluted with ethyl acetate, washed with
aqueous sodium bicarbonate, water, brine, and dried over magnesium
sulfate. Concentration under reduced 20 pressure gave the desired
product which was used in the next step without further purification. Step
5. 6-(4-Bronto-37fluoropheny0-1,2,4-triazin-3-amine       A mixture of
1-(4-bromo-3-fluoropheny1)-2,2-diethoxyethanone (15.2 g, 50 mmol),
aminoguanidine bicarbonate (10.2 g, 75 mmol) and potassium hydroxide
(6.6 g, 100 mmol) in ethanol 



25 (200 inL) and water (4 mL) was refiuxed overnight. The solvent was
evaporated under reduced pressure and the residue was washed with
acetonitrile and filtered. The filtrate was concentrated under reduced
pressure. The residue was dissolved in dichluromettrane (100 mL),
washed with water, brine, and concentrated under reduced pressure. The
residue was dissolved in ethanol (50 mL). To the solution was added 0.2N
hydrochloric acid (50 mL). The resultant mixture was heated to 110C for 8
30 h, and cooled with an ice-water bath. The precipitate that formed was
collected by filtration and washed with isopropanol to give the desired
product. (5.5 g, 41%) LCMS: (M+H) = 286.8/288.8. 'HNMR (400 MHz,
CDCT): 8.60 (s, 1H), 7.79 (dd, S = 8.6, 2.0 Hz, 11ff), 7.68 (dd, J= 8.3, 7.0
Hz, I H), 7.61 (dd, 5= 8.3, 2.0 Hz, IH), 5.43 (s, 2H). 35 Step
6"3-quinolin-6-ylpropanal       Tris(dibenzylideneacetone)dipalladium (480
mg, 0.52 mmol) and tri-tert-butyl-phosphonium tetrafluoroborate (300mg,
1.0 mot) in a flask was evacuated and refilled with nitrogen (2 times).  WO
2008/064157PCl/US2007/085100 L4-dioxane (31 mL) was added
followed by consecutive addition of 6-bromoquinohne (7.2 g, 35 mmol),
2-propen- -ol (4.7 mL, 69 mmol) am!
N-cyclohexyl-N-methyl-cyclohexanamine (8 9 mL, 42 mmol). The reaction
vessel was evacuated and refilled with nitrogen (2 times). The reaction
mixture was stirred at 30 C. for 24 h. Diethyl ether (30 mL) was added to
the reaction mixture and then 5 filtered and washed with diethyl ether. The
organic extract was concentrated under reduced pressure. The residue
was purified by flash chromatography eluting with ethyl acetate in hexanes
(0-50%) to afford the desired product. (--55%) LCMS: (M+H)= 186.0;
(MH20+H)- = 204.0. Step 7. 2-chloro-3-quinolin-6-ylpropanal 10L-Proline
(410 mg, 3.5 mmol) was added to a solution of 3-quinolin-6-ylpropanal
(3.27 g, 17.6 mmol) in chloroform (39 mL) at 0C followed by addition of
N-ehlorosuccinimide (2.48 g, 18.5 mmol) and the reaction mixture was
slowly warmed to ambient temperature and stirred for I h, monitoring by
LCMS. The solvent was concentrated under reduced pressure and the
residue was purified on a silica gel column with ethyl acetate in hexane
(0-50%) to give the desired product. 15 (95%) LCMS: (MHF-120)=
237.9/239.9. Step 8. 6-[2-(4-Bromo-3-fluorophenyrnmida.zo[1,2-b]
[1,2,4liriazin-7-yllmethyliquinoline        A mixture of
6-(4-bromo-3-fluoropheny1)-1,2,4-tiazin-3-amine (800 mg, 2.97 tumor)
and 2- chloro-3-quinolin-6-ylpropanal (784 mg, 3.57 nunol) in isopropyl
alcohol (10.0 mL) in a sealed tube 20 was heated at 110 "C for 48 h. After
the reaction mixture was cooled to ambient temperature, the product was
precipitated and collected by filtration. The mother liquor was
concentrated and the residue was dissolved in ethyl acetate, washed with
aqueous sodium bicarbonate, water, brine, dried over magnesium sulfate,
and concentrated under reduced pressure. The residue was purified on a
silica gel column with methanol in dichloromethane (0-6 %) to give the
desired product. (65%) 25 LCMS: (M-FIFT)= 434.0/436.0. Step 9.
2-Fluoro-417-(quinolin-6-ylmethyOuniciazo[1,2-b]
[1,2,4liriazin-2-yUbenzo-nitrile        Zinc cyanide (131 nig, 1.11 mmol),
tris(dibenzylideneacetone)dipalladium(0) (35 mg, 0.038 mmol),
(9,9-dimethyl-9H-xanthene-4,5-diyi)bis(diphenylphosphine) (78.5 mg, 0
136 mmol), and 30 IV,N,Y,N'-Tetramethylethylenediamine (0.22 rnL, 1.4
mmol) were added successively to a mixture of 61244- brom o-3
-fluoropheny Dimidazo [1,2- b] [1,2,4] -triazin-7-ylimethylquinoline (480
mg, 1.10 mmol) in IV,N-dimethylformamide (8.7 inL) in a microwave tube.
The tube was sealed and degassed three times and heated to 160 C
under microwave irradiation for 500 s. Most of the solvent was removed
under reduced pressure and the residue was dissolved in ethyl acetate,
washed with aqueous 



35 sodium bicarbonate, water and brine, and dried over magnesium
sulfate. Filtration and concentration afforded a residue which was purified
on a silica gel column with methanol in dichloromethane (0-6 %) to give
the desired product. (90%) LCMS: (M+H)- 381.0.  WO
2008/064157PCT/11S2007/0 5100 Step W.
2-Fittoro-4-17-(quinolin-6-ylmethyl)imiclazo[1,2-bfil,2,11triazin-2-yl]benzoic
acid
2-Fluoro-4-[7-(quinoiin-6-ylmethyl)imidazo[1,2-b][1,2,4]triazin-2-yl]benzonit
rile (750 mg, 2 mmol) in a concentrated solution of hydrochloric acid (5.0
mL, 53 mmol) and water (1.0 mL) was 5 stirred at 105 C, overnight. The
solvent was removed under reduced pressure and the resultant residue
was washed with water and filtered to provide the crude product which
was directly used in next reaction step without further purification. LCMS:
(MH-H) = 400.0. Step 11.
2-Fluoro-N-methy1-417-(quinolin-6-ylmethyPitnidazo[1,2-bifi,2,4itriazin-2-y
libetzzatnide 10
2-Fluoro-4-[7-(quinolin-6-ylmethyflimidazo[1,2-b][1,2,4]triazin-2-Abenzoic
acid (0.350 g, 0.876 mmol) and
(benzotriazol-1-yloxy)tripyrrolidinophosphonium hexafluorophosphate (540
mg, 1,0 mmol) in ATA-dimethylfonnamide (5.0 mL) were stirred at ambient
temperature for 3 min. A solution of 2M methylamine in THF (3.0 nth) was
slowly added at 0 C followed by triethylamine (0.61 mL, 4.4 mmol) and the
reaction mixture was stirred for 2 h at ambient temperature. The reaction
mixture 15 was concentrated under reduced pressure to afford a yellow
solid. Water (1.0 mL) was added and the solid was filtered and washed
with acetonitrile and water. The yellow solid (260 mg) was shown to he the
desired product by LCMS as the free base. The solid was then treated
with 1.05 equivalents of hydrochloric acid to form the hydrochloric acid
salt. The mother liquor was further purified by preparative HPLC to give
another batch of the product. 90 0/s) LCMS: (M-1-11)= 413.0. 20 Example
8: 244-Bromo-3-fluoropheny1)-7-[(4-methorypbenyl)thiojimidazo[1,2-bi
[1,2,4] triazine  Step I. I-172,2-ditnetharyethyl)thio]-4-ntethaky6enzene To
an ice cooled solution of sodium ethoxide (3.26 g, 48.0 mmol) in ethanol
(25.0 mL) was 25 slowly added 4-methoxybenzenethiol (6.73 g, 48.0
mmol). The reaction mixture was stirred for 15 Mut
2-Bromo-1,1-dimethoxyethane (5.64 mL, 48.0 mmol) was added, and the
reaction mixture was refluxed for 2 h. After the precipitate was isolated by
filtration, the mother liquor was evaporated under reduced pressure. The
resultant residue was diluted with diethyl ether (100 mL) and washed with
water and brine, dried over sodium sulfate, filtered, and concentrated to
give the desired crude 30 product (11.0 g) which was directly used in next
step reaction without further purification. 1H-NMR (400 MHz, CDC';): 7.40
(m, 2H), 6.85 (m, 211), 4.47 (t, J = 5.6 Hz, 1H), 3.80 (s, 3H), 3.34 (s, 614),
3.01 (d, J = 5.6 Hz, 2H).  WO 2008/064157PCT/US2007/085100 Step 2.
[(4-methoxyphenyt)thie acetaldehyde 



1-[(2,2-Dimethoxyethyl)thio]-4-methoxybenzene (11.0 g) was dissolved in
1% aqueous hydrochloric acid (60 mL) and acetone (30 mL). The reaction
mixture was refluxed for 2 It Acetone was removed under reduced
pressure and the residue was neutralized with aqueous sodium 5
bicarbonate and extracted with ethyl acetate. The organic layer was dried
over sodium sulfate, filtered, and concentrated under reduced pressure.
The residue was purified by flash chromatography on silica gel with 20%
ethyl acetate in hexancs to afford the desired product (8.5 g, 97%).
IFINMR (400 MHz, CDCI3): 9.55 (t, J = 4.2 Hz, IN), 7.36 (m, 2H), 6.84 (m,
21-1), 3.79 (s, 3H), 3,40 (d, J = 4.2 Hz, 2H). 10 Step 3.
2-(4-brome-3-Itupropheny0-7-114-methcayphenAthiolimidazo[1,2-16111,2
,4firiazt       To a cooled (0 C) reaction mixture of
[(4-methoxypheny1)thiolacetaldehyde (36.4 mg, 0.2 mmol) and D-proline
(4.6 mg, 0.04 mmol) in chloroform (1.2 inL) was added
N-chlorosuccininaide. (26.7 mg, 0 2 unit). The reaction mixture was stirred
at 0 C for 30 min, then gradually warmed to RT for 2 h. To the reaction
mixture was added [6-(4-bromo-3-fluorophenyI)-1,2,4-triazin-3-amine 15
(26.9 mg, 0.1 mmol). The reaction mixture was stirred for 1 h. The solvent
was removed under reduced pressure. The residue was dissolved in
isopropanol (2 mL) and heated at 100 C. overnight. After cooling, the
reaction mixture was filtered and the filtrate was purified by RP-HPLC
(pH=10) to afford the desired product. LCMS: Ov1+14)+= 431.0. 20
Example 9:
2-Fluoro-4-(3-1(4-methoxyphenyMhiolimidazo1E2-alpyrimidin-6-y1)-Nmet
hylbenzamide  Step 1.
4-(2-aminopyrimidin-5-y1)-2-fluoro-N-methy1benzatnide A mixture of
4-bromo-2-fluoro-N-methylbenzamide (900 mg, 3.9 mmol), 5-(4,4,5,5- 25
tetramethyl- 1.3.2-di oxaborolan-2-Apyrimidin-2-amine (710 mg, 3.2
mmol), tetrakis(triphenylphosphine)palladium (100 mg, 0.1 mmol) and
potassium carbonate (1.3 g, 9.7 mmol) in toluene (6.0 mL) and ethanol
(3.0 mL) and water (3.0 mL) was heated at 110 C for 2 hours. After
cooling to RT, the reaction mixture was quenched with water and
extracted with diethyl ether. The solid was filtered and washed with water
and diethyl ether to afford the desired product (720 mg). 30 Step 2.
2-fluoro-4-(3-114-methoxyphenyOthig intidazo f
,2-ajpyrimidin-6-y1)-N-tnethylbenzatnide       This compound was prepared
using procedures analogous to those for Example 8. LCMS: (M+IO=
409.0.  WO 2008/064157PCT/US2007/085100 Example 10:
2-chloro-4-3-1(4-methoxyphenypthiolimidazolE2-alpyrimidin-6-yl-Nmethylh
enzamide  5This compound was prepared using procedures analogous to
those for Example 8. LC:MS: (M+1-1)= 425.0/427.0. 



Example 11:
2-Fluoro-N-methyl-4-13-(quinolin-6-ylthio)imidazoll,2-alpyrimidin-6-
yllbenzamide  10 Step I.
2-1Thoro-4-inudazo[1,2-4pyritnidin-6-yl-N-methylbenzamide       A mixture
of 4-(2-aminopyrimidin-5-y1)-2-fluoro-N-methylbenzamide (123 mg, 0.5
mmol) and chloroacetaldehyde (0.318 mL, 2.5 mmol) in isopropyl alcohol
(4 mL) was stirred at 90 C for 4 h. The solvent was removed under
vacuum and the residue was triturated with ethyl acetate and 15 hexancs.
The solid formLd was collected and dried under reduced pressure to give
the desired product (120 mg, 88.8%). LCMS: (M+H)= 271.0. Step 2.
443-Promoitnidazo[1,2-cdpyrimidin-6-y0-27fittoro-Ar-tnethylbenzamitte
Bromine (17.4 uL, 0.338 minol) was added to a mixture of sodium acetate
(40.3 mg, 0.491 20 mmol) and
2-fluoro-4-imidazo[1,2-a]pyrimidin-6-yi-N-methylbenzamide (83.0 mg, 0.
307 mmol) in acetic acid (2.6 mL) and the reaction mixture was stirred at
ambient temperature for 30 min. The solvent was removed under reduced
pressure. The residue was dissolved in ethyl acetate and washed with
saturated sodium bicarbonate and brine, dried Over sodium sulfate,
filtered, and concentrated. The residue was purified by chromatography
on silica gel with ethyl acetate in dichloromethane (0- 25 50%) to afford
the desired product (95 mg, 88.6%). LCMS: (M+1-1)= 348.8/350.9. Step
3. quinottine-6-thiol       To a solution of 6-bromoquinoline (0.81 g, 3.89
mmol) in 181,1X-dimethylacetamide (4 inL) was added sodium methyl
mercaptide (2.0 g, 28.5 mmol). The mixture was heated at 150 C for 2 h.
WO 2008/064157PCT/US2007/085100 After cooling, the mixture was
diluted with ethyl acetate, and neutralized with aqueous IN hydrochloric
acid. The organic layer was separated and the aqueous layer was
extracted with ethyl acetate. The combined organic extracts were washed
with water and brine, dried over magnesium sulfate, filtered, and
concentrated under reduced pressure. The residue was directly used in
the next 5step without further purification. (0.50 g, 79%) LC1\48: (MI-II)} =
161.9, Step 4.
27fluoro-N-rnethyl-413-(quinolin-6-ylthiopmidazoll,2-akvrimidin-6-ylibenza
mide       N,N-Diisopropylethylamine (70 61, 0.4 mmol),
tris(dibenzylideneacetone)-dipalladium(0) (4.58 fig, 0.0050 mmol) and
(9,9-ditnethyl-9H-xanthene-4,5-diAbis(diphenylphosphine) (5.79 mg, 10
0.010 mmol) was added successively to a solution of
4-(3-bromoimidazo[1,2-alpyrimidin-6-y1)-2- fluoro-N-methylbenzamide
(69.8 mg, 0.2 mmol) in I,4-dioxane (0.42 lit) in a microwave tube. The tube
was sealed and degassed three times, and heated to 100C overnight.
After cooling, the reaction mixture was diluted with methanol, and filtered.
The filtrate was purified by RP-IIPLC (pli 10) to give the desired product.
LCMS: (Mt-H) 430.0. 



15 Example 12:
2-ehloro-N-methy1-4-13-(quinolin-6-ylthitOimidazolE2-alpyrimidin-6-
ylibenzamide             This compound was prepared using procedures
analogous to those for Example 11. LCMS: 20 (M+11) = 446.0 Example
13: Methyl
2-fluoro-4-[7-(quinolin-6-y1thiMimidazolE2-MIL2,41triazin-2-yllbenzoate
Step I. 6-112,2-dimethoxyethAthiokuinoline 25To a solution of
6-bromoquinoline (0.832 g, 4.0 mmol) in NN-d lethynteetamide (44) mL)
was added sodium methyl mereaptide (0.841 g, 12.0 mmol). The reaction
mixture was heated at 150 C, for 2 h. After cooling,
2-bromo-1,1-dhnethoxyethane (1.41 mL, 12.0 mol) was then added, and
the reaction mixture was diluted with ethanol (5 mL), and heated at 80 C
for 1 h. After the precipitated salt was isolated by filtration, the mother
liquor was evaporated under reduced pressure. The residue  WO
2008/064157PCT/IfS2007/085100 was diluted with diethyl ether (50 mL),
washed with water, brine, dried over sodium sulfate, filtered, and
concentrated. The residue was directly used in the next reaction step
without further purification. LCMS: (V+B)= 249.9. 5 Step 2.
Ominolin-6-ylthiqjacetaidehyde        6-[(2,2-Dimethoxyethyfithio]quinoline
(1.0 g) was dissolved in aqueous IN hydrochloric acid (6 nth) and acetone
(3 mL). The reaction mixture was refluxed for 3 h. Acetone was removed
under reduced pressure. The aqueous layer was neutralized with
saturated sodium bicarbonate and extracted with ethyl acetate. The
organic extracts were dried over sodium sulfate, filtered, and
concentrated. 10 The residue was purified by chromatography on silica
gel with 20% ethyl acetate in hexanes to afford the desired product.
LCMS; (M+H) = 204.0; (M++120)= 221.9; (M+Me0H) = 236.0. Step 3.
4-acety1-217untobenzonitrile NANcAP-Tetramethylethylenediamine
(0.667 mL, 4.42 mmol), zinc cyanide (1.46 g, 12.4 15 mmol),
tris(dibenzylideneactetone)dipalladium(0) (54.05 mg, 0.059 mmol) and
(9,9-dimethy1-9Hxanthene-4,5-diyfibis(diphenylphosphine) (124.3 mg,
0.215 mmol) was added successively to a solution of
1-(4-bromo-3-fluorophenyfiethanone (4.34 g, 20.0 mmol) in
N,I9-dimethylformamide (15 mL) in a microwave tube. The tube was
sealed and degassed three times, and heated to 160 C under microwave
irradiation with a 240 s hold time, and 300 Watt maximum power input.
After cooling, the 20 reaction mixture was filtered through a pad of Celite
with a thin layer of silica gel in the middle using diehloromethane as the
eluant. The combined filtrates were concentrated under reduced pressure.
The residue was purified by chromatography on silica gel with ethyl
acetate in hexanes (040%) to give the desired product. (3.20 g, 98.1%). 



25 Step 4. 4-acely1-21luorobenzoic acid        A suspension of
4-acety1-2-fluorobenzonitrile (2.42 g, 14.8 mmol) in aqueous hydrochloric
acid (20%, 100 mL) was refluxed (oil bath temperature: 110 C) overnight.
After cooling, the crystals formed were collected by filtration and dried to
give the desired product (2.16 g). The mother liquor was concentrated
under reduced pressure. The residue was washed with water and filtered
to give 300 30 nag of the desired product. (2,46 g, 91%) LCMS
(M+H)=182.9. Step 5. methyl 4-acety1-2-fluorobenzoate
4-Acetyl-2-fluorobenzoic acid (46.1 mmol, 0.0461 mol) in dichloromethane
(30 mL) was treated with oxalyl chloride (7.8 mL, 92 mmol) and
A(.11T-dimethylformamide (0.2 mL) at 0 C. The 35 reaction mixture was
stirred at ambient temperature for 3 h. The reaction mixture was
concentrated under reduced pressure and the residue was dissolved in
dichloromethane (50 taiL, 0.78 mol) and cooled to 0 'C. A solution of
methanol (4.7 mL) and triethylamine (16 inL, 120 mmol) was added.  WO
2008/064157PC171152007/085100 The reaction mixture was stirred at
ambient temperature for 1 h, washed with water aqueous IN hydrochloric
acid, and brine. The organic extracts were dried over magnesium sulfate,
filtered, and concentrated under reduced pressure. The residue was
purified by flash chromatography eluting with 20% ethyl acetate in
hexanes to afford the desired product. (5.64 g, 62.4%). 5 Shp 6 methyl
2fluoro-4-6,xoacetylThenzoate        A mixture of methyl
4-acetyl-2-fluorobenzoate (1.6 g, 8.2 mmol) and 8.8M hydrogen bromide
in water (2.8 mL) in dimethyl sulfoxide (20 ml.,) was stirred at 60 C
overnight. After cooling, the mixture was poured into ice-water. The
reaction mixture was extracted with diethyl ether. The 10 combined
organic extracts were washed with brine, dried over sodium sulfate,
filtered and concentrated to yield the desired product which was used in
the next reaction step without further purification. (1.60 g, 93.3%). Step 7.
methyl 4-(diethoxyacety1)-2-11uorobenzoate 15A mixture of methyl
2-fluoro-4-(oxoacetyflbenzoate (6.0 g, 0.028 mol), ethyl orthoformate (12.0
mL, 0.071 mol), and p-toluenesulfonic acid monohydrate (200 mg) in
toluene (60 mL) was heated under reflux for 4 h. After cooling, the
reaction mixture was concentrated under reduced pressure to give the
desired product which was used in the next step without further
purification. 



20 Step 82-fluoro-4f3-(methylthio)-J,2,4-triazin-6-yUhenzhate        Methyl
4-(diethoxyacety0-2-fluorobenzoate (3.0 g, 0.01 mol) was dissolved in
ethanol (30 mL). Thiosemicarbazide (1.2 g, 0.013 mol) and
p-toluenesulfonic acid monohydrate (100 mg) were added to the reaction
mixture. The reaction mixture was heated at 90 C for 2 h. After cooling,
the reaction mixture to ambient temperature methyl iodide (3 nit, 0.05 mot)
was added, The reaction 25 mixture was stirred at RT for 2 h, and then
concentrated under reduced pressure. The residue was dissolved in
acetic acid (50 mL), and heated at 60 C for 2 h. The reaction mixture was
concentrated under reduced pressure. The residue was taken up in
methanol and the precipitate was collected by filtration and dried under
reduced pressure to give the desired product. (1.2 g, 41%). 30 Step 9
methyl 443-amino-I,2,4-triazm-6-y0-27fluorobenzoate        To a solution of
methyl 2-fluoro-4[3-(methylthio)-1,2,4-triazin-6-ylibenzoate (1.2 g, 4.3
mmol) in dichloromethane (90 mL) at 0 C was added slowly a solution of
m-chloroperbenzoic acid (1.5 g, 6.4 mmol) in dichloromethane.(5.0 ml)
The reaction mixture was stirred at 0 C for 2 h, and quenched with
saturated aqueous sodium thiosulfate. The organic layer was separated,
washed with 35saturated aqueous sodium bicarbonate, water, brine, dried
over sodium sulfate, filtered, and concentrated under reduced pressure to
yield the desired intermediate. LCMS: 295.9 (MAI). A mixture of the above
intermediate and a 2M solution of ammonia in isopropyl alcohol 20  WO
2008/064157PCT/US2007/085100 mL) was stirred at ambient
temperature for 2 h. The solid formed was collected by filtration and
washed with isopropanol to provide the desired product. (700 mg, 60%)
LCMS: 248.9, 267.0. Step 10. methyl
2litioro-4-[7-(quinolin-6-ylthip)inildarp[1,2-171 [1,2,4Jthazin-2-yllbenzoate
5 To a cooled (0 C) mixture of (quinolin-6-ylthio)acetaldehyde (40.6 mg,
0.2 mmol) and Dproline (4,6 mg; 0.04 mmol) in chloroform (1.0 mL) was
added W-chlorosuccinimide (26.7 mg, 0.2 mmol) with stirring. The mixture
was stirred at 0 C for 30 min, then gradually warmed to ambient
temperature for 2 h. To the mixture was added methyl
4-(3-amino-1,2,4-triazin-6-y1)-2-fluorobenzoate (24.8 mg, 0.1 mmol). The
reaction mixture was stirred for 1 h. The solvent was removed under 10
reduced pressure. The residue was dissolved in isopropanol (2 mL) and
heated to 100 =C overnight. After cooling, the mixture was filtered and the
filtrate was purified by RP-HPLC (PH 10) to afford the desired product.
LCMS: (M+H)= 432.3. Example 14:
2-(4-Bromo-3-fluoropheny1)-7-(4-methotyphenoxy)i inidazo [1 ,2-
b1[1,2,41triazine 15  o ok .... ...... 



Step 1. (4-methoxyphenarytatetaldehyde
1-(2,2-Diethoxyethoxy)-4-methoxybenzene (4.8 g, 20 mmo0 was
dissolved in 1% aqueous HC1 (30 mL) and acetone (15 mL). The reaction
mixture was heated under refluxed for 2 h. Acetone was removed under
reduced pressure. The aqueous mixture was neutralized with saturated
sodium 20 bicarbonate, and extracted with ethyl acetate. The organic
layer was dried over sodium sulfate, filtered, and concentrated. The
residue was dried under reduced pressure to afford the desired product
which was used in the next step without further purification. (3.30 g,
99.3%). Step 2.
2-14-bromp-37fluoropheny0-7-(4-methoxyphenoxyilmidazoll,2-bif1,2,4]tria
zine 25 To a cooled (0 C) mixture of (4-methoxyphenoxy)acctaldehyde
(33.2 nig; 0.2 nnnoli) and Dproline (4.6 mg, 0.04 minol) in chlorofoim (1.0
mL) was added ALehlorosuceinimide (26.7 mg, 0.2 mmol) with stirring.
The mixture was stirred at 0 C for 30 min, then gradually warmed to
ambient temperature for 2 h. To the reaction mixture was added
6-(4-bromo-3-fluoropheny1)-1,2,4-triazin-3- amine (26.9 mg, 0.1 mmol).
The reaction mixture was stirred for 1 h and then the solvent was 30
removed under reduced pressure. The residue was dissolved in
isopropanol (2 mL) and heated to 100 C overnight. After cooling, the
mixture was filtered and the filtrate was purified by RP-HPLC (pH 10) to
afford the desired product LCMS: (M+H)= 415.0/416.9.  WO
2008/064157PCT/US20071085100 Example 15:
344-Methoxyphenoxy)-6-(4-methyl4H-pyrazol-1-yllimidazolE2-alpyrimitline
Step 1. 544-methyl-IH-pyrazol-111)pyrimidin-2-amine A suspension of
4-methyl-1H-pyrazole (0.72 g, 0.0088 mol), 5-bromopyrimidin-2-amine
(1.3 5 g, 7.3 mmol), copper(T) iodide (58.2 mg, 0.306
mmoi),18,N-dimethylcyclohexane-1,2-diamine (0.193 nil., 1.22 mmol),
potassium carbonate (1.77 g, 12.8 mmol) in N,N-dimethylformamide (5.0
mL) was irradiated under microwave at 180 'C for 1 Ii. After cooling, the
mixture was purified by chromatography on silica gel with methanol in
methylene chloride (0-10%) to afford the desired product. LCMS: (M'1-H)
= 176.0. TO Step 2.
3-(4-methoxyphenoxy)-6-(4-methyl-1H-pyrazol-1-yOuniciazo[1,2-alpyrimid
ine       This compound was prepared using procedures analogous to
those for Example 14. I .CMS: (6.1+11) = 322.0. 15 Example 16:
6-(4-Bromopheny1)-3-(4-methoxyphenoxy)imidazo [1,2-al pyrimidine
Step 1. (2Z)-2-(4-bromopheny1)-3-(iiimethylan no)awytalciehyde 



Phosphoryl chloride (55.0 mL, 590 mmol) was added dropwise to
N,N-dimethylfoimamide (80.0 mL) at 0 'C. The reaction mixture was stirred
at 0 C1 for an additional 30 min after which 4- 20 bromophenylacetic acid
(43.0 g, 200 minot) was added portion wise. The resulting mixture was
heated at 70 C overnight. After cooling, the reaction mixture was added
slowly to a mixture of ice and water with external cooling. Ice was added
intermittently to keep the temperature < 10 C. When the quenching was
complete, potassium carbonate and ice were added slowly until pH 11
was achieved. Small quantities of ethanol were added to control frothing.
To the alkaline mixture was 25 added toluene (120 mL), and the reaction
mixture was refluxed for 1.5 hours and cooled to ambient temperature.
The aqueous layer was extracted with toluene (2850 tit). The combined
organic extracts were washed with water, dried over sodium sulfate,
filtered, and concentrated under reduced pressure. The residue was
recrystallized from dichloromethane/hexanes to give the desired product.
(26.5 g, 52%) LCMS: (84,-H)= 281.0/283.0. 30  WO
2008/064157PCT/US2007/085100 Step 2.
5-(4-bromophenyOpyrimidin-2-amine       A mixture of
(Z)-2-(4-bromopheny1)-3-(dimethylamino)acry1a1dehyde (1.27 g, 5
mmol), guanidine hydrochloride (0.525 g, 5.5 mmol) and potassium
carbonate (1.38 g, 10 mmol) in ethanol (10 mL) was heated at 80 C
overnight. After cooling, the reaction mixture was filtered, washed with 5
methanol and water, and dried under high vacuum to give the desired
product (1.2 g, 96%). LCMS: (M+1111) = 249.9/251.9. Step 3.
6-(4-bromopheny0-344-methoxypherthxylimidazo[1,2-4pyrimidine       This
compound was prepared using procedures analogous to those for
Example 14. LCMS: (M )= 395.9/397.9. Example 17:
2-ehloro-N-methyl-443-(quinolin-6-yloxy)imidazolla-alpyrimidin-6-
ylibenzamide  15Step I. 6-(2,2-dimethox.,vetho.,g)quincline       To a
cooled (0 C) solution of quinolin-6-01 (5.81 g, 40 mmol)
inAiVdimethy1formainide (30 mL) was slowly added a IM solution of
sodium hexamethyldisilazane in THE (40 mL, 40 mmol). The mixture was
stirred for 15 min after which 2-bromo-1,1-dimethoxyethane (5.18 InL, 44
mmol) was added, The reaction mixture was then refluxed conditions for 6
h. The solvent was evaporated under 20 reduced pressure. The residue
was diluted with diethyl ether (100 mL) and washed with water, brine,
dried over sodium sulfate, filtered, and concentrated. The residue was
purified by flash chromatography eluting with ethyl acetate in hexanes.
(0750%) to give the desired product. (9 g, 96%) LCMS: (MTIT)= 233.9. 25
Step 2. 2-(quinolin-O-yloxi)acetaldehyde
6-(2,2-dimethoxyethoxy)quinoline (9.0 g) was dissolved in aqueous IN
hydrochloric acid (60 mL) and acetone (30 mL). The reaction mixture was
heated under reflux for 3 h. Acetone was removed under reduced
pressure. To the residue was added ethyl acetate, and the solution was
neutralized with aqueous IN NaOH. The organic layer was washed with
brine, dried over sodium 30 sulfate, filtered, and concentrated to afford the
desired product which was used in the next step without further
purification. (4.8 g) LCMS: (M.H20)= 205.9, and (MTMe0H) = 219.9. 



Step 3. 2-chloro-N-methy1-4-[3-(4dazo[1,2-4py ic 6-yIJbenzamide  WO
2008/064157PCT/11S2007/085100        This compound was prepared
using procedures analogous to those for Example 14. LCMS: (IM+H)=
430.0/432.0    Example 18:
2-Fluoro-N-methyl-4-13-(1-cminolin-6-yleyelopropyl)imidatM1,2-a]pyrimidi
n-6- 5 yllbenzamide  Step I. quinolin-6-ylaeetonitrile       To a mixture of
(9,9-dimethy1-9H-xanthene-4,5-diy1)bis(diphenylphosphine) (6.7 g, 12
mmol), tris(dibenzylideneaceione)dipalladium(0) (10 g, 12 mmol),
6-bromoquinoline (120 g, 577 mmol) in N,N-dimethylformamide (360 mL)
in a 3-neck yound bottom flask with stirring under positive nitrogen
pressure was added (trimethylsily0acetonitrile (98.7 mL, 721 mmol);
followed by zinc difluoride (42 g, 400 mmol). The flask was sealed under
an atmosphere of nitrogen. The reaction mixture was stirred at 105 C for
20 h. After cooling the solution to RT, the reaction mixture was quenched
with an aqueous ammonia solution and extracted with ethyl acetate
(3x500 mL). The 15 combined organic extracts were washed with brine,
dried over sodium sulfate, filtered, and concentrated under reduced
pressure. The residue was purified under flash chromatography eluting
with ethyl acetate in hexanes (0-65%) to afford the desired product. (70 g,
72.1%) LCMS: (M+H) = 168.9. 20 Step 2.
1-quinolin-6-yleyclopropanecarbonitrile       60 mL of 50% aqueous sodium
hydroxide was added to a mixture of 1-bromo-2-chloroethane (22.0 mL,
265 =ill), quinolin-6-ylacetonitrile (16.0 g, 66.6 mmol), and
benzyltriethylammonium chloride (990 mg; 4.3 mmol) at 50 C. The
reaction mixture was stirred at 50 C for 3 h. After cooling to RT, the
reaction mixture was poured into 100 mL water, and extracted with
dichloromethane 25 (3 x100mL). The combined organic extracts were
dried over sodium sulfate, filtered through a pad of silica gel eluting with
20% ethyl acetate in dichloromethane. The filtrate was concentrated to
give the desired product which was used in the next step without further
purification. (12.4 g, 96%). Step 3.
1-quinolin-6-ylcyclopropanecarbaldehyde 30Diisobutylaluminum hydride
(IM in THF, 96 niL, 96 mmol) was added to a solution of 1-
quinolin-6-ylcyclopropanecarbonitrile (12.4 g, 63.9 mmol) in toluene (120
mL) at -78 C. under an atmosphere of nitrogen. The reaction mixture was
allowed to warm to -5 to 0 `V, and stirred at that temperature for 3 h. The
reaction mixture was cooled to -60 'C. Isopropyl alcohol (10 mL) was  WO
2008/064157PCT/US2007/085100 



carefully added dropwise. After stirring for 30 min, the reaction mixture
was warmed to -5 to 0C. The reaction mixture was diluted with ethyl
acetate, quenched with water and extracted with ethyl acetate. The
combined organic extracts were washed with water, brine, dried over
sodium sulfate, filtered through a pad of silica gel eluting with 40% ethyl
acetate in hexancs. The filtrate was 5concentrated to yield the desired
product. (12 g, 95.1%). Step 4.
6-1-17E,-2-methoxyvinylkye1opropylquinoline       To a suspension of
chloro(methoxymethyl)triphenylphosphorane (3.5 g, 10 mmol) in
tetrahydrofuran (10 mI.) at -10C was added dropwise a solution of 1.0 M
potassium tert-butoxide in 10 tetrahydrofuran (10 mL). After the reaction
mixture was stirred at RT for 1 hour, the reaction mixture was cooled to
0C and a solution of 1-quinolin-6-yleyclopropanecarbaldehyde (500 mg,
2.5 mmol) in THF (5 inL) was added. The mixture was stirred at ambient
temperature for 1 h. The reaction mixture was filtered through a pad of
silica gel eluting with diehloromethane. The solution was concentrated and
the residue was purified by flash chromatography eluting with ethyl
acetate in hexanes (0-30% in 15 17 min) to afford the desired product
(450 mg, 78.8 %) LCMS: (M-(H) = 226.3. Step 5.
(1-quiewlin-6-yityc1opropyljacetaldehyde       To a solution of
6-1-[(E)-2-methoxyvinyl]cyclopropylquinoline (450 mg, 2.0 mmol) in THE
(30 mL) was added 3 ml of 10% aqueous HCI solution at ambient.
temperature with stirring. The 20 reaction mixture was stirred at ambient
temperature for 2 h, and then neutralized with saturated sodium
bicarbonate. The mixture was extracted with ethyl acetate. The organic
extract was washed with brine, dried over sodium sulfate, filtered, and
concentrated to yield the desired product which was used in the next
reaction step without further purification. (410 mg, 97.2 %) LCMS: (M + H)
212.2; (M + H20 a- H) = 230.2. 25 Step 6. chloroa
-quinolin-6-yleyclopropyl)acetaldehyde       To a mixture of
(1-quinolin-6-ylcyclopropyl)acetaldehyde (410 mg, 1.94 mmol), D-proline
(45 mg, 0.39 mmol) in dichloromethane (10 mL) cooled (0 C) was added
N-chlorosuccinimide (311 mg, 2.33 mmol) with stirring. The reaction
mixture was stirred at 0 C for 1 h, then gradually warmed 30 to RT. The
reaction mixture was quenched with water, extracted with
dichloromethanc. The combined organic extracts were concentrated and
the residue purified by flash chromatography eluting with ethyl acetate in
hexanes (0-25% in 18 min) to afford the desired product. (320 mg, 67.1%)
LCMS: (M + - 246.2; (M + H20 + H) = 264.2. 35 Step 7.
2-fluoro-N-Inethyl-4-[3-0-quino1in-6-ylcyclopropyljimidctzoll,2-alpyrimidin-6
-yl] benzamide A mixture of
4-(2-aminopyrimidin-5-y1)-2-tluoro-N-methylbenzamide (0.72 g, 2.9 mmol)
and
142-ehloro-l-hydroxy-2-(1-quinolin-6-ylcyclopropyflethylipyrrolidine-2,5-dio
ne (1.0 g, 2.9 mmol) in  WO 2008/064157M1/1182007/085100 ethanol (20
mL) was stirred at 105 C overnight. After cooling, the reaction mixture was
purified by RP-11PLC (pH = 2) to afford the desired product as the
trifluoroacetic acid salt. (1.0 g, 43.9%) LCMS: (M + H) = 438.0. 5 Example
19: 644-bromopheny1)-3-1(4-methoxyphenyl)thiolimidazoll,2-alpyrimidine 



This compound was prepared using procedures analogous to those for
Example 8, LCMS: (M+H)= 412.0/414.0; IH-NMR (400 MHz, CDC13):
8.83 (d, J= 2.5 Hz, 1H), 8.61 (A, .1= 2.5 Hz, lH), 8.18 (s. IH), 7.65 (m, 2H),
7.39 (in, 211), 7.14 (in, 211), 6.80 (m, 211), 3.75 (s, 3F1). 10 Example 20:
2-(4-fluoropheny1)-7-R4-melhoxyphenyl)thiolimidazoll,2-01[1,2,41triazine
4'rs          This compound was prepared using procedures analogous to
those for Example 8. LCMS: (M+H)= 353.0; 'H-NMR (400 MHz, CDC13):
8.88 (s, IH). 8.16 (s, 1H). 7.968.01 (in, 4H), 7.45 (in, 152H), 6.82 (n, 211),
3.76 (s, 3H). Example 21:
6-(1-16-13-Fluoro-4.41-methyl-2-oxo-2-pyrrolidin-1-ylethoxy)phenyllimidaz
ollaalpyrimidin-3-ylleyelopropyl)quinoline 0  20 Stepl.
4-12-ammopyrimidin-5-y0-2-fluorophenol A mixture of
5-bromopyrimidin-2-amine (3.3g,19 Irmo, (3-fluoro-4-
hydroxyphenyl)moronic acid (2.7 g, 17 mmoft,
tetrakis(triphenylphosphine)palladium (0.6 g, 0.5 mmol), sodium carbonate
(18.3 g, 172 nmiol) in ethanol (15 mL), water (5 mL) and toluene (15 nil.)
was heated at 120 "C for 3 h. The volatiles were removed under reduced
pressure. The residue was 25 diluted with Et0Ac, washed with water and
brine, dried over MgSO4, filtered, and concentrated to obtain the desired
product which was directly used in the next step.  WO
20081064157PCT/US20071085100 Step 2. ten-butyl
214-(2-aminopyrimichn-570-2-f1uorophenoxylpropionate       To a solution
of triphenylphosphine (0.315 g, 1.2 mmol) in tetrahydrofuran (THF, 5.0
mL) was added diethyl azodicarboxylate (0.19 mL, 1.2 mmol) and
tert-butyl (S)-2-hydroxypropanoate (292 mg, 2 mmol) followed by
4-(2-aminopyrimidin-5-y0-2-fluorepheno1 (0.20 g, 1.0 mmol) at RT (RT)
under nitrogen. The mixture was stirred overnight at RT, evaporated and
the residue was purified by chromatography on silica gel to afford the
desired product (0.24 g, 72%). LCMS: (M+H) - 334.1. 



