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Description
Title of Invention: 2-PYRIDYL SUBSTITUTED IMIDAZOLES AS

THERAPEUTIC ALKS AND/OR ALK4 INHIBITORS

Technical Field

[0001]  This invention relates to 2-pyridyl substituted imidazoles which are inhibitors of the
transforming growth factor-p (TGF-B) type I receptor (ALKS) and/or the activin type I
receptor (ALK4), methods for their preparation, and their use in medicine, specifically
in the treatment and prevention of a disease state mediated by these receptors.

[0002]

Background Art

[0003] TGF-f denotes a family of proteins, TGF-31, TGF-$2 and TGF-33, which are
pleiotropic modulators of cell proliferation and differentiation, wound healing, extra-
cellular matrix production, and immunosuppression. Other members of this su-
perfamily include activins, inhibins, bone morphogenetic proteins, growth and differ-
entiation factors, and Mullerian inhibiting substance.

[0004] TGF-B1 transduces signals through two highly conserved single transmembrane
serine/threonine kinases, the type I (ALKS5) and type II TGF-f3 receptors. Upon ligand
induced oligomerization, the type II receptor hyperphosphorylates serine/threonine
residues in the GS region of the ALKS5, which leads to activation of the ALKS by
creating a binding site for Smad proteins. The activated ALKS in turn phosphorylates
Smad2 and Smad3 proteins at the C-terminal SSXS-motif thereby causing their dis-
sociation from the receptor and heteromeric complex formation with Smad4. Smad
complexes translocate to the nucleus, assemble with specific DNA-binding co-factors
and co-modulators to finally activate transcription of extracellular matrix components
and inhibitors of matrix-degrading proteases.

[0005]  Activins transduce signals in a manner similar to TGF-f3. Activins bind to serine/
thereonine Kinase, the activin type II receptor (ActRIIB), and the activated type II
receptor hyperphosphorylates serine/threonine residues in the GS region of the ALK4.
The activated ALK4 in turn phosphorylates Smad2 and Smad3. The consequent
formation of a hetero-Smad complex with Smad4 results in the activin-induced
regulation of gene transcription.

[0006] Numerous experimental animal studies demonstrate an association between
glomerular expression of TGF-f3 and fibrosis, including the Thy-1 rat model of pro-
liferative glomerulonephritis, anti-GBM glomerulonephritis in rabbits, and the 5/6
nephrectomy rat model of focal segmental glomerulosclerosis, as has been reviewed
recently (e.g., Bitzer, M.. et al., Kidney Blood Press. Res. 21: 1-12 (1998)). Neutralizing
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antibody to TGF-$3 improves glomerular histology in the Thy-1 nephritis model (e.g.,
Border, W. A. et al., Nature 346: 371-374 (1990)).

Hyperglycemic conditions increase TGF- mRNA and protein synthesis in both
murine proximal tubule cells and human mesangial cells (e.g., Wahab, N. A. et al.,
Biochem. J. 316: 985-992 (1996); Rocco, M. V. et al., Kidney Int. 41: 107-114 (1992)).
Diabetic patients with early kidney disease show increased accumulation of TGF-f3
mRNA and protein within the glomerulus (e.g., Yoshioka, K. et al., Lab. Invest. 68:
154-163 (1993)). In kidneys with chronic renal interstitial fibrosis, the hallmarks are
thickened tubular basement membranes and an expanded interstitial compartment, with
interstitial fibrosis characterized by an increase in collagens 1, 11, V, VII, and fi-
bronectin (e.g., Eddy, A. A., J. Am. Soc. Nephrol. T 2495-2508 (1996)).

TGF-} gene expression and protein production are increased in a variety of animal
models of pulmonary fibrosis including bleomycin, silica, asbestos, and radiation (e.g.,
Phan, S. H. and Kunkel, S. L., Exp. Lung Res. 18: 29-43 (1992); Williams, A. O. et al.,
Am. J. Pathol. 142: 1831-1840 (1993); Rube, C.E. et al,, Int. J. Radiat. Oncol. Biol.
Phys. 47: 1033-1042 (2000)). Coincident increase in TGF-B1 protein and collagen
gene expression in adjacent tissue slices from idiopathic pulmonary fibrosis is
observed in human pulmonary fibrotic disease (e.g., Broekelmann, T. J. et al., Proc.
Natl. Acad. Sci. USA 88: 6642-6646 (1991)). Increased TGF-f production has been
documented in patients with sarcoidosis, pneumoconiosis, asbestosis, and radiation-
induced fibrosis (e.g., Khalil, N. et al., Am. J. Respir. Cell. Mol. Biol. 14: 131-138
(1996); Jagirdar, J. et al., Environ. Health Perspect. 105: 1197-1203 (1997)). Anti-
TGF-B antibodies and TGF-f-soluble receptors could partially inhibit fibrosis in
bleomycin-induced lung fibrosis rodent models (e.g., Giri, S. N. et al., Thorax 48:
959-966 (1993); Wang, Q. et al., Thorax 54: 805-812 (1999)). Tobacco smoke has
been implicated as one of the most important factors that can cause small airway
disease followed by chronicobstructive pulmonary disease (COPD) (e.g., Wright, J. M.
et al., Am. Rev. Respir. Dis. 146: 240-262 (1992)). COPD is a slowly progressiveand
irreversible disorder characterized by the functional abnormalityof airway obstruction.
TGF-p has been hypothesized to be involved in airway remodeling found in chronic
airway inflammatory disorders such as COPD (e.g., Takizawa, H. Int. J. Mol. Med. 1.
367-378 (1998); Ning, W. et al., Proc. Natl. Acad. Sci. USA 101: 14895-14900
(2004)).

Hepatic stellate cells (HSC) are the major source of extracellular matrix proteins in
hepatic fibrosis. Extracellular matrix production by activated hepatic stellate cells is
markedly increased through the action of TGF-B1 (e.g., Friedman, S. L., Prog. Liver
Dis. 14: 101-130 (1996); Pietrangelo, A., Semin. Liver Dis. 16: 13-30 (1996)).
Transgenic mice that overexpress TGF-B1 in the liver develop hepatic fibrosis as well
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as extrahepatic pathologies such as renal fibrosis (e.g., Sanderson, N. et al., Proc. Natl.
Acad. Sci. USA 92: 2572-2576 (1995)).

TGF-B1 and its receptors are overexpressed in injured blood vessels and in fibropro-
liferative vascular lesions leading to overproduction of extracellular matrix (e.g., Saltis,
J. et al., Clin. Exp. Pharmacol. Physiol. 23: 193-200 (1996); McCaffrey, T. A. et al., J.
Clin. Invest. 96: 2667-2675 (1995)).

Anti-TGF-f antibodies reduce scar formation and improve the cytoarchitecture of the
neodermis in rats (e.g., Shah, M., J. Cell. Sci. 108: 985-1002 (1995)), improve healing
of corneal wounds in rabbits (e.g., Moller-Pedersen, T., Curr. Eye Res. 17: 736-747
(1998)), and accelerate wound healing of gastric ulcers in rats (e.g., Ernst, H., Guz 39:
172-175 (1996)).

Radiation fibrosis is a frequent sequel of therapeutic or accidental radiation over-
exposure in normal human tissues. TGF-B1 plays a central role in the initiation, de-
velopment, and persistence of radiation fibrosis, as has been reviewed recently (e.g.,
Martin, M. et al., Int. J. Radiat. Oncol. Biol. Phys. 47: 277-290 (2000)).

Organ transplantation is complicated in many instances by chronic rejection and for
some organs such as the kidney, it is the major forms of graft loss. In human patients,
chronic rejection of lung and kidney transplants is associated with increased expression
of TGF-P within the tissue (e.g., EI-Gamel, A. et al., Eur. J. Cardiothorac. Surg. 13:
424-430 (1998); Shihab, F. S. et al., J. Am. Soc. Nephrol. 6: 286-294 (1995)).

TGE-f is implicated in peritoneal adhesions (e.g., Saed, G. M. et al., Wound Repair
Regen. 7: 504-510 (1999)). The peritoneal and sub-dermal fibrotic adhesions could be
prevented by inhibitors of ALKS and/or ALK4. |

TGF-B2 levels are increased in nearly half of the eyes with primary open-angle
glaucoma (POAG) and in most of the eyes with juvenile glaucoma in the aqueous
humor of eyes (e.g., Picht, G. et al., Graefes Arch. Clin. Exp. Ophthalmol. 239:
199-207 (2001)). Both TGF-B1 and TGF-f2 isoforms are reported to increase extra-
cellular matrix production in cultured human Tenon’s capsule fibroblasts derived from
patients with pseudoexfoliation glaucoma and POAG (e.g., Kottler, U. B. et al., Exp.
Eye Res. 80: 121-134 (2005)). US 2007/0142376 A1l discloses treatment of glaucoma
and control of intraocular pressure using ALKS modulating agents, and an ALKS
inhibitor reduces the level of fibronectin in TGF-32-treated perfused human anterior
segments and the levels of fibronectin, plasminogen activator inhibitor-1 (PAI-1), and
pro-collagen type I C-peptide in TGF-B2-treated trabecular meshwork cell cultures.

The tumor cells and the stromal cells within the tumors in late stages of various
cancers generally overexpress TGF-f. This leads to stimulation of angiogenesis and

cell motility, suppression of the immune system, and increased interaction of tumor
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cells with the extracellular matrix (e.g., Hojo, M. et al., Nature 397: 530-534 (1999)).
Consequently, the tumor cells become more invasive and metastasize to distant organs
(e.g., Maehara, Y. etal., J. Clin. Oncol. 17: 607-614 (1999); Picon, A. et al,, Cancer
Epidemiol. Biomarkers Prev. 7: 497-504 (1998)).

PAI-1 is the major physiological inhibitor of both tissue-type plasminogen activator
and urokinase-type plasminogen activator. Elevated levels of PAI-1 are associated with
thrombosis and vascular disease, suggesting that high plasma PAI-1 may promote a
hypercoagulable state by disrupting the natural balance between fibrinolysis and co-
agulation (e.g., Vaughan, D. E., J. Invest. Med. 46: 370-376 (1998)). It is known that
TGF-f3 stimulates the expressionof PAI-1 (e.g., Dennler, S. et al., EMBO J. 17:
3091-3100 (1998)). Accordingly, inhibition of the production of PAI-1 with an
inhibitor of the TGF-p signaling pathway could produce a novel fibrinolytic therapy.

Activin signaling and overexpression of activin is linked to pathological disorders
that involve extracellular matrix accumulation and fibrosis (e.g., Matsuse, T. et al., Am.
J. Respir. Cell Mol. Biol. 13: 17-24 (1995); Inoue, S. et al., Biochem. Biophys. Res.
Comm. 205: 441-448 (1994); Matsuse, T. et al., Am. J. Pathol. 148: 707-713 (1996);
De Bleser et al., Hepatology 26: 905-912 (1997); Pawlowski, J. E., et al., J. Clin.
Invest. 100: 639-648 (1997); Sugiyama, M. et al., Gastroenterology 114: 550-558
(1998); Munz, B. et al., EMBO J. 18: 5205-5215 (1999)), inflammatory responses
(e.g., Rosendahl, A. et al., Am. J. Respir. Cell Mol. Biol. 25: 60-68 (2001), cachexia or
wasting (Matzuk, M. M. et al., Proc. Natl. Acd. Sci. USA 91: 8817-8821 (1994);
Coerver, K. A. et al., Mol. Endocrinol. 10: 534-543 (1996); Cipriano, S. C. et al., En-
docrinology 141: 2319-2327 (2000)), diseases or pathological responses in the central
nervous system (e.g., Logan, A. etal., Eur. J. Neurosci. 11: 2367-2374 (1999); Logan,
A. et al., Exp. Neurol. 159: 504-510 (1999); Masliah, E. et al., Neurochem. Int. 39:
393-400 (2001); De Groot, C. J. A. etal., J. Neuropathol. Exp. Neurol. 58: 174-187
(1999); John, G. R. et al., Nat. Med. 8: 1115-1121 (2002)) and hypertension (e.g.,
Dahly, A. J. et al., Am. J. Physiol. Regul. Integr. Comp. Physiol. 283: R757-767
(2002)). Studies have shown that TGF-f and activin can act synergistically to induce
extracellular matrix production (e.g., Sugiyama, M. et al., Gastroenterology 114;
550-558 (1998)).

Therefore, it becomes evident that inhibition of ALKS and/or ALK4 phosphorylation
of Smad2 and Smad3 by the preferred compounds of this invention could treat and
prevent disorders involving these signaling pathways.

WO 00/61576 and US 2003/0149277 A1 disclose triarylimidazole derivatives and
their use as ALKS inhibitors. WO 01/62756 A1 discloses pyridinylimidazole
derivatives and their use as ALK5 inhibitors. WO 02/055077 A1 discloses use of im-
idazolyl cyclic acetal derivatives as ALKS inhibitors. WO 03/087304 A2 discloses tri-
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substituted heteroaryls and their use as ALKS and/or ALK4 inhibitors. WO
2005/103028 A1 and US 7,407,958 B2 disclose 2-pyridyl substituted imidazoles as
ALKS and/or ALK4 inhibitors. Especially, one of the representative compounds
claimed in WO 2005/103028 A1 and US 7,407,958 B2 , IN-1130, demonstrates its use
in several animal models as ALKS5 and/or ALK4 inhibitors. IN-1130 effectively
suppresses renal fibrosis induced by unilateral ureteral obstruction (UUO) in rats
(Moon, J.-A. et al., Kidney Int. 70: 1234-1243 (2006)), ameliorates experimental au-
toimmune encephalomyelitis (EAE) in SBE-Iuc and GFAP-luc mice immunized with
MOG:s.ss (Luo, I. et al., J. Clin. Invest. 117: 3306-3315 (2007)), lessens tunical fibrosis
and corrects penile curvature in rats (Ryu, J.-K. et al., J. Sex. Med. 6: 1284-1296
(2009)), and dramatically reduces tumor volume with an enhanced immune response in
mice treated with murine prostate cancer cell line Tramp C2 (Lee, G. T. et al., J. Urol.
180: 2660-2667 (2008)). And, also, US 2008/0319012 A1 discloses 2-pyridyl sub-
stituted imidazoles as ALK5 and/or ALK4 inhibitors. Especially, one of the repre-
sentative compounds claimed in US 2008/0319012 A1, IN-1233, demonstrates its use
in several animal models as ALKS5 and/or ALK4 inhibitors. IN-1233 effectively
prevents the development and progression of pulmonary arterial hypertension in the
monocrotaline rat model through the inhibition of TGF-f signaling (Long, L. et al.,
Circulation 119: 566-576 (2009)) and also prevents granulation tissue formation after
bare metallic stent placement in a rat urethral model (Kim, J. H. et al., Radiology 255:
75-82 (2010)).

Summary of Invention

Solution to Problem

Surprisingly, it has now been discovered that a class of 2-pyridyl substituted im-
idazoles function as potent and selective inhibitors of ALKS and/or ALK4 and,
therefore, have utility in the treatment, prevention, and reduction of various disease
states mediated by ALKS and/or ALK4, such as glomerulonephritis, diabetic
nephropathy, lupus nephritis, hypertension-induced nephropathy, renal interstitial
fibrosis, renal fibrosis resulting from complications of drug exposure, HIV-associated
nephropathy, transplant nephropathy, liver fibrosis due to all etiologies, hepatic dys-
function attributable to infections, alcohol-induced hepatitis, disorders of the biliary
tree, cystic fibrosis, pulmonary fibrosis, interstitial lung disease, acute lung injury,
adult respiratory distress syndrome, idiopathic pulmonary fibrosis, chronic obstructive
pulmonary disease, pulmonary disease due to infectious or toxic agents, post-infarction
cardiac fibrosis, congestive heart failure, dilated cardiomyopathy, myocarditis, intimal

thickening, vascular stenosis, hypertension-induced vascular remodeling, pulmonary
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arterial hypertension, coronary restenosis, peripheral restenosis, carotid restenosis,
stent-induced restenosis, atherosclerosis, ocular scarring, corneal scarring, proliferative
vitreoretinopathy, glaucoma, intraocular pressure, excessive or hypertrophic scar or
keloid formation in the dermis occurring during wound healing resulting from trauma
or surgical wounds, peritoneal and sub-dermal adhesion, scleroderma, fibrosclerosis,
progressive systemic sclerosis, dermatomyositis, polymyositis, arthritis, Osteoporosis,
ulcers, impaired neurological function, male erectile dysfunction, Peyronie’s disease,
Dupuytren’s contracture, Alzheimer’s disease, Raynaud’s syndrome, radiation-induced
fibrosis, thrombosis, tumor metastasis growth, multiple myeloma, melanoma, glioma,
glioblastomas, leukemia, sarcomas, leiomyomas, mesothelioma, and carcinomas of
lung, breast, colon, kidney, ovary, cervix, liver, biliary tract, gastrointestinal tract,

pancreas, prostate, head, and neck.

Brief Description of Drawings

The aforementioned aspects and other features of the present invention will be
explained in the following description, taken in conjunction with the accompanying
drawings, wherein:

FIG. 1 shows effect of Examples 2, 60, 86, 92, and 94 on the TGF-B1-induced
3TP-Luc reporter activity in HaCaT-3TP-Luc cells,

FIG. 2 shows effect of Examples 2, 60, 86, 92, and 94 on the TGF-B1-induced
3TP-Luc reporter activity in 4T1-3TP-Luc cells,

FIG. 3 shows effect of Example 2 on the TGF-B1-induced Smad?2/3 nuclear
translocation in MCF10A cells,

FIG. 4 shows effect of Example 2 on the TGF-B1-induced cell migration in MCF10A
cells,

FIGS. 5a and 5b show effect of Example 2 on the TGE-P1-induced cell invasion in
4T1 cells.

(5a). DAPI-stained cells remaining on the bottom surface. (5b). Average cell number
per view field obtained from 5 random fields,

FIG. 6 shows effect of Example 2 on the cell growth of 4T1 cells,

FIG. 7 shows effect of Example 2 on the cell growth of MCF10A cells,

FIGS. 8a and 8b show effect of Example 3 on the breast tumor metastasis to the lung
in BALB/c 4T1 xenografted mice. Example 3 (13.6 or 27.3 mg/kg) dissolved in water
(vehicle) was given to mice orally BID five consecutive days per week for four weeks.
(8a). White spots on the lung surface indicate metastastic nodules (white arrows). (8b).
Number of metastastic nodules on whole lung surface,

FIGS. 92 and 9b show effect of Example 2 on the breast tumor metastasis to the lung |
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in BALB/c 4T1 xenografted mice. Example 2 (5, 10, 20, or 40 mg/kg) dissolved in ar-
tificial gastric fluid formulation (vehicle) was given to mice orally five consecutive
days per week for three weeks. (9a). White spots on the lung surface indicate
metastastic nodules. (9b). Number of metastastic nodules on surface of left lobe of
lung,

FIGS. 10a, 10b, and 10c show effect of Example 2 on the breast tumor metastasis to
the lung in BALB/c 4T1 xenografted mice. Example 2 (5, 10, 20, or 40 mg/kg)
dissolved in artificial gastric fluid formulation (vehicle) was given to mice orally every
other day (three times per week) for 24 days. (10a). White spots on the lung surface
indicate metastastic nodules. (10b). Number of metastastic nodules on surface of left
lobe of lung. (10c). Effect on the TGF-f31-induced Smad2 phosphorylation in tumor
tissues,

FIGS. 11a, 11b, and 11c show effect of Example 61 on the breast tumor metastasis to
the lung in BALB/c 4T1 xenografted mice. Example 61 (43.6 mg/kg) dissolved in
saline (vehicle) was given to mice intraperitoneally every other day (three times per
week) for 2.5 weeks. (11a), White spots on the lung surface indicate metastastic
nodules. (11b). Number of metastastic nodules on surface of left lobe of lung. (11c).
Volume of primary tumor,

FIGS. 12a, 12b, 12c, and 12d show effect of Example 61 on the breast tumor
metastasis to the lung in MMTV/c-Neu mice. Tumor-bearing MMTV/c-Neu mice were
treated intraperitoneally with Example 61 (43.6 mg/kg) every other day for three
weeks. (12a). Hematoxylin and eosin (H&E) staining of mammary tumor and lung
tissues. (12b). Number of histologically detectable metastastic lesions in the lung.
(12¢). Volume of mammary tumor. (12d). 3-Casein mRNA level,

FIGS. 13a and 13b show effect of Example 3 on the breast tumor metastasis to the
lung in MMTV/c-Neu mice. Tumor-bearing MMTV/c-Neu mice were treated in-
traperitoneally with Example 3 (43.6 mg/kg) every other day for ten weeks. (13a). -
Casein mRNA level. (13b). Activity of MMP-9 and MMP-2 in the primary mammary
tumor,

FIGS. 14a, 14b, 14c, and 14d show effect of Example 3 on the bile duct-ligated liver
fibrosis in rats. Example 3 (21.8 or 43.6 mg/kg) dissolved in saline (vehicle) was given
to rats orally three times per week for four weeks starting from BDL surgery. (14a).
Activity of serum alanine aminotransferase (ALT) and aspartate aminotransferase
(AST). (14b). Level of pSmad3 protein in the liver. (14c). Level of a-SMA, fi-
bronectin, and vimentin proteins in the liver. (14d). Hematoxylin and eosin (H&E)
staining of liver tissues,

FIGS. 15a, 15b, and 15c show effect of Example 2 on the bile duct-ligated liver
fibrosis in rats. Example 2 (5, 10, or 20 mg/kg) dissolved in artificial gastric fluid for-
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mulation (vehicle) was given to rats orally three times per week for four weeks starting
from BDL surgery. (152). Activity of ALT and AST. (15b). Level of a-SMA and fi-
bronectin proteins in the liver. (15¢). Hematoxylin and eosin (H&E) staining of liver

tissues,
EIGS. 16a and 16b show effect of Example 2 on the bleomycin-induced lung fibrosis

in mice. Example 2 (5, 10, or 20 mg/kg) dissolved in artificial gastric fluid formulation

(vehicle) was given to mice orally five times per week for two weeks starting from day

7. (16a). Level of a-SMA and fibronectin proteins in the lung. (16b). Hematoxylin and

eosin (H&E) staining of lung tissues.
Table 1 shows structures and 'H NMR and MS spectral data of Examples 1-139,
Table 2 shows structures and '"H NMR and MS spectral data of Examples 140-153,
Table 3 shows ICs, values of selected Examples on ALKS kinase phosphorylation,
Table 4 shows either ICs, values or % inhibition of Example 2 on various kinases
phosphorylation,
Table 5 shows effect of Example 3 on the body and organ weight changes in BDL
rats, and
Table 6 shows effect of Example 2 on the body and organ weight changes in BDL
rats.
Best Mode for Carrying out the Invention
In an embodiment of the present invention, there is provided a compound of formula

(D) or a pharmaceutically acceptable salt thereof:

wherein each Re is independently H, halo, C.alkyl, C,.¢haloalkyl, C, scycloalkyl,
OH, —O—C,salkyl, —O—C.¢haloalkyl, —O0—Cs.ecycloalkyl, NHy, —NH—C 5
alkyl, —NH—C¢haloalkyl, ——NH—Cs.cycloalkyl, —S—C; calkyl, —S—C6
haloalkyl, —S—Cs.¢cycloalkyl, CN, or NO,;

mis0,1,2,3,o0r4;

one of A! and A?is N and the other is NR!, wherein R! is H, OH, C,ealkyl, Cy6
haloalkyl, or C;cycloalkyl;

X is a bond, —(CH3) , —, —NR?*—, —QO—, or—S—, wherein pis O or 1, and R2
is H or C,salkyl;

each R® is independently H, halo, C..salkyl, Cyghaloalkyl, C,¢cycloalkyl, C,.¢alkenyl,



WO 2012/002680 PCT/KR2011/004631

[0056]
[0057]

[0058]
[0059]
[0060]
[0061]
[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

9

Caealkynyl, —(CH,) , —OR3, —(CH,) , —NR*R*, —(CH,) , —SR3, —(CH,) ,
—NO,, —(CH,) ,—CONHOH, —(CH,) , —CN, —(CH,) , —COR3, —(CHy) ,
—CO,R3, —(CH,) , —CONR*R*, —(CH,) , —tetrazole, —(CH,) , —CH=CH-CN,
—(CH,) , —CH=CH—CO,R?, —(CH,) , —CH=CH—CONR3R*, —(CH,) ,
—CH=CH-tetrazole, —(CH,) , —NHCOR?, —(CH,) , —NHCO,R?, —(CH,) ,
—CONHSO,R?, —(CH,) , —NHSO,R3, —(CH,) , —C=C—CN, —(CH,) ,
—C=C—CO,R3, —(CH,) , -C=C—CONR*R*, —(CH,) , —C=C-tetrazole, —(CH,)
+ —SORS, —(CH,) , —SO,R, or —(CH,) , — (OR?),, wherein R? and R4 are inde-
pendently H, C,¢alkyl, C,¢haloalkyl, or Csscycloalkyl; or taken together with the
nitrogen atom to which they are attached form a mono-cyclic ring such as imidazole,
pyrrolidine, piperidine, morpholine, piperazine and homopiperazine; R% is C,¢alkyl, C
i.shaloalkyl, or Csecycloalkyl; qis 0, 1,2, 3,0r4; andris 1, 2, 3, or 4;

nis 0, 1, 2, 3,4, or 5.

As used herein, the double bond indicated by the dotted lines of formula (I),
represent the possible tautomeric ring forms of the compounds falling within the scope
of this invention, the double bond being to the unsubstituted nitrogen.

Preferably, R2is C,salkyl or halo.

Preferably, mis 1 or 2.

Preferably, one of A! and A?is N and the other is NR!, wherein R! is H.

Preferably, X is —(CH,) , — or —NR?—, wherein p is 0 and R?is H.

Preferably, R® is halo, C,salkyl, C,shaloalkyl, Cs4cycloalkyl, C,salkenyl, C,.,
alkynyl, —(CH,) , —OR?, —(CH,) , —NR’R*, —(CH,) , —SR3, —(CH>) , —CN,
—(CH,) , —COR3, — (CH,) , —CO;R3, —(CH;) , —CONR’R*, —(CH,) ,
—NHCOR3, —(CH,) , —NHSO,R3, —(CH,) , —SORS3, or —(CH,) ;, —SO,R’,
wherein R3 and R4 are independently H, C;alkyl,

C,shaloalkyl, or C,.,cycloalkyl; or taken together with the nitrogen atom to which
they are attached form a mono-cyclic ring such as imidazole, pyrrolidine, piperidine,
morpholine, piperazine and homopiperazine; R’ is methyl; and q is 0, 1, or 2.

Preferably, nis 1, 2, or 3.

Specific compounds of the invention which may be mentioned include the following
and pharmaceutically acceptable salts thereof:

N—((4—([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5—(6-methylpyridin-2-y1)—1H-imidazol-2-yl
)methyl)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
ymethyl)-2-fluoroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
ymethyl)-3-fluoroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
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Ymethyl)-4-fluoroaniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin—6-yl)—5-(6-methy1pyridin—2-y1)- 1H-imidazol-2-yl
Ymethyl)-2,3-difluoroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6—yl)—5-(6-methylpyridin—2-yl)- 1H-imidazol-2-yl
ymethyl)-3,4-difluoroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pym'din—6-y1)-5-(6-methy1pyridin-2—yl)— 1H-imidazol-2-yl
ymethyl)-3,5-difluoroaniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H -imidazol-2-yl
Ymethyl)-2-chloroaniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yb)- 1H-imidazol-2-yl
ymethyl)-3-chloroaniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin—6-yl)-5—(6—methylpyridin-2—yl)—1H -imidazol-2-yl
Ymethyl)-4-chloroaniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl
Ymethyl)-2,3-dichloroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5 -(6-methylpyridin-2-yl)-1H-imidazol-2-yl
Ymethyl)-3,4-dichloroaniline; '

N-((4-([1,2,4]triazolo[1,5-a] pyridin—6-yl)—5—(6—methylpyridin—2-yl)-1H—imidazol-2-yl
ymethyl)-3,5-dichloroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin—6—y1)-5—(6—methylpyridin—2—yl)- 1H-imidazol-2-yl
)methyl)-2-bromoaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl
Ymethyl)-3-bromoaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pytidin-6-y1)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-y1
Ymethyl)-4-bromoaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H -imidazol-2-yl
ymethyl)-2-methylaniline;

N-((4-([1,2,4]triazolo{ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yI)- 1H-imidazol-2-yl
ymethyl)-3-methylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yi)—5 -(6-methylpyridin-2-yl)-1H-imidazol-2-yl
ymethyl)-4-methylaniline; ]

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
ymethyl)-2,3-dimethylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
ymethyl)-3,4-dimethylaniline;

N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H -imidazol-2-yl
ymethyl)-3,5-dimethylaniline;

N-((4-([1,24]triazolo[1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1H-imidazol-2-yl
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)methyl)-2-ethylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-3-ethylaniline;

N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
ymethyl)-2-isopropylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
)methyl)-3-isopropylaniline;

N-((4-([1,2.,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
)methyl)-4-isopropylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
)methyl)-2-vinylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-3-vinylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-4-vinylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
)methyl)-3-ethynylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-2-methoxyaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
ymethyl)-3-methoxyaniline;

N-((4-([1,2,4]triazolo[ 1,5-a|pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-yl
)methyl)-4-methoxyaniline;

N-((4-([1,2 4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-yl
)methyl)-2,3-dimethoxyaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)- L H-imidazol-2-yl
)methyl)—3,4—dimeth0xyahiline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-y1
ymethyl)-3,5-dimethoxyaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-yl
ymethyl)-2-(methoxymethyl)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-y1
ymethyl)-3-(methoxymethyl)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-yl
)methyl)-4-(methoxymethyl)aniline;

N-((4-([1,2 4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-2-(trifluoromethoxy)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-yl
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ymethyl)-3-(trifluoromethoxy)aniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin—6—yl)-5-(6-methy1pyridin—2-y1)-lH-imidazol-Z-yl
ymethyl)-4-(trifluoromethoxy)aniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6—yl)—5-(6-methylpyridin-2—yl)- 1H-imidazol-2-yl
Ymethyl)-2-(methylthio)aniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5—(6—methylpyridin—2—yl)—1H-imidazol—2-yl
ymethyl)-3-(methylthio)aniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6—y1)-5-(6-methylpyridin-2-yl)-1H—imidazol-2-y1
ymethyl)-4-(methylthio)aniline;

2-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl) -5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl)
methylamino)benzonitrile;

3-((4-([1,2,4triazolo[ 1,5-a]pyridin-6-y1) -5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl)
methylamino)benzonitrile;

4-((4-([1,2,4]triazolof 1 ,5-a]pyridin-6-yl) -5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl)
methylamino)benzonitrile;

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin—6—y1)—5-(6-methylpyridin—2—yl)— 1H-imidazol-2-yl)
methylamino)phthalonitrile;

2-((4-([1,2,4]triazolo[ 1,5 -a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl)
methylamino)benzamide;

3-((4-([1,2 4]triazolo[ 1,5-a]pyridin-6-y1)-5- (6-methylpyridin-2-yl)-1H-imidazol-2-yl)
methylamino)benzamide;

4-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl)
methylamino)benzamide;

2-(3-((4-([1,2,4]triazolo[1,5-d] pyridin—6-yl)-5-(6-methylpyridin-2—yl)— 1H-imidazol-2-
yl)methylamino)phenyl)acetonitrile;

2-(4-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin—6-yl)—5—(6-methylpyridin—2-yl)— 1H-imidazol-2-
yl)methylamino)phenyl)acetonitrile;

1-(3-((4-([1,2,4]triazolo[1 ,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-
yl)methylamino)phenyl)ethanone;

1-(4-((4-([ 1,2 ,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H -imidazol-2-
yl)methylamino)phenyl)ethanone;

Methyl 3-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H -
imidazol-

2-yl)methylamino)benzoate;

Methyl 4-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1H -
imidazol-

2-yl)methylamino)benzoate;

N-(2-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-imidazol-2
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-yDmethylamino)phenyl)acetamide;

N-(3-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2
-ylDmethylamino)phenyl)acetamide;

N-(4-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2
-yl)methylamino)phenyl)acetamide;

N-(2-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2
-yl)methylamino)phenyl)methanesulfonamide;

N-(3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2
-yl)methylamino)phenyl)methanesulfonamide;

N-(4-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2
-yl)methylamino)phenyl)methanesulfonamide;

N -((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yD-1H -
imidazol-2-yl)methyl)-N?, N?-dimethylbenzene-1,2-diamine;

N -((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H -
imidazol-2-yl)methyl)-N?,N*>-dimethylbenzene-1,3-diamine;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
ymethyl)-2-(pyrrolidin-1-yl)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl
)methyl)-2-morpholinoaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2- yl) 1H-imidazol-2-yl
)methyl)-3-morpholinoaniline;

N3 -((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H -
imidazol-2-yl)methyl)-4-fluoro-N',N'-dimethylbenzene-1,3-diamine;

3-((4-([1,2,4]triazolof 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl)
methylamino)-5-(dimethylamino)benzonitrile;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl)
mcthylamino)—4—(dimethylamino)benzonitrile;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-2-((dimethylamino)methyl)aniline;

N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-3-((dimethylamino)methyl)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
ymethyl)-2-(pyrrolidin-1-ylmethyl)aniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
)methyl)-3-(pyrrolidin-1-ylmethyl)aniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
ymethyl)-2-(morpholinomethyl)aniline;

N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl
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)methyl)-3-(morpholinomethyl) aniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-y1)-5-(6—methy1pyridin-2—y1)- 1H-imidazol-2-yl
)methyl)-5 -((dimethylamino)methyl)-2—fluoroaniline;

N-((4-([1,2,4]triazolo(1,5-a] pyridin—6-y1)—5-(6—methy1pyridin—2-yl)- 1H-imidazol-2-yl
Ymethyl)-3- ((dimethylamino)methyl)-2—ﬂuoroaniline;

N-((4-([1,2,4]triazolof 1 ,5—a]pyridin—6-yl)—5-(6-methy1pyridin-2-yl)- 1H-imidazol-2-yl
Ymethyl)-2-fluoro-3-(pyrrolidin- 1-ylmethyDaniline;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yb)-5 -(6-methylpyridin-2-yl)-1H -imidazol-2-yl
Ymethy!)-2-fluoro-3- (morpholinomethyl)aniline;

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyn'din-G—yl)-5—(6—methy1pyridin-2—yl)- 1H-imidazol-2-yl)
rnethylamino)—4-((dimethylamino)methyl)benzonitrile;

3-((4-({1,2,4]triazolo[ 1,5-a] pyn’din—6-yl)-5-(6-methylpyn'din—2-yl)— 1H-imidazol-2-yl)
methylamino)—Z—((dimethylamino)methyl)benzonitrile;

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin—6—yl)—5—(6—methylpyn'din—2—yl)- 1H-imidazol-2-yl)
methylamino)-5f((dimethy1amino)methyl)benzonitrile;

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin—6-y1)—5—(6—methy1pyridin—2—y1)- 1H-imidazol-2-yl)
methylamino)-4-(pyrrolidin-1 -ylmethyl)benzonitrile;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5 -(6-methylpyridin-2-yl)- 1H-imidazol-2-yl)
methylamino)-2-(pyrrolidin- 1-ylmethyl)benzonitrile;

3-((4-([1,2 4]triazolo[ 1 ,5-a]pyridin-6-yl)—5—(6—methylpyridin—2—yl)- 1H-imidazol-2-y1)
methylamino)-5-(pyrrolidin-1 -ylmethyl)benzonitrile; ‘

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin—6-yl)-5-(6-methylpyridin—2—yl)- 1 H-imidazol-2-y1)
methylamino)-4- (morpholinomethyl)benzonitrile;

3-((4-([1,2,4]triazolo[ 1 ,5—a]pyridin—6-yl)-5-(6-methy1pyridin—2-yl)- 1 H-imidazol-2-yl)
methylamino)-2-(morpholinomethyl)benzonitrile;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5- (6-methylpyridin-2-yl)-1H-imidazol-2-yl)
methylamino)-S—(morpholinomethyl)benzonitrile;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-y1)- 1H-imidazol-2-yl
Ymethyl)-2- (2-(dimethylamino)ethylaniline;

N-((4-({1,2,41triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl
ymethyl)-3-(2-(dimethylamino)ethylaniline;

3-((4-([1,2,4)triazolo[ 1,5-a]pyridin-6-yl)-5-(6-ethylpyridin-2-yl)- 1H-imidazol-2-yl)m
ethylamino)benzonitrile;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yl1)-5-(6-ethylpyridin-2-yl)- 1H-imidazol-2-yl)
methyl)-2-fluoroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yD)- 1H-imidazol-2-yl
ymethyl)-2-fluoro-N-methylaniline;

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-2-yl)



WO 2012/002680 PCT/KR2011/004631

[0166]
 [0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]

[0177]

[0178]

[0179]

15

methyl)(methyl)amino)benzonitrile;
3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-y1)
methyl)(methyl)amino)benzamide;
6-(2-benzyl-5-(6-methylpyridin-2-yl)-1H-imidazol-4-y1)-[1,2,4]triazolo[ 1,5-a]pyridin
€; _

6-(2-(2-fluorobenzyl)-5-(6-methylpyridin-2-yl)-1H-imidazol-4-y1)-[1,2,4]triazolo[ 1,5
-a]pyridine;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl)
methyl)benzonitrile;

3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1 H-imidazol-2-yl)
methyl)benzamide;

6-(5-(6-methylpyridin-2-y1)-2-(phenoxymethyl)- 1 H-imidazol-4-yl)-[ 1,2,4]triazolof 1,
5-a]pyridine;

6-(2-((2-fluorophenoxy)methyl)-5-(6-methylpyridin-2-yl)-1H-imidazol-4-y1)-[1,2,4]t
riazolo[1,5-a]pyridine;

3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1 H-imidazol-2-yl)
methoxy)benzonitrile;

3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl)
methoxy)benzamide;

6-(5-(6-methylpyridin-2-yl1)-2-(phenylthiomethyl)- 1 H-imidazol-4-y1)-[ 1,2 ,4]triazolo[
1,5-alpyridine;

6-(2-((2-fluorophenylthio)methyl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-4-yl)-[1,2,4
Jtriazolo[1,5-a]pyridine. _

The compounds of the present invention typically are small organic molecules
(non-peptide small molecules), generally less than about 1,000 daltons in size.
Preferred non-peptide small molecules have molecular weights of less than about 750
daltons, more preferably less than about 500 daltons.