1 0 Step 3. tert-butyl
242-fluoro-4-,(341-quinolin-6-ylcyclopropyljanidazo[1,2-alpyrinadin-6-
yllphenavipropanoate       A mixture of tert-butyl 214-(2-aminopyrin
din-5-y1)-2-fluorophenoxylpropanoate (0.33 g, 1.0 mmol) and chloro( I
-quinolin-6-yleyclopropyfiacetaldehyde (0.24 g, 1.0 mmol) in isopropanol
was heated at 100 C overnight. After cooling to RT, the mixture was
purified by RP-LIPLC (p11 2.0) to 15 afford the desired product (0.22 g,
42%). LCMS: (M+H)= 525.2. Step 4. 2-12-fluoro-4-0-(1-qi6-ylcyclo
opypimidazo[1,2-alpyrimidin-6- yliphenavy}propanoic acid tert-Butyl-2-
l2-fluoro-443-(1-quinolin-6-ylcyclopropyfiimidazo[1,2-a]pyrimidin-6- 20
yl]phenoxylpropanoate (100 mg, 0.2 mmol) was dissolved in a mixed
solvent of methylene chloride (5.0 mL) and trifluoroacetie acid (5.0 mL).
The solution was stirred at RT for 2 h. The volatiles were evaporated
under reduced pressure. The residue was co-evaporated with toluene
three times, and was directly used in next step. LCMS: (M1 H) = 469.1. 25
Step 5. 643-{6-13-fluoro-441-methyl-2-ato
7-pyrrolidin-l-ylethoxy)phenyliimidazo[1,2-a]pyrimidin3-ylicyclopropyl)quino
line       To a solution of
2-12-11tioro-4-[3-(1-quinolin-6-ylcyclopropyfinnidazo[1,2-a]pyrimidin-6-
yl]phenoxylpropanoic acid (59.1 inlr-F" 0.126 nunol) in
N,N-dimethylformamide (1.0 mL) was added
benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (56 mg, 0.126 minoB, 30 pyrrolidine (9.0 mg, 0.13
mmol) and NN-diisopropylethylaminc (0.1 mL) at RT. The mixture was
stirred at RT for 3 h, and then purified by RP-HPLC (pH 10) to afford the
desired product. LCMS: (M-H) = 522.0. Example 22: 6-11
46-(114-Pyrazol-1-yflimidazopyrimidin-3-yli cyelopropyll quinoline  WO
20081064157PCT/ES2007/085100 N N N Step I.
5-011-pyrazol-litOpyrimiclin-2-amine       A suspension of 111-pyrazole
(0.42 g, 0.0061 mol), 5-bromopyrimidin-2-amine (1.3 g, 7.3 mmol),
copper()) iodide (58.2 mg, 0.306 mmol),
N,N'-dimethylcyclohexane-1,2-diamine (0.193 mL, 5 1.22 mmol),
potassium carbonate (1.77 g, 12.8 mmol) in N,N-dimethylfonnamide (5.00
mL) was irradiated under microwave at 180 C for 1 h. After cooling, the
mixture was purified by chromatography on silica gel with methanol in
methylene chloride (0-10%) to afford the desired product. LCMS: (M+H) =
162.1. 10 Step 2.
6-{1-1641H-pyrazol-1-yObnitiazoll,2-alpyriatidin-3-ylkycloprop 11quincline 



A Mixture of 5-(1H-pyrazol-1-yfipyrimidin-2-amine (0.08 g, 0.5 mmol) and
chloro(1- quinolin-6-ylcyclopropyDaceraldehyde (0.1 g, 0.5 mind) in
isopropanol (15 nth) was heated at 90 C overnight. After cooling, the
mixture was purified by RP-HPLC (pH 10) to afford the desired product
LCMS: (M+11) = 353.1. 15 Example 23:
61146-(4-Methy1411-pyrazol-1-y0imidazo[1,2-alpyrimidin-3-
yl]eyelopropyllquinoline             This compound was prepared from
4-methyl-1H-pyrazole using procedures analogous to 20 those for
Example 22. LCMS: (M+H) = 367.1. Example 24:
N,N-Dimethyl-1-[3-(1-quinolin-6-ylcyclopropyl)imidazo[E2-aIpyrimidia-6-yI]
-1Hpyrazo1e-4-carboxamide  25 Step 1. ethyl 143-(1-quitiolin-6-ylc
opropyl)imidazo11,2-tdpvrimidin-6-yll-1H-pyrazole-3- carboxylate       This
compound was prepared from ethyl 111-pyrazole-3-carboxylate using
procedures analogous to those for Example 22, Steps 1 and 2. LCIX4S:
(MH) = 425.1.  WO 2008/064157PCT/US20071085100 Step 2.
113-(1-quinohn-6-ykyclopropydanadazo
[1,2-4p)n-6-yil-11-1-pyrazole-4-carboxylic acid Ethyl1- [3-(l
-quinolin-6-ylcyclopropyl)imidazo [1,2-a]pyrimidin-6-ylp 1H-pyrazole-4- 5
carboxylate (0.42 2, 1.0 nunol) was dissolved in methanol (10 mL), and
was treated with an aqueous solution of lithium hydroxide (0.048 g, 2.0
mmol) in water (5 mL). The mixture was stirred at 50 C for 2 h., cooled to
RT, neutralized with IN HO (2 mI). The volatiles were removed under
reduced pressure. The residue was co-evaporated with toluene (3x), and
dried to afford the desired product which was directly used in next step.
LCMS: (MH) = 397.1. 10 Step 3.
Nd\i-diniethy1-1-1-3-(1-quinolin-6-yecyclopropyl)
dazo[1,2-alpyr0midin-6:y47-M-pyrazole-4- carboxamide To a solution of 1-
[13-0-quinolin-6-yleyclopropypimidazo[1,2-a]pyrimidin-6-y11-1  El- 



pyrazole-4-carhoxyhc acid (50 mg, 0.13 mmol) in N,N-dimethylfonnamide
(1.0 mL) was added 15
benzotriazol-1-yloxytris(dimethylamint)ghosphonium heicafluorophosphate
(65 mg, 0.15 mmol), dimethylamine (2M in THF, 0.10 inL, 0.2 mmol) and
N,N-diisopropylethylamine (0.10 mL). The mixture was stirred at RT for 2
h, and purified by RP-IIPLC (pH 10) to afford the desired product. LCMS:
(M+14) -424.1. 20 Example 25:
N-11-(4-Methy1-1,3-thiazol-2-yl)ethyll-1-13-(1-quinolin-6-
yleyclapropyl)imidazo[E2-a]pyrimidin-Myll-111-pyrazole-4-earboxamide  (
RN           This compound was prepared from 1-[3-
(1-quinolin-6-yleyclopropyl)imidazo [1,2-
a]pyrimidin-6-y1]-1H-pyrazole-4-carboxylic acid using procedure
analogous to those for Example 24. 75 LCMS: (M+H) = 521.0. Example
26: N-Cyclohexy1-341-quinolin-6-yleyelopropypimalatolE2-aip3 midine-6-
earboxamide   WO 2008/064157PCT/U32007/085100 Step I. methyl
3-(1-quinolin-6-ylcyclopropyijintidazo[1,2-alpyrimiciine-6-carbarAtte        A
mixture of methyl 2-aminopyrimidine-5-carboxylate (153 mg, 1.0 mmol)
and chloro(1- quinolin-6-ylcyclopropypacetaldehyde (270 mg, 1.1 nunol) in
isopropyl alcohol (3 mL) was heated at 100 C for 4 11. After cooling to RT,
the mixture was diluted with methanol (3 nth) and subjected to 5
preparative RP-HPLC to afford the two regioisomers: methyl
3-(1-quinolin-6- yloyelopropyl)finiclazo[1,2-a]pyrimidine-6-earboxylatc
(Isomer-I, 45 mg, R, = 1.763 min.) and methyl
3-0-quinolin-6-ylcyclopropylnmidazo[1,2-a]pyrimidine-7-carboxylate
(Isomer-II, 89 mg, R, = 1.001 min.). LC:MS: (M+H) = 345.1. 10 Step 2.
3-(1-quinolitz-6-ylcyclopropy0imidazo17,2-alpyrimidine-6-carboxylic acid
A mixture of methyl 3-0
-quinolin-6-ylcyclopropyl)imidazo[1,2-alpyrimidine-6-carboxylate (14 mg,
0.040 mmol, isomer-I from Step 1), IM lithium hydroxide in water (0.16
mL), and methanol (1.0 mL) was stirred overnight at RT. The mixture was
neutralized with IN HC1 (0.16 mL) and concentrated under reduced
pressure. The residue was dried to yield the desired product which was 15
directly used in next step. LCMS: (MH) = 331.0. Step 3.
N-cyclohocy1-3-11-quinolin-6-ylcyclopropylfitnidazo[1,2-alpyrimidine-6-car
boxartiide       Triethylamine ([3.9 jiL, 0.1 mmol) was added to a mixture of
3-0 -quinolin-6- ylcyclopropylnmidazo[1,2-a]pyrimidine-6-carboxylic acid
(8.26 mg, 0.025 mmol), (benzotriazol-1- 20
yloxy)tripyrrolidinophosphonium hexafluorophosphate (14.3 mg, 0.0275
mmol) and cyclohcxanamine (5.7 jtL, 0.05 mmol) in
N,N-dimethylfonnamide (0.5 mL) at RT. The mixture was stirred at RT for
2 h, and diluted with methanol (1.3 mL). The resulting solution was
purified by RPHPLC to give the desired product. LCMS: (M=H) = 412.1.
25Example 27:
3-(1-Quinolin-6-yleyelopropy1)-N-(tetrahydrofuran-2-ylmethyl)imidazolE2- 



alpyrimidine-6-carboxamide       This compound was prepared from
3-(1-quinolin-6-ylcyclopropypimiciazo[1,2-a]pyrimidine6-carboxylic acid
using procedure analogous to those for Example 26. LCMS: (M+H) -
414.1. 30 Example 28:
N-Cyelobuty1-413-(1-quinolin-6-yleyclopropyl)imidamll,2-ajpyrimidin-6-
yllbenzamide  WO 2008/064157PCT/US2007/0N5100  Step tert-butyl
4-(2-aminopyrimiditt-5-yObenzoate       Sodium carbonate (0,636 a, 6.0
mmol) in water (2.0 mL) was added to a mixture of 5-
bromopyrimidin-2-amine (0.348 g, 2.0 mmol),
[4-(tert-butoxycarbonyl)phenyl]boronic acid (0.533 g, 5 2.4 nimol) and
tetrakis(hiphenylphosphine)palladium (69 mg, 0.06 mmol) in ethanol (3
mL) and toluene (3 mL). The mixture was heated at 120 C for 3 h. After
cooling to RT, the mixture was diluted with Et0Ac and washed with water
and brine. The organic layer was dried over Na2SO4, filtered and
concentrated under reduced pressure to afford the desired product (470
mg, 86.6%) which was directly used in next step. LCMS: (ItAllH) = 272.1.
IO Step 2. tert-butyl
4-13-0-quinolin-6-ylcyclopropypimidazoirl,2-akyrimidin76-yUberizoate
A mixture of tert-butyl 4-(2-aminopyrimidin-5-Abenzoate (0.144 g, 0.531
mmol) and chloro(1-quinolin-6-ylcyclopropyl)acetaldehyde (0.156 g, 0.637
mmot) in isopropyl alcohol (3 mL) was heated at 90 C overnight. The
mixture was adjusted to pH = 9 using triethylamine, solvent was 15
removed and the residue was purified by chromatography on silica gel
using MeOLI in methylene chloride (0-5%) to afford the desired product
(125 mg, 50.9%). LCMS: (M411) = 463.1. Step 3. 4-[3-0
-quinolin-6-yltyclapropyljanictazol 1,2-alpyritnidin-6-4 benzoic acid
tat-Butyl-413-0
-quinolin-6-yleyclopropyfiimidazoi_1,2-a]pyrimidin-6-yl]benzoate (0.125 g,
20 0.27 nimol) was treated with 4M HCI in 1,4-dioxane (1.5 mL) at RT for
3 h. The mixture was decanted. The solid was washed with ether and
dried to give the desired product as HC1 salt (129 mg, 99.5%) which was
directly used in next step without further purification. LCMS: (M-111) =
407.1. Step 4. At-c_velobtay1-4 13-0
-quinolin-6-ylcyclopropyOunidazo[],2-alpyritnidin-6-yU benzantide 25
N,N-Diisopropylethylamine (30.0 ttL, 0.172 mmol) was added to a mixture
of 413-0 - quinolin-6-ylcyclopropyfiimidazo[1,2-a]pyrimidin-6-ylThenzoic
acid dihydrochloride (18.5 mg, 0.0386 mmol), cyclobutanamine (4.12 mg,
0.0579 mmol) and benzotriazol-1- yloxytris(dimethylamino)phosphonium
hexafluorciphosphate (20.5 mg, 0.0463 mmol) in N,Ndimethylfornramide
(1 mL). The mixture was stirred at RI for 3 h, and diluted with methanol
(0.8 



30 mL). The resulting solution was purified by RP-HPLC (pH 10) to give
the desired product. LCMS: (M-H) = 460.1.  WO
2008/064157PCT/US2007/085100  Example 29: 6-0 -16-
[4-(Azetidin-l-ylcarbonyl)phenyll imidazo f yl) cyclopropyl)quinoli ne
This compound was prepared from 443-0 -quinolin-6-y icyc
opropylMnidazo [1,2- a]pyrimidin-6-ylibenzoic acid dihydrochloride using
procedures analogous to those for Example 28. LCMS: (M-114) = 446.1.
Example 30:
N,N-Dimethy1-4-13-11-quinolin-6-ylcyclopropypimidazo[l,2-alpyrimidin-6-
ylibenzamide 0 10          This compound was prepared from
443-(1-quinolin-6-yleyelopropyeimiclazo[1,2- alpyrimidin-6-yl]benzoic acid
dihydrochloride using procedures analogous to those for Example 28.
LCMS: (M-41) = 434.1.  Example 31:
443-(1-Quinolin-6-yleyclopropyl)imidazo[1,2-a]pyrimidin-6-y11-N(tetrahydr
ofuran-2-ylmethyl)benzamide N N N 



This compound was prepared from
443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-      a]pyrimidin-6-yl]benzoic
acid dihydrochloride using procedures analogous to those for Example 28.
20 LCMS: (M+H) = 490.1. Example 32:
N-(1-Benzylpyrrolidin-3-y1)-N-methy1-443-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-alpyrimidin-6-ylibenzamide  WO
2008/064157PCT/ITS20071085100       This compound was prepared
from 4-[3-(1-quinolin-6-ylcyclopropypirnidazo[1,2- a]pyrimidin-6-Abenzoic
acid dihydrochloride using procedures analogous to those for Example 28.
LCMS: (M+H) - 579.2. Example 33:
N-(l-Pyridin-2-ylpiperidin-4-y1)-4-13-(l-quinolin-6-yleyelopropyl)imidazo[1,2
- alpyrimidin-6-yl]benzamide          This compound was prepared from
4-[3-(1-quinolin-6-y Icyclopropyl)imidazo [1,2- 10 a]pyrimidin-6-yl]benzoie
acid dihydroehloride using procedures analogous to those for Example 28.
LCMS: (1\41+H) =566.2. Example 34: N-(J
-Pyridin-2-ylethyl)-4-[3-(1-quinolin-6-yleyelopropypimidazo[1,2-alpyrimidin
6-yl]benzamide       This compound was prepared from
443-(1-quinolin-6-ylcyclopropyl) imidazo [1. ,2- a]pyrimidin-6-ylThenzoie
acid dihydrochloride using procedures analogous to those for Example 28.
LCMS: (M+H) = 511.1. 20 Example 35:
6-11-16-(4-[(38)-3-Fluoropyrrolidin-1-y1l earbonylphenyllimidazopyrimidin-
3-yll eye lopropylly uinoline 0   WO 2008/064157PCT/US2007/085100
This compound was prepared from
413-(1-quinolin-6-ylcyclopropyl)imidazo[1,2- alpyrimidin-6-yllbenzoic acid
dihydrochloride using procedures analogous to those for Example 28.
LCMS: (M+H) = 478.1. 5 Example 36: N-11-(Methoxymethyl)eyclobutyll
-4-13-(1-quinolin-6-ylcyclopropyl)imidazo [1,2- a]pyrimidin-6-yllbenza mide
Ni 



This compound was prepared from 443-0 -quinolin-6-ylcycl
opropylfimidazo [1,2- a]pyrimidin-6-ylibenzoic, acid dihydrochloride using
procedures analogous to those for Example 28. 10 LCMS : (M+H) = 504.1
Example 37: N-(l -Pyridin-2-ylpyrrolidin-3-y1)-4-113-(I
-quinolin-6-yleyelopropyl)imidazo [1,2- a]pyrimidin-6-yl] benzamide
15Step 1. tert-butyl (1-pyridit2-2-ylpyrrolidin-3-yl)carbanutte        A mixture
of 2-fluoropyridine (1.0 g, 10.3 mmol) and tert-butyl
pyrrolidin-3-ylearbamate (1.80 g, 9.66 mmol) was heated at 120 C for 5 h.
After cooling to RT, the solid formed was treated with ether, filtered, and
washed with ether. The solid was collected and dried to give the desired
product (2.50 g, 98.2%). LCMS: (M+H) = 264.1. 20 Step 2.
1-(pyridin-2-y1,)pyrro1idin-3-umine dihydrochtoride       tert-Butyl
(1-pyridin-2-y1pyrrolidin-3-y1)earbamate (2.5 g) was dissolved in
methanol (4 mL) and was treated with 4M hydrogen chloride in
1.4-dioxane (8 mt). The mixture was stirred overnight at RT. The solvents
were evaporated under reduced pressure. The residue was washed with
ether and 25 dried to give the desired product (2.1 g, 92%). LCMS:
(M+H)= 164.1, Step 3.
N-0-pyridin-2.-ylpyrro1idin-3-y0-413-(1-quinolin-6-yleyclopropyljimidazo[1.
2-4pyrimidin6-yllbenzamide  WO 2008/064157PCl/US2007/085100
This compound was prepared from 4-[3-(1 -quinolin -6-ylcy
clopropyl)imidazo[ 1 ,2- a]pyrimidin-6-yllbenzoic acid dihydrochloride using
procedures analogous to those for Example 28. LCMS: (M+H) = 552.2. 5
Example 38: 6-11
46-144(3-Pyridin-2-ylpyrrolidin-l-yl)carbonyllphenyllimidazoll,2- al
pyrimidin-3-ylleyelopropyll quinoline           This compound was prepared
from 4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2- a]pyrimidin-6-ylibenzoie
acid dihydrochloride using procedures analogous to those for Example 28,
10 ECMS: (M+1-1) = 537.2. Example 39:
6-11-[6-(4-[(3S)-3-(Pyridin-2-yloxy)pyrrolidin-l-yllearbonylplienyllimidazo[1,
2- alpyrimidin-3-yl]eyelopropyllquinoline  15 Step I.
(S)-2-(pyrrolidin-3-yloxy)pyridine dihydrochloride 



To a solution of tert-butyl (S)-3-hydroxypyrrolidine-l-carboxylate (0.936 g,
5.0 mmol) in N,N-dimethylfonnamide (5 mE) was added sodium hydride
(0.3 g, 7.5 mmol). The mixture was stirred at RT for 30 min followed by
addition of 2-fluoropyridine (0.5 g, 5.15 mmol). The mixture was heated at
80 C overnight. After cooling to RT, the mixture was poured into ice-water,
and extracted 20 with Eit0Ac (3x20 nth). The combined organic layers
were washed with brine, elided over Na2SO4, filtered, and concentrated
to give the crude product. LCMS: (MH-56) = 209.1.       The above product
was treated with 4M of hydrogen chloride in 1,4-dioxane (4.0 mL) and
stirred at RT for 1 h. Ether (10 mL) was added and the solvent was
decanted. The solid was washed with ether and dried to give the desired
product (1.07 g, 90.2%). 25 Step 2. 61116-14-113S.)-3-(py d
n-2-yloxy)pyrrolidin- -ylicarbonylphenylju ideatifi
,2-a]pyrimidin3-ylJcycIopropy0quinoline  WO
200K/064157PCPUS2007/085100       This compound was prepared from
4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2- a]pyrimidin-6-yl]benzoic acid
dihydrochloride using procedures analogous to those for Example 28.
LCAIS: (M+11) = 553.2. 5 Example 40:
N-12-(Pyridin-2-yloxy)ethylk4-13-(1-quinolin-6-yleyclopropyl)imidazo[1,2-
ajpyrimidin-6-yl]benzamide  Step I. tert-butyl
24pyritlin-2-yloxyjethytIcarbamate Diethyl azodicarboxylate (630 ill-, 4.00
mmol) was added to a mixture of 2-hydroxyp dine 10 (0.380 g, 4.0 mmol),
tert-butyl (2-hydroxyethyl)carbamate (0.322 g, 2.0 mmol) and
triphenylphosphine (1.05 g, 4.0 mmot) in THE (6.0 mL). The mixture was
stirred overnight at RT, and concentrated. The residue was
chromatographed on silica gel with Et0Ac hi hexanes to give the product
(0.353 g, 74.1%). LCMS: (M--FT) = 239.2. 15 Step 2.
2-(pyridin-2-ylavtethanamine dihydrochloride       tert-Butyl
2-(pyridin-2-yloxy)ethylcarhamate (0.353 g) was treated with 4M of
hydrogen chloride in 1,4-dioxane (0.6 mL) at RT for 1 h. The solvent was
evaporated under reduced pressure. The residue was washed with ether,
and dried to give the desired product (0.30 g, 96.8%). 20 Step 3.
N-1-2-(pyr din-2-yloxy)ethy11-413-0-quitiolin-6-yecyclopropyl)
cietzoll,2-alpyrintidin-6 yUbenzatnide       This compound was prepared
from 4- [3-(1-quinol in-6-ylcyclopropypimidazo [1,2-
a]pyrimidin-6-yl]benzoic acid dihydrochloride using procedures analogous
to those for Example 28. LCMS: (M+H) = 527.1 25 Example 41:
N-R-Methyl-2-(pyridin-2-yloxy)ethyll-443-(1-quinolin-6-
yleyclopropyllimidazo[1,2-a]pyrimidin-6-yl]benzamide 



WO 2008/064157PCT/US2007/085100       This compound was prepared
from tert-butyl (2-hydrox -propyficarbamate using procedures analogous
to those for Example 40. LOMS: (M+H) = 541.1.     Example 42:
N-(2-Phenoxyethyl)-443-(1-quinolin-6-y Icyclopropyl)imidazo[12-a]
pyrimidin-6- 5 yl benzamide        This compound was prepared from
4-[3-(1-quinofin-6-ylcyclopropyl)imidaw[1,2- ajpyrimidin-6-ylibenzoic acid
dihydrochlmide using procedures analogous to those for Example 28.
LCMS: (M+1-1) = 526.2. Example 43:
N-(1S)-2,2-Dimethy1-1-[(methylamino)carbonyl]propyl-4-[3-(1-quinolin-6-
yleyelopropyl)imidazo [1,2-a]pyrimidia-6-yl] benzamide    Step 1.
(2S)-3,3-dimethyl-2414-13-(1-quinolin-6-ylcyclopropyl) idazol 15
yljbenzoyliatninojbutannic acid &hydrochloride       Triethylamine (230 ttL)
was added to a mixture of 443-0 -quinolin-6-
ylcyclopropylfimidazo[1,2-alpyrimidin-6-yl]benzoic acid dihydrochloride
(162 mg, 0.339 mmol), teit-butyl (2S)-2-amino-3,3-dimethylbutanoate
hydrochloride (75.8 mg, 0.339 nunol) and
benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (165 mg, 0 373 mmol) in 20 methylene chloride (10
mL). The mixture was stirred at RI for 3 h, washed with NaHCO3 (7,5%)
and brine, dried over Na3SO4, filtered, and concentrated. The residue
[LCMS: (M-Nti) = 576.21 was treated with HC1 in 1,4-dioxane (4M, 1.0
mL) at RT for 3 11. The solvent was evaporated. The residue was washed
with ether and dried to give the desired product. 25 Step 2. N-(I
S)-2,2-dimethyl-1-ffinethylatninojearbonyllpropyl-4-113-11-quinoli 6
yleyclopropyl)intidazo[1,2-alnyritnidin-6-yllbenzamide
NN-Diisopropylethylamine (30.0 itL, 0.172 =al) was added to a mixture of
(2S)-3,3-
dimethy1-2-(443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yl]b
enzoylamino)butanoic  WO 2008/064157PCT/ES2007/085100 acid
dihydroehloride (15.4 mg, 0.0260 mmol),
benzotriazolThyloxytris(dimethylamino)phosphonium hexaflubrophosphate
(12.6 mg, 0.0286 mmol) and methylamine (2M in THE, 0.020 mL) in
N,Ndimethylformamide (1.0 mL). The mixture was stirred at PT for 3h, and
diluted with methanol (0.8 mL). The resulting solution was purified by
RP-HPLC (pH = 10) to give the desired product. LCMS: 



5 (M+H) = 5332, Example 44:
N-OS1-1-[(DimethylaminMearbanyll-2,2-dime lprop 1-4-13-(1-quinalin-6-
yleyelopropyl)imidazo[E2-alpyrimidiu-6-yllbenzamide
10Thiscompoundwaspreparedfrom(2S)-3,3-dimethy1-2-(4-[3-(1-quinolin-6
- ylcyclopropyl)midazo[1,2-a]pyrimidin-6-yl]benzoylamino)butanoic acid
dihydrochloridc using procedures analogous to those for Example 43.
LCMS: (M+H) = 547.2.      Example 45:
N-1(15)-I-(Azetidin-l-ylearbonyl)-2,2-dimethylpropyll-4-43-0-quinolin-6- 15
yleyclopropyllimidazo[1.2-a]pyrimidin-6-yllbenzamide
Thiscompoundwaspreparedfrom(2S)-3,3-dimethy1-2-(4-[3-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yl]benzoylamino)butanoic acid
dihydrochloride using procedures analogous to those for Example 43.
LCMS: (M+H) = 559.2. 20 Example 46:
N-Cyclopropy1-3-[3-(1-quinolin-6-yleyelopropypimidazol1,2-alpyrimMin-6-
yl]benzamide  Step I. ten-butyl 3-(2-cm )pyrimidin-5-yObenzoate  WO
2008/064157PCOUS2007/085100        Sodium carbonate (0.636 g, 6.0
mmol) in water (2.0 mL) was added to a mixture of 5-
bromopyrimidin-2-amine (0.348 g, 2.0 mmol),
[3-(tert-butoxycarbonyl)phenyl]boronic acid (0.533 g, 2.4 mmol) and
tetrakis(triphenylphosphine)palladium (69 mg, 0.06 mmol) in ethanol (3.0
inL) and toluene (3.0 mL). The resulting mixture was heated at 120 C for 3
h. The mixture was diluted with 5 Et0Ac and washed with water and brine.
The organic layer was dried over Na2SO4, filtered, and concentrated
under reduced pressure. The residue was treated with methanol. The
precipitate was filtered and dried to give the product (399 mg, 73.5%).
272.1. Step 2. 313-0-(quino -6-y0cyclopropy0imidazo[1,2-a]pyrimidin-6-yl]
benzoic acid 10 A mixture of tert-butyl 3-(2-aminopyrimidin-5-yObenzoate
(167 mg, 0.616 mmol) and chloro(1-quinolin-6-ylcyclopropyl)acetaldehyde
(151 mg, 0.616 mmol) in isopropyl alcohol (3 mL, 40 mmol) was heated at
90 C overnight. The solvent was evaporated and the residue was treated
with 50% TEA in methylene chloride (2.0 mL) at RT for 2 h. The solvents
were evaporated and the residue was washed with ether, and dried to
give the desired product as a TFA salt (0.36 g) which was directly used in
next step without further purification. LCMS: (M+H)+ - 407.1. 



Step 3.
N-cyclopropy1-313-0-quinolin-6-yleyclopropylamidazo[1,2-alpyrimidin-6-yli
benzarnide        N,N-Diisopropylethylamine (194 pL, 1.11 nunol) was
added to a mixture of
343-(1-quinolin6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yl]benzoic acid
TFA salt (126.9 mg, 0.2 mmol), 20 cyclopropylamine (17.1 mg, 0.3 mmol)
and benzotriazol-Hyloxytris(dimethylamino)phosphonium
hexafiuorophosphate (97.3 mu, 0.22 mmol) in N,N-dimethylfonnamide (1,0
mL). The mixture was stirred at RT for 3 h, and was diluted with methanol
(0.8 inL). The resulting solution was purified by RP-HPLC (pH = 10) to
give the desired product. LCMS: (M H) = 446.1. 25 Example 47:
N-(Pyridin-2-ylmethyl)-343-(1-quinolin-6-yleyclopropyl)imidazolE2-alpyrimi
din6-ylibenzamide              This compound was prepared from
3-13-(1-quinolin-6-ylcyclopropyl)nnidazol1,2- a]pyrimidin-6-yl]benzoic acid
TEA salt using procedures analogous to those for Example 46. LCMS: 30
(M+H) = 497.1. Example 48:
N,N-Dinietliy1-3-43-(1.-quinolin-6-ylcyclopropyl)imidazolE2-alpyrimidin-6-
yllbenzamide  WO 2008/064157PCT/1752007/085100         This
compound was prepared from 3- [3- (1-quinolin-6-ylcyclopropyl)im
idazo[1,2- a]pyrimidin-6-y 0 benzoic acid TFA salt using procedures
analogous to those for Example 46. LCMS: (M-H) = 434.1. 5 Example 49:
N-Methy1-3-[3-(1.-quinolin-6-yleyelopropypimidazo[1,2-alpyrimidin-6- yl]
benzamide           This compound was prepared from
3-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2- 10 a]pyrimidin-6-yllbenzoic
acid TFA salt using procedures analogous to those for Example 46.
LOWS: (M+H) =420.1. Example 50:
N-1(1S)-1-Methy1-2-(metbylamino)-2-oxoethyl]-443-(1-quinolin-6-
yleyclopropyl)imidazop,2-a1pyrimidin-6-yllbenzamide  



15       This compound was prepared from 4-[3-(l -quinol
in-6-ylcyclopropypimidazo [1,2- alpyrimidin-6-yllbenzoic acid
dihydrochloride using procedures analogous to those for Example 43.
LCMS: (M+H) = 491.1. 20 Example 51:
N4(1111-1-Methyl-2-(methylamino)-2-oxoethyl]-4-[3-(1-quinolin-6-
yleyelopropypimidazo[1,2-alpyrimidin-6-yl]benzamide   WO
20081064157PCT/US2007/088108       This compound was prepared
from 4-[3-(1-quinolin-6-ylcyclopropyflimidazo[1,2- a]pyrimidin-6-yl]benzoic
acid dihydrochloride using procedures analogous to those for Example 43.
LCMS: (MH) - 491.1. 5 Example 52:
(3R)-1-14-3-(1-Quinolin-6-yleyelopropyl)hnidazolE2-alpyrimidin-6-
yllbenzoyllpyrrolidine-3-earbonitrile 0          This compound was prepared
from 4-[3-0 -quinolin-6-y1cyclopropyfiimidazo[ I ,2-
alpyrimidin-6-yl]benzoic acid dihydroehloride using procedures analogous
to those for Example 28. 10 LCMS: (Mill) =485.1. Example 53: Methyl
4-{5-43-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-alpyrimidin-6-yllpyridin2-y1
}piperazine-1-carboxylate  15 Step 1. Jeri-butyl
4-15-0-arninopyrimiciupyridin-2-ylkiperazine-1-carboAyleue       Sodium
carbonate (1.59 g) in water (6.0 mL) was added to a mixture of tert-butyl
4-[5- (4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yfipyiidin-2-yl]piperazine- I
-carboxylate (0.205 g, 0.526 mmol), 5-bromopyrimidin-2-amine (0.0940 g,
0.54 mmol) and tetralcis(niphenylphosphine)palladium (35 mg, 0.03 Ina in
ethanol (6.0 mL) and toluene (6.0 mL). The resulting mixture was heated
at 20 120 C for I h. The mixture was diluted with Et0Ac and water, The
precipitate was collected by filtration to give the desired product (120 mg,
63.9%). LCMS: (M+H) = 357.1. Step 2. tert-butyl
4-11513-0-quino1in-6-ykyc1opropyl) nidazo[1"2-a]pyritnid 6-yllpyridi 2-
Apiperazine-1-carboxylate 25A mixture of tert-butyl
415-(2-aminopyrimidin-5-Apyridin-2-yl]piperazine-1-carboxylate (0.120 g,
0.337 mmol) and chloro(1-quinolin-6-ylcyclopropyfiacetaldehyde (0.0827
g, 0.337 mmol) in isopropyl alcohol (2.0 mL) was heated at 100C
overnight. The mixture was diluted with methanol 



and purified by RP-HPLC (pH 10.0) to give the desired product (80 mg,
43.4%). LCMS: (M+H) -  WO 7008/064157PCT/1JS2007/085100 548.2.
Step 3.
6-(116-(6-piperazin-l-ylpyridin-3-yOintidazo[1,2-61pyrinudin-3-34Pyclopro
pyOquinoline tert-butyl4- {513-(1-quinol n-6-yleyel opropyfiimidazo
[1,2-alpyrimidin-6-Apyridin-2- 5 yllpiperazine-l-carboxylate (80.0 fig, 0.146
mmol) in methylene chloride (1.0 mL) was treated with trifluoroacetie acid
(1.0 mL) at RT for 2 h. The volatiles were evaporated and the residue was
co-evaporated with acetonitrile to give the desired product (125 mg) as a
'FFA salt which was directly used in next step without further purification.
LCMS: (M+1-1)= 448.1. 10 Step 4. methyl 4-{5-1-3-0-quino 6-
tcyclopropv0imidazo11,2-alpyritnidin-6-yllpyrict 2
yOpiperazine-l-carboxylate       4-Methylmorpholine (19.3 pL, 0.175 mmol)
was added to a solution of
6-1116-(6-piperazinl-ylpyridin-3-yl)imidazo[1,2-a]pyrimidin-3-yficyclopropyl
lquitioline TEA salt (25.0 mg, 0.0292 minol) in aectonitrile (0.8 mL),
followed by addition of methyl chloroformate (339 piL, 0.0438 15 mmol).
The mixture was stirred at RT for 30 min, and was diluted with methanol
(1.0 mL). The resulting solution was purified by RP-HPLC (pH = 10) to
give the desired product. LCMS: (M+14) = 506.1.       Example 54:
641-(6-1644-(MethylsulfonyDpiperazin-l-y)1 pyridin-3-yll iminato 1E2- 20
a] pyrimidin-3-ylleyelopropyl] g uinotine 4-3 s, N NN       This compound
was prepared from 6- (1-[6-(6-piperazin-l-ylpyridin-3-yeim idazo[1,2-
a]pyrimidin-3-y licyclopropyll guillotine TEA salt using procedures
analogous to those for Example 53. LCIVIS: (M+H) = 526.1. 25 Example
55: N,N-Dimethy1-4- (5-134
l-guinolin-6-yleyelopropyltimidazo[E2-alpyrimidin-6-
yllpyridin-2-y1}piperazine-l-earboxamide  



WO 2008/064.1 57P C T/US200 7/0g51 00        This compound was
prepared from 6- {I -1646-piperazin-l-ylpyridin-3-yflimidazo[1,2-
a]pyrimidin-3-ylicyclopropyllquinoline TEA salt using procedures
analogous to those for Example 53. LeN/S: (M-TH) = 519.2. S Example
56: N-(1S)-1-[(Dimelhylamino)carbortyll-2-methylpropyl-443-0-quinolin-6-
yleyclopropylamidazoll,2-Mpyrimidin-6-ylibenzamide  Step I. tert-butyl
(1S)-1-[(dimethylantino)carbonylj-2-methylpropylcarbamate
10N,N-Diisopropylethylamine (1.0 nth, 5.74 mmol) was added to a mixture
of (2S)-2-[(tert- butoxyearbonyeamino]-3-methylbutanoic acid (0.217 g,
1.0 mmol), N43-dimethylaminopropy1)-N'- ethylcarbodihnide
hydrochloride (0.211 g, 1.1 mmol) and dimethylamine in THE (2M, 1.0
naL) in methylene chloride (10 ml). The mixture was stilted overnight at
RT. The mixture was washed with water, saturated NaHCat solution,
brine, dried over Na2SO4, filtered, and concentrated. The residue 15 was
chromatographed on silica gel to give the desired product (131 mg,
53.6%). Step 2. (25)-2-amino-N7'v,3-trinzethy1butanamide hydrochloride
tert-Butyl (1S)-1-[(dimethylamino)carbonyl]-2-methylpropylearbamate (131
mg) was treated      with 4M of hydrogen chloride in 1,4-dioxane (1.0 mL)
at RT for 2 h. The solvent was evaporated 20 under reduced pressure.
The residue was dried to give the desired product (96 mg). Step 3.
N-(1S.)-1-[(dimethytamino)carbonyll-2-Inet12y1propyl-413-(1-qui .ilin-6-
ylcyclopropyijintidazo[1,2-alpyrimidin-6.-yllbenzanzide
N,N-Diisopropylethylamine (40.0 6L, 0.23 mmol) was added to a mixture
of 4-[3-(l- 25 quinolin-6-ylcyclopropybimiciazo[1,2-a]pyrimidin-6-ylThenzoic
acid dihydrochloride (21 mg, 0.044 mmol),
(2S)-2-amino-N,N,3-trimethylbutanamide hydrochloride (11.9 mg, 0.0657
mmol) and benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafiuorophosphate (23.2 mg, 0.0526 mmol)  



WO 2008/064157PCT/US2007/085100 in N,N-dimethylformamide (1.0
mL). The mixture was stirred at RT for 3 h, and was diluted with methanol
(0.8 mL)., The resulting solution was purified by RP-TTPLC (pH 10) to
give the desired product. LCMS: (M+H)= 533.2. 5 Example 57:
N-1-[(Dimethylamino)carbonylleyelebutyl-4-13-0-quinolin-6-
yleyelopropyllimidazo[1,2-alpyrimidin-6-yl]benzamide        This compound
was prepared from 1-(tert-butoxyearbonylamino)cyclobutanecarboxylic
acid using procedures analogous to those for Example 56. LCMS: (M+H)
= 531.2. 10 Example 58:
N-141S)-1-(Azetidin-l-ylearbony1)-2,2-dimethylpropyli-5-[3-(1-quinolin-6-
yleyclopropyl)imidazalE2-alpyrimidin-6-yl]pyridine-2-earboxamide  Step I.
5-(2-aminopyrimidin-5-Apicolinic acid 15Sodium carbonate (0.636 g, 6.0
mmol) in water (2.0 int) was added to a mixture of 5-
(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yllpyrimidin-2-amine(0.442g,2.0
mmol),5- bromopyridine-2-earboxylicacidmethylester(0.518g,2.4mmol)and
tctralis(triphenylphosphine)palladium (69 mg, 0.06 mmol) in ethanol (3.0
mL) and toluene (3.0 mL). The resulting mixture was heated at 120 C for 3
h. The organic solvents were removed under reduced 20 pressure. The
residue was diluted with water, and adjusted with IN HC1 to pH = 4, The
precipitates were collected by filtration, washed with water and Et0Ac, and
dried to give the desired product (0.25 g, 58%). LCMS: (M-1+1) = 217.0.
Step 2. tert-butyl (2S)-2-([5-(2-an opyrirnidin-5-Apw id
2-yllcarbonylamino)-3"?- 25 dimethylbwanoate
N,N-Diisopropylethylamine (1.13 mL, 6.48 mmol) was added to a mixture
of tert-butyl (2S)- 2-amino-3,3-dimethylbutanoate hydrochloride (0.250 g,
1.12 mmol), and 542-aminopyrimidin-5- yl)pyridine-2-earboxylic acid
(0.242g. 1.12 mmol) in N,N-dimethylfonnamide (10 niL). The mixture  WO
2008/064157PCT/ES2007/085100 



was stirred at RT for 3 h, and filtered. The filtrate was diluted with
methanol (10 mL). The resulting solution was purified by RP-HPLC (pH
10) to give the desired product (1 82 mg, 42.3%). TCMS: (M-H(T) = 386.2.
Siep 3. (25)-3,3-dimethyl-2-1145-1-3-(1-quinolin-6-. tcyclopropy0
dazo[1,2-alpyrinadin-6- y1lityridin-2-AcarbonyOatninolbutanoic acid       A
mixture of tert-butyl
(2S)-2-([5-(2-aminop)rimidin-5-yflpyridin-2-Acarbony1amino)-3,3-
dimethylbutanoate (0.182 g, 0.472 mmol) and
chloro(1-quinolin-6-ylcyclopropyeacetaldehyde (0.128 g, 0.519 mmol) in
isopropyl alcohol (2 niL) was heated at 90 C overnight. The mixture was
adjusted 10 to pH 9 by adding triethylamine, and the solvent was
removed. The residue was purified by chromatography on silica gel using
Me0H in methylene chloride (0-5%) to give the tert-butyl ester (0.21 g,
77.1%). LCMS: (M+H) = 577.2.       The above tert-butyl ester (0.21 g) was
treated with 4M of hydrogen chloride in I ,4-dioxane (1.0 niL) at RI' for 3 h.
The ether (3 mL) was added. The solvent was decanted. The residue was
15 washed with ether, and dried to give the desired product as a 14C1 salt
(0.229 g). LCMS: (M+H) 521.3. Step 4. N-[(/S)- 1
-Cazetidin-1-ylcarbonyl)-2,2-dimethylpropyll-513-0-ciuinolin-6-
ylcyclopropy0imidazol 1,2-a]pyrintidin-6-yllpyridine-2-carboxamide
20N,N-Diisopropylethylamine (30 uL, 0.172 mmol) was added to a mixture
of (2S)-3,3-
dimethy1-2-[(543-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yljp
yridin-2- ylcarbonyl)aminolbutanoic acid trihydrochloride (16.4 mg, 0.026
min ol), benzotriazol-1- yloxytris(dimethylamino)phosphonium
hexafluorophosphate (12.6 fig, 0.0286 mmol) and azetidine hydrochloride
(3.65 mg, 0.039 mmol) in N,N-dimethylfonnamide (1.0 mL). The mixture
was stirred 25 at RT for 3 h, and was diluted with methanol (0.8 mL). The
resulting solution was purified by RPHPLC (pH 10) to give the desired
product. LCMS: (MH-1) = 560.2. Example 54: N-(15)-2,2-Dimethy1-1-
pmethylamino)earbonyllpropyl-543-0 -quirmlin-6-
yleyelopropyflimidazolE2-alpyrimidin-6-yllpyridine-2-earboxamide  30  WO
2008/064157PCT/ITS2007/085100
Thiscompoundwaspreparedfrom(2S)-3,3-dimethy1-245-13-(1-quinolin-6-
ylcyclopropyflimidazo[L2-a]pylimidin-6-ylipridin-2-ylcarbonyl)aminolbutanoi
cacid trihydrochloride using procedures analogous to those for Example
58. LCMS: (M+H) = 534.2. 5 Example 60:
N-(1S)-1-1(CyclopropyIamino)earbony11-2,2-dimethylpropy1-5-13-(1-quin
olin-6- yleyclopropypimidazo[1,2-ajpyrimidin-6-yl]pyridine-2-carboxamide 



Thiscompoundwaspreparedfrom(2S)-3,3-dimethy1-2-1(513-(1-quinolin-6-
ylcyclopropyl)hnidazolL2-alpyrimidin-6-yl]pyridin-2-ylearbonyliaminolbutan
oicacid 10 trihydrochloride using procedures analogous to those for
Example 58. LCMS: (M+H) = 560.2 Example 61:
N-P1S)-2-(Dimethylamino)-1-methyl-2-oxoethy11-5-43-11-quinolin-6-
yleyclopropyflimidazo[1,2-a]pyrimidin-6-yllpyridine-2-earboxamide
15Thiscompoundwaspreparedfrom(2S)-3,3-dimethy1-2-05-13-(1-quinolin-
6-
ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yl]pyridin-2-ylearbonyeaminolbuta
noicacid trihydrochloride using procedures analogous to those for
Example 58. LCMS: (M+H) = 506.2. Example 62:
N-R1R)-2-(Dimethylamino)-1-methy1-2-oxoethy11-5-[3-(1-quinolin-6-
yleyclopropyflimidazo [E2-a]pyrimidin-6-yllpyridine-2-earboxamide
Thiscompoundwaspreparedfrom(2S)-3,3-dimethy1-2-1(5-13-(1-quinolm-6-
ylcyclopropypimidazo[1,2-a]pyrim
din-6-yl]pyridin-2-ylearbouyDaminojbutanoicacid trihydrochloride using
procedures analogous to those for Example 58. LCMS: (M-H) = 506.1. 25
WO 2008/064157PCUUS2007/085100 Example 63:
6-0-{6-[4-(2-0xo-2-pyrrolidin-1-ylethoxy)phenyllimida7A[1.,2-alpyrimidin-3-
yl}cyclopropyllquinoline  



Step 1. 11(4-bromophetioxytacetyllpyrrolidine 5Oxalyl chloride (0.5 mL,
5.9 mmol) was added to a suspension of (4-bromophenoxy)acetic acid
(0.462 g, 2,0 mmol) in methylene chloride (10 mL) and 2 drops of
N,N-dimethylfonnamide. The mixture was stirred at RI for 2 It The solvent
was evaporated under reduced pressure. The residue was diluted with
methylene chloride (10 mL), cooled with ice-water bath, and 1M of sodium
hydroxide aqueous solution (3.0 mL) was added. To the mixture was
added pyrrolidine (167 utL, 2.0 10 mmol). The mixture was stirred and
allowed to warm to RT. The organic layer was separated, washed with
water and brine, dried over Na2SO4, filtered, and concentrated. The
residue was directly used in next step without filthier purification (550 mg,
96.7%). LCMS: (MTH) = 286.0/284.0 Step 2.
5-14-(2-oxo-2-pyrrolidin-1-yletho.vytphettyltpyrirnidin-2-amine 15Sodium
carbonate (0.318 g, 3.0 unnol) in water (2.0 mL) was added to a mixture of
5- (4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yepyrimidin-2-amine (0.221
g, 1.0 nunol), 14(4- bromophenoxy)acetyl]pyrrolidine (0.341 g, 1.2 mmol)
and tetrakisthiphenylphosphimnpalladium (35 mg, 0.03 inmol) in ethanol
(1.5 tnL) and toluene (1.5 mL). The resulting mixture was heated at 120C
for 3 h. The mixture was diluted with Et0Ac and washed with water and
brine. The organic layer was 20 dried over Na2SO4, filtered, and
concentrated under reduced pressure. The residue (0.29 g) was directly
used in next step without further purification. LCMS: (M+H) = 299.1. Step
3.
6-0-{6-0-(2-oico-2-pyrrolidin-1-ylethozOphenyllitnidazol-1,2-alpyrimidin-3-
Mcyclopropyl)quittoline 25A mixture of
5+1-(2-oxo-2-pyrrolidin-1-ylethoXy)phenyLlpyrimidin-2-amine (23.9 mg,
0.08 mmol) and chloro(I-quinolin-6-ylcyclopropypacetaldehyde (19.6 mg,
0.08 mmol) in isopropyl alcohol (0.4 mL) was heated at 90 C overnight.
The mixture was diluted with methanol, and purified by RP-HPLC (pH 10)
to give the desired product. LCMS: (M+H) = 490.1. 30 Example 64:
1.-{4-113-(1-Quinolin-6-ylcyclopropyl)imidazo[1,2-alpyrimidin-6-
yl]phenylicyclopropanecarbonitrile  WO 2008/064157PCl/US2007/085100
This compound was prepared from
1-(4-bromophenykyclopropanecarbonitrile using procedures analogous to
those for Example 63, Steps 2 and 3. LCMS: (Mt-H) = 428.1. 5 Example
65:
N,N-Dimethy1-4-13-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-Mpyrimidin-6-
yllbenzenesullonamide        Sodium carbonate (79.5 mg) in water(0.5 nil,)
was added to a mixture of N,N-dimethy1-4-
(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yl)benzenesulfonamide (93.4
mg, 0.3 mmol), 5- 



10 bromopyrimidin-2-amine (43.5 mg, 0.25 mmol) and
tetrakis(triphenylphosphine)palladium (8.7 mg, 0.0075 mmol) in ethanol
(1.0 mL) and toluene (1.0 inL). The resulting mixture was heated at 120 C
for 2 It The mixture was diluted with water, filtered, and washed with
water. The solid was collected and dried .
Chloro(1-quinolin-6-yleyclopropypacetaldehyde (45.0 mg, 0.183 mmol) in
isopropanol (1.0 inL) was added to the above solid. The mixture was
heated at 90 'C overnight. After cooling to 15 RT, the mixture was diluted
with methanol, and purified by RP-HPLC (pH 10) to give the desired
product. LCMS: (M+H) = 470.1. Example 66: Methyl
2-fluoro-443-(1-quinolin-6-yleyclopropyhimidazo[1,2-Mpyrimidin-6-
yllbenzylearbamate  20 Step I. methyl (4-bromo-27fluorobenzylkarbamate
Methyl chlorofonnate (85.0 pi..., 1.1 mmol) was added to a solution of
l+4-bromo-2- fluorophenyljmethanamine (0.204 g, 1.0 mmol) and
triethylamine (148.1 fiL, 1.1 mmol) in methylene chloride (5 mL) at 0 C.
After 10 min, the ice-water bath was removed. The mixture was stirred at
RT 25 for 1 h, washed with water,. and brine. The organic layer was dried
Over Na2SO4, filtered, and concentrated under reduced pressure. The
residue (220 mg, 83.9%) was directly used in next step  WO
2008/064157PCT/0S2007/085100 without further purification. LCMS:
(M+H) = 263.9/261.8. Step 2. methyl
2fiuoro-4-13-(1-quinolin-6-ylcyclopropyljimidam[1,2-alpyrimidin-6- yl
benzylearbamate 5This compound was prepared from methyl
(4-bromo-2-fluorobenzyftearbamate using procedures analogous to those
for Example 63, Steps 2 and 3. LCMS: (MT1-1) = 468.1. Example 67:
IV-2-Fluoro-4-[3-(1 -quinolin-6-yleyclopropyl)imidazo [1.2-a] pyrimidin-6-
yll benzyl-N,N-d i methyl u rea 



10 Step 1. AP-(4-bromo-2-11uorobetzzy1)-N,N-dimethylurea
N,N-Dimethylcarbamoyl chloride (101 uL, 1.1 mmol) was added to a
solution of 1-(4-bromo2-fluorophenyl)methanamine (0.204 g, 1.0 mmol)
and tricthylamine (148.1 tit, 1.10 mmol) in methylene chloride (5 nth) at 0
C, followed by 4-dimethylaminopyridine (0.012 g, 0.1 mmol). After 15 10
mM, the ice-water bath was removed and the mixture was stirred
overnight at RT. The mixture was washed with water and brine. The
organic layer was dried over Na2SO4, filtered, and concentrated under
reduced pressure. The residue (253 mg, 91.9%) was directly used in next
step without further purification. LCMS: (MTH) = 276.9/274.9. 20 Step 2.
N'-2-fluoro-41.3-11-quinolin-6-ylcyclopropAimidazo[1,2-ajpyrimidin-6-ylThe
nzyl-IV,Ndimet       This compound was prepared from
N'-(4-bromo-2-fluorobenz\T1)-N,N-dimethylurea using procedures
analogous to those for Example 63, Steps 2 and 3. LCMS: (M+1-1) =
481.1. 25 Example 68: (3R)-l- ft2-Fluoro-4-
[3-(1-quinolin-6-ylcyclopropyl)imidazopyrimidin-6- yll benzyl}pyrrolidin-3-ol
Step 1.f3R)-1-(4-bromo-2-fluorobenzyl)pyrrolidin-3-o1
4-bromo-2-fluorobenzaldehyde (203.0 mg, 1.0 m ol) was ixed with
(3R)-pyrrolidin-3-o!  WO 2008/064157PCT/ES2007/085100 (87.1 mg, 1.0
mmol) in 1,2-dichlorocthane (10 mL). The mixture was stirred at RT for 5
min, and then was treated with sodium triacetoxyborohydride (318 mg, 1.5
mmol). The mixture was stirred at RI for 2 h, and quenched by adding IN
NaOH. The organic phase was separated. The aqueous phase was
extracted with methylene chloride. The combined organic phases were
washed with brine, dried S over Na2SO4, filtered, and concentrated to
give the crude product (252 mg, 91.9%) which was directly used in next
step without further purification. LCMS: (M)-1-i) - 275.9/273.9. Step 2.
(310-1-{27fluoro-413-0-quinolin-6-yleyclopropypinridazoll,2-aJpyr
zidin-Oyllbenzyl}pyrrolidin-3-ol 



This compound was prepared from
(3R)-1-(4-bromo-2-fluorobenzyl)pyrrolidin-3-o1 using procedures
analogous to those for Example 63, Step 2 and 3. LCMS: (M+H) = 480.1.
Example 69:
6-(14-13-Fluoro-4-014-pyrazol-hylmethyllphenidazo[E2-alpyrimidin-3-
ylleyelopropyllquinoline    Step I. 1-(4-bromo-2-fluorobenzy0-1H-pyrazole
A mixture of 4-bromo-1-(bromomethy1)-2-fluorobenzene (0.268 g, 1.0
mmol), 1H-pyrazole (0.0681 g, 1.0 nunol) and cesium carbonate (0.489g.
1.5 mmol) in N,N-dimethylfonnamide (1.0 mL) was heated at 90 C for 3 h.
After cooling to KT, the mixture was diluted with Et0Ac, and filtered. 20
The filtrate was washed with water and brine. The organic layer was dried
over Na2SO4, filtered, and concentrated under reduced pressure. The
residue (210 mg, 82.3%) was directly used in next step without further
purification. LCMS: = 256.9/254.9. Step 2.
6-(1-05-137fluoro-4-(HI-pyrazol-Tylmethyl)phenylihnidazo[1,2 25
ylkyelopropyljoinoline        This compound was prepared from I
-(4-bromo-2-fluorobenzy1)- 11-1-pyrazolc using procedures analogous to
those for Example 63, Step 2 and 3. LCMS: (vi+H) = 461.0.     Example
70: 3-{2-Fluoro-4-[3-0-quinolin-6-ylcyclopropyllimidazolE2-a]pyrimidin-6-
30 yllbenzyll-E3-ozazolidin-2-one  WO 2008/064157PCT/US2007/085100
Step I. 3-(4-bromo-2-fluorobenzy0-1,3-oxazol din-2-one       2-chlorocthyl
eh loridocarbonate (114 pL, 1.1 mmol) was added to a mixture of l
-(4-bromo-2- fluorophenyfimethanamine hydrochloride (0.240 g, 1.0
menet) and triethylamine (293 ttL, 2.1 mmol). 5 The mixture was stirred at
RT for 3 h, and then 1M of potassium tert-butoxide in THF (1.2 mL) was
added. The mixture was stirred overnight at RT, diluted with methylene
chloride, washed with water and brine, dried over Na2SO4, filtered, and
concentrated under reduced pressure to give the desired product which
was directly used in next step without further purification. LCMS: (MH) =
275.9/273.9. 10 



Step 2. 3127fluoro-413-(1-quinolin-6-yleyclopropyljitnidazo[1,2-alpyr
midin-6-3,11benzy0-1,3- avazolidin-2-one       This compound was
prepared from 3-(4-bromo-2-fluorobcnzyl)-1,3-oxazolidin-2-one using
procedures analogous to those for Example 63, Step 2 and 3. LCMS:
(MH) - 480.0. 15 Example 71:
2-Fluoro-N-methyl-4-17-(quinoxalin-6-ylmethypimidazo[1,2-b]
[1,2,4]triazin-2- yllbenzamide  Step 1. 3-quinoxalin-6-ylpropanal 20A
mixture of 6-bromoquinoxaline (0.40 g, 1.9 mmol), 2-propem 1(0.260 mL,
3.8 mmol), tris(dibenzylideneacctone)dipalladium (26 mg, 0.029 mmol),
tri-tert-butylphosphonium tetrafluoroborate (16 mg, 0.057 mmol) and
N-cyclohexyl-N-methyl-cyclohexanaminc (0.49 mL, 2.3 mmol) in
1,4-dioxane (3.0 mL) was stirred at 40 C overnight. After cooling to RT,
the mixture was filtered, washed with methylene chloride and the filtrate
was concentrated. The crude material was 25 purified by chromatography
on silica gel with Et0Ac in Hexane (0-40%) to afford the desired product
(195 mg). LCMS: (M+14) = 187.3. Step 2.
2-chloro-3-quinoxalin-6-ylpropanal            To a cooled (0 `C) solution of
3-quinoxalin-6-ylpropanal (0.195 2, 0.00105 mot) in 30 chloroform (3 mL)
was added D-proline (24 mg, 0.00021 ma) followed by
N-chlorosuccinimide (147  WO 2008/064157PCT/1182007/085100 me,
0.00110 mol). The mixture was stirred at 0 C for 2 h, and then at RT
overnight. The mixture was diluted with methylene chloride. The solution
was washed with water, brine, dried over NasSO4, filtered, and
concentrated to yield the desired product (220 ma, 95%). LCMS: (M+H) =
221.3. 5 Step 3.
6-12-(4-bromo-3-fluorophenyitimidazo[1,2-N[1,2,4firiazin-7-ytImethylquino
xaline       A mixture of 2-chloro-3-quinoxalin-6-ylpropanal (110 mg, 0.52
mmol), and 6-(4-bromo-3- fluoropheny1)-1,2,4-triazin-3-amine (140 mg,
0.52 mmol) in tert-butyl alcohol (4 mL) was stirred at 110 C overnight.
After cooling to RT, it was concentrated and purified by chromatography
on silica gel with Et0Ac in Hexane (0-40%) to afford the desired product
(140 mg, 62%). LCMS: (M+H) = 10 435.2. Step 4. 2-fluoro-4-17-(quinoxi
-6-yhnethyOhnidazo[1.2-61[1,2,41triazin-2-yll benzonitrile
Amixtureof642-(4-bromo-3-fluorophenyl)imidazo[1,2-1)][1,2,4]triazin-7- 



yl]methylquinoxaline (120 mg, 018 mmol),
tris(dibetrzylideneacetone)dipalladium (8.8 mg, 0.0096 15  mmol),
(9,9-dimethy1-91-T-xanthene-4,5-diyObis(diphenylphosphine) (11 mg,
0.019 mmol), zinc cyanide (20.1 mg, 0.171 nunol), and
N,N,N1,18V-tetramethylethylenediamine (49.9 piL, 0.331 mmol) in
N,N-dimethylfonnamide (0.2 mL) was irradiated under microwave at 160
C. for 10 mm. After cooling to RT, the mixture was concentrated and the
residue was purified by chromatography on silica gel with MeOff in
methylene chloride (0-5%) to afford the desired product (65 mg, 62%).
LCMS: 20 (M+H) = 382.0, Step 5.
27fluoro-4-[7-(quinoxalin-6-ylinethyl)imidazofi"2-b] 11,2,41triazin-2-yl]
benzoic acid
Amixtureof2-fluoro-4-[7-(quinoxalin-6-ylmethyfiimiciazo[1,2-b][1,2,4]triazin-
2- yllbenzonitrile (65 mg, 0.17 mmol) in 10M of hydrogen chloride aqueous
solution (0.8 mL) and water 25 (20 uL) was stirred at 105 'V for 3 h. After
cooling to RT, the mixture was concentrated to yield the desired product.
LCMIS: (M+H) = 401.1 Step 6.
211uorn-N-Inethyl-417-(auinoxalin-6-ylmethyl)imidazo[1,2-b]
[1,2,41triazip-2-yl] benzamide A mixture of 2-fluoro-4- [7-(quinoxalin-6-y
Imethyl)imidazo[1,2-b][1,2,4]triazin-2-yllbenzoie 30 acid (20 mg, 0.05
nunol), methylamine (2M in THE, 37 ph), benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluomphosphate (23.2 mg,
0.0524 mmol), and N,Ndiisopropylethylamine (26 pi, 0.15 mtnol) in
1,4-dioxane (0.5 mL) was stirred at RT for 4 h. The mixture was diluted
with methanol and purified by RP-HPLC (pH 2) to give the desired product
as a TFA salt. LCMS: (MTh) = 414.4. 35 Example 72:
6-{1-16-(4-Chloro-Jn-pyrazol-1-yl)imidazo[E2-alpyrimidin-3-
y1Jeyelopropyllquinoline  WO 20118/064157PCT/US2007/085100 CI ,N
This compound was prepared from 4-chloro-1H-pyrazole using
procedures analogous to those for Example 22. LCMS: (M+H)+ = 387.0. 5
Example 73: 6-4116-(2-Methy1-1,3-thiazol-4-y0imidazolE2-alpyrimidin-3-
ylicyclopropyllquinoline  



This compound was prepared using procedures analogous to those for
Example 63, Step 2 and 3. LCMS: (M+H) = 384.0. Example 74:
6111-16-(1,3-Thiazol-4-yHimidazo[1,2-alpyrimidin-3-ylkyclopropyliquinolin
e cz--N S N NN       This compound was prepared using procedures
analogous to those for Example 63, Step 2 and 3. LCMS: (M+H) = 370.0.
Example 75: 3-Fluoro-N ethyl-443-0-quinolin-6-yleyelopropyllimidazo
2-alpyrimidin-6- yllbenzamide  Step I: methyl
3-fluoro-4-11-(1-quinolin-6-ylcyclopropy0imidazo[1,2-alpyrimidin-6-yl]benz
oate 20This compound was prepared from 4-brorno-3-fluorohenzoic acid
using procedures analogous to those for Example 63, Step 2 and 3.
LCMS: (N4=-H) = 439,0. Step 2.
31luoro-4-(341-(quinolin.-6-y0cyclopropylpmidazo[1,2-alpyrimidin-6-yOber
izoic acid  WO 2008/064157PCT/US2007/085100       To a solution of
methyl
3-fluoro-443-(1-quinolin-6-yleyclopropyl)imidazo[1,2-a]pyrimidin6-yfibenzo
ate (100 mg, 0.2 mmol) in 5 ml of THF-Me0H-H,0 (3:1:1) was added 2M of
lithium hydroxide in water (0.23 nth) at 0 C under N,. The solution was
stirred for 10 min at 0 C, and 1.5 h at RT. The reaction solution was
concentrated to dryness to give the desired product which was 5directly
used in next step without further purification. Step 3.
3-11uoro-N-methyl-4-0-(1-quinolin-6-ylcyclopropypimidazo[1,2-alpyrimidin
-6-yllbenzamide
3-Fluoro-4-(341-(quinolin4-ypevelopropyllimidaxo[1,2-alpyrimidin-6-yeben
zoicacid 



obtained from Step 2 was dissolved in N,N-dimethylfonnamide (1 nth). To
this solution was added 10 methyltunine (2M hi THF, 0.2 inL),
benzotriazol- -yloxytris(dimethylamino)phosphonium hexafluorophosphate
(110 mg, 0.25 mmol) and N,N-diisopropylethylamine (0.12 mL, 0.68
mmol). The solution was stirred overnight at RT, diluted with MeOH, and
purified by RP-HPLC (pH 10) to afford the desired compound. LCMS
(M+H): miz = 438.0. 15 Example 76:
(3S)-1-{3-1Fluoro-4-13-(1-quinolin-6-ylcyclopropyl)imidazolE2-alpyrimidin-
6- yllbenzoyllpyrrolidin-3-61             This compound was prepared from
3-fluoro-4-(3-(1-(quino1in-6-yl)cyc1opropyfiimidazo[1 ,2-
a]pyrimidin-6-yfibenzoic acid using procedures analogous to those for
Example 75. LCMS: (M-1H) = 20494.1. Example 77:
2,5-Difluoro-N-methyl-41341-quinolin-6-ylcyclopropyllimidazo[E2-alpyrimid
in6-yl]benzamide 0 F -,.. N N
25Thiscompoundwaspreparedfrom2,5-difluoro-4-(3-(1-(quinoli n-6-
yOcyclopropyl)imidazo[1 ,2-a]pyrimiclin-6-yl)benzoic acid which was
prepared from 4-chloro-2,5- difluorobenzoic acid using procedures
analogous to those for Example 75. LCMS: (M+H) = 456.0. Example 78:
2,5-Difluoro-4-13-(1-quinolin-6-yleyelopropyl)imidazo[1,2-alpyrimidin-6- 30
yijbenzamide  WO 2008/064157PCT/US2007/085100    



Thiscompoundwaspreparedfrom2,5-difluoro-4-(3-(l -(quinolin-6-
yl)cyclopropyi)imidazo[1,2-a]pyrimidin-6-yObenzoic acid using procedures
analogous to those for Example 75. LCMS: (M+II) =442.0. 5 Example 79:
N-Cyelopropy1-2,5-difluorn-443-(1-quinolin-6-yleyelopropybimidazoll 2-
alpyrimidin-6-yllbenzamide
Thiscompoundwaspreparedfrom2,5-difluoro-4-(3-(I in-6- 10
yocyclopropyl)imidazo[1,2-a]primidin-6-yObenzoic acid using procedures
analogous to those for Example 75. LCMS: (M-(H) = 482.0. Example 80:
2,5-Dicluoro-N-(trans-4-hydroxycyclohexyl)-4-13-(1-quinolin-6-
yleydopropypimidazo [1,2-alpyrimidin-6-yllbenzamide F N 15
Thiscompoundwaspreparedfrom2.5-difluoro-4-(3-(1-(quinolin-6-
Acyclopropyi)imidazor 1 ,2-alpyrimidin-6-yllbenzoic acid using procedures
analogous to those for Example 75. LCMS: (M+H) = 540.2. 20 Example
81: 1-12-Fluoro-443-(1-quinolin-6-yleyelopropyl)imidazoll,2-alpyrimidin-6-
yllphenyl}pyrrolidin-2-one   WO 2008/064157PCT/13S2007/085100
Toasolutionof6- {I- [6-(4-bromo-3-fluorophenyEimidazo[1,2-a]pyrimidin-3-
yrjeyelopropyllquinciline (20 mg, 0.04 mmol) in 1,4-dioxane (1 nit) was
added 2-pyrrolidinone (5.7 



mg, 0.067 mmol), (1S,2S)-N,N-dimethylcyclohexane-1,2-diamine (1 mg,
0.009 mmol), copper(1) iodide (0.8 fig, 0.004 mmol), and potassium
carbonate (13 mg, 0.095 mmol). The mixture was 5 irradiated at under
microwave 150 C for 1 h. After cooling to RT, the solution was purified by
RPHPLC (pH = 10) to afford the desired compound. LCMS: (M+H)l- =
464.1. Example 82: 3- {2-Fluore-4-13-(1
-quinolin-6-yleyelopropy0imidazo11,2-a] pyrimidin-6- yl]ph
eny11-1.3-oxazolidin-2-one  10NN       This compound was prepared from
6- 11-[6-(4-bromo-3-fluorophenypimidazo[1,2-
a]pyrimidin-3-Acyclopropyllqurnoline using procedures analogous to those
for Example 81. LCMS: (M+Ei) = 461.0. 15Example 83: Ethyl
4-l4-[3-(l-quinoIin-6-yleyelopropyl)imi(.Iazol1,2-alpyrimidin-6-ylI-1tI-
pyrazol-l-yl1piperidine-1-carboxylate oo  Step I.
6-1116-(1-piperidin-4-yl-IH-pyrazol-4-ylpinidazo[1,2-alpyrimidin-3-
ylkyclopropyliquinoline 20tert-Butyl 4-14- [3-(1-quinolin-
6-ylcyclopropyl)imidazo[1,2-a]pyr midin-6-y1]-11-1-pyrazol-1-
yllpiperidine-l-carboxylate, which was prepared using a procedure that
was analogous to that described for the synthesis of Example 88 Steps
1-4, was treated with TFA in methylene chloride to afford the desired
product. LCMS: (M+H) = 436.1. 25 Step 2. ethyl 4-{4-1.3-0-qu
olin-6-ykyclopropyoimidazo[1,2-alpy itdm-6-y1:1-1H-pyrazol-1-
eridine-I-carboxylate  WO 2008/064157PCT/U820071085100 6- {146-0
-piperidin4-y1-1H-pyrazol-4-3/0imidazo[1,2-a]pyrimidin-3- 



ylicyclopropyll guillotine (4 mg, (1.0092 mmol) was dissolved in
N,N-dimethylformamide (0.5 mL) and cooled to 0 C followed by the
addition of ethyl chloroformate (1.0 itL, 0.01 mmol) and NAT-
diisopropylamine (4.0 itL, 0.023 mmol). The solution was allowed to
gradually warm to RT over 2 h. 5 The reaction mixture was purified by
RP-HPLC (pH 2) to afford the desired product as a TFA salt. LCMS:
(M+H) = 508.2. Example 84:
2-(4-{2-Fluoro-443-(1-quino1in-6-yleyclopropyl)imidazo[1,2-ajpyrimidin-6-
yllpheny1}4H-pyrazol-hyl)-I'sr,N-dimethylacetamide 0 10   Step I: tert-butyl
14-(4.4,5,5-tetramethyl-1,3,2-dioxaborolan-2-y0-111-pyrazol-1-yllacetate
To a solution of 444,4,5 ,5-tetramethy1-1,3,2-diox ab
orolan-2-y1)-1H-pyrazole (1.5 g, 7.7 mmol) in H,N-dimethylformamide (25
mL) was added tert-butyl 2-bromoacetate (1.2 mL, 8.5 mmol) and cesium
carbonate (3.8 g, 0.012 mol). The suspension was stirred overnight at RT
and partitioned 15 with 'Et0Ac and water. The organic phase was washed
with brine, dried with Mg304, filtered, and concentrated to afford the
desired compound which was directly used in next step. LCMS: (M+H) --
309.4. Step 2: ten-butyl
14-14-bromo-2-fluomphenv0-1H-pyrazol-1-yllacetate 20To a solution of
4-bromo-2-fluoro-l-iodobenzene (380 mg, 1.3 mmol) in THE (10 mL) was
added tert-butyl [4-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-y1)-11-0
pyrazol-1-34]acetate (390 mg, 1.3 mmol), 2M sodium carbonate in water
(2.5 mL) and tetrakis(triphenylphosphine)palladium (40 mg, 0.04 mmol).
The solution was degassed with N2, and heated at 80 C overnight. The
mixture was cooled to RT, poured into water, extracted with Et0Ac.
washed with brine, dried over MgSO4, 25 filtered, and concentrated. The
residue was purified by flash chromatograph on a silica gel column with
Et0Ae in Hexanes (30%) to afford the desired compound. LCMS: (M+57) -
299.0. Step 3:
tert-buty144442-aminopyrimidin-S-A-211uoropheny11-1H-pyrazol-1-ylacet
ate To a solution of tert-butyl
[4(4-bromo-2-fluoropheny1)-1H-pyrazol-1-yllacetate (400 mg, 30  0.001
mill) in 1,4-dioxane (3 mL) was added
5-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2- yOpyrimidin-2-amine (270
mg, 1.2 mmol), potassium phosphate (640 mg, 3.0 mmol) and
tetrakis(triphenylphosphine)palladium (70 mg, 0.06 mmol). The solution
was degassed with N2, and 



WO 2008/064157PCT/US2007/0851110 heated at 120 C for 3 h. The
solution was cooled to RT, poured into water, extracted with Et0Ac,
washed with brine, dried over MgSO4, filtered, and concentrated. The
residue was purified by flash chromatograph on a silica gel column with
EtOtic hi Hexanes (50%) to afford the desired compound. LCMS: (M+1-1)
= 370.1. S Seep 4: serf-bun'!
(4-2-Jluoro-4-f3-Q-quinolin-6-ylcj'clopropy/,)irnidazo[L2-aJpyri;
nidin-6-ylJphenyi/H-pyrazol-1-ybacetale       A mixture of tert-butyl
4+1-(2-aminopyrimidin-5-y1)-2-fluorophenyl]-1H-pyrazol-1-ylacetate (100
mg. 0.27 mmol) and chloro(1-quinolin-6-ylcyclopropyl)acetaldehyde (67.2
mg, 0.273 mmol) in 10 ethanol (2 mL) was stirred at 100 C. overnight The
solution was concentrated and the residue was purified by
chromatography on silica gel with Et0Ac in CH2C12 (0-90%) to afford the
desired compound. LCMS: (M+H) = 561.1.      Step 5:
2-(4-1271luoro-4-0-0-quit
ilin-6-ylcyclopropyljimiclazo[1,2-alpyrimidin-6-yllphenylI-111- 15
pyrazo/-/-y0-N,N-ditnethylacetantide To a solution of tert-butyl (4-2-
fluoro-4- [It I -quinolcyc lopropy 1 iimidazo [1,2-
a]pyrimidin-6-yl]pheny1-1H-pyrazol-1-yeacetate (20 nig, 0.04 mmol) in
CH2C12 (2 mL) was added TFA (1 mL) and the solution was stirred at RT
for 2 h. The volatiles were removed under reduced pressure. The residue
was dissolved in N,N-dimethylformamide (0.5 inL). treated with 21it 20
dimethylamine in THF (0.036 m1), benzotriazol- I
-yloxytris(dimethylamino)phosphonium hexafluorophosphate (24 mg,
0.054 mmol), and N,N-diisopropylethylamine (19 pl" 0.11 mmol). The
solution was stirred at RT for 3 h, and purified by RP-HPLC (pH 10)
to-afford the desired compound. LCMS: (M+H) = 532.0. 25 Example 85:
5-12-Fluoro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazME2-a]pyri idin-6-
yl]pheny1)-N-methylpyridine-2-earboxamide  Step I:
5-(4-bromo-37fluorophenyOpyrimidin-2-amine To a solution of
5-bromopyrimidin-2-amine (2.1 g, 0.012 mol) in 1,4-dioxane (30 mL) was
30 added (4-bromo-3-fluorophenyliboronic acid (2.0 g, 0.0091 mol),
potassium phosphate (6.4 g, 0.030 mol) and
tetrakis(triphenylphosphine)palladium (700 mg, 0.6 mmol) water (5 mL).
The solution was 



degassed with N,, and heated at 120 C for 4 h. The mixture was cooled to
RT, poured into water, and  WO 2008/064157PCl/US2007/085100
extracted with Et0Ac. The combined organic layers were washed with
brine, dried with MgSO4, filtered, and concentrated. The residue was
purified by chromatography on silica gel with Et0Ac in CH,C12 (0-30%) to
afford the desired compound. LCMS: (M-1-11) = 267.9. 5 Step 2:
6-1.146-(4-bromo-3-fluorophenyOunidazo[1,2-alpyritnichn-3-yli
cyclopropylkuinoline       A mixture of
5-(4-bromo-1-fluorophenyfipyrimidin-2-amine (0.50g. 1.9 mmol) and
chloro(1- quinolin-6-yleyelopropyl)acetaldehyde (0.463 g, 1.88 molt in
ethanol (20 mL) was stirred at 100 'CC overnight. The solution was
concentrated and the residue was purified by chromatography on silica gel
with MeOET in CH202 (0-6%) to afford the desired compound. LCMS:
(M+H) = 458.9. 10 Step
35-{2-fluoro-4-13-('1-quitiolin-6-yltyclopropylfimidazofi,2-cdpyrimidin-6-yll
phenyll-AT- methylpyridine-2-earboxamide Toasolutionof6-
146-(4-bromo-3-fluorophenypimidazo [1,2-a]pyrimidin-3- yl]cyclopropy 11
guillotine (20 mg, 0.04 mmol) in 1,4-dioxane (1 nth) was added
N-methy1-5-(4,4,5,5- tetramethy1-1,3,2- dioxaborolan-2-y
Opyridine-2-carbo xami de (17 mg, 0.065 mtnol),
tetrakis(triphenylphosphine)palladium (3 mg, 0.003 mmol), and potassium
phosphate (28 mg, 0.13 mol). The mixture was heated at 120 C overnight.
After cooling to RT, the solution was purified by RP-HPLC (pIl 2) to afford
the desired compound as a TFA salt. LCMS: (IVI+H) = 515.0. 20 Example
86: 5-12-Fluoro-4-P-(11-quinolin-6-yleyelopropyl)imidazo [1,2-a]
pyrimidin-6- yl]phenyll-N,N-dimethylpyridin e-2-earboxamide 0           This
compound was prepared as a TFA salt starting from 6-
1,14_6-(4-bromo-3-
fluorophenyflimidazo[1,2-a]pyrimidin-3-ylleyelopropyltquinoline using
procedures analogous to 25 those for Example 85. LCM S: (M-EH) =
529.0. Example 87: 6-(1-{643-Fluoro-4-( I -methyl- lli-pyratol-4-y1)phenyl]
imidazopy rimidin-3- yl} eyelopropyl)quino line  WO
2008/064157PCM52007/085100 



This compound was prepared as a TFA salt starting from 6- 0-
6-(4-brotno-3-
fluorophenyl)imidazo[1,2-a]pyrimidin-3-yllcyclopropyl)quinoline using
procedures analogous to those for Example 85. LCMS: (M-H) - 461.1. 5
Example 88:
6-0-16-11-(Tetrahydrofuran-3-y0-1H-pyrazol-4-yllimidazo[E2-a]pyrimidin-3
- yIleyelopropyl)quinoline  Step 1. tetrahydrnfuran-3-y1 methunesullimate
1034-1ydroxytetrahydrofuran (83.3 pL, 1.03 mmoh was dissolved M
methylene chloride (anhydrous, 2 mL) and cooled to 0 C followed by the
addition of triethylamine (166 pL, 1.2 nunol) and methanesulfonyl chloride
(88 l.tL, 1.14 mmol). The reaction mixture was stirred for 16 h while
gradually warming to ambient temperature. The reaction was quenched
with water, diluted with methylene chloride (20 mL), and the resulting
layers were separated. The organic layer was washed 15 with water (2 x 2
mL) and the combined aqueous phases were extracted with methylene
chloride (2 3 mL). The combined organic phases were washed with brine
(2 x 2 mL), dried over Na2SO4, filtered, and concentrated. The crude
product was used directly in the next step Step 2.
.1-(tetrahydrofitran-3-y1)-444,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-y1)-1
H-pyrazole 20 Tetrahydrofitran-3-y1 methanesulfonate was dissolved in
N,N-climethylformamide (0.5 mL) and added to a pre-stirred solution of
4-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-y1)-1H-pyrazole (100 mg,
0.52 mmol) and sodium hydride (25 mg, 1.1 mmoO in
N,N-dimethylfonnamide (1 mL). The mixture was heated to 60 C for 2 d,
cooled to RT, and purified by RP-I-IPLC to afford the desired product.
LCMS: (M+H)= 265.1. 25 Step 3.
5-11-ttetrahydrofitratt-3-y0-111-pyrazol-4-yUpyrimidin-2-amine       To a
solution of
1-(Tetrahycirofimm-3-y1)-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-y1)-
1H-pyrazole (110 mg, 0.42 nunol) in 1,4-dioxane (3 mL) was added Et0H
(1 nth) and water (0.4 mL). The following reagents were added
successively: 5-bromopyrimidin-2-amine (75 mg, 0.43  WO
2008/064157PCT/US2007/085100 mmol), potassium carbonate (ISO mg,
1.3 mmol), and [1,1'-bis(diphenylphosphino)ferrocene]
dichloropalladium(II),complex with dichloromethane (1:1) (20 mg, 0.02
nunol), The vessel was purged several times with N2 and heated to 100
C. for 4 h. The reaction mixture was filtered through a pad of Cclite,
concentrated, and purified by chromatography on silica gel (40 g column,
0-15% 5 Me0Himethylene chloride) to afford the desired product. LCMS:
(M+IT) = 232.0. 



Step4.6-0-1.6-17-(tetrahydrolitran-3-y1)-1H-pyrazol-4-y1ji
idazo[1,2-a]pyrimidin-3- yticyclopropyeuptinoline The title compound was
prepared as a TFA salt from the condensation of 5-[1- 10
(tetrahydrofuran-3-y0-1H-pyrazol-4-ylipyrimidin-2-amine and chloro(I
-quinolin-6-ylcyclopropyl) acetaldehyde using a procedure analogous to
that described for the synthesis of Example 7, Step 8. LCMS: (M+H) =
423.1.     Example 89:
6-(1-16.11-(1-Benzylpyrrolidin-3-y1)-111-pyrazol-4-yllimidazolE2-al
pyrimidin-3- 15 yil eyelopropyl)quinoline        This compound was
prepared as a TFA salt using a procedure that was analogous to that
described for the synthesis of Example 88, Steps 1-4 to afford the desired
product. LCMS: (M+H) 512.2. 20 Example 90:
6-(1-46-(1-Methyl-1H-pyrazol-4-ypimidazol1,2-alpyrimidin-3-
yllcyclopropylllquinoline NI NN Step I.
641[6-(1H-pyrazol-4-yl)intidazo[1,2-alpyrintidin-3-ylleyclopropyl}quinotine
This compound was prepared using a procedure analogous to that
described for the synthesis of Example 88, Steps 3-4 starting from
4-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-y1)-1-trity1-1Hpyrazole. The
trityl group of 6- { I -[6-(
3-trity1-11-1-pyrazol-4-yl)imidazo[1,2-allpyrimidin-3- yl]cyclopropyl
guillotine was removed upon treatment with -I% TFA in acetonitrile and
was purified by RP-HPLC. LC/MS 353.1 (M+11-1)  WO
2008/064157PCT/US2007/085100 Step 2. 6-17-1641-
thy1411-pyrazo1-4-jdfitnidazo[1,2-alpyritniciin-3-ylicyclopropyllquinoline
Toasolutionof6-117[641/1-pyravii1-4-ylfimidazo [1,2-a]pyrimidin-3-
yficyclopropylf quinoline (6 mg, 0.017 mmol) in N,N-dimethylformamide
(200 ut) was added 5 potassium carbonate (4.0 mg, 0.029 mmob and
methyl iodide (3 itL, 0.048 nunoll. After stirring at RT for 16 h, the reaction
mixture was purified by RP-HPLC to afford the desired product. LCMS:
(M+H) = 367.0. 



Example 91:
N,N-Dimetby1-4-14-13-(1-quinolin-6-yleyelopropyl)imidazo[1,2-a]
pyrimidin-6-y11- 1011-1-pyrazol-1-y1}piperidine-1-earboxamide        This
compound was prepared using a procedure that was analogous to that
described for the synthesis of Example 83 using methylene chloride as a
solvent and 1MN-dimethylearbamoy1 chloride as the acylating agent in
Step 2 to afford the desired product as a TFA salt. LCMS: (M+H) = 507.2.
15 Example 92: 4-14-13-(1-Quinolin-6-yleyclopropyl)imidazo 1 1,2-al
pyrimidin-6-y11-113-pyrazol-1- yl} eyelohexanol HO N \ Step 1.
4-14-1347-quinolin-6-ylcyclopropyljimidazo[1,2-4pyr
7idin-6-y1J-1117pyrazol-1- y0cyclohexanone       The crude reaction
mixture containing
6-0-1241-(1,4-dioxaspiro[4.5]dec-8-y1)-1H-pyrazol4-yllimidazo[1,2-b][1,2,4
]triazin-7-yllcyclopropyl)quinoline (-30 mg, 0.07 mmol), prepared using a.
procedure analogous to that described for the synthesis of Example 88
starting from 1,4- dioxaspiro[4.5]decan-8-ol, was concentrated and treated
directly with Ac01-1 (1 mL), water (100 uL) 25 and heated to 100 C for 1 h
to afford the desired product, which was purified by RP-HPLC. (M+H) =
449.2. Step 2.
4-14-1-341-quinolin-6-ylcyclopropy0imidazo[72-alpyrimidin-6-y11-1H-pyra
zol-1- ylicyclohexanot  WO 2008/064157PCOUS2007/085100       4-
{4-13-(1-Quinolin-6-ylcyclopropylfimidazo[ 1
,2-a]pyrimidin-6-y1]-1H-pyrazol- 1- yl}cyclohexanone (16 mg, 0.036 numb
was dissolved in Me01-1 (I mL) and cooled to about -20 C1 followed by
the addition of sodium tetrahydroborate (3.0 mg, 0.079 mmol). The
reaction mixture was allowed to gradually warm to ambient temperature
and stirred for 2 h. The reaction mixture was 5 purified by RP-HPLC (pH
2) to afford the desired product as a TPA salt LCMS: (M+11) = 451.1.
Example 93:
14-[3-(1-Quinolin-6-yleyelopropyl)imidazol1a-a]pyrimidin-6-y11-1H-pyrazol
-1- yllacetonitrile  10This compound was prepared as a 1 ii A salt using a
procedure analogous to those for Example 88, Steps 2-4. L,C1MS: (M+H)
= 392.1. 