Compounds of formula (I) may also be supplied in the form of a “prodrug” which is
designed to release compound of formula (I) when administered to a subject. Prodrug
formed designs are well known in the art, and depend on the substituents contained in
compound of formula (I). For example, a substituent containing hydroxyl could be
coupled to a carrier which renders the compound biologically inactive until it is
removed by endogenous enzymes or, for example, by enzymes targeted to a particular
receptor or location in the subject.

A compound of formula (I) that is acidic in nature (e.g., having a carboxyl or
phenolic hydroxyl group) can form a pharmaceutically acceptable salt such as a
sodium, potassium, calcium, or gold salt. Also within the scope of the invention are

salts formed with pharmaceutically acceptable amines such as ammonia, alkyl amines,
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hydroxyalkylamines, and N-methylglycamine. A compound of formula () can be
treated with an acid to form acid addition salts. Examples of such acids include hy-
drochloric acid, hydrobromic acid, hydroiodic acid, sulfuric acid, methanesulfonic
acid, phosphoric acid, p-bromophenylsulfonic acid, carbonic acid, succinic acid, citric
acid, benzoic acid, oxalic acid, malonic acid, salicyclic acid, malic acid, fumaric acid,
ascorbic acid, maleic acid, acetic acid, and other mineral and organic acids well known
to those skilled in the art. The acid addition salts can be prepared by treating a
compound of formula (I) in its free base form with a sufficient amount of an acid (e.g.,
hydrochloric acid) to produce an acid addition salt (e.g., a hydrochloride salt). The acid
addition salt can be converted back to its free base form by treating the salt with a
suitable dilute aqueous basic solution (e.g., sodium hydroxide, sodium bicarbonate,
potassium carbonate, or ammonia).

Some of the compounds of this invention may be crystallized or recrystallized from
solvents such as aqueous and organic solvents. In such cases solvates may be formed.
This invention includes within its scope stoichiometric solvates including hydrates as
well as compounds containing variable amounts of water that may be produced by
processes such as lyophilization.

Compounds of formula (I) may contain one or more asymmetric centers and thus can
exist as enantiomers or diastereomers. It is to be understood that the invention includes
both mixtures and separate individual isomers of compounds of the formula (I). Fur-
thermore, certain compounds of formula (I) which contain alkenyl groups may exist as
cis- or trans-isomers. In each instance, the invention includes both mixtures and
separate individual isomers.

Compounds of formula (I) may also exist in tautomeric forms and the invention
includes both mixtures and separate individual tautomers thereof.

Also included in the invention are radiolabelled derivatives of compounds of formula
(I) which are suitable for biological studies.

As used herein, the term “alkyl” group refers to a saturated aliphatic hydrocarbon
group containing 1-6 carbon atoms. An alkyl group can be straight or branched.
Examples of an alkyl group include, but are not limited to, methyl, ethyl, propyl,
isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, n-pentyl, and n-hexyl. An alkyl group
can be optionally substituted with one or more substituents such as alkoxy, cy-
cloalkoxy, amino, nitro, carboxy, cyano, halo, hydroxyl, sulfo, or mercapto.

As used herein, the term “cycloalkyl” group refers to an aliphatic carbocyclic ring of
3.6 carbon atoms. Examples of cycloalkyl groups include cyclopropyl, cyclobutyl, cy-
clopentyl, and cyclohexyl.

As used herein, the term “haloalkyl” group refers to an alkyl group containing one or

more halogen atoms. Examples of haloalkyl groups include fluoromethyl,
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chloromethyl, bromomethyl, and trifluoromethyl.

As used herein, the term “halo” group refers to fluorine, chlorine, bromine, or iodine.

As used herein, the term “alkenyl” group refers to an aliphatic carbon group that
contains 2-6 carbon atoms and at least one double bond. Like an alkyl group, an
alkenyl group can be straight or branched. Examples of an alkenyl group include, but
are not limited to, vinyl, allyl, isoprenyl, 2-butenyl, and 2-hexenyl. An alkenyl group
can be optionally substituted with one or more substituents such as alkoxy, cy-
cloalkoxy, amino, nitro, carboxy, cyano, halo, hydroxyl, sulfo, or mercapto.

As used herein, the term “alkynyl” group refers to an aliphatic carbon group that
contains 2-6 carbon atoms and has at least one triple bond. An alkynyl group can be
straight or branched. Examples of an alkynyl group include, but are not limited to,
ethynyl, propargyl, and butynyl. An alkynyl group can be optionally substituted with
one or more substituents such as alkoxy, cycloalkoxy, amino, nitro, carboxy, cyano,
halo, hydroxyl, sulfo, or mercapto.

As used herein, the term “ALKS and/or ALK4 inhibitor” refers to a compound, other
than inhibitory Smads, e.g. Smad6 and Smad7, which selectively inhibits the ALKS
and/or ALK4 receptors preferentially over p38 or type II receptors.

As used herein, the term “ALKS5 and/or ALK4-mediated diease state” refers to any
disease staie which is mediated (or modulated) by ALKS and/or ALK4, for example, a
disease which is modulated by the inhibition of the phosphorylation of Smad2 and
Smad3 in the TGF-f and/or activin signaling pathways.

As used herein, the term “ulcers” is used to include, but not to be limited to, diabetic
ulcers, chronic ulcers, gastric ulcers, and duodenal ulcers.

Compounds of formula (I) may be prepared by a number of known methods from
commercially available or known starting materials. If the starting materials are un-
available from a commercial source, they can be prepared by procedures known in the

art.

Scheme |
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[0197]  In one method, compounds of formula (I) wherein A!is N and A? is NH, or A'is NH
and A?is N, and X is —NH— are prepared according to Scheme 1. Specifically, R* -
substituted pyridine-2- carbaldehyde (IT) is reacted with aniline and diphenyl phosphite
to give N,P-acetal (III) which can be further coupled with [1,2,4]triazolo(1, 5-a
Ipyridine-6-carbaldehyde followed by hydrolysis in acidic condition to produce a
monoketone (IV). The monoketone (IV) may be oxidized to a diketone (V) with HBr
in DMSO. This diketone (V) can then be condensed with 2 ,2-dimethoxyacetaldehyde
in the presence of ammonium acetate to yield an acetal-protected imidazole (VD),
which can be hydrolyzed in acidic condition to produce an imidazole-2-carbaldehyde
(VII). The imidazole-2-carbaldehyde (VII) can be coupled with Re-substituted aniline
(VIIL) in the presence of an acid such as acetic acid to generate an immine, which can
be further reduced with a reducing agent such as sodium borohydride or sodium triace-
toxyborohydride to yield a compound of formula (I). R?, Rb, m, and n have been
defined as above.

[0198]

[0199]  Scheme 2

[0200]
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In another method, compounds of formula (I) wherein A! is N and A? is NH, or A is

NH and A?is N, and X is —(CH,) , —, —NR?>—, —O—, or —S—, wherein p is 0

or 1, and R%is
[0202]

Calkyl, are prepared according to Scheme 2. The diketone (V) can be condensed

with an appropriate Rb-substituted aldehyde (IX) in the presence of ammonium acetate

to yield a compound of formula (I). Re, R?, m, and n have been defined as above.

[0203]
[0204] Scheme 3
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[0206]  Alternatively, when Rbcompounds of formula (I) is —(CH,) , —CN, —(CH,) ,

—CH=CH-CN, or —(CH,) , —C=C—CN, it can be further functionalized to form a

compound of formula (I) as depicted in Scheme 3. R?, R3, R, X, m, and q have been
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defined as above.

The resulting compounds of this invention represented by the formula (DD-(IX) can be
separated and purified by appropriate conventional methods such as column chro-
matography and recrystallization.

Compounds of the invention may be administered by any suitable route, for example
by oral, buccal, sub-lingual, rectal, vaginal, nasal, topical or parenteral (including in-
travenous, intramuscular, subcutaneous and intracoronary) administration.

The topical formulations of the present invention may be presented as, for instance,
ointments, creams or lotions, eye ointments and eye or ear drops, impregnated
dressings and aerosols, and may contain appropriate conventional additives such as
preservatives, solvents to assist drug penetration and emollients in ointments and
creams.

The formulations may also contain compatible conventional carriers, such as cream
or ointment bases and ethanol or oleyl alcohol for lotions. Such carriers may be present
as from about 1% up to about 98% of the formulation. More usually, they will form up
to about 80% of the formulation.

For administration to man in the curative or prophylactic treatment of the disorders
identified above, oral, buccal or sub-lingual dosages of a compound of formula (I) will
generally be in the range of from 50-5000 mg daily for an average adult patient (70
kg). Thus for a typical adult patient, individual tablets or capsules contain from 25-500
mg of active compound, in a suitable pharmaceutically acceptable vehicle or carrier,
for administration in single or multiple doses, once or several times per day. Dosages

for parenteral administration will typically be within the range of from 25-250 mg per

“single dose as required. In practice the physician will determine the actual dosing

regimen which will be most suitable for an individual patient and it will vary with the
age, weight and response of the particular patient. The above dosages are exemplary of
the average case but there can be individual instances in which higher or lower dosage
ranges may be merited, and such are within the scope of this invention.

For human use, a compound of formula (I) can be administered alone, but will
generally be administered in admixture with a pharmaceutical carrier selected with
regard to the intended route of administration and standard pharmaceutical practice.
For example, the compound may be administered orally, buccally or sublingually, in
the form of tablets containing excipients such as starch or lactose, or in capsules or
ovules either alone or in admixture with excipients, or in the form of elixirs or sus-
pensions containing flavoring or coloring agents. Such liquid preparations may be
prepared with pharmaceutically acceptable additives such as suspending agent (e.g.
methylcellulose, a semi-synthetic glyceride such as witepsol or mixtures of glycerides
such as a mixture of apricot kernel oil and PEG-6 esters or mixtures of PEG-8 and
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caprylic/capric glycerides). A compound may also be injected parenterally, for
example intravenously, intramuscularly, subcutaneously or intracoronarily. For
parenteral administration, the compound is best used in the form of a sterile aqueous
solution which may contain other substances, for example, salts, or monosaccharides
such as mannitol or glucose, to make the solution isotonic with blood.

Thus, the invention provides in a further aspect a pharmaceutical composition
comprising a compound of formula (I), or a pharmaceutically acceptable salt or solvate
thereof, together with a pharmaceutically acceptable diluent or carrier therefor.

The invention also provides a compound of formula (I), or a pharmaceutically ac-
ceptable salt or solvate thereof, or a pharmaceutical composition containing either
entity, for use in therapy.

The invention further provides the use of a compound of formula (I), or a pharma-
ceutically acceptable salt or solvate thereof, or a pharmaceutical composition
containing either entity, for the manufacture of a medicament for the treatment of a
disease, mediated by the ALKS and/or ALK4 receptors in mammals.

ALKS5- and/or ALK4-mediated disease states include, but are not limited to glomeru-
lonephritis, diabetic nephropathy, lupus nephritis, hypertension-induced nephropathy,
renal interstitial fibrosis, renal fibrosis resulting from complications of drug exposure,
HIV-associated nephropathy, transplant nephropathy, liver fibrosis due to all
etiologies, hepatic dysfunction attributable to infections, alcohol-induced hepatitis,
disorders of the biliary tree, cystic fibrosis, pulmonary fibrosis, interstitial lung disease,
acute lung injury, adult respiratory distress syndrome, idiopathic pulmonary fibrosis,
chronic obstructive pulmonary disease, pulmonary disease due to infectious or toxic
agents, post-infarction cardiac fibrosis, congestive heart failure, dilated car-
diomyopathy, myocarditis, intimal thickening, vascular stenosis, hypertension-induced
vascular remodeling, pulmonary arterial hypertension, coronary restenosis, peripheral
restenosis, carotid restenosis, stent-induced restenosis, atherosclerosis, ocular scarring,
corneal scarring, proliferative vitreoretinopathy, glaucoma, intraocular pressure,
excessive or hypertrophic scar or keloid formation in the dermis occurring during
wound healing resulting from trauma or surgical wounds, peritoneal and sub-dermal
adhesion, scleroderma, fibrosclerosis, progressive systemic sclerosis, dermatomyositis,
polymyositis, arthritis, osteoporosis, ulcers, impaired neurological function, male
erectile dysfunction, Peyronie’s disease, Dupuytren’s contracture, Alzheimer’s disease,
Raynaud’s syndrome, radiation-induced fibrosis, thrombosis, tumor metastasis growth,
multiple myeloma, melanoma, glioma, glioblastomas, leukemia, sarcomas,
leiomyomas, mesothelioma, and carcinomas of lung, breast, colon, kidney, ovary,
cervix, liver, biliary tract, gastrointestinal tract, pancreas, prostate, head, and neck.

The invention further provides a method of inhibiting the TGF-[3 and/or activin
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signaling pathways in human, for example, inhibiting the phosphorylation of Smad?2 or
Smad3 by ALKS and/or ALK4.

The invention further provides a method of reducing the accumulation of excess ex-
tracellular matrix in human by inhibiting the TGF-B and/or activin signaling pathways,
for example, inhibiting the phosphorylation of Smad2 or Smad3 by ALKS and/or
ALK4.

The invention further provides a method of treating, preventing, or reducing
metastasis of tumor cells in human by inhibiting the TGF-f signaling pathway.

The invention further provides a method of treating, preventing, or reducing
carcinomas mediated by an overexpression of TGF-f3 in human by inhibiting the TGF-
( signaling pathway.

The invention further provides a method of treating, preventing, or reducing vascular

injuries in human by inhibiting the TGF-f3 signaling pathway.

The present invention is further illustrated in the following Examples, which should
not be taken to limit the scope of the invention described in the claims. In the
Examples, electrospray ionization mass spectra (ESI-MS) were obtained on a Q-Tof2

mass spectrometer (Micromass, Manchester, UK).
EXAMPLES
Preparative Example 1

Preparation of diphenyl (6-methylpyridin-2-yl)(phenylamino)methylphosphonate (a
compound of the formula (IIT) wherein R* = CH;)

A mixture of 6-methylpyridine-2-carboxaldehyde (2.12 g, 17.50 mmol), aniline (1.63
g, 17.50 mmol), diphenyl phosphite (4.92 g, 21.00 mmol), and zirconyl chloride oc-
tahydrate (0.56 g, 1.75 mmol) was stirred at room temperature 1 h. The reaction
mixture was extracted with CH,Cl, (3 x 50 mL), and the CH,Cl, solution was washed
with water (2 x 20 mL), dried over anhydrous Na,SQ,, filtered, and evaporated to
dryness under reduced pressure. The residue was purified by MPLC on silica gel using
a mixture of EtOAc and hexane as eluent to give.the titled compound (6.96 g, 92%) as
a white solid. 'H NMR (400 MHz, CDCl,): 6 7.51 (t, 1 H,J=7.8 Hz), 7.38 (dd, 1 H, J
=17.6,2.0 Hz), 7.27-7.22 (m, 4 H), 7.19-7.15 (m, 2 H), 7.14-7.07 (m, 4 H), 7.05-7.02
(m, 3 H), 6.80-6.74 (m, 3 H), 5.53 (pseudo t, 1 H, J=7.4 Hz), 5.36 (dd, 1 H, J = 21.0,
8.2 Hz), 2.54 (s, 3 H).

Preparative Example 2
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Preparation of diphenyl (6-ethylpyridin-2-yl)(phenylamino)methylphosphonate (a
compound of the formula (III) wherein R® = CH,CHs)

The titled compound was prepared as described in Preparative Example 1 by using
6-ethylpyridine-2- carboxaldehyde in place of 6-methylpyridine-2-carboxaldehyde.
Yield: 81%; '"H NMR (400 MHz, CDCly): 6 7.55 (t, 1 H, J=7.6 Hz), 7.38 (dd, 1 H, /=
7.6, 2.0 Hz), 7.26-7.09 (m, 8 H), 7.07-7.00 (m, 5 H), 5.59 (pseudo t, 1 H, / = 7.0 Hz),
5.34 (dd, 1 H, J=20.8, 8.0 Hz), 2.82 (q,2 H, /= 7.6 Hz), 1.28 (t, 3 H, J = 7.6 Hz).

Preparative Example 3

Preparation of 2-([1,2,4]triazolo[1,5-a
Ipyridin-6-y1)-1-(6-methylpyridin-2-yl)ethanone (a compound of the formula (IV)
wherein R* = CH,)

To a stirred solution of [1,2,4]triazolo[1,5-a]pyridine-6-carbaldehyde (2.50 g, 17.01
mmol) (prepared according to the method described in WO 03/087304 A2) and
diphenyl (6-methylpyridin-2-yl)(phenylamino)methylphosphonate (7.32 g, 17.01
mmol) in a mixture of THF (40 mL) and i-PrOH (10 mL) was added Cs,CO; (7.20 g,
22.11 mmol), and the mixture was stirred at room temperature overnight. A solution of
3 N HCI (25 mL) was added dropwise to the reaction mixture, and the mixture was
stirred for 1 h. It was then diluted with ferz-butyl methyl ether (40 mL) and extracted
with 1 N HCI (2 x 35 mL). The aqueous extracts were neutralized with 50% KOH until
pH 7-8 was reached. The precipitates were collected by filtration, washed with water,
and dried over P,Osin vacuo to give the titled compound (3.41 g, 80%) as an off-white
solid. 'H NMR (400 MHz, CDCl,): 6 8.61 (d, 1 H, J=0.8 Hz), 8.31 (s, 1 H), 7.88 (dd,
1H,J=17.6,1.6 Hz), 7.73 (t, 1 H, overlapped, J = 7.6 Hz), 7.71 (dd, 1 H, overlapped, J
=9.2,0.8 Hz), 7.54 (dd, 1 H,J=9.2, 1.6 Hz), 7.37 (dd, 1 H, J = 7.6, 1.6 Hz), 4.62 (s, 2
H), 2.67 (s, 3 H).

Preparative Example 4

Preparation of 2-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-1-(6-ethylpyridin-2-yl)ethanone
(a compound of the formula (IV) wherein R* = CH,CHj)

The titled compound was prepared as described in Preparative Example 3 by using
diphenyl (6-ethylpyridin-2-yl)(phenylamino)methylphosphonate in place of diphenyl
(6-methylpyridin-2-yl)(phenylamino)methylphosphonate. Yield: 78%; 'H NMR (400
MHz, CDCl,): 6 8.61 (dd, 1 H, J= 1.6, 0.8 Hz), 8.29 (s, L H), 7.88 (brd, 1 H, J = 7.6
Hz), 7.74 (t, 1 H,J = 7.6 Hz), 7.70 (dd, 1 H, 7 =9.2,0.8 Hz), 7.54 (dd, 1 H, /=9.2, 1.6
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Hz), 7.37 (dd, 1 H, J = 7.6, 0.8 Hz), 4.62 (s, 2 H), 2.93 (q, 2H,J=7.6Hz),1.39(t,3
H,J=7.6 Hz).

Preparative Example 5

Preparation of 1-([1,2,4]triazolo{1 5-a
] pyridin—6-yl)-2—(6-methylpyridin—2-yl)ethane-1,2-dione (a compound of the formula (
V) wherein R* = CH,)

To a stirred suspension of 2-([1,2,4]triazolo[1,5-a
|pyridin-6-yl)-1-(6-methylpyridin-2-yl)ethanone (6.20 g, 24.57 mmol) in DMSO (48
mL) was added dropwise HBr (48 wt. % in water, 5.96 g, 12.4 mL) at 0°C, and the
mixture was heated at 60-70°C. After 2 h, the reaction mixture was cooled to 0°C,
poured onto ice water (20 mL), and basified to pH 10 with solid K,COs.The mixture
was extracted with CHCl, (2 x 250 mL), and the organic phase was washed with water
(2 x 100 mL), dried over anhydrous Na,SO,, filtered, and evaporated to dryness under
reduced pressure. The residue was purified by MPLC on silica gel using a mixture of
MeOH and CH,C), as eluent to give the titled compound (6.02 g, 92%) as 2 light
yellow solid. '"H NMR (400 MHz, CDCl): 89.11 (dd, 1 H,J = 1.6, 1.2 Hz), 8.47 (s, 1
H), 8.14 (dd, 1 H,J=9.2, 1.6 Hz), 8.04 (br d, 1 H, J=7.6 Hz), 7.88 (dd, 1 H,J=9.2,
1.2 Hz), 7.84 (t, 1 H, J = 7.8 Hz), 7.42 (br d, 1 H, /= 8.0 Hz), 2.49 (s, 3 H).

Preparative Example 6

Preparation of 1-([1,2,4]triazolo[1,5-a
Ipyridin-6-y1)-2-(6-ethylpyridin-2-yl)ethane-1,2-dione (a compound the of formula (V)
wherein Rz = CH,CH,)

The titled compound was prepared as described in Preparative Example 5 by using
2-([1,2.,4]triazolo[ 1,5-alpyridin-6-yl)-1-(6-ethylpyridin-2-yl)ethanone in place of
2-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-1-(6-methylpyridin-2-yl)ethanone. Yield: 79%; !
H NMR (400 MHz, CDCL): 8 9.11 (dd, 1 H, J = 1.6, 0.8 Hz), 8.42 (s, 1 H), 8.08 (dd, 1
H,J=9.2,1.6 Hz), 7.98 (brd, 1 H,J=7.6 Hz), 7.83 (dd, 1 H, overlapped, J = 9.2,0.8
Hz), 7.82 (t, 1 H, overlapped, J = 7.6 Hz), 7.38 (br d, 1 H, J = 7.6 Hz), 271 (q,2H,J
=7.6Hz), 1.08 (t,3 H, J=7.6 Hz).

Preparative Example 7

Preparation of 6-(2-(dimethoxymethyl)-5-(6-methylpyridin-2-y1)-1H -
imidazol-4-y1)-[1,2,4]triazolo[ 1,5-a]pyridine (a compound of the formula (VI) wherein
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Ra2=CH,)

A stirred solution of 1-([1,2,4]triazolo[1,5-a
Ipyridin-6-y1)-2-(6-methylpyridin-2-yl)ethane-1,2-dione (6.00 g, 22.49 mmol) in tert -
butyl methyl ether (120 mL) was treated with glyoxal dimethyl acetal (60 wt. %
solution in water, 7.8 mL, 44.98 mmol). NH,OAc (4.33 g, 56.2 mmol) in MeOH (60
mL) was added to it, and the resulting mixture was stirred at room temperature for 3 h.
The pH of the reaction was adjusted to 8 with saturated aqueous NaHCO; solution. The
reaction mixture was extracted with CHCl; (2 x 150 mL), and the CHCI; solution was
washed with water (100 mL), dried over anhydrous Na,SQ,, filtered, and evaporated to
dryness under reduced pressure. The residue was purified by MPLC on silica gel using
a mixture of MeOH and CH,Cl, as eluent to give the titled compound (6.13 g, 78%) as
a light yellow foam. 'H NMR (400 MHz, CDCl,): 6 10.54 (brs, 1 H), 8.96 (s, 1 H),
8.36 (s, 1 H), 7.82 (dd, 1 H,J/=9.2, 1.6 Hz), 7.77 (dd, 1 H, J = 9.2, 0.8 Hz), 7.47 (t, 1
H,J/=7.8Hz),7.23(d,1H,J=7.6Hz),7.04 (d, 1 H,J=8.0Hz), 5.57 (s, 1 H), 3.48
(s, 6 H), 2.58 (s, 3H).

Preparative Example 8

Preparation of 6-(2-(dimethoxymethyl)-5-(6-ethylpyridin-2-y1)-1H -
imidazol-4-yl)-[1,2,4]triazolo[ 1,5-a]pyridine (a compound of the formula (VI) wherein
R* = CH,CH,)

The titled compound was prepared as described in Preparative Example 7 by using
1-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-2-(6-ethylpyridin-2-yl)ethane-1,2-dione in place
of 1-([1,2,4]triazolo[ 1,5-alpyridin-6-yl)-2-(6-methylpyridin-2-yl)ethane-1,2-dione.
Yield: 68%; 'H NMR (400 MHz, CDCl,): 6 10.67 (brs, 1 H), 8.97 (brs, 1 H), 8.35 (s,
1H),7.83(dd, 1 H,J=9.2,1.6 Hz),7.76 (dd, 1 H,/=9.2,0.8 Hz), 7.50 (t, L H, J =
7.8 Hz), 7.25 (brd, 1 H, J=7.6 Hz), 7.05 (d, 1 H, J=8.0 Hz), 5.56 (s, 1 H), 3.46 (s, 6
H), 2.83(q,2H,J=7.6 Hz), 1.31 (t, 3 H, /=7.6 Hz).

Preparative Example 9

Preparation of 4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H -
imidazole-2-carbaldehyde (a compound of the formula (VII) wherein R: = CH,)

6-(2-(Dimethoxymethyl)-5-(6-methylpyridin-2-yl)-1H-imidazol-4-yl)-[1,2,4]triazolo[
1,5-a]pyridine (6.00 g, 17.12 mmol) was dissolved in 1 N HCI (120 mL), and the
mixture was heated at 70°C for 3 h. The reaction mixture was allowed to cool to 0°C,
and then it was neutralized with saturated aqueous NaHCO; solution. The mixture was
extracted with 10% MeOH in CHCI; (3 x 200 mL), and the organic phase was dried
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over anhydrous Na,SO,, filtered, and evaporated to dryness under reduced pressure to
give the titled compound (4.69 g, 90%) as a light yellow solid. 'H NMR (400 MHz,
CDCL): 6 9.82 (s, 1 H), 9.01 (brs, 1 H), 8.41 (s, 1 H), 7.85 (dd, 1 H,J=9.2,0.8 Hz),
7.82(dd, 1 H,J=9.2, 1.6 Hz), 7.55 (t, 1 H, J = 7.8 H2), 7.33 (brs, 1 H),7.16 (d, 1 H,
J =8.0Hz), 2.60 (s, 3 H).

Preparative Example 10

Preparation of 4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5—(6-ethy1pyridin—2-y1)-lH -
imidazole-2-carbaldehyde (a compound of the formula (VII) wherein R* = CH,CHs)

The titled compound was prepared as described in Preparative Example 9 by using
6-(2-(dimethoxymethyl)-5-(6-ethylpyridin-2-yl)-1H -imidazol-4-y1)-[1,2,4]triazolo[1,5-
al]pyridine in place of 6-(2-(dimethoxymethyl)-5-(6-methylpyridin-2-yl)-1H -
imidazol-4-y1)-[1,2,4]triazolo[ 1,5-a]pyridine. Yield: 99%; 'H NMR (400 MHz,
DMSO-dy) 8 9.86 (t, 1 H, J = 1.2 Hz), 9.59 (s, 1 H), 8.43 (s, 1 H), 8.21(dd, 1 H,J=
9.2, 1.6 Hz), 7.82 (brd, 1 H,J=8.0Hz),7.73 (dd, L H, J = 9.2,0.8Hz),7.69 (t, 1 H,J
=7.8 Hz), 7.08 (brd, 1 H,J=7.6 Hz),2.71 (9,2 H,/= 7.6 Hz), 1.16 (t,3H,J=7.6
Hz).

Preparative Example 11

Preparation of 3-amino-5-(dimethylamino)benzonitrile ( a compound of the formula (
VIII) wherein R> = 3-cyano-5-dimethylamino). This compound was prepared by the
following 2 steps.

3-Bromo-N,N-dimethyl-5-nitroaniline (1.73 g, 7.06 mmol) (prepared according to the
method described in J. Org. Chem. 60: 5091-5103 (2003)), pyridine (24 mL), and
CuCN (1.26 g, 2.14 mmol) were added to a dry sealed tube. The mixture was heated at
220°C with stirring for 3.5 h. The reaction mixture was allowed to cool to 100°C,
poured into a flask containing a mixture of aqueous ammonia (100 mL) and water (100
mL), and extracted with EtOAc (2 x 100 mL). The EtOAc solution was washed with
diluted ammonia solution (100 mL), water (100 mL) and brine (100 mL) successively,
dried over anhydrous Na,SO,, filtered, and evaporated to dryness under reduced
pressure. The residue was purified by MPLC on silica gel using a mixture of EtOAc
and hexane as eluent to give 3-(dimethylamino)-5-nitrobenzonitrile (0.44 g, 33%) as an
orange solid. 'H NMR (400 MHz, CDCl,): 8 7.74 (dd, 1 H, /= 2.0, 1.2 Hz), 7.65(, 1
H,J=22Hz),7.11 (dd, 1 H,J=2.4, 1.2 Hz), 3.10 (s, 6 H).

The above nitro compound, 3-(dimethylamino)-5-nitrobenzonitrile (0.42 g, 2.22
mmol) in methanol (80 mL) was hydrogenated in the presence of 10% Pd/C (0.04 g)
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under a hydrogen gas atmosphere overnight. The reaction mixture was filtered through
a Celite pad, and the filtrate was evaporated to dryness under reduced pressure. The
residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane as
eluent to give the titled compound (0.29 g, 80%) as a brown viscous liquid. 'H NMR
(400 MHz, CDCl,): 6 6.35 (dd, 1 H, J =2.4, 1.6 Hz), 6.28 (dd, 1 H, /= 2.0, 1.6 Hz),
6.14 (t, 1 H, J=2.2 Hz), 3.76 (brs, 2 H), 2.92 (s, 6 H).

Preparative Example 12

Preparation of 3-((dimethylamino)methyl)-2-fluroaniline (a compound of the formula
(VIID) wherein R® = 3-(dimethylamino)methyl-2-fluoro). This compound was prepared
by the following 3 steps started with commercially available
2-fluoro-1-methyl-3-nitrobenzene.

A stirred solution of 2-fluoro-1-methyl-3-nitrobenzene (15.80 g, 101.94 mmol) and N
-bromosuccinimide (18.14 g, 101.94 mmol) in CCl, (400 mL) was treated with benzoyl
peroxide (0.37 g, 1.52 mmol). The mixture was heated at reflux temperature overnight
and then cooled to room temperature. The reaction mixture was filtered, and the filtrate
was evaporated to dryness under reduced pressure. The residue was dissolved in CH,Cl
» (100 mL) and filtered again. The filtrate was evaporated to dryness under reduced
pressure, and the residue was purified by MPLC on silica gel using a mixture of EtOAc
and hexane as eluent to give 1-(bromomethyl)-2-fluoro-3-nitrobenzene (8.11 g, 34%)
as an off-white solid. 'H NMR (400 MHz, CDCl,): 6 8.02 (m, 1 H), 7.71 (m, 1 H), 7.30
(td, 1H,J/=8.4,1.6Hz),4.55(d,2H, J= 1.6 Hz).

To a stirred mixture of 1-(bromomethyl)-2-fluoro-3-nitrobenzene (0.70 g, 2.99
mmol) and dimethylamine hydrochloride (0.48 g, 5.98 mmol) in CH,Cl, (10 mL) was
added triethylamine (0.91 g, 8.97 mmol) dropwise. The mixture was stirred at room
temperature for 3 h and evaporated to dryness under reduced pressure. The residue was
diluted with water (10 mL) and extracted with EtOAc (2 x 25 mL). The EtOAc
solution was washed with water (20 mL), dried over anhydrous Na,SO,, filtered, and
evaporated to dryness under reduced pressure. The residue was purified by MPLC on
silica gel using a mixture of EtOAc and hexane as eluent to give
1-(2-fluoro-3-nitrophenyl)-N,N-dimethylmethanamine (0.45 g, 76%) as a yellow
viscous liquid. 'H NMR (400 MHZ, CD;0D): 6 8.04-7.99 (m, 1 H), 7.78-7.73 (m, 1
H), 7.37 (td, 1 H, /= 8.0, 1.0 Hz), 3.64 (d, 2 H, /= 2.0 Hz), 2.29 (d, 6 H, /= 0.8 Hz).

A mixture of the above nitro compound, 1-(2-fluoro-3-nitrophenyl)-N,N -
dimethylmethanamine (0.45 g, 1.93 mmol), iron powder (1.35 g, 2.41 mmol), 2 N HCI
(1 mL), and ethanol (5 mL) was heated at reflux temperature with stirring for 2 h. After
cooling to room temperature, the mixture was filtered through a Celite pad. The filtrate
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was evaporated to dryness under reduced pressure, and the residue was diluted with
water (10 mL) and basified with solid K,COs to pH 10. The aqueous mixture was
extracted with EtOAc (2 x 25 mL), and the EtOAc solution was dried over anhydrous
Na,SO,, filtered, and evaporated to dryness under reduced pressure. The residue was
purified by MPLC on silica gel using a mixture of EtOAc and hexane as eluent to give
the titled compound (0.35 g, 91%) as a white solid. '"H NMR (400 MHz, CDClLy): 6
6.88 (td, 1 H, J = 7.8, 1.0 Hz), 6.72-6.67 (m, 2 H), 3.71 (brs,2H),3.47(d,2H,J =
1.6 Hz), 2.27 (s, 6 H).

Preparative Example 13

Preparation of 2-fluoro-3-(pyrrolidin-1-ylmethylaniline (a compound of the formula
(VIII) wherein R® = 2-fluoro-3-(pyrrolidin-1-ylmethyl))

To a stirred solution of 1-(bromomethyl)-2-fluoro-3-nitrobenzene (2.00 g, 8.54
mmo!) and pyrrolidine (0.91 g, 12.82 mmol) in CH,Cl, (15 mL) was added tri-
ethylamine (1.72 g, 17.08 mmol) dropwise at 0°C. The mixture was stirred at room
temperature overnight and then evaporated to dryness under reduced pressure. The
residue was diluted with water (15 mL) and extracted with EtOAc (2 x 30 mL). The
EtOAc solution was washed with brine (20 mL), dried over anhydrous Na;SO,
filtered, and evaporated to dryness under reduced pressure. The residue was purified by
MPLC on silica gel using a mixture of EtOAc and hexane as eluent to give
1-(2-fluoro-3-nitrobenzyl)pyrrolidine (1.20 g, 63%) as a viscous oil. '"H NMR (400
MHz, CD,0D): 8 8.02-7.97 (m, 1 H), 7.81-7.76 (m, 1 H), 7.36 (td, 1 H,J=8.0,1.2
Hz), 3.81 (d, 1 H, J = 2.0 Hz), 2.62-2.58 (m, 4 H), 1.84-1.80 (m, 4 H).

The titled compound was prepared as described in Preparative Example 12 by using
1-(2-fluoro-3-nitrobenzyl)pyrrolidine in place of 1-(2-fluoro-3-nitrophenyl)-N,N -
dimethylmethanamine. Yield: 80%; 'H NMR (400 MHz, CD,0OD): 6 6.87 (td, 1 H, J =
8.0, 0.8 Hz), 6.77 (td, 1 H, J = 8.0, 2.0 Hz), 6.68-6.64 (m, 1 H), 3.67 (d,2H,J=1.6
Hz), 2.60-2.57 (m, 4 H), 1.82-1.78 (m, 4 H).

Preparative Example 14

Preparation of 2-fluoro-3-(morpholinomethyl)aniline (a compound of the formula (
VIII) wherein R® = 2-fluoro-3-(morpholinomethyl))

A stirred solution of 1-(bromomethyl)-2-fluoro-3-nitrobenzene (2.50 g, 10.6 mmol)
and morpholine (2.78 g, 32.0 mmol) in toluene (24 mL) was heated at reflux tem-
perature for 2.5 h. The reaction mixture was allowed to cool to room temperature and
then washed with 1 N NaOH (2 x 20 mL). The aqueous layer was extracted with
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EtOAc (2 x 25 mL), and the combined toluene solution and EtOAc extracts were dried
over anhydrous Na,SQO,, filtered, and evaporated to dryness under reduced pressure.
The residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane
as eluent to give 4-(2-fluoro-3-nitrobenzyl)morpholine (1.95 g, 89%) as a light yellow
solid. 'H NMR (400 MHz, CD,0OD): 6 8.02-7.97 (m, 1 H), 7.83-7.78 (m, 1 H), 7.36
(td, 1 H, J = 8.0, 1.0 Hz), 3.70-3.67 (m, 6 H), 2.51 (br t, 4 H, J = 4.6 Hz).