Example 94: N-Methy1-5-14-17-(1-quino1in-6-yleye1opropyl)imidazo
[1,2-bl [1,2,41 triazin-2- yll phenyl} pyridine-2-carboxamide 0 15 HN   Step
I . 6-(4-bromophenyll-I,2,4-triazin-3-amine       This compound was
prepared using procedures analogous to those described for the synthesis
of Example 7, Steps 3-5 starting from 4-brOmoacetophenone. LCMS:
(M-14120 +H) = 269.0/271.0. 20 Step 2.
6-{1-1-2-(4-bromophenylfimidazo[1,2-bill,2,4Priazin-7-ylkvelopropylkuinoli
ne       This compound was prepared from the condensation of
6-(4-bromopheny1)-1,2,4-triazin-3- amine and
chloro(1-quinolin-6-yleyelopropybacetaldehyde using a procedure
analogous to that described for the synthesis of Example 7, Step 8.
LCMS: (M+H) = 442.3/444.2. 25 Step 3. N-methyl-5-{4-[7-(1-quino
m6-ylcyclopropyl)imidazo[1,2-b][1,2,41triazin-2-
yl]phenylipyridine-2-carboxamide Toasolutionof6-
{112-(4-bromophenybimidazo [1,2-b] [1,2,4] triazin-7-
ylicyclopropyliquinoline (10.0 mg, 0.0226 mmol) in 1,4-dioxane (1 mL),
Et0I-1 (0.2 mL) and water
(0.2itiL)wasaddedN-methyl-5-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-y
Opyridine-2-  WO 2008/064157PCT/US2007/085100 carboxamide (12
mg, 0.045 mmol), cesium carbonate (15 mg, 0.045 mmol), and
[1,Fbis(diphenylphosphino)fen-ocene]dichloropalladium(11),complex with
dichloromethane (1:1) (1.8 mg, 0.0023 nunol). The reaction vessel was
purged with N2 and then heated in a scaled tube at 120 C for 1 h. LCMS
and HPLC data indicated that the reaction was complete. The mixture was
purified by RPHPLC (pH 2) to give the desired product as a TFA salt.
LCMS: (1v11-H) = 498.1. Example 95:
6-11-42-(4-Pyrimidin-5-yl-phenyl)imidazo[1,2-b1 [1, 2,41triazin-7-
yl]eyclopropyl}quinoline :s.. 



N N 10This compound was prepared as a TFA salt starting from
6-114244-
bromophenyBimidazo[1,2-b][1,2,41triazin-7-yl]cyclopropyllquinoline using
procedures analogous to those for Example 94. LCMS: (MH-H) - 442.1.
Example 96:
6-(1-(214-0-Acetyl-J,2,3,6-letrahydropyridin-4-y1Mhenyllimidato[l,2- 15b]
[1,2,4]triazin-7-ylleyclopropyDquinoline 0 AN N N Step I. tert-butyl
4-(4-[7-(1-quinolin-6-ylcyclopropy)imidazoll,2-bill,2,41triazin-2-yllpheny0-3,
6- dihydropyridine-1(21-1)-carboxylate            This compound was
prepared using procedures analogous to those for Example 94. LC,MS:
20 04+171) = 545.2. Step 2.
6-0-1214-(1,2,3,6-tetrahydropyridin-4-y0phenylliniidazoll.2-1VH,241triazin-
7- yllcyclopropyOquinoline hydrochloride tert-Butyl 4- 14 - [7-
(1-quinolin-6-ylcyclopropy Oimidaz o [1,2-b][1,2,41triazin-2-y l]phenyli
-3,6- 25 dihydropyridine-1(2H)-carboxylate (36.0 mg, 0.0661 mmol) was
dissolved in 4M of hydrogen chloride in 1,4-dioxane (5.0 inL) and stirred at
RT for 2 h, The volatiles were removed under vacuum and the residue
was azeotropically washed with aceronitrilc. The crude material was used
in the next step. LCIMS: (M-1H) - 445.0.  WO
2008/064157PCT/US2007/085100 Step 3. 6-0-
/2f4-(1-acetyl-1,2.3,6-tetrahydropyridin-4-Aphenyth dazo[1,2-b][1,2,4liri7-
ybicyclopropyl)quincline Toasolutionof6-(1-
{244-(1,2,3,6-Tetrahydropyridin-4-yl)phenyllimidaz.o[1,2- 5
b][1,2,4]triazin-7-yll cyctopropyl)quinoline hydrochloride (12 mg) in
181,Ni-dimethylformamide (1 mL) and acetonitrile (1 mL) was added
NN-diisopropylethylamine (23.0 aL, 0.132 =lot; -5 equiv.) and acetyl
chloride (3.8 [LL, 0.053 mmol; -2.0 equiv.). The resulting solution was
stirred at RT for 1 h. quenched with Me0H and purified directly by
RP-HPLC (pH 2) to afford the desired product as a TFA salt. LCMS:
(M+H) = 487.1. 10 



Example 97: 641424441 -(Methylsulfony1)-1
,2,3,6-tetrahydropyridin-4-yliphenyllimidazol1 ,2-
b][1,2,41triazin-7-y0eyclopropyliquinoline P S. cc/ N          This compound
was prepared as a TFA salt starting from 6-(1-42-{4-(12,3,615tetrahy
dropy ridin-4-yl)phenyl] im idazo [1,2-b1 [1 ,2 ,4itriazin-7-yll
cyclopropyl)quinol ine hydrochloride using procedures analogous to those
for Example 96. LCMS: (M+H) = 523.2. Example 98:
N,N-Dimethy1-5-14-[7-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-1)][1,2,41tri
azin-2- yliphenyl)pyridine-2-carboxamide 0 20        This compound was
prepared as a TVA salt starting from 6-114244-
bromophenylfimidazo[1,2-b][1,2,4]triazin-7-ylicyclopropyl}quinoline using
procedures analogous to those for Example 94. LCMS: (M+H) = 512.3
25Example 99: 6-0
-12-14-(1H-Imidazol-1-yl)phenyllimidazol1,2-bi[1,2,41triazin-7-
ylleyelopropyl)-quinoline  WO 2008/064157PCITS2007/085100
Toasolutionof6- {142-(4-brornophenyillimidazo[1,2-b][1,2,4]ttiazin-7-
yl]cyclopropyl) quinoline (15 mg, 0.034 mmol) and 1H-imidazolc (2.77 mg,
0.0407 mmol) in 1,4- dioxane (0.50 mL) was added
(1S,2S)-N,N-dimethy1cyclohexane-1,2-diamine (0.96 mg, 0.0068 5
mmob, copper(I) iodide (0.64 mg), and potassium carbonate (9.84 mg).
The mixture was refluxed overnight. After cooling to RT, the mixture was
purified by RP-HPLC (pH 2) to afford the desired product as a TEA salt.
LCMS: (MH-H) = 430.4. 



Example 100: 2-Fluoro-N-(trans-4-hydroxycyclollexy1)-4-17-(1-quinolin-6-
10 ylcyclopropybimidazo11,2-b][1,2,41triazin-2-ybbenzamide 0  Slept.
6-(1-[2-N-Bromo-31luorophenylfinzidazcl[1,2-b][1,2,4firiazin-7-yl]cycloprop
yliqUi7101177e        A mixture of
6-(4-bromo-3-fluoropheny1)-1,2,4-triazin-3-amine (80.0 mg, 0.297 mmol,
Example 7, Steps 1-5) and chloro(1-quinolin-6-ylcyclopropybacetaldehyde
(0.088 g, 0.36 nunol) in 15 isopropyl alcohol (3 mL) and a drop of water
was heated at 110 C. for 48 h. The mixture was adjusted to pH 9 with
triethylamine. The volatiles were removed under reduced pressure. The
residue was purified by chromatography on silica gel with Et0Ac in
CH2Cl2 (0-60%) to afford the desired product. LCMS: (M4-1-3) =
459.9/461.9. 20 Step 2. 2-F unro-417-0-quinol
n-6-ylcyclopropyl)imidazon,2-b [],2,4]triazin-2-yll benzonitrile        A
mixture of 6- 1- [2-(4-bromo-3- fluor phenyl) im idazo [1,2-b] [1,2,4] triazin
-7- ybcyclopropylquinoline (0.060 g, 0.13 mmol), potassium
hexacyanofen-ate(H) trihydrate (0.02 g, 0.05 mmol), sodium carbonate
(0.016 g, 0.16 mmol) and palladium acetate (0.001 g, 0.006 =lol) in
N,Ndimethylacetamide (1.0 mL, 11 mmol) was stirred at 120 C for 2 h.
The reaction mixture was diluted 25 with Et0Ac, washed with water and
brine, dried over Na2SO4, filtered, and concentrated. The residue was
purified by chromatography on silica gel with McOH in CH2Cl2 (0-5%) to
afford the desired product. LCMS: (M-tH) = 407.1.     Step 3.
2-Fluoro-4-17-(1-quinolin-6-ykyelopropyl)imidazo[1,2-V [1,2,4Priazin-2-yll
benzoic acid
302-Fluoto-4-[7-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-b]]1,2,4)triazin-2-yl
ibenzonitrile  WO 2008/064157PCM820071085100 (40.0 mg, (L0984
mmol) in concentrated hydrochloric acid (0.6 mL, 0 006 mot) was stirred at
110 'V overnight. The volatiles were removed under reduced pressure.
The residue was co-evaporated with toluene, and dried to give the desired
product. LCMS: (MH-H) = 426.0. Step 4.
2-Fluoro-N-Orans-4-hydroxycyclohexylF417-(1-q.
nolin-6-yleyclopropyljimidazo[1,2- bill,2,4Priazin-2-yubenzamide
N,N-Diisopropylethylamine (6.4 ttL, 0.037 mmol) was added to a mixture
of 2-fluoro-447-
0-quinolin-6-yleyelopropylfimidazo[1,2-b][1,2,41triazin-2-yfibenzoic acid
(5.2 mg, 0.012 mmol), trans-4-aminocyclohexanol hydrochloride, and
benzotriazol-1-yloxytris(dimethylamino)phosphonium 10
hexafluorophosphate (8.1 mg, 0.018 inmol) in N,N-dimethylformamide (0.6
mL) at 0 C. and was stirred overnight at RT. The mixture was diluted with
methanol and purified by RE-HPLC (pH 2) to afford the desired product as
a TEA salt. LCMS: (M=1:1) = 523.0.      Example 101:
N-Cyclopropy1-2-11voro-4-17-(1-quinolin-6-ylcyclopropypimidazo[E2-
15to]triazin-2-yllbenzamide       0 



>--HN  NN       This compound was prepared as a TEA salt starting from
2-fluoro-447-(l-quinolin-6-
yleyelopropyl)imidazo[1,2-b][1,2,4]triazin-2-yllbenzoic acid using
procedures analogous to those for Example 100. LCMS: (M+II) = 465.0 20
Example 102:
2-Fluoro-N-methy1-4-17-(1-quinolin-6-yleyelopropyl)imidazo[E2-0111.2,44
ltriazin2-yl]benzamide          This compound was prepared as a TEA salt
starting from 2-fluoro-4-17-0-quinolin-6- 25
ylcyclopropyitimidazo[1,2-b][1,2,4]niazin-2-yllbenzoic, acid using
procedures analogous to those for Example 100. LCMS:= 439.1. Example
103: 2-Fluoro-N-11-(methoxymethyDeyelopropy11-4-17-(1-quinolin-6-
yleyelopropyl)imidazo [1,2-b][1,2,4]triazin-2-yllbenzamide  WO
2008/064157PCT/US2007/085100          This compound was prepared as
a TFA salt starting from 2-fluoro-4-[7-(1-quinolin-6-
yleyclopropypimidazo[1,2-b][1"2,4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 100, (M+H) 509.1. Example
104:
2-Fluoro-4-(7-(1-(quinolin-6-xpeyelopropyl)imidazo11,2-0111,2,4]tria7in-2-
yl)benzamide 0             This compound was prepared as a TEA salt
starting from 2-fluoto-447-(1 -quinolin-6- 10
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-yl]benzoic acid using
procedures analogous to those for Example 100. LCMS: (M+H) =425.1. 



Example 105: 4- ET-(1-Quinolin-6-yleyelopropyl)imidazo
[1,2-N11,2,41triazin-2-yli-N(tetrahydroluran-2-ylmethypbenzamide 0
Step I. Methyl 4-(avoacety0benzoate       To a solution of 4-acetylbenzoic
acid methyl ester (25 g, 0.14 mol) in dimethyl sulfoxide (300 mL) was
added slowly a solution of hydrogen bromide in water (48%, 48 mL) at RT
with stirring. The mixture was stirred at 60 C overnight. After cooling to
RT, it was poured into ice-water. The 20 precipitate was filtered and dried
to afford the desired product (15.6 g, 79%). Step 2. Methyl.
4-frliethoxyacety0benzoate       A mixture of methyl 4-(oxoacetyl)benzoate
(13.5 g, 0.0702 mol), ethyl orthoformate (29 mt.., 0.18 mot),
p-toluenesulfonic acid monohydrate (0.7 g) in toluene (150 mL) was
refluxed for 2h. After 25 cooling to RT, the solvent was removed under
reduced pressure. The crude material was chromatographed on silica gel
to afford the desired product (15.4 g, 82%). LCMS: (M+Na) = 289.0.  WO
2008/064157PCT/1 LS2007/085100 Step 3. Methyl
4(3-oxo-2,3-dihydro-1,2,4-triazin-6-yObenzcate       A mixture of methyl
4-(diethoxyacetyfibenzoate (15.4 g, 0.0578 mol), semicarbazide
hydrochloride (7.1 g, 0.064 mol), N,N-diisopropylethylamine (12 mL, 0.069
mol) in 1,2- 5 dichloroethane (150 mL), and methanol (2 mL) was heated
at 95 C for 4 h. To the mixture was added an additional 0.1 equivalents of
semicarbazide hydrochloride. The mixture was stirred at 95 C for 1 h.
After cooling to RT, the mixture was diluted with methylene chloride and
washed with water, brine, dried over Na2SO4, filtered, and concentrated.
The residue was refluxed with acetic acid (100 mL) and water (1.0 mL)
overnight. The mixture was concentrated to yield quantitative crude
material 10 which was directly used in the next step. Step 4. Methyl
4-(3-chloro-1,2,4-triazin-6-yObenzoate       A mixture of methyl
4-(3-oxo-2,3-dihydro-1,2,4-triazin-6-yfibenzoate (13.4 g, 0.0580 mol),
phosphoryl chloride (30 mL, 0.3 mol) in chloroform (50 nth) was refluxed
(oil-bath temperature 



15 about 100 C) for 2 h. After cooling to RT, the mixture was concentrated
to remove excess phosphoryl chloride. The residue was dissolved in
methylene chloride and poured into ice-water, and carefully neutralized
with K2CO2. The organic layer was separated and the aqueous solution
was extracted with methylene chloride. The combined organic phases
were dried over Na2SO4, concentrated, and further purified by
chromatography to afford the desired product (2.5 g, 17%). 20 LCMS:
(M+H) - 249.9. 'Ft 1X1VER (300 MHz, CDC13): in ppm, 3.98 (s, 3H), 8.18
(d, 2H), 8.24 (d, 2H), 8.96 (s, 1H). Step5. methyl
4-0-amino-1,2,4-triazin-6-yljbenzoate A solution of methyl
4-(3-chloro-1,2,4-triazin-6-yl)benzoate (180 mg, 0.721 mmol) and 2M 25
of ammonia in isopropyl alcohol (5 ml, 10 mmol) was stirred at 25 C for 3
h. The reaction was diluted with water, and the precipitate was filtered to
give the desired product. LCMS: (M+H20-41) = 249.0. Step 6. methyl
4-1:7-0-quinolin-6-ylcyclopropyljimidazo17,2-hfil,2.41triazia-2-yltbenzoate
30 A mixture of methyl 4-(3-amino-1,2,4-triazin-6-yfibenzoate (160 mg,
0.70 minol) and ch1oro(1-quinolin-6-yleyclopropyfiacetaldehyde (200 mg,
0 83 mmol) in isopropyl alcohol (6 mL) was heated at 110 'C for 24 h. The
mixture was adjusted to pH 9 by adding triethylamine and then the
volatiles were removed under reduced pressure, The residue was purified
by chromatography on silica gel with Et0Ac in CH2C12 (0-60%) to afford
the desired product (130 mg, 44%). LCMS: (M+H) 35421.1. Step 7. 417-0
-quinolin-6-ylcyclopropylhaticiazo[1,24)H1,2,4firiazin-2-yll benzoic acid
WO 2008/064157PCT/ES2007/085100       Lithium hydroxide
monohydrate (14 mg, 0.34 nunol) was added to a solution of methyl 447-
(1-quinan-6-yleyelopropyljiinidazo[1,2-b][1,2,4]triazin-2-yl]benzoate (30.0
mg, 0.07 mmol) in THF (0.3 mL), methanol (0.3 mL), and water (0.2 mL).
The mixture was stirred at RT for 2 h and adjusted to pH 2 with conc. HCI.
The volatiles were removed under reduced pressure and the residue was
dried 5 to provide the crude product which was directly used in the next
step without further purification. LCMS: (M+H) = 408.1. Step 8.
4-17-(1-quinoll 6-ylcyclopropylPti azof1,2-b]
1.1,2,41trtazte-2-y1P.AL(tetrahydrolurcup2- yltnethyObenzatmde
10N,N-Diisopropylethylamine (13 pL, 0.074 nunol) was added to the
mixture of 4-[7-(1-
quinolin-6-ylcyclopropyflimidazo[1,2-b]11,2,4]thazin-2-yllbenzoic acid
(10.0 mg, 0,0245 =not), (tetrahydrofuran-2-yOmethanamine (8.0 mg) and
benzoniazol-1- yloxytris(dimethylamino)phosphonium
hexafluorophosphate (16 mg, 0.037 mmol) in N,Ndimethylformamide (0.5
niL) at 0 C. The mixture was stirred at RT for 3 h, and purified by RP - 15
HPLC (pH 2) to afford the desired product as a TFA salt. LCMS: (M+H) =
491.1. Example 106:
N-(Pyridin-2-ylmethyl)-447-(1-quinolin-6-ylcyclopropyl)imidazo [1,2- b]
[1,2,4] triazin-2-yllbenzamide 



20This compound was prepared as a TFA salt starting from
4-[7-(1-quinolin-6- ylcyclopropypimidazoil,2-b][1,2,4]triazin-2-yl]benzoic
acid using procedures analogous to those for Example 105. LCMS: (M+H)
=498.1. Example 107:
N-Cyclopropy1-4-17-(1-quinolin-6-yleyelopropyl)imidazo[1.2Altriazin-2- 25
yllbenzamide         This compound was prepared as a TFA salt starting
from 4-[7-(1-quinolin-6-
ylcyclopropyflimidazo[1,2-b][1,2,4]triazin-2-yl]benzoic acid using
procedures analogous to those for Example 105. LOIS: (NI-FM) = 447.1.
30  WO 2008/064157PCT/US2007/085100 Example 108:
N-Cyclobuty1-4-17-11-quinolin-6-y1eyelopropy1)imidazo[1,2-b1[1,2,41tria
zin-2- yfibenzamide          This compound was prepared as a TFA salt
starting from 4-[7-(1-quinolin-6- 5
ylcyclopropypimidazo[1,2-b][1,2,4]triazin-2-Abenzoie acid using
procedures analogous to those for Example 105. LCMS: (M+H) = 460,1.
Example 109:
N-(1-Pyridin-2-ylcyclopropy0-447-(1-quinolin-6-yleyelopropybimidazo[1,2-
b] E1,2,41triazin-2-ylibenzamide 10 This compound was prepared as a
TFA salt starting from 447-(1 -quinolin-6-
yleyelopropyl)imidazo[1,2-b][1,2,4]triazin-2-Abenzoic acid using
procedures analogous to those for Example 105. LCMS: (M+11) = 524.1.
15 Example 110:
N-(2-Hydroxy-1,1-dimethylethyl)-4-17-(1-quinolin-6-yleyelopropyl)imidazo
bi [1,2,41triazin-2-yll benzamide 110 N, 



N         This compound was prepared as a TFA salt starting from 4- [7-0
-quinolin-6- ylcyclopropypimidazo[1,2-b][142,41triazin-2-ylibenzoic acid
using procedures analogous to those for 20 Example 105. LCMS: (M+H) =
479.1. Example 111:
N-1(18)-1-13enzyl-2-hydroxyetby11-4-17-(1-quinolin-6-yleyelopropybimida
ndE2- b][1,2,41triazin-2-yllbenzamide  WO
2008/064157PCTPUS2007/085100          This compound was prepared
as a TFA salt starring from 447-0-quinolin-6-
yleyclopropypimidazo[1,2-b][1,2,4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 105. LCMS: (M+H)= 541.1. 5
Example 112: (3R)-1-14-17-(1-quinolin-6-yleyelopropyl)imidazo 1E2-
b]11.2,41triazin-2- yllbeimyl}pyrrolidin-3-ol          This compound was
prepared as a TFA salt starting from 4-17-0 -quinolin-6- 10
ylcyclopropy0imidazo[1,2-b][1,2,4]triazin-2-Abenzoic acid using
procedures analogous to those for Example 105. LCMS: (M+H) = 477.1.
Example 113:
4-(7-(1-(Quinolin-6-yeeyelopropyl)imidazo[1,2-b][1,2,41triazin-2-y1)-N(tetr
ahydro-2H-pyran-4-yl)benzamide 0  09-N  15N N 



This compound was prepared as a TFA salt starting from
4-1741-quinolin-6- yleyelopropyl)imidazo[1,2-b][12,4]triazin-2-ylibenzoic
acid using procedures analogous to those for Example 105. LCN1S:
(M+H) = 491.1. 20 Example 114:
N-Cyclopropyl-N-methy1-4-17-(1-quinolin-6-yleyelopropyl)imidaza[1,2-
b1[1,2,4]triazin-2-ylIbenzamide   WO 2008/064157PCT/US2007/085100
Sodium hydride (0.54 mg, 0.013 mmol) was added to a solution of
N-cyclopropy1-4-17-(1-
quinolin-6-ylcyclopropyl)imidazo[1,2-1)][1,2,4]triazin-2-Abenzamide (3.0
mg, 0.0067 mmol) in THE (0.5 mL) at RT. The mixture was stirred for 10
min, and then methyl iodide (1.2 AL, 0.020 mmol) was added. The mixture
was stirred for 2 h at RT. LCMS showed the reaction was complete. The
mixture 5 was diluted with methanol, and purified by RP-HPLC OH 2) to
give the desired product as a TEA salt. LCMS: (M+H) = 460.1. Example
115:
N11-(Methoxymethyl)cyclopropyli-4-17-(1-quinolin-h-ylcyclopropyOimidaz
olE2- bl[E2,41triazin-2-yllbenzamide 10 Step 1. benzyl
[1-(hydroxymethylkyclopropyl]carbantate        Ethyl chloroform:ate (0.17
mL, 0 0018 mol) was added to a solution of I -
[(benzyloxy)carbonyl]aminocyclopropanecarboxylic acid (0.35 g, 0.0015
mol) and triethylamine (0.25 inL, 0.0018 mol) in THE (5.0 mL) at -10 C.
The mixture was stirred at RT for 30 min., filtered, 15 and washed with
THE. Sodium tetrahydroborate (0.11 g, 0.0030 mol) in water (1.0 m.L) was
added to the filtrate at 0 C, and stirred at RT for 2 h. The reaction mixture
was carefully quenched with IN HCI, and extracted with Et0Ac. The
extract was washed with saturated NaHCO3, brine, dried over MgSO4,
filtered, and concentrated to give the crude product (0.32 g, 97%). LCMS:
(M+H) = 222.0, (M+Nal= 244.0. 20 Step 2. Benzyl
1-1-Onethoxymethylkyelopropylkarbamate        To a solution of benzyl
[1-(hydroxymethyl)cyclopropyl]carbamate (0.32 g, 0.0014 mol) in
methylene chloride (5,0 mL) was added sequentially powdered MS 4A,
N,N,N,N'-tetramethy1-1,8- naphthalenediamine (0.77 g, 0.0036 mol), and
trimethyloxonium tetrafluoroborate (0.43 g, 0.0029 25 mol) at RT. The
mixture was stirred for 5 h, filtered through a pad of Cc.lite, and washed
with Et0Ac. The filtrate was washed with IN HC1, water, brine, dried over
Mg504, filtered, and concentrated. The residue was purified by
chromatography on silica gel with Et0Ac in hexanes (0-30%) to afford the
desired product (140 mg, 41%). LCMS: (M+H) = 2361 30 Step 3.
1-(Methatymethy1,)eyelopropanamine        To a solution of benzyl
[1-(methoxymethypcyclopropyl]-earbamate (400.0 mg, 1.700 mmol) in
methanol (5.0 mL) was added Pd/C (50.0 mg) and stirred under hydrogen
(balloon) for 1 h. The mixture was filtered through a pad of Conte. The
solvent was evaporated under reduced pressure to  



WO 2008/064157PCT/US2007/085100 provide the desired product.
LCMS: (lVI+FT) = 102.1. Step 4.
N-17-(methorymethylkyclopropy11-417-0-quinolin-6-ylcyclopropyt)
nidazo-[1,2- b][1,2,4priazin-2-yl]benzamide 5This compound was
prepared as a TFA salt starting from 4-17-(1-quinolin-6-
ylcyclopropyl)imidazo,2[1,2,4]triazin-2-yllbenzoic acid using procedures
analogous to those for Example 105, Step 8. LCMS: (M+H) = 491.1.
Example 116:
N-[1-(Methoxymethyl)eyelobuty1J-4-[7-(1-quinelin-6-vIcyclopropybimidazo
[1,2- 1 0 lb] [1,2,41triazin-2-yl] benzamide        This compound was
prepared as a TFA salt starting from 4-7-0-quinolin-6-
ylcyclopropyl)imidazo[1,2-b][1,2.4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 115. LCMS: (M+H) = 505.3.
Example 117:
N-[(18)-1-(Methoxymethyl)-2-methylpropy0-447-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-b] [1,2,4jtriazin-2-yll benzamide H       This
compound was prepared as a TFA salt starting from 447-(1-quinolitT6-
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 115. LCMS: (M+H) - 507.1.
Example 118:
N44-(Methoxymethyptetrahydro-2H-pyran-4-y11-447-(1-quinolin-6-
ylcyclopropyl)imidazo [1,214 [1,2,4]triazin-2-ylibenzamide 0    1 04  WO
20081064157PCT/US2007/085100 Step 1. tert-butyl
1-4-(hydroAiymethyOtetrahydro-2H-pyran-4-ylicarbantate 



Ethyl chloroformate (0.234 mL, 0.00245 mol) was added to a solution of
4-fltertbutoxycarbonyeamino]tetrabydro-2H-pyran-4-carboxylic acid (0.5 g,
2.0 mmol) and trierhylamine (0.341 mL, 2,45 nunol) in THF (6.8 mL) at -10
C. The mixture was stirred at RT for 30 min., filtered, 5 and washed with
THF. Sodium tetrahydroborate (0.15 g, 4.1 mmol) in water (1.0 mL) was
added to the filtrate at 0 'C., and then stirred at PT for 2 h. The reaction
mixture was quenched with saturated NTLIC1 solution, extracted with
Et0Ac. The extract was washed with saturated NaHCO3, brine, dried over
MgSO4, filtered, and concentrated to give the elude product which was
directly used in next step without further purification. LCMS: (M+Na) =
254.1; (M-100+H) = 132.1. 10 Step 2. tert-butyl
14-(ihethoxytnethyOtetrahyclro-2H-pyran-4-ylicarbaniate       To a solution
of tert-butyl [4-(hydroxymethyl)tetrahydro-2H-pyran-4-yl]carbamate (0.89
g, 3.8 mmol) in methylene chloride (19.2 mL) was added sequentially
powdered MS 4A, l\1,l\;r,N',tSr'- tetramethy1-1,8-napMhalenediamine (2.0
g, 9.6 mmol), and trimethyloxonium tetrafluoroborate (1.1 g, 15 7.7 mmol)
at RI'. The mixture was stirred for 5 h., filtered through a pad of Celite, and
washed with Et0Pic. The filtrate was washed with aqueous CuSO4, water,
brine, dried over Mg504, filtered, and concentrated. The residue was
purified by chromatography on silica gel with Et0Ac in bexanes (0- 30%)
to afford the desired product. LCMS: (MiNa) - 268.0 20 Step 3.
4-(thethoxymethylltetrahydro-2H-pyran-4-amine hydrochloride       To a
solution of tert-butyl
[4-(methoxymethyl)tetrahydro-2H-pyran-4-yl]carbamate (0.45 g, 0.0018
mol) in Et0Ac (0.2 mL) was added 4M of hydrogen chloride in 1,4-dioxane
(3 mL) and stirred for 2 It The volatiles were removed under reduced
pressure to give the desired compound which was directly used in next
step without further purification. LCMS: (M+H) - 146.2. 25 Step 4.
N-14-Onethoxyhtethyljtetrahydro-2H-pyran-4-yli-4-[7-0-quinolin-6-
ylcyclopropyljimidazo[1,2-bffl,2,4)triazin-2-yl] benzamide          This
compound was prepared as a I PA salt starting from 44741-quinolin-6-
ylcyclopropyltimidazo[1,2-b111,2,41tiazin-2-ylbenzoic acid using
procedures analogous to those for 30 Example 105, Step 8. LCMS: (M+H)
= 535.2. Example 119:
4-[7-(1-Quinolin-6-yleyelopropyl)imidazoll,2-b111,2,411riazin-2-yll-N-E3-1
hiazol2-ylbenzamide  WO 2008/064157PC17US2007/085100 N N
N,N-Diisopropylethylamine (6.4 tiL, 0.037 mmol) was added to a mixture
of 44741- quinolin-6-yleyclopropylfimidazo [1,2-b][1,2,4]tiazin-2-yfIbenzoic
acid (5.0 nig, 0,012 mmol), 13- thiazol-2-amine (2.3 mg, 0.024 mmol), and
N,N,N,N-tetramethyl-0-(7-azabenzotriazol-1-yOuronium 5
hexafluorophosphatc (7.0 mg, 0.018 mmol) in N,N-dimethylformamide (0.6
mL) at 0 C. The mixture was stirred for 4 h at RT, and purified by
RP-HPLC (pH 2) to afford the desired product as a TFA salt. LCMS:
(M+H) 490.0. Example 120: N-Py n id in- 4-y1-4-17-(1-quinolin-6-ylcyclop
ropy imi d[1,2-til 14,4) triazin-2- yIlbenzamide 



11 %N.       This compound was prepared as a TEA salt starting from
2-fluoro-447-(l -quinolin-6-
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-yfibenzoic acid using
procedures analogous to those for Example 119, LCMS: (M+11) = 485.1.
15 Example 121:
N44-(Methoxymeth34)tetrahydro-2H-pyran-4-y1]-447-(1-quinolin-6-
ylcyclepropyl)imidazo[1,2-b] f1,2.4Itriazin-2-yllbenzamide if    Step 1.
(212)-2-10ert-butoxycarbony4iatincipropyi dimethyfrarhantate
20N,N-Dimethylearbamoyl chloride (0.12 mL, 0.0013 mot) was added to a
solution of tert-butyl [(1R)-2-hydroxy-l-methylethyl]c,arbamate (0.150 g,
0.856 mmol), 4-dimethylaminopyridinc (0.02 g, 0.2 mmoO and pyridine
(0.14 g, 1.7 mmol) in methylene chloride (3.0 mL). The mixture was stirred
overnight, diluted with Et0Ac and washed with IN HC1, saturated Nail
CO3 and brine. The organic layers were dried over NasSO4, filtered, and
concentrated. The residue was purified by 25 chromatography on silica
gel with Et0Ac in hexancs (0-30%) to afford the desired product.  WO
2008/064157PCl/US2007/085100 Step 2. (21V-2-aminopropyl
dimethylcarbamate hydrochloride       To a solution of
(2R)-2-[(tert-Butoxycarbonyhamino]propyl dimethylcarbamate (16.0 mg,
0.0650 mmol) hi Et0Ac (0.2 niL) was added 4M of hydrogen chloride in
1,4-dioxane (0.5 mL) and stirred for 1 It The volatiles were removed under
reduce pressure to give the desired compound. 5LCMS: (V1+11) = 147.1.
Step 3. N-14-(methatymet12y1,1tetrahyfro-21-1-pyran-4-y11-417-(1-qui o
yleyclopropyl)irnidazo[1,2-b1[1,2,4firiazin-2-yllbenzamide          This
compound was prepared as a TFA salt starting from 447-0 -quinulin-6- 10
ylcyclopropyliimidazo[1,2-b][1,2,4]triazin-2-yl]benzoic acid using
procedures analogous to those for Example 105, Step 8. LCMS: (MI-i1) =
536.2 



Example 122:
IN-1(1R)-1-1(Dimethylamino)earbonyll-2-rnethylpropyll-447-(1-quinolin-6-
ylethyl)imidazoll,2-bll1,2,41triazin-2-yllbenzamide 15   Step-oh
Palladium acetate (100 mg, 0.6 mmol) was added to a solution of
6-(4,4,5,5-tetramethy1- 1,3,2-dioxaborolan-2-yl)quinoline (8.0 g, 31 mmol)
and 3-bromo-3-buten- 1 -ol (6.2 g, 41 mmol) in toluene (118 mL) and
water (12 inL) followed by addition of 2-(dicyclohexylphosphino)-2',6'- 20
dimethoxy-1,1'-biphenyl (500 mg, 1 mmol). The mixture was stirred at 100
'C for 6 h. After cooling to RT, the mixture was diluted with Et0Ac, washed
with water and brine. The organic layers were dried over Na2SO4, filtered,
and concentrated. The residue was purified by chromatography on silica
gel with Et0Ac in methylene chloride (0-50%) to afford the desired
product. 25 Step 2. 3-quinolin-6-ylbutan-hol       A mixture of
3-quinolin-6-ylbut-3-en-l-ol (1.0 g, 0.0050 molt platinum on carbon (5 wt%
supported on activated carbon, wet, Degussa type F101 ra/w, 0.20 g) in
methanol (15.0 nth) was stirred under hydrogen (with a balloon) at RT for
5 h. The mixture was filtered and the filtrate was concentrated to give the
desired product (1.0 g, 99%). LCMS: (M+H) = 202.1. 30 Step 3.
3-quinolin-6-ylbutanal       To a solution of 3-quinolin-6-ylbutan-1-ol (0.060
g, 0.30 mind) in methylene chloride (3.0 mL) was added
2,2,6,6-tetramethyl-l-piperidinyloxy free radical (0.005 g, 0.03 mmol) and
WO 2008/064157PCT/U520071085100 iodobenzene diacctate (0.10 g,
0.33 minol). The reaction was stirred overnight at RT. The mixture was
purified by chromatouraphy on silica gel with Et0Ac in hexanes (0-40%) to
afford the desired product (0.050 g, 84%). LCMS: (M-114) = 200.0. 5 Step
4. 2-chloro-3-quinolin-6-ylbutanal       L-Proline (5.8 mg, 0.050 mmol) was
added to a solution of 3-quinolin-6-ylbutanal (50 mg, 0.25 mmol) in
chloroform ((.5 mL) at 0 followed by addition of N-chlorosuccinimide (36.9
mg, 0.276 mmol). The mixture was stirred at RT for 2 h, diluted with
hexanes and filtered. The filtrate was concentrated and purified by
chromatography on silica gel with Et0Ac in methylene chloride (0-10%) 10
to afford the desired product (0.048 g, 82%). LCMS: (M+H) = 234.1/236.1.
Step 4. Methyl
4-[741-yza-6-yeethyljimidazo[1,2-bill,2,41triazin-2-yUbenzoale 



A mixture of methyl 4-(3-amino-1,2,4-triazin-6-yl)benzoate (50 mg, 0.217
mmob and 2- chloro-3-quinolin-6-ylbutanal (61 mg, 0.26 mmol) in
isopropyl alcohol (3.0 mL) was heated at 110 15 for 48 h. The mixture was
adjusted to pH 9 by adding triethylamine. The volatiles were removed
under reduced pressure and the residue was purified by chromatography
on silica gel with Et0Ac in methylene chloride (0-60%) to afford the
desired product (0.020 g, 22%). LCMS: (Midi) = 410.0. Step 5.
4-17-(1-Quinolin-6-ylethybimidazo[1,2-1V [1,2,41triazin-2-yllbenzoic acid
20Lithium hydroxide monohydrate (24 mg, 0 57 mmol) was added to a
solution of methyl 447-
(1-quinolin-6-ylethypimidazo[1,2-b][1,2,41triazin-2-yl]benzoaie (47 mu,
0.115 mmol) in THF (0.5 mL) and methanol (0.5 inL) and water (0.2 mL).
The mixture was stirred at RT for 2 h. LCMS showed the reaction was
complete. The mixture was adjusted with conc. HO to pH 2. The volatiles
were removed under reduced pressure to provide the crude product which
was directly used in next 25 step. LCMS: (M+H) = 396.1. Step 6.
1V-(JR)-1-17Dirnethylananokarbonyli-2-methylpropyl-4-[7-(1-qu 10
6-ylethy1)irnidazo[1,2- bJ[.1,2,4Jtriazin-2-ylJhenzamide
N,N-Diisopropylethylamine (13 [tL, 0.074 mmol) was added to the mixture
of 4-17-0- 30 quinolin-6-ylethyl)imidazo[1,2-151[1,2,4]triazin-2-yl]benzoic
acid (9.70 tug, 0.0245 mmol), (2R)-2- amino-N,N,3-timethylbutanamide
(5.3 mg, 0.037 mmol) and benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluorophosphate (16 mg, 0.037
mmol) in N,Ndimethylformamide (0.6 mL) at 0 'C. The mixture was stirred
overnight at RT, purified by RP-HPLC (pH 2) to afford the desired
compound as a TEA salt. LCMS: (M+H) = 522.1. 35 Example 123:
N-Cyclopropy1-2-fluoro-447-(quinolin-6-ylmethyl)imidazo [1,2-b] [1,2,4]
triazin-2- yl]benzamide  WO 2008/064157PC7E1U82007/085100
N,N-Diisopropylethylamine (6.4 id-. 0.037 mmol) was added to a mixture
of 44741- quinolin-6-ylcyclopropypimidazo[1,2-6][1,2,41triazin-2-yl]benzoic
acid (4.9 mg, 0.012 inmol, prepared as described in Example 7, Steps
1-10), cyclopropylamine (1.4 mg, 0.024 mmol) and 5
benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (9.6 mg, 0.018 mmol) in N,N-dimethylfonnamide (0.6
mL) at 0 C. The mixture was stirred at RT for 3 h, and purified by RPHPLC
(pH 2) to afford the desired product as a TEA salt. LCMS: (M+H) = 439.0.
Example 124: 2-Fluoro-N-11
-(methoxymethyl)cyclopropyl]-4-17-(quinolin-6- 10
ylmethyl)imidazolE2-1411,2,41triatin-2-yllbenzamide 0        This
compound was prepared as a TEA salt starting from 4- [7-(1-quinolin-6-
ylcyclopropyOhnidazo[1,2-b111,2,41triazin-2-ylficnzoie acid procedures
analogous to those for Example 123. LCMS: (M+H) = 438.1. 