The titled compound was prepared as described in Preparative Example 12 by using
(4-(2-fluoro-3-nitrobenzyl)morpholine) in place of 1-(2-fluoro-3-nitrophenyl)-N,N -
dimethylmethanamine. Yield: 90%; 'H NMR (400 MHz, CD,0D): 6 6.87 (td, L H, J =
8.0, 0.8 Hz), 6.77 (td, 1 H, J = 8.0, 2.0 Hz), 6.68-6.64 (m, 1 H), 3.68 (brt, 4 H, /=4.8
Hz), 3.55(d, 2 H, /= 1.6 Hz), 2.49 (brt, 4 H, /= 4.8 Hz).

Preparative Example 15

Preparation of 3-amino-4-((dimethylamino)methyl)benzonitrile (a compound of the
formula (VIII) wherein R = 5-cyano-2-(dimethylamino)methyl)

To a stirred mixture of 4-(bromomethyl)-3-nitrobenzonitrile (5.00 g, 20.74 mmol)
(prepared according to the method described in WO 07/024945 A1) and
dimethylamine hydrochloride (2.03 g, 24.89 mmol) in CH,Cl, (70 mL) was added tri-
ethylamine (6.30 g, 62.23 mmol) dropwise at 0°C, and the mixture was stirred at room
temperature overnight. The reaction mixture was evaporated to dryness under reduced
pressure, and the residue was diluted with water (20 mL) and extracted with CH,Cl, (3
x 100 mL). The CH,Cl, solution was dried over anhydrous Na,SO,, filtered, and
evaporated to dryness under reduced pressure. The residue was purified by MPLC on
silica gel using a mixture of EtOAc and hexane as eluent to give
4-((dimethylamino)methyl)-3-nitrobenzene (3.58 g, 84%) as an orange solid. 'H NMR
(400 MHz, CDCl,): 6 8.15 (brs, 1 H), 7.92 (brs, 1 H), 7.85 (brd, 1 H, J=7.2 Hz),
3.80 (s, 2 H), 2.27 (s, 6 H).

The titled compound was prepared as described in Preparative Example 11 by using
4—((dimethylamino)methyl)-.3-nitr0bcnzonitrile in place of
3-(dimethylamino)-5-nitrobenzonitrile. Yield: 91%; 'H NMR (400 MHz, CDCly): é
7.02(dd, 1 H, J=7.6,0.4 Hz), 6.91 (dd, 1 H,J=7.6, 1.6 Hz), 6.84 (d, 1 H, J = 1.6
Hz), 5.05 (brs, 2 H), 3.43 (s, 2 H), 2.18 (s, 6 H).

Preparative Example 16

Preparation of 3-amino-2-((dimethylamino)methyl)benzonitrile (a compound of the
formula (VIII) wherein R°= 3-cyano-2-(dimethyamino)methyl)
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To a stirred mixture of 2-(bromomethyl)-3-nitrobenzonitrile (1.10 g, 4.56 mmol)
(prepared according to the method described in Tetrahedron 40: 1863-1868 (1984))
and dimethylamine hydrochloride (0.74 g, 9.13 mmol) in CH,Cl, (15 mL) was added
triethylamine (1.85 g, 18.25 mmol) dropwise at 0°C. The resulting mixture was stirred
at room temperature for 2 h and evaporated to dryness under reduced pressure. The
residue was diluted with water (10 mL) and extracted with EtOAc (3 x 50 mL). The
EtOAc solution was dried over anhydrous Na,SO,, filtered, and evaporated to dryness
under reduced pressure. The residue was purified by MPLC on silica gel using a
mixture of EtOAc and hexane as eluent to give
2—((dimethylamino)methyl)-3-nitrobenzonitn'le (0.75 g, 80%) as a yellow oil. 'H NMR
(400 MHz, CDCly): 6 7.93 (br d, 1 H, J = 8.0 Hz), 7.85 (dd, 1 H, J = 8.0, 1.4 Hz), 7.55
(t, 1H,J = 8.0 Hz), 3.94 (s, 2 H), 2.24 (s, 6 H).

The titled compound was prepared as described in Preparative Example 11 by using
2—((dimethylamino)methyl)—3-nitrobenzonitrile in place of
3—(dimethylamino)-S-nitrobenzonitrile. Yield: 93%; '"H NMR (400 MHz, CDClL): 6
7.15(t, 1H,J=7.6Hz),7.00 (dd, 1 H,J= 7.6, 0.8 Hz), 6.83 (d, 1 H, J = 7.6 Hz), 5.06
(brs,2 H), 3.73 (s, 2 H), 2.29 (s, 6 H).

Preparative Example 17

Preparation of 3-amino-5-((dimethylamino)methyl)benzonitrile (a compound of the
formula (VIII) wherein R° = 3-cyan0—5-(dimethylamino)methyl)

To a stirred mixture of 3—(br0momethy1)-5—nitrobenzonitrile (1.50 g, 6.22 mmol)
(prepared according to the method described in J. Org. Chem. 55: 1040-1043 (1990))
and dimethylamine hydrochloride (1.01 g, 12.44 mmol) in CH,Cl, (15 mL) was added
triethylamine (1.88 g, 18.66 mmol) dropwise at 0°C. The resulting mixture was stirred
at room temperature for 3 h and evaporated to dryness under reduced pressure. The
residue was diluted with water (15 mL) and extracted with EtOAc (3 x 50 mL). The
EtOAc solution was dried over anhydrous Na,SOs, filtered, and evaporated to dryness
under reduced pressure. The residue was purified by MPLC on silica gel using a
mixture of EtOAc and hexane as eluent to give
3-((dimethylamino)methyl)—5-r1itrobenzonitrile (1.10 g, 87%) as a viscous liquid. 'H
NMR (400 MHz, CDCl,): 6 8.45 (s, 1 H),8.40 (d, 1 H,J = 1.6 Hz), 8.01 (s, 1 H), 3.59
(s, 2 H), 2.30 (s, 6 H).

The titled compound was prepared as described in Preparative Example 11 by using
3-((dimethylamino)methyl)-5-nitrobenzonitrile in place of
3-(dimethylamino)-5-nitrobenzonitrile. Yield: 98%: 'H NMR (400 MHz, CDClLy): 6
6.96 (m, 1 H), 6.88 (brd, 1 H,J=0.8 Hz), 6.80 (dd, 1 H, /= 2.4,1.6 Hz), 3.86 (brs, 2
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H), 3.34 (s, 2 H), 2.24 (s, 6 H).
Preparative Example 18

Preparation of 3-amino-4-(pyrrolidin-1-ylmethyl)benzonitrile (a compound of the
formula (VIII) wherein R> = 5-cyano-2-(pyrrolidin-1-ylmethyl))

To a stirred solution of 4-(bromomethyl)-3-nitrobenzonitrile (5.12 g, 21.57 mmol)
and pyrrolidine (1.84 g, 25.88 mmol) in CH,Cl, (72 mL) was added triethylamine (6.54
g, 64.71 mmol) dropwise at 0°C. The mixture was stirred at room temperature for 1.5 h
and evaporated to dryness under reduced pressure. The residue was diluted with water
(30 mL) and extracted with CH,Cl, (3 x 100 mL). The CH,Cl, solution was dried over
anhydrous Na,SO,, filtered, and evaporated to dryness under reduced pressure. The
residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane as
eluent to give 3-nitro-4-(pyrrolidin-1-ylmethyl)benzonitrile (2.24 g, 45%) as a yellow
solid. 'H NMR (400 MHz, CDCl,): 6 8.16 (d, 1 H, J= 1.6 Hz), 7.94 (brd, 1 H, /= 8.0
Hz), 7.83 (dd, 1 H, J = 8.0, 1.6 Hz), 3.99 (s, 2 H), 2.54 (br s, 4 H), 1.79 (m, 4 H).

The titled compound was prepared as described in Preparative Example 11 by using
3-nitro-4-(pyrrolidin-1-ylmethyl)benzonitrile in place of
3-(dimethylamino)-5-nitrobenzonitrile. Yield: 91%; 'H NMR (400 MHz, CDCls): 6
7.06 (d, 1 H, J=7.6 Hz), 6.91 (dd, 1 H, /= 7.6, 1.6 Hz), 6.84 (d, | H, J= 1.6 Hz), 5.08
(brs, 2 H), 3.64 (s, 2 H), 2.47 (br s, 4 H), 1.78 (br's, 4 H).

Preparative Example 19

Preparation of 3-amino-2-(pyrrolidin-1-ylmethyl)benzonitrile (a compound of the
formula (VIII) wherein R® = 3-cyano-2-(pyrrolidin-1-ylmethyl))

To a stirred solution of 2-(bromomethyl)-3-nitrobenzonitrile (1.10 g, 4.56 mmol) and
pyrrolidine (0.65 g, 9.13 mmol) in CH,Cl, (15 mL) was added triethylamine (1.85 g,
18.25 mmol) dropwise at 0°C. The mixture was stirred at room temperature for 2 h and
evaporated to dryness under reduced pressure. The residue was diluted with water (10
mL) and extracted with CH,Cl, (3 x 50 mL). The CH,Cl, solution was dried over
anhydrous Na,SQO,, filtered, and evaporated to dryness under reduced pressure. The
residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane as
eluent to give 3-nitro-2-(pyrrolidin-1-ylmethyl)benzonitrile (0.96 g, 91%) as a yellow
solid. '"H NMR (400 MHz, CDCl3): 6 7.90 (d, 1 H,J=7.6 Hz), 7.83 (dd, 1 H, / =7.6,
0.8 Hz), 7.52 (t, 1 H, J = 7.6 Hz), 4.14 (s, 2 H), 2.52 (br s, 4 H), 1.72 (br s, 4 H).

The titled compound was prepared as described in Preparative Example 11 by using

3-nitro-2-(pyrrolidin-1-ylmethyl)benzonitrile in place of
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3-(dimethylamino)-5-nitrobenzonitrile. Yield: 93%: 'H NMR (400 MHz, CDCl,): 6
7.13(t, 1 H,J=7.8 Hz),6.99 (dd, 1 H, /= 7.8, 1.2 Hz), 6.82 (d, 1 H, J = 8.0 Hz), 5.11
(br's, 2 H), 3.91 (s, 2 H), 2.58 (br s, 4 H), 1.81 (brs, 4 H).

Preparative Example 20

Preparation of 3-amino-5 -(pyrrolidin-1-ylmethyl)benzonitrile (a compound of the
formula (VIII) wherein R® = 3-cyano-5-(pyrrolidin-1-ylmethyl))

To a stirred solution of 3-(bromomethyl)-5-nitrobenzonitrile (1.50 g, 6.22 mmol) and
pyrrolidine (0.53 g, 7.46 mmol) in CH,Cl, (15 mL) was added triethylamine (1.88 g,
18.68 mmol) dropwise at 0°C, and the mixture was stirred at room temperature
overnight. The reaction mixture was evaporated to dryness under reduced pressure, and
the residue was diluted with water (15 mL) and extracted with EtOAc (3 x 50 mL).
The EtOAc solution was dried over anhydrous Na,SOs, filtered, and evaporated to
dryness under reduced pressure. The residue was purified by MPLC on silica gel using
a mixture of EtOAc and hexane as eluent to give
3-nitro-5-(pyrrolidin-1-ylmethyl)benzonitrile (1.30 g, 90%) as a yellow solid. 'H NMR
(400 MHz, CDCly): 6 8.45 (brs, 1 H), 8.39 (brt, 1 H, J = 1.6 Hz), 8.02 (br s, 1 H),
3.78 (s, 2 H), 2.56 (br s, 4 H), 1.84 (br s, 4 H).

The titled compound was prepared as described in Preparative Example 11 by using
3-nitro-5-(pyrrolidin-1-ylmethyl)benzonitrile in place of
3-(dimethylamino)-5-nitrobenzonitrile. Yield: 85%: 'H NMR (400 MHz, CDCl3): 6
6.99 (pseudo t, 1 H, J = 1.6 Hz), 6.94 (pseudo t, 1 H, J = 1.6 Hz), 6.79 (dd, L H,J =
2.4,1.6 Hz), 3.87 (brs, 2 H), 3.56 (s, 2 H), 2.54 (m, 4 H), 1.81 (m, 4 H).

Preparative Example 21

Preparation of 3-amino-4-(morpholinomethyl)benzonitrile (a compound of the
formula (VIII) wherein R®= 5-cyano-2-(morpholinomethyl))

To a stirred solution of 4-(bromomethyl)-3-nitrobenzonitrile (7.12 g, 29.55 mmol)
and morpholine (3.09 g, 35.45 mmol) in CH,Cl, (98 mL) was added triethylamine
(8.97 g, 88.64 mmol) dropwise at 0°C. The mixture was stirred at room temperature
for 1.5 h and evaporated to dryness under reduced pressure. The residue was diluted
with water (40 mL) and extracted with CH,Cl, (3 x 100 mL). The CH,C, solution was
washed with water (50 mL), dried over anhydrous Na,SO,, filtered and evaporated to
dryness under reduced pressure. The residue was purified by MPLC on silica gel using
a mixture of EtOAc and hexane as eluent to give
4-(morpholinomethy)-3-nitrobenzonitrile (5.84 g, 80%) as a yellow solid. 'H NMR
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(400 MHz, CDCLy): 6 8.12 (s, 1 H), 7.83 (brs, 2 H), 3.84 (s, 2 H), 3.67 (t, 4 H, /= 4.6
Hz), 2.45 (t,4 H, J = 4.6 Hz).

The titled compound was prepared as described in Preparative Example 11 by using
4-(morpholinomethyl)-3-nitrobenzonitrile in place of
3-(dimethylamino)-5-nitrobenzonitrile. Yield: 78%; 'H NMR (400 MHz, CDCl,): 6
7.05(d, 1 H,/=8.0Hz),6.92 (dd, 1 H, J=8.0, 1.6 Hz), 6.86 (d, 1 H, J= 1.6 Hz), 5.02
(brs, 2 H), 3.68 (brt,4 H, J=4.0 Hz), 3.53 (s, 2 H), 2.41 (br s, 4 H).

Preparative Example 22

Preparation of 3-amino-2-(morpholinomethyl)benzonitrile (a compound of the
formula (VIII) wherein R® = 3-cyano-2-(morpholinomethyl))

To a stirred solution of 2-(bromomethyl)-3-nitrobenzonitrile (1.10 g, 4.56 mmol) and
morpholine (0.80 g, 9.13 mmol) in CH,Cl, (15 mL) was added triethylamine (1.85 g,
18.25 mmol) dropwise at 0°C. The mixture was stirred at room temperature for 1.5 h
and evaporated to dryness under reduced pressure. The residue was diluted with water
(10 mL) and extracted with CH,Cl, (3 x 50 mL). The CH,Cl, solution was dried over
anhydrous Na,SO., filtered, and evaporated to dryness under reduced pressure. The
residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane as
eluent to give 2-(morpholinomethyl)-3-nitrobenzonitrile (1.02 g, 90%) as a yellow
solid. '"H NMR (400 MHz, CDCl3): 6 7.90 (brd, 1 H,/=8.0Hz), 7.84 (dd, 1 H, J =
8.0, 1.2 Hz), 7.56 (t, 1 H, J = 8.0 Hz), 3.99 (s, 2 H), 3.60 (br t, 4 H, J = 4.4 Hz), 2.46
(brs, 4 H).

The titled compound was prepared as described in Preparative Example 11 by using
2-(morpholinomethyl)-3-nitrobenzonitrile in place of
3-(dimethylamino)-5-nitrobenzonitrile. Yield: 82%; 'H NMR (400 MHz, CDCl,): 6
7.15(t, 1H,/=7.6 Hz),7.01 (d, 1 H,J=7.6 Hz), 6.83 (d, 1 H, J=7.6 Hz), 5.00 (brs,
2 H), 3.78 (s, 2 H), 3.69 (br s, 4 H), 2.50 (br's, 4 H).

Preparative Example 23

Preparation of 3-amino-5-(morpholinomethyl)benzonitrile (a compound of the
formula (VIII) wherein Rb= 3-cyano-5-(morpholinomethyl))

To a stirred solution of 3-(bromomethyl)-5-nitrobenzonitrile (1.50 g, 6.22 mmol) and
morpholine (0.65 g, 7.46 mmol) in CH,Cl, (15 mL) was added triethylamine (1.88 g,
18.66 mmol) dropwise at 0°C. The mixture was stirred at room temperature overnight
and then evaporated to dryness under reduced pressure. The residue was diluted with
water (15 mL) and extracted with EtOAc (3 x 50 mL). The EtOAc solution was dried
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over anhydrous Na,SO,, filtered and evaporated to dryness under reduced pressure.
The residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane
as eluent to give 3-(morpholinomethyl)-5-nitrobenzonitrile (0.87 g, 85%) as an off-
white solid. '"H NMR (400 MHz, CDCl,): 6 8.45 (brs, 1 H), 8.41 (br's, 1 H), 8.01 (brs,
1 H), 3.74 (br t, 4 H, J = 4.4 Hz), 3.64 (s, 2 H), 2.48 (brt,4 H,J=4.4 Hz).

The titled compound was prepared as described in Preparative Example 11 by using
3-(morpholinomethyl)-5-nitrobenzonitrile in place of
3-(dimethylamino)—5-nitrobenzonitrile. Yield: 85%: 'H NMR (400 MHz, CDCl,): o)
7.00 (brt, 1 H, J = 1.6 Hz), 6.93 (brs, 1 H), 6.81 (dd, 1 H, J=2.4, 1.6 Hz), 3.88 (brs,
2 H),3.74 (brt, 4 H, J=4.6 Hz), 3.44 (s, 2 H), 2.47 (brs, 4 H).

Preparative Example 24

Preparation of 2-(2-fluorophenoxy)acetaldehyde (a compound of the formula (IX)
wherein R = 2-fluoro, X = 0). This compound was prepared by the following 2 steps.

A stirred mixture of 2-fluorophenol (1.00 g, 8.92 mmol),
2-bromo-1,1-diethoxyethane (1.75 g, 8.92 mmol), and K,CO; (1.47 g, 10.7 mmol) in
anhydrous DMF (10 mL) was heated at 110°C overnight. The reaction mixture was
poured into ice cold water (15 mL) and extracted with EtOAc (2 x 100 mL). The
EtOAc solution was washed with water (25 mL) and brine (25 mL), dried over
anhydrous Na,SO,, filtered, and evaporated to dryness under reduced pressure. The
residue was purified by MPLC on silica gel using a mixture of EtOAc and hexane as
eluent to give 1-(2,2-diethoxyethoxy)-2-fluorobenzene (1.65 g, 81%) as a viscous
liquid. '"H NMR (400 MHz, CDCl,): 5 7.09-6.96 (m, 3 H), 6.93-6.87 (m, 1 H), 4.85 (1,
1 H,J=5.2Hz),4.07 (d,2 H,J=52 Hz),3.82-3.74 (m, 2 H), 3.69-3.61 (m, 2 H),
1.24 (t, 6 H, J=7.0 Hz).

To a stirred solution of 1-(2,2-diethoxyethoxy)-2-fluorobenzene (1.65 g, 7.23 mmol)
in a mixture of 1,4-dioxane (50 mL) and water (40 mL) at 0°C was added conc. HCI1
(17.6 mL), and the mixture was stirred at room temperature overnight. The reaction
mixture was cooled to 0°C, neutralized with saturated NaHCO; solution, and extracted
with EtOAc (2 x 200 mL). The EtOAc solution was dried over anhydrous Na,SO,,
filtered, and evaporated to dryness under reduced pressure. The residue was purified by
MPLC on silica gel using a mixture of EtOAc and hexane as eluent to give the titled
compound (0.78 g, 71%) as a viscous liquid. 'H NMR (400 MHz, CDCl;): 6 9.87 (s, 1
H),7.12 (ddd, 1 H, J = 11.4, 8.2, 1.6 Hz), 7.08-7.04 (m, 1 H), 7.01-6.95 (m, 1 H), 691
(td. 1 H, J=8.2, 1.6 Hz), 4.63 (s, 2 H).

Preparative Example 25
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Preparation of 2-(2-fluorophenylthio)acetaldehyde (a compound of the formula (IX)
wherein R® = 2-fluoro, X = S). This compound was prepared by the following 2 steps.

A mixture of 2-fluorothiophenol (1.00 g, 7.80 mmol), bromoacetaldehyde diethyl
acetal (1.41 mL, 9.36 mmol), and Cs,COs (3.05 g, 9.36 mmol) in anhydrous DMF (20
mL) was stirred under N, at room temperature overnight. The reaction mixture was
filtered through a sintered funnel, and the filtrate was diluted with water (20 mL). The
aqueous mixture was extracted with Et;O (3 x 100 mL), and the organic phase was
dried over anhydrous MgSO,, filtered, and evaporated to dryness under reduced
pressure. The residue was purified by MPLC on silica gel using a mixture of EtOAc
and hexane as eluent to give (2,2-diethoxyethyl)(2-fluorophenyl)sulfane (1.81 g, 95%)
as a viscous liquid. 'H NMR (400 MHz, CDCl,): 6 7.46-7.41 (m, 1 H), 7.24-7.18 (m, 1
H), 7.09-7.02 (m, 1 H), 4.64 (t, 1 H, J= 5.6 Hz), 3.69-3.61 (m, 2 H), 3.56-3.49 (m, 2
H),3.10(d, 2 H, J= 5.6 Hz), 1.17 (t, 6 H, J= 7.2 Hz).

To a stirred solution of (2,2-diethoxyethyl)(2-fluorophenyl)sulfane (1.00 g, 4.09
mmol) in a mixture of 1,4-dioxane (30 mL) and water (25 mL) at 0°C was added conc.
HCI (9 mL), and the mixture was stirred at room temperature for 2 h. The reaction
mixture was cooled to 0°C, neutralized with saturated NaHCOs solution, and extracted
with CH,Cl, (3 x 50 mL). The organic phase was washed with water (50 mL), dried
over anhydrous Na,SO,, filtered, and evaporated to dryness under reduced pressure to
give the titled compound (0.59 g, 85%) as a viscous liquid, which was immediately
used for the next step without further purification. 'H NMR (400MHz, CDCl,): & 9.56
(td, 1 H, J =3.2, 1.2 Hz), 7.42-7.38 (m, 1 H), 7.31-7.25 (m, 1 H), 7.12-7.06 (m, 2 H),
3.58 (d, 2 H, J= 3.2 Hz).

Preparative Example 26

Preparation of 3-(methyl(2-oxoethyl)amino)benzonitrile (a compound of the formula
(IX) wherein Rb = 3-cyano, X = NMe). This compound was prepared by the following
3 steps started with commercially available 3-aminobenzonitrile.

To a stirred solution of 3-aminobenzonitrile (2.50 g, 21.10 mmol) in anhydrous
DMSO (30 mL) at 0°C was added NaH (0.61 g, 25.39 mmol) portionwise, and the
mixture was stirred at room temperature for 20 min and then treated with bromoac-
etaldehyde diethyl acetal (4.20 g, 21.10 mmol). After 2 h, to it, saturated aqueous NH,
Cl1 (20 mL) was added slowly at 0°C, and the reaction mixture was extracted with
EtOAc (2 x 50 mL). The EtOAc solution was dried over anhydrous Na,SOy, filtered,
and evaporated to dryness under reduced pressure. The residue was purified by MPLC

on silica gel using EtOAc and hexane as eluent to give
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3-(2,2-diethoxyethylamino)benzonitrile (0.86 g, 17%) as a light orange oil. 'H NMR
(400 MHz, CDCls): 6 7.22 (W, 1 H, J=17.8,0.6 Hz), 6.97 (m, 1 H), 6.84-6.81 (m, 2 H),
4.67 (t, 1 H, J = 5.4 Hz), 3.77-3.69 (m, 2 H), 3.61-3.53 (m, 2 H),324 (d,2H,J= 5.6
Hz), 1.24 (t, 6 H, J = 7.0 Hz).

To a stirred solution of 3-(2,2-diethoxyethylamino)benzonitrile (0.84 g, 3.59 mmol)
in anhydrous DMF (5 mL) at 0°C was added NaH (0.10 g, 4.30 mmol) portionwise.
After 20 min, Mel (0.61 g, 4.30 mmol) was added, and the mixture was stirred at room
temperature for 6 h. The reaction mixture was cooled to 0°C, and to it, aqueous NH,Cl
(10 mL) solution was added dropwise. The aqueous mixture was extracted with CHCl,
(2 x 30 mL), and the organic phase was dried over anhydrous Na,SO,, filtered, and
evaporated to dryness under reduced pressure. The residue was purified by MPLC on
silica gel using a mixture of EtOAc and hexane as eluent to give
3-((2,2—diethoxyethy1)(methyl)amino)benzonitrile (0.65 g, 73%) as a viscous liquid. 'H
NMR (400 MHz, CDCL): 6 7.28-7.24 (m, 1 H), 6.96-6.93 (m, 3 H), 4.60(t, 1 H, J =
5.2 Hz), 3.76-3.69 (m, 2 H), 3.55-3.47 (m, 2 H), 3.46 (d,2H,J=5.2 Hz), 3.02 (s, 3
H), 1.20 (t, 6 H, J = 7.0 Hz).

To a stirred solution of 3—((2,2-diethoxyethyl)(methyl)amino)benzonitrile (0.65 g,
2.61 mmol) in anhydrous dioxane (6 mL) at 0°C was added 1 N HCI (4.30 mmol)
dropwise, and the mixture was stirred at room temperature for 1 h. The reaction
mixture was cooled to 0°C, neutralized with aqueous NaHCO, solution, and extracted
with CHCl, (2 x 30 mL). The CHCl, solution was dried over anhydrous Na,SOy,
filtered, and evaporated to dryness under reduced pressure to give the titled compound
(0.24 g, 52%) as a viscous liquid, which was used for the next step without further pu-
rification. 'H NMR (400 MHz, CDCL;): 6 9.74 (t, 1 H, J = 0.8Hz), 7.29 (ddd, 1 H,J =
8.8,7.4,0.8 HZ),7.02 (ddd, 1 H,/=7.4,0.8, 1.2 Hz), 6.86 (dd, 1 H, J=2.4, 1.2 Hz),
6.82 (ddd, 1 H, J=8.8,2.4, 1.2 Hz) 4.14 (d, 2 H,J=0.8 Hz), 3.10 (s, 3 H).

Preparative Example 27

Preparation of 2—((2-ﬂuorophenyl)(methyl)amino)acetaldehyde (a compound of the
formula (IX) wherein R® = 2-fluoro, X = NMe). This compound was prepared by the

'~ following 3 steps started with commercially available 2-fluoroaniline.

A stirred mixture of 2-fluoroaniline (2.00 g, 17.90 mmol), bromoacetaldehyde
dimethyl acetal (3.25 mL, 21.40 mmol), and Cs,COs (11.70 g, 35.80 mmol) in
anhydrous DMF (10 mL) was heated to 120°Covernight. The reaction mixture was
evaporated to dryness under reduced pressure, and the residue was extracted with E,O
(2 x 150 mL). The Et,O solution was washed with water (4 x 50 mL) and brine (2 x 50
mL), dried over anhydrous MgSOs, filtered, and evaporated to dryness under reduced
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pressure. The residue was purified by MPLC on silica gel using a mixture of EtOAc

and hexane as eluent to give N-(2,2-diethoxyethyl)-2-fluoroaniline(2.00 g, 49%) as a
colorless oil. 'H NMR (400MHz, CDCl,): 8 7.03-6.95 (m, 2 H), 6.82-6.77 (m, 1 H),

6.71-6.65 (m, 1 H), 4.72 (t, 1 H, J= 5.6 Hz), 3.78-3.71 (m, 2 H), 3.62-3.54 (m, 2 H),
3.29(d, 2 H, J= 5.6 Hz), 1.26-1.22 (m, 6 H).

To a stirred solution of N-(2,2-diethoxyethyl)-2-fluoroaniline (1.00 g, 4.40 mmol) in
anhydrous DMF (10 mL) at 0°C was added NaH (0.16 g, 6.60 mmol) portionwise.
After 30 min, Mel (0.5 mL, 8.80 mmol) was added, and the mixture was stirred at
room temperature overnight. The reaction mixture was extracted with EtOAc (2 x 100
mL), and the EtOAc solution was washed with water (50 mL) and brine (50 mL), dried
over anhydrous Na,SQ,, filtered, and evaporated to dryness under reduced pressure to
give N-(2,2-diethoxyethyl)-2-fluoro-N-methylaniline (0.41 g, 38%) as a colorless oil. !
H NMR (400 MHz, CDCls): 8 7.05-6.96 (m, 3 H), 6.83-6.81 (m, 1 H), 4.69 (t, 1 H, J=
5.2 Hz), 3.72-3.64 (m, 2 H), 3.55-3.49 (m, 2 H), 3.33 (dd, 2 H, J= 5.2, 1.2 Hz), 2.97 (s,
3 H), 1.19-1.53 (m, 6 H).

To a stirred solution of N-(2,2-diethoxyethyl)-2-fluoro-N-methylaniline (0.40 g, 1.60
mmol) in 1,4-dioxane (5 mL) at 0°C was added 2.5 N HCI (5§ mL) dropwise, and the
mixture was stirred at room temperature overnight. The reaction mixture was cooled to
0°C, neutralized with saturated NaHCO; solution, and extracted with CHCl; (2 x 50
mL). The CHC], solution was washed with water (20 mL) and brine (20 mL), dried
over Na,SO,, filtered, and evaporated to dryness under reduced pressure to give the
titled compound (0.27 g, 98%) as a colorless oil, which was used for next step without
further purification. 'H NMR (400 MHz, CDCl;): 6 9.80 (dd, 1 H, J=2.4, 1.2 Hz),
7.07-6.89 (m, 4 H), 3.91 (dd, 2 H, J= 1.8, 0.8 Hz), 2.97 (s, 3 H).

Practice Example 1

Preparation of N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H
-imidazol-2-yl)methyl)-3-vinylaniline (Example 37)
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To a stirred solution of 4-([1,2,4]triazolo[1,5-a
]pyridin-6-yl)-5—(6-methylpyridin—2-y1)-1H-imidazole-2—carba1dehyde (4.00 g, 13.14
mmol) in 1,2-dichloroethane (240 mL) were added 3-vinylaniline (2.36 g, 19.71 mmol)
and AcOH (0.79 g, 13.14 mmol), and the mixture was heated at 80°C for 2 h. The
reaction mixture was cooled to 0°C and, to it, was added NaBH(OAc); (5.56 g, 26.20
mmol). The mixture was stirred at 40°C overnight, and then the pH of the reaction
mixture was adjusted to 7-8 at 0°C with 10% K,CO, solution. The reaction mixture
was extracted with 5% MeOH in CHCl; (2 x 200 mL), and the organic phase was dried
over anhydrous Na,SO,, filtered, and evaporated to dryness under reduced pressure.
The residue was purified by MPLC on silica gel using a mixture of MeOH and CH,Cl,
(1:19 (v/v)) as eluent to give the titled compound (2.89 g, 63%) as a solid. 'H NMR
(400 MHz, CDCl,) & 10.59 (br's, 1 H), 8.94 (s, 1 H), 8.37 (s, 1 H),7.81(d, 1 H,J=9.2
Hz), 7.77 (d, 1 H,J=9.2 Hz), 7.45 (t, 1 H, J = 7.8 Hz), 7.20 (br d, 1 H, overlapped, J
=7.6 Hz), 7.15 (t, 1 H, overlapped, J = 7.8 Hz), 7.00 (d, 1 H, J=8.0Hz), 6.86 (d, 1 H,
J=17.6 Hz), 6.75 (t, 1 H, J= 2.0 Hz), 6.63 (dd, 1 H, overlapped, J = 17.6, 10.8 Hz),
6.61 (dd, 1 H, overlapped, J = 8.0, 2.0 Hz), 5.69 (dd, 1 H, J=17.6, 0.8 Hz), 5.21 (dd, 1
H, J = 10.8, 0.8 Hz), 4.55 (s, 2 H), 4.39 (brs, 1 H), 2.51 (s, 3 H); MS (ESI) m/z 408.21
(MH~).

Practice Example 2

Preparation of N-((4-([1,2,4triazolo[1,5-alpyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H
-imidazol-2-yl)methy!)-3-vinylaniline hydrochloride (Example 38)

A stirred suspension of N-((4-([1,2,4]triazolo[1,5-a
Ipyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H -imidazol-2-yl)methyl)-3-vinylaniline (1.00
g, 2.45 mmol) in anhydrous CHCI; (12 mL) was heated at 50°C to give a clear
solution. The CHCI, solution was cooled to 0°C and, to it, was added 1.0 M HCl in Et
O (7.36 mL, 7.36 mmol). After 5 min, the precipitates were filtered under N, and dried
thoroughly over P,Osin vacuo to give the titled compound (1.07 g, 98%) as a yellow
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powder. 'H NMR (400 MHz, DMSO-ds) 6 9.49 (dd, 1 H, J = 1.6, 0.8 Hz), 8.65 (s, 1
H), 7.97 (dd, 1 H, J =9.2, 0.8 Hz), 7.86 (dd, 1 H, overlapped, J =9.2, 1.6 Hz), 7.85 (t,
1 H, overlapped, J=7.8 Hz), 7.65 (d, 1 H, /= 8.0 Hz), 7.38 (d, 1 H, / = 7.6 Hz), 7.12
(t,1H,/=7.8Hz),691(, 1H,/=16Hz),6.79(d,1H,/=7.6Hz),6.71 (dd, 1 H, J
=8.0, 1.6 Hz), 6.64 (dd, 1 H, J=17.6, 11.2 Hz), 5.80 (dd, 1 H, /= 17.6, 0.8 Hz), 5.20
(dd, 1 H,J=11.2,0.8 Hz), 4.79 (s, 2 H), 2.51 (s, 3 H).

Practice Example 3

Preparation of N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H
-imidazol-2-yl)methyl)-3-vinylaniline sulfate (Example 39)

To a stirred suspension of N-((4-([1,2,4]triazolo[1,5-a
Ipyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1 H-imidazol-2-yl)methyl)-3-vinylaniline (100
mg, 0.25 mmol) in anhydrous EtOH (2 mL) at 0°C was added 10% H,SO, in
anhydrous EtOH (0.20 mL, 0.37 mmol). The mixture was allowed to warm to room
temperature and stirred for 10 min. The reaction mixture was diluted with anhydrous
Et,0 (8 mL) and stirred for an additional 10 min. The precipitates were filtered under
N,, washed with anhydrous Et,O (4 x 4 mL), and then dried thoroughly over P,0Osin
vacuo to give the titled compound (79 mg, 64%) as a yellow solid. 'H NMR (400
MHz, DMSO-ds) 6 9.40 (dd, 1 H, /= 1.6, 0.8 Hz), 8.63 (s, 1 H), 7.98 (dd, 1 H, /=9.2,
0.8Hz),7.84 (t, 1 H,J=8.0Hz),7.76 (dd, 1 H,/=9.2, 1.6 Hz),7.43 (d,1 H,J=7.6
Hz),7.40 (d, 1 H,J=8.0Hz),7.13 (t, 1 H, /= 7.8 Hz), 6.80 (brs, 1 H), 6.79 (d, 1 H,
overlapped, J = 7.6 Hz), 6.64 (dd, 1 H, overlapped, J = 17.6, 11.2 Hz), 6.63 (dd, 1 H,
overlapped, J = 7.6,2.0 Hz), 5.74 (dd, l H, J=17.6, 0.8 Hz), 5.21 (dd, 1 H, /= 11.2,
0.8 Hz), 4.68 (s, 2 H), 2.58 (s, 3 H).

Practice Example 4

Preparation of 3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H
-imidazol-2-yl)methylamino)-4-((dimethylamino)methyl)benzonitrile (Example 116)
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CN

To a stirred solution of 4-((1,2,4)triazolo(1,5-a
)pyridin—6—yl)-5-(6—methylpyridin—2—yl)—1H-imidazole-2—carba1dehyde (0.50 g, 1.64
mmol) in 1,2-dichloroethane (30 mL) were added
3-amino-4-((dimethylamino)methyl)benzonitrile (0.43 g, 2.46 mmol) and AcOH (0.20
g, 3.29 mmol), and the mixture was heated at 80°C overnight. The reaction mixture
was concentrated under reduced pressure, and the residue was dissolved in anhydrous
MeOH (30 mL). To a methanolic solution at 0°C was added NaBH, (0.25 g, 6.57
mmol), and then the mixture was allowed to warm to room temperature and stirred for
an additional 3 h. The pH of the reaction mixture was adjusted to 7-8 at 0°C with 1 N
HCl, and then MeOH was removed under reduced pressure. The aqueous mixture was
extracted with CH,CL, (2 x 50 mL), and the CH,Cl, solution was dried over anhydrous
Na,SO.,, filtered, and evaporated to dryness under reduced pressure. The residue was
purified by MPLC on silica gel using a mixture of MeOH and CH,Cl, (1:19 (v/v)) as
eluent to give the titled compound (0.60 g, 79%) as a white solid. '"H NMR (400 MHz,
CDCLs)  8.99 (s, 1 H), 8.36 (s, 1 H), 7.86 (dd, L H, J = 9.2,1.6Hz),7.78 (dd, 1 H, J =
9.2, 0.8 Hz), 7.47 (t, 1 H, J = 7.6 Hz), 7.23 (br d, 1 H, J = 7.6 Hz), 7.09(d, 1H,J=17.6
Hz),7.01 (d, 1 H, J = 7.6 Hz), 6.98 (dd, 1 H, J=7.6, 1.6 Hz), 6.93 (brs, 1 H), 4.59 (s,
2 H), 3.63 (s, 2 H), 2.53 (s, 3 H), 2.33 (s, 6 H); MS (ESI) m/z 464.23 (MH*).

The compounds listed in the following Table 1 were prepared in an analogous -
manner to those described in the Practice Examples 1-4 above. The mass spectroscopy
data of these compounds are included in the Table 1.
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[Table 1]

MS (ESI)

Example Structure 'H NMR (ppm) miz
(MH")

(400 MHz, CDCl;) 5 10.43 (br s, 1 H), 8.96
(s, TH), 837 (s, 1H),7.82(dd. 1H, =92,
1.6 Hz), 7.77 (dd, 1 H, J = 9.2, 0.8 Hz), 7.45
(t, 1 H, J=7.6Hz), 7.25-7.19 (m, 3 H), 7.01
(d.1H, J=76Hz),680(t 1H, J=8.0,12
Hz), 6.74-6.72 (m, 2 H), 4.85 (s, 2 H), 2.53
(s, 3H)

382.19

(400 MHz, CDCly) & 11.34 (br s, 1 H), 8.96
(dd, 1 H, J= 1.6, 0.8 Hz), 8.35 (s, 1 H), 7.81
(dd, 1H, J=92 1.6 Hz), 774 (dd, 1H, J =
9.2, 0.8 Mz), 7.45 {t, 1 H, J = 7.6 Hz), 7.23 | 400.18
(d, 1 H, J=7.6 Hz), 6.97-6.90 (m, 2 H), 6.94
(dd, 1 H, J=80, 12 Hz), 6.72 (td, 1 H, J =
8.4, 1.6 Hz), 6.69-6.63 (m, 1 H), 4.51 (s, 2
H), 2.35 (s, 3 H).

(400 MHz, DMSO-dg) 6 8.44 (d, 1 H, /= 0.8
Hz), 862 (s, 1 H), 7.96 (dd, 1H, /=8.2,0.8
Hz), 7.83 (t, 1 H, J=8.0 Hz), 7.80 (dd, 1 H, J
=92,16Hz), 753 (d, 1H, J=80Hz), 7.38
(d, 1H, J=7.6Hz), 7.10 (ddd, 1 H, J = 12.0,
8.0, 1.2 Hz), 7.01 (td, 1 H, J = 7.6, 1.2 Hz),
6.88 (brt, 1 H, J= 8.6 Hz), 6.70-8.64 (m, 1
H), 4.75 (s, 2 H), 2.54 (s, 3 H)

(400 MHz, DMSO-ds) & 9.40 (dd, 1 H, J =
2.0, 0.8 Hz), 8.64 (s, 1 H), 7.99 (dd, 1 H, J =
9.2, 0.8 Hz), 7.85 (t, 1 H, J = 8.0 Hz), 7.77
(dd, 1 H, J = 9.2, 2.0 Hz), 7.42 (pseudo t, 2
H, J=7.4 Hz), 7.11 (ddd, 1 H, J = 12.0, 8.0,
1.2 Hz), 7.02 (td, 1 H, J = 7.6, 1.2 Hz), 6.82
(td, 1 H, J = 8.0, 1.2 Hz), 6.71-6.65 (m, 1 H),
4.73 (s, 2 H), 2.59 (s, 3 H)

(400 MHz, CDCl) 5 8.94 (t, 1 H, J = 1.4 Hz),
8.36 (s, 1 H), 7.79 (dd, 1 H, J = 9.2, 1.6 Hz),
7.75 (dd, 1H, /= 9.2, 0.8 Hz), 7.46 (t, 1 H, J
= 78Hz), 723 (d, 1 H, J = 8.0 Hz), 7.13-
7.07 (m, 1 H), 7.01 (d, 1 H, J = 7.6 Hz), | 400.19
6.47-6.41 (m, 2 H), 6.37 (dt, 1 H, J = 88,
2.4 Hz), 4.49 (s, 2 H), 2.49 (s, 3 H)

TABLE 1-continued

[0410]
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MS (ES)
Example Structure 'H NMR (ppm) miz
(MH")

(400 MHz, CDCl3) & 8.95 (dd, 1 H, J = 16,
1.2 Hz), 8.37 (5. 1 H), 7.80 (dd, 1 H, J= 9.2,
16 Hz), 7.76 (dd, 1 H, J = 9.2, 1.2 Hz), 7.46
(t, 1H J=7.6Hz),7.23(d, 1 H, J=T76Hz2)
7.01(d, 1 H, J = 7.6 Hz), 6.92-6.88 (m, 2 H),
6.65-6.62 (m, 2 H), 4.49 (s, 2 H), 2.51 (s, 3
H)

400.19

(400 MHz, COCl5) 5 8.96 (br s, 1 H), 8.38 (s,
1 H), 7.82 (dd, 1 H, J = 92, 1.6 Hz), 7.78
(dd, 1 H, J =92, 08 Hz), 747 (¢ 1 H, J=
7.6 Hz), 7.24 (d, 1 H, J = 7.6 Hz), 7.02 (dd, 1
H J =76, 04 Hz), 6.94-6.88 (m, 1 H),
6.60-6.51 (m, 2 H), 4.71 (br s, 1 H), 4.58 (d,
2H, J=36Hz).2.51 (s, 3H)

418.18

(400 MHz, CDCh) 5 8.94 (t, 1 H, J = 1.4 Hz),
8.38 (s, 1 H), 7.81 (dd, 1 H, overlapped, J =
9.2, 1.6 Hz), 7.78 (dd, 1 H, overlapped, J =
9.2, 1.2 Hz), 747 (t, 1 H, J = 7.8 Hz), 7.24 418.18
(d.1H, J=80Hz),7.03(d, 1H,J=76Hz),
7.04-6.95 (m, 1 H), 8.52 (ddd, 1H, J=12.4,
6.8, 2.8 Hz), 6.42-6.37 (m, 1 H), 448 (s, 2
H), 2.55 (s, 3 H)

F (400 MHz, CDCl3) 5 8.94 (¢, 1 H, J = 1.2 Hz),
8.38 (s, 1 H), 7.81 (dd, 1 H, overlapped, J =
9.2, 1.6 Hz), 7.79 (dd, 1 H, overlapped, J =
92, 12 Hz), 747 {t, 1H, J=78Hz), 7.24
(d,1H,J=80Hz),7.03(d, 1H, J=T7.6Hz)
6.24-6.19 (m, 3 H), 4.71 (br s, 1 H), 4.50 (s,
2H),2.55(s,3H)

418.18

(400 MHz, CDCla) 5 8.97 (br s, 1 H), 8.37 (s,
1 H), 7.82 (dd, 1 H, J = 9.2, 1.6 Hz), 7.77
(dd. 1H, J=9.2 10Hz), 746 (t, 1H, J=
7.6 Hz), 7.29 (dd, 1 H, J = 7.6, 1.6 Hz), 7.23
(brd, 1H,J=7.6Hz), 7.14 (td, 1H, J= 8.4,
1.6 Hz), 7.01 (dd, 1 H, J= 7.6, 0.4 Hz), 6.75 | 416.16
(dd, 1 H, J=88, 1.4 Hz), 6.72 (td, 1H, J =
8.4, 1.6 Hz), 5.01 (br s, 1 H), 4.60 (brs, 2 H),
2.50 (s, 3 H)

10

TABLE 1-continued
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MS (ESH)
Example Structure H NMR (ppm) miz
(MH")

(400 MHz, DMSO-dg) d 9.43 (s, 1 H), 8.61
(s, 1H),7.95(dd, 1H, J= 9.2, 0.8 Hz), 7.82
(t, 1 H, overlapped, J = 7.8 Hz), 7.81 (dd, 1
H, overlapped, J = 8.2, 2.0 Hz), 7.49 (d, 1 H,
J=80Hz), 736(d 1H, J=786Hz), 7.32
(dd, 1H, J=7.8,14Hz), 717 (td, 1 H, J =
8.4, 1.2 Hz), 6.87 (dd, 1 H, J = 8.4. 1.2 Hz),
6.69 (td, 1 H, J= 7.8, 1.4 Hz), .15 (br s, 1
H), 4.76 (s. 2 H), 2.55 (s, 3 H)

"

(400 MHz, CDCl) 5 8.95 (t, 1 H, J = 1.6 Hz),
8.37 (s, 1 H), 7.81 (dd, 1 H, J = 9.2, 1.6 H2),
7.77(dd, 1H, J=9.2, 1.2 Hz), 7.47 (t, 1H, J
=7.8Hz),7.24 (d, 1H,J=80Hz), 7.10(t, 1| 416.16
H,J=8.0Hz),7.02(d, 1H,J=7.6Hz), 6.75
(ddd. 1 H, J = 8.0, 2.0, 0.8 Hz), 6.69 (¢, 1 H,
J=20Hz), 657 (ddd, 1 H, J=8.0,2.4,08
Hz), 4.51 (s, 2 H), 2.52 (s, 3 H)

12

(400 MHz, DMSO-d;) 5 9.45 (dd, 1 H, J =
1.6, 0.8 Hz), 8.63 (s, 1 H), 7.97 (dd, 1 R, J =
9.2, 0.8 Hz), 7.85 (t, 1 H, J = 8.0 Hz), 7.81
(dd, 1 H,J=9.2 16 Hz), 756 (d, TH, J =
8.4 Hz), 7.39 (d, 1 H, J = 7.6 Hz), 7.15 (¢, 1
H, J = 80 Hz), 880 (t, 1 H, J = 2.2 Hz),
8.71-6.65 (m, 2 H), 4.71 (s, 2 H), 2.54(s.3
H)

13

(400 MHz, CRCI3) 6 8.95 (t, 1 H, /= 1.4 Hz),
8.38 (s, 1 H), 7.81 (dd, 1 H, overlapped, J =
9.2, 1.4 Hz), 7.78 (dd, 1 H, overlapped, J =
92 12Hz), 747 (t, 1 H, J =76 Hz), 7.23
(brd, 1H, J=76Hz) 7.16 (m, 2 H), 7.02
(brd, 1H, J=7.6Hz), 6.65(m, 2 H),4.51 (s,
2 H),2.54 (s, 3H)

14 416.16

(400 MHz, CDCl3) 6 11.02 (br s, 1 H), 8.97
(8, 1H), 836 (s, 1H) 7.81(dd, tH J=
9.2, 1.6 Hz), 7.75 (dd, 1 H, J = 9.2, 0.8 Hz),
746 (t,1H,J=80Hz),724(d,1H J=8.0
Cl Hz), 7.03 (t, 1 H, overlapped, J = 8.0 Hz),
7.00 (d, 1 H, overlapped, J = 8.0 Hz), 6.85
(dd, 1 H, J=8.0, 1.6 Hz), 6.63 (dd, 1 H, J=
8.0, 1.6 Hz), 5.15 (t, 1 H, J = 5.6 Hz), 4.57
(d,2H,J=56Hz), 243 (s, 3H)

15 450.12

TABLE 1-continued
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Example

Structure

'H NMR (ppm)

™S (ESI) |
mfz
(MH")

16

(400 MHz, CDCl;) 58.94 (1, 1 H, J= 1.2 Hz),
8.37 (s, 1 H), 7.80 (dd, 1 H, overlapped, J =
9.2, 1.6 Hz), 7.77 (dd, 1 H, overlapped, J =
9.2, 1.2 Hz), 7.4T {t, 1 H, J = 8.0 Hz), 7.24
(brd,1H,J=80Hz),7.20(d, 1H J= 8.8
Hz),7.03(d, 1H, J=8.0Hz), 6.77(d, 1H,
J =28 Hz), 6.53 (dd, 1 H, J = 8.8, 2.8 Hz),
4.47 (s, 2 H), 2.51 (s, 3 H)

450.12

17

(400 MHz, COClyCDsOD) & 8.90 (s, 1 H),
8.24 (s, 1 H), 7.71 (dd, 1 H, J= 9.2, 1.6 Hz),
7.64 (dd, 1 H, J = 9.2, 0.8 Hz), 7.45 (1, 1H, J
= 7.6 Hz), 7.16 (br d, 1 H, J = 7.6 Hz), 6.99
(d.1H,J=T78Hz), 657 (t, 1 H,J= 1.6 HZ),
6.51 (d, 2 H, J = 1.6 Hz), 4.36 (s, 2 H), 2.45
(s, 3H)

450.12

18

(400 MHz, CDCl3) & 10.94 (br s, 1 H), 8.97
(brs, 1H), 8.36 (s, 1 H),7.82(d, 1H,J=9.2
Hz), 7.75 (d, 1 H, J = 9.2 Hz), 745 (, 1 H,
overlapped, J = 7.8 Hz), 7.43 (dd, 1 H, J =
8.0, 1.6 Hz), 721 (d, 1 H, J = 8.0 Hz), 7.16
(td, 1 H, J=84,12Hz),699(d 1H J=
7.6 Hz), .71 (dd, 1 H, J = 8.4, 1.2 Hz), 6.63
(td, 1H,J=80,16Hz),4.9(t 1H J=586
Hz), 4.57 (d, 2 H, J = 5.6 Hz), 2.44 (s, 3 H)

460.11

19

(400 MHz, DMSO-dy) & 9.43 (dd, 1 H. J =
1.6, 0.8 Hz), 8.62 (s, 1 H), 7.96 (dd, 1 H, J =
9.2, 0.8 Hz), 7.83 (t, 1 H, J = 7.6 Hz), 7.80
(dd, 1 H, J=92 16 Hz), 7.50 (d, 1H,J =
7.6 Hz), 7.48 (dd, 1 H, J = 8.0, 1.6 Hz), 7.37
d 1H J=76Hz), 721 (td, 1 H, J=78,
1.6 Hz), 6.87 (dd, 1 H, J = 8.0, 1.2 Hz), 6.83
(td, 1 H, J = 7.6, 1.2 Hz), 6.04 (br s 1 H),
4.78 (s, 2 H), 2.55 (s, 3 H)

20

Br

(400 MHz, CDCl3) 5 8.89 (br s, 1 H), 8.30 (s,
1 H), 7.75(dd, 1 H, J=9.2, 1.6 Hz), 7.69 (d,
1H,J=9.2Hz), 744 (brt, 1 H, J=T76Hz),
7.42(brd.1H,J=76Hz),7.00(d 1H,J=
8.0 Hz), .87 (t, 1 H, overlapped, J = 8.0
Hz), 6.82-6.78 (m, 2 H), 6.58 (ddd, 1 H, J =
8.2,2.4,0.8 Hz), 4.41 (s, 2 H),2.49 (s, 3 H)

460.11

TABLE 1-continued
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MS (ESI)
Example Structure 'H NMR (ppm) miz
(MH")

(400 MHz, DMSO-dg) 5 9.44 (d, 1H, J =08
Hz), 8.61 (5, 1 H), 7.95 (dd, 1 H, /= 9.2,08
Hz), 7.83 (t, 1H, J = 7.8 Hz), 7.82 (dd, 1 H, J
=92, 1.6 Hz), 7.50 (d, 1 H, J = 8.0 Hz), 7.37
(d. 1H,J=76Hz), 7.08 (t, 1 H, J= 8.0 Hz),
6.94 (t 1 H, J = 2.0 Hz), .79 (ddd, 1 H, J =
7.6, 2.0, 0.8 Hz), 6.71 (ddd, 1 H, J = 8.4, 2.0,
0.8 Hz), 4.63 (s, 2 H), 2.55 (s, 3 H)

21

(400 MHz, CDCl3) & 8.94 (br s, 1 H), 8.38 (s,
1H),7.82-7.77 (m, 2 H), 748 (t, 1 H, J= 7.6
Hz), 7.29 (m, 2 H), 7.21 (d, 1 H, J = 7.6 Hz),
7.02(d, 1 H, J = 7.6 Hz), 6.61 {m, 2 H), 4.51
(s, 2 H), 4.44 (brs, 1 H), 2.54 (s, 3 H)

22 460.11

{400 MHz, CDCl3) 8 8.97 (s, 1 H), 8.37 (s. 1
H), 7.83 (dd, 1 H, J=9.2, 1.6 Hz), 7.78 (dd,
1H,J=92,08Hz),746( 1H,J=78
Hz), 723 (ord, 1H, J=76Hz), 7.14 (1, 1 H,
overlapped, J = 8.0 Hz), 712 (d, 1 H,
overlapped, J=7.6 Hz), 7.01 (d, 1 H, J=8.0
Hz), .76 (td, 1 H, J =7.6, 0.8 Hz), 6.69 (d, 1
H, J = 7.6 Hz), 4.61 (s, 2 H), 2.54 (s, 3 H),
2.26 (s, 3 H)

23 396.21

(400 MHz, CDCly) 5 8.96 (dd, 1 H, J = 1.6,
1.2 Hz), 8.37 (s,1 H), 7.82 (dd, 1 H, J = 9.2,
1.6 Hz), 7.78 (dd, 1 H, J = 9.2, 1.2 Hz), 7.46
(t 1H J=78Hz), 7.22 (brd, 1 H, J =80
Hz), 711 (t 1H, J = 7.8 Hz), 7.01 (d, 1 H, J
=76 Hz), 663 (dt, 1 H, J = 7.6, 0.8 Hz),
6.57-6.53 (m, 2 H), 4.55 (s, 2 H), 2.54 (s, 3
H), 2.29 (s, 3 H)

24 396.21

(400 MHz, DMSO-dg) & 9.45 (dd, 1 H, J =
1.6, 0.8 Hz), 8.63 (s, 1 H), 7.97 (dd, 1 H, J =
9.2, 0.8 Hz), 7.83 (t, 1 H, J = 8.0 Hz), 7.8
(dd, 1H, J=0.2, 1.6 Hz), 7.56 (d, 1 H, J =
8.0 Hz), 7.37 (d, 1 H, J = 8.0 Hz), 7.02 (t, 1
H, J = 7.8 Hz), 6.50 (s, 1 H), 6.54 (dd, 1 H, J
= 8.0, 2.0 Hz), 649 (d, 1 H, J = 7.6 Hz), 4.59
(s, 2 H), 2.52 (s, 3H), 2.21 (s, 3 H)

25

TABLE 1-continued
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MS (ESI)
Example Structure H NMR (ppm) miz
(MH")

(400 MHz, CDCl,) 5 8.96 (1, 1 H, J=1.2Hz),
8.37 (s, 1H), 7.82(d d, 1H, /=92, 1.6 Hz),
7.77(dd, 1 H,J=9.2,08Hz), 745{, 1 H, J
= 7.8 Hz), 7.22 (brd, 1 H, J = 8.0Hz), 7.03
(m, 2 H), 7.02 (d, 1 H, overlapped, J = 7.6
Hz), .65 (m, 2 H), 4.53 (s, 2 H), 253 (s, 3
H), 2.25(s, 3 H)

26 396.21

(400 MHz, CDCls) 5 B.97 (s, 1 H), 8.37 (s, 1
H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.78 (dd,
1H,J=82 08Hz),745¢ 1 H J=78
Hz), 7.22 (brd, 1 H, J=7.6 Hz), 7.03 (t, 1 H,
overlapped, J = 7.8 Hz), 7.02 (d, 1 H,
overlapped, J=8.0Hz), 6.69(d, 1 H, J=78
Hz), 6.58 (d, 1 H, J = 8.0 Hz). 4.59 (s, 2 H),
2.54 (s, 3 H), 2.31 (s, 3H), 217 (s, 3H)

27 410.23

(400 MHz, CDCl3) 5 8.96 (d, 1 H, J =12
Hz), 8.37 (s, 1 H), 7.82 (9d, 1 H, J= 82,18
Hz), 7.77 (dd, 1 H, J = 9.2, 0.8 Hz), 745 (t. 1
H, J =76 Hz), 722 (brd. 1 H, J = 8.0 Hz),
7.00 (d, 1 H, J =76 Hz), 6.98 (d 1H, J=
8.0 Hz), .57 (d, 1 H, J = 2.4 Hz), 6.50 (dd, 1
H, J = 8.0, 2.4 Hz), 4.53 (s. 2 H), 2.54 (5, 3
H), 2.20 (s, 3 H), 2.16 (s, 3 H)

28 410.23

(400 MHz, CDCl3) § 8.95 (dd, 1 H, J = 1.6,
1.2 Hz), 8.36 (s, 1 H), 7.79 (dd, 1 H, J= 9.2,
1.6 Hz), 7.74 (dd, 1 H, J= 9.2, 1.2 Hz), 7.45
(t 1 H J=7.8Hz),722(d, 1H, J=80Hz), | 41023
6.99 (d, 1 H, J = 7.6 Hz), 6.44 (br s, 1 H),
6.31 (s, 2 H), 4.49 (s, 2 H), 2.48 (s, 3 H),
2.21 (s, 6 H)

29

(400 MHz, CDCl3) 5 8.97 {br s, 1 H), B.37 (s,
1 H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.78
(dd, 1H, J=92 08Hz), 746 (¢ 1H J=
>_/ 7.8 Hz), 7.23 (br d, 1 H, J = 7.6 Hz), 7.16—

711 (m, 2 H), 7.01 (d, 1 H, J = 7.6 Hz), 6.80 | 41023
¢d, 1H, J=786, 12 Hz), 6.71 (dd, 1 H, J =
8.4, 1.2 Hz), 460 (s, 2H), 260 (g, 2H J=
7.6 Hz), 2.52 (s, 3H), 1.32 (4, 3H, /=76
Hz)

30

TABLE 1-continued
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M3 (ESH)

Example Structure H NMR (ppm) miz
(MH*)

(400 MHz, CDCl,) 6 8.98 (d, 1 H, J = 1.2
Hz), 8.37 (s, 1H), 7.82 (dd, 1H, J= 902,16
Hz), 7.77 (dd, 1 H, J = 9.2, 1.2 Hz), 745 (t, 1
H, J=7.8 Hz), 7.22 (br d, 1 H, J = 8.0 Hz),
744t 1H,J=78Hz), 7.01(d, 1H, J=76| 41023
Hz), 6.66 (dd, 1 H, J = 7.6, 0.8 Hz), 6.58 {d,
1H J=20Hz) 6.55(dd, 1H, J=7.86,20
Hz), 4.55 (s, 2 H), 2.58 (q, 2 H, J = 7.6 Hz),
2.53 (s, 3H),1.21(t 3H, J=7.6 Hz)

M

(400 MHz, DMSO-ds) 8 9.45 (dd, 1 H, J =
1.6, 0.8 Hz), 8.63 (s, 1 H), 797 (dd, 1 H, J=
9.2, 0.8 Hz), 7.83 (t, 1 H, J = 8.0 Hz), 7.81
(dd, 1H, J=92,16Hz), 757 (d, 1H J=
8.0 Hz), 7.37 (d, 1 H, J = 8.0 Hz), 7.05 (t, 1
H, J = 7.6 Hz), 6.64 (d, 1 H, J = 16 Hz),
6.57-6.52 (m, 2 H), 4.71 (s, 2 H), 2.53 (s, 3
H), 250 (q,2H,J=76Hz), 1.14 (t, 3H, J=
7.6 Hz)

32

(400 MHz, CDCl;) 6 8.97 (brs, 1 H), 8.37 (s,
1 H), 782 (dd, 1 H, J =92 16 Hz), 7.76
(dd, 1H,J=92 08Hz),745( 1H, J=
7.8 Hz), 7.23 (br d, 1 H, overlapped, J = 8.0
Hz), 7.21 (dd, 1 H, overlapped, J = 7.6, 1.6
Hz), 7.12 (td, 1 H, J=7.6, 1.6 Hz), 7.00 (d, 1
H,J=7.6Hz),683((d 1H, J=76, 1.2 Hz),
6.71(dd, 1H, J=8.0, 1.2 Hz), 4.58 (s, 2 H),
3.00 (heptet, 1 H, J = 6.8 Hz), 2.50 (s, 3 H),
1.31(d, 6 H, J=68 Hz)

33 424.24

(400 MHz, CDCly) 5 8.96 (dd, 1 H, J = 1.4,
0.8 Hz), 8.35 (s, 1 H), 7.79(dd, 1 H, J= 9.2,
N ™™ 1.4 Hz), 7.73 (dd, 1 H, J = 9.2, 0.8 Hz), 7.44
<\ N 7 N HN (t, 1H, J=7.8Hz),7.21(d, 1H, J=76H2),
| Y 741 1H, J=78Hz), 699 (dd 1H J=
S N 7.8, 0.4 Hz), 6.67 (d, 1 H, J = 7.6 Hz), 6.57
ZN (t, 1 H, J=24Hz), 650 (ddd, 1 H, J = 8.0,
2.4, 0.8 Hz), 4.51 (s, 2 H), 2.80 (heptet, 1 H,
J=68Hz), 247 (s, 3H), 1.20 (d, 6 H, J =
8.8 Hz)

424 .24
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Structure

'H NMR (ppm)

MS (ESI) |
miz
(MH")

35

(400 MHz, CDCl,) 5 8.96 (t, 1 H, J = 1.2 Hz),
8.36 (s, 1 H), 7.81 (dd, 1 H, J=9.2, 1.6 H2),
7.75(d,1H,J=92Hz),744(t 1H J=78
Hz), 7.21(d, 1 H, J = 8.0 Hz), 7.08 (m, 2 H),
6.99 (d. 1 H, J= 7.6 Hz), 6.64 (m, 2 H), 4.50
(s, 2 H), 2.80 (heptet, 1 H, J = 6.8 Hz), 2.48
(s,3H),1.19(d. 6 H, J= 6.8 Hz)

424.24

36

(400 MHz, CDCl;) 5 8.96 (br s, 1 H), 8.35 (s,
1H), 780 (dd, 1 H, J = 9.2, 16 Hz), 7.73
(dd, 1H, J=9.2 08Hz), 744, 1H J=
7.8 Hz), 7.28 (dd, 1 H, J = 7.6, 1.2 Hz), 7.22
(brd, 1H,J=80Hz),715(1d. 1 H, J=T7.38,
1.2 Hz), 899 (d, 1 H, J = 7.6 Hz), 6.79 (dd,
1H, overlapped, J = 17.2, 11.2 Hz), 6.78 (td,
1 H, overlapped, J = 7.6, 0.8 Hz), 6.68 (dd, 1
H, J = 8.2, 1.0 Hz), 562 (dd, 1 H, J=17.2,
1.4 Hz), 5.34 (dd, 1 H, J = 112, 1.4 Hz),
4,53 (s,2H) 245 (s, 3H)

408.21

37

(400 MHz, CDCl3) & 10.59 (br s, 1 H), 8.94
(s, 1H), 837 (s, 1H),781(d 1H J=92
Hz), 7.77 (d, 1 H, J=92H2), 745, 1H, J
= 7.8 Hz), 7.20 (br d, 1 H, overlapped, J =
7.8 Hz), 7.15 (&, 1 H, overlapped, J = 7.8
Hz), 7.00(d, 1 H, J=8.0 Hz), 6.86(d, 1 H, J
=76 Hz), 6.75 (t, 1 H, J = 2.0 Hz). 6.63 (dd,
1 H, overlapped, J = 17.6, 10.8 Hz), 6.61
(dd, 1 H, overlapped, J = 8.0, 2.0 Hz), 5.69
(dd, 1 H, J=17.6,0.8Hz), 521 (dd, 1 H, J=
10.8, 0.8 Hz), 4.55 (s, 2 H), 4.39 (br s, 1 H),
2.51(s,3H)

408.21

38

(400 MHz, DMSO-dg} 6 9.48 (dd, 1 H, J =
1.6, 0.8 Hz), 865 (s, 1 H), 7.97 (dd, 1 H, J =
9.2, 0.8 Hz), 7.86 (dd, 1 H, overlapped, J =
9.2, 1.6 Hz), 7.85 (t, 1 H. overlapped, J= 7.8
Hz), 7.65(d, 1H, J=8.0Hz), 7.38(d, 1H, J
=76Hz),712(t 1H, J=7.8Hz), 69 (t 1
H, J=1.6Hz),6.79(d, 1 H, J = 7.6 Hz), 6.71
(dd, 1 H, J=8.0, 1.6 Hz), 6.64 (dd, 1 H, J =
17.6, 11.2 Hz), 5.80 (dd, 1 H, J =176, 0.8
Hz), 5.20 (dd, 1 H, J= 11.2,0.8 Hz), 4.79 (s,
2H),251(s,3H)
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MS (ESI)
Example Structure H NMR (ppm) m/z
(MH*)
(400 MHz, DMSO-dg) 6 940 (dd, 1 H, J =
1.6, 0.8 Hz), 863 (s, 1H),7.98(dd, 1 H,J=
N Xy 9.2, 0.8 Hz), 7.84 (t, 1 H, J = 8.0 Hz), 7.76
<\ N (dd, 1H, /=92, 16Hz), 743 (d, 1H, J=
N-NF I N\>_H,N 7.6 Hz), 7.40 (d, 1 H, J = 8.0 Hz), 7.13 (t, 1
39 N N — H, J=7.8 Hz), 6.80 (brs, 1 H),6.79(d, 1 H,
| N H ®H;80, overlapped, J = 7.6 Hz), 6.64 (dd, 1 H,

overlapped, J = 17.8, 11.2 Hz), 6.63 (dd, 1
H, overlapped, J = 7.6, 2.0 Hz), 5.74 (dd, 1
H, J=17.6,0.8 Hz), 521 (dd, 1H, J = 11.2,
0.8 Hz), 4.68 (s, 2 M), 2.58 (s, 3 H)

(400 MHz, CDCly) 5 10.39 (br s, 1 H), 8.96
(s.1H) 8.37 (s, 1H),7.82(dd, 1H, J=9.2,
1.6 Hz), 7.78 (dd, 1 H, J = 9.2, 0.8 Hz), 7.45
(t, 1 H, J= 7.6 Hz), 7.28 (m, 2 H), 7.22 (br d,
1H J=76Hz),701(d 1H J=76Hz), | 40821
6.69 (m, 2 H), 6.61 (dd, 1 H, J = 17.6, 10.8
Hz), 5.55 (dd, 1 H, J = 17.6, 0.8 Hz), 5.05
(dd, 1 H, J = 10.8, 0.8 Hz), 4.56, (s, 2 H),
2.53 (s, 3 H)

40

(400 MHz, CDCl5) 6 8.94 (t, 1 H, J = 1.2 Hz),
8.35(s, 1 H), 7.77 (dd, 1 H, J= 9.2, 1.2 Hz),
7.72(d, 1 H, J= 9.2 Hz), 748 (t, 1 H, J= 7.8
Hz), 7.23(d, 1 H, J=8.0Hz), 7.07 {t 1H,
\\ |J=78H2).699(d 1H J=76 Hz) 6.86

(d,1H, J=76Hz), 6.73 (brs, 1 H), 6.61
(brd, 1 H, J = 8.0 Hz), 4.45 (s, 2 H), 2.98 (s,
1 H),2.42 (s, 3H)

41 406.18

(400 MHz, CDCl3) 6 8.98 (br s, 1 H), 8.37 (s,
1H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.78
(dd, 1H, J = 9.2, 0.8 Hz), 745 (t, 1 H, J =
7.6 Hz), 7.22 (br d, 1 H, J = 7.6 Hz), 7.00 (d,
1H, J=76Hz), 6.87 (td, 1H, J= 7.6, 1.6
Hz), 6.84 (dd, 1 H, J = 8.0, 1.6 Hz), 6.77 (td,
1H J=78, 1.6 Hz), 6.60 (dd, 1H, J= 7.8,
1.6 Hz), 4.58 (s, 2 H), 3.91 (s, 3 H), 2.53 (s,
3H)

42 412.21
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MS (ES))
Example Structure H NMR (ppm) miz
(MH")

(400 MHz, CDCl3) 5 8.95 (br s, 1 H), 8.37 (s,
1 H), 7.81 (dd, 1 H, J = 9.2, 1.6 Hz), 7.76
(@d, 1 H, J=92 08Hz), 745 (t 1 H, J=
76 Hz), 722 (d, 1 H, J = 7.6 Hz), 7.11 (1, 1| 412.21
H, J = 8.0 Hz), 7.01 (d, 1 H. J = 76 Hz),
6.36-6.31 (m, 2 H), 6.27 (¢, 1 H, J = 2.4 H2),
452 (s, 2 H), 3.75 (s, 3 H), 2.51 (s, 3H)

43

(400 MHz, CDCl3) & 8.96 (br s, 1 H), 8.37 (s,
1 H), 7.82 (dd, 1 H, J = 92, 16 Hz), 7.77
(dd, 1H, J=9.2 08 Hz), 745 (¢, 1 H, J =
7.8 Hz), 7.22 (br d, 1 H, J = 7.6 Hz), 7.01 (br
d. 1 H, J=8.0Hz), 6.80 {m, 2 H), 6.70 (m, 2
H), 4.50 (s, 2 H), 3.74 (s, 3 H), 2.53 (s, 3 H)

412.21

(400 MHz, CDCl3) 6 8.96 (brs, 1 H), 8.34 (s,
1H), 7.80 (dd, 1 H, J=982, 1.6 Hz), 7.72 (d,
1H,J=092Hz), 742 1H, J=786Hz),
720(brd, 1 H,J=76Hz),686(d 1H,J=
7.6 Hz), 6.88 (td, 1 H, J =82, 0.4 Hz), 6.38
(d, 1 H, overlapped, J = 8.0 Hz), 6.34 (d, 1
H, overlapped, J = 8.2 Hz), 452 (s, 2 H),
3.84 (5,3 H),3.81(s,3H) 243(s, 3H)

a5 442,22

(400 MHz, CDCly) 5 8.94 (dd, 1 H, J = 16,
0.8 Hz), 8.34 (s, 1 H), 7.78 (dd, 1 H, J= 9.2,
d | 16Hz), 7.72(dd, 1 H, J= 9.2, 0.8 Hz), 7.44
(t 1H, J=80Hz), 7.21 (brd, 1 H, J =80
0 Hz), 6.99 (d, 1 H, J= 8.0 Hz), 6.71 (d, 1 H, J
=84 Hz), 6.30 (d, 1 H, J = 2.4 Hz), 6.19 (dd,
1H,J=84,24Hz), 446 (s 2H),3.78 (s, 3
H), 3.76 (5, 3 H), 2.47 (s, 3 H)

46 442.22

(400 MHz, CDCly) 5 10.43 (br s, 1 H), 8.94
O— (s 1H) 837 (s 1H),7.81(d 1H J=92
Hz), 7.77 (d, 1H, J= 9.2 Hz), 745 (4, 1 H, J
=76 Hz), 7.20 (d, 1 H, J= 7.6 Hz), 7.01 (d,
1H J=76Hz), 596 1H,J=20Hz),| 44222
502 (d, 2H, J=20Hz), 452 (d, 2 H, J=
2.8 Hz), 4.41 (br s, 1 H), 3.75 (s, 6 H), 2.54
(s, 3H)

47

TABLE 1-continued




WO 2012/002680 PCT/KR2011/004631
-} |

MS (ESD
Example Structure 'H NMR (ppm) miz
: (MH")

(400 MHz, CDCly) 5 8.97 (br s, 1 H), 8.37 (s,
1H), 783 (dd, 1 H J=92 16 Hz), 7.77
(dd, 1 H, J=92 08Hz),745¢ 1H, J=
7.6 Hz), 7.23 (td, 1 H, overlapped, J = 7.6, | 426.22
1.6 Hz), 7.22 (br d, 1 H, overlapped, J = 7.6
Hz)7.12(dd, 1 H, /= 7.6, 1.6 Hz), 7.01 (d, 1
H, J= 8.0 Hz), 6.77-6.73 (m, 2 H), 4.63 (s, 2
H), 4.60 (s, 2 H), 3.42 (s, 3 H), 2.53 (8, 3 H)

48

(400 MHz, CDCl,) 6 8.96 (br s, 1 H), 8.37 (s,
1H), 782 (dd, 1 H, J =92, 16 Hz), 7.78
(dd, 1 H,J=92 08Hz),745(¢ 1H J=
7.6 Hz), 7.21 (t, 1 H, overlapped, J = 8.0
Hz), 7.20 (or d, 1 H, overlapped, J=7.6 Hz), | 426.22
7.01 (d, 1 H, J = 7.6 Hz), .76 (d, 1 H,
overlapped, J = 8.0 Hz), 6.75 (d, 1 H,
overlapped, J = 1.6 Hz), 6.67-6.64 (m, 1 H),
4.56 (s. 2 H), 440 (s, 2 H), 3.38 (s, 3 H),
2.54 (s, 3H)

49

(400 MHz, CDCl3) 5 10.36 (br s, 1 H), 885
(s, 1H),837(s,1H),7.82(brd, 1H, /=82
Hz), 7.78 (brd, 1 H, J=9.2 Hz), 7.45 (1, 1 H,
J =76 Hz), 7.20 (br d, 1 H, overlapped, J=| 426.22
7.6 Hz), 7.19 (d, 2 H, overlapped, J = 8.4
Hz), 7.01(d,1H, J=76Hz),671(d 2H, J
=8.4 Hz), 4.55 (s, 2 H), 4.40 (brs, 1 H), 4.34
(s, 2 H),3.34 (s, 3H), 2.53 (s, 3H)