15 Example 125:
2-Fluoro-4-17-(quinolin-6-ylmethyDimidazolla-1)111,2,41triazin-2-yll-N(tetr
ahydro-211-pyran-4-y1)benzamide 0           Tins compound was prepared
as a TEA salt starting from 4-[7-(1-quinolin-6- 20
ylcyclopropylfimidazo[1,2-b][1,2,4]triazin-2-yl]benzoic acid using
procedures analogous to those for Example 123. LCMS: (1VIT-1) = 483.1.
Example 126: (3R)-1-[2-Fluoro-447-(quinolin-6-ylmethyDimidazo[1:2-b]
[1,2,4]triazin-2- yllbenzoyflpyrrolidin-3-61  WO
2008/064157PCT/US2007/085100         This compound was prepared as
a TFA salt starting from 4-7-0 -quinolin-6-
ylcyclopropypimidazo[1,2-b][1,2,4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 123. LCMS: (M-HH) = 469.1.
5 Example 127:
2-Fluoro-4-17-(quinolin-6-ylmethyl)imidazolla-b111,2,41triazin-2-yll
benzamide 0           This compound was prepared as a TEA salt starting
from 4-[7-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazim2-ylThenzoic acid using
procedures analogous to those for 10 Example 123. LCMS: (M+H) -
399.0. Example 128:
2-Fluoro-N-(trans-4-hydroxycyclohexyl)-4-[7-(quinolin-6-ylmethyl)imidazo[l
,2- 1)111,2,41triazin-2-ylibenzamide  15This compound was prepared as
a TFA salt starting from 4-[7-( I -quinolin-6-
ylcy-clopropyl)imidam[1,2-b][1,2,4]triazin-2-yltbenzoie acid using
procedures analogous to those for Example 123. LCMS: (M+H) = 497.1.
Example 129:
6-12-3-Fluoro-4-(1F1-imidazol-1-y1)phenyllimidazol1,2-b111,2,41 20
ylmethyllquinoline 



N N Toasolutionof64244-bromo-3-fluorophenyeim
dazo[1,2-b][1,2,4]triazin-7- ylimethylquinoline (6.5 mg, 0.015 mmol) in
1,4-dioxane (0.5 mL) was added (IS,2S)-N,N-  WO 2008(064157PC
T/US2007/085100 dimethylcyclohexane-1,2-diamine (0.42 mg, 0.0030
mmol), copper(I) iodide (0.28 mg, 0.0015 mmol), IH-imidazole (2.0 mg,
0.030 mmol) and potassium carbonate (4.34 mg, 0.0314 mmob. The
mixture was stirred at 100 C overnight. After cooling to RT, the mixture
was purified by RP-HPLC (pH 2) to give the desired product as a TFA salt.
LCMS: (IM+H) = 422.0 S Example 130:
3-12-Fluoro-4[7-(quinolin-6-ylmethybimidazo 11
a-b][1a,4]triazin-2-ylipbeny11- 1,3-oxazolidin-2-one        This compound
was prepared as a TFA salt starting from 642-(4-bromo-3-
fluorophenyfiimidazo[1,2-b][1,2,4]triazin-7-yltmethylquinoline using
procedures analogous to those for Example 129. L.CMS: (M+H) = 441,1,
Example 131:
N-(15)-2,2-Dimethy1-1-pmethylamino)earbnnyllpropyl-2-fluoro-4-[7-(q
inolin-6- ylmethyl)imidazo 11 ,2-b] [1,2,4]triazin-2-ylibenzamide 15N N
Step 1. tert-Butyl
(2S)-2-(2-11uoro-4-[7-(quino1in-6-yltnethyBitnidazo[1,2-B][1,2,4firiazin-2-
yllbenzoyeaming)-3,3-climethylbudanoate       N,N-Diisopropylethylamine
(160 uL, 0.90 mmol) was added to the mixture of 2-fluoro-4-[7-
(quinolin-6-ylmethypimidazo[1,2-b][1,2,4]triazin-2-yl]benzoic acid (90.0
nig, 0.225 mmol), tert-butyl 20 (2S)-2-amino-3,3-dimethylbutanoate
hydrochloride (63 mg, 0.281 mmol) and benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluorophosphate (150 mg, 0.34
mmol) in N,Ndimethylformamide (2.0 mL) at 0 C. The mixture was stirred
overnight at RT and was added to aqueous acetonitrile. The precipitates
were filtered, dried to give the desired product (0.093 g, 72%). LCMS:
(M+H) = 569.5. 25 Step 2.
(2S)-2-(2-Fluoro-4-17-(quinolin-6-ylinethyBimiciazo11,2-fill1,2,41triu
-2-yllbenzoylamino)- 3,3-dimethylbutanoic acid       Trilluoroacetic acid (1.0
mL, 0.013 mot) was added to a solution of tert-butyl (2S)-2-(2-
fluoro-447-(quinolin-6-ylmethy 0 imidazo [1,2-b][1,2,4]triaz in-2
-yl]benzoylarn ino)-3,3  



WO 2008/064157PCT/US2007/085100 dimethylbutanoate (0.092g. 0.16
mnaol) in methylene chloride (1.0 mL) and stirred at RT for 2 h. The
volatiles were removed under reduced pressure to give the desired
product as a TEA salt. LCMS: = 513.4. 5 Step 3.
N-US)-2,2-diniethyl-1-gmethylamino)carbonylipropyl-2-fluoro-4-174quinoli
n-6- ylmethyOunidazo[1,2-b] [1,2,4firiazin-2-ylibenzamide
N,N-Diisopropylethylamine (20 pL, 0.11 mmol) was added to the mixture
of (2S)-2-(2- fluoro-4-17-(quinolin-6-ylmethyl)imidazo[ 1
,2-b][1,2Altriazin-2-y1 benzoylamino) 3,3- dimethylbutanoic acid TEA salt
(19.2 mg, 0.0376 nunol), methylamine (2M in THE, 0.2 mi., 04 10 mmol)
and benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (25 mg, 0.056 mmol) in N,N-dimethylfoonamide (0.5
mL) at 0 'C. The mixture was stirred at RT for 2 h and purified by
RP-HELC (pH 2) to afford the desired product as a TFA salt LCMS: (M-kti)
= 526A.     Example 132:
N-(1S)-1-[(Dimethylamino)carbony1]-2,2-dimethylpropy1-2-fluoro-4-
[7-(quinolin1 5 6-ylmethybimidazo[1,2-b] [1,2,41triazin-2-yllbenzatnide
This compound was prepared as a TFA salt starting from
(2S)-2-(2-fluoro-4-[7-(quinolin-6-
yhnothyl)iinidazo[1,2-b][1,2,4]triazin-2-ylibenzoylaminot
3,3-dimethylbutanoic acid TFA salt using procedures analogous to those
for Example 131. LCMS: (M-1-1-1) = 540.4. 20 Example 133:
N-1(1S)-1-(Azetidin-1-ylearbony1)-2,2-dimethylpropyll-2-fluoro-4-17-(quin
olin-6- ylmethybimidazo[1,2-b] [1,2,4] biazin-2-yll benzamide %.          This
compound was prepared as a TEA salt starting from
(2S)-2-(2-fluoro-447-(quinolin-6- 25
ylmethypimidazo[1,2-b][1,2A]triazin-2-yl]benzoylamino)
3,3-dimethylbutanoic acid TM salt using procedures analogous to those
for Example 131. LCMS: (M+H) = 552.5. Example 134:
N-p1S)-1-[(Dimethylamino)carbony1]-3-methylbuty11-2-fluoro-4-[7-(quinoli
n-6- ylmethyDimidazo[1,2-b] [1,2,4]triazin-2-yl]loenzamide  WO
2008/064157PCT/U52007/085100  his compound was prepared asTEA
salt starting from 2-tluoro-4-[7-(quinolin-6-
yhnethy-eimidazoll1,2-13111,2,41triazin-2-yllibenzoic acid using
procedures analogous to those for Example 131. LCMS:H) - 540.4. 5
Example 135:
2-Fluoro-N-{(1R)-3-methy1-1-Kmethylamino)carbonyllbutyll-4-l7-(quinolin-
6 - ylmethyl)imidazo[1:2-b][1,2,4]triazin-2-yllbertzamide 



11 7.;N          This compound was prepared as a TFA salt starting from
2-flu.oro-417-(quinolin-6- 10
ylmethyl)imidazo[1,2-b][1,2,4]triazin-2-ylThenzoic acid using procedures
analogous to those for Example 131. LCMS: (M+H) = 526.4. Example
136:
N-{(1R)-1-[(Dimethylamino)carbony1]-3-methylbuty11-2-fluoro-4-17-(quino
lin-6- ylmethyl)imidazo[1,2-6][1,2,4]triazin-2-yllbenzamide 15         This
compound was prepared as a TEA salt starting from
2-fluoro-4-17-1quinolin-6-
ylmethyDimidazo[1,2-b][1,2,4]triazim2-ylIbenzoic acid using procedures
analogous to those for Example 131. LCMS: (M+1-3) = 540.4. 20 Example
137:
N-j(lR)-1-(Azetidin-1-ylcarbonyl)-3-methylbutyll-2-fluoro-447-(quinolin-6-
ylmethyl)imidazo I 1,2-bj [1,2,4 itriazin-2-ylf benzamide  WO
2008/064157PCT/US2007/085100        This compound was prepared as a
TEA salt starting from 2-fluoro-447-(quinolin-6-
ylmethyl)imidazo[1,2-1][1,2,4Priazin-2-ylibenzoic acid using procedures
analogous to those for Example 131. LCMS: (M+H) - 552.5. D Example
138: 3-141-17-(Quinolin-6-ylmethyl)imidazoll,2-b]
[1,2,4ltriazin-2-y11-11-1-pyrazol-1- yllpropanenitrile  Step I,
6-brorno-1,2,4-11-3-aatine 10Bromine (3.8 g, 24 mmol) in chloroform (20
mL) was added to a suspension of 1,2,4-tr azin- 3-amine (1.92 g, 20.0
mmol) in chloroform (100 mL). The reaction mixture was stirred at RT for
60 h. The mixture was washed with saturated NaHCO3. The organic layer
was separated, dried over MgSO4, filtered, and concentrated. The residue
was washed with acetone/hexanes (1/1) and filtered, to give the product
(0.78 g, 22%) as a solid. 11-1-NMR(400 MHz, DMSO-d6): 6 in ppm, 8.40
(s, HI), 15 7.42 (br, 2H); LCMS: (M+H) = 175.2/177.2; (Mt-HLH20)-
193.2/195.2. 



Step 2. 6-[1-(1-Ethoxyethyl)-IH-pyrazol-4-y1J-1.2,4-triazin-3-amine.
Sodium carbonate (510 mg, 4.8 mmol) in water (I mL) was added to a
mixture of 6-bromoL2,4-thazin-3-amine (0.420 g, 2.40 mmol), 1-(l
-ethoxyethyl)-4-(4,4,5,5-tetramethy1-1,3,2- 20
dioxaborolan-2-y1)-1H-pyrazole (0.766 g, 2.88 mmol), and
tetrakis(triphenylphosphine)palladium (100 mg, 0.1 mmol) in toluene (7
mL) and ethanol (5 mL). The resulting mixture was heated at 110 'C for 2
h. The mixture was cooled to RT, diluted with water, and extracted with
chloroform. The combined organic layers were dried over Na2SO4,
filtered, and concentrated. The residue was treated with CH,C12/Et20 and
filtered to give the desired product (0.39 g, 69%). LCMS: (M-H) = 235.4.
Step 3. 6-12-(1H-pyrazol-4-yOhnidazo[1,2-P
117,2,41triazin-7-yllmethylquinoline. A mixture of
6-[1-(1-ethoxyethyB-1H-pyrazol-4-y11-1,2,4-triazin-3-amine (390.0 mg,
1.665 mmol) and 2-chforo-3-quinolin-6-ylpropanal (480 mg, 2.2 mmol) in
isopropyl alcohol (20 mL) was heated at 110 'C for 2 days. After cooling to
RT, 0.2 triL of concentrated HC1 was added and stirred 30 until
completely deprotected. The solid formed was collected by filtration to
give the desired product  WO 2008/664157PCT/ES2007/085100 (0.35g.
64%). LCMS: (M+H) 328.3. Step 4. 3-{417-(Quinolin-6-; ethyl) d
())7,2-1,1[1,2,41t cupyrazol-I- yl}propanenitrile
1,8-Diazabicyclo[5.4.0]undec-7-ene (14 ttL, 0.092 mmol) was added to a
mixture of 6-[2-
(1H-pyrazol-4-yl)imidazo[1,2-1)][1,2,4]triazin-7-yl]methylquinoline (10.0
mg, 0.0305 mmol) and 2- propeneniuile (4.0 p.L, 0.061 mmol) in
acetonitrile (0.2 mt.). The mixture was stirred at 60 C overnight. The
mixture was purified by RP-HPLC (pH 2) to give the desired product as a
TEA salt. LCMS: (MH) = 381.3. 10 Example 139:
4-17-(Quinolin-6-ylmethy0imidazoll ,2-b111,2,41triazin-2-y1]-111-pyrazo -
ylacetonitrile  Sodium hydride (2.4 mg, 0.061 mmol) AN as added to a
solution of 6-12-(1H-pyrazo1-4- 15
yl)imidazo[1,2-b][1,2,4]triazin-7-yOmethy1quinoline (10.0 mg, 0.0305
mmol) in N,Ndimethylformamide (0.2 mL) at RT and stirred for 5 mm.
Bromoacetonitrile (4.1 viL, 0.061 mmol) was then added and the reaction
mixture stirred for 2 h. The reaction mixture was then purified by RPHPLC
(pH 2) to give the desired product as a I'M salt. LCMS: (M-H) = 367.1. 



20Example 140:
2-14-17-(Quinolin-6-ylmethyl)imidam11,2-b111,2,4]triarin-2-y11-111-pyra7
o1-1- y1}acelaruide 1:121`1 N 0 N   Cesium carbonate (40 1119, 0.12
mmol) was added to a solution of 642-(111-pyrazol-4-
yHimidazo[1,2-b][1,2,4]thazin-7-ylimethylquinoline (10 mg, 0.0305 mmol)
and 2-bromoacetimide 25 (0.0084 g, 0.061 mmol) in
N,N-dimethylfmmamide (0.5 mL). The mixture was stirred at 60 'C.
overnight, and purified by RP-HPLC (pH 2) to give the desired product as
a TEA salt. LCMS: (MHI) 385.1       Example 141: Methyl
4-14-17-(quinolin-6-ylmethyl)im'Maze [1,2-b1 /1,2,4]triazin-2-y11-1. R30
pyrazol- by11 piperidine-Ecarboxylale  WO
20081064157PCPUS2007/085100  Step I. tert-Butyl
4-ffinethylsulfony0oxy]piperidine-I-carboxylate       To a solution of
tert-butyl 4-hydroxypiperidine-1 -carboxylatc (0.30 g, 1.5 mmol) in
methylene chloride (4 mL) and triethylamine (0.42 mL, 3.0 mmol), cooled
with an ice bath, was 5 added methanesulionyl chloride (0.14 mL, 1.8
mmol). The mixture was stirred for 2 h, and partitioned between Et0Ac
and water. The organic layer was washed with IN HC.1" brine, dried over
MgSO4, filtered, and concentrated to give the desired product as a solid
(0.41 g, 98%). LCMS: (M+Na) = 302.3. 



10 Step 2. tert-Buty! 414-17-(quino6-ylinethyl)ii id
ol-1,2-1.]4Jtriazm-2-yll-IH-pyrazol-l- yl}piperidine-I-carboxylcae       A
mixture of
612-(1H-pyrazol-4-y1)imidazo[1,2-b][1,2,41triazim7-y1]-methylquinoline
(101 mg, 0.308 mmol), tert-butyl
4-[(inethylsulfony0oxylpipericline-1-carboxylate (0.17 g, 0.62 nunot) and
cesium carbonate (0.30 g, 0.92 mmol) in N,N-dimethy-lformamide (2 mL)
was stirred at 90 'C. 15 overnight. The mixture was purified by RP-HPLC
(pH = 10) to give the desired product (14 mg). LCMS: (M+H) = 511.2 Step
3.
672-(1-Piperidin-4-yl-IH-pyrazol-4-yljimidazof1,2-b11-1,2,4fir-7-yllmethylqu
inolthe Trifluoroacctic Acid (0.5 mL) was added to a solution of tert-butyl
4-1447-(quinolin-6- 20
ylmethyl)imidazo[1,2-b][1,2,41triazin-2-y1]-1H-pyrazol-1-yll
piperidine-l-carboxylate (0.014 g, 0.027 mmol) in methylene chloride (0.5
mL) and stirred at RT for 1 h. The volatiles were removed under reduced
pressure and the residue was purified by RP-FIPLC (pH 10) to give the
desired product. LCMS: (M+H) = 411.1. 25 Step 4, Methyl 4-(4-17-(quinoli
6-ylmethyljimidazo[1.2-b1[1,2,4firiazin-27}41-Ill-pyrazol-1-
yllpiperichne-]-carboxylate       Methyl chloro formate (4.0 pL, 0.051 nunol)
was added to a solution of 6-[2-(1-piperidin-4-y1-
1H-pyrazol-4-yl)imidazo[1,2-b][1,2,41hiazin-7-yl]methylquinoline (7.0 mg,
0.017 mmol) and triethylamine (9.5 tiL, 0.068 nunol) in methylene chloride
(0.5 inL). The mixture was stirred for 1 h, 30 and then purified by
RP-HPLC (pT4 2) to give the desired product as a TFA salt. LCMS:
(M+T-1) = 469.1. Example 142:
2-Fluoro-N-R1S,2S)-2-hydroxycyclopentyll-4-17-(quirmlin-6-
ylmethyl)imidazoll ,2-b111,2,41triazin-2-yll benzamide  WO
20081064157PCT/US20071085100         This compound was prepared as
a TEA salt starting from 4-17-0-quino1in-6-
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-yllbenzoic acid using
procedures analogous to those for Example 123. LCMS: (M+H)= 483.4.
Example 143: 2-Fluoro-N-(2-hydroxyethyl)-4-17
(quinolin-6-ylmethyl)imidazo[1,2- hip ,2,4]triazin-2-ylThenzamide 0
This compound was prepared as a TEA salt starting from
44741-quinolin-6- 10 ylcyclopropyeimidazo[1,2-b][1,2,4]triazin-2-ylibenzoic
aci.d using procedures analogous to those for Example 123. LCMS:
(M+H) = 443.2. 



This compound was prepared as a TFA salt starting from
447-(1-quinolin-6- ylcyclopropyHimidazo[1,2-b][1,2,4]triazin-2-yEbenzoic
acid using procedures analogous to those for Example 123. LCMS: (M-H)
-497.2. 20 Example 145:
2-Fluoro-N-[4-(rnethoxymethyl)tetrahydro-214-pyran-4-y11-4-17-(quinolin-
6- ylmethyl)imidazo[1,2-bj [1,2,41 triazin-2-yllbenzamide 0   WO
2008/064157PC17US2007/085100       This compound was prepared as a
TFA salt starting from 4-17-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 123. LCMS: (M+H) -527A. 5
Example 146:
N-(Cyclopropylmethyl)-2-11uoro-4-17-(quinolin-6-ylmethyl)imidazoil,2-
13111,2,4]triazin-2-ylthenzamide  0 CNH  N         This compound was
prepared as a TFA salt starting from 447-0 -quinolin-6-
ylcyclopropy0imidazo[1,2-b][1,2,41triazin-2-yllbenzoic acid using
procedures analogous to those for 10 Example 123. LCMS: (M+H) =
453.2. Example 147: 2-Fluoro-4-17-(quinolin-6-ylmethyl)imidazoll
,2,-Mil,2,41triazin-2-yll-N(tetrahydro-211-pyran-4-ylmethyl)benzamide 0
15This compound was prepared as a TFA salt starting from 4-[7-(1-quino
lin-6- ylcyclopropypimidazo[12-b][1,2,41triazin-2-yl]benzoic acid using
procedures analogous to those for Example 123. LCMS: (M+H)= 497.4. 



Example 148:
N-[2-(Dimethylamino)ethy11-24Thoro-4-17-(quinolin-6-ylmethyl)imid
azol1,2- 20 hI I 1,2,4j triazin-2-yltbenzamide        This compound was
prepared as a TFA salt starting from 4-117-(1-quinolin-6-
ylcyclopropylnmidazo[1,2-b][1,2,4]triazin-2-yllbenzoic acid using
procedures analogous to those for Example 123. LCMS: (M+H) = 470.4.
25 Example 149:
2-Fluoro-N-(2-piperidin-hylethyl)-447-(quinolin-6-ylmethyl)imidazo[1,2- hi
11,2,4]triazin-2-yllbenzamide  WO 2008/064157PCDUS2007/085100  CN
_NT  N N        This compound was prepared as a TFA salt starting from
447-(1-quinolin-6- ylcyclopropyl)imidazo[l,2-b][1,2,4]triazin-2-yl]benzoie
acid using procedures analogous to those for Example 123. 1,CMS:
(M+H) = 510.2. S Example 150:
2-Fluoro-N-12-(1-methylpyrrolidin-2-yl)ethyll-4-17-(quinolin-6-
ylmethyl)imidazo11,2-0111,2,41triazin-2-yllhenzamide N/0           This
compound was prepared as a TFA salt starting from 4-[7-(1-quinolin-6-
10ylcyclopropyl)imidazo[1,2-b][1,2,41triazin-2-yllbenzoic acid using
procedures analogous to those for Example 123. LCMS: (M+H) = 510.4.
Example 151:
2-Fluoro-N-(pyridin-2-ylmethyl)-4-17-(quinolin-6-ylmethx0imidam[1,2-
0111,2,41thiazin-2-y1]benzamide  



15NN        This compound was prepared as a TFA salt starting from
447-(1-quinolin-6- ylcyclopropyl)imidazoil,2-1)111,2,41tiazin-2-yllbenzoie
acid using procedures analogous to those for Example 123. LCMS:
(1)(4---H) =490.4. 20 Example 152:
2-Fluoro-N-(pyridim3-ylmethyl)-4-17-(quinolin-6-ylmethyllimidazo[1,2- b]
[1,2,4]triazin-2-yllbenzamide   WO 2008/064157PCT/U52007/085100
This compound was prepared as a TEA salt starting from
417-(1-quinolin-6- y1cyc1opropy0imidazo[1,2-b][1,2,41triazin-2-ylibenzoic
acid using procedures analogous to those for Example 123. LCMS:
(M+1-1) = 490.4. 5 Example 153:
2-Fluoro-N-(pyridin-4-ylmethy0-4-17-(quinolin-6-ylmethyl)imidazo11,2-
b111,2,41triazin-2-yllbentamide           This compound was prepared as a
TEA salt starting from 4-[7-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-b][1,2,41triazin-2-ylibenzoie acid using
procedures analogous to those for 10 Example 123. LCMS: (NILE) =
490.4. Example 154:
2-Fluoro-N-(2-pyridin-2-ylelhy0-4-[7-(quinolin-6-ylmethypimidazo[1,2-
bilE2,4]triazin-2-y0benzamide -C%-N N 15This compound was prepared
as a TFA salt starting from 4-[7-0-quinolin-6-
ylcyclopropy0imidazo[l,2-1)][1,2,4]triazim2-ylThenzoic acid using
procedures analogous to those for Example 123. LCMS: (M1H)- 594.1.
Example 155:
2-Fluoro-N-(l-pyridin-3-ylethy0-4-[7-(quinolin-6-ylmethy0imidazoll,2-
2013111,2,41triazin-2-yllbenzamide       This compound was prepared as
a TEA salt starting from 417-(1-quinolin-6-
ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-yl]benzoic acid using
procedures analogous to those for Example 123. LCMS: (M*H) = 504.3. 



25  WO 20081064157PCT/US2007/085100 Example 156:
2-Fluoro-N-(1-pyridin-4-ylethyl)-447-(quinolin-6-ylmethyllimidazo[1,2- b]
[1,2,4] triazin-2-yl]benzamide N         This compound was prepared as a
TFA salt stalling from 4-[7-(1-quinolin-6- 5 ylc
clopropypimidazo[1,2-b][1,2,4]tiazin-2-yljbenzoic acid using procedures
analogous to those for Example 123. LCMS: (MH) =504.3. Example 157:
2-Fluoro-N-f (15)-1-(hydroxymethyl)-2,2-d 'meth ylpropyI]-4-17-(quinolin-6-
ylmethybimidazo [1.2-b][1,2,4]triazin-2-yl]benzamide 10         This
compound was prepared as a TFA salt starting from 4-17-0-quinolin-6-
ylcyclopropyllimiciazo[1,2-b][1,2,4]triazin-2-yllbenzoic acid using
procedures analogous to those for Example 123. LCMS: (M-tH) = 499.3.
15 Example 158: 2-Fluoro-N[l-(bydroxymethyl)eyelopentyll-4-f
7-(quinolin-6- ylmethy Dimidazo I 1,2-6/ [E2,41triazin-2-yllbenzamide
This compound was prepared as a TEA salt starting from
4-[7-(11Lquinolin-6- yicyclopropyLimidazo[1,2-b][1,2,4]triazin-2-Abenzoic
acid using procedures analogous to those for 20 Example 123. LCMS:
(M+H) = 497.2. Example 159:
2-1111noro-N-(trans-4-hydroxycyc1obexyl)-4-[7-0 -6
uinolin-6-yletbypimidazoll,2- b][1,2,41triazin-2-yllbenzamide  WO
2008/064157PCPUS2007/085100 



0    --- N Step I. 6-112-(4-Bromo-3-fluorophenyljimiciazo[1,2-b]
[1,2,4firiazin-7-Aethylquinoline       A mixture of
6-(4-bromo-3-fluoropheny1)-1,2,4-triazin-3-amine (100.0 mg, 0.3716
mmol, prepared as described for Example 7, Steps 1-5) and
2-chloro-3-quinolin-6-ylbutanal (0.10 g, 0.44 5 mmol, prepared as
described for Example 122, Steps 1-4) in isopropyl alcohol (3 mL) was
heated at 110 'C. for 48 h. The mixture was adjusted to pH 9 by adding
thethylamine. The volatiles were  removed under reduced pressure and
the residue was purified by chromatography on silica gel with Me0H in
methylene chloride (0-8%) to afford the desired product (0.10 g, 60%).
LCMS: (M+H) = 448/450.0 10 Step 2, 2-Fluoro-417-(1-quinoli
6-ylethy0imidazo[1,2-b] [1,2,41triazin-2-yllbenzonz le       A mixture of
6-142-(4-bromo-3-fluerophenyl)imidazo[1,2-b][1,2,4]triazin-7-
yflethylquinoline (0.100 g, 0.223 mmol), potassium hexacyanolerrate(I1)
trihydrate (30 mg, 0.06 mmol), sodium carbonate (0.047 g, 0.45 mmol)
and palladium acetate (2 mg, 0.01 mmo1) in N,N- 15 dimethylacetamide
(1.2 niL) was stirred at 120 C for 2 h. LCMS showed the reaction was
complete. The reaction was diluted with Et0Ac, washed with water, brine,
dried over MgSO4, filtered, and concentrated. The residue was purified by
chromatography on silica gel with Me0H in methylene chloride (0-10%) to
afford the desired product (0.10 g, 60%). LCMS: (1\4+H) = 395.0. 20 Step
3.
2-Eluoro-4-[741-quinolin-6-yleihylfinlidazo[1,2-b][1,2,41triazin-2-ylibenzoic
acid
2-Fluoro-4-[7-(1-quinolin-6-ylethyDimidazo[1,2-b][1.2,4]triazin-2-yljbenzon
rile (50.0 mg, 0.127 nunol) in conc, hydrochloric acid (0.6 int) was stirred
at 110 C overnight. The solvent was removed (ye/toluene) to give the
desired product LCMS: (M+H) = 414.0. 25 Step 4.
2-Fluoro-AT-(trans-4-hydroxycyclohexy0-417-0-quinolin-6-yleidazo[I,2-
[1,2,41triazin-2-ylibetzzatnide       IN,N-Diisopropylethylamine (6.4 itL,
0.037 mmol) was added to the mixture of 2-fluoro-447-
(1-quinolin-6-ylethyl)imidazo[1,2-1)][1,2,4]triazin-2-ylibenzoic acid (5.1 mg,
0.012 nunol), trans-4- aminocyclohexanol hydrochloride (3.7 mg, 0.024
mmol) and benzotriazol-1- 30 yloxytris(dimethylamino)phosphonium
hexafluorophosphate (8.1 mg, 0.018 mmol) in N,Ndimethylfonnamide (0.6
mL) at 0 C. The mixture was stirred at RT for 4 h, and purified by REHPLC
(pH 2) to give the desired product as a TFA salt. LCMS: (M4-1-1) = 511.0. 



WO 2008/064157PCT/US2007/08511.10 Example 160: 2-F1uoro-N-m
ethy1-4-[7-(1-quinolin-6-ylethy Dimidazo [1,2-b] [1,2,4]triazin-2-
yl]benzamide 0          This compound was prepared as a TFA salt starting
from 2-fluoro-4-[7-(1-quinolin-6- 5
ylethyl)imidazo[1,2-1)][1,2,4]tria7in-2-ylThenzoic acid using procedures
analogous to those for Example 159. LCMS: (M+H) = 427.1. Example
161:
N-Cyclopropy1-2-fluoro-4-[7-(l-quirmlin-6-yletbyl)imidazo[1,2-b][1,2,41triaz
in-2- yl]benzamide 10         This compound was prepared as a TEA salt
starting from 2-fluoro-417-0-quinolin-6-
ylethypimidazo[1,2-b][1,2,4]niazin-2-yl]benzoic acid using procedures
analogous to those for Example 159. LCMS: (M+H) = 453.0. 15 Example
162: 2-Fluoro-N-[1-(methoxymethybeyelopropy1]-447-(1-quinolin-6-
ylethypimidazo[1,2-b][1,2,41triazin-2-ylibenzamide 0          This compound
was prepared as a TFA salt starting from 2-fluoro-447-(l -quinolin-6-
ylethyl)imidazo[T2-b][1,2,41triazin-2-yl]bemoic acid using procedures
analogous to those for 20 Example 159. LCMS: (M+H) = 497.0. Example
163: 2-Fluoro-N-(2-methoxy-l-metbyletbyl)-443-(1-q ui no lin-6-
yleyclopropyl)imidazo 1,2-al pyrimidin-6-yll benzamide  WO
2008/064157PCT/1JS2007/085100  Step 1.
4(2-cuninopyrimidin-5-y0-2-fluorobenzoie act( 



A solution of sodium carbonate (1.4 g, 0.014 mot) in water (8 mL) was
added to a mixture of 4-bromo-2-fluorobenzoic acid (1.0 g, 0.0046 mol),
5-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2- yl)pyrimidin-2-amine (1.5 g,
6.8 mmol), and tetrakis(triphenylphosphine)palladium (0.3 g, 0.2 mmol) hi
toluene (16 mL) and ethanol (8 mL). The resulting mixture was heated at
120 C. for 15 min. The reaction mixture was washed with ether (3810 nth)
to remove impurity. The aqueous layer was adjusted with 1N HCl to p11
7.0, and purified by RP-HPLC (pH 10) to afford the desired product. LCMS
: (kr +H) = 234.1. 10 Step 2.
27Thoro-4-1-3-1.1-quitiolin-6-ylcyclopropyljimiciazo[1,2-alpyrimidin-6-y1Th
enzoic acid       A mixture of 4-(2-aminopyrimidin-5-y0-2-fluorobenzoie
acid (0.20 g, 0.86 namol) and
chloro(1-quinolin-6-ylcyclopropypacetaldehyde (0,21 g, 0.86 mol) in
ethanol (8 mL) was stirred at 100 C overnight. The reaction mixture was
purified by RP-H PLC to afford the desired product. 15 LCMS: (M+H) =
425.0. Step 3: 27fluoro-N-(2-tnethoxy-1-methylethyl)-4-[3-(1-quInolin 6-y
eye opropyljimidazoll,2- alpyrimidin-6-yllbenzamide Amixtureof2-flu oro-4-
[3-(1opro pyl)im idazo [1,2-a]pyrimidin-6- 20 yflbenzoic acid (19 mg, 0.045
mmol), 1-methoxypropan-2-amine (8 mg, 0.090 mmol), benzotriazol-1-
yloxytris(dimuthylamino)phosphonium hexafluorophosphate (40 mg, 0.090
mmol), and N,Ndiisopropylethylamine (31 [CC., 0.18 mmol) in
N,N-dimethylfonnamide (0.5 mL) was stirred at RT for 2 h. The reaction
mixture was purified by RP-HPLC (pH 10) to afford the desired product.
LCMS: (M+H) = 496.1 25 Example 164: 6-11
-[6-(3-Fluor0-4-I(3S)-3-fluoropyrrolidin-1-yl]earbonylphenyllimidazo [1,2-
aleyelopropyllquinoline   WO 2008/064157ITT/1352007/085100       This
compound was prepared from
2-fluoro-4-[3-(1-quinolin-6-ylcyclopropypimidazo[1,2-
a]pyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 163. LCMS: (191+H) = 496.1. 5 Example 165:
2-Fluoro-N-(pyridin-2-ylmethyl)-4-P-(1-quinolin-6-yleyelopropyl)imidazo
[1,2- a]pyrimidin-6-yllbenzamide           This compound was prepared from
2-fluoro-4-[3-(1-quinolin-6-ylcyclopropyflimidazo[1,2-
a]pyrimidin-6-Abenzoic acid using procedures analogous to those for
Example 163. LCMS: (M.-F11) 10=515.1. Example 166:
2-Fluoro-N-(1-pyridin-2-yleyelopropy1)-4-43-(1-quinolin-6-
yleyelapropybimidazo[1.2-alpyrimidin-6-yl]benzamide  



15This compound was prepared from
2-fluoro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-
a]pyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 163. I .CMS: = 541.1.     Example 167:
2-Fluoro-N-(1-pyridin-2-ylpyrrolidin-3-yI)-4-13-(1-quinolin-6- 20
yleyclopropyl)imidazo[1,2-a]pyrimidin-6-yl]benzamide        This compound
was prepared from 2-fluoro-4-[3-(1-quinolin-6-ylcyclopropyijimidazo[1,2-
a]pyrimidin-6-ylibenzoic acid using procedures analogous to those for
Example 163. LCMS: = 570.2. 25  WO
200811.164157PCl/US20071085100 Example 168:
2-Fluoro-443-(1-quinolin-6-yleyelopropyl)imidazo[1,2-a]pyrimidin-6-yll-N1(
3R)-tetrahydrofuran-3-yl]benzamide          This compound was prepared
from 2-4luoro-443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2- 5
a]pyrimidin-6-yllbenzoic acid using procedures analogous to those for
Example 163. L.CMS: (M+H) = 494.2. Example 169:
2-Fluoro-443-(1-quinolin-6-ylcyclopropyl)imidazo[14-a]pyrimidin-6-y11-N(t
etrahydrofuran-2-ylmethypbenzamide 0 10       This compound was
prepared from 2-fluoro-4-[3-(1-quinolin-6-yleyclopropyi)imidazo[1,2-
a]pyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 163. LCMS: (M-1-1-1) = 508.2. 15 Example 170:
N-Cyclopropy1-2-11uoro-443-(1-quinolin-6-ylcyclopropyi)imidazo [1,2-
alpyrimidin-6-yl]benzamide           This compound was prepared from
2-fluoro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-
a]pyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 163. LCMS: (M+14) 20 =464.1.  Example 171:
2-Fluoro-N-R1S)-1-(methoxymethy0-2-melhylpropyll-4-13-(1-quindlin-6-
yleyclopropyl)imidazo[1,2-8]pyrimidin-6-yllbentamide 



WO 2008/064157PCT/ITS2007/085100         This compound was
prepared from 2-fluoro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-
a]pyrimidin-6-ylThenzoic acid using procedures analogous to those for
Example 163. LCMS: (M-1-H) =524.1. Example 172:
2-Fluoro-443-(1-quinolin-6-yleyelopropyl)imidazo[1,2-alpyrimidin-6-
yllbenzamide          This compound was prepared from
2-fluoro-4-[3-(1-quinolin-6-ylcyclopropyflimidazo[1,2-
a]pyrimidin-6-ylThenzoic acid using procedures analogous to those for
Example 163. LCMS: (M+H) =424.0. Example 173:
2-Fluoro-N-methyl-N-2-knethyl(pyridin-2-yllaminoi ethy1-443-(1-quinolin-6-
yleyelopropyl)imidaz0pyrimidin4-yll benzamide  15 Step I.
NN'-diniethy1-N-pyridin-2-y1ethane-.1.2-diamine       A mixture of
2-fluoropyridine (0.485 g, 5 mmol), N,N-dimethy1-1,2-ethanediamine (1.32
g. 15 mmol) and sodium carbonate (1.59 g, 15 mmol) in 1,4-dioxane (5
inL) was heated under reflux overnight. The mixture was filtered and the
filtrate was concentrated. The residue was co-evaporated 20 with
1,4-dioxane (x2), and then dried to give the desired product (810 mg,
98%). Step 2.
2-Fluoro-N-ntethyl-N-2-fmeti2yfrpyridin-2-yOwnitioJethyl-413-('1-quinolin-6
- yfryclopropy0imidazo[1,2-4pyritniclin-6-ylibenzamide  WO
200R/064157PCT/US2007/085100 



This compound was prepared from
2-fluoro-4-[3-(1-quinolin-6-yleyclopropypimidazo[1,2-
a]pyrimidin-6-yllbenzoic acid using procedures analogous to those for
Example 163. LCMS: (M+H) = 472.3. 5 Example 174:
2-Chloro-N-methy1-4-[3-(1-quinolin-6-yleyelopropyl)imidazolL2-alpyrimidin
-6- yljbenzamide  Step I. methyl
4-(2-antittopyrimiditi-5-y0-2-chlorobenzoate A solution of potassium
carbonate (0.39g. 2.8 mmol) in water (3 mL) was added to a mixture 10 of
methyl 4-bromo-2-chlorobenzoate (0.49 g, 2.0 mmol),
5-(4,4,5,54etramethy1-1,3,2-dioxaborolan-2- yl)pyrimidin-2-amine (0.31 g,
1.4 mmol), and tetrakis(triphenylphosphine)palladium (0.08 g, 0.07 mmol)
in toluene (5.3 mL) and ethanol (3 mL). The resulting mixture was heated
at 120C for 15 min. The reaction mixture was extracted with Et0Ac (3x20
nall). The combined organic layers were washed with brine, dried over
anhydrous Na2SO4, filtered, and concentrated. The residue was 15
recrystallized from methanol and ether. The precipitate was collected by
filtration, and washed with ether to afford the desired product (0.22 g,
59%). LCMS: (M+FT) = 264.0/266.0. Step 2. methyl
2-chloro-4-13-11-quinolin-6-ylcyclopropyijimidazo[1,2-alpyrenidin-6-yliben
zoate A mixture of methyl 4-(2-aminopyrimidin-5-y1)-2-chlorobenzoate
(0.22 g, 0.83 mmol) and 20 chloro(1-quinolin-6-ylcyclopropyflacetaldehyde
(0.20 g, 0.83 mmol) in ethanol (6 inL) was stirred at 100 C overnight. The
reaction mixture was concentrated to afford the crude product which was
directly used for next step. LCMS: (MT-H) - 455.1/457.1. Step 3.
2-chloro-4-5-11-quittolin-6-yloyclopropyl)imidazoll,2-01pyrimidin-6-yll
benzoic acid       A mixture of methyl
2-chloro-443-(1-quinolin-6-yleyclopropyliimidazo[1,2-a]primidin-6-
ylibenzoate (180.4 mg, 0.41 mmol) and lithium hydroxide monohydrate
(34 mg, 0.82 mol) in methanol (0.99 mL) and water (0.33 mL) was stirred
at 40 C for about 3 h. The mixture was adjusted to pH 5 by adding 4N
HC1 in 1,4-dioxane. The volatiles were removed under reduced pressure.
The residue was dried to give a crude product which was contaminated
with LiC1 and was directly used for 30 next step without further
purification. LOWS: (M+H) = 441.0/443.0. Step 4.
2-chloro-N-ntethyl-443-(1-quinoliti-6-ylcyclopropy0imidazo11,2-alpyrimiditi
-6-yllbenzamide N,N-Diisopropylethylamine (14 ;IL, 0.081 tninol) was
added to a mixture of 2-chloro-443-(1-  WO
20084164157ITT/US2007/085100
quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yllbenzoic acid (0.027
rnmol), methylamine (2M in THIT, 0.2 nth 0.4 mmo1),
benzotriazol-1-yloutris(dimethylamino)phosphonium hexalluorophosphate
(14 mg, 0.032 mmol) in N,N-dimethylforinamide (0.5 mL). The mixture was
stirred at RT for 2 h, and then purified by RP-HPLC (pH 10) to afford the
desired product. LCMS: 5 (M+H)= 454.1/456.0. Example 175:
2-Chloro-N-cyclopropy1-443-(1-quinolin-6-ylcyclopropyl)imidazo [1,2-
pyrimidin-G-yljbenzamide 



This compound was prepared from
2-ehloro-4-13-(1-quinolin-6-ylcyclopropypimidazo[1,2-
a]pyrimidin-6-yllbenzoic acid using procedures analogous to those for
Example 174. LCMS: (M-F1-1) = 480.1/482.0. Example (76:
2-Chloro-4.13-(1-quinolin-6-ylcyclopropypimidazoll,2-alpyrimidin-6-y1I-N(t
etrahydroluran-3-yl)benzamide        This compound was prepared from
2-chloro-4-13-(1-quinolin-6-yleyelopropOimidazo[1,2-
a]pyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 174. LCMS: EM-H) = 510.0/512.1. Example 177:
2-Chloro-N41-pyridin-2-ylethy0-4-P-(1-quinolin-6-yicyclopropyl)imidazo[1,
2- alpyrimidin-6-ylIbenzamide   WO 2008/064157PCT/US2007/085100
This compound was prepared from
2-chloro-443-(l-quinolin-6-ylcyclopropyl)imidazo[1,2-
a]pyrimidin-6-ylibenzoic acid using procedures analogous to those for
Example 174. LCMS: (M-H) = 545.1/5471 5 Example 178:
6-(1-16-14-(Azelidin-l-ylearbony1)-3-ehlorophenyllimidazolL2-alpyrimidin-3
- ylleyelopropyl)quinoline           This compound was prepared from
2-chloro-4-[3-(1-quinolin-6-ylcyclopropyeimidazo[1,2-
alpyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 174. LCMS: (M+H) 10= 480.1/482,0. Example 179:
2-Chloro-N-(1-pyridin-2-ylpyrrolidin-3-y1)-443-(1-quinolin-6-
yleyelopropypimidazo [1 ,2-a]pyrimidin-6-yllhenzamide  15This compound
was prepared from 2-chloro-4-[3-(1-quinolin-n-ylcyclopropyl)imidazo[1,2-
a]pyrimidin-6-ylThenzoic acid using procedures analogous to those for
Example 174. LCMS: (M+H) =586.0/5881 Example 180:
2-Chloro-N-11-methy1-2-(pyridin-2-yloxy)ethyll-443-(1-quinolin-6-
ylcyclopropyl)imidazol1,2-alpyrimidin-6-ylibenzamide       This compound
was prepared from 2-chloro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-
a]pyrimidin-6-yilbenzoic acid using procedures analogous to those for
Example 174. LCMS: (WEI) = 575.1;5771 



25  WO 2008/064157PCT/US2007/085100 Example 181:
2-Chloro-N-(1S)-14(dimethylamino)earbonylj-2-methylpropyl-443-(1-quinol
in6-7,71cyclopropyl)imidazo[1,2-alpyrimidin-6-yllbenzamide          This
compound was prepared from
2-chloro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazo[1,2- 5
a]ppdmidin-6-y1]benzoic acid using procedures analogous to those for
Example 174. LCMS: (MH-H) = 567.1/569.1. Example 182:
2-Cyclopropy1-543-(1-quinolim6-yleyelopropyl)imidazoll,2-alpyrimidin-6-
yllisoindolin-1-one 10   Step I. methyl 4-bromo-2-(bromornethyljbenzoate
A mixture of methyl 4-bromo-2-methylbenzoate (0.7 g, 0.003 mol),
N-bromosuccinimide (0.65 g, 0.0037 mol) and benzoyl peroxide (0,038 g,
0.00016 mol) in carbon tetrachloride (30 mt.) was refluxed under an
atmosphere of nitrogen for 2 E The mixture was cooled to RT, and filtered
15 through silica gel eluting with dichloromethane followed by diethyl
ether. The mixture was concentrated and the residue was purified by
chromatography on silica gel with 30% Et0Ac in hexanes to afford the
desired product (0.86 g, 90%). Step 2.
5-bromp-2-cycloprgpylisoindolin-I-one 20A mixture of methyl
4-bromo-2-(bromomethyObenzoate (0A3 g, 0.42 mmol), cyclopropylamine
(0.034 mL, 0.49 mmol) and potassium carbonate (0.090 g, 0,65 mmol) in
ethanol (0.9 mL) was stirred at 40 C for 3 It The reaction mixture was
quenched with saturated sodium bicarbonate and extracted with Et0Ac
(3x20 mL). The combined organic layers were washed with brine, dried
over anhydrous Na2SO4, filtered, and concentrated. The residue was
purified by 25 chromatography on silica gel with 30% Et0Ac in hexanes to
afford the desired product (0.10g, 94%). LCMS: (M++1) = 252.0/254.0.
Step 3. 5-12-aminopyrimidin-5-y1)-2-cyclopropylisoindolin- 1-one  



WO 200R/064157PellUS2007/085100       A solution of potassium
carbonate (0.10 g, 0.75 mmol) in water (0.7 mL) was added to a mixture of
5-bromo-2-cyclopropylisoindolin- 1-one (0.095 g, 0.38 mmol),
5-(4,4,5,5-tetramethyl1,3,2-dioxaborolan-2-yl)pyrimidin-2-amine (0.12 g,
0.56 mraol), and tetralcis(triphenylphosphine)palladium (0.02 g, 0.02
mmol) in toluene (1.4 mL) and ethanol (0.7 mL). 5 The resulting mixture
was heated at 120C for 15 min. The reaction mixture was then quenched
with saturated sodium bicarbonate (5 inL) and extracted with Et0Ac. The
organic layers were washed with brine, dried with anhydrous Na2SO4,
filtered, and concentrated. The tesidue was purified by chromatography on
silica gel with 10% methanol in dichloromethane to afford the desired
product ((1.046 g, 46%). LCMS: (M+H) = 267.1. 10 Step 4.
2-cyclopropy1-5-13-(1-quinolin-6-ylcyclopropOimidazo 111, 2-o
lpyrimidin-6-ylfisoindolin- 1- one       A mixture of
5-(2-aminopyrimidin-5-y1)-2-cyclopropylisoindolin-1-one (20 mg, 0.075
mum and chloro(1-quinolin-6-ylcyclopropyl)acetaldehyde (18 mg, 0.075
mmol) in isopropyl alcohol (0.5 15 mL) was stirred at 90 C. overnight. The
reaction mixture was purified by RP-HPLC (pH 10) to afford the desired
product. LCMS: (M=ET) = 458.1, Example 183:
2-Ethyl-543-(1-quinolin-6-ylcyclopropyl)imidazo  20        This compound
was prepared from methyl 4-bromo-2-(bromomethyl)benzoate using
procedures analogous to those for Example 182. LCMS: (MTH) = 446.1.
Example 184:
2-(2-Nlethoxy-l-methylethyl)-543-(1-quinolin-6-yleyelopropyl)imidaiM ,2-
25 alpyrimidin-6-yllisoindolin-1-one         This compound was prepared
from methyl 4-bromo-2-(bromomethyDbenzoate using procedures
analogous to those for Example 182. LCM S: (M+H) = 4902.  WO
2008/064157PCT/US2007/085100 Example 185:
2-(Pyridin-2-ylmethyl)-543-(1-quinolin-6-ylcyclopropybimitlazoll,2-
alpyrimidin-6-yllisoindolin-1-one             This compound was prepared
from methyl 4-bromo-2-(bromomethybbenzoate using 5 procedures
analogous to those for Example 182. LCMS: (M+H) = 509,1. 