50

(400 MHz, CDCly) 5 10.42 (or s, 1 H), 8.96
(brs.1H), 837 (s, 1H),7.82(d, 1H, J=92
Hz), 7.78 (d, 1H, J= 9.2 Hz), 7.45 (1, 1 H, J
= 7.8 Hz), 7.25-7.18 (m, 2 H), 7.15 (td, 1| 466.18
H,J=78, 1.2 Hz), 7.01 (d, 1 H, J = 7.6 Hz),
6.81 (dd, 1H, J= 8.0, 1.2 Hz), 6.76 {td, 1 H,
J=78 16 Hz), 485 (t 1 H, J = 5.6 Hz),
461(d, 2 H, J =56 Hz), 252 (s, 3 H)

51

(400 MHz, CDCl;) 5 8.94 {br s, 1 H), 8.37 (s,
1 H), 7.80 (dd, 1 H, J = 9.2, 16 Hz), 7.77
(dd, 1 H, = 9.2, 0.8 Hz), 7.46 {t, 1 H, J =
78Hz), 723 (brd, 1 H, J= 8.0 Hz), 7.19
, {t, 1 H, J=8.2Hz), 7.02(d, 1 H, J= 7.6 Hz),
FiC 6.64-6.60 (m, 2 H), 6.55 (br s, 1 H), 4.62 (br
s, 1H), 4.52 (s, 2 H), 2.52 (s, 3 H)

52 466.18
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Example

Structure

'H NMR (ppm)

MS (ESI)
miz
(MH")

53

CF3

(400 MHz, CDCly) 5 8.95 (s, 1 H), 8.38 (s, 1
H), 7.81 (dd, 1 H, J = 9.2, 1.6 Hz), 7.78 (ad,
1H J=92 08Hz), 746 1H J=78
Hz), 7.23 (d, 1 H, J = 8.0 Hz), 7.08 (m, 2 H),
7.02 (d. 1 H, J = 7.6 Hz), 6.70 (m, 2 H), 4.53
(s, 2H),2.54 (s, 3H)

466.18

(400 MHz, CDCl3) & 11.34 (br s, 1 H), 8.99
(.1 H),8.34 (s, 1H), 7.83 (brd, 1 H,J=9.2
Hz), 7.72 (brd, 1H, J= 9.2 Hz), 743 (, 1 H,
J =78 Hz), 7.35 (dd, 1 H, J = 7.6, 1.6 H2),
7.21 (brd, 1H, J=T7.6 Hz), 7.12(td, 1 H, J =
7.8, 16 Hz), 6.95 (d, 1 H, J = 8.0 Hz), 6.70
(td, 1 H, J = 7.6, 1.2 Hz), 6.65 (dd, 1 H, J =
8.0, 1.2 Hz), 549 (brt. 1 H, J= 48 Hz), 4.55
(d. 2 H,J=48Hz),2.33 (s, 3H),232(s. 3
H)

428.18

55

N HN

(400 MHz, CDCla) & 11.06 (br s, 1 H), 8.94
(s, 1H), 8.35(s, 1 H), 7.78 (dd, 1 H, J=9.2,
1.2 Hz), 7.74 (d, 1 H, J = 9.2 Hz), 745 (t, 1
H, J=7.8 Hz), 7.21 (br d, 1 H, J = 8.0 H2),
7074 1H J=7.8Hz),69(d 1H J=78
Hz), 6.64 (dd, 1 H, J = 7.6, 2.0 Hz), 6.54 (t, 1
H, J=16 Hz), 642 (dd, 1H, J =80, 186
Hz), 4.47 (s, 2 H) 442 (br s, 1 H), 2.45 (s, 3
H), 2.40 (s, 3 H)

428.19

56

(400 MHz, DMSO-05) 5 9.43 (br s, 1 H), 8.62
(s, 1 H), 7.97 (dd, 1 H, J = 9.2, 0.8 Hz), 7.84
(t. 1H, J=76Hz), 7.80 (dd, 1 H, J =92,
1.6 Hz), 7.51 (d, 1 H, J = 7.6 Hz), 7.38 (d, 1
H, J=76Hz),7.08 (t, 1H,J=7.8Hz),6.62
(t 1H, J=2.0Hz),655(d, 1 H,J=7.6Hz),
6.51 (dd, 1 H, J = 8.0, 2.0 Hz), 4.68 (s, 2 H),
2.55 (s, 3 H), 2.41 (s, 3 H)

57

(400 MHz, DMSO-ds) & 9.40 (dd, 1 H, J =
1.6, 0.8 Hz), 8.63 (s, 1 H), 798 (d, 1 H, J=
9.6 Hz), 7.84 (t, 1 H, J = 7.6 Hz), 7.77 (dd, 1
H,J=986, 16Hz), 7.43(d, 1 H, J = 7.6 Hz),
7.40 (d, 1 H, J=T7.6Hz), 7.08 (t, 1 H, J=8.0
Hz), 6.60 (¢ 1 H, J = 2.0 Hz), 6.56 (d, 1 H, J
= 8.0 Hz), 6.48 (dd, 1 H, J = 8.0, 2.0 H2),
4.65(s, 2 H), 2.58 (s, 3 H), 2.40 (s, 3 H)
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M3 (ESI)

Example Structure H NMR (ppm) miz
(MH")

(400 MHz, CDCl;) & 11.08 (br s, 1 H), 8.94
(s,1H),835(s, 1H),7.78 (dd. 1 H, J= 9.2,
1.6 Hz), 7.73 (d, 1 H, J = 9.2 Hz), 7.45 (t, 1
H,J=78Hz), 7.21 (brd, 1 H, J = 8.0 Hz),
7.17 (m, 2 H), 6.99 (d, 1 H, J = 7.6 Hz), 6.60
(m, 2 H), 4.46 (s, 2 H), 2.45 (s, 3 H), 2.37 (s,
3H)

58 428.18

(400 MHz, CDClI3) § 8.98 (br s, 1 H), 8.36 (s,
1 H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.76
(dd, 1H, J =92 08Hz), 747 (t, 1 H, J=
7.8 Hz), 7.40 (br d, 1 H, overlapped, J=7.6
Hz), 7.38 (t, 1 H, J=7.8 Hz), 7.25 (brd, 1 H,
J=80Hz),7.00(d, 1H,J=76), 6.80(d, 1
H, J=84Hz) 875(d, 1 H, J=8.0, 0.8 Hz),
532(brt,1H, J=566Hz)462(d,2H,J=
5.6 Hz), 2.41 (s, 3 H)

59 407.19

(400 MHz, CDCl;) 5 8.94 (1, 1 H, J = 1.2 Hz),
8.38 (s, 1 H), 7.80 (dd, 1 H, J = 9.2, 0.8 Hz),
7.77 (dd, 1H, /=92, 1.6 Hz), 7.55 (1, 1 H, J
=8.0Hz), 7.31 (d, 1 H, J= 8.0 Hz), 7.25 (t, 1
H, J = 8.0 Hz), 7.08 (d, 1 H, J = 8.0 Hz), 7.02
(dt, 1 H, J = 7.6, 1.2 Hz), 6.96-6.92 (m, 2 H),
4.56 (s, 2 H), 2.62 (s, 3H)

60 407.19

(400 MHz, DMSO-dg) 5 9.47 (d, 1H, /=08
Hz), 8.66 (s, 1 H), 7.97 (dd, 1H, /=9.2,08
Hz), 7.87 (t, 1 H, overlapped, J = 7.8 H2),
7.85 (dd, 1 H, overlapped, J = 8.2, 1.6 Hz),
763(d, 1H, J=76Hz),740(d, 1H J=
8.0Hz), 733 tH J=78Hz), 716 (1, 1
H, J =16 Hz), 711 (dd, 1 H, / = 84, 16
Hz), 7.08 (brd, 1 H, J = 7.6 Hz), 479 (s, 2
H), 2.53 (s, 3 H)

61

(400 MHz, DMSO-d;) 5 9.39 (br s, 1 H), 8.64
(s, 1H),7.99(d, 1 H, J=9.2 Hz), 7.87 (t, 1
H J=76Hz), 777 (dd, 1 H, J = 9.2, 1.6
Hz), 7.45 (d, 1 H, overlapped, J = 7.6 Hz),
7.44 (d, 1 H, overlapped, J = 7.6 Hz), 7.34 (t,
1H, J=80Hz),710(d, 1 H, J =20 Hz),
7.07 (d, 1 H, overlapped, J = 7.6 Hz), 7.04
(dd, 1 H, overlapped, J = 8.0, 2.0 Hz), 4.70
(s, 2 H), 2.60 (s, 3H)

62
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Example

Structure

- MS (ESI)
H NMR (ppm) m/z
(MH")

63

(400 MHz, CDCl3) 5 8.93 (t, 1 H, J=1.2 Hz),
8.37 (s, 1 H), 7.79 (dd, 1 H, overlapped, J =
9.2, 16 Hz), 7.76 (dd, 1 H, overlapped, J =
9.2, 08Hz), 748 (t, 1H J=78 Hz), 7.43 | 407.18
(m, 2 H),7.24(d, 1H,J=8.0 Hz), 7.03 (d. 1
H, J = 7.6 Hz), 6.68 (m, 2 H), 5.12 (br s, 1
H), 4.54 (d, 2 H, J = 4.0 Hz), 2.51 (s, 3H)

(400 MHz, CDCly) & 8.99 (br s, 1 H), 8.35 (s,
1 H), 7.84 (dd, 1 H, J = 9.2, 16 Hz), 7.74
(dd, 1 H, J =92, 0.8 Hz), 7.50 (t, 1 H, J=
7.8 Hz), 7.37 {t, 1 H, J = 8.2 Hz), 7.27 (br d,
1H,J=76Hz), 7.05(d 1H J=88Hz), 432.19
7.01 (d, 1 H, overlapped, J = 8.0 Hz), 6.98
(d, 1 H, overlapped, J = 7.6 Hz), 5.94 (brt, 1
H, J =56 Hz), 466 (d, 2H, J =58 Hz), 2.30
(s, 3H)

65

(400 MHz, CDCly) & 9.04 (dd, 1 H, J = 16,
0.8 Hz), 8.48 (br s, 1 H), 8.33 (s, 1 H), 7.84
(dd, 1 H, J= 9.2, 16 Hz), 7.72 (d, 1H, J =
9.2 Hz), 7.41 (t, 1 H, J = 7.8 Hz), 7.37 (dd, 1
H J=76, 12Hz) 7.29 (td, 1H,J=84,12 | 425.20
Hz), 7.21 (br d, 1 H, J = 8.0 Hz), 6.92 (d, 1
H, J=7.6 Hz), 6.83 (d, 1H, J = 8.4 Hz), 6.62
(td, 1 H, J =80, 1.0 Hz), 825 (br s, 2 H),
458 (d.2H, J=52Hz),2.32(s, 3 H)

66

(400 MHz, CD;0D) 5 9.06 (brs, 1H), 8.34
(s, 1H), 7.83 (brd, 1H,J =92 Hz), 7.71 (d,
1 H, J =92 Hz), 7.59-7.55 (m, 2 H), 7.22-
7.18 (m, 2 H), 7.15 (dt, 1 H, J = 7.6, 20 H2), | 425.20
710 (dd, 1 H, J = 8.4, 0.8 Hz), 6.86 (ddd, 1
H, J = 7.6, 2.0, 0.8 Hz), 451 (s, 2 H), 2.50
(s, 3H)

67

: e} 7.70 (dd, 1 H, J=9.2, 0.8 Hz), 7.67 (m, 2 H),

NH, | (400 MHz, CDCI/CDIOD) §9.03 (br s, 1 H)

8.32 (s, 1H), 7.81 (dd, 1 H, J=9.2, 1.6 Hz),
755( 1 H, J=76Hz), 726 (brd, 1H,J= 425.20
7.6 Hz), 7.09 {d, 1 H, J = 7.6 Hz), 6.71 {m, 2
H), 4.52 (s, 2 H), 2.51 (s, 3 H)
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MS (ES)
Example Structure H NMR (ppm) miz
(MH*)

Ne (400 MHz, CDCly) & 10.76 (br s, 1 H), 8.94
& P = (brs, 1 H), 837 (s, 1H), 7.81 (brd. 1 H, J=
N” | N\>_'jN \ 7/ 9.2 Hz), 7.76 (br d, 1 H, J = 9.2 Hz), 7.46 t,
1H,J=T76Hz), 7.21 (brd, 1 H, J= 76 Hz), | 421.21

| Lo NC 7.20-7.15(m, 1 H), 7.01 (d, 1 H, J = 7.6 Hz),

7 6.69 (dd, 1H, J= 7.6, 0.8 Hz), 6.62-6.40 (m,

2 H), 4.53 (br s, 1 H, overlapped), 4.52 (br s,
2 H, overlapped), 3.65 (s, 2 H), 2.50 (s, 3H)

68

(400 MHz, CDCls) 5 10.78 (br s, 1 H), 8.94
(brs, 1H), 836 (s, 1H), 780 (dd, 1H, J=
9.2, 1.2 Hz), 7.76 {d, 1 H, J = 9.2 Hz), 7.46
(t 1H, J=78Hz), 722 (brd, 1H, J=76
Hz), 7.11(d, 2 H, J=8.4 H2), 7.01 (d, 1 H, J
= 8.0 Hz), 6.67 (d, 2 H, J = 8.4 Hz), 4.50 (br
s, 3 H), 3.61 (s, 2 H), 2.49 (s, 3 H)

68 421.21

(400 MHz, CDCl;) 8 11.09 (br s, 1 H), 8.92
(s, 1H),835(s, 1H), 779, 1H, J=92
Hz), 774 (d, 1 H,J=9.2Hz), 744 (, 1 H, J
=78 Hz), 730 (d, 1 H, J = 7.6 Hz), 7.26—
7.24 (m, 1 H), 7.23 (t, 1 H, overlapped, J =
7.8 Hz), 7.19 (brd, 1 H, J=8.0 Hz), 7.00 (d,
1H,J=80Hz),686(dd, 1 H J=80, 18
Hz), 4.68 (brs, 1 H), 452 (d, 2H, J =52
Hz), 2.53 (s, 3 H), 2.47 (s, 3H)

70 424.21

(400 MHz, CDCl;) 5 8.96 (t, 1 H, J= 1.4 Hz),
8.37(s,1H), 7.81(d,2H, J=8.8 Hz), 7.79-
7.76 (m, 2 H), 754 (t, 1H, J=78Hz), 7.30 | 424.21
(d.1H,J=8.0Hz),7.07(d, 1H, J=7.6Hz),
6.70 (d, 2 H, J = 8.8 Hz), 4.63 (s, 2 H), 2.59
(s,3H), 248 (s, 3 H)

71

(400 MHz, CDCl3) 5 8.94 (br s, 1 H), 8.34 (s,
1 H), 7.77 (dd, 1 H, J = 9.2, 16 Hz), 7.72
N ™S (dd, 1H, /=92 08Hz), 744t 1 H J=
<\N,N <N HN 7.8 Hz), 7.39 (dt, 1 H, J= 7.6, 1.2 Hz), 7.32
»—v (dd, 1 H, J = 24, 16 Hz), 722 (d, 1 H,
| 0 overlapped, J = 80 Hz), 7.19 (t, 1 H,
2N \ overlapped, J=80Hz),6.98(d, 1H,J=76
Hz), 6.81 (ddd, 1 H, J = 8.0, 2.4, 0.8 Hz),
4.49 (s, 2 H), 3.84 (s, 3 H), 243 (s, 3H)

72 440.20

TABLE 1-continued
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(400 MHz, CDCl5) & 10.52 (br s, 1 H), 8.94
(s, 1 H), 8.37 (s, 1 H), 7.89 (m, 2 H), 7.81 (br
d 1H, J=96Hz), 7.78 (brd, 1 H, J = 96
Hz), 7.46 (t. 1H, J=8.0 H2), 7.21 (d, 1 H, J
=8.0Hz), 7.02 (d, 1 H, J = 8.0 Hz), 6.68 (m,
2H),4.90 (t, 1H, J=56Hz),4.58(d, 2H, J
=56 Hz), 3.85 (s, 3H), 2.51 (s, 3 H)

73 440.20

(400 MHz, DMSO-ds) & 12.56 (br s, 1 H),
9.58 (s, 1 H), 9.36 (s, 1 H), 8.50 (s, 1 H),
8.00 (brd, 1 H,J=8.2Hz), 7.82 (d,1H,J=
92Hz), 7.71(t,1H,J=78 Hz), 7.44 (br s,
1 H), 7.16 (d, 1 H, overlapped. J = 8.0 Hz), 439.22
7.15 (d, 1 H, overlapped, J = 7.6 Hz), 7.03
(td, 1H. J=78 12 Hz),881(d 1H J=
7.6 Hz), 6.61 (td, 1 H, J =76, 1.2 Hz), 5.65
(t. 1 H, J=6.0 Hz), 4.45 (d, 2H,J=6.0Hz),
2.47 (brs, 3 H), 2.09 (s, 3 H)

74

(400 MHz, DMSO-05) 5 8.97 (brs, 1 H), 8.35
(8, 1H), 7.79 (dd, 1 H, J= 9.2, 1.6 Hz), 7.73
(d, 1H,J=92Hz), 7.46 (t, 1 H, J=7.8 Ha),
738 (brs, 1H), 7.24 (d, 1H, J=80Hz),| 43922
O=§ 715 (brs, 1 H), 7.09 (t, 1 H, J = 8.0 Ha),

701(d 1H,J=76Hz), 669 (brd, 1H, J=
8.0 Hz), 6.41 (dd, 1 H, J = 8.0, 1.6 Hz), 4.50
(s, 2 H), 2.51 (s, 3 H), 213 (s, 3 H)

75

(400 MHz, DMSO-ds) & 8.96 (br s, 1 H), 8.37
(s, 1 H), 7.81(dd, 1 H, J= 9.2, 1.6 Hz), 7.76
(dd, 1H, J = 9.2, 08 Hz), 746 (¢ 1 H, J =
78Hz), 727 (m, 2 H), 7.23 (d, 1 H,J =80
Hz), 7.10 (br s, 4 H), 7.01 (d, 1 H, J = 7.6
Hz), 6.66 (m, 2 H), 4.50 (s, 2 H), 2.53 (s, 3
H), 2.13 (s, 3 H)

76 439.22

(400 MHz, CD;0D) 8 9.18 (dd, 1 H, /= 1.6,
0.8 Hz), 841 (s, 1 H),7.87 (dd, 1 H, J=92,
1.6 Hz), 7.75 (dd, 1 H, J = 9.2, 0.8 H2), 7.66
(t, 1H,J=78Hz), 738 (brd 1H, J=76
Hz), 7.20 (dd, 1 H, J = 7.8, 1.4 Hz), 7.16 (d,
1 H, overlapped, J = 7.6 Hz), 7.15 (td, 1 H,
overlapped, J = 8.0, 1.6 Hz), 6.82 (dd, 1 H, J
=80, 1.2 Hz), 671 (td, 1 H, J=8.0, 1.4 Hz),
4.59 (s, 2 H), 3.05 (s, 3H),2.48 (s, 3H)

77 47518

TABLE 1-continued
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(400 MHz, CDCl,) 6 8.92 (br s, 1 H), 8.35 (s,
1H), 778 (dd, 1 H, J = 9.2, 1.6 Hz), 7.73
(dd, 1H, J=92 08Hz), 746 (¢, 1 H, J=
76Hz), 7.21(brd, 1 H, J=76Hz), 7.11
1 H, overlapped, J=8.2 Hz), 710 (brs, 1 H,
overlapped), 7.01 (d, 1 H, J = 7.6 Hz), 6.58
(t, 1 H, J=2.0 Hz), 6.54 (ddd, 1 H, J = 8.2,
2.0,0.8 Hz), 649 (ddd, 1 H, J=8.2,20,0.38
Hz), 4.50 (s, 2H), 2.94 (s, 3H), 2.51 (s, 3 H)

78 475.19

(400 MHz, CDCly) 6 8.93 (br s, 1 H), 8.38 (s,
1H), 7.80 (dd. 1 H, J = 9.2, 1.6 Hz), 7.76 (d,
1H J=92Hz), 746 (t, 1 H, J = 7.8 Hz),
722 (brd, 1H, J=8.0Hz), 7.09 (d, 2 H, J =
8.8 Hz), 7.02(d, 1 H, J = 7.6 Hz), 6.67 (d, 2
H, J = 8.8 Hz), 6.34 (br s, 1 H), 4.52 (br s, 3
H), 2.93 (s, 3 H), 2.54 (s, 3 H)

79 475.19

(400 MHz, CDCI3) 5 8.99 (s, 1 H), 8.36 (s, 1
H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.77 (dd,
1H, J=92 08Hz),745( 1 H J=78
Hz), 7.23 (br d, 1 H, J = 7.6 Hz), 7.10 (dd, 1
H, J = 80, 12 Hz), 7.02 {td, 1 H,
overlapped, J = 7.6, 1.2 Hz), 7.00 (d, 1 H,
overlapped, J = 8.0 Hz), 6.78 (td, 1 H, J =
7.6, 1.2 Hz), .72 (dd, 1 H, J = 8.0, 1.2 Hz),
4,58 (s, 2 H), 2.73 (s, 6 H), 2.80 (s, 3 H)

80 425.20

(400 MHz, DMSO-dg) 5 947 (dd, 1 H, J =
1.6, 0.8 Hz), 883 (s, 1 H), 7.97 (dd, 1 H, J=
92 08Hz), 787 (t, 1H, J=78Hz), 7.84
(dd, 1 H, J =92, 16 Hz), 759 (br d. 1 H,
overlapped, J=80H2),7.58(d,1H,J=76
Hz), 741(d, 1 H, J=76Hz), 7.29(t 1H,J
= 7.4 Hz), 6.99 (dd, 1 H, J =76, 0.8 Hz),
6.89 (t, 1H, J=7.4 Hz), 481 (s, 2 H), 3.10
(s, 6 H), 2.56 (s, 3 H)

81

(400 MHz, CDCly) & 8.97 (s, 1 H), 8.36 (s, 1
H), 7.80 (dd, 1 H, J = 9.2, 1.6 Hz), 7.75 (d, 1
H,J=92Hz),7.45( 1H,J=7.8Hz), 7.23
(d.1H,J=8.0Hz), 7.07 (t, 1 H, J = 8.2 Hz),
7.00 (d, 1 H, J = 7.6 Hz), 6.24 {d, 1 H, J =
8.0 Hz), 6.14 (br s, 2 H), 4.55 (s, 2 H), 2.90
(s, 6 H), 2.52 (s, 3 H)

82 426,21

TABLE 1-continued
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83

(400 MHz, DMSO-dg) & 9.48 (dd, 1 H, J=
1.6, 0.8 Hz), 8.64 (s, 1 H), 7.97 (dd, 1H,J=
9.2, 0.8 Hz), 7.86 (t, 1 H, overlapped, J=7.8
Hz), 7.85 (dd, 1 H, overlapped, J = 2.2, 1.8
Hz), 762 (d, 1 H,J=80 Hz), 7.39(d, 1 H.J
= 7.6 Hz), 7.28 (t, 1 H, J = 8.2 H2), 747 (br
s, 1H), 698 (brd, 1H J= 8.0 Hz), 6.81 (br
d, 1H, J=84Hz), 478 (s, 2 H), 3.09 (s, 6
H), 2.52 (s, 3 H)

(400 MHz, CDCls) 5 10.41 (brs, 1 H), 8.89
(s, 1 H), 8.36 (s, 1 H), 7.84 (dd. 1 H, J=92,
1.2 Hz), 776 (d, 1 H, J = 9.2 Hz), 745 (4, 1
H, J = 7.8 Hz), 7.23 (br s, 1 H), 7.10 (dd, 1
H, J = 786, 1.2 Hz), 7.00 (td, 1 H,
overlapped, J = 7.6, 1.2 Hz), 6.99 (d, 1 H,
overlapped, J = 7.6 Hz), 6.77 ((d, 1 H, J =
756,12 Hz), 6.72 (d, 1 H, J = 8.0 Hz), 4.58
(s, 2 H), 3.12 (br s, 4 H), 2.51 (s, 3H), 1.88
(brs, 4 H)

451.22

85

(400 MHz, DMSO-d5) & 947 (dd, 1 H. J =
2.0, 0.8 Hz), 863 (s, 1 H), 7.97 (0d, 1 H, J =
0.2 08 Hz), 7.87 (t, 1 H, J =78 Hz), 7.84
(dd, 1 H, J = 9.2,20Hz), 760 (d, 1H, J=
8.0 Hz), 7.57 (d, 1 H, J = 8.0 Hz), 7.41 (d. 1
H,J=7.6Hz), 7.30 (td, 1 H, J=7.8,0.8 H2),
7.02 (dd, 1 H, J =78, 1.2 Hz), 6.88 (td, 1 H,
J=80, 12 Hz), 482 (s, 2 H), 372 (brs, 4
H), 2.55 (s, 3 H), 2.17 (m, 4 H)

86

N
<\N'N Va N HN
| >~
DELNe
DAL

(400 MHz, CDCl3) 58.96 (5, 1 H), 8.37 (s. 1
H), 7.82 (dd, 1 H, J = 8.2, 16 Hz), 7.78 (dd,
1H,J=982 12 Hz), 748 1H, J=76
Hz), 7.25(brd, 1 H, J=76 Hz), 7.09 (dd, 1
H, J = 80, 16 Hz). 7.05 (td, 1 H,
overlapped, J = 7.6, 1.6 Hz), 7.02 {d, 1 H,
overlapped, J = 7.6 Hz), 6.80 (td, 1H J=
7.6, 1.2 Hz), .71 (dd, 1 H, J=8.0. 1.2 Hz),
457 (s, 2 H), 3.90 (br t, 4 H, J = 4.6 Hz),
296 (brt,4H,J=46 Hz), 2.54 (s, 3H)

467.22

TABLE 1-continued
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(400 MHz, DMSO-ds) & 9.46 (dd, 1 H, J =
1.6, 0.8 Hz), 8.64 (s, 1 H), 7.98 (dd, 1 H, J =
9.2, 0.8 Hz), 7.84 (t, 1 H, J = 7.8 Hz), 7.82
(dd, 1H,J =92, 16Hz), 7.57 (d, 1 H, J =
8.0Hz), 7.38 (d, 1 H, J = 7.6 Hz), 7.06 (dd, 1
H,J=786, 1.2Hz),6.98 (td, 1 H, J= 7.8, 1.2
Hz), 6.82 (dd, 1 H, J = 7.8, 1.2 Hz), 6.70 (id,
1H, J=78, 1.2 Hz), 4.80 (s, 2 H), 3.84 (brt,
4H, J=44Hz), 2.89 (brt, 4 H, J = 4.4 Hz),
2.53 (s, 3H)

87

{400 MHz, CDCly) 5 8.96 (1, 1 H, J = 1.2 Hz),
8.37 (s, 1 H), 7.82-7.76 (m, 2 H), 7.48 (t, 1
H,J =76 Hz), 7.24 (br &, 1 H, J = 7.6 Hz),
712 (t 1H,J=80Hz),7.03(d, 1H,J=76| 467.23
Hz), 6.39 (dd, 1 H, J = 8.0, 1.6 Hz), 6.34 (t, 1
H, J = 2.0 Hz), 6.29 (dd, 1 H, J = 8.0, 2.0
Hz), 4.56 (s, 2 H), 3.85-3.82 (m, 4 H), 3.15-
3.12 (m, 4 H), 2.56 (s, 3H)

88

(400 MHz, DMSQ-ds) & 9.47 (dd, 1 H, J =
1.8, 0.8 Hz), 8.64 (s, 1 H), 7.97 (dd, 1 H, J =
9.2, 0.8 Hz), 7.85 (t, 1 H, J = 8.0 Hz), 7.84
(dd, 1H,J=92 16Hz),760(d 1H J=
8.0 Hz), 7.39 (d, 1 H, J=8.0 Hz), 7.17 (t, 1
H, J = 8.0 Hz), 6.86 (br s, 1 H). 6.76 (brs, 1
H), 6.59 (brd, 1 H, J=7.6 Hz), 4.76 (s, 2 H),
3.92 (brs, 4 H), 3.34 (brs, 4 H), 252 (s, 3
H)

89

(400 MHz, CDCly) 5 8.95 1, 1 H, J = 1.2 Hz),
8.35 (s, 1 H), 7.78 (dd, 1 H, J = 9.2, 1.6 Hz),
7.70 (dd, 1H,J=9.2,1.2 Hz), 7.43 (t, 1H, J
= 7.8 Hz), 7.21 (d, 1 H, J = 8.0 Hz), 6.94 (d,
1 H,J =76 Hz),6.80-6.73 (m, 1 H), 6.14 (br
d, 1 H, J=7.6 Hz), 6.00-5.95 (m, 1 H), 4.49
(s,2H),2.79 (s, 6 H), 2.31(s, 3H)

90 443.21

(400 MHz, DMSO-d;) 8 949 (dd, 1 H, J =
1.6, 08Hz), 863 (s, 1H), 797 (dd. 1 H, J=
9.2, 0.8 Hz), 7.85 (dd, 1 H, overlapped, J =
9.2, 1.6 Hz), 7.84 (1, 1 H, overlapped, /= 8.0
Hz), 7.60 (d, 1 H, J = 8.0 Hz), 7.39 (br s, 1
H, overlapped), 7.38 (d, 1 H, overlapped, J =
8.0 Hz), 7.24 (pseudo t, 1 H, J = 9.8 Hz),
6.97 (brs, 1 H), 4.86 (s, 2 H), 3.10 (s, 6 H),
2.52 (s, 3H)

TABLE 1-continued

M




WO 2012/002680 PCT/KR2011/004631
60

S (ESI)
Example Structure "H NMR (ppm) miz
(MH")

(400 MHz, CDCl;) 5 8.94 {t, 1 H, J=1.2Hz),
8.38 (s, 1 H), 7.80 (dd, 1 H, overlapped, J =
9.2, 1.6 Hz), 7.78 (dd, 1 H, overlapped, J =
9.2, 1.2 Hz), 749 (t, 1 H, J =76 Hz), 7.25
(d,1H,J=76Hz),7.04(d, 1H,J= 7.6 Hz),
6.38 (dd, 1 H, J=2.4,1.2Hz), 830t 1H,J
=16Hz),6.18(t, 1H,J=22Hz), 453 (s, 2
H), 2.92 (s, 6 H), 2.56(s,3H)

92 450.21

(400 MHz, DMSO-dg) & 9.44 (dd, 1 H. J =
2.0, 0.8 Hz), 8.63 (s, 1 H), 7.97 (dd, 1 H, J =
9.2, 0.8 Hz), 7.85 (t, 1 H, J = 7.8 Hz), 7.81
(dd, 1 H, J =92, 20Hz), 7.55 (d, 1 H, J =
8.0 Hz), 7.40 (d, 1 H, J = 7.6 Hz), 6.47 (s, 2
H), 6.37 (brs, 1 H), 4.73 (s, 2H), 2.90(s, 6
H), 2.55 (s, 3 H)

93

(400 MHz, CDCl;) 5 8.96 (t, 1 H, J=1.6Hz),
8.38 (s, 1 H), 7.82 {dd, 1 H, y=9.2, 1.6 Hz),
7.79(dd, 1 H, J=9.2,0.8 Hz), 753 (1 1H, J
=78 Hz), 7.31 (d, 1 H, J = 8.0 Hz), 7.08-| 450.21
7.03 (m, 3 H), 6.87(d, 1 H,J= 1.6 Hz), 5.44
(brs, 1H), 4.55(s, 2H), 2.74 (s, 6 H), 2.58
(s, 3H)

94

(400 MHz, DMSO-ds) 5 9.44 {dd, 1 H, J=
1.6, 0.8 Hz), 864 (s, 1 H), 7.99 (dd, 1 H, J =
9.2, 0.8 Hz), 7.84 {t, 1 H, overlapped, J = 78
Hz), 7.82 (dd, 1 H, J= 9.2, 08 Hz), 7.51 (d,
1H,J=80Hz),7.39(d, 1H, J=76Hz),
7.15 (dd, 2 H, overlapped, J = 7.6, 0.8 Hz),
7.14 (d, 1 H, overlapped, J = 1.2 Hz), 479
(s, 2 H),2.71 (s, 6 H), 2.56 (s, 3 H)

CN

95

(400 MHz, CDCly) & 10.57 (br s, 1 H), 8.97
(s, 1H), 834 (s, 1H), 7.82(dd. 1H, J=92,
HN 1.2 Hz), 7.74 (d, 1 H, J = 9.2 Hz), 7.43 (1, 1
H, J = 7.8 Hz), 7.21 {br s, 1 H, overlapped),
7.7 (td, 1 H, J = 8.0, 1.6 Hz}, 7.01 (dd, 1
N H,J=76, 1.6 Hz),6.98 (d, 1 H,J =76 Hz),

6.72-6.66 (m, 2 H), 461 (s, 2 H), 3.54 (s, 2
H), 2.51 (s, 3H), 2.28 (s, 6 H)

96 439.23
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(400 MHz, DMSQ-d;;) 6 10.03 (br s, 1 H),
948 (dd, 1 H, /=16, 0.8 Hz), 8.62 (s, 1 H),
7.95(dd, 1H, J=9.2, 0.8 Hz), 7.87-7.82 (m,
2H),764(, 1H J=76Hz),738(d 1H,
J=76Hz), 7.33-7.27 (m, 2 H), 6.95 (br s, 1
H), 6.78-6.74 (m, 2 H), 4.81 (s, 2 H), 4.43 (s,
2 H), 277 (s, 6 H), 2.52 (s, 3 H)

97

(400 MHz, CDCly) & 9.02 (br s, 1 H), 8.35 (s,
1 H), 7.82 (dd, 1 H, J = 9.2, 1.6 Hz). 7.74
(dd, 1 H, J=92 0.8 Hz), 746 (t, 1 H, J =
76Hz), 7.27 (brd, 1 H, J= 7.6 Hz), 7.13 (t, | 439.23
1H,J=7.8Hz),7.00(d 1H, J=76Hz),
6.90 (br &, 1 H), 667 (d, 1 H, J = 7.6 Hz),
6.61 (dd. 1 H, J = 8.0, 2.0 Hz), 4.54 (s, 2 H),
3.48 (s, 2 H), 2.51 (s, 3 H), 2.30 (s, 6 H)

98

(400 MHz, DMSO-ds) & 10.69 (br s, 1 H),
9.48 (dd, 1 H, J= 16, 0.8 Hz). 8.63 (s, 1 H),
796 (dd,1H,J=9.2 08Hz),784( 1H,J
= 8.0 Hz), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz),
761(d, 1H J=80Hz),737(d, 1H J=
8.0Hz), 7.21 (t, 1H, J =82 Hz), 7.09 (br s,
1 H), 6.85 (dd, 1 H, overlapped, J =84, 22
Hz), 6.82 (d, 1 H, J = 8.0 Hz), 4.76 (s, 2 H),
416 (d, 1 H, J=48Hz), 266 (d, 6H, J=
4.4 Hz), 2.51 (s, 3 H)

99

(400 MHz, CDCl,) & 10.40 (br s, 1 H), 8.98
(s, 1H),835(s, 1H), 783(d, 1H,J=92
Hz), 7.75(d, 1H,J=92Hz), 743 (t, 1 H, J
=76 Hz), 7.20 (br s, 1 H, overlapped), 7.15
(td, TH, /=80 16Hz),704(d 1H J=
8.0 Hz), 698 (d, 1 H, J = 7.6 Hz), 6.69
(pseudo ¢, 2 H, J = 7.2 Hz), 458 (s, 2 H),
3.72 (s, 2 H), 2.56 (br s, 4 H), 2.50 (s, 3 H),
1.80 (brs, 4 H)

(400 MHz, DMSO-d;) & 10.28 (br s, 1 H),
947 (t, 1H, J=0.8 Hz), 862 (s, 1 H), 795
(d, 1 H, J = 9.2 Hz), 787-7.83 (m, 2 H),
765(d, 1H, J=80Hz), 7.38 (brd, 2 H, J =
7.6 Hz), 7.27 (td, 1 H, J = 8.0, 1.2 Hz), 6.75
(t, 1 H, overlapped, J = 7.6 Hz), 6.72 (d, 1 H,
overlapped, J = 7.6 Hz), 4.82 (s, 2 H), 4.47
(s, 2 H), 3.44 (br s, 2 H), 3.17 (br s, 2 H),
252 (s, 3 H), 2.04 (brs, 2 H), 194 (brs, 2
H)

TABLE 1-continued
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102

(400 MHz, CDCl;) 6 9.04 (s, 1 H), 8.35 (s, 1
H), 7.83 (dd, 1H,J=92,186 Hz), 7.73(d, 1
H,J=92Hz), 747 1H, J=78 Hz), 7.28
(brd, 1H, =76 Hz), 711 (¢, 1 H, J=78
Hz), 7.00 (d, 1H, J=8.0H2z) 6.95 (brs, 1
H), 6.68(d, 1 H,J=7.6Hz), 6.60 (dd, 1H. J
= 8.0, 2.0 Hz), 4.54 (s, 2 H), 3.65 (s, 2 H),
2.61 (brs, 4 H), 2.51 (s, 3 H), 1.78-1.75(m,
4 H)

465.25

103

(400 MHz, DMSO-ds) & 10.93 (br s, 1 H),
9.48 (dd, 1 H, J= 1.2, 1.6 Hz), 8.63 (s, 1H)
7.96 (dd, 1H, J=9.2,0.8 Hz), 7.86-7.81 (m,
2H),7.61(d, 1H,J=80 Hz), 7.37 {(d, 1 H,
J=76Hz), 749 (t, 1H, J= 7.8 Hz), 7.15 (br
s, 1 H), 6.86-6.81 (m, 2 H}, 476 (s, 2 H),
422 (d, 2 H, J=58 Hz), 329 (m, 2 H), 3.00
(m, 2 H), 2.51 (s, 3 H), 1.92 (m, 2 H), 1.82
(m,2H)

104

(400 MHz, CDCl) & 10.35 (br s, 1 H), 8.97
(s, 1 H), 8.36 (s. 1 H), 783(d, 1H J=92
Hz), 7.76 (d, 1H,J= 9.2 Hz), 744 (t, 1 H, J
=76Hz),7.21 (brs, 1 H, overlapped), 7.19
(td, 1H, /=78, 1.6 Hz), 7.04 (dd, 1 H, J =
76,1.6Hz),699(d, 1H, J=T78 Hz), 8.73—
6.68 (M, 2 H), 4.57 (s, 2 H), 3.71 (br s, 4 H),
3.63 (s, 2 H). 2.50 (brs, 7H)

481.25

105

(400 MHz, DMSOQ-ds) & 946 (s, 1 H), 8.62
(s, 1 H), 7.96 (dd, 1H,J=92 08Hz),7.85
(t, 1 H, overlapped, J = 8.0 Hz), 7.83 (dd, 1
H, overlapped, J = 9.2, 1.6 Hz), 760(d, 1H,
J=80Hz),7.38(brd, 2H, J=8.0Hz),7.29
(td, 1 H, J = 80, 12 Hz), 6.75 ¢t 1 H
overlapped, J = 80 Hz), 674 (d, 1 H,
overlapped, J = 8.0 Hz), 4.82 (s, 2 H), 4.45
(s, 2 H), 3.93 (br s, 4 H), 3.34 (br s, 4 H),
2.53(s,3H)

106

(400 MHz, CDCls) & 10.78 (br s, 1 H), 8.97
(s, 1H), B35 (s, 1 H), 7.81(dd. 1 H,J=92,
1.6 Hz), 7.74 (d, 1 H, J = 9.2 Hz), 745 (t, 1
H, J=78Hz) 723 (brs. 1H), 713 (L 1H,
J=T78Hz) 7.00(d, 1H,J=76Hz),679
(brs, 1 H), 6.71 (d, 1 H, J = 7.6 Hz), 6.59
(dd, 1 H, J = 8.0, 1.6 Hz), 4.53 (s, 2 H), 4.44
(br s, 1 H), 3.66 (m, 4 H), 3.45 (s, 2 H), 2.49
(s, 3H), 2.44(brs, 4H)

481.25

TABLE 1-continued




WO 2012/002680 PCT/KR2011/004631
63

MS (ESI)
Example Structure "H NMR (ppm) miz
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(400 MHz, DMSO0-dg/D20) 5 9.36 (dd, 1 H, J
N ©0|=18 10Hz),862(s, 1H),7.85(dd, 1H, J
=04, 10Hz), 7.87 (t, 1 H, J=7.8 Hz), 7.82
(dd, 1 H, J=9.4,18Hz), 748 {(d, 1 H, J=
8.0 Hz), 742 (d, 1 H, J=76Hz), 7.28 (t 1
H, J = 7.8 Hz), 6.90 (br s, 1 H), 6.86-6.82
(m, 2 H), 4.68 (s, 2 H Hz), 4.23 (s, 2 H), 3.70
(br s, 4 H), 3.22 (brs, 2 H), 3.14 (br s, 2 H),
. 2.58 (s, 3 H)

107

(400 MHz, CDCl;) 6 9.06 (s, 1 H), 8.34 (s, 1
H), 7.84 (dd, 1 H, J= 9.2, 1.6 Hz), 7.72 (d, 1
H,J=92Hz), 7.48 (t, 1 H, J = 7.6 Hz), 7.32
(brs.1H) 7.18 (brs, 1H), 7.00 (d, 1 H,J=
7.6 Hz), 690 (dd, 1 H, J = 11.2, 8.0 H2),
6.55-6.51 (m, 1 H), 4.78 (br s, 1 H), 4.59 (d,
2 H, J=6.4Hz), 354, 2H) 250, 3
H), 2.34 (s, 6H)

108 457.22

(400 MHz, DMSO-d;) & 10.73 (br s, 1 H),
946 (t, 1H, J=1.2 Hz), 862 (s, 1 H), 7.96
(dd, 1 H, J = 9.2, 0.8 Hz), 7.84 (dd, 1 H,
overlapped, J = 9.2, 1.6 Hz), 7.82 (t, 1 H,
overlapped, J=7.8Hz), 766 (d, 1H, J=8.0
Hz), 7.37 (dd, 1 H, overlapped, J = 8.2, 2.0
Hz), 7.36 (d, 1 H, J= 7.6 Hz), 7.18 (dd, 1 H,
J =118, 8.2 Hz), 6.82-6.78 (m. 1 H), 4.79
(s,2H), 417 (brs, 2H), 264 (d, 6H,J=186
Hz), 2.52 (s, 3 H)

109

(400 MHz, CDCl3) 5 8.99 (br s, 1 H), 8.36 (s,
1H),7.83(dd, 1 H,J=9.2, 1.6 Hz), 7.76 (d,
1H,J=92Hz), 746 (t, 1 H, J =78 Hz),
7.24 (brs, 1 H),6.99 (d, 1 H, overlapped, J =
8.0 Hz), 6.95 (t, 1 H, overlapped, J = 8.0
Hz), 6.76-6.70 (m, 2 H), 473 (br s, 1 H),
456(d. 2H,J=56Hz), 360 (s, 2H), 250 457.23
(s,3H), 2.36(s,6H)

110
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111

(400 MHz, DMSO-dg) & 10.62 (br s, 1 H),
9.46 (s, 1 H), 862 (s, 1H).796(d, 1H,J=
9.2 Hz), 7.84 {t, 1 H, overlapped, J = 8.0
Hz), 7.83 (d, 1 H, overlapped, J = 9.2 Hz),
757 (0. 1 H, J=80Hz),737(d 1H J=
80 Hz), 7.10 ¢, 1 H, J = 7.6 Hz), 7.02 (1, 1
H, J = 7.6 Hz), 6.93 (pseudo t, 1 H, J = 6.6
Hz), 4.78 (s, 2 H), 4.30 (d, 2 H, J = 4.8 Hz),
2.72(d,6H, J=44Hz),2.53(s, 3H)

112

(400 MHz, CDCl3) 6 11.11 (or s, 1 H), 8.98
(s, 1 H), 8.35 (s, 1 H), 7.81 (dd, 1 H, J=9.2,
16 Hz), 7.73 (d, 1 H, J = 9.2 Hz), 7.44 (¢, 1
H, J=7.8Hz), 7.23 (brs, 1 H), 6.97 (d, 1H,
J=80Hz), 691 1H,J=80Hz), 675
(td, 1 H, J = 8.0, 1.2 Hz), 6.65 (td, 1 H, J =
8.0, 1.2 Hz), 4.66 (brs, 1 H), 451 (d, 2 H, J
= 5.6 Hz), 3.66 (s, 2 H), 2.59 (br s, 4 H), 2.42
(s, 3H), 1.81-1.75(m, 4 H)

483.24

113

(400 MHz, DMSO-ds) & 10.84 (br s, 1 H),
946 (s, 1 H), 862 (s, 1 H), 7.95(d, 1H,J=
9.2 Hz), 7.84 (t, 1 H, J = 7.8 Hz), 7.83 (dd, 1
H, J=92, 16 Hz), 7.57(d, 1 H, J = 8.0 Hz),
736(d,1H J=76Hz),7.08( 1H J=78
Hz), 7.03-6.96 (m, 2 H), 4.77 (s, 2 H), 4.36
(d, 2 H, J = 5.2 Hz), 3.39 (m, 2 H), 3.07 (m, 2
H), 2.53 (s, 3 H), 2.03-1.87 (m, 4 H)

114

(400 MHz, CDCls) 5 8.97 (s, 1 H), 8.36 (s, 1
H), 7.82 (dd, 1 H, J=92,2.0Hz), 7.76 (dd,
1H, J=92, 08 Hz), 7.46 (t, 1H, J=76
Hz), 7.23 (br d, 1 H, J = 7.6 Hz), 7.00 (d, 1
H, J=76Hz),6.95( 1H,J=80Hz),6.76
(t 1H,J=7.6Hz), 670 (td, 1H, J=8.0, 1.6
Hz), 4.67 (br s, 1 H), 454 (d, 2H,J=48
Hz), 3.73 (m, 4 H), 3.59 (s, 2 H), 2.53 (br s, 4
H), 2.47 (s, 3 H)

499.24
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(400 MHz, DMSQ-ds) & 11.18 (br s, 1 H),
946 (dd, 1 H, J=186, 1.2 Hz), 8.62 (s, 1 H),
7.96(dd, 1H,J=9.2,08 Hz), 7.84 (t, 1 H,
overlapped, J = 7.8 Hz), 7.83 (dd, 1 H,
overlapped, J=9.2, 1.6 Hz), 7.57 (d, 1 H, J
=76Hz), 7.37(d,1H, J=80Hz), 710 { 1
H, J=7.8 Hz), 7.05-6.99 (m, 2 H}), 4.78 (s, 2
H), 4.34 (s, 2 H), 3.93 (br s, 2 H), 3.81 (brt,
2H,J=11.8Hz)3.29 (brs, 2 H), 3.13 (br s,
2 H), 2.53 (s, 3H)

115

(400 MHz, CDCl3) 5 8.99 (s, 1 H), 8.36 (s, 1
H), 7.86 (dd, 1 H, J=9.2, 1.6 Hz), 7.78 (dd,
1H, J=902 08Hz),747 ¢ 1H J=786
Hz), 723 (brd, 1 H, J= 7.6 Hz), 7.09 (d, 1| 464.23
H,J=76Hz),7.01(d,1H, J=7.6Hz), 6.98
(dd, 1 H, J = 7.6, 1.6 Hz), 6.93 (br s, 1 H),
4.59 (s, 2 H), 3.63 (s, 2 H), 2.53 (s, 3 H),
2.33 (s, B H)

(400 MHz, DMSO-dg) 6 9.45 (dd, 1 H, J =
1.6,0.8 Hz), 860 (s, 1 H),7.94(dd, 1 H,J=
9.2, 0.8 Hz), 7.85 (t, 1 H, overlapped, J = 7.6
Hz), 7.84 (dd, 1 H, overlapped, J = 8.2, 1.6
Hz), 7.57(d, 1 H, J=76Hz), 752 (d, 1H, J
=8.0Hz), 7.39(d, 1 H, J = 7.6 Hz), 7.30 (br
s, 1 H), 7.19-7.17 (m, 2 H), 4.79 (s, 2 H),
448 (s, 2 H),2.78 (s, 8 H), 2.55(s, 3H)

116

(400 MHz, DMSO-ds) 5 12.70 (br s, 1 H),
9.54 (s, 1 H), 8.50 (s, 1 H), 7.99 (dd, 1 H, J =
9.2, 2.0 Hz), 7.83 (dd, 1 H, J = 9.2, 0.8 HZ),
772t 1 H J=78Hz) 752 (brs, 1H), | 464.23
7.32(t, 1 H, J= 7.6 Hz), 7.17-7.13 (m, 2 H),
7.07(d, 1 H, J=80Hz), 7.02 (dd, 1H, J =
7.6, 0.8 Hz), 4.48 (d, 2 H, J = 5.6 Hz), 3.68
(5,2 H), 2.47 (s, 3 H), 2.23 (s, 6 H)

118

(400 MHz, DMSO-d)69.48(t, 1H, J=12
Hz), 860 (s, 1 H), 7.92 (dd, 1H, /=82,12
Hz), 7.86 (dd, 1 H, overlapped, J = 9.2, 1.6
Hz), 7.85 (t, 1 H, overlapped, J = 8.0 Hz),
764 (d, 1H,J=80Hz),749(t, 1H U=
7.8 Hz), 7.37 (d, 1 H, J= 8.0 Hz), 7.24 (dd, 1
H, J = 7.6, 0.8 Hz), 7.10 (dd, 1 H, J = 8.0,
0.8 Hz), 4.81 (s, 2 H), 461 (s, 2 H), 2.89 (s,
6 H),2.52 (s, 3H)

119
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(400 MHz, CDCl) 5 9.01 (s, 1 H), 8.36 (s,
N | H), 7.83(dd, 1 H, J=9.2, 16 Hz), 7.76 (dd,
1H J=92 08Hz), 749 (t 1H J=78
Hz), 7.28 (brd, 1 H, J= 7.6 Hz), 7.15 (brs, 1
H), 7.03 (d, 1 H, J = 7.6 Hz), 6.84 (s, 1 H),
6.82 (dd, 1 H, J =20, 1.2 Hz), 4.86 (br s, 1
H), 4.55 (d, 2 H, J = 5.6 Hz), 3.48 (s, 2 H),
2.54 (s, 3 H), 2.32 (s, 6 H)

120 464.23

CN

(400 MHz, DMSO-ds) & 10.77 (br s, 1 H),
N 9.46 (dd, 1H, J=16,08 Hz), 8.60 (s, 1 H),
7.94 (dd, 1H, J=9.2, 0.8 Hz), 7.85 (dd, 1 H,
l N\>JHN overlapped, J = 9.2, 1.6 Hz), 7.84 (t, 1 H,

N CN overlapped, J= 7.8 Hz), 7.55(d, 1 H, J = 76
H eHCI Hz), 7.36 (d, 1 K, overiapped, J = 8.0 Hz),
7.35 (s, 1 H, overlapped), 7.23 (br s, 2 H),
471 (s, 2 H), 422 (s, 2 H), 2.67 (s, 6 H),
2.53 (s, 3H)

121

(400 MHz, CDCls) & 10.40 (br s, 1 H), 8.96
(s, 1 H), 8.36 (s, 1 H), 7.84 (dd. 1 H, J= 9.2,
1.6 Hz), 7.77 (d, 1 H, J = 9.2 Hz), 7.46 (t. 1
H, J=76Hz), 7.24 (brd, 1 H, J= 7.8 Hz), | 49025
709 (d, 1 H, J=76Hz), 7.00(d, 1 H, J=
7.6 Hz), 6.96 (dd, 1 H, J = 7.6, 1.6 Hz), 6.86
(br . 1 H). 4.55 (s, 2 H), 3.74 (s, 2 H), 2.54
(brs, 4 H), 251 (s, 3H), 1.81 (brs, 4 H)

122

(400 MHz, DMSO-dq) & 10.47 (br s, 2 H),
9.46 (s, 1 H), 8.61 (s, 1H), 7.95 (dd, 1 H, J=
9.2, 0.4 Hz), 7.86 (t, 1 H, overlapped, J = 76
Hz), 7.85 (dd, 1 H, overlapped, J = 92 12
Hz), 7.60 (d, 1 H, J = 7.6 Hz), 7.59 (d, 1H,J
=80Hz),7.39(d, 1 H, J= 7.6 Hz), 7.32 (br
s, 1 H), 7.18 (dd, 1 H, J = 7.6, 1.6 H2), 7.14
(d, 1 H, J= 1.6 Hz), 4.82 (s, 2 H), 4.53 (s, 2
H), 3.23 (br s, 4 H), 2.55 (s, 3 H), 1.99 (br s,
4 H)

123

(400 MHz, DMSO-ds) 3 12.71 (br 5, 1 H),
9.52 (s, 1 H), 8.50 (s, 1H), 7.98 (dd, 1 H, J =
9.2, 16 Hz), 7.83 (d, 1 H, J = 9.2 Hz), 7.71
(t 1H, J=7.8Hz), 7.51 (brs, 1H), 7.37 (¢, 1
H, J=52Hz),7.31(t 1 H, J=80Hz), 7.1
(. 1H, J=7.6Hz), 7.05(d, 1 H, J = 8.0 Hz),
7.00 (dd, 1 H, J = 8.0, 1.2 Hz), 447 (d, 2 H,
J =52 Hz), 3.87 (s, 2 H), 2.51 (br s, 4 H),
2.47 (s, 3 H), 1.74 (br s, 4 H)

TABLE 1-continued

124 490.25




WO 2012/002680 , PCT/KR2011/004631
67

MS (ESI)

Example Structure *H NMR (ppm) miz
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(400 MHz, DMSO-de/0,0) & 9.41 (dd, 1 H, J
= 1.6, 0.8 Hz), 8.61 (s, 1 H), 7.84 (dd, 1H, J
=92, 08 Hz), 7.89 (t, 1 H, J= 7.8 Hz), 7.84
(dd, 1H,J=9.2 18Hz), 755 (d, 1 H, J =
8.0 Hz), 7.50 {t, 1 H, J = 7.6 Hz), 7.42 (d, 1
H, J =76 Hz), 7.25 (dd, 1 H, J = 7.6, 0.8
Hz), 7.09 (d, 1 H, J = 7.6 Hz), 4.78 (s, 2 H),
4.64 (s, 2 H), 3.45 (br s, 4 H), 2.58 (s, 3 H),
2.06 (brs, 4 H)

125

(400 MHz, CDCly) 5 8.99 (s, 1 H), 8.36 (s. 1
H), 7.82 (dd, 1 H, J= 9.2, 1.6 Hz), 7.77 (d, 1
H,J=9.2Hz), 7.48 (t, 1 H, J = 7.6 Hz), 7.27
(brd, 1H, J=76Hz), 7.13 (br s, 1 H), 7.03
(d, 1 H, J =76 Hz), 6.97 (br s, 1 H). 6.81
(dd, 1 H, J = 2.4, 1.2 Hz), 4.81 (br s, 1 H),
454 (d, 2 H, J = 5.6 Hz), 3.62 (s, 2 H), 2.57
(brs, 4 H), 2.54 (s, 3 H), 1.79 (brs, 4 H)

126 490.25

(400 MHz, DMSO-dy) & 10.96 (br s 1 H),
9.45 (dd, 1 H, J =16, 0.8 Hz), 8.60 (s, 1 H),
7.94 (dd, 1 H, J=9.2,0.8 Hz), 7.84 (dd, 1 H,
overlapped, J = 9.2, 1.6 Hz), 7.83 (t, 1 H,
overlapped, J = 7.8 Hz), 7.54 (d, 1 H, /= 8.0
Hz), 7.39 {(br s, 1 H), 7.36 (d, 1 H, J =786
Hz), 7.26 (s, 1 H), 7.21 (dd, 1 H, J=2.0, 1.6
Hz), 4.72 (s, 2 H), 4.29 (s, 2 H), 3.02 (br s, 4
H), 2.53 (s, 3 H), 1.95 (br s, 2 H), 1.84 {br s,
2 H)

127

(400 MHz, CDCl,) 8 8.97 (s, 1 H), 8.37 (s, 1
H), 7.84 (dd, 1 H, J = 9.2, 1.6 Hz), 7.78 (dd,
1H, J=92 12Hz), 749 ( 1H, J=78
Hz), 7.29 (br d, 1 H, J = 8.0 Hz), 7.12 (d, 1
H, J=76Hz),7.03(d, 1H,J=76Hz), 699 | 506.25
(dd, 1 H, J = 7.6, 1.6 Hz), 6.93 (br s, 1 H),
457 (s, 2 H), 3.75 (br s, 4 H, overlapped),
3.72 (s, 2 H, overlapped), 2.55 (br s, 7 H)

128

TABLE 1-continued




WO 2012/002680

68

PCT/KR2011/004631

Example

Structure

s (ESI)
'H NMR (ppm) m/z
(MH")

129

{400 MHz, DMSQ-ds) 6 8.45 (d, 1 H, J=04
Hz), 8.61 (s, 1 H), 7.96 (d, 1H,J=92Hz),
7.86 (t, 1 H, overlapped, J = B.0 Hz), 7.85
(dd, 1 H, overlapped, J = 8.2, 1.6 Hz), 7.60
(d. 1H J= 80Hz), 757 (d, 1H, J= 8.0
Hz), 7.39 (d, 1 H, J = 8.0 Hz), 7.19 (s, 1H),
7.17 (dd, 1 H, overlapped, J = 8.0, 1.2 Hz),
4.82 (s, 2 H), 452 (s, 2 H), 3.91 (br s, 4 H),
3.32(brs, 4 H),2.55 (s, 3H)

130

(400 MHz, DMSO-dg) & 12.70 (br s, 1 H),
9.48 (br s, 1 H), 8.50 (s, 1 H), 7.95 (dd, 1 H,
J=92 16 Hz), 7.84 (d, 1 H, J = 9.2 H2),
771 @t 1 H. J =76 Hz), 7.44 (br s, 1 H),
734t 1H J=80Hz),7.28(t 1H, J=566| 506.24
Hz), 7.16 (d, 1 H, J = 7.6 Hz), 7.07 (d, 1 H, J
= 8.4 Hz), 7.03 (dd, 1 H, J = 7.6, 12 Ha),
4.49 (d. 2 H, J = 56 Hz), 3.76 (s, 2 H), 3.58
(m, 4 H), 2.48 (s, 3 H), 2.41 (br s, 4 H)

131

(400 MHz, DMSO-ds) 5 9.46 (d, 1H, /=038
Hz), 8.60 (s, 1 H), 7.94 (dd,1H,J=92,08
Hz), 7.85 (t, 1 H, overlapped, J = 7.6 Hz),
7.84 (dd, 1 H, overlapped, J = 9.2, 1.6 Hz),
760 (d, 1H J=76Hz), 747 (t 1H J=80
Hz), 7.37 (d, 1 H, J = 8.0 Hz), 7.22 (dd, 1 H,
J=176, 08 Hz), 7.08 (d, 1 H, J = 8.0 Hz),
482 (s, 2 H), 457 (s,2H), 385 (brt, 4H, J
=4.4 Hz), 3.40 (brs, 4 H), 2.53 (s. 3 H)

132

(400 MHz, CDCl3) 8 8.97 (s, 1 H), 8.38 (s. 1
H), 7.82 (dd, 1 H, J = 9.2, 1.6 Hz), 7.78 (dd,
1H,J=9208Hz),748 (¢ 1H J= 7.6
Hz), 7.28 (brd, 1 H, J= 7.6 Hz), 7.06 (br s, 1
H, overlapped), 7.04 (d, 1 H, J = 7.6 Hz),
7.01 (s, 1H), 6.84(dd, 1 H, J=20, 1.2 Hz), | 506.24
479 (br s, 1 H), 454 (d, 2 H, J = 7.6 Hz),
3.70 (m, 4 H), 3.48 (s, 2 B), 2.55 (s, 3 H),
2.47 (brs, 4 H)
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133

(400 MHz, DMSO-dg) 6 945 (dd, 1 H, J =
1.6,08Hz),861(s,1H),795(dd, 1H,J=
9.2, 0.8 Hz), 7.85 (t, 1 H, overlapped, J= 7.6
Hz), 7.84 (dd, 1 H, overlapped, J = 9.2, 1.6
Hz), 7.54 (d, 1 H, J = 7.6 Hz), 7.43 (br s, 1
H), 7.37 (d, 1 H, J = 7.6 Hz), 7.28 (s, 1 H),
7.23(dd, 1 H, /=22, 1.4 Hz). 474 (s, 2 H),
428 (s, 2 H), 3.83 (br s, 4 H), 3.81 (brs, 2
H), 3.08 (br s, 2 H), 2.54 (s, 3 H)

134

(400 MHz, CDCl,) 5 8.98 (s, 1 H), 8.36 (s. 1
H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.76 (dd,
1H,J=92 08Hz),745( 1 H J=78
Hz), 7.23 (brd, 1 H, / =7.6 Hz), 7.13 (td, 1
H, J =80, 1.2 Hz), 7.04 (dd, 1 H, J = 8.0,
1.2 Hz), 6.99 (d, 1 H, J = 8.0 Hz), 672 (d. 1
H, overlapped, J = 7.6 Hz), 8.71 (td, 1 H,
overlapped, J = 8.0, 1.2 Hz), 4.56 (s, 2 H),
2.81(,2H, J=64Hz),283(t2H, /=64
Hz), 2.52 (s, 3H), 2.36 (s, 6 H)

453.25

135

(400 MHz, DMSO-de/D20) 6 9.40 (dd, 1 H, J
=1.8, 0.8 Hz), 8.63 (s, 1H), 7.96 (dd, TH, J
=02 08Hz), 786 (t 1H,J=7.8Hz), 7.82
(dd, 1H, J=92,18Hz), 748 (d, 1H J=
8.0 Hz), 7.41 (d, 1 H. /=76 Hz), 7.17-7.12
(m, 2 H), 6.75-671 (m, 2 H), 4.73 (s, 2 H),
3.32(brt,2H,J=84Hz) 3.02(brt 2H,J
= 8.4 Hz), 2.90 (s, 6 H), 2.58 (s, 3 H)

- 136

(400 MHz, CDCly) 5 9.08 (s, 1 H), 8.32 (s, 1
H), 7.83 (dd, 1 H, J = 9.2, 1.6 Hz), 7.68 (d, 1
H, J=9.2 Hz), 7.47 (t, 1 H, J=7.6 Hz), 7.34
(brd, 1H, J=T76Hz), 7.04(t, 1H J=76
Hz), 6.99 (dd, 1 H, J = 7.6, 0.4 Hz), 6.66 (br
s. 1 H), 6.53-6.49 (m, 2 H), 4.48 (s, 2 H),
2.89-2.83 (m 4 H), 2.56 (s, 6 H), 248 (s, 3
H)

453.25
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(400 MHz, DMSO-ds) 5 10.47 (brs, 1 H),
9.49 (t, 1H, J= 0.8 Hz), 863 (s, 1 H), 7.97
(dd, 1 H, J=92,08 Hz), 7.85 (dd, 1 H,
overlapped, J = 8.2, 1.2 Hz), 7.84 t, 1 H,
overlapped, J = 7.8 Hz), 7.64 (d, 1H,J=80
Hz), 7.37 (d, 1H, J= 7.6 Hz), 7.10 (4 1 H,J
N— =8.0 Hz), 881 (brs, 1 H), 666 (dd. 1 H, J=
/ 8.0, 1.6 Hz), 6.58 (d, 1 H, J = 8.0 H2), 4.75
(s, 2 H), 3.30-3.25 (m, 2 H), 2.94-2.89 (m, 2
H),2.77 (d, 6 H, J= 4.8 Hz), 2.51 (s, 3H)

137

(400 MHz, CDCls) 6 10.40 (br s, 1 H), 8.94
(s, 1H), 838 (s, 1 H), 7.83 (dd. 1 H, J=92,
1.2 Hz), 7.80 (dd, 1 H, J=9.2, 0.8 Hz), 7.49
{t, 1 H, J= 7.8 Hz), 7.30-7.27 (m, 1 H), 7.24
CN (d, 1 H, J = 80 Hz), 7.06 (dt 1 H, | 421.21
overlapped, J = 7.6, 1.2 Hz2), 705, 1H,
overlapped, J = 7.6 Hz), 6.94-6.93 (m, 2 H),
472 1H,J=52Hz), 454(d,2H,J=52
Hz), 2.82 (9,2 H, J= 7.6 Hz), 1.31 (1, 3 H, J
=7.6 H2)

138

(400 MHz, CDCly) 8 10.37 (br s, 1 H), 8.96
(s. 1 H), 8.38 (s, 1 H), 7.84 (dd, 1H, J=92,
1.2 Hz), 7.79 (dd, 1 H, J = 9.2, 0.8 Hz), 7.48
(t 1H, J=7.8Hz),7.22(d, 1 H, =80 Ha),
F 7.06-7.00 (m, 3 H), 6.80 (td, 1 H, J = 8.0,
1.2 Hz), 6.76-6.70 (m, 1 H), 462 (br s, 1 H,
overlapped), 4.60 (s, 2 H), 2.80 (q, 2H J=
76Hz), 1.29 (t, 3H, J= 7.6 Hz) J

139 41420

[0412] Practice Example 5

[0413]

[0414]  Preparation of N-((4-([1,2,4]triazolo[1 ,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H
-imidazol-2-yl)methyl)-2-fluoro-N-methylaniline (Example 140)
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[0420]

[0421]

[0422]

7

To a stirred solution of 1-((1,2,4)triazolo(1,5-a
)pyridin-6-y1)-2-(6-methylpyridin-2-yl)ethane-1,2-dione (0.20 g, 0.75 mmol) in a
mixture of rerz-butyl methyl ether (10 mL) and MeOH (8 mL) were added
2-((2-fluorophenyl)(methyl)amino)acetaldehyde (190 mg, 1.13 mmol) and NH,OAc
(0.15 g, 1.88 mmol), and the mixture was stirred at room temperature for 2 h. The pH
of the mixture was adjusted to 8 with saturated aqueous NaHCO; solution. After
removal of the solvent, the reaction mixture was extracted with CHCl; (2 x 100 mL),
and the CHCl, solution was washed with water (20 mL) and brine (20 mL), dried over
anhydrous Na,SQ,, filtered, and evaporated to dryness under reduced pressure. The
residue was purified by MPLC on silica gel using a mixture of MeOH and CHCl,
(1:19 (v/v)) as eluent to give the titled compound (90 mg, 32%) as a pale yellow solid.
'H NMR (400 MHz, CDCl;) 6 8.97 (brs, 1 H), 8.37 (s, l H), 7.82 (dd, 1 H,J=9.2, 1.6
Hz),7.78 (dd, 1 H,J=9.2,1.2Hz),7.49 (t, 1 H,J=7.8 Hz), 7.25 (brd, 1 H, J = 7.6
Hz), 7.14—7.06 (m, 3 H), 7.04 (d, 1 H, J = 7.6 Hz), 7.00—6.94 (m, 1 H), 4.44 (s, 2
H), 2.91 (s, 3 H), 2.58 (s, 3 H); MS (ESI) m/z 414.20 (MH*).

Practice Example 6

Preparation of 3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H
-imidazol-2-yl)methyl)benzonitrile (Example 145)

CN

To a stirred solution of 1-((1,2,4)triazolo(1,5-a
)pyridin-6-y1)-2-(6-methylpyridin-2-yl)ethane-1,2-dione (4.00 g, 15.02 mmol) in a



WO 2012/002680 PCT/KR2011/004631

[0423]
[0424]
[0425]
[0426]

[0427]

[0428]

72

mixture of fert-butyl methyl ether (30 mL) and MeOH (30 mL) were added
3-(fomylmethyl)benzonitrile (prepared according to the method described in WO
02/096875 A1) (6.54 g, 45.07 mmol) and NH,OAc (11.58 g, 150.24 mmol), and the
mixture was stirred at room temperature for 90 min. The pH of the mixture was
adjusted to 8 with saturated aqueous NaHCO, solution. After removal of solvent, the
mixture was extracted with EtOAc (2 x 150 mL), and the EtOAc solution was washed
with water (50 mL) and brine (50 mL), dried over anhydrous Na,SO, filtered, and
evaporated to dryness under reduced pressure. The residue was purified by MPLC on
silica gel using a mixture of MeOH and CH,Cl, (1:19 (v/v)) as eluent to give the titled
compound (1.92 g, 33%) as a yellow solid. '"H NMR (400 MHz, DMSO-d) 6 12.70 (br
s, 1 H),9.53 (brs, 1 H), 8.49 (s, 1 H), 7.96 (dd, 1 H,J=9.2, 1.8 Hz), 7.84 (d, 1 H,J=
2.0Hz),7.82(d, 1 H,J=9.2 Hz), 7.74—7.71 (m, 2 H), 7.69 (t, 1 H, overlapped, J =
7.6 Hz), 7.56 (t, 1 H, J = 7.8 Hz), 7.47 (br s, 1 H),7.15 (d, 1 H, J=7.6 Hz), 4.18 (s, 2
H), 2.47 (s, 3 H); MS (ESD) m/z 392.18 (MH*).

Practice Example 7

Preparation of 3-((4—([1,2,4]triazolo[1,5—a]pyridin—6—yl)-5-(6—methy1pyxidin-2-yl)-1H
-imidazol-2-yl)methyl)benzamide (Example 147)

NH,

To a stirred solution of 3-((4-([1,2,4]triazolo[1,5-a
]pyridin-6—yl)—5—(6—methy1pyridin—2—yl)- 1H-imidazol-2-yl)methyl)benzonitrile(41 mg,
0.10 mmol) in EtOH (2 mL) were added 28% H,0, (13.9 mL, 0.11 mmol) and 1N
NaOH (0.39 mL, 0.39 mmol) at room temperature. The mixture was heated to at 60°C
for 1 h and then, to it, was added 1 N HCl at 0°C to adjust pH 7-8. After removal of the
solvent, the residue was extracted with CH,CL, (2 x 15 mL). The CH,Cl, solution was
washed with water (5 mL) and brine (5 mL), dried over anhydrous Na,SO,, filtered,
and evaporated to dryness under reduced pressure. The residue was purified by MPLC
on silica gel using a mixture of MeOH and CH,CL (1:9 (v/v)) as eluent to give the
titled compound (15 mg, 35%) as a yellow solid. '"H NMR (400 MHz, CDCls) 6 8.93
(brs, 1H), 8.32 (s, 1 H), 7.77 (s, L H), 7.76 (dd, 1 H, overlapped, J=9.2, 1.6 Hz), 7.69
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(d,1H,/=9.2Hz),7.56 (d, 1 H,J=8.0Hz),7.44 (t, 1H,J=7.6 Hz),7.39 (d, 1 H, J
=7.6Hz),7.26 (t, 1 H,J=8.0Hz),7.21(d, 1 H,/=7.6 Hz), 6.98 (d, 1 H, /= 7.6 Hz),
6.60 (brs, 1 H), 6.27 (brs, 1 H), 4.15 (s, 2 H), 2.44 (s, 3 H); MS (ESI) m/z 410.19
(MH*).

The compounds listed in the following Table 2 were prepared in an analogous
manner to those described in the Practice Examples 5-7 above. The mass spectroscopy

data of these compounds are included in the Table 2.
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[Table 2]

MS (ESI)

Example Structure "H NMR (ppm .
P (ppm) miz (MH?)