Example 186:
2-Methy1-5-0-(1-quinolin-8-ylcyclopropyl)imidazo[1,2-alpyrimidin-6-
yllisoindolin-l-one N N 10This compound was prepared from methyl
4-bromo-2-(bromomethyObenzoate using procedures analogous to those
for Example 182. LCMS: (M+H) = 432.1. Example 187:
N-Ethyl-1-{4-1341-quinolin-6-yleyelopropyl)imidazolla-alpyrimidin-6-
yllphenyl)cyclopropanecarboxamide  15 Step I. tert-butyl
1-14-(2-atninopyritnidin-5-Aphenylicyclopropanecarboxylate        A
solution of sodium carbonate (0.56 g, 0.0052 mol) in water (5.0 mL) was
added to a mixture of ten-butyl
1-(44Dromophenybcyclopropanecarboxylate (0,78 a, 0.0026 mob,
544,4,5,5- tetramethy1-1,3,2-dioxaborokm-2-yOpyrimidin-2-amine (0.87 g,
0.0039 mob, and 20 tetrakis(tiphenylphosphine)palladium (0.2 g, 0.0001
mob in toluene (10 mL) and ethanol (5 mL). The resulting mixture was
heated :at 120 C for 15 min, quenched with water (5 mL), and washed
with ether (3810mL). The precipitate in the aqueous layer was filtered,
washed with water, and dried to afford the desired product (0.40g. 60%).
LCMS: (M+H) = 256.1. 25 Step 2.
144-113-0-quitiolin-6-yloyclopropy0intidazo[1,2-alk ridin-6-
yUphenyllcyciopropanecarboxylic acid  WO
20081064157PCT/US2007/085100       A mixture of
1T4-(2-aminopyrimidin-5-y1lpheny1lcyc1opropanecarboxylic acid (0.22 2,
0.86 mmol) and chloro(1-quinolin-6-ylcyclopropyl)atiotaldchyde (0.21 g,
0.86 mmol) in ethanol (8 niT) was stirred at 100 C overnight The reaction
mixture was purified by RP-HPLC (pH 10) to afford the desired product
(0.12g. 31%). LCMS: (M+H) - 447.1. 5 Step 3.
Ar-ethy1-1-013-(I-quinolin-6-ylcyclopropyl)intidazo[1,2-4
ylJplwnyl)cyelopropanecarboxarntde Amixtureof1- 14- [3-(1-quinolin-6-y
Icyclopropyl )imiciazo [1,2-a]pyrimidin-6- yliphenyl}
cyclopropanecarboxylic acid (20 mg, 0.045 nunol), ethylamine (2.4 mg,
0.054 mmol), 10 benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (24 mg, 0.054 mmot), and
N,N-diisopropylethylamine (23 pL, 0.13 mmol) in N,N-dimethylformamide
(0.5 mL) was stirred at RT for 2 h. The reaction mixture was purified by
RP-HPLC (pH 10) to afford the desired product. LCMS: (M+H) =474.1. 



15 Example 188:
N41-Pyridin-2-ylethyl)-1-14-[3-(1-quinolin-6-ylcyclopropy0imidazo ,2- a]
pyrimidin-6-yll phenyl} eyelopropaneearboxamide           This compound
was prepared from 1-1443-(1-quinolin-6-ylcyclopropylfimidazo[1,2-
a]pyrimidin-6-yllphenylicyclopropanecarboxylic acid using procedures
analogous to those for 20 Example 187. LCMS: (M-H) - 551.2. Example
189: N-[1-Methy1-2-(pyridin-2-yloxy)ethy1]-1-1443-11 -quinolin-6-
yleyelopropy0imidazo[1,2-a]pyrimidin-6-yllphenylleyelopropanecarboxami
de  25This compound was prepared
from{4-[3-(1-quinolin-6-ylcyclopropyfiimidazo[1,2-
a]pyrimidin-6-yliphenylleyclopropanecarboxylic acid using procedures
analogous to those for Example 187. LCMS: (M+H) = 581.2.  WO
2008/064157PC17US2007/085100 Example 190:
2-11-Fluoro-4-[3-(1-quinolin-6-ylcyclopropyl)imidazo [ l.2-a]pyrimidin-6-
yllphenyll-2-hydroxy-N-methylacetamide  Step I.
2-(4-bromo-2-fluorophenyl)-2-hydroxy-N-Inethylacetainide
5N,N-lliisopropylethylamine (0.2 mL, 0.001 inol) was added to a mixture of
(4-bromo-2- fluorophenyfi(hydroxy)acetic acid (0.1 g, 0.4 mmol),
methylamine (2M in THF, 0.24 naL, 048 mmol) and
benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (0.21 g, 0.00048 mol) in methylene chloride (2 mL).
The mixture was stirred at RT for 2 h. The reaction mixture was
concentrated. The residue was purified by chromatography on silica gel
with 10% methanol in 10 dichloromethane to afford the desired product.
LCMS: (M-H) = 261.9/263.9. Step 2.
2-0-(2-aminopyrimidin-5-y0-27fluorophen4J-2-hydroxy-N-methylatetamide
A mixture of 2-(4-bromo-2-fluoropheny0-2-hydroxy-N-methy1acetamidc
(0.4 mmol), 5-
(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yfipyrimidin-2-amine(0.11g,0.48
mmol), 15 tetrakis(triphenylphosphine)palladium (0.01 g, 0.01 mmol) and
potassium carbonate (0.16 g, 1.2 mmol) in toluene (0.6 mL) and
1,4-dioxane (0.6 mL) was heated at 100 C for 1.5 h. After cooling to RI,
the mixture was filtered through a pad of silica get, washed with 10%
methanol in dichloromethane. The filtrate was concentrated under
reduced pressure and the residue purified by chromatography on silica gel
with 10% methanol in dichloromethane to afford the desired product. 20
LCMS: (M+1-1) = 277.0. 



Step 3. 2-2-fluoro-4-13-(1-quitio
tz-6-ylcyclopropylfimidazo[1,2-4pyrimidin-6-yllphenyl-2-hydroxyN-methylac
etantide A mixture of
244-(2-aminopyrimidin-5-y1)-2-fluorophenyll-2-hydroxy-N-niethylacetamid
e 25 (18 mg, 0.066 mmol) and
chloro(1-quinolin-6-ylcyclopropypacetaldehyde (19 mg, 0.079 mmol) in
ethanol (0.4 imL) was stirred at 90 C overnight. The reaction mixture was
purified by RP-HPLC (p1-1 10) to afford the desired product. LCMS:
(M+H) = 468.1. Example 191:
2-12-fluono4.13-(1-quinolin-6-ylcyclopropyl)imidazopyrimidin-6- 30
Apheny1)-2-bydroxy-N,N-dimethylacetamide        This compound was
prepared from (4-bromo-2-fluorophenyl)(Fydroxy)acetic acid using
procedures analogous to those for Example 190. LCMS: (M+H) = 482.1. 5
Example 192:
N-(3-42-(4-Bromo-3-fiumophenypimidazo[1,2-b][1,2,41triazin-7-
ylImethylphenyl)-Ncethylurea  Step 1.
tert-butyl13-(3-oxopropAphenylicarbatnate
Tris(dibenzylideneacetone)dipalladium (0.10 g, 0.00011 mot) and
tri-teri-butylphosphonium 10 tetrafluoroborate (0.064 g, 0.00022 mol) in a
flask was evacuated and refilled with N2 (3 times). Then 1,4-dioxane (7.0
mL) was added followed by consecutive addition of tert-butyl (3-
bromophenyficarbamate (2.00 g, 0.00735 mol), 2-propen-1-ol (0.854 g,
0.0147 inol), N-cyclohexylN-methyl-cyclohexanamine (1.7 g, 0.0088 mol).
The reaction mixture was stirred at 40 C overnight, filtered, and washed
with dichloromethane. The filtrate was concentrated and purified by 15
chromatography on silica gel with 40% Et0Ac in hexanes to afford the
desired product (0.5 g, 30%). Step 2. tert-butyl
1-3-(2-ehloro-3-exopropyl3iuhenylJearbuinute       N-Chlorosuceinimide
(017 g, 0.0020 mol) was added to a mixture of ten-butyl [3-(3-
oxopropyfiphenyl]carbamate (0.50 g, 0.0020 mol) and D-proline (0.05 g,
0.0004 mol) in methylene 20 chloride (5 inL) at 0 C. The reaction mixture
was stirred at RT for 2 h and concentrated. The residue was purified by
chromatography on silica gel with 30% Et0Ac in hexanes to afford the
desired product (0.50 g, 88%). LCMS: (M+H) = 209.9/211.9. Step 3.
tert-butyl (3-1-2-(4-bromo-3:11uorophenyl) daze [[1,2,41tr 25
y1Pnethylphenylkarbatnate       A mixture of
6(4-bromo-3-fluoropheny0-1,2,4-triazin-3-amine (19 mg, 0.070 mmol) and
tert-butyl [3-(2-chloro-3-oxopropyfiphenyficarbamate (20 mg, 0.070 mmol)
in ethanol (0.4 mL) was stirred overnight at 105 C. The reaction mixture
was purified by RP-HPLC (pH 10) to afford the desired product. LCMS:
(MH) = 498.0/500.0. 



WO 20081064157PCT/US20071085100 Step 4.
3-1-244-bromo-371luorophenytjimidazo[1,2-b] 1:1,2,4Priazin-TylPnethyla
the       A mixture of tert-butyl
(3-[2-(4-bromo-3-fluorophenyl)imidazo[1,2-b][1,2,4)triazin-7-
yl]methylphenybearbamate (10 mg, 0.02 mmol) in trifluoroacetic acid (0.5
mL) and methylene 5 chloride (0.5 mL) was stirred overnight at RT. The
mixture was concentrated to afford the desired product as a TEA salt
which was directly used for next step. LCMS: (M-sH) = 397.9/399.9. Step
5. N-(342-(4-bromo-3-11uorophenyOimidazufi ,2-b] [1,2,411 zin-7-y1
methylpheny0-Nrethyturea 10lsocyanatoethane (1.3 oL, 0.019 mmol)
were added to a mixture of 3-[244-bromo-3-
fluorophenybimidazo[1,2-b][1,2,4]triazin-7-yl]methylaniline (5 mg, 0.01
mmob and triethylamine (7.0 oL, 0.050 mmol) in acetonitrile (0.5 nfL).
After the reaction mixture was stirred at RT for 30 mM, it was purified by
RP-FTPLC (pH 10) to afford the desired product (2 mg, 30%). LCMS: (MIi)
= 469.0/470.8. 15 Example 193:
2-(2,3-Diehloropheny1)-7-(1-quinolin-6-yleye1opropyl)imidazo[1,2-
b][1,2,4]triazin-3-amine  A mixture of
6-(2,3-dichloropheny1)-1,2,4-triazine-3,5-diaminc (19 mg, 0.076 mmol)
and 20 chloro(1-quinolin-6-ylcyclopropybacetaldehyde (22 mg, 0.091
mmol) in ethanol (0.50 mL) was stirred at 105 C. overnight. The reaction
mixture was purified by RP-HPLC (pH 10) to afford the desired product
(12 mg, 35%). LCMS: (M+H) - 447.3/449.2/451.2.      Example 194:
2,3-Difluoro-N-methy1-4-13-(1-quinolin-6-yleyclopropyl)imidazof1,2-alpyri
midin25 6-yllbenzamide Step 1.
1-12-chloro-l-hydroxy-2-0-quirtolin-6-ylcyclopropyperhyllpyrrolidine-2,5-dio
ne       To a cooled (0 C) mixture of
(1-quinolin-6-ylcyclopropybacetaldehyde (9.9 g, 47 nunol), Dproline (1.1 g,
9.4 mmol) in chlorofonn (200 niL) was added N-chlorosuccinimide (6.26 g,
46.9  WO 20081064157PCT/US20071085100 mmol). The mixture was
stirred at 0 C. for 30 min and then gradually warmed to RT for 2 h. The
reaction mixture was quenched with saturated sodium bicarbonate (25
mL) and extracted with 13t0Ac (3x100 mL). The combined organic layers
were washed with brine, dried over Na2Sal, filtered, and concentrated.
The precipitate formed was filtered to give the desired product. The filtrate
was 



5 chromatographed on silica gel with Ef0Ac in methylene chloride (10%)
to afford chloro(I-quinolin6-ylcyclopropyl)acetaldehyde which was
contaminated with pyrrolidine-2,5-dione (13.0 g), and automatically
converted to the desired product after a few days. The total desired
product obtained is 16g. LCMS: (M-I-Fl) = 345.0/347.0. 10 Step 2.
4(2-aminopyrimidin-5-y1)-2,3-difluorobenzoic acid       A mixture of
44dihydroxybory1)-2,3-difluorobenzoic acid (0.47 g, 2.3 mmol), 5-
bromopyrimidin-2-amine (0.44 g, 2.6 mmol),
tetrakis(triphenylphosphine)palladium (0.1 g, 0.1 mmol), and potassium
carbonate (0.96 g, 7.0 mmol) in toluene (4.0 mL), ethanol (2.0 mL) and
water (2.0 mL) was heated at 110 C for 3 h. After cooling to RT, the
mixture was washed with ether to 15 remove impurity. The aqueous layer
was adjusted to pH 6 with IN HCI. The solid was filtered, washed with
water and ether to give the desired product. LCMS: (M+H) = 252.9. Step
3. 2,3-difluoro-4-0-(1-quinolin-6-ylcyclopropy0imidazo[1,2-alpyrimidin-6-yl7
benzoic acid A mixture of 4-(2-aminopyrimidin-5-3/10-2,3-difluorobenzoic
acid (15 mg, 0.060 mmol) and 20
1-12-chloro-l-hydroxy-2-(1-quinolin-6-ylcyclopropyflethylipynolidine-2,5-dio
ne (20 mg, 0.058 mmol) in ethanol (1.0 mL) was stirred at 100 C
overnight. The reaction mixture was purified by RPHPLC (pH 10) to afford
the desired product (9 mg, 40%). LCMS: (MI-H) = 443.0. Step4.f
luoro-N-methyl-4-13-(1-qui ohn-6-ylcyclopropylfitniciazo[1.2-alpyrimidin-6-
25 .4,/bettzatnide       A mixture of 2,3-difluoro-4-[3-(1-quinolin-6-yleye
lopropyflimitiazo [1,2-a]pyrimidin-6- yl]benzoic acid (9.0 mg, 0.020 mmol),
methylamine (2M in THE, 0.02 inL, 0.041 mmol),
benzotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (11 mg, 0.024 nnnol) and N,N-diisopropylethylamine
(11 tiL, 0.061 mmol) in NTS-dimethylfonnamicle (0.5 inL) was stirred at 30
RI' for 4 h. The reaction mixture was purified by RP-HPLC (pH 10) to
afford the desired product. LCMS: (M+H) = 456.0. Example 195:
6-Difluoro-N-methy1-4-13-(1-quinolin-6-yleyelopropyl)imitlazolE2-alpyrimid
in6-311 benzamide  WO 2008106415713C17US2007/085100        This
compound was prepared from 4-(dihydroxybory1)-2,6-difluotobenzoic acid
using procedures analogous to those for Example 194. LCMS: (M+H) =
456.0. 5 Example 196:
2-Fluoro-N-methy1-4-13-(1-quinolin-6-ylcyclopropybimidazoll,2-Mpyrimidin
-6- ylibenzenesulfonamide Step 1.
4-(2-aminopyrimidin-5-A-2-fluoro-N-nzethylbenzenesu1fonamide
4-Bromo-2-fluorobenzenesulfonyl chloride (100 mg, 0.36 mmol) was
added to a mixture of 



10 methylamine (2M in TIIE, 0.275 mL, 0.55 mmol) and triethylamine
(0.10 nth, 0 71 mmol) in methylene chloride (2.0 inL). The reaction mixture
was quenched with saturated NaHCO3 (1.0 mL) and concentrated to
afford the crude intermediate in water. A mixture of the intermediate in
water, 5- (4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yepyrimidin-2-amine
(81 mg, 0,36 move, tetrakis(triphenylphosphine)palladium (20 mg, 0.02
mmol), potassium carbonate (l 50 mg, 1.1 mmol) 15 in toluene (2.0 mL)
and ethanol (1.0 inL) was heated at 110 C for 2 h. After cooling to RT,
ether was added to the mixture and the solid was filtered, washed with
water and ether to afford the desired product (0.086g. 83%). LOWS:
(Vt-FH) = 282.9.      Step 2.
2-fluoro-N-methyl-413-(1-quinolin-6-yluclopropylfinzidazol
1,2-alpyrimidin-6- 20 ylibenzenesullonatnide       A mixture of
4-(2-arninopyrimidin-5-y1)-2-fluoro-N-methylbenzenesulfonamide (20 mg,
0.07 =lot) and
142-chloro-l-hydroxy-2-(1-quinolin-6-ylcyclopropyl)cthylipyrrolidine-2,5-dio
ne (24 mg, 0.07 mmol) in ethanol (0.4 mL) was stirred overnight at 105 'C.
The reaction mixture was purified by RP-HPLC (pH 10) to afford the
desired product. LCMS: (M+1-1) - 474.0. 25 Example 197:
NA-Dimethyl-2-13-13-0-quinolin-6-ylcyclopropylnmidazoll,2-alpyrimidin-6-y
11- 1H-pyrazol-1-yllacetamide  WO 2008/064157PCl/US2007/085100 0
N Step 1. ten-butyl [3-(2-aminopyrettidln-5:0-1H-pyrazol-1-yll acetate
To a solution of 1H-pyrazol-5-ylboronie acid (0.2 g, 2 mmol) in
N,N-dimethylformamide (1.0 mL) were added 1,1-dimethylethyl
bromoacetate (0.38 g, 2 mmot) and potassium carbonate (0.74 g, 5
0.0054 mol). The reaction mixture was stirred overnight at RT. To the
reaction mixture was added 5- bromopyrimidin-2-amine (0.40 g, 2.3 mmol)
and tetrakis(triphenylphosphine)palladium (0.1 g, 0.09 mmol). The
resulting mixture was stirred at 100 C for 2 It After cooling to RT, the
reaction mixture was extracted with Et0Ac (3x30 nth). The combined
organic layers were washed with brine, dried over anhydrous Na2SO4,
filtered, and concentrated. The residue was purified by RP-HPLC to afford
10 the desired product. LCMS: (MTH) = 276.0, Step 2. tert-butyl
3-1-3-0-quinolin-6-yleyelopropy0imidazo[1,2-alpyrintidin-6-yll - 1
if-pretzel-1- ylacetate A mixture of tert-butyl
[3(2-aminopyrimidin-5-y1)-1H-pyrazol-1-yfiacetate (16 mg, 0.058 15
rnmol) and
142-chloro-l-hydroxy-2-0-quinolin-6-ylcyclopropyl)ethyljpyrrolidine-2,5-dion
e (20 mg, 0.058 mmol) in ethanol (0.3 mL) was stirred overnight at 105 C.
The reaction mixture was purified by RP-HPLC (pH 10) to afford the
desired product (10 mg, 37%). LCMS: (MH) = 467.0.      Step 3.
N,N-dimethyl-2-113-13-0-qui oltn-6-ylcyclopropyl)
dazo[1,2-cdpyrintidin-6-y11-1H-pyrazol20 1-yl}acetantide 



A mixture of tert-butyl
3-[3-(1-quino1in-6-ylcyclopropy1)imidazo[l,2-a]py-ri_midin-6-y1]-1Hpyrazo
1-1-ylacetate (10 mg, 0.02 mmol) in trifluoroacetic acid (0.5 ml.,) and
methylene chloride (0.5 mL) was stirred overnight at RT. The volatiles
were removed under reduced pressure. The residue [LCMS: (Mt H) =
411.0] was dissolved in N,N-dimethylformamide (0.5 mL) and treated with
dimethylamine (2M in THF, 0.016 mL, 0.032 mmol), benzotriazol-1-
yloxyttis(dimethylamino)phosphonitun hexafluorophosphate (11 mg, 0.026
mmol), and N,Ndiisopropylethylamine (11 pL, 0.064 mmol). The reaction
mixture was stirred overnight at RT, and then purified by RP-HPLC (pH
10) to afford the desired product. LCMS: (M+H) = 438.1. 30 Example 198:
N-[(1S)-1-(Azetidin-1-ylearbony1)-2,2-dimethylpropy1l-2-fluoro-4-1341-qui
nolin6-yleyelopropyllimidazo[1.2-alpyrimidim6-yl]benzamide  WO
2008/064157PCT/US2007/085100  Step I. tert-blayl
(25)-2-(2-fluoro-4-13-(1-quinolin-6-ylcyclopropy0imidazo[1,2-alpyrinad' 6
ylibenzulamino)-3,3-dimethylbutanoate         This compound was prepared
from 2- (Moro-44341 -quino1in-6-yleye1opropyl)imidazo[1,2- 5
alpyrimidin-6-yl]benzoic acid using procedures analogous to those for
Example 163. LCMS: (M+H) - 594.2. Sap 2.
(25)-242-fluoro-4[3-0-quinolin-6-yleyclopropyl)inadazoll,2-alpyrimidin-6-
yilbenzmylamino1)-3,3-dimethylbutanoic acid 10A mixture of tetti-butyl
(2S)-2-(2-fluoro-4-[3-(1-quinolin-6-yleyclopropyl)intidazo[1,2-
a]pyrimidin-6-ylibenzoylamino1-3,3-dimethylbutanoate (60 mg, 0.1 mmol)
in 2.0 ml of 4N HC1 in 1,4-dioxane was stirred for 1 It The mixture was
concentrated to give the desired product as an HC1 salt. LCMS: (M-11-1)
= 538.1. 15 Step 3. N-11752-.1-(azetidin-.1-ylcarbony0-2,2-ciimethylpropyi
-2-fluoro-413-0-quinolin-6- ylcyclopropyl)imidazo[1,2-alp
vrimidin-6-y1Jbenzanade       N,N-Diisopropylethylamine (14 tIL, 0.084
mmol) was added to a mixture of (2S)-2-(2-fluoro4-[3-0
-quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimidin-6-ylibenzoy
lamino)-3,3-dimethylbutanoic acid (15 mg, 0.028 mmol), azetidine
hydrochloride (3.9 mg 0.042 /mime, and benzotriazol-1- 70
yloxytris(dimethylamino)phosphonium hexafluorophosphate (18 mg, 0.042
mmol) in N,Ndimethylforinamide (0.5 mL). After stirring at RT overnight,
the reaction mixture was purified by RPHPLC (pH 10) to afford the desired
product. LCMS: (11,1+I-I) = 577.2.       Example 199:
N-12-(Dimethylamino)-1-methyl-2-oxoethyll-2-fluorm4-13-(1-quinolin-6- 25
yleyelopropyl)imidazolE2-alpyrimidin-6-yllbenzamide 0    Step I. methyl
2-114-bromo-2-fluorobenzoyDatninolpropannate 



N,N-Diisopropylethylamine (2.0 mL, 001! mol) was added to a mixture of
methyl 2-  WO 2008/064157PCT/ITS2007/085100 aminopropanoate
hydrochloride (0.64 g, 0.0046 mol), 4-bromo-2:fluorobenzoic acid (1.0 g,
0.0046 mol) and bermotriazol-1-yloxytris(dimethylamino)phosphonium
hexafluorophosphate (2.12 g, 0.00479 mol) in IMN-dimethylformamide
(10,0 mL, 0.129 mol), The reaction mixture was stirred overnight at RT,
quenched with saturated sodium bicarbonate (25 mL) and extracted with
Et0Ac 5 (3840 mL). The combined organic layers were washed with brine,
dried over anhydrous Na2SO4, filtered, and concentrated. The residue
was purified by chromatography on silica gel with 60% Et0Ac in ()exams
to afford the desired product (1.33 g, 96%). LCMS: (M+H) =3019/305.9.
Step 2. 21[4-'2-anzinopyrimidip-5-2,d)-2fluorobenzoyllamino}propanoic
acid 10A solution of potassium carbonate (0.35 g, 2.5 mmol) in water (2
inL) was added to a mixture of methyl
2-1(4-bromo-2-fiuorobenzoyfiaminolpropanoato (0.5 g, 1.6 minal),
5-(4,4,5,5-tetramethy1- 1,3,2-dioxaborolan-2-yOpyrimidin-2-amine (0.28 g,
1.3 mmol), and tetrakis(triphenylphosphine)palladium (0.07 g, 0.06 mmol)
in toluene (4 mL) and ethanol (2 mL). The resulting mixture was heated at
120 C for 15 nun. The reaction mixture was extracted with ether 15 (3810
nit) to remove impurity. The aqueous layer was adjusted to pH 7 with
aqueous HC1 and purified by RP-HPLC (pH 10) to afford the desired
product (0.40 g, 100%). LCMS: (M+H) = 305.0. Step 3.
2-(2-fluoro-4-13-(1-quinolin-6-ylcyc1oprojayl)inticlazo[42-alpyrimidin-6-
ylibenzeylamino)propanoic acid 20A mixture of
2-14-(2-aminopyrimidin-5-y1)-2-fluorobenzoyllammopropanoic acid (0.20
g, 0.66 mmol) and chloro(1-quinolin-6-ylcyclopropyl)acetaidehyde (0.19 g,
0.79 minol) in ethanol (4.0 nt) was stirred overnight at 90 C. The mixture
was concentrated to afford the crude product. LCMS: (M-8H) = 496.1. 25
Step 4.
N-1-2-(dimethylamino)-1-ntethy42-oxoethyll-2-fluoro-443-(4-quittatin-6-
ylcyclopropy0itnidazo[42-alpyrimidte-6-yllbenzamide
N,N-Diisopropylethylamine (31 pL, 0.18 mmol) was added to a mixture of
2-(2-fluoro-4-[3-
(1-quinolin-6-yleyclopropyl)imidazo[1,2-a]pyrimidin-6-ylibenzoylamino)pro
panoic acid (29.7 mg, 0.06 mmol), dimethylaminc (4.0 mg, 0.09 mmol)
and benzotriazol- I - 30 yloxytris(dimethylamino)phosphonium
hexafiuorophosphate (40 mg, 0.09 mmol) in N,Ndimethylforinamide (0.5
mL). The reaction mixture was stirred overnight at RT and purified by
RPHPLC (pH 10) to afford the desired product. LC M S: (M+H) =523.1.
Example 200:
N-(2-Azetidin-1-y1-1-methyl-2-0x0ethyl)-2-11uoro-443-(1-quinolin-6- 35
yleyelopropyl)imidamlE2-alpyrimidin-6-ylibenzamide  WO
2008/064157PCT/US2007/085100  



This compound was prepared from
2-(2-tluoro-4-[3-(1-quinolin-6-yleyclopropyl)imidazo[1,2-
a]py-rimidin-6-yl]benzoylamino)propanoic acid using procedures
analogous to those for Example 199. LC MIS: (M+FI) = 535.1. 5 Example
201:
2-Fluoro-N-2-1(3R)-3-methoxypyrrolidin-1-y11-1-methy1-2-oxoethyl-4-
[341- quinolin-6-ylcyclopropyl)imidazn [1,2-a] pyrimidin-6-yl]benzamide
This compound was prepared from
2-(2-1luoro-4-13-(1-quino1in-6-y1eyc1opropy1)imidazo[1,2- 10
alpyrimidin-6-yltbenzoylamino)propanoic acid using procedures analogous
to those for Example 199. LCMS: (1\4+H) = 579.2.  Example 202:
2-Fluoro-N-[(1-hydroxyeyelopropy0 methyl] -4-17-(q uinolin-6-
ylmethyl)imidazo [1,2-b] [1,2,4] triazin-2-yl] benzamide  15       This
compound was prepared as a TFA salt starting from 4-[7-(1-quinolin-6-
ylcyclopropypirnidazo[1,2-b][1,2,4]triazin-2-ylibenzoic acid using
procedures analogous to those for Example 123. LCMS: (M+H) = 469.1.
20 Example 203: Methyl
4-(eyanomethyl)-4-1447-(quinolin-6-ylmethypimidazo [1,-- b] [1,2,4]
triazin-2-y1]-1H-pyrazol-1-yllpiperidine-1-carboxylate  WO
2008/064157PCIAS2007/085100  Step I. ten-butyl
4-(cyanomethylene)piperidine-1-earboxylate       To a solution of 1.0 M of
potassium tert-butoxide in THF (26.3 mL) at 0 C. was added drop wise a
solution of diethyl eyanomethylphosphonate (4.47 mL, 0.0276 mol) in THE
(33.6 mL). The 5 reaction was warmed to RT and then cooled at 0 C.
again. To the reaction mixture was then added a solution of tert-butyl
4-oxo- 1 -piperidineearboxylate (5.0 g, 0.025 moll in THE (6.72 mL). The
reaction was allowed to warm up to RI' and stirred overnight. After being
quenched with water, the mixture was extracted with Et0Ac. The
combined organic layers were washed with brine, dried, and concentrated.
The crude mixture was purified on silica gel eluting with Et0Ac in hexancs
(0-60%) to 10 give the desired product (5.4 g, 96.81%). LCMS: (M+(ca) =
244.9, (M-56+14)= 167.0. Step 2. tert-butyl
4-(eyanornethyt)-44447-(quinoltn-6-yhy Pdazo[1,2-bj[1,2,4Priazin-2-yll-
IH-pyrazol-l-yllpiperidine-l-carboxylate 



L8-Diazabicyclo[5.4.01undec-7-ene (68 pi., 0.46 mmol) was added to a
mixture of 6-[2-(1H- 15
pyrazol-4-yl)imidazo[1,2-b][1,2,41tiazin-7-yl]methylquinoline (50.0 mg,
0.153 mmol) and tert-butyl 4-(cyanomethylene)piperidine-1-carboxylate
(0.068 g, 0.30 mmol) in acetonitrile (I mL). The reaction was stirred at 60
C overnight. After cooling to RT, the mixture was purified by
chromatography on silica gel with Et0Ac in CELCl2 (0-70%) to give the
desired product (30 nig; 35.7%). LCMS: (M+H) = 550.5. 20 Step 3.
(4-{4-17-(quinalin-6-ylthethyl),2-1111,2,41triazin-2
4]-1H-pyrazol-l-yOpiperidin-4- yl)acetonitrile       Trifluoroacetic Acid (0.5
mL) was added to a solution of tert-butyl 4-(cyanomethyl)-4-14-17-
(quinolin-6-ylmethyl)imidazo[1,2-b][1,2,41tiazin-2-y1]-1H-pyrazol-1-y1}
piperidine-l-carboxylate 25 (0.015 g, 0.000027 mol) in methylene chloride
(0.5 inL). The mixture was stirred at RT for 0.5 h. The volatiles were
removed under reduced pressure to give the desired product as a TEA
salt which was directly used in the next step without further purification.
LCMS: (M-FH) = 450.5.      Step 4. Methyl
4-4yanomethyl)-414-[7-(quinolin-6-yltnethyl)inudazo[1.2-b] [1,2,41t
ctzin-2-y1]-IH30 pyrazol-]-y0pperidine-1-carbarylate        Methyl
ehloroformate (2.6 tiL, 0.033 mmol) was added to a solution of
(4-1.447-(quinolin-6-
ylmeihyDimiclazo[1,2-6][1,2,41triazin-2-y11-1H-pyrazol-1-yllpiperidin-4-yb
acetonitrile(5.0mg,  WO 2008/064157PCT/U52007/085100 0.011 mmol)
and triethylam ne (6.2 itL, 0.044 mmol) in methylene chloride (0.5 mL).
The mixture was stirred at RT for 1 11, and then purified by RP-HPLC (pH
= 2) to give the desired product as a TEA salt. LCMS: (M+H) = 508.5.
5Example 204: Ethyl
44eyanomethyl)-4-14-17-(quinolin-6-ylmethyl)imidazol1,2-b111,2,41triazin
- 2-y1141-1-pyrazol-1-yllpiperitline-1-carboxylate 10          This compound
was prepared as a ltA salt starting from (4- (447-(quinolin-6-
ylmethyl)itnidazo[1,2-b][1,2,4]triazin-2-y11-1H-pyrazol- 1 -yl 1
piperidin-4-yfiacetonibileusing 10 procedures analogous to those for
Example 203, Step 4. LCMS: (M+H) = 522.4. Example 205:
(1-Aeety1-4-{4-[7-(quino1in-6-ylmethyl)imidazoll,2-b]I1,2,4Itriazin-2-yl]-1H
pyrazol-1-yl} piperidin-4-yOacetonitrile N N 



15This compound was prepared as a 11-A salt starting from
(4-{447-(quinolin-6-
ylmethyl)imiciazo[1,2-b][1,2,4]rriazin-2-y1]-1H-pyrazol-1-y1)
piperidin-4-yfiacetonitri leusing procedures analogous to those for
Example 203, Step 4. LCMS: (MH-H) = 492.4. Example A 20 In Vitro
c-Met Kinase Enzyme Assays Compounds were screened in vitro for their
ability to inhibit c-Met kinase activity. The IC50 values of compounds for
the inhibition of c-Met kinase were determined as described in the
literature with some modifications (Wang, X. et al, Mol. Cancer Ther,
2003, 20 1)1085-1092; Calle, M. et al., Croatica Chemical ACTA. 2005,
78(3):367-374). Briefly, histidine-tagged c-Met catalytic domain 25 fusion
protein (Invitrogen, # PV3143) was used for the assay. ICst)
measurements were based on the degree of phosphatylation of poly
Glu-Tyr (Sigma-Aldrich; # P0275) that was coated (0.01 mg/per well) on
96-well microplates (R&D systems, # DY990). The reaction was carried
out in a 50 pi. solution containing 50 mM HEPES (pH 7.5), 10 inIM MnCl2,
10 inM MgC12, 0.5 mM DTT, 100 p.M Na2VO4, 5 it.M ATP (Cell Signaling
Technology, # 9804) and serial dilutions of individual  WO
2(108/(164157PCT/US2007/085100  compOunds. The reaction lasted for
25 minutes at 30 C. After the reaction was completed, the contents of the
plates was discarded. Plates were then washed with TBS-T (250 [tUwell,
5x) and then blocked with TBS-T containing 1 % BSA for 2 hours. The
contents of the plates was discarded, and 100 itL (Per well) of
peroxiciase-labeled anti-phospho-tyrosine antibody (Sigma, # A5964)
diluted 5 (1:60,000) in 1 % BSA containing TBS-T were then added and
incubated for 1 hour. Plates were washed with TBS-T (250 ML/well, 5x)
and followed by the color reaction using 100 mt. (1:1 mixture) of H202 and
tetramethylbenzidinc (R&D Systems, # DY999). The reaction was stopped
in minutes with 100 itt of 2 N H2SO4. The optical density was measured
immediately using a microplate reader at 450 inn with wavelength
correction at 540 urn. ICso values were calculated with the GraphPad 



10 Prism software. The linear range (/.e., the time period over which the
rate remained equivalent to the initial rate) was determined for the kinase
and ICso determinations were performed within this range.        Wang, X.,
et al. Potent and selective inhibitors of the Met [hepatocyte gowth
factor/scatter factor (HOF/SF) receptor] tyrosine kinase block
HOE/SF-induced tumor cell growth and invasion. Mol. Cancer Then 2003,
2(I1):1085-1092. 15Calic, M., et al. Havonoids as inhibitors of Lek and Fyn
kinases. Croatica Chem ca ACTA. 2005, 78(3):367-374. ICso data for
certain compounds of the invention is provided below.  WO
2008/064157PCT/US2007/085100  WO
2008/064157PCUUS2007/085100 Example B Cell Proliferation/Survival
Assays Cell lines representing various human cancers (SNU-1 and SUN-5
gastric, A549 and NCI- 5 11441 lung, U-87 glioblastoma, TIT-29 colon,
786-0 kidney, PC-3 pancreatic) can be obtained from American Type
Culture Collection and routinely maintained in culture media and
conditions recommended by ATCC. Optimal cell density used in
proliferation/survival assay can be predetermined for individual cell lines.
Compounds are screened for their ability to inhibit cell
proliferation/survival, and IC50 values arc determined. Below are the
sample protocols for SNU-5 and 10 SN U-1 cell proliferation/survival
assays. SNU-5 and SNU-I cells are seeded into 96 well cell culture plates
at 4000 cells/well and 2000 cells/well respectively in appropriate media
containing 2 % F.BS and supplemented with serial dilutions of individual
compounds in a final volume of 100 pt/well. After 72 hour incubation, 24
mid of CellTiter 96(r) AQueous One Solution reagent (Promcga, ft 03581)
are added to each well (final concentration = 333 liginth), and the plates
are incubated for 2 more 15 hours in a 37 "C incubator. The optical
density is measured in the linear range using a microplate reader at 490
um with wavelength correction at 650 nm. IC50 values are calculated with
the GraphPad Prism software. For proliferation assays using A549,
NCI-H441, U-87, HT-29, 786-0 and PC-3 cells, the cells are first starved
for 48 hours in low serum condition (0.1-0.5 % FBS in appropriate culture
media), then treated with different concentrations of compounds for 2
hours. After the cells are treated 70 with HGF (50 ng/mL) (R&D, #
294-HUN) for 24 hours, Waiter 96(r) AQueous One Solution reagent is
added and plates are incubated for 2 hours. The results are recorded with
a plate reader. Compounds having an ICso of 10 idyl or less are
considered active. Example C 25 Cell-Based c-Met Phosphorylation
Assays The inhibitory effect of compounds on c-Met phosphowlation in
relevant cell lines (SNU-5 



gastric; A549 and NCI-H441 lung, U-87 glioblastoma, HT-29 colon, 786-0
kidney and PC-3 pancreatic cancer cell lines and HUVEC cell line) can be
assessed using immunoblotting analysis and ELISA-based c-Met
phosphorylation assays. Cells are grown in appropriate culture media and
treated 30 with various concentrations of individual compounds. For
SNU-5, HT-29, 786-0 cells; cells are grown in appropriated media
supplemented with 0.2 % or 2 % FBS and treated with compounds for 3-4
hours. Whole cell protein extracts are prepared using reagents and a
protocol (# FNN0011) obtained from Biosource International with slight
modifications. Briefly, protein extracts are made by incubation in lysis
buffer with protease and phosphatase inhibitors [50 IniV1 T-TEPES (pH
7.5), 100 nrM 35 NaCl. 1.5 mM MgC12, 10% Glycerol, 1% Triton X-100, I
mhl sodium ortbovanadate, 1 mM sodium fluoride, aprofinin (2 ughrth),
leupeptin (2 pg/mL), pepstatin A (2 itglmL), and phenylmethylsulfonyl WO
2008/064157PCTRUS2007/085100 fluoride (1 mAI)] at 4C. Protein
extracts are cleared of cellular debris by centrifugation at 14,000 x g for 20
minutes. For A549,11441, LI-87 and PC-3 cells, cells are serum (0.2%
FBS) starved for at least 24 hours, then pretreated with various
concentrations of compounds for 1 hour, Whole cull extracts are prepared
after the cells were treated with HOP (50 laginft4) for 10 minutes. 5
Inanunoblotting analysis       Relevant antibodies are obtained from
commercial sources: rabbit polyclonal antibodies included anti-human
c-Met (Santa Cruz Biotechnology, # se-161) and
anti-phosphorylated-c-Met (Biosource International, pY1230/4/5 and
pY1003). For immunoblotting, 10-20 jtg of protein extracts 10 from
individual treatment conditions are resolved by electrophoresis on 10 %
SDS-PAGE gel, and cleetrotransferred to a nitrocellulose (or PVDF)
membrane. The membrane is blocked in PBS containing 3% milk and
0.1% Tween-20 for 1 hour, and then incubated with primary anti-c-Met
antibodies in blocking solution for I hour. After 3 washes, the membrane is
incubated with appropriate horseradish-conjugated secondary antibodies
for 1 hour. After final wash, the blot is 15 incubated with
chemilumineseence detection reagent for 5 minutes and exposed to X-ray
film. The images are scanned, quantified and corrected with total c-Met,
and 1050 values are calculated. Compounds having an IC40 of 10 RN( or
less are considered active. ELISA 20Cell protein extracts are analyzed
using a human phospho-c-Met EI-ISA kit according to the 



manufacturer's instructions (R&D Systems, #DYC2480). Optimal amounts
of protein extracts are predetermined for individual cell lines. Briefly, for
the assay, appropriate amounts of protein extracts are captured with a
capture anti-human c-Met antibody for 2 hours in a 96 well microplate.
After washes, a detection antibody (HRP-conjugated
anti-phospho-tyrosine antibody) is added and 25 incubated for 2 hours.
After additional washes, 100 jtL, of substrate solution (11:1 mixture of
11202 and tetramethylbenzidine) are added into each well and the
reaction is stopped with 2 N H2SO4 within an appropriate amount of time
during color development. The optical density is measured in the linear
range using a microplate reader at 450 mu with wavelength correction at
540 nm. IC5c, values arc calculated with the GraphPad Prism software.
Compounds having an IC40 of 10 ,uM or less are 30 considered active.
Various modifications of the invention, in addition to those described
herein, will be apparent to those skilled in the art from the foregoing
description. Such modifications are also intended to fall within the scope
of the appended claims. Each reference, including all patent, patent
applications, and 35publications, cited in the present application is
incorporated herein by reference in its entirety.  MC SI.LP CLAIMS: I.A
compound of Formula I:  or pharmaceutically acceptable salt thereof,
wherein: A is N or Cle; and (a) wherein, when A is N:       Cy' is C6-20 aryl,
C1-20 heteroaryl, C3.20 cycloalkyl, or Ch20heterocycloalky1, each
optionally substituted by t, 2, 3, 4, or 5 -W-X-Y-Z;       Cy2 is C620 aryl,
C1_20heteroaryl, C3-20 cycloalkyl, or Cl_20heterocycloalkyl, each
optionally substituted by 1, 2, 3, 4, or 5       Ll is CH,, CH2CH2, C2-20
cycloalkylenc, (CR4Rip0(02,412?)q or (CleR5).,S(CR4R5)" wherein said
C3_20 cycloalkylene is optionally substituted with 1, 2, or 3 substituents
independently selected from Cy3, halo, CI 6 alkyl, C2-6 alkenyl, C2.6
allcynyl, C16 haloalkyl, halostdfanyl, CN, NO2, N3, OR", SR', C(0)R1' ,
C(0)NWIV, C(0)OR', OC(0)Rb, OC(0)NReRd, NR`Rd, NReC(0)Rb,
NR`C(0)NR`Rd, NWC(0)01-1.a, C(=NR1l)NR`Rd, NRt(=NR8)NReltd,
P(R52, P(012.)2,11(0)Rele, P(0)0ReORI, S(0)Rb, S(0)NRV, S(0)21e,
NRS(0)21e, and S(0)2NRelltd;       1,2 is (CR7Te)"
(CRIR.8),-(C30cycloalkylene)-(CR7R8),,
(CR71(8)34C620_ary1ene)-(CR7R)1,
(CR7R8),-(C,20hetcrocycloalkylene)-(CfeR 8)6 (CleR8)-(C1-20
heteroarylene)-(Cns)i, (Clele),O(CleR8)1, (Cle1e5,,S(CR7R8)1,
(CR7118),C(0)(CR7128),, (CR7R8),C(0)NR9(CR7R8)t, 