(400 MHz, CDCl,) 5 8.97 (br s, 1 H), 8.37 (s, 1 H),
7.82(dd, 1 H, J=9.2, 1.6 H2), 7.78 (dd, 1 H, J =
92,12 Hz), 748 (t, 1 H, J = 7.8 Hz), 7.25 (br d, 1 414.20
H, J = 7.6 Hz), 7.14-7.06 (m, 3 H), 7.04 (d, 1 H, J=
7.6 Hz), 7.00-6.94 (m, 1 H), 4.44 (s, 2 H), 291¢(s,3
H), 2.58 (s, 3 H)

140

(400 MHz, CDCly) 5 8.93 (s, 1 H), 8.37 (s, 1 H),
7.80-7.78 (m, 2 H), 748 (t 1 H, J=7.6 Hz), 7.35-
7.30 (m, 1 H), 7.24 (br d, 1 H, J = 8.0 Hz), 7.08-
7.06 (m, 3H), 7.02 (d, 1 H, J = 7.6 Hz), 467 (5, 2
H), 3.14 (s, 3 H), 2.50 (s, 3 H)

141 421.20

(400 MHz, CDCI/CD;0D) & 8.86 (dd, 1 H, J= 16,
12 Hz), 818 (s, 1 H), 762 (dd, 1H. /=92, 16
Hz), 7.57 (dd, 1 H,J=9.2,12 Hz), 7.43(t, 1 H, J=
8.0 Hz), 7.24 (dd, 1 H, J= 2.4, 1.6 Hz), 7.14 (3, 1H, 439.22
fo] overlapped, J = 8.0 Hz), 7.13 (d, 1 H, overlapped, J
= 8.0 Hz), 7.04 (ddd, 1H, J=8.0,12,08 Hz), 6.97
(d, 1H,J=7.6Hz),6.83(ddd, 1 H, /=80 24, 0.8
Hz), 4.54 (s. 2 H), 2.99 (3, 3 H), 2.38 (s, 3 H)

142

(400 MHz, CDCl;) 6 8.94 (br s, 1 H), 8.36 (s, 1 H),
7.81(dd, 1 H, J=92 16 Hz), 777 (ad, 1 H, J =
9.2, 0.8 Hz), 7.44 (t, 1 H, J = 7.8 Hz), 7.40-7 28 (m,
5H), 720 (brd, 1 H, J=80Hz), 699 (d 1H,J=
7.6 Hz), 4.21 (s, 2 H), 2.51 (s, 3 H)

143 367.18

(400 MHz, CDCly) 6 8.93 (1, 1 H, J = 1.2 Hz), 837
(s, 1 H), 7.80 (dd, 1 H, overlapped, J = 92,16 Hz),
7.77 (dd, 1 H, overlapped, J = 9.2, 0.8 H2), 7.48 (1,
1H,J=78Hz), 7.39 (td, 1 H, J = 7.6, 1.6 Hz),
7.31-7.25 {m, 1 H), 7.21 (br d, 1 H, J = 8.0 Hz),
7.14 (td, 1 H, overlapped. J = 7.6, 1.2 Hz), 7.10 (dd,
1H, J=84,12Hz),7.02 (brd, 1H J=76Hz),
4.24 (s, 2 H), 2.55 (s, 3H)

m

144 385.17

TABLE 2-continued

[0431]
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Example

Structure

'H NMR (ppm)

M5 (ESI)
miz (MH)

145

CN

(400 MHz, DMSO-f) 5 12.70 (br s, 1 H), 9.53 (br s,
1 H), 8.49 (s, 1 H), 7.96 (dd, 1 H, J = 8.2, 1.8 Hz),
7.84(d,1H,J=20H2) 782 (d, 1H, J=92Hz),
7.74-7.71(m, 2 H), 7.69 (t, 1 H, overlapped, J=7.6
Hz), 7.56 (t, 1 H. J=7.8 Hz), 7.47 (br s, 1 H), 7.15
(d,1H, /=76 Hz), 418 (s, 2H) 247 (s, 3H)

392.18

146

(400 MHz, DMSO-ds) 6 9.51 (dd, 1 H, J =186, 0.8
Hz), 8.65 (s, 1 H), 8.08 (br s, 1 H), 7.97 (dd, 1 H,
overlapped, J = 9.2, 0.8 Hz), 7.95 {br d, overlapped,
1H, J=80Hz) 787 (dd, 1 H, J=9.2, 16 Hz),
7.85-7.79 (m, 2 H), 7.63 (dd, 1 H, overlapped, J =
7.6, 1.2 Hz), 7.61 {t. 1 H, overlapped, J = 7.6 Hz),
736(d, 1H J=76Hz), 455(s, 2H) 250 (s, 3
H)

147

148

(400 MHz, CDCly) 5 8.93 (br s, 1H), 8.32 (s, 1 H),
7.77 (s, 1H), 7.76 (dd, 1 H, overlapped, /=92, 18
Hz), 7.69 (3, 1 H, J= 9.2 Hz), 7.56 (d, 1 H, /= 8.0
Hz), 744 (, 1H, J=76Hz), 739(d 1 H J=786
Hz), 726t 1H,J=80Hz),721(d,1H,J=78
Hz), .98 (d, 1 H, J=7.6 Hz), 6.60 (br s, 1 H), 6.27
(brs, 1 H), 415 (s, 2 H), 2.44 (s, 3 H)

(400 MHz, CDCl;) 5 8.94 (s, 1 H), 8.37 (s, 1 H),
777-772 (m, 2 H), 751 (t 1H, J=76 Hz), 7.32-
7.25(m,3H),7.06(d, 1H, J=7.6Hz), 7.00(, 1H,
overlapped, J = 7.6 Hz), 6.97 (d, 2 H, overlapped, J
=8.0 Hz), 5.22 (s, 2 H), 2.54 (s, 3 H)

410.19

383.17

149

(400 MHz, CDCly) 3 8.95 (t, 1 H, J = 1.2 Hz), 8.38
(s, 1H), 7.80 (dd, 1 H, J = 9.2, 0.8 Hz), 7.7 (dd, 1
H,J=9.2, 1.2 Hz), 7.56 (t. 1 H, J = 8.0 Hz), 7.31 (d,
1H,J=76Hz), 719 (td, 1 H, J = 8.0, 1.6 Hz),
7.14-7.06 (m, 3 H), 7.01-6.95 (m, 1 H), 5.34 (s, 2
H), 2.64 (s, 3H)

40117

TABLE 2-continued
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MS (ESI)

TH NMR (ppm
Example Structure (ppm) miz (MH)

(400 MHz, CDCIy/CD;0D) 8 8.94 (dd, 1 H, J =18,
1.2 Hz), 832 (s, 1 H), 7.78 (dd, 1 H, J =98.2, 16
Hz),7.73(dd, 1H, J=8.2, 12 H2), 7.52(t, 1 H,J= | 40817
7.8 Hz), 7.42-7.37 (m, 1 H), 7.31-7.26 (m, 3 H),
725 (br d, 1 H, overlapped, J = B.0 Hz), 7.07 (d. 1
H.J=7.6Hz),5.23(s, 2 H), 2.55 (s, 3H)

150

(400 MHz, CDCL/CD;OD) & 8.94 (1, 1 H, J = 1.8
Hz), 8.31 (s, 1 H), 7.76 (dd, 1 H, J = 9.2, 1.6 H2),
770(dd, 1 H, J = 9.2, 0.8 Hz), 7.51-7.47 (m, 2 H),
NHy | 7.42 (ddd, 1 H, J =80, 2.4, 12 Hz), 731 (t, 1H. J
=8.0Hz),7.23 (d, 1 H, J =76 Hz). 7.12 (ddd, 1 H,
J=80. 24 08Hz), 7.04 (d, 1H, J =76 Hz), 522
(s.2H), 251 (s, 3H)

151 426.18

(400 MHz, CDCl;) 6 8.89 (t, 1 H, J = 1.4 Hz), 835
(s, 1 H), 7.76-7.19 (m, 2 H), 745 (t, 1 H, J =738
Hz), 7.39-7.36 (m. 2 H), 7.30-7.26 (m, 2 H), 7.23-
719 (m, 2 H), 7.01 (d, 1 H, J = 7.6 Hz), 4.26 (s, 2
H), 2.49 (s, 3H)

152 399.15

(400 MHz, CDCl;)  8.86 (br s, 1 H), 8.37 (s, 1 H).
778 (dd. 1 H, J=92, 08 Hz), 7.72 (dd, 1 H, J =
9.2, 1.8 Hz), 7.54-7.48 (m, 2 H), 7.31-7.27 (m. 1
H), 7.25 {br &, 1 H, J = 8.0 Hz), 7.13-7.08 (m, 2 H),
7.06 (d, 1H, J = 8.0 Hz), 4.30 (5, 2 H), 2.64 (s, 3 H)

153 417.15

L

Biological Data

The biological activity of the compounds of the invention may be assessed using the
following assays:

Cell-Free Assay for Evaluating Inhibition of ALKS5 Kinase Phosphorylation

ALKS5 protein was expressed in Sf9 insect cells as human recombinant GST-fusion
protein using the baculovirus expression system. Expressed protein was purified by
affinity chromatography using GSH-agarose (Sigma-Aldrich). Kinase assay was
performed in 96-well FlashPlates™ from Perkin Elmer (Boston, MA, USA) ina 50 uL
reaction volume. The reaction cocktail was pipetted in four steps in the following
order: 20 uL of assay buffer (standard buffer), 5 uL of ATP solution in H,O, 5 pL of
each test compounds of formula (I) in 10% DMSO, 10 uL of GSK3 (14-27) (200
ng)/10 uL of ALKS solution (1 ng) (premixed). The reaction cocktail contained 60 mM
HEPES-NaOH, pH 7.5, 3 mM MgCl,, 3 mM MnCl;, 3 uM Na;VO,, 1.2 mM DTT, 50
ug/mL PEGaon, 1 UM [y-*PJ-ATP (approximately 2.5x10%cpm per well), 200 ng/10
uL GSK3 (14-27), and 1 ng/10 uL. ALKS. The reaction cocktail was incubated at 30°C
for 60 min. The reaction was stopped with 50 uL of 2% (v/v) HsPO,, and plates were
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aspirated and washed two times with 200 pL 0.9% (w/v) NaCl. Assay was performed
with a BeckmanCoulter Biomek 2000 robotic system. Incorporation of 3*P; (counting
of “cpm”) was determined with a microplate scintillation counter (Microbeta, Wallac).

[0436] Compounds of formula (I) typically exhibited ICs, values of less than 1 uM; some
exhibited ICs, values of less than 0.1 uM; and some even exhibited ICs, values less
than 10 nM, which is shown in the table 3.

[0437]

[0438]
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[Table 3]

Example 1Cs (nM) Example I1Cso (nM)
1 13.10 51 12.30
2 6.68 52 23.40
5 9.41 53 60.10
6 17.40 54 9.93
7 8.96 55 6.70
8 9.84 58 39.60
9 6.39 59 19.50
10 9.41 60 4.83
12 6.16 63 32.10
14 10.70 64 20.60
15 12.30 65 29.70
16 7.54 66 9.14
17 14.60 67 54.60
18 6.54 68 11.00
20 4.53 69 24.50
22 17.10 70 12.80
23 13.90 71 59.10
24 9.07 72 16.60
26 15.60 73 78.00
27 18.00 74 39.50
28 17.40 75 15.40
29 14.30 76 39.00
30 10.60 77 15.30
3 8.01 78 15.10
33 14.20 79 46.60
34 16.20 138 9.40
35 46.00 139 23.20
36 14.20 140 49.80
37 11.90 141 118.00
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40 29.60 142 153.00
42 14.40 143 19.80
43 14.30 144 25.10
44 48.10 145 12.40
45 57.50 147 40.00
46 44.20 148 13.10
47 14.40 149 25.40
48 24.10 150 23.90
49 15.30 151 22.50
50 50.70 152 20.70

[0439]

[0440]  Cell-Free Assay for Evaluating Inhibition of ALK4 Kinase Phosphorylation

[0441] Inhibition of the ALK4 kinase phosphorylation by test compounds of formula (I) can
be determined in a similar manner to that described above for ALKS inhibition except
that GST-tagged ALK4 (Invitrogen Corporation) and RBER-CHKtide are used in
place of the GST-tagged ALKS and GSK3 (14-27).

[0442] Compounds of formula (I) typically exhibited ICso values of less than 1 uM; some
exhibited ICs; values of less than 0.1 uM; and some even exhibited ICso values less
than 10 nM.

[0443]

[0444]  Kinase Selectivity Profiling

[0445]  Kinase assays were performed in 96-well FlashPlates™ from Perkin Elmer in a 50
uL reaction volume. The reaction cocktail was pipetted in four steps in the following
order: 15 uL of ATP solution in H,0, 20 uL of assay buffer (standard buffer), 5 uL of
Example 2 in 10% DMSO, 10 uL of enzyme/substrate mixture in H,O. The reaction
cocktail contained 70 mM HEPES-NaOH, pH 7.5, 3 mM MnCl,, 3 uM Na;VO,, 1.2
mM DTT, 1 uM [y-*3P]-ATP (approximately 6x10°cpm per well), protein kinase
(variable amounts), and substrate (variable amounts). The reaction cocktails were
incubated at 30°C for 60 min. The reaction was stopped with 50 uL of 2% (v/v) H;PO,,
and plates were aspirated and washed two times with 200 puL. 0.9% (w/v) NaCl. ALL
assays were performed with a BeckmanCoulter Biomek 2000/SL robotic system. In-
corporation of 33P; (counting of “cpm”) was determined with a microplate scintillation
counter.

[0446]

[(0447]
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[Table 4]
protein kinase | ICso (uM) | % inhibition at 10 uM % inhibition at 1 uM
ALKS 0.00668
ALK4 0.0173
P38a. 1.720
VEGF-R1 0.391
VEGF-R2 0.097
VEGF-R3 0.257
ALK1 66 20
ALK2 71 17
ALK3 27 -6
AKT1 3 0
CDK1/CycA 2 5
CHK1 5 2
DAPK1 11 5
EGF-R wt 43 8
ERK1 66 17
GSK3a 15 10
MEK1 wt 47 14
MET wt 12 -5
MST1 3 -7
PAK1 3 7
PDGFRa wt 91 53
PDGFR[ 87 47
PKA 18 -7
PKCa 4 9
ROCKI1 9 3
RPS6KAL1 14 6
STK23 -1 -4

[0448]
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Assay for Evaluating Cellular Inhibition of TGF-{3 Signaling _

HaCaT-3TP-Luc stable cells or 4T1-3TP-Luc stable cells that have p3TP-Luc (neo)
expression plasmid were seeded at 2.5x 10¢ cells/well or 5x10° cells/well in 96-well
plate, respectively. Cells were concomitantly treated with TGF-81 (2 ng/mL) in 0.2%
FBS in the presence or absence of each test compounds of formula (I) at approximately
60-70% confluence for 24 h at 37°C in 5% CO,. Cell lysates were prepared using Lu-
ciferase Assay System (Promega) according to the manufacturer’s instruction, and lu-
minescence was measured by a luminometer, Micro Lumat Plus (Berthold, Germany).

Compounds of formula (I) typically exhibited ICs, values of less than 1 uM; some
exhibited ICs, values of less than 0.1 uM; and some even exhibited ICs, values of less
than 10 nM.

Immunofluorescence Assay

MCF10A cells were plated on the cover glass in 6-well plate at 2 x 105 cells/well.
After 12 h, when cells were attached, 10% FBS medium was changed to 0.5% FBS
medium. Twenty-four hours later, cells were treated with TGF-f31 (2 ng/mL) with or
without Example 2 (1 uM) for 2 h. Then, cells were fixed with 4% formaldehyde
solution for 30 min at room temperature and quenched with quenching solution (50
mM NH,CI in PBS) for 15 min. After being washed three times with PBS, cells were
incubated with blocking/permeabilization solution (1% BSA and 0.1% Triton X-100 in
PBS) for 1 h at room temperature and incubated with anti-Smad2/3 antibody (BD Bio-
sciences, Franklin Lakes, NJ, USA) overnight at 4°C. Fluorescence was visualized by
Cy3-conjugated goat anti-mouse IgG (Jackson ImmunoResearch Laboratories, Bar
Harbor, ME, USA). Nuclei of the same cells were stained with DAPI solution. Cells
were analyzed using the LSM 510 META laser confocal microscopy system (Carl
Zeiss, Germany).

Example 2 suppressed TGF-f1-induced Smad2/3 nuclear translocation in MCF10A

cells.

Wound Healing Assay

MCF10A cells were seeded at 2 x 105 cells/well in 6-well plate. When each well was
occupied by cells over 80% of the area, 10% FBS was changed to 0.2% FBS. After 24
h, wound was made by a plastic pipette tip, and then cells were treated with TGF-1 (2
ng/mL) with or without Example 2 (1 uM) for 16 h. Wound area change from 0 to 16 h
was calculated based on Image J program (National Institutes of Health, MD, USA)
based on phase-contrast images of cells taken by microscope.

Example 2 suppressed TGF-B1-induced cell migration in MCF10A cells.
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Matrigel Invasion Assay

The upper surface of Transwells (6.5 mm diameter, 8 wm pore size; Corning, Lowell,
MA, USA) were coated with 20 pL diluted Matrigel (BD Biosciences). 4T1 cells were
seeded at 4 x 10¢ cells/well on the upper chamber of transwell in serum free medium
with or without TGF-1 (2 ng/mL) in the presence or absence of Example 2. The lower
chamber was filled with 10% FBS with TGF-B1 (2 ng/mL) in the presence or absence
of Example 2. After incubation for 20 h at 37°C in 5% CO,, the cells remaining on the
upper surface of the membrane were removed with a cotton swab, and DAPI-stained
cells remaining on the bottom surface were observed using fluorescence microscopy.
Average cell number per view field was obtained from 5 random fields.

Example 2 suppressed TGF-B1-induced cell invasion in matrigel invasion assay.

Cell Growth Study

Either 4T1 cells or MCF10A cells were seeded in 96-well plate at 5x10° cells per
well. After cells were attached, cells were treated with Example 2 dissolved in DMSO
in 0.2% serum medium. After incubation for four days, cell viability was determined
by SRB assay.

Example 2 showed no effect on 4T1 cell growth and slightly increased MCF10A cell
growth without significance, thus, suggesting that the anti-metastatic effect of Example

2 were not due to the primary tumor growth inhibition

Anti-metastatic Effect on BALB/c 4T1 xenografted mice model

Female BALB/c mice were purchased from Orient Bio Inc. (Seoul, Korea). Animals
were maintained in a temperature-controlled room (22°C) and supplied with food and
water ad libitum. 4T1 cells (1.2x10¢ cells) were suspended in PBS and implanted into
the left #4 mammary fat pad of five to six-week-old female BALB/c mice (day 0). In
Experiment 1, treatment was started after tamor implantation (day 0). Example 3 (13.6
or 27.3 mg/kg) dissolved in water was given to mice orally BID five consecutive days
per week for four weeks. In Experiment 2, treatment was started on day 4. Example 2
(5, 10, 20, or 40 mg/kg) dissolved in artificial gastric fluid formulation was given to
mice orally five consecutive days per week for three weeks. In Experiment 3, treatment
was started on day 4. Example 2 (5, 10, 20, or 40 mg/kg) dissolved in artificial gastric
fluid formulation was given to mice orally every other day (three times per week) for
24 days. In Experiment 4, 4T1 cells (1x10* cells) were suspended in PBS and
implanted into the left #4 mammary fat pad of ten-week-old female BALB/c mice (day
0). Treatment was started on day 10. Example 61 (43.6 mg/kg) dissolved in saline was
given to mice intraperitoneally every other day for 2.5 weeks. In all Experiments, mice
were sacrificed at 24 to 72 h after the last dosing, and 15% India ink solution (Hardy
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Diagnostics) in PBS was immediately injected into the trachea. The India ink-stained
lungs were isolated and destained with Feket’s solution (60% ethanol, 3%
formaldehyde, and 4% acetic acid in PBS) for at least 20 min. Number of metastatic
nodule was counted on the surface of left lobe of lung, and picture of lung was taken
with digital camera. The tumor size was measured using calipers, and the tumor
volume was calculated by using the following equation:

Tumor volume = (0.5236) x (width)? x (Iength)

Examples 2, 3, and 61 significantly reduced the number of metastastic nodules on the
lung. |

In Experiment 3, Western blot analysis was performed to examine the effect of
Example 2 on the Smad?2 phosphorylation in tumor tissues. Either vehicle buffer (4
mM HCI, 1 mg/mL BSA) or TGF-f1 (50 ng/mouse) in vehicle buffer was given to
mice intravenously at 2 h before mice were sacrificed. Tumor tissues from mice were
lysed in RIPA buffer [50 mM Tris, pH 7.5, 150 mM NaCl, 0.1% sodium dodecyl
sulfate, 0.5% sodium deoxycholate, 1% NP-40, 1 mM NaF, 1 mM Na;VO,, 1 mM
PMSF, a protease inhibitor cocktail (1 tablet of Roche Diagnostics GmbH protease
inhibitor cocktail/10 mL) (Roche)] for 20 min on ice. Lysates were cleared by cen-
trifugation at 13000 rpm at 4°C for 20 min. Protein content of supernatants was de-
termined using Micro-BCA (bicinchoninic acid) protein assay kit (Thermo Scientific).
Lysates containing 20—50 pg total protein were separated by electrophoresis on poly-
acrylamide gel and then electrophoretically transferred to polyvinylidene difluoride
transfer membranes (Millipore, Billerica, MA, USA). Membranes were blocked with
5% BSA (Sigma-Aldrich) in PBS containing 0.5% Tween-20 (PBST) for 1 h and
incubated overnight at 4°C with one of following antibodies: anti-phospho-Smad?2
(Millipore), anti-Smad2/3 (BD Transduction Laboratories, NJ, USA), or anti-f3-actin
(Sigma-Aldrich) in PBST containing 1% BSA. Membranes were washed three times
with PBST and incubated with either horseradish peroxidase (HRP)-conjugated goat
anti-mouse antibody or HRP-conjugated goat anti-rabbit antibody (SantaCruz
Biotechnology, Santa Cruz, CA, USA) at room temperature for 1 h. Bound antibodies
were detected using Western Blotting Luminol Reagent (SantaCruz Biotechnology).
Band intensities were analyzed using a densitometer LAS-3000 imager (FUJIFILM,
Tokyo, Japan).

Example 2 suppressed TGF-B1-induced Smad2 phosphorylation in tumor tissues.

Anti-metastatic Effect on MMTV/c-Neu mice breast cancer model
MMTV/c-Neu female transgenic mice were purchased from Jackson Laboratory (Bar
Harbor, ME, USA). Animals were maintained in a temperature-controlled SPF room

(22°C) and supplied with food and water ad libitum. In Experiment 1, Example
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61(43.6 mg/kg) dissolved in saline was given to thirty two-week-old MMTV/c-Neu
mice intraperitoneally every other day for three weeks. In Experiment 2, Example 3
(43.6 mg/kg) dissolved in saline was given to thirty two-week-old MMTV/c-Neu mice
intraperitoneally every other day for ten weeks. Mice were sacrificed at 24 h after the
last dosing, and tissues of mammary tumor and lung were analyzed by hematoxylin
and eosin (H&E) staining. To analyse 3-casein mRNA level in tissues of mammary
tumor and lung, total RNAs were isolated from these tissues using TRIzol reagent
(Invitrogen Corporation) and RNeasy Mini kit (Qiagen) according to the manu-
facturer’s instruction. The cDNAs were synthesized from 2 ug of total RNAs using
random primer (Invitrogen Corporation) by MMLYV RTase (Invitrogen Corporation)
for 1 h at 37°C and subjected to PCR amplification using Taq polymerase (Promega)
and following gene-specific primers: mouse GAPDH (forward) 5’-ATG TGT CCG
TCG TGG ATC TGA-3’ and (reverse) 5°-TTG AAG TCG CAG GAG ACA ACC-3’,
mouse [3-casein (forward) 5°.TCC CAC AAA ACA TCC AGC C-3’ and (reverse)
5°_ACG GAA TGT TGT GGA GTG G-3’. Amplified DNA was analyzed by agarose
gel electrophoresis.

Example 61 significantly reduced the number of metastastic lesions in the lung. Sig-
nificant level of B-casein (a mammary differentiation marker) mRNA was detected in
the lung of MMTV/c-Neu mice. Examples 3 and 61 significantly inhibited [3-casein
mRNA expression level in the lung, demonstrating their anti-metastatic effect.

Activity of MMP-9 and MMP-2 in the primary mammary tumor was measured by
gelatin zymography. Tumor tissues from mice (30 mg) was lysed in 500 uL. RIPA
buffer (50 mM Tris, 150 mM NaCl, 0.1% sodium dodecyl sulfate, 0.5% sodium de-
oxycholate, 1% NP-40, protease inhibitor without EDTA) for 10-20 min on ice.
Lysates were cleared by centrifugation at 13000 rpm at 4°C for 10 min. Protein content
of supernatants was determined using Micro-BCA protein assay kit (Thermo
Scientific). Loading samples were prepared by adding loading buffer (0.5 M Tris, pH
6.8, 50% glycerol, 10% SDS, and 1% bromophenol blue solution) into lysates
containing 15 ug of total protein. Loading samples were heated at 60°C for 5 min and
separated by electrophoresis on 10% polyacrylamide gel containing 0.2% gelatin. Gel
was washed twice with washing buffer [2.5% Triton-X100, 0.05 M Tris-HCl, pH 7.5,
and 0.1 M NaCl] for 30 min at room temperature. Then, the gel was incubated in in-
cubation buffer [0.05 M Tris-HCl, pH 7.5, 0.15 M NaCl, 0.01 M CaCl,, 0.02% NaN;,
and 1 uM ZnCl,) at 37°C for 16-18 h with shaking. Gel was stained by 0.5%
Coomassie blue R250 solution containing 5% methanol and 10% acetic acid for 2-4 h
at room temperature and destained twice by destaining solution (5% methanol and 10%
acetic acid) for 30 min at room temperature. Gel image was obtained using a den-
sitometer LAS-3000 imager (FUJIFILM) in cybergreen mode.
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Example 3 significantly inhibited activity of MMP-9 and MMP-2 in the primary

mamimary tumor.

Anti-fibrotic Effect on Bile Duct-ligated Liver Fibrosis Model

Six-week-old male Sprague—Dawley (SD) rats were purchased from Orient Bio
Inc.. In Experiment 1, SD rats weighing 180—200 g were randomly divided into five
experimental groups: sham-operated control rats (n = 5), sham-operated rats treated
with Example 3 (43.6 mg/kg, n = 5), bile duct-ligated (BDL) rats (n = 10), BDL rats
treated with either 21.8 or 43.6 mg/kg of Example 3 (n = 10). In Experiment 2, SD rats
weighing 180—200 g were randomly divided into five experimental groups: sham-
operated control rats (n = 5), BDL rats (n = 10), BDL rats treated with either 5, 10, or
20 mg/kg of Example 2 (n = 10). For BDL, the animals were anesthetized with zoletil
(20 mg/kg) and xylazine (10 mg/kg), and the common bile duct was exposed and
double-ligated using 3-0 silk. The first ligature was placed below the junction of the
hepatic duct, and the second was placed above the entrance of the pancreatic duct. The
common bile duct was then cut between the double ligatures. In sham-operated rats, an
incision was made in the abdomen and then closed without any treatment. Treatment
was started within 2 h after surgical procedure. Either Example 3 dissolved in saline
(Experiment 1) or Example 2 dissolved in artificial gastric fluid formulation
(Experiment 2) was given to rats orally three times per week for four weeks starting
from BDL surgery. Animals were maintained in a temperature controlled room (at
21°C) and supplied with autoclaved food and water. At 48 h after the last dosing,
animals were killed, and the serum, spleens and livers were removed. The livers were
sagittally sliced into several parts, snap frozen in liquid nitrogen, and kept at —70°C.
A part of livers was immersed into 10% neutral buffered-formalin for histopathological
examinations. All experimental procedures were conducted in accordance with our in-
stitutional guidelines.The activity of serum alanine aminotransferase (ALT) and
aspartate aminotransferase (AST) was determined using a spectrophotometric enzyme
assay kit (Asan Pharm. Co., Ltd., Hwaseong-si, Korea) according to the manu-
facturer’s instruction. Automated instrument was also used to assay general serum bio-
chemistry. Liver specimens were fixed in 10% neutral buffered-formalin prior to
routine processing in paraffin-embedded blocks. Sections (5 um thick) were cut and
stained using hematoxylin and eosin (H&E), and examined by light microscopy. Liver
tissues were lysed in RIPA buffer [50 mM Tris, pH 7.5, 150 mM NaCl, 1 mM EDTA,
0.1% sodium dodecyl sulfate, 0.5% sodium deoxycholate, 1% NP-40, 50 mM NaF, 1
mM Na;VO,, 1 mM PMSF, a protease inhibitor cocktail (1 tablet of Roche Diagnostics
GmbH protease inhibitor cocktail/10 mL) (Roche)] for 20 min on ice. Lysates were
cleared by centrifugation at 13000 rpm at 4°C for 20 min. Protein content of su-



WO 2012/002680 PCT/KR2011/004631

[0484]

[0485]
[0486]

[0487]

86

pernatants was determined using Micro-BCA protein assay kit (Thermo Scientific).
Lysates containing 20—60 pg total protein were separated by electrophoresis on
6-—10% sodium dodecyl sulfate—polyacrylamide gel and then transferred to nitro-
cellulose (Whatman®, Germany) or polyvinylidene difluoride membranes (Millipore).
Membranes were blocked with 5% BSA (Sigma-Aldrich) or 5% nonfat dry milk
solution for 1 h and incubated overnight at 4°C with one of following antibodies: rabbit
antiphospho-Smad3 (Cell Signaling Technology, Beverly, MA, USA), rabbit anti-
o-SMA (Millipore), mouse anti-fibronectin, mouse anti-vimentin (BD Biosciences), or
mouse anti-B-actin (Sigma-Aldrich). Membranes were washed three times with Tris-
buffered saline and incubated with either HRP-conjugated goat anti-rabbit antibody or
HRP-conjugated goat anti-mouse antibody (SantaCruz Biotechnology) at room tem-
perature for 1 h. Bound antibodies were detected using an ECL kit (GE Healthcare,
Princeton, NJ, USA). Band intensities were analyzed using a densitometer LAS-3000
imager (FUJIFILM).

BDL rats showed body weight loss and organ (liver and spleen) weight increase
compared with sham-operated control rats. Examples 2 and 3 recovered body weight
loss and decreased organ (liver and spleen) weight in BDL rats. A significant increase
in serum ALT and AST was observed in BDL rats as compared with sham-operated
animals. Examples 2 and 3improved serum ALT and AST in BDL rats. Examples 3
inhibited Smad signaling and suppressed a-SMA, fibronectin, and vimentin in BDL rat
liver. Examples 2 suppressed a-SMA and fibronectin in BDL rat liver. BDL rat livers
showed typical histological changes characterized by central + central architecture
disruption and bridge fibrosis formation compared with that of normal rat livers.
Examples 2 and 3 greatly abolished BDL-induced histological change.

[Table 5]
Organ weight
Groups (mg/kg) Body weight(g)
Liver(g) Spleen(g)  Liver/Body(%) Spieen/Body(%)

vehicle 357+5.2 11.7 £ 0.36 0.78+0.06 3.2840.07 0.22 £ 0.02
Sham

Example 3(43.6) 354 £12.2% 11.820.71 0.8110.04 3.34:0.12 0.23 1 0.01

vehicle 308+6.17 22.8+1.30" 2011014 7.431044”  0.6510.047
BDL |Example3(21.8) 340+ 9.6° 164+ 072" 130£0.07" 4.85£026™ 03920037

Example 3{43.6) 335 184 164 £0.57°%= 1.19+0.00"° 4.84+0.26"* 0.3610.03"=

Data represents the mean % S.E. (n = 5-8).
% p < 0.01 vs. sham, #: p < 0.05vs, BDL. ##: p < 0.01 vs. BDL.
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[Table 6]
Organweight
Groups (mg/kg) Body weight(q)
Liver(g) Spleen(g) Liver/Body (%) Spleen/Body(%)
Sham |vehicle 345+ 6.3 121 1£0.77 0.83 % 0.05 3.51 £ 0.21 0.24 + 0.02
vehicle 315+ 16.1" 20.3 £ 2.45™ 254 0,297 6.39 £ 0.51™ 0.80+0.05™
Example 2 (5) 324173 17.5+1.82 2.00+0.28" 5.46 + 0.62 0.63+0.09°
Bot Example 2 (10) 312+ 104 15.8+1.88 157 +0.12° 5.08 + 0.60 0.51 + 0.05°
Example 2 (20) 312+84° 15.2+1.80 1.50  0.16° 4.88 + 0.63 0.48 * 0.05°

Data represents the mean + S.E. (n = 5—8),
*: p < 0.05 vs, sham, **: p< 0.01 vs, sham. #: p < 0.05 vs. BDL.

Anti-fibrotic Effect on Bleomycin-induced Lung Fibrosis Model

Six-week-old male ICR mice were purchased from Orient Bio Inc.. Mice weighing
31—35 g were randomly divided into five experimental groups: sham-operated control
mice (saline, n = 6), bleomycin (BLM)-treated mice (n = 10), BLM-treated mice
treated with either 5, 10, or 20 mg/kg of Example 2 (n = 10). For the induction of lung
fibrosis, mice were anesthetized with zoletil (10 mg/kg) and xylazine (5 mg/kg) and
were given BLM (given as BLM sulfate, 1 mg/kg) (MBcell, Los Angeles, CA, USA)
dissolved in 60 uL of saline once on day 0 through intratracheal instillation. Example 2
dissolved in artificial gastric fluid formulation was given to mice orally five times per
week for two weeks starting from day 7. Animals were maintained in a temperature
controlled room (at 21°C) and supplied with autoclaved food and water. At three
weeks post-surgery, animals were killed, and the lungs were removed. The lungs were
sagittally sliced into several parts, snap frozen in liquid nitrogen, and kept at —70°C.
A part of lungs was immersed into 10% neutral buftered-formalin for histopathological
examinations. All experimental procedures were conducted in accordance with our in-
stitutional guidelines. Lung specimens were fixed in 10% neutral buffered-formalin
prior to routine processing in paraftin-embedded blocks. Sections (5 pm thick) were
cut, stained using hematoxylin and eosin (H&E), and examined by light microscopy.
Lung tissues were lysed in RIPA buffer [50 mM Tris, pH 7.5, 150 mM NaCl, 1 mM
EDTA, 0.1% sodium dodecyl sulfate, 0.5% sodium deoxycholate, 1% NP-40, 50 mM
NaF, 1 mM Na;VO,, 1 mM PMSF, a protease inhibitor cocktail (1 tablet of Roche Di-
agnostics GmbH protease inhibitor cocktail/10 mL) (Roche)] for 20 min on ice.
Lysates were cleared by centrifugation at 13000 rpm at 4°C for 20 min. Protein content
of supernatants was determined using Micro-BCA protein assay kit (Thermo
Scientific). Lysates containing 20—350 pg total protein were separated by elec-
trophoresis on 6—10% sodium dodecy! sulfate—polyacrylamide gel and then
transferred to nitrocellulose (Whatman®). Membranes were blocked with 5% nonfat
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dry milk solution for 1 h and incubated overnight at 4°C with either rabbit anti-a-SMA
(Millipore) or mouse anti-fibronectin (BD Biosciences). Membranes were washed
three times with Tris-buffered saline and incubated with either HRP-conjugated goat
anti-rabbit antibody or HRP-conjugated goat anti-mouse antibody (SantaCruz
Biotechnology) at room temperature for 1 h. Bound antibodies were detected using an
ECL kit (GE Healthcare). Band intensities were analyzed using a densitometer LAS-
3000 imager (FUJIFILM).

BLM.-induced fibrotic lungs showed the elevated levels of a-SMA and fibronectin
compared with those of sham-operated animals. Example 2suppressed a-SMA and fi-
bronectin in BLM-induced fibrotic lung. Lung tissues from the BLM-treated mice
showed typical histology that pulmonary interalveolar septa became thickened and in-
filtrated by inflammatory cells with collagen depositions in the interstitium disclosed.
Example 2 greatly reduced BLM-induced histological changes at all dose levels tested.
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Claims
[Claim 1] A compound of the formula (I):
<N\ S b
N\ _/(R In
S LYY
e
| X A?
/N
(R%)m @)
Wherein:

each Re is independently H, halo, C,salkyl, C,¢haloalkyl, C;¢ cy-
cloalkyl, OH,

—O0—C,¢alkyl, —0O—C, ¢haloalkyl, —O—C; «cycloalkyl, NH,,
—NH—C, ¢alkyl,

—NH—C ¢haloalkyl, —NH—C; ¢cycloalkyl, —S—C,.¢alkyl,
—S—C,¢haloalkyl,

—S—C;¢cycloalkyl, CN, or NO;;

mis0,1,2,3,0r4;

one of A! and A?is N and the other is NR!, wherein R! is H, OH, C,.4
alkyl, C,.chaloalkyl,

or Cy¢cycloalkyl;

X is a bond, —(CH,) , —, —NR?>—, —O—, or —S—, wherein p is 0
orl,and R?isHor

Ci.alkyl;

each R is independently H, halo, C,¢alkyl, C,haloalkyl, Cs¢cy-
cloalkyl, C,¢alkenyl,

Caealkynyl, —(CH,) , —OR3, —(CH,) , —NR?*R*, —(CH,) , —SR?,

~—(CHy) ;,—NO,,

—(CH,) ,—CONHOH, —(CH,) , —CN, —(CH,) , —COR?, —(CH,
), —COR?,

—(CH,) , —CONR?®R*4, —(CH,) , —tetrazole, —(CH,) ,
—CH=CH-CN,

—(CH,) , —CH=CH—CO,R3, —(CH,) , —CH=CH—CONR’R*,
—(CH,) , —CH=CH-tetrazole, —(CH,) , —NHCORS3, —(CH,) ,
—NHCO,R3,

—(CH,) , —CONHSO;R?, —(CH,) , —NHSO,R?, —(CH,) ,
—C=C—CN,
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—(CH,) , —C=C—CO,R}, —(CH,) , -C=C—CONR3R*, —(CH,) 4
—C=C-tetrazole,

—(CH,) ,—SOR’, —(CH,) , —SO,R®, or —(CH,) ,— (OR?),,
wherein R3 and R# are independently H, C,.qalkyl, C.¢haloalkyl, or Cs
cycloalkyl; or taken together with the nitrogen atom to which they are
attached form a mono-cyclic ring such as imidazole, pyrrolidine,
piperidine, morpholine, piperazine and homopiperazine; R is Cjealkyl,
C,.¢haloalkyl, or Csecycloalkyl; g is0,1,2,3,or4;andris 1,2,3,0r4;
nis0,1,2,3,4,or5; or a pharmaceutically acceptable salt or hydrate
thereof.