(Clele)"C(0)0(CR7R8)1, (CR7R8)30C(0)(CR7R5t,
(CR.7R8),OC(0)NR9(CR7R),, (CR7R8),NRY(CR7R5),,
(CleR8),NR9C(0)NR9(CR7R5L, (Clelts),S(0)(017101,
(CR7R8),S(0)NR7(Ce1291i, (CleR8),S(0)2(CR7R),, or
(CR71e),S(0)2NR9(CRW),, wherein said C3,20_cycloalkylene,
C6,20_arylene, CI, 20 heterocycloalkylene, or C1,20 heteroarylene is
optionally substituted with 1, 2, or 3 substituents independently selected
from Cy, halo, C1,6 alkyl, C2.6 alkenyl, C2_6 alkyny1, 0.6 haloalkyl,
halosulfanyl, CN, NO2, N3, ORal, SR', C(0)Rbl, C(0)NRC(0)01e,
OC(0)Rbl, OC(0)NWIRdi, N.R1Rdi, NTR-IC,(0)Rbl , NRel C(0)NR` I ,
NleC(0)0Ral, Cer-NRg)Nle , NR` C(--NRR)NRel , P(R1)2, P(0Ru)2,
P(0)RelRfl, P(0)0RclORII, S(0)12.1'1, S(0)NlleRtn, S(0)2R, NR`JS(0)2Rw,
and S(0)2NRciRdl; R' is H or -W"-X"-Y"-Z";  MCSLLP       R' is H, halo,
C1,6 alkyl, C2-6 alkellyl, C2.6 alkynyl, C1,6 haloalkyl, CN, NO2, ORA,
SRA, C(0)R, C(0)NRcRB, C(0)OR, OC(0)RB, OC(0)Nlele, 14le1RD,
NRcC(0)RB, NRcC(0)NRERD, NReC(0)0RA, S(0)1e1, S(0)Nlee,
S(0)2RB, NRcS(0)2128, or S(0)2NleRD;         is 1-I, C3.20 cycloalkyl,
C6.20 aryl, Ci 20 heterocycloalkyl, C1.20 heteroaryl, halo, C1.6 alkyl, C2.6
alkenyl, C2.6 alkynyl, C1-6 haloalkyl,CN, NO2, OR'6, SRA, C(0)R13,
C(0)NRcle, C(0)0RA, OC(0)RB, OC:(0)NRce,NRCRD, NReC(0)RB,
NRcC(0)NReRD, NRcC(0)0RA, S(0)1211, S(0)NleRD, S(0)2RB,
NRcS(0)21e1, and S(0)2:1\TReRD; wherein said Cs-20 cycloalkyl, C6_20
aryl, Cl_20 heterocycloalkyl, C1,20 heteroaryl, or C1,6 alkyl is optionally
substituted with 1, 2, or 3 substituents independently selected from Cy',
halo, C:, alkyl, C2.6 alkenyl, C2.6 alkynyl, C1,6 haloalkyl, halosulfanyl,
CN, NO2, N3, ORai, Ste', C(0)R, C(0)Nele, C(0)01e1, OC(0)Rbl,
OC(0)NRJRdI, NRIBR'll, NR51C(0)Rbl, NeC(0)NleIRIB, NR1C(0)0R51,
C(=Nle)NRcIrl, NRdC(--Nle)NReIRdi, P(102, P(012.51)2" P(0)RR,
P(0)0R5IOR1, S(0)RIB, S(0)NleRth, S(0)2Rbl, NRe1S(0),Rm, and
S(0)2NRBRdi; or le and -12-Cy2 are linked together to form a group of
formula:  wherein ring B is a fused Caryl or fused Ci.20 heteroaryl ring,
each optionally substituted with 1, 2, or 3 -W1-X1-Y'-r;       R4 and R5 are
independently selected from H, halo, OH, C1,6 alkyl, C3.6 alkenyl, C2is
alkyn},4, C1-6 alkoxy, alkoxyalkyl, cyanoalkyl, CI 20 beterocycloalkyl,
C3.20 cycloalkyl, C1.6 haloalkyl, CN, and NO2;       or R4 and R5 together
with the C atom to which they are attached form a 3, 4, 5, 6, or
7-membered cycloalkyl or heterocycloalkyl ring, each optionally
substituted by 1, 2, or 3 substituents independently selected from halo,
OH. C],6 alkyl, C2.6 alkenyl, C2_6 alkynyl, CI, alkoxy, alkoxyalkyl,
cyanoalkyl, C1,20 heterocycloalkyl, C3.20 cycloalkyl, C1,6 haloalkyi, CN,
and NO,; R6 is H, C16 alkyl, C2.6 alkenyl, or C2.6 alkynyl;       R' and le
are independently selected from H, halo, OH, C1.6 alkyl, C2.6 alkenyl,
C2-6 alkynyl. C1-6 alkoxy, C16 haloalkyl, CN, and NO,;       or R" and R8
together with the C atom to which they are attached form a 3, 4, 5, 6, or
7-membered cycloalkyl or heterocycloalkyl ring, each optionally
substituted by I, 2, or 3 substituent independently selected from halo, OH,
C1-6 alkyl, C2.6 alkenyl, C2.6 alkynyl, Ci_c, alkoxy, C1-6 haloalkyl, CN,
and NO2.; R9 is H, C1.6 alkyl, C,6 alkenyl, or C2.6 alkynyl; 



W. W", and W" are independently absent or independently selected from
C1.6 alkylene, C3.6 alkenylene, C2.6 alkynylene, 0, S, NRII, CO, COO,
CONle, SO, SO2, SONRh and NIeCONR1, wherein  MCSLLP each of the
C1.6 alkylene, C,6 alkenylene, and C2.6 alkyllylerle is optionally
substituted by 1, 2 or 3 substituents independently selected from halo,
C1.6 alkyl, Ct.& haloalkyl, OH, C1.6 alkoxy, C3.6 haloalkoxy, amino, (214
alkylamino, and C2.8 dialkylamino;        X, X', and X" are independently
absent or independently selected from C1.6 alkylene, C2.6 alkenylene,
C24 alkynylcne, C6_20 arylene, C3 2.0._cycloalkylene, C1.20
heteroarylene, and C1-20 heterocycloalkylene, wherein each of the C16
alkylene, C2.6 alkenylene, C24 alkynylene, C6_20 arylene, C3. 20
cycloalkylene, CIrtit heteroarylene, and C1.20 heterocycloalkylene is
optionally substituted by 1, 2 or 3 substituents independently selected
from halo, CN, NO2, 014, C1.6 alkyl, C1.5 haloalkyl, Cj_s alkoxyalkyl,
C1,6 alkoxy, C1.6 haloalkoxy, Cn.e alkoxyalkoxy, C
-3-20 eyeloalkyl, C1-20 heterocycloalkyl, C(0)0121, C(0)hilthlti, amino,
C14 alkylamino, and C,.8 dialkylamino;        Y, Y', and Y" are
independently absent or independently selected from C1.6 alkylene, Ct.()
alkenylene, C2.6 alkynylene, 0, S.CO, COO, CONR.li, SO, Sth, SONR.b,
and NleCONIti, wherein each of the C1.6 alkylene, C2.6 alkenylene, and
C2-6 alkynylene is optionally substituted by 1, 2 or 3 substituents
independently selected from halo, C1.6 alkyl, C1.6 haloalkyl, 01-1, C1_6
alkoxy, C1.6 haloalkoxy, amino, Ci.6 alkylamino, and C2 dialkylamino;
Z, Z', and Z" are independently selected from H, halo, C1.6 alkyl, C2.6
alkenyl, C2_6 alkynyl, C1-6 haloalkyl, halosulfanyl, CN, NO2, N3, 01C2,
SR", C(0)1e2, C(0)NR.22R02, C(0)01e, OC(0)R62, OC(0)NR.22Rd2,
NRandz, NRoic(0).. 1)2,                              K NR02C (0)NR ("le'',
NRF2C(0)01r2, C(=NRg)NRc2Rtt, NR22C(=NR,8)NleR22, P(102,
P(01222)2, P(0)Re2R22, P(0)012220Rf2, S(0)1e2, S(0)NfeR02,
S(0)2Rb2, N12.22S(0)2R62, S(0),NRaR12, C6.30 aryl, C3.20 cycloalkyl,
C1.20 heteroaryl, and C1n0 heterocycloalkyl, wherein said CI-6 alkyl,
C2.6 alkenyl, C2.6 alkynyl, C6.10 aryl, C3.20 cycloalkYl, C1.,0 heteroaryl,
and C1,0 heterocycloalkyl, are optionally substituted by 1, 2, 3, 4 or 5
substituents independently selected from halo, C1.6 alkyl, C2.6 alkenyl,
C2-6 alkynyl, C1-6 haloalkyl, halosulfanyl, CN, NO2., N3, 012212, SR",
C(0)R", c(0)NRandz, C(0)01r2, OC(0)R62, OC(0)NRale, NRc2R82,
NyRac(0)Rb2, NR82C(0)NR22Rd2, N.Rg)NRc2R`P(Rf2)2, P(0102,
P(0)Re21e2, P(0)0Re2ORc, NRe2C(0)01r2, C(=L2,
N-RezcLN,Rg)NRc2n(12, s(o)R62, s(0)NRc2Rd25 s(0)2Rb2,
NRc2s(0)2Rb2,       wherein two adjacent -W-X-Y-Z, together with the
atoms to which they are attached, optionally form a fused 4-20 membered
cycloalkyl ring or a fused 4-20 membered heterocycloalky,1 ring, each
optionally substituted by 1, 2, or 3 substituents independently selected
from halo, CI-6 alkyl, C24 alkenyl, C2.6 alkynyl, C1.6 haloalkyl,
halosulfanyl, CN, NO2, OR, Se, C(0)Rb3, C(0)NleRd2, C(0)01e,
OC(0)Rb2, OC(0)NR`312.23, NIeR03, NTR.23C(0)R63,
NR.e3C(0)NR23Rd2, NR6C(0)0R"3, C(=NRgl)NR6R63,
NR23C(=NR8)NRc3Rd3, 5(0)Rb3, S(0)NleR", S(0)21e, NT1222S(0)2Rb2,
S(0)2NR23R", C6_20 aryl, C3.20 cycloalkyl, C1.20 heteroaryl, and C1_20
heteroeycloalkyl;  wherein two adjacenttogether with the atoms to which
they are attached, optionally form a fused 4-20 membered cycloalkyl ring
or a fused 4-20 membered heterocycloalkyl ring, each optionally
substituted by I, 2, or 3 substituents independently selected from halo, CI
6 alkyl, C2.6 alkenyl, C2.6 alkynyl, C1.6 haloalkyl, halosulfanyl, CN, NO2,
Ole, Se, C(0)R"3, C(0)Nee, C(0)012, OC(0)Rb3, OC(0)NeRd3, Nee,
NeC(0)Rb3, NeC(0)Nele, NeC(0)0e, C(=NR2)Nele, NeC(=-NRg)NeRd3,
S(0)Rb3, S(0)Nlee, S(0)2Rb3, NeS(0)2e, S(0)2Nlee, C6..20 aryl, C3.20
cycloalkyl, C1_20 heteroaryl, and hetcrocycloalkyl;       Cy3, Cy', and Cy5
are independently selected from C6.20 aryl, C3.20 cycloalkyl, C1.20
heteroaryl, and C20heterocycloalkyl, each optionally substituted by 1, 2, 3,
4, or 5 substituents independently selected from halo, C1.6 alkyl, C2.6
alkenyl, C2.6 alkynyl, CI., haloallcyl, halosulfanyl, CN, NO2, N3, OR"4, 



sRa4, C(0)R, c(o)NRc4,-,d4, K C(0)OR", OC(0)R04, OC(0)NR c4Rd4,
NRc4w14, Nw24(0)Rb4 , NRc4C(0)NRc4Rd4, NeC(0)0e,
C(=NR.g)NR04Rd4, NRc4c(=-NRI)NRc4wd4, p(Rf4.2, ) P(0R4)2,
p(o)Re4R14, p(0)0w-40R14, sowb4, s(o)NRc4wd4, s(0)2R1,4,
NR44s(0)2-1,4, and S(0)2NR.`4R4;       RA is H, C1.4 alkyl, C24 alkenyl,
C2.4 alkynyl, C3,20 cycloalkyl, C1_20 heterocycloallcyl, C6.20 aryl, or
C1_22 heteroaryl wherein said C1.4 alkyl, C2.4 alkenyl, C2_4 alkynyl,
C:ino cycloalkyl, C1.20 heterocycloalkyl, C6-20 aryl or C1.20 heterOaryl is
optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, and C1.4 alkyl;       RB is H, C1,4 alkyl, C2.4
alkenyl, C2_4alkynyl, C3.20 cycloalkyl, Ci.20hcterocycloalkyl, C6_20 aryl,
or C1.20 heteroaryl wherein said C1.4 alkyl, C0.4 alkenyl, or C2.4 alkynyl,
C3_20 cycloalkyl, C1-20 heterocycloalkyl, C6.20 aryl, or C1-20 heteroaryl
is optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, and C1.4 alkyl; Rc and RD are independently
selected from H, C1.4 alkyl, C2.4 alkenyl, or C2 alkynyl, wherein said C1.4
alkyl, C2.4 alkenyl or C2.4 alkynyl, is optionally substituted with 1, 2, or 3
substituents independently selected from OH, CN, amino, halo, and Ci_4
alkyl;        or Rc and RD together with the N atom to which they are
attached form a 4-, 5-, 6- or 7-membered heterocycloalkyl group or
heteroaryl group, each optionally substituted with I, 2, or 3 substituents
independently selected from OH, CN, amino, halo, and CL4alkyl; Ra,na2,
R'3, and Ra4 are independently selected from H. C1.6 alkyl, C1.6
haloalkyl, C2-6 alkenyl, C2.6 alkynyl, C620 aryl, C3.20 cycloalkyl, C1.20
heteroaryl, C1_20 heterocycloalkyl, arylalkyl, heteroarylalkyl,
cycloalkylalkyl, and heterocycloalkylalkyl, wherein said C1-6 alkyl, C1.4,
haloalkyl, C2-6 alkenyl, C2.6 alkynyl, C6.20 aryl, C3.10 cycloalkyl, C1.20
heteroaryl, CI-20 heterocycloalkyl, arylalkyl, heteroarylallcyl,
cycloalkylalkyl, or heterocycloalkylalkyl is optionally substituted with 1, 2,
or 3  MCSLLP substituents independently selected from OH, CN, amino,
halo, C1.6 alkyl, C1-6 alkoxy, Cj _6 haloalkyl, and C1.6 haloalkoxy; 



Rd, RH, 1262, RH., and Rb4 are independently selected from II, C1.6
alkyl, Ci.6 haloalkyl, C.2_6 alkenyl, C2.6 alkynyl, C6.20 aryl, C3-20
cycloalkyl, C1.20 heteroaryl, Cj.20 heterocycloalkyl, arylallcyl,
heteroarylalkyl, cycloalkylalkyl, and heterocycloalkylalkyl, wherein said C1
6 alkyl, C.] 6 haloalkyl, C2 6 alkenyl, C2_6 alkynyl, C0_20 ayl, C3.20
cycloalkyl, C1-10 heteroaryl, C1.20heterocycloalkyl, arylalkyl,
heteroarylalkyl, cycloalkylalkyl, or heterocycloalkylalkyl is optionally
substituted with 1, 2, or 3 substituents independently selected from OH,
CN, amino, halo, CI-6alkyl, C1.6 alkoxy, C1..6 haloalkyl, and C1
haloalkoxy;       R' and Rd are independently selected from H, C1.10 alkyl,
C1.6 haloalkyl, C2.6 alkenyl, C2.6 alkynyl, C6.20 aryl, C1.20 hcteroaryl,
C3.20 eycloalkyl, C1.20 heterocycloalkyl, arylalkyl, heteroarylalkyl,
cycloalkylalkyl or heterocycloalkylalkyl, wherein said C1.10 alkyl, C i_o
haloalkyl, C2.6 alkenyl. C7.6 alkynyl, C6.20 aryl, C1-20 heteroaryl, C3.20
cycloalkyl, C1_20 heterocycloalkyl, arylalkyl, heteroarylalkyl,
cycloalkylalkyl or heterocycloalkylalkyl is optionally substituted with 1, 2, or
3 substituents independently selected from Oil, CN, amino, halo, C1.6
alkyl, C1_6alkoxy, C1.6 haloalkyl, and C1_6 haloalkoxy;       or Re and Rd
together with the N atom to which they are attached thnn a 4-, 5-, 6- or
7-membered heterocycloalkyl group or heteroaryl group, each optionally
substituted with I, 2, or 3 substituents independently selected from OH,
CN, amino, halo, C1.6 alkyl, C1.6alkoxy, C1.6haloalkyl, and C1_6
haloalkoxyt       Re! and Rth are independently selected from 11, Cl_12,
alkyl, C1.6 haloalkyl, C2.6 alkenyl, C2-6 alkynyl, C6_20 aryl, C1-20
heteroaryl, C3.20 eyeloalkyl, C1.20 heterocycloalkyl, arylalkyl,
heteroarylalkyl, cycloalkylalkyl or heterocycloalkylalkyl, wherein said
C1_10 alkyl, C1.6 haloalkyl, C2.6 alkenyl, C2-6 alkynyl, C6.00 aryl, C1.20
heteroaryl, C3_20 cycloalkyl, Cheterocycloalkyl, arylalkyl, heteroarylallcyl,
cycloalkylalkyl or heterocycloalkylalkyl is optionally substituted with 1, 2, or
3 substituents independently selected from OH, CN, amino, halo, C1.6
alkyl, C1.6 alkoxy, C1.6 haloalkyl, and C1.6 haloalkoxy;       or Rd and Rdl
together with the N atom to which they are attached form a 4-, 5-, 6- or 7-
membered heterocycloalkyl group or heteroaryl group, each optionally
substituted with 1, 2, or 3 substituents independently selected from OH,
CN, amino, halo, C1.6alkyl, C1_5 alkoxy, C1.6 haloalkyl, and C1.6 haloa
lkoxy;       Re? and R62 are independently selected from H, Ci_10 alkyl,
C1-6 haloalkyl, C2_6 alkenyl, C2-6 alkynyl, C6-20 aryl, C1.20 heteroaryl,
C3.20 eyeloalkyl, C1.20 heterocycloalkyl, arylalkyl, heteroarylalkyl,
MCSLLP cycloalkylalkyl, heterocycloalkylalkyl, arylcycloalkyl,
arylheterocycloalkyl, arylheteroaryl, biaryl, heteroarylcycloalkyl,
heteroarylheterocycloalkyl, heteroarylaryl, and biheteroaryl, wherein said
CI.10 alkyl, C1,6 haloalkyl, C2.6 alkenyl, C226 alkynyl, C6.20 aryl, C1_20
heteroaryl, C320 cycloalkyl, C1-20 heterocycloalkyl, arylalkyl,
heteroarylalkyl, cycloalkylalkyl, heterocycloalkylalkyl, arylcycloalkyl,
arylheterocycloalkyl, arylheteroaryl, biaryl, heteroarylcycloalkyl,
heteroarylheterocycloalkyl, heteroarylaryl, and biheteroaryl are each
optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, C46 alkyl, C1.6 alkoxy, C1.6 haloalkyl, Ci.6
haloalkoxy, hydroxyalkyl; cyanoalkyl, C6.20 aryl, C1,20 heteromyl,
C(0)0Ra4, C(0)1e, S(0)2Rb3, alkoxyalkyl, and alkoxyalkoxr       or R2 and
Rd2 together with the N atom to which they are attached form a 4-, 5-, 6-
or 7- membered heterocycloalkyl group or hetcroaryl group, each
optionally substituted with 1, 2, or 3 substituents independently selected
from OH, CN, amino, halo, C1-6 alkyl, C1.6 alkoxy, C1.6 haloalkyl, C16
haloa1koxy, hydroxyalkyl, cyanoalkyl, C6.20 aryl, CI.20 heteroaryl,
C(0)01e, C(0)RM, S(0)2Rn alkoxyalkyl and alkoxyalkoxy;       fe and Rd'
are independently selected from II, C140 alkyl, C1.6 haloalkyl, C2-6
alkenyl, C2-6 alkynyl, C6-20 aryl, C1.20 heteroaryl, C3-20 cycloalkyl,
C1.20 heterocycloalkyl, arylalkyl, heteroarylalkyl, cycloalkylalkyl or
heterocycloalkylalkyl, wherein said C1.10 alkyl, C1.6 haloalkyl, C2.6
alkenyl, O2-6 alkynyl, C6.20 aryl; C-1.20 heteroaryl, C320 CyClOalkyl,
C!.20 heterocycloalkyl, arylallcyl, heteroarylalkyl; cycloalkylalkyl or
heterocycloalkylalkyl is optionally substituted with 1, 2, or 3 substituents
independently selected from 014, CN, amino halo, C16 alkyl, C1,6 alkoxy,
Ci.6haloalkyl, and Ci-6 haloalkoxy;       or 12.'3 and Rd3 together with the
N atom to which they are attached form a 4-, 5-, 6- or 7- membered
heterocycloalkyl group or heteroaryl group, each optionally substituted
with 1, 2, or 3 substituents independently selected from OH, CN, amino,
halo; C1,6alkyl, C1.6 alkoxy, C1,6 haloalkyl, and C1.6haloalkoxYi       Re4
and le are independently selected from H, C1.12 alkyl, C1.6 haloalkyl,
C66.6 alkenyl, C3-6 alkynyl, C6.20 aryl, Cino hcteroaryl, C3420 cycloalkyl,
C1_20 heterocycloalkyl, arylalkyl, heteroarylalkyl, cycloalkylalkyl or
heterocycloalkylalkyl, wherein said C7.10 alkyl, C46 haloalkyl, C.7%6
alkenYl, C2-6 alkynyl, C6.20 aryl, C1_20 heteroaryl, C3-20 cycloalkyl,
C1_,0 heterocycloalkyl, arylaThyl, heteroarylalkyl, cycloalkylalkyl or
heterocycloalkylalkyl is optionally substituted with 1, 2, or 3 substituents
independently selected from OH, CN, amino, halo, C16 alkyl, C16 alkoxy,
C1_6 haloalkyl, and C1-6 haloalkoxy;       or Re` and Rd4 together with
the N atom to which they are attached form a 4-, 5-, 6- or 7- membered
heterocycloalkyl group or heteroaryl group, each optionally substituted
with 1, 2, or 3  MCSLLP substituents independently selected from OH.
CN, amino, halo, C1.6 alkyl, C1.6alkoxy, C1.6haloallcyl, and
C1.6haloalkoxy; 12, R, Re3, and kelt are independently selected fromCi.6
alkyl, C1_6 haloalkyl, C2.6 alkenyl, 



(C1.6 alkoxy)-C1_6 alkyl, C,..6 alkynyl, C6.20 aryl, C3 20 cyeloalkyl,
C1.20heteroaryl, C1.20 heier0CyClOalkyl, arylalkyl, cycloalkylalkyl,
heteroarylalkyl, and heterocycloalkylalkyl;       Rf, Rf', Rf2, and le are
independently selected from H, C16 alkyl, C1,..(, haloalkyl, C2.6 alkenyl,
C2.6 alkynyl, C6.20 aryl, C320 cycloalkyl, C1_20 hetcroaryl, and
heterocycloalkyl; Rg. is H, CN, and NO2; Rh and RI are independently
selected from H and C1.6 alkyl; RI is H, C1.6 alkyl, C1.6 haloalkyl, C2-6
alkenyl, C26 alkynyl, C6_20 aryl, C3-20 cycloalkyl, C1-20 heteroaryl,
C1_20 heterocycloalkyl, ary, lalkyl, heteroarylalkyl, cycloalkylalkyl, or
heterocycloalkylalkyl; p is 0, 1, 2, 3, or 4; q is 0, 1, 2, 3, or 4; r is 0, 1, 2, 3,
4, 5, or 6; s is 0, 1, 2, 3, or 4; and t is 0, 1, 2, 3, or 4[[,]]; and (b) wherein,
when A is CR3: Li is C3.20 cycloalkylene, (CR4R5)p0(CR4R5)q or
(CR4R5)pS(CR4R5)6; and all other variables are as defined under (a).  2.
The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein A is N. 3. The compound of claim 1, or pharmaceutically
acceptable salt thereof, wherein A is C12.3. 4. The compound of claim 1,
or pharmaceutically acceptable salt thereof; wherein A is CH.  5. The
compound of claim 1, or pharmaceutically acceptable salt thereof; where
Cy' is aryl or C1. 20 heteroaryl, each optionally substituted by 1, 2, 3, 4, or
5 -W-X-Y-Z.  6. The compound of claim 1, or pharmaceutically acceptable
salt thereof, wherein Cy' is C6.20 aryl optionally substituted by 1, 2, 3, 4,
or 5 -W-X-Y-Z. 



7. The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein Cy' is heteroaryl optionally substituted by 1, 2, 3; 4, or 5
-W-X-Y-Z.  8. The compound of claim 1, or pharmaceutically acceptable
salt thereof wherein Cyt is quinonlinyl optionally substituted by 1, 2, 3, 4,
or 5 -W-X-Y-Z.  9. The compound of claim 1, or phannaceutically
acceptable salt thereof wherein Cyt is quinolinyl.  10. The compound of
claim 1, or pharmaceutically acceptable salt thereof wherein Cy` is C6.20
aryl or C1.90 hetcroaryl, each optionally substituted by 1, 2, 3, 4, or 5  11.
The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein Cy2 is C6.20 aryl or C1.20 heteroaryl, each optionally substituted
by 1, 2, 3, 4, or 5wherein at least one of said -W'-X'-Y'-Z' is C(0)N1R.c2le.
12. The compound of claim 1, or pharmaceutically acceptable salt thereof
wherein Cy2 is C6-20 aryl optionally substituted by 1, 2; 3, 4, or 5  13. The
compound of claim 1, or pharmaceutically acceptable salt thereof wherein
Cy2 is C1-20 heteroaryl optionally substituted by 1, 2, 3, 4; or 5
-W'-X'-Y'-Z'.  14. The compound of claim 1, or pharmaceutically
acceptable salt thereof wherein when A is N, is CH2 or CH2CH2 or C3-20
eycloalkylene.  15. The compound of claim 1, or pharmaceutically
acceptable salt thereof, wherein when A is N, L is CH, or cyclopropylene.
16. The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein LI is C3,20 cycloalkylene.  17. The compound of claim 1 or
pharmaceutically acceptable salt thereof, wherein LI is cyclopropylene.
18. The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein Li is (CeR2),,O(CR.4109 or (CR4R2)1,S(Cee),I. 19. The
compound of claim 1, or pharmaceutically acceptable salt thereof, wherein
U 's 0 or S. The compound of claim 1, or pharmaceutically acceptable salt
thereof, wherein 11,2 is (Cele),.  21. The compound of claim 1, or
pharmaceutically acceptable salt thereof, wherein L4 is (CR7R8), and r is
0.  22. The compound of claim 1, or pharmaceutically acceptable salt
thereof wherein L2 is (CR7R8)", (CR2R8)8-(C3 20
cycloa1kylene)-(CeR8)i, (Ceife)s-(C6,20 aryl ene)-(cele)ii (CR7R8)-(C1-20
heterocycloallcylene)-(CR7e),, or (CR7R8)3-(C1.20
heteroarylene)-(CR7e),, wherein said Q1_20 cycloalkylene, C6.20
arylene, C1.20 heterocycloalkylene, or C1.20 heteroarylene is optionally
substituted with 1, 2, or 3 substituents independently selected from Cy4,
halo, C1.6 alkyl, C2.6 alkcnyl, C2.6 alkynyl, C1.5 haloalkyl, halosulfanyl,
CN, NO2, N3, OW', Se`, C(0)e1, C(0)NRdRdi, coymei, oc(0)NRe'Rth,
NleRd I , Nei C(0)el ,C(0)NRc I Rdl, NR` C(0)0Rd' , (=NRg)Ne 



NelC(=-Ne)Ne'R'IT, P(e)2, P(01e)2,P(0)0e1ORfl, S(0)R, S(0)NeiRdi,
S(0)2el, NWIS(0)2e1, and S(0)2NRciell.  23. The compound of claim 1, or
pharmaceutically adceptable salt thereof, wherein L2 is (CR2e),,
(CR7R1),-(C3.20 cycloalkylene)-(CR7R8), or (CR712.8),-(C6.20
arylene)-(CR7R8)i, wherein said C3_20 cycloalkylcne or C6.20 arylene, is
optionally substituted with 1, 2, or 3 substituents independently selected
from Cyt halo, C1.6 alkyl, C2.6 alkenyl, C2.6 alkynyl, C1_6 haloalkyl,
halosulfanyl, CN, NO2, N. OR",     C(0)el, C(0)Nelel, C(0)01e, OC(0)Rbl,
OC(0)NieRdl, NRc1Rdl, MeC(0)e , N121C(0)NRciRdi, NReIC(0)01e,
C(=NItg)NR6Rdl, NRe1C(=NR9NWIRdl, P(102, P(ORe52, P(0)1eRni
P(0)01e0le, S(0)e1, S(0)NeiR21, S(0)2R", NRelS(0)2e1, and S(0)2NeiRdi.
24. 'The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein L2 is (CR1e),- (C3 20 cycloalkylene)-(Cee), or
(CleRs),-(C6.20ary1ene)-(CR7R8)t, wherein said C3_20 cycloalkylene or
C6.20 arylenc, is optionally substituted with 1, 2, or 3 substituents
independently selected from Cy', halo, CI 6 alkyl, C2.6 alkenyl, C2.6
alkynyl, C1_6 haloalkyl, halosulfanyl, CN, NO2, N3, OR,C(0)ei, C(0)NRii
Rd , C(0)0e , OC(0)Rb , OC(0)Ne IRdl , NR2 Rd' , Ne1C(0)el,C(0)NRciel,
MCSLLP   1VIC(0)0Ral, 01=NR2)181RdRth, NR6IC(=NRR)NReIRdi,
P(R11)2, P(0e)2, P(0)Re1Rin, P(0)0R6101e, S(0)R61, S(0)NleS(0)2R61,
NR228(0)2Rm, and S(0)2NIeRdl.  25. The compound of claim 1, or
pharmaceutically acceptable sa thereof; wherein L2 is cycloalkylene or
C6.20 arylene.  26. The compound of claim 1, or pharmaceutically
acceptable salt thereof, wherein L2 is C6,20 arylene. 27.2 i      The
compound of claim 1, or pharmaceutically acceptable salt thereof; wherein
Cy s C6_20 aryl optionally substituted by 1, 2, 3, 4, or 5 -W-X1-Y1-72.
28The compound of claim 1, or pharmaceutically acceptable salt thereof,
where Cy2 is C1_20 heteroaryl optionally substituted by 1, 2, 3, 4, or 5
-17i,"-V-Y1-.T.  29. The compound of claim 1, or pharmaceutically
acceptable salt thereof; wherein Cy2 is cycloalkyl optionally substituted by
1, 2, 3, 4, or 5 -1,V1-X1-Y1-T.  30. The compound of claim 1, or
pharmaceutically acceptable salt thereof; wherein Cy2 is C1_20
heterocycloalkyl optionally substituted by 1, 2, 3, 4, or 5 -W'-X'-Y'-Z'.  31.
The compound of claim 1, or pharmaceutically acceptable salt thereof;
wherein RI is H.  32. The compound of claim or pharmaceutically
acceptable salt thereof; wherein R2 is H. 



33. The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein R3 is H.  34. The compound of claim 1, or pharmaceutically
acceptable salt thereof; wherein R4 is H.  35. The compound of claim 1, or
pharmaceutically acceptable salt thereof; wherein R' is H.  36. The
compound of claim 1, or phannaceutically acceptable salt thereof, wherein
R6 is H.  37. "Fhe compound of claim 1, or pharmaceutically acceptable
salt thereof, wherein R7 is H. 38. The compound of claim 1, or
pharmaceutically acceptable salt thereof; wherein R8 is Fl. 39. The
compound of claim 1, or pharmaceutically acceptable salt thereof, wherein
R9 is H. 40,The compound of claim 1, or pharmaceutically acceptable salt
thereof, wherein -W-X-Y-Z is halo, C2_5 allcyl, C2_6 alkenyl, C2,6 alkynyl,
C1_6 haloalkyl, halosulfanyl, CN, NO2, N2, OR"2, SRa2, C(0)Rb2,
C(0)NleRd2, C(0)01e, OC(0)Rb2, OC(0)Nle1t12, Nr21e2, NRe2C(0)Rb2,
Nr2c(o)NRc2Rd2, NR`2C(0)01e2, C(=NRg)NRe21e,
NRe2C(=NITe)NRb2Rd2, P(Rb2)2, P(012`2)2, P(0)1eRf2,1)(0)0Re20e,
S(0)1e2, S(0)NRe2Ri12, S(0)2R'2, NRces(0)2Rth2 , S(0)2NR0212`12,
C620 aryl, C3.20 cycloalkyl, C1-20 heteroaryl, and C i_20
heterocycloalkyl, wherein said C2.6 alkyl, C2.6 alkenyl, C2.6 alkynyl,
C6.20 aryl, C3-20 cycloalkyl, C1-20 heteroaryl, and CI.2.0heterocycloalkyl
are optionally substituted by 1, 2, 3,4 or 5 substituents independently
selected from halo, C1.6 alkyl, C2.6 alkenyl, C2.6 alkynyl, Ci_6 haloalkyl,
halosulfanyl, CN, NO2, N3, ORa2, SRa2, C(0)R1'2, C(0)N1l.'21e2,
C(0)01-e, OC(0)Rb2, OC(0)NRc2Rd2, Nle2Rd2, NR:2C(0)Rb2,
NIC`2C(0)NRc2Rd2, NRc2C(0)012a2, C(=NR4)NRc2Rd2,
NRe2C(=NRg)Nr2Rd2, P(1272)2, P(01e)2, P(0)Iele, P(0)0Re2 Ole,
S(0)R'2, S(0)NleRf2, S(0)2R", NleS(0)2R62, and s(o)2NRc2R02.  41. The
compound of claim 1, or pharmaceutically acceptable salt thereof; wherein
-W-X-Y-Z is halo, C1.6 alkyl, C2.6 alkenyl, C2-6 alkynyl, C1,6 haloalkyl,
halosulfanyl, CN, NO2, N2, OW2, SR, C(0)Rb2, C(0)N1RC2Rd2,
C(0)01e2, OC(0)1e2, OC(0)Xlee, NR'2R(12, NRe2C(0)Rb2,
NRc2C(0)NleRd2, Ntle2C(0)0Ra2, C(=NRg)N12.02R02,
NW2C(--NW)NR:2Rd2, P(R12)2, P(0Re2)2, P(0)1e2le, P(0)01e0Rr2,
S(0)R", S(0) NRc2R(12, s(0),Rb2, NR22s(o.,-b2, ) K or S(0)2NRc2le.  42.
The compound of claim 1, or pharmaceutically acceptable salt thereof,
herein -W-X-Y-Z is halo, C1.6 alkyl, C1-6 haloalkyl, CN, NO2, Nx, or 01.e.
43. The compound of claim 1, o phannaccutically acceptable salt thereof;
Therein -W-X-Y-Z is  44. The compound of claim 1. or phannaeeutieally
acceptable salt thereof; wherein - -X-Y-Z is methoxy.  45. The compound
of claim 1, or pharmaceutically acceptable salt thereof, wherein -W-X'Y'-Z'
is halo, Cj.6 alkyl, C2_0alkenyl, C2.6 alkynyl, C1.6 haloalkyl, halosulfanyl,
CN, NO2, N3, ORa2, SRa2, C(0)Rb2, C(0)NRc2Rd2, C(0)0Ra2,
OC(0)Rb2, OC(0)NRa2Rd2, NRa2Rd2, 



, NRc2C(0)Rb2, NRbbC(0)NRe2R(12, 1V NRIQC(0)02,
C(=NW)NRe2Rd2, NR,b2C(=NRg)NRcbRbb, P(R12)2,
P(ORe2)2P(0)RebRb2, P(0)011r2ORf2, S(0)Rb2, S(0)NRe2R,n,
s(0)2R02,, NR02s(0,,Rtn )S(0)2NRe2R --a12, C.20 aryl, C3_20 CyClalkyl,
C1-20 heteroaryl, and C1_20 heterecycloalkyl, wherein said C1_6 alkyl,
C2.6alkenyl, Cmalkynyl, C0_20 aryl, C3.20 cycloalkyl, C1-20 heteroaryl,
and C1.20 heteroeyeloalkyl are optionally substituted by 1, 2, 3,4 or 5
substitucnts independently selected from halo, C1.6 alkyl, C2,6 alkenyl,
C2.6 alkynyl, C, ha.loalkyl, halosulfanyl, CN, NO2, N3, Ole`, SR",
C(0)Rb2, C(0)NRb2Rd2, C(0)0Ra2, OC(0)Rb2, OC(0)NfeRb2, NR52Rd2,
NRc2C(0)Rb2, NR.b2C(0)NRe2Rb2, NRc2C(0)0Ra2, C(=NR)NRand2,
NRace__NRg)NRc2R,12, P(1-02, P(0lle)2, P(0)Rebe, P(0)0Rb20Rfb,
S(0)Rb2, S(0)NRe2Rb2, S(0)2Rb2, NleS(0)2Rb2, and S(0)2NR'2Rdb.  46.
The compound of claim I, or pharmaceutically acceptable salt thereof,
wherein -W'-X'-Y'-Z' is halo, C1.6 alkyl, C2,6 alkenyl, C2.6 alkynyl, C14,
haloalkyl, halosulfanyl, CN, NO2, N3, ORa2, SRa2, C(0)Rb2,
C(0)NRa2Rd2, C(0)0R'2, OC(0)Rb2, OC(0)NR02R112, NRand2,
NRc2C(0)R62, NRb2C(0)NRe2R62, NRe2C(0)01e, C(=NIONRe2R(12,
NRP2C(=NIONRe2Rb2, P(Rf2)2, P(01r2)2, P(0)Re2R12, P(0)01e0Rf2,
S(0)R62, S(0)NRc2Rb2, S(0)2Rb2, NRe2S(0)2Rb2, or S(0)2NR`21e2.
47. The compound of claim 1, or pharmaceutically acceptable salt thereof,
wherein -W'-X'-Y'-Z' is halo, C1.6 alkyl, C1.6 haloalkyl, CN, NO2, N3,
01'212, or C(0)NR.c2Rd2.  48. The compound of claim 1, or
pharmaceutically acceptable salt thereof, wherein -W'-X'-Y'-Z' is halo,
C1,0 alkyl, C1.6 haloalkyl, CN, NO2, N3, or OR".  49. The compound of
claim I, or pharmaceutically acceptable salt thereof, wherein -W'-)C-Y'-Z'
is halo or C(0)NW2Rd2. 50. The compound of claim 1, or
pharmaceutically acceptable salt thereof, haYing Formula ila or lib:
MCSLLP 



51. The compound of claim 1, or pharmaceutically acceptable salt thereof,
having Formula Ill: L1- Cyl  52. The compound of claim 1, or
pharmaceutically acceptable salt thereof, haying Formula VIII: 53. The
compound of claim 1 selected from:
2-(4-Fluoropheny1)-7-(4-methoxybenzypimidazo[1,2-b][1,2,4]triazinc;
2-(4-Fluoropheny1)-7-[144-methoxyphenyl)cyclopropyl]imidazo[1,2-bH I
,2,4]-triazine; 6-(1-(2-(4-Fluorophenyl)imidazo[1,2-b][ ,2,4]triazi
m7-yl)cyclopropyl)quinoline;
6-(4-Fluoropheny1)-3-(4-methoxybenzypimidazo[1,2-a]pyrimidine;
6-(4-Fluoropheny1)-3-(1-(4-methoxyphenyl)cyclopropypimidazo[1,2-a]pyri
midine;
6-(1-(6-(4-Fluorophenylnmidazo[1,2-a]pyrimidin-3-yecyclopropyl)quinoline;
2-Fluoro-N-methy1-4[7-(quinoli
n-6-ylmethyDimidazo[1,2-b][1,2A]triazin-2-ylThenzamide;
2-(4-Bromo-3-fluoropheny1)-7-[(4-methoxypheny1)thio]imidazo[1,2-b][
,2,4]triazine;
2-Fluoro-4-(3-[(4Nmethoxyphenyethio]imidazo[1,2-a]pyrimidin-6-y1)-N-me
thylbenzamide;
2-chloro-4-3-[(4-methoxyphenyl)thio]imidazo[1,2-a]pyrimidin-6-yl-N-methyl
benzamide;  MCSLLP 2-Fluoro-N-methy1-4{3-(quinolin-6-ylthio)imidazo
[1,2-a] pyrimidin-6-ylMenzam ide;
2-chloro-N-methyl-4[3-(quinolin-6-ylthio)imidazo[1,2-a]pyrimidin-6-ylibenza
mide; Methyl 2-fluoro-4-[7-(quinolin-6-ylthio)imidazo [1,2-b]
[1,2,4]triazin-2-yl] benzoate;
2-(4-Bromo-3-fluoropheny1)-7-(4-methoxypherfoxy)imidazo[1,2-b][1,2,4]tri
azine;
3-(4-Methoxyphenoxy)-6-(4-methyl-111-pyrazol-1-yl)imidazo[1,2-a]pyrimid
ine; 6-(4-Bromopheny1)-3-(4-methoxyphenoxy)imidazo[1,2-a]pyrimidine;
2-ehloro-N-methy1-443-(quinolin-6-yloxy)imidazo[1,2-a]pyrimidin-6-yllbenz
amide; 2-Huoro-N-methyl-443-(I-quinolin-6-ylcyclopropypim idazoD
,2-alpyrimidin-6-y1lbenza de;
6-(4-bromopheny1)-3-[(4-methoxyphenyl)thio]itnidazo[1,2-a]pyrimidinc;
2-(4-fluoropheny1)-7-[(4-methoxyphenyl)thio]imidazo[1,2-b][1,2,4]triazine;
6-(1-
{643-Fluoro-4-(1-methyl-2-oxo-2-pyrrolidin-l-ylethoxy)phenyl]imidazo[1,2-a
]pyrimidin-3- ylf cyclopropypcminoline;
6-11-[6-(1H-Pyrazol-1-yl)imiclazo[1,2-a]pyrimidin-3-yl]eyelopropyll
quinoline;    6-
(146-(4-Methy1-11-1-pyrazol-1-yDiraidazo[1,2-alpyrimidin-3-yl]cyc1opropy
l cminoll ne; N,N-Dimethy1-143-(1-quinol
in-6-ylcyclopropyDimidazo[1,2-a]pyrimi din-6-y1]-1H-pyrazole-4- earbox
amide ;       N41-(4-Methy1-1,3-thiazol-2-yflethyll-1-[3-(1-quinol
in-6-ylcyclopropyl)imidazo[1,2- a] pyrimidin-6-y1]-1H-pyrazol
e-4-carboxam ide; N-Cyclohexy1-3-0
-quinolin-6-ylcyclopropyDimidazo[1,2-a]pyrim dine-6-carboxamide;
3-(1-Quinolin-6-ylcyclopropy1)-N-(tetrahydrofuran-2-ylmethyl)imidazo[1,2-
a]pyrimidine-6- carboxamide; N-Cycl obuty1-413-0
-quinolin-6-ylcyclopropyflimidazo[1,2-a]pyrimidin-6-yl]benzamide;
6-(1-{644-(Azetidin-l-ylcarbonyl)phenyflimiciazo[1,2-a]pyrimidin-3-y1;
cyclopropyl)quinoline;
N,N-Dimethy1-413-(I-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yl
Thenzamidc;
4-[3-(1-Quinolin-6-ylcyclopropyDimidazo[1,2-a]pyrimidin-6-y11-N-(tetrahyd
rofuran-2- 



ylmethyDbenzamide;
N-D-Benzylpy-rrolidin-3-y1)-N-methyl-443-(1-quinolin-6-ylcyclopropyl)imid
azo[1,2- a]py nidin-6-yl]benzamide;
N-(1-Pyridin-2-ylpiperidin-4-y1)-443-(1-qu nolin-6-ylcyclopropyDi dazo[1
ylibenzamide;       N-(1
-Pyridin-2-ylethyl)-443-(1-quinolin-6-ylcyclopropyl)imidazo [1,2-a]py
midin-6- ylf benzamide;
6-11-[6-(4-[(3S)-3-Fluoropyrrolidin-1-yl]carbonylphenyl)imiclazo[1,2-a]pyr
midin-3-  MCSLLP ylicyclopropyltquinoline;       N-[ 1
-(1vIelhoxymethyl)cyelobutyl]-443-(1
-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyi idin-6- yllbenzamidc;       N-(1
-Pyridin-2-ylpyrrol
tdin-3-y1)-443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-
yl]benzam ide;       6-[1 -(6-
[4-[(3-Pyriciin-2-ylpyrrolidin-l-y1)carbonyl]phenylt imidazo[1,2-a]py aidin-3-
yl)cyclopropyl]quinoline;       6- {1 46-(4-[(3S)-3-(Pyridin-2-ylox
pyn-olidin-1-ylicarbonylphenyInmidazo[1,2-a]pyrimidin-3-
ylicyclopropyltquinolinc; N-[2-(Pridin-2-yloxy)erhyl]-4{3-( I -quinol
in-6-ylcyclopropy)imidazo [1,2-a]pyrimidin-6- y1] benzamide;
-Methy1-2-(pyridin-2-yloxy)ethy11-443-(1-qu nolin-6-ylcyclopropyl) midazo
[1,2- a]py idin-6-yl]benzamide; N-(2-Phenoxyethyl)-4-[34 1
-quinolin-6-yleyelopropyeimidazo[1,2-a]pyrimi di n-6-yllbenzanaide;
N-DS)-2,2-Dimethy1-1-[(nacthylamino)carbonyl]propyl-443-(1-quinolin-6-
ylcyclopropyl)inaidazo[1,2-a]pyrimidin-6-ylThenzamide; 



N-(1 S)-1 -RD methylamino)carbony11-2,2-dimethylpropy1-44341
-quinolin-6- ylcyclopropylnmidazo[1,2-a]pyrimidin-6-yl]benzamide;
N-[(1S)-1-(Azeridin-1-ylcarbony1)-2,2-dimethylpropyl]-443-(1-quinolin-6-
ylcyclopropyDimidazo[1,2-alpyrimidin-6-yl]benzamide;
N-Cyclopropy1-3-[3-(1-quinolin-6-yleyclopropyl)imidazo[1,2-a]pyrimidin-6-
y1]benzamide; N-(Pyridin-2-ylmethy1)-343-(1
-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimidin-6- ylibenzamide;
N,N-Dimethy1-3-[3-(1-quinolin-6-ylcyclopropypimidazo[l,2-a]pyrimidin-6-yll
benzamide;
N-Methyl-343-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrimiclin-6-yl]ben
zamide;       N-[(1 S)- 1
-Methy1-2-(methylamino)-2-oxoethyl]-443-(1-quinol
in-6-ylcyclopropypimidazo [1,2- a]pyrimidin-6-ylThenzamide;
N-[(1R)-1-Methy1-2-(methylamt o)-2-oxoethy1]-443-(1
-quinolin-6-ylcyclopropyl)i dazo [1,2- a]pyrimidin-6-yl]benzamide;
(3R)-1- (41341 -Q uinolin-6-ylcyclopropyl)i m idazo
[1,2-a]pyrimidin-6-ylibenzoylt pyrrolidine-3- carboninile; Methyl 4- {5-[3-(1
-quinolm-6-yleyclopropypirnidazo[l ,2-a]pyrimidin-6-yl]pyridin-2-yit - p
perazine-l-carboxylatc;  MCSLLP 6-11-(6- {6[4-(Methylsultbnyl)piperaz n-
-yl]pyrid n-3-y11 imidazo[1,2-a]pynmidin-3- yl)cycl opropyll quinolinc;
N,N-Dimethy1-4-{5-[3-(1-quinolin-6-yleyclopropyl)imidazo[1,2-a]pyrimidin-
6-yl]py din yllpiperazine-l-carboxamide,
N-(1S)-1-[(Dimethylamino)earbony1]-2-methylpropy1-4-13-(1-quinolin-6-
yleyclopropyl)imidazo[1,2-a]pyrimidin-6-yllbenzami de;
N-1-[(Dimethylamino)carbonylleyel butyl-443-(1 -quinolin-6-yleyclopropyl)
dazo [1.2- a]py midin-6-yllbenzamide;
N-[(1S)-1-(Azetidin-1-ylcarbony1)-2,2-dimethylpropy11-543-(1 -quinolin-6-
ylcyclopropyl)imidazo [1,2-a] pyrim din-6-y1 ipyri dine-2-earboxamide, 



N-0 S)-2,2-Dimethy1-1-[(methylamino)earbonyl]propyl-543-(1-qu in oli 6-
yleyelopropyl)imidazo [1,2-a]pyrimidin-6-yl]pyridine-2-carboxamide;
N-0 S)-14(Cyclopropylamino)carbony111-2,2-dimethylpropy1-543-(1
-quinolin-6- ylcyclopropyl)imidazo [1,2-alpyrimidin-6-yl]pyrid
ine-2-carboxamide;
N-[(1S)-2-(Dimethylamino)-1-methy1-2-oxoethyl]-543-(1
-quinolin-6-yleyelopropyl)imidazo [1,2- a]pyrimidin-6-y
lipyridine-2-carboxamide;
N-[(1R)-2-(Dimethylamino)-1-methy1-2-oxoethy1]-513-(I -quinolin
yleyelopropy1)imidazo[1,2-a]pyrimidin-6-Apyridine-2-carboxamide; 6-0 -
{644-(2-0xo-2-pyrrol idin-1-ylethoxy)phenyl]imidazo [1,2-a] pyrimidin-3- yll
eyelopropyl)quinoline;
1-1443-(1-Quinolin-6-yleyelopropypimidazo[1,2-a]pyrimidin-6- ylbhenyll
cyclopropaneearbonitrile;
N,N-Dimethy1-413-(1-quinolin-6-yleyelopropyl)imidazo [1,2-a]pyri mid -6-
yl]benzenesulfonamicie; Methyl 2-fluoro-443-(1-cm
nolin-6-yleyelopropyl)inaidazo [1,2-a]pyrimi din-6- yl]benzylcarbamate;
N'-2-Fluoro-443-(1-quinolin-6-yleyelopropyl)imidazo[1,2-a]pyrimiciin-6-yl]b
enzyl-N,N-dimethylurea:
(3R)-1-{2-Fluoro-4-[3-(1-quinolin-6-yleyelopropyl)imidazo[1,2-a]pyrimidin-6
- ylThenzyl}pyrro1idin-3-o1;       6-(1-
{643-Fluoro-4-(11-1-pyrazol-1-ylmethyl)phenyl]imidazo[1,2-abyrimidin-3-
ylleyelopropyl)quinoline;
3-12-Fluoro-443-(1-quinolin-6-ylcyelopropyl)imidazo[1
,2-a]pyrimidin-6-yl]benz 1 13- oxazolidin-2-onc ;  MCSLLP
2-Fluoro-N-methyl-4[7-(quinoxalin-6-ylmethyl)imidazo[1,2-b][1,2,4ltriazin-2
-yl]benzamide; 6-11 46-(4-Chloro-I 11-pyrazol- 1
-yl)imidazo[1,2-a]pyrirnidin-3-yl] cyclopropyl} quinol in e; 6-{ 1
-{6-(2-Methyl-1 ,3-thiazol-4-yl)imidazo[1,2-a]pyrimidin-3-yl]cyclopropyl}
quinoline; 6-1,1
46-(1,3-Thiazol-4-yeimidazo[1,2-a]pyrimidin-3-yl]cyclopropy1l quinoline;
3-Fluoro-N-methyl-413-(1 -quinol in -6-ylcyclopropyflimidazo [1
,2-a]pyrimidin-6-yl] benza -nide; 



(3S)- 1 -{3-F1uoro-4-13-(1
-quinolin-6-ylcyclopropyflimidazo[1,2-a]pyrimidin-6-
ylibenzoyllpyrrolidin-3-ol; 2,5-Difluoro-N-methy1-443-(1-quino 6-y c) el
opropyl)imidazo [E2-a]pyriraidin-6- yEbenzamide;
2,5-Ditlhoro-443-(1-quinolin-6-yleyelopropypimidazo[1,2-a]pyrimidin-6-yllb
enzamide;
N-Cyclopropy1-2,5-difluoro-443-(1-quinolin-6-ylcyclopropyl)iinidazo[1,2-al
pyrimidin-6- yl]benzamide;
2,5-Difluoro-N-(trans-4-hydroxycyclohexyl)-443-(1-quinolin-6-ylcyclopropyl
)iinidazo [1,2- a]pyrimidin-6-yllbenzamide; 1 -{2-Fluoro-4-[3-(1
-quinolin-6-ylcyclopropyOhnidazo[1,2-a]pyrira d n-6-yl]phenyllpyrrol i
din-2- one;       3- {2-Fluoro-443-(1-quinolin-6-yleyelopropyl)im
idazo[1,2-a]pyrinudin-6-yl]phenyl} -1,3- oxazolidin-2-one ; Ethyl 4-{4-[3-(1
-quinolin-6-yleyelopropypimidazo[ ,2-a]pyrimidin-6-y1]-1H-pyrazol-1- y p
peridine-l-carboxylate;
2-(4-12-Fluoro-443-(1nolin-6-yleyelopropypinaidazo[1,2-a]pyrimidin-6-yl]p
henyl) -1 FT- pyrazol-1 -y1)-N,N-dimethylacetamide;        5- {2-Fluoro -443
-quinotin-6-ylnyclopropyl) im daz0 [ 1 ,2-a]pyrimidin-6-yllplanny1}
-Nmethylpyridine-2-carboxamide;       5-12-Fluoro-443-(1-quinolin-6-y
eyclopropypimidazo[1,2-a]pyrn-6-yllpheny -N,N-
dimethylpyridine-2-carboxamide; 6-( 1 -{6[3-Fluoro-4-(1
-methyl-1H-pyrazol-4-y1)phenyllimidazo [1,2-aidin-3-
yEeyolopropyl)quinoline;
6-(1-{6-[1-(Tetrahydrothran-3-y1)-1H-pyrazol-4-yllimidazo[1,2-a]pyrimidin-
3- yll cyclopropyl)quinoline;
6-(1-{6-[1-(1-Benzylpyrrolidin-3-y1)-11-1-pyrazol-4-yEimidazo[1,2-a]pyrimi
din-3- yl[cyclopropyl)quinoline;        6- { 1 46-0
-Methy1-1H-pyrazol-4-ylhmidazo[1,2-a]pyrimidin-3 -yl]cyclopropyll
quinoline; 



MC S LLP NN-Dimethy1-4- {443-0 -quinolin-6-ylcyclopropypimidazo
[1,2-a]pyrimidin-6-y1]-1H-pyrazol-1- yl piperidine-l-carboxamide; 4-
(4-[341-Quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimidin-6-y11-1H-p
azol-1- ylIcyclohexano1;
{4-[3-(1-Quino1in-6-ylcyclopropyl)imiclazo{1,2-a]lyri
midin-6-y11-1H-pyrazol-1-y1 acetonitrile;       AT-Methyl-5- {447-(1
-quinolin-6-ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-
yliphenyllpyridine-2-earboxamide; 6-1142-(4-Pyrim
idin-5-yl-phenyl)imidazo [1,2-b] [1,2,4]triazin-7-yl] cyclopropyl { qui noline;
6-(1-{2-[4-(1-Acety1-1,2,3,6-tetrahydropyridin-4-yl)phenyl]imidazo[1,2-b][1,
2,41triazin-7- y1{ cyclopropyOquinoline;
641-(2-{441-(Methylsulfony1)-1,2,3,6-tetrahydropyridin-4-y1]phenyll
idazo[1,2- b][1,2,4]triazin-7-yDcyclopropyllquinoline; NN-Dimethy1-5-
{447-0 -quinolin-6-ylcyclopropypimidazo[1,2-b][] ,2,4itriazin-2- yl]phenyl}
pyridine-2-carboxami de; 6-0 - {244-(I
H-Imidazol-1-yl)phenyl]imidazo[1,2-b] [1,2,4]triazin-7-y1}
cyclopropy1)-quinoline;
2-Fluoro-N-(trans-4-laydroxycyclohexyl)-417-(1-quinolin-6-ylcyclopropypim
idazo [1,2- b] [1,2,4]triazin-2-yl]benzami de;
N-Cyclopropy1-2-fluoro-447-(1
-quinolin-6-ylcyclopropyl)imidazo[1,2-13][1,2,4]triazin-2- yllbenzamide;
2-Fluorom. methyl-417-(1-qu nolin-6-ylcyclopropypirnidazo [ I
,2-b][1,2,4]triazin-2- yllbenzamide;
2-Fluoro-N-[1-(methoxymethypeyclopropyl]-447-(1-quinolin-6-ylcycl op
ropyflimid azo [1,2- 



b] [1,2,4]triazin-2-yl]benzami de;
2-Fluoro-4-(7-(1-(quinolin-6-yl)cyclopropyl)imidazo[1,2-13][1,2,4]triazin-2-y
Obenzamide;       4-[7-(1-Quinolin-6-ylcyclopropyl)im dazo [1,2-6]
[1,2,4]triazin-2-y1]-N-(tetrahydrofuran-2- ylmethypbenzamide;
N-(Pyridin-2-ylmethyl)-447-(1-quinol in-6-yleyclopropyl)imiclazo[1,2-b] [1
,2,4]triazin-2- ylThenzamide;
N-Cyclopropyl-quinolin-6-ylcyclopropyflimidazo[1,2-6][1,2,4]hiazin-2-yl]ben
zamide; N-Cyclobuty1-447-(1
-quinolin-6-ylcyclopropyl)imidazo[1,2-b][1,2,4]triazin-2-y1Ibenzamide; N-0
-Pyridin-2-yleyclopropy1)-447-(1 -quinolin-6-ylcyclopropylbmidazo[1,2-b]
[1,2,4] triazin-2- yl] benzam ide;
N-(2-Hydroxy-1,1-dimethylethyl)-447-(1-quino1in-6-ylcyc1opropy1)imidazo
[1,2-b] [1,2,4] triazin-  MCSLLP 2-ylThenzamide; N-[(1 S)-1
-Benzy1-2-hydroxyethy1]-447-(1 -quinolin-6-ylcyclopropyl)im idazo [1 ,2-
hi [I 2,4]triazin-2-yl]benzamide; (3R)-1-
{4-[7-(1-quinolin-6-ylcyclopropyl)imidazo[l ;2-1)] [1,2,4]triazin-2-yl]
benzoy11pyrro1idin- 3-01;       4-(7-( 1 -(Qu nol i -6-yl)cyclopropyl)imidazo
[1,2-b] [1,2,41triazi n-2-y1)-N-(tet ahydro-2H-pyran-4- yl)benzamide;
N-Cyclopropyl-N-methyl-4474 I -quinol -6-ylcyclopropyl)im dazo[1,2-1)][ 1
,2,4]triazi n -2- ylThenzamide; 



N41
-(Methoxymethyl)cyclopropy1]-447-(1-quinolin-6-ylcyclopropypimidazo[ 2-
h] [1,2,41triazin-2-yl]benzamide;
N[1-(Methoxymethyl)cyclobutyl]-447-(1 -quinolin-6-ylcyclopropyl)im idazo
[1 ,2-1)] [1,2,4] triazin 2-yllbenzamide; N-R1 S)-1
-(Methoxymethyl)-2-methylpropy1]-447-(1
-quinolin-6-ylcyclopropyl)imidazo[l ,2- .1)] [1,2,4]triazin-2-3711benzamide ;
N[4-(Methoxymethyl)tetrahydro-2H-pyran-4-y1]-4[7-(1 -quirk
n-6-ylcyclopropypimid zo [1,2- I)] [1,2,4]tiazin-2-yl] benzamide; 4-[7-(1 -Qui
nol in-6-ylcyclopropyl)im dazo[1,2-b][1,2,4]triazin-2-y11-N-1,3-thiazol-2-
ylbenzamide; N-Pyrimidin-4-y1-447-(1
-quinolin-6-ylcyclopropypimidazo[1,2-b][1,2,4]triazin-2-yljbenzarnide;
N44-(Methoxymethyptetrahydro-211-pyran-4-y1]-447-0
-quinolin-6-ylcyclopropypim i daze [1,2- b] [1,2,4]triazin -2-y11benzamidc;
N-{(1R)-1-kllimethylamino)carbony11-2-med propyll -4-[7-(1
-quinolin-6-ylethyl)imidazo [1 ,2- b] [1,2,4]triazin-2-ylThenzarn ide;
N-Cyclopropy1-2-fluoro-4[7-(quinolin-6-ylmethypimidazo[1,2-b][1,2,4]thazi
n-2-yl]benzamide; 2-Fluoro-N
-[1-(methoxymethypcyclopropy1]-447-(quinolin-6-ylmethypimidazo [1 ,2-
11][1,2,41triazin-2-yl]benzamide; 2-Fluoro-4[7-(quinolin-o-y
methypizo[[,2-b][ I ,2,4]triazin-2-y11-N-(tetrahydro-21-1-pyran-4-
yl)benzamide; (3R)-1 -12-Fluoro-4[7-(quinolin-6-ylmethyDimidazo[1,2-b] [1
,2,4]triaz 2- yllbenzoyl}pyrrolidin-3-ol; 



2-Fluoro-4 47-(quinolin -6-y1 methyl)imidazo[1,2-b] [1,2,4]
triazin-2-ylibenzamide;
2-Fluoro-N-(lrans-4-hydroxycyclohexyl)-4-[7-(quinolin-6-ylmethypimidazoil,
2-b][ 2,4]triazin-  MCSLLP 2-ylThenzamide; 6-12[3-Fluoro-4-(1 1
I-imidazol- -yl)phenyl] midazo [1,2-b] [1,2,4] triazin-7-ylmethyl) quinoline;
3-12-Fluoro-4[7-(quinolin-6-ylmethyl)imidazo[1,2-h][1,2,4]triazin-2-yl]pheny
ll -1,3-oxazolidin- 2-on N-(1 S)-2,2-Dimethy1-1 -ftmethylam
ino)earhonyl]propy1-2-fluoro-447-(quinolin-6- yl methypi m idazo [ ,2-h] [1
,2,4]triazin-2-yllbenzamide; N-(1 S)-1
-[(Dimethylamino)carbony1]-2,2-dimethylpropy1-2-fluoro-4117-(quinolin-6-
ethyt)imidazo[1,2-b] [1,2,4]triazin-2-yl]benzamide; N-[(1 S)-1 -(Azeti din -1
-ylearbony1)-2,2-dimethylpropy1]-2-fluoro-447-(quinolin-6-
ylmethypimidazo[1,2-b][1,2,4]triazin-2-ylThenzamide; N- { (1
S)-1-[(Dimethylamino)earbony1]-3-methylbutyll -2-fluoro-4-[7-(quinolin-6-
ylmethyl) imidazo[l ,2-h][1 ;2,4]triazin -2-ylMenzami de; 2-Fluoro-N-
{(1R)-3-methy1-1-[(methylamino)carbonyl]butyll -4-[7-(quinolin-6-
ylmethypimidazo [1,2-h] [1,2,4]triazim2-yl] henzamide;        N- f (1 R)-1
-[(Dimethylamino)earhony1]-3-methylbutyll-2-fluoro-447-(quinolin-6-
ylmethypimidazo[1,2-h][1,2,4]triazin-2-yl]benzamide; N-[(1R)-1
-(Azetidin-1 -ylcarbonyl)-3-methylbutyl]-2-fluoro-447-(quinoli n -6-
ylinethyl)imidazo [1 ,2-h] [1 ;2,4]triazin -2-ylMenzam ide;
3-14[7-(Quinolin-6-ylmethypimidazo[1,2-b][1,2,4]triazin-2-y1]-1H-pyrazol-1
-yl]propanen rile;
4[7-(Quinolin-6-yhnethypimidazo[1,2-b][1,2,4]triazin-2-y1}-111-pyrazol-1
-ylaeetonitrile; 



2- 14417-(Quinolin-6-ylmethyl)imidazo [1 ,2-h] [1
;2,4]triazin-2-y1]-111-pyrazol-1-y1 } acetamide;
Methyl{447-(quinolin-6-ylmethypimidazo[1,2-b][1,2,4]thazin-2-y1]-111-pyra
zol-1 - yllpiperidine-1-earboxylate;
2-Fluoro-N-{(1S,2S)-2-hydroxycyclopenty1]-447-(quino
m-6-ylmethypimidazo[ 1,2- h] [1,2,4]triazin-2-yl]benzamide;
2-121uoro-N-(2-hydroxyethyl)-4[7-(qu
nolin-6-ylmethypimidazo[1,2-b][1.2,4]triazm-2- yllbenzamide;        2-F I u
oro-N-[1 -(inethoxymethyl)eyclobu
ty1]-447-(quinolin-6-ylmethypimidazo[1,2- b][1,2,4]triazin-2-yl]benzamide;
2-Fluoro-N-[4-(methoxymethyl)tetrahydro-2H-pyran-4-y1]-447-(quinolin-6-
ylmethypimidazo[1,2-b][1,2,4]triazin-2-yllbenzamide;
N-(Cyclopropylmethyl)-2-fluoro-447-(quinolin-6-ylinethypimidazo[1
,2-b][1,2,4]triazin-2- yl]benzamide;  MCSLLP
2-Fluoro-447-(qumo1in-6-ylmethy1)imidazo [1,2-b] [1 ,4]
azin-2-yli-N-(letrahydro-2H-pyran-4- ylinethyl)benzamide;
N42-(Dimethylam
no)ethy11-2-fluoro-4-47-(quinolin-6-yhuethypimidazo[1,2-h][1,2,4]triazin-2-
yllbenzamide; 2-Fluoro-N-(2-piperidin-1-ylethyl)-447-(quinol
in-6-ylmethypimidazo[1,2-b][1,2,4]tr azin-2- ylibenzamide; 2-F1uoro-N-[2-(
I -methylpyrrolidin-2-ypethy11-447-(qu nolin-6-ylmethyl)im dazo[1,2- b] [1
4] triazin-2-ylMenzamide;
2-Fluoro-N-(pyridin-2-ylmethyl)-4-[7-(quinolin-6-ytmethyl)imidazo[1,2-b][1,
2,41triazin-2- yl]henzamide; 



2-Fluoro-Nipyridin-3-ylmethyl)-447-(cm non" y n
e)imidazo[1,2-b][1,2,4]triazin-2- yl]benzarnide;
2-Fluoro-N-(pyridin-4-ylmethyl)-4-[7-(qumolin-6-yhnethypimidazo[1,2-h][1,
2,4]mazin-2- ylibenzamide;
2-Fluoro-N-(2-pyridin-2-ylethyl)-417-(quinolin-6-ylmethyDimidazo[1,2-b][1,
2,4]triazin-2- ylMenzamide;
2-Fluoro-N-(1-pyridin-3-ylethyl)-447-(quinolin-6-ylmethyDimidazo[1,2-b][1,
2,4]triazin-2- yl]benzamide;       2-Fluoro-N-(1-pyridin-4-ylethyl)-4-7-(quino
m-6-ylmethyl)imidazo[1,2-h][1,2,4]triazin-2- ylibenzamide;
2-Fluoro-N-[(1S)-1-(hydroxymethyl)-2,2-di methylpropy1]-447-(quinolin-6-
ylmethyl)imidazo [1,2-h] [1,2,4]triazin-2-ylibenzamide;
2-Fluoro-N-[1-(hydroxymethy1)cyc1openty1]-447-(quinolin-6-y1met1iy1)
nidazo[1,2- b][1,2,4]triazin-2-yl]benzamide;
2-Fluoro-N-(trans-4-hydroxycyclohexyl)-447-(1-quinolin-6-ylethyOunklazo[
1,2-b][1,2,4]triazin- 2-yl]benzamicle; 2-Fluoro-N-methyl-4-[7-(1-quin ol
in-6-ylethyl)imidazo [1,2-b] [1,2,4]triazin-2-yl]benzami de;
N-Cyclopropy1-2-fluoro-447-(1
-quinolin-6-ylethyDimidazo[1,2-b][1,2,4]triann-2-yl]benzamide;
2-Fluoro-N-[1-(methoxymethypeyelopropy1]-417-(I
-quinolin-6-ylethyl)imidazo [1,2- 1)] [1,2,4]triazin-2-ylThenzami de;
2-Fluoro-N-(2-methoxy-1-methylethyl)-443-(1 -cm ohn-6-yleyelopropy )
nidazo [1,2- a]pyrimidin-6-ylibenzamide; 6-
f1-116-(3-Fluoro-4-[(3S)-3-fluoropyrrolidin- I -y1] carbonylphenyDim
dazo[1,2-a]pyrinudi 3-  MCSLLP ylleyclopropyllquinoline;
2-Fluoro-N-(pyridin-2-ylmethyl)-443-(1-qui nolin-6-ylcyclopropyl)
dazo[1,2-a]pyr midin-6- yl]benzamide;
2-Fluoro-N-(1-pyridin-2-ylcyclopropy1)-4[341-quinol
n-6-yleyelopropyl)imidazo[1,2- a]pyrimidin-6-yl]benzamide; 



2-Fluoro-N-(1-pyridin-2-ylpyrrolidin-3-y1)-4-[3-(1-qu nolin-6-yloyclopropyl)i
m idazo [1,2- a]pyrimidin-6-ylThenzami de ;
2-Fluoro-443-(1-quinolin-6-ylcyclopropyl)i m idazo [1 ,2-a]pyid in-6-yl]
-N-[(3R)- tetrahydrofuran-3-ylbenzam ide;
2-Fluoro-4-[3-(1-quino1in-6-ylcyc1opropy1)imiciazo[1,2-a]pyrimidin-6-y1]-
N-(te ahydrofuran-2- yl methyl)benzamide;
N-Cyclopropy1-2-fluoro-443-(1-quinolin-6-yleyclopropyl)imidazo[1,2-a]pidi
n-6- yl]benzamide;
2-Fluoro-N-[(1S)-1-(methoxymethyl)-2-methylpropyl]-443-0 -quinolin-6-
yleyelopropylhmidazo[1,2-a]pyrimidin-6-ylThenzamide; 2-Fluoro-4-[3-0
-qui nolin-6-yleyelopropypimidazo[1,2-a]pyrimidin-6-ylibenzan ide;
2-Fluoro-N-methyl-N-2-[methyl(pyridin-2-yDamino]ethyl-443-(1-quinolin-6-
yleye1opropy)imidazo[1,2-a]pyrimidin-6-ylThenzamide;
2-Chloro-N-methyl-443-(1-quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimidin
-6-yl]benzamide;
2-Chloro-N-cyclopropy1-443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyri
midin-6- ylThenzamide; 2-Chloro-4-[3-(1-quinolin-6-yleyelopropyl)
dazo[1,2-a]pyrimidin-6-yll-N-(tetrahydrofuran-3- y1)benzamide;
2-Chloro-N-(1-pyridin-2-y1ethyl)-443-(1-quinolin-6-yleyclopropypimidazo[1
,2-a]pyri din-6- yl] benzamide;       641-
{644-(Azetidin-1-ylcarbony1)-3-chlorophenylhmidazo[1,2-a]pyrimidin-3-
ylleyclopropyl)quinoline;
2-Chloro-N-(1-pyridin-2-ylpyrrolidin-3-y1)-4-[3-(1
-quinolin-6-yleyelopropyl)imidazo[1,2- a]pyrimidin-6-y1]benzamide;
2-Chloro-N41-methyl-2-(pyrid. -2-yloxy)ethy1]-443-(1
-quinolin-6-yleyelopropyl)imidazo[ 2- py idin-6-ylThenzamide;
2-Chloro-N-(1S)-1-[(dimethylamino)carbonyl]-2-methylpropyl-4-[3-0
-quinolin-6- yleyelopropylhmidazo[1,2-a]pyrim idin-6-yllbenzamide; 



MCSLLP
2-Cyclopropy1-543-(1-quinolin-6-ylcyclopropyl)imiclazo[1,2-a]pyrimidin-6-y
l]isoindolin-1-one;
2-Ethy1-543-(1-quinolin-6-y1cyclopropyl)imidazo[1,2-a]pyrimidin-6-yl]isoin
dolin-l-one;
2-(2-Methoxy-1-methylethyl)-543-(1-quinolin-6-ylcyclopropyeiraidazo[1,2-a
]pyrimidin-6- yl]isoindolin-1-one;       2-(Pyridin-2-ylmethyl)-543-(1-qu
olin-6-yleyelopropyl)imidazo[1,2-a]pyrtmidin-6- yl]isoindol in-l-one;
2-Methyl-5-[3-(1-quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimidin-6-yliisoin
dolin-1-one; N-Ethyl-1-
{443-(1-quinolin-6-ylcyclopropypimidazo[E2-a]pyrimidin-6-
y(lphenyl1cyclopropanecarboxamide;       N-(1-Pyridin-2-ylethyl)-1-
{4-[3-(1-quinolin-6-ylcyclopropypim dazo[1,2-a]pyrimidin-6Aphenyl}
eyclopropanecarboxamide;
N-[1-Methy1-2-(pyridin-2-yloxy)ethyl]-1-{443-(1-quinol
1-6-ylcyclopropyl)dazo[1,2- a]pyricyclopropanecarboxamide;       2-
{2-Fluoro-443-(1-quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimidin-6-yl]phe
ny11-2-hydroxyN-methylacetam ide;
2-12-fluoro-443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyri di
-6-yl]pheny11-2-hydroxy- N,N-dimethylacetamide;
N-(342-(4-Bromo-3-fluorophenyl)imidazo[1,2-b][1,2,41]triazin-7-yllimethy1
phcny1)-N-etlaylurea; 2-(2,3-Diehlorophony1)-7-0
-quinolin-O-ylcyclopropypimidazo[1,2-131[1,2,4]triazin-3-amine;
2,3-Difluoro-N-methy1-443-(1-quinolin-6-ylcyclopropyl)imidazo[1,2-a]pyrim
idi n-6- yl] benzamide;
6-Difluoro-N-methy1-443-(1-quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimid
in-6-yl]benzamide; 2-Flu oro-N-methy1-4-[3-(1-qu inol
in-6-yleyclopropypimidazo[1,2-a]pyrimidin-6- yl]benzenesulfonamide;
N,N-Dimethy1-2-
{343-(1-quinolin-6-ylcyclopropypimidazo[1,2-a]pyrimidin-6-y1]-11-1-pyrazo
l-1- yll acetamide;
N-[(1S)-1-(Azetidin-1-ylearbony1)-2,2-dimethylpropyl]-2-fluoro-413-(1-quin
olin-6- yleyelopropyl)imidazo[1,2-a]pyrimidin-6-yl]benzamide;
N[2-(Dimethylamino)-1 -methyl-2-oxoethy1]-2-fluoro-443-(I-quinol i n-6- 



ylcyclopropyl)imidazo[1,2-a]pyrimidin-6-yl] benzamide;
N-(2-Azctidin-1-y1-1-methy1-2-oxoethyl)-2-fluoro-413-(1-quinolin-6-ylcyclo
propypimidazo[1,2- a]pyrimidin-6-yljbenzamide;
2-Fluoro-N-2-[(3R)-3-methoxypyrrolidin-1-y1]-1-methy1-2-oxoethY1-443-(
1-quinolin-6-  MCSLLP
ylcyclopropypimiclazo[1,2-a]pyrimidin-6-yl]benzamide;
2-Fluoro-N-[(1-hydroxycyclopropyl)methyl]-447-(quinolin-6-ylmethyl) dazo
[1,2- b][1,2,4]triazin-2-yllbenzamide;
Methyl4-(cyanomethyl)-4-{4[7-(quinolin-6-ylmethyDi dazo[1,2-b]
[1,2,4]tilazin-2-y11- H- pyrazol-1-ylIpiperidine-1-carboxylate;
Ethyl4-(cyanomethyl)-4- {4[7-(quinolin-6-ylmethyl)imidazo[ I
,2-b][1,2,4]triazin-2-y1]-1H- pyrazol-1-y1}piperidine-1 -carboxylate;
(1-Acety1-4-1447-(quinolin-6-ylmethyDimidazo[-b] [1,2,4]triazin-2-yl] -I I
I-pyrazol - I - yllpiperidin-4-yl)acetonitrile, or pharmaceutically acceptable
salt thereof.  54. The compound of claim 1 which is
2-Fluoro-N-methy1-447-(quinolin-6-ylmethypim dazo[1,2-
b][1,2,4]triazin-2-yl]benzamide, or pharmaceutically acceptable salt
thereof  55. A composition comprising a compound of any one of claims 1
to 54, or pharmaceutically acceptable salt thereof and at least one
pharmaceutically acceptable carrier.  56. A composition comprising a
compound of claim 54, or pharmaceutically acceptable salt thereof, and at
least one pharmaceutically acceptable carrier. 57,A method of inhibiting
activity of a receptor or non-receptor tyrosine kinase in vitro comprising
contacting said kinase with a compound of any one of claims I to 54, or
pharmaceutically acceptable salt thereof  58. The method of claim 57
wherein said kinase belongs to the Met, PDGFR, HER, FLK, Src, Abl, or
Jak subfamilies. 



59. The method of claim 57 wherein said kinase is c-Met, Ron. PDGFR
beta, c-kit, EGER, HFR2, KDR, flt-3, Src, Abl, Jakl, Jak2, or Jak3 kinase.
60. The method of claim 57 wherein said kinase is c-Met.   61. A method
of inhibiting the HGF/c-Met kinase signaling pathway in a cell in vitro
comprising contacting said cell with a compound of any one of claims 1 to
54, or pharmaceutically acceptable salt thereof  62. A method of inhibiting
the proliferative activity of a cell in vitro comprising contacting said cell
with a compound of any one of claims 1 to 54, or pharmaceutically
acceptable salt thereof  63. A compound of any one of claims 1 to 54, or
pharmaceutically acceptable salt thereof for use in inhibiting tumor growth
in a patient.  64. Use of compound of any one of claims 1 to 54, or
pharmaceutically acceptable salt thereof in the preparation of a
medicament for inhibiting tumor growth in a patient.  65. A compound of
any one of claims 1 to 54, or pharmaceutically acceptable salt thereof for
use in inhibiting tumor metastasis in a patient.  66. Use of a compound of
any one of claims 1 to 54, or pharmaceutically acceptable salt thereof in
the preparation of a medicament for inhibiting tumor metastasis in a
patient.  67. A compound of any one of claims 1 to 54, or pharmaceutically
acceptable salt thereof for use in treating a disease in a patient wherein
said disease is associated with dysregulation of the HGF/c-MET signaling
pathway.  68. the of a compound of any one of claims 1 to 54, or
phaitaceutically acceptable salt thereof in the preparation of a medicament
for treating a disease in a patient, wherein said disease is associated with
dysregulation of the HGFic-M ET signaling pathway.  69. The compound
of claim 67 or the use of claim 68, wherein said disease is cancer,
atherosclerosis, lung fibrosis, renal fibrosis and regeneration, liver
disease, allergic disorder, inflammatory disease, autoitnmune disorder,
cerebrovascular disease, cardiovascular disease, or condition associated
with organ transplantation.  MCSLLP  70. A compound of any one of
claims 1 to 54, or pharmaceutically acceptable salt thereof or use in
treating a cancer in a patient.  71. Use of a compound of any one of
claims 1 to 54, or pharmaceutically acceptable salt thereof for treating a
cancer in a patient.  72. The compound of claim 68 or the usc of claim 71,
wherein said cancer is a carcinoma, musculoskeletal sarcoma, soft tissue
sarcoma, or hematopoietic malignancy.  73. The compound of claim 68 or
the use of claim 71, wherein said cancer is bladder cancer, breast cancer,
cervical cancer, cholangiocarcinoma cancer, colorectal cancer,
esophageal cancer, gastric cancer, head and neck cancer, cancer of the
kidney, liver cancer, lung cancer, nasopharygeal cancer, ovarian cancer,
pancreatic cancer, prostate cancer, thyroid cancer, osteosarcoma,
synovial sarcoma, rhabdomyosarcoma, Mlillifibrosarcoma,
leiomyosarcoma, Kaposi's sarcoma, multiple myeloma, lymphoma, adult T
cell leukemia, acute myelogenous leukemia, chronic myeloid leukemia,
ghoblastoma, astrocytoma, melanoma, mesothelioma, or Wilm's tumor. 




