The compound of claim 1, which is selected from the group consisting
of:
N-((4—([1,2,4]tr'1azolo[1,5—a]pyridin—6—y1)—5—(6-methy1py1idin-2—yl)-1H—
imidazol-2-yl)methylaniline;

N-((4-([1,2,4]triazolo[ 1 ,5—a]pyr'1din-6—y1)-5—(6-methylpyridin-2-y1)- 1H-
imidazol—Z—yl)methyl)-2—ﬂuoroaniline;
N—((4-([1,2,4]friaz010[1,5—a]pyridin-6-yl)-5-(6—methy1pyridin-2-yl)—1H-
imidazol-2-yl)methyl)-3-fluoroaniline;
N—((4-([1,2,4]triazolo[1,5-a]pyridin—6-yl)—5-(6-methy1pyridin—2-yl)—lH-
imidazol-2-yl)methyl)-4-fluoroaniline;

N-((4-([1,2,4]triazolo[1,5 —a]pyridin-6—y1)—5—(6—methy1pyridin—2-yl)- 1H-
imidazol-2—yl)methy1)—2,3—diﬂuoroaniline;

N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-yl)—5—(6—methy1pyridin-2—yl)— 1H-
imidazol-2—y1)methyl)—3,4-diﬂuoroaniline;

N-((4-({1,2,4]triazolo[ 1 ,5-a]pyridin—6-y1)-5—(6-methylpyridin-2-yl)— 1H-
imidazol—2-yl)methyl)—3,5—diﬂuoroaniline;

N-((4-([1,2,4]triazolo[1 ,5-a]pyridin—6-yl)-5-(6-methylpyridin-2—yl)- 1H-
imidazol-2-yl)methyl)-2-chloroaniline;
N—((4—([1,2,4]triazolo[l,5—a]pyridin-6-yl)-5-(6—methy1pyridin-2—yl)-1H~
imidazol-2-yl)methyl)-3-chloroaniline;
N—((4-([1,2,4]triazolo[1,5-a]pyridin-6—yl)—5-(6-methy1pyridin-2~yl)-1H-
imidazol-2-yl)methyl)-4-chloroaniline;

N-((4-([1,2,4]triazolo[1 5-a]pyridin—6-yl)-5-(6—methylpyn'din-2-y1)-lH-
imidazol-2-yl)methyl)-2,3-dichloroaniline;

N-((4-([1,2 4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin- 2 -yD)-1H-
1m1dazol—2-yl)methy1)—3,4—dlchloroan111ne,

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-3,5-dichloroaniline;
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N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-2-bromoaniline;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-3-bromoaniline;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-4-bromoaniline;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-2-methylaniline;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-3-methylaniline;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-yl1)-5-(6-methylpyridin-2-yl)- 1H-
imidazol-2-yl)methyl)-4-methylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-2,3-dimethylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3,4-dimethylaniline;

N-((4-([1,2,4]triazolo[ 1,5-alpyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3,5-dimethylaniline;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-2-ethylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3-ethylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-2-isopropylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3-isopropylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-4-isopropylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-2-vinylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3-vinylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-
imidazol-2-yl)methyl)-4-vinylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-3-ethynylaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-

imidazol-2-yl)methyl)-2-methoxyaniline;
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N-((4-([1,2,4]triazolo[ 1,5-a] pyridin—6-y1)-5-(6-methylpyridin-2-y1)- 1H-
imidazol-2-yl)methyl)-3-methoxyaniline;

N-((4-([1,2,4]triazolof 1,5-a] pyridin-6—y1)-5-(6-methy1pyridin-2-y1)- 1H-
imidazol-2-yl)methyl)-4-methoxyaniline;

N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-yl)—5-(6—methy1pyridin—2—yl)- 1H-
imidazol-2-yl)methyl)-2,3-dimethoxyaniline;
N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yD)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3,4-dimethoxyaniline;

N-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-3,5-dimethoxyaniline;

N-((4-([1,2,4]triazolo[ 1,5-4] pyridin-6—y1)-5-(6—methylpyridin—2-yl)- 1H-
imidazol-2-yl)methyl)-2-(methoxymethyDaniline;
N-((4-([1,2,4]triazolo[1 ,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-
imidazol—Z-yl)methyl)—3—(methoxymethyl)aniline;
N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6—yl)—5-(6—methylpyridin—2—y1)— 1H-
imidazol-2-yl)methyl)-4-(methoxymethyl)aniline;
N-((4-({1,2,4]triazolo[ 1,5 -a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1H-
imidazol—2-y1)methyl)—2-(triﬂu0romethoxy)aniline;
N-((4-([1,2,4]triazolo[1,5 —a]pyridin-6-yl)—5-(6—methy1pyridin—2-yl)- 1H-
imidazol-2-yl)methyl)-3-(trifluoromethoxy)aniline;

N-((4-([1,2,4] triazolo[1,5—a]pyridin—6—y1)-5—(6—methy1pyridin-2—y1)— 1H-
imidazol-2-yl)methyl)-4-(trifluoromethoxy) aniliné;
N-((4-([1,2,4]triazolo[1 ,5-alpyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-2-(methylthio)aniline;

N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3-(methylthio)aniline;

N-((4-([1,2,4triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-4-(methylthio)aniline;

2-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methylamino)benzonitrile;

3-((4-([1,2,4]triazolo{ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1H-1
midazol-2-yl)methylamino)benzonitrile;

4-((4-([1,2 A]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-1
midazol-2-yl)methylamino)benzonitrile;

3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin—6—yl)—5—(6-methylpyridin—2-y1)- 1H-1
midazol-2-yl)methylamino)phthalonitrile;
2-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1H-i
midazol-2-n yl)methylamino)benzamide;
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3-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methylamino)benzamide;

4-((4-([1,2,4)triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methylamino)benzamide;

2-(3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methylamino)phenyl)acetonitrile;
2-(4-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methylamino)phenyl)acetonitrile;
1-(3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1
H-imidazol-2-yl)methylamino)phenyl)ethanone;
1-(4-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methylamino)phenyl)ethanone;

Methyl 3-((4-([1,2,4]triazolo[1,5-a
lpyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl)methylamino
Ybenzoate;

Methyl 4-((4-([1,2,4]triazolo[1,5-a
Ipyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-imidazol-2-yl)methylamino
)benzoate;

N-(2-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methylamino)phenyl)acetamide;
N-(3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1
H-imidazol-2-yl)methylamino)phenyl)acetamide; '
N-(4-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methylamino)phenyl)acetamide;
N-(2-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6—y1)—5-(6-methylpyridin—2-yl)- 1
H-imidazol-2-yl)methylamino)phenyl)methanesulfonamide;
N-(3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1
H-imidazol-2-yl)methylamino)phenyl)methanesulfonamide;
N-(4-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)- 1
H-imidazol-2-yl)methylamino)phenyl)methanesulfonamide;

N -((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methyl)-N2,N?-dimethylbenzene-1,2-diamine;

NI -((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1
H-imidazol-2-yl)methyl)-N? N*-dimethylbenzene-1,3-diamine;
N-((4-([1,2,4]triazolo[1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1 H-
imidazol-2-yl)methyl)-2-(pyrrolidin-1-yl)aniline;
N-((4-([1,2,4)triazolo[1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)- 1H-
imidazol-2-yl)methyl)-2-morpholinoaniline;



WO 2012/002680

PCT/KR2011/004631
9

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-methy1pyrid'1n-2-yl)- 1H-
imidazol-2-yl)methyl)-3-morpholinoaniline;

N3 -((4-([1,2,4]triazolo[ 1 ,5—a]pyridin—6-y1)—5-(6-methy1pyridin-2-yl)- 1
H-imidazol-2-yl)methyl)-4-fluoro-N' ,N'-dimethylbenzene-1 ,3-diamine;
3-((4-([1,2,4]triazolof 1 ,5-a]pyridin—6-y1)—5—(6—methy1pyridin—2-y1)- 1H-1
midazol-2-yl)methylamino)-5 -(dimethylamino)benzonitrile;
3-((4-([1,2,4]triazolof 1 ,5-a]pyridin-6-yl)-5-(6-methylpy11'din—2-yl)- 1H-1
midazol—2-y1)methylamino)-4-(dimethylamjno)benzonitrile;
N-((4-([1,2,4]triazolo[ 1 ,5-a)pyridin-6-y1)-3 -(6-methylpyridin-2-yl)-1H-
imidazol—Z—yl)methyl)-2—((dimethylamino)methyl)aniline;
N-((4-({1,2,4]triazolo[1 ,5-a]pyridin—é—yl)—5—(6—methy1pyridin-2—yl)— 1H-
imidazol-2—yl)methyl)-3-((dimethy1amino)methyl) aniline;
N-((4-([1,2,4]triazolo[ 1 ,5-a]pyn'din-6-y1)-5—(6-methylpyridin—2-yl)— 1H-
imidazol-2-yl)methyl)-2-(pyrrolidin-1 -ylmethyl)aniline;
N-((4-([1,2,4]triazolo(1 ,5—a]pyridin-6-yl)-5-(6-methylpyridin—2—yl)- 1H-
imidazol-2-y)methyl)-3-(pyrrolidin- 1-ylmethyl)aniline;
N-((4-([1,2,4]triazolo[ 1 ,5—a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-
imidazol-2-y1)methy1)-2-(morpholinomethyl)aniline;
N-((4-([1,2,4]triazolo[1 ,5-a]pyridin—6-yl)—5-(6—methy1pyridin—2—yl)- 1H-
imidazol-2-yl) methyl)-3-(morpholinomethyl)aniline;
N-((4-([1,2,4]triazolof 1 ,5-a]pyridin-6-y1)—5-(6—methy1pyridin-2-yl)- 1H-
imidazol-2-yl)methyl)-5 -((dimethylamino)methyl)-2—f1uoroaniline;
N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6—yl)-5—(6-methy1pyridin—2—yl)— 1H-
imidazol-2—yl)methyl)—3-((dimethylamino)methyl)—2-ﬂuoroaniline;
N-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)- 1H-
imidazol-2-yl)methyl)-2-fluoro-3-(pyrrolidin- 1-ylmethyl)aniline;
N-((4-([1,2,4]triazolo[ 1,5-a] pyridin—6-y1)-5—(6—methy1pyridin-2—yl)— 1H-
imidazol-2—yl)methyl)-2—ﬂuoro—3-(morpholinomethyl)aniline;
3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl) methylamino)—4-((dimethylamino)methyl)benzonitrile;
3-((4-([1,2,4]triazolo[ 1 ,5—a]pyridin—6—y1)—5-(6-methy1pyridin-2—y1)- 1H-i
midazol-2-yl) methylamino)-2—((dimethylamino)methyl)benzonitﬂle;
3-((4-([1,2,4]triazolo[ 1 ,5—a]pyn’din—6—yl)—5-(6—methylpyn'din—2-yl)— 1H-1
midazol-2-yl)methylamino)-3 -((dimethylamino)methyl)benzonitrile;
3-((4-([1,2,4]triazolof 1 ,5—a]pyridin—6-yl)—5—(6-methylpyridin-2-y1)— 1H-i
midazol-2-yl)methylamino)-4-(pyrrolidin-1-ylmethyl)benzonitrile;
3-((4-([1,2,4]triazolo[ 1 ,5-a]pyridin-6—yl)—5-(6—methylpyridin—2-y1)- 1H-
midazol-2-yl)methylamino)-2-(pyrrolidin-1-ylmethyl)benzonitrile;
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3-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methylamino)-5-(pyrrolidin-1-ylmethyl)benzonitrile;
3-((4-([1,2,4)triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methylamino)-4-(morpholinomethyl)benzonitrile;
3-((4-([1,2,4)triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methylamino)-2-(morpholinomethyl)benzonitrile;
3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-1
midazol-2-yl)methylamino)-5-(morpholinomethyl)benzonitrile;
N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-y1)-1H-
imidazol-2-yl)methyl)-2-(2-(dimethylamino)ethylaniline;
N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-3-(2-(dimethylamino)ethylaniline;
3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-ethylpyridin-2-yl)-1H-im
idazol-2-yl)methylamino)benzonitrile;

N-((4-([1,2,4]triazolo[1,5-a] pyridin-6-yl)-5-(6-ethylpyridin-2-yl)-1H-i
midazol-2-yl)methyl)-2-fluoroaniline;

N-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-
imidazol-2-yl)methyl)-2-fluoro-N-methylaniline;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methyl)(methyl)amino)benzonitrile;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2- yl)methyl)(methyl)amino)benzamide;
6-(2-benzyl-5-(6-methylpyridin-2-yl)-1 H-imidazol-4-yl)-[1,2,4]triazolo
[1,5-a]pyridine;

6-(2-(2-fluorobenzyl)-5-(6-methylpyridin-2-yl)- 1H-imidazol-4-yl)-[1,2,
4]triazolo[ 1,5-a]pyridine;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-y1)-5-(6-methylpyridin-2-yl)- 1H-i
midazol-2-yl)methyl)benzonitrile;

3-((4-([1,2,4]triazolo[ 1,5-a] pyridin-6-y1)-5-(6-methylpyridin-2-yl)-1H-1
midazol-2-yl)methyl)benzamide;
6-(5-(6-methylpyridin-2-yl)-2-(phenoxymethyl)- 1 H-imidazol-4-y1)-[1,2
,4ltriazolo[1,5-a]pyridine;
6-(2-((2-fluorophenoxy)methy!)-5-(6-methylpyridin-2-yl)- 1H-imidazol
-4-y1)-[1,2 4]triazolo[ 1,5-a]pyridine;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-yl)-1H-i
midazol-2-yl)methoxy)benzonitrile;

3-((4-([1,2,4]triazolo[ 1,5-a]pyridin-6-yl)-5-(6-methylpyridin-2-y1)-1H-1
midazol-2-yl)methoxy)benzamide;
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6-(5-(6-methylpyridin-2-y1)-2-(phenylthiomethyl)- 1H-imidazol-4-y)-[
1,2,4]triazolo[1,5-a]pyridine;

6-(2-((2-fluorophenylthio)methyl)-5- (6-methylpyridin-2-yl)-1H-imidaz
ol-4-y1)-[1,2,4]triazolo[1,5-a]pyridine, and pharmaceutically acceptable
salts or hydrates thereof.

A pharmaceutical composition comprising one or more compounds of
claim 1, or a pharmaceutically acceptable salt or hydrate thereof, and a
pharmaceutically acceptable diluent or carrier.

A method of inhibiting the TGF-f or activin signaling pathways or both
in human, comprising administering to a human in need of said
treatment, a therapeutically effective amount of the one or more
compounds of claim 1, or a pharmaceutically acceptable salt or hydrate
thereof.

A method of treating, preventing, or reducing metastasis of tumor cells
in human, comprising administering to a human in need of said
treatment, a therapeutically effective amount of the one or more
compounds of claim 1, or a pharmaceutically acceptable salt or hydrate
thereof.

A method of treating, preventing, or reducing carcinomas mediated by
an overexpression of TGF-f by inhibiting a TGE-p signaling pathway
in human, comprising administering to a human in need of said
treatment, a therapeutically effective amount of the one or more
compounds of claim 1, or a pharmaceutically acceptable salt or hydrate
thereof.

A method of treating, preventing, or reducing vascular injuries in
human, comprising administering to a human in need of said treatment,
a therapeutically effective amount of the one or more compounds of
claim 1, or a pharmaceutically acceptable salt or hydrate thereof.

A method for treating, preventing, or reducing a disease in human
selected from the group consisting of glomerulonephritis, diabetic
nephropathy, lupus nephritis, hypertension-induced nephropathy, renal
interstitial fibrosis, renal fibrosis resulting from complications of drug
exposure, HIV-associated nephropathy, transplant nephropathy, liver
fibrosis due to all etiologies, hepatic dysfunction attributable to in-
fections, alcohol-induced hepatitis, disorders of the biliary tree, cystic
fibrosis, pulmonary fibrosis, interstitial lung disease, acute lung injury,
adult respiratory distress syndrome, idiopathic pulmonary fibrosis,

chronic obstructive pulmonary disease, pulmonary disease due to in-
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fectious or toxic agents, post-infarction cardiac fibrosis, congestive
heart failure, dilated cardiomyopathy, myocarditis, intimal thickening,
vascular stenosis, hypertension-induced vascular remodeling,
pulmonary arterial hypertension, coronary restenosis, peripheral
restenosis, carotid restenosis, stent-induced restenosis, atherosclerosis,
ocular scarring, corneal scarring, proliferative vitreoretinopathy,
glaucoma, intraocular pressure, excessive or hypertrophic scar or keloid
formation in the dermis occurring during wound healing resulting from
trauma or surgical wounds, peritoneal and sub-dermal adhesion,
scleroderma, fibrosclerosis, progressive systemic sclerosis, dermato-
myositis, polymyositis, arthritis, osteoporosis, ulcers, impaired neu-
rological function, male erectile dysfunction, Peyronie’s disease,
Dupuytren’s contracture, Alzheimer’s disease, Raynaud’s syndrome,
radiation-induced fibrosis, thrombosis, tumor metastasis growth,
multiple myeloma, melanoma, glioma, glioblastomas, leukemia,
sarcomas, leiomyomas, mesothelioma, and carcinomas of lung, breast,
colon, kidney, ovary, cervix, liver, biliary tract, gastrointestinal tract,
pancreas, prostate, head, and neck, comprising administering to a
human in need of said treatment, a therapeutically effective amount of
the one or more compounds of claim 1, or a pharmaceutically ac-
ceptable salt or hydrate thereof.
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[Fig. 1]
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[Fig. 2]
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[Fig. 3]

[Fig. 4]
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[Fig. 5a]

[Fig. 5b]
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Data represents the mean number of invaded cells per view field % S.D. (n=3).
t: significantly different from vehicle group (P < 0.05).
x: significantly different from TGF-- treated group (# < 0.05).



WO 2012/002680 PCT/KR2011/004631
4/25

[Fig. 6]
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[Fig. 80]
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[Fig. 9b]

[Fig. 10a]
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[Fig. 10b]
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[Fig. 10c]
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[Fig. 11a]
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[Fig. 11b]
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[Fig. 11c]
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[Fig. 12b]
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[Fig. 12¢]

‘Data represents the mean & 5.0. (n = 3).
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[Fig. 12d]
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[Fig. 134]
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[Fig. 14a]
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[Fig. 14b]




WO 2012/002680 PCT/KR2011/004631
20/25

[Fig. 14c]

Fibronectin
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[Fig. 14d]
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[Fig. 15a]
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[Fig. 15b]
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[Fig. 15¢]

[Fig. 16a]
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(54) Title: 2-PYRIDYL SUBSTITUTED IMIDAZOLES AS THERAPEUTIC ALKS AND/OR ALK4 INHIBITORS
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(57) Abstract: This invention relates to 2-pyridyl substituted imidazoles which are inhibitors of the transforming growth factor-p
(TGF-B) type I receptor (ALK3) and/or the activin type I receptor (ALK4), methods for their preparation, and their use in
medicine, specifically in the treatment and prevention of a disease state mediated by these receptors.
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1- (4= ((4=([1, 2, 4] =™ 3 [1,5-a] hE —6- £k ) -5-(6- FF E ke -2- £ ) -1H- #K
e -2- ) REERE) BE) LW,

I 3-((4-([1, 2, 4] =M [1, 5-a) MEE -6- & ) -5-(6— R EEMLLE -2- £ ) -1H- IX
M -2- ) REEE ) KERE

B3 4- ((4-([1, 2, 4] =M 3t [1, 5-a) nkiE -6- 2 ) -5-(6— FEEMLNE -2- £ ) —1H- BK
M -2- 2% ) PFREAE) KFRE

N-(2-((4-([1,2,4] =M [1,5-a] MLuE -6- % ) -5-(6- F B0l ug -2- Z£ ) -1H- B
M -2- 3 ) FREEEL) KA ) LW

N-(3-((4-([1,2,4) =M 3 [1,5-a] MLhE -6- % ) -5-(6- B EEMEAE -2- £ ) -1H- BK
M-2- 3t ) FREE) KE) oK,

N-(4-((4-([1, 2,4] = M3t [1,5-a) MLBE —6- % ) -5-(6- FF E ML g -2- £ ) -1H- BK
M -2- B ) FREE) KE) LT

N-(2- ((4-([1, 2, 4] = M3 [1,5-a] mhBE —6- F& ) -5-(6- FF EENMLNE -2- £ ) -1H- Bk
M ~2- J5 ) FIECEIE ) K& ) PREAMNNE ;

N-(3-((4-([1,2,4) =™ [1,5-a] MtuE -6- 2 ) -5- (6- B FEMbuE -2- £ ) -1H- Bk
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We-o- 3 ) FRERE) KE) FRBUL ;

N-(4-((4-([1, 2,4] =M 3F [1,5-a) MLIE -6~ ) -5-(6- A ML IE -2~ 5 ) -1H- K

M -2- 3 ) REEE) FE) FREK

N'-((4-([1,2,4] = M 3f [1,5-a] At 0g -6~ %) -5-(6- 7 e ig 0 -2- & ) -1H- Ik

e -2- Bk ) BIEE )N, N TR -1, 2- T

N'—((4-([1,2, 4] = m 3f (1, 5-a] Ak BE —6- #& ) -5-(6- 7 & Mt i -2 & ) -1H- K

Mg -9- Bk ) FIEE )N, N°- TR -1, 3-

N-((4-([1,2,4] = M 3% [1,5-a] Wt 0E —6- % )-5-(6- 7 ok ge —2- & ) -1H- Ik

mp-2- ) B )-2- (kT -1- 3 ) KR

N-((4=([1,2,4] = M 3f [1,5-a] Wt g —6- % )-5-(6- ' #k At ng —2- & ) -1H- Bk

me -2 %) FEE) -2- WAL ;

N-((4-([1,2,4] = ™ 3 [1,5-a] AL BE —6- % )-5-(6- 7 % Mk 1¢ —2- & ) -1H- 73

e —2- 3 ) B ) -3- MR ;

N~ ((4-([1,2,4] = M 3% [1,5-a] Alf iE -6- & )-5-(6- F % o mE —2- & ) -1H- Bk

W —0- 3 ) FIEE ) -4- 4R -N, N TRIEGR -1, 3- TR

3-((4-([1,2,4] = M 3f [1,5-a) AL nE —6- % )-6-(6- 7 % Ml 1€ -2- B ) -1H- B

M -0- 3£ ) BB ) 5-( ZHERE) FFHRE

3-((4-([1,2,4] = m 3 [1,5-a] At BF -6- 3% ) -5-(6- A & AL & -2~ & ) -1H- 7S

mp-o— 3 ) RS ) 4-( ZHRERE) FTH

N-((4-([1,2,4] = M IF [1,5-a] it 0E —6- 3 )-5-(6- F 3 WL vg -2- & ) -1H- Bk

W —o— EL) R ) -2-(( HEEE) FE) FHK

N-((4=([1,2,4] = M 3% [1,5-a] 0 BE —6- 3 )-5-(6- F & it 0E -2- & )-1H- /3

me-2- 3 ) BE)-3-(( ZFEAE) BF) B

N-((4-([1,2,4] = M 9 [1,5-a] At 0§ -6- % )-5-(6- 7 & ML 02 -2- & )-1H- BK

e -2- 3 ) BRI ) -2- (it -1- EERE) ERRK

N-((4-([1, 2,4] = Mk 3% [1,5-a] Wt 0E —6- & )-5-(6- 7 & M 0¢ -2- % )-1H- Bk

Mg -o— B ) EEE)-3- (nikig by -1- EFEE) K

N-((4-([1, 2, 4] = w3 [1,5-a] W BE -6- % )-5-(6- F &= At g -2- ) -1H- B

mh-o- %) FRE ) -2- (WA FE) K

N-((4-([1,2,4] = M 3 [1,5-a) 0t & —6- 2= )-5-(6- F & Mt & -2- % ) -1H- Bk

My -2 %) ) -3- (BT ) K

N-((4—([1,2,4] = # I [1,5-a] Wt BE -6- % )~5-(6- FF F& Ak B¢ -2- 2% ) -1H- Bk

M2 ) FIEE)-5-(( ZHREEEE) FE)-2- BEK

N-((4-([1,2,4] = W If [1,5-a) ko —6- %= )-5-(6- T F& ok wg -2- 2 ) -1H- Bk

M-2- %) BE)-3-(( ZHEREE) FE)-2- B

N-((4-([1,2,4] = ™ 3F [1,5-a] AL K& -6- % )-5-(6- F JE AL 0E —2- 2 ) -1H- BR

M —2— 35 ) BEEL ) -2- fR -3- (bR -1- B ) Bk

N-((4-([1,2,4] = ™ 3F [1,5-a] At e -6- % ) -5-(6- F & Alb B¢ -2- & ) -1H- B

e -2- k) L) -2- R -3- (EERR TR ) Fi

6
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3-((4-([1,2,4] = M 3 [1, 5-a] Ak nE —6- 2 ) -5- (6~ 5 & ok g -2- & ) -1H- K
M-2- ) BRER)4A-(ZFEEE) FE) XFE

3-((4-([1,2,4] = ™ 3F [1,5-a) At BE -6- F= )-5-(6~ FF & mt we -2- & ) -1H- #K
Wo-o- %) FRER)-2-(ZFERER) FE) XFK

3-((4-([1,2,4] = M 3F [1,5-a] AL BE -6- & ) -5-(6- FF & At og -2- £ )-1H- B
M-2- %) FRER)--(ZRERE) FE) FFE

3-((4-([1, 2,41 = ™ 3 [1,5-a] M BE -6- % ) -5-(6- B & Mt ¢ -2- & ) -1H- #K
M -0 5 ) FIZREE ) -4-(AkrggE -1- FEEE ) EREE;

3-((4-([1,2,4] = ™ 3 [1,5-a) ok mE -6- 2 )-5-(6- FF F it ig —2- & ) -1 B
e —2— Jt ) FAZESEZE ) -2- (IR —1- FEEPE ) KR

3-((4-([1,2,4] = e 3+ [1,5-a) mt g -6- & )-5-(6- FF Z it mg -2- £ ) -1H- K
e —2— %k ) FAZEEEE ) -5- (NEREEE —1- FFRE ) FEE

3-((4-([1,2,4) = m 3 [1,5-a) mt mg -6- & )-5-(6- FF F 0k mg -2- £ )-1H- BK
M —2- L) FELER ) -4- (BRI ) KEE

3-((4-([1,2,4] = ™ IF [1,5-a] At B¢ -6- F ) -5-(6- F & At og -2- £ )-1H- Bk
M -2~ FE ) FFEEIE ) -2- (BB RE ) FFE

3-((4-([1,2,4] = ™ FF [1,5-a] At Be —6- & ) -5-(6- FF & it ng -2- £ )-1H- #K
M —2- 2 ) REEE ) -5- (LW FE ) KFE ;

N-((4-([1,2,4] = ™ 3F [1,5-a) ot mg -6- & )-5-(6- FF £ ik m¢ -2- & ) -1H- I
M -2- 3 ) ) -2-Q-( ZHERR) EFK

CON-((4-([1,2,4) = w3 [1,5-a] A BE —6- £ ) -5-(6- B Z AL g -2- & ) -1H- BK

W -2-F) FE)-3-Q-( ZHERE) LEFK

3-((4-([1,2,4] = ™ 3f [1,5-a] M ng -6- &£ )-5-(6- & & mt o -2- & ) -1H- B
M -2- 3 ) RERE) XFHE

N-((4-([1,2,4] = ™ 3 [1,5-a] Mt oE —6- & )-5-(6- & & Mt 0 -2- & )-1H- K
e —2- 2% ) FIZL ) -2- FAME

N-((4-([1,2,4] = ™ F [1,5-a] At B¢ -6- % )-5-(6— F & Mt Bg —2- H )-1H- Bk
M —2- 2L ) BZE)-2- F -N- RN

3-((4-([1,2,4] = ™ 3F [1,5-a) Mk ug -6- & )-5-(6— F Z it ng -2- & )-1H- B
Me-2- ) FE) (FE) &&) KT,

3-((4-([1, 2,4] = M 3F [1,5-a] Ak uE ~6- 2 ) -5-(6- F Z& Mt vg -2- £ ) -1H- B
Me-2-F) FEL) (FZE) &) FPEE

8- (2- FF A —5- (6- FFEMLIE —2- ) -1H- ok —4- & ) -[1, 2, 4] =M JF [1,5-al ik

Tand

BE ;

8- (2- (2- JER ) -5 (6- FPFEALNE —2- &) - 1H- Bk -4- 28 ) - [1, 2, 4] =M 3f [1, 5-a])
LIE

3-((4-([1, 2,4] = M F [1,5-a] AL WE -6- F ) -5-(6- B Z nit ug -2- & )-1H- #K
M -2~ ) FE) KPR,

3-((4-([1,2,4] = ™ FF [1,5-a] At W -6- & )-5-(6— FF % Nt wg -2- 2 )-1H- Bk
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e —o- ) FEL) B

6- (5- (6- FF 2L M e -2- 25 ) -2- (ARUEE R ) ~1H- ke —4- 28 )-(1, 2, 4] =M JF
(1, 5-a] ALBE ;

6-(2-((2- I EIE) P )-5-(6- FEMLIE -2- 2 )-1H-BkM -4- 3 )-[1,2,4] =
M3t [1, 5-a] MEWE ;

3-((4-([1, 2, 4] = M 3 [1,5-a] Mk #E -6- £ )-5-(6- A7 2 nlf wg -2- % )-1H- BK
me-2- 3 ) FEE) FRE

3-((4-([1,2,4] = ™ 3 [1,5-a] Ak BE -6- 3 )-5- (6~ A & df vg -2- 2 )-18- B
M —2- %) B ) RPN .

6— (5-(6- A B ML UE —2— 3% ) -2 (SR &L 25 ) - 1H- Bk —4- %) -(1,2,4] =M JF
[1, 5-a] MLBE ;

6- (20— ((2- FER R ) ) -5-(6- ML -2- ) -1H- Bk —4- 5£)-[1,2,4] =
M3 [1, 5-a] MEBE,

REZ % bR R EBBUKED.

3. B AY), A& —FE EFARER 1 M YEE L% LR ESEUKE
), Fn 2 b w2 R R BB

A, M| AZE TOR- B BIENWEE S HBRBRL - H NI IE, BENHEG AT
A TFIaT A A B — R BRI E K 1 A EE 2% BB K B BUKE Y.

5. Ay TR B A KPR A A R T, BN R BT RT AR TIRITAE
B — R R 2 AR SR 1 LS EkE K252 bR BRI EEUKEY.

6. EHINEI A TOF- B [& B S B3R IAYT TR 8> B TOR- B T BERIAN S
BT, AR BE PR VET AL TIATT A BB — R B L FRIE R 1 LS YRR
ZH ¥ AR NSRS,

7. YAy TR SR A KIS R T, BENEER R BT MAG THRTERE
g — Rk 2 FAUFIE SR | LS ERE L% LR N BUK &Y.

8. VAT PR B A 23k B R LB T /N ERME W R B SR A I B IR
M % B ILE - R R N0 B R R S 4k AR B RS A i S HIVE
S [ 5 RS KA 2 5 % i IR 4 R Ak AT U BT AR R B AT T R RS L A - R Y
FF % JH Bk B BB AT A I A AL | 1) T AR B TR A BRI R B A
W o i T A, 1B Y 5P M R e M B M TR B R B O R S L AT R
IO BB B T LR S O L2 P P B | T A L L PR B AR Y I A i )
T JE TR BN R IR S L A BB AR TS L S B kT A 78 L STHR 5 B U B AR R Bl BG4 A
A, « B 38 T TV 1 0 TES R TR TG o 384 2 Mk B BA M R R 28 T IR VIR R W R AR
BIME BT AAG T TS T A4 48 180 4 o P M B A B A L S R B TR T2 T B PR 5 B
ROk T T ST YERE AL AT M R MR AL B UL B WL RTT R B BUBRAL I
WA BT EERAR . B2 R T REREES R B B FOR AT G ERZR 4 BT R SR B O
T RSO R - BREAS . MR M EBEERK. S RIEEHE. RFHE.
T 422 5% SRR 2 B 0 LG L 1 LML PR TR LR TR S, LA R VLIRS L BRER
=3 A B B B BT FI R AR AR, BT T A RSN T B TR VAT A T
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{4 ALKS F0 / 5 ALK4 H1I37 &9 2- AL IR EEBRAC A IR R

B s

[0001] 7% 819 K 2- MLue BB BBk, B AT R EEALAEKE T - B (TOF-8) I R AF
(ALKS) 71/ BUEALE Cactivin) 1 BYS2 44 (ALK4A) (IHMEIFI, AR B % B AT T4 J7 1%
FTAEEZ R, B4 F1a77 M TRH fix 232 AN SRR FTIRES

EEREAK

[0002] TGF-B 7R E AR TGF- B 1.TCF- B 2 F1 TGF- B 3, EA R4 MHEIE 5 4 1
O R4 AN T A 0 4 58 3 ) 22 2O R o 33 5 e ) FL At Al R B T A 3R 4
H1Z EBSEERA EK 5SS WETRKE (Mullerian) #MHIH.

[0003] TGF-B 1 M Ff s RFIElEL RN / FERKES SES, 0 1A (ALKS)
F1 11 %) TGF- 8 Sk, — BB RIER, 11 85240 EREIRIL ALKSCS XA L ER
/SRR, B O Smad & 4B 1 5 514 ALKS FOTEAL. WEALET ALKS 4 im BERRAL
C— Sk i SSXS— ELFF Ab ] Smad2 &1 Smad3 % (1, M SEEAINR A EA#, 3 B 5 Smadd £
W iS4k (heteromeric complex) . Smad H-& W5 T 1%, 55557 1 DNA- gES M
TR T, S A TE AL AN A B SR A R I - AR B B BRI I e

[0004] EMEHEE2RTRE TGF-B MLl FhESLEAR / FEBREE. ELR
11 B4k (ActRIIB) Z54, WEALKT 11 BISZ RIS A BEBRAL ALKAGS X H AL ER / BRI
B, YEALEY ALK KT RS EE4L Smad2 A1 Smad3. Bfi/5 5 Smad4 H %5 -Smad B& 17K, S EUE
WE - FRHERERRT.

[0005] K ESIMEENMIRTSIER T TOF-8 (8 /NERRIASEF ML (] BISREK, W5
B PN ER P 46 19 Thy—1 K BUBEED S BiT -GBM "B /NER M W 20 0 SR Ak 117 B B /N BREE
ALi 5/6 'SR K BASES, BIFEE A PR (Il , Bitzer, M. 25 A\, Kidney Blood Press.
Res. 21:1-12(1998)) » TGF-B Ky A FIHT 14 B 3k Thy—1 & RAEE b (K B /MR AR % (4
1, Border, W. A. 2 A, Nature 346:371-374(1990)) .

[0006] 725 L% 4 foh- 454 0 BRLAE 00 /I A 4 R N /INER 2R S 40 L A () TGF— 8 mRNA 2R 5
£ (B, Wahab, N. A, 28 A, Biochem. J. 316:985-992(1996) ;Rocco, M. V. % A, Kidney
Int.41:107-114(1992)) o F£75 558 5 % % (0 9 JR 7 48 % 7% TGP~ B mRNA A & (4 JiT£E
W NER R B AR I (110, Yoshioka, K. % A, Lab. Invest. 68:154-163(1993)) . #
BB 7 1 T () R AT A O U o, A AR R N R R i g RN ) B BT R, R AR
1. IIT. V. VIT %0 £F 3% & (3 38 b 2 5 10 59 (R 53 o £F 4 46 (40 4, Eddy, A. A., J. Am. Soc.
Nephrol. 7:2495-2508 (1996) ) «

[0007] TGF-B REFZXHMEARSTLEELMHMA LU ER P HEN T, B
FEHEEE, A A MEE S (#a0,Phan, S. H and Kunkel, S. L., Exp. Lung
Res. 18:29-43(1992) :Williams, A. 0. % A , Am. J. Pathol. 142:1831-1840(1993) ;Rube, C.
E. % A, Int. J. Radiat. Oncol. Biol.Phys. 47:1033-1042(2000)). 7E A Ml £F 444 55 9%
1 82 F Sk B B R M AT 4L B ARAR BT A P TOF- B 1 R AR R E R L EH —Ht
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B0 ( #140 , Broekelmann, T. J. 28 A, Proc. Natl. Acad. Sci. USA 88:6642-6646(1991)) .
ELF SCRR A0 3 A RE SR 955 L 42 B B B U0 3 e AR T — 8 R ) 4T 4E AL BB P R TGF-B
FE A 38 AN (5] 40, Khalil, N. % A, Am. J. Respir. Cell. Mol.Biol. 14:131-138(1996) ;
Jagirdar,J. % A ,Environ.Health Perspect.105:1197-1203(1997)). $i ~TGF-B
B TCF-B- T M S A MBI R B R - F RO B4 A 3 Y
B b £ 4 4k () 4o, Gird, S.N. %% A, Thorax 48:959-966(1993) ;Wang, Q. %
A, Thorax 54:805-812(1999)) . MEMHFE T LM A Y FENTERMAZ UM
PR ZEMEfm A (COPD) MR EEREZ — (Hlan, Wright, J.M. % A, Am. Rev. Respir.
Dis. 146:240-262(1992)) . COPD & —FHZ2 183 FE M ARSI R 2R, LB P28 1 T
SR RHHHE . TOF- B TR S SRS & MK & . Flin CoPD H WLBIHEFE (4]
4, Takizawa, H. Int. J. Mol. Med. 1:367-378 (1998) ;Ning, W. % A , Proc. Natl. Acad. Sci.
USA 101:14895-14900 (2004)) .

looos] FFEH4IML (HSC) B T4k MM R A i E B skIE . L TGF- 8 1 K1k
F L iEALBIRT 40 = A 4l e 4 BB R 38 n (40, Friedman, S. L., Prog. Liver Dis.
14:101-130 (1996) : Pietrangelo, A. , Semin. Liver Dis. 16:13-30(1996)) . &ERIAFF
TGF- B 1 (A5 HE B /S B BT 47 44k LA R AT AN 38, 00 15 41 44k (B 4n, Sanderson, N. 35
A, Proc. Natl. Acad. Sci. USA 92:2572-2576(1995)) »

[0009]  TGF-B | Fr L 52 AR 7F 5% 45 1 8 I 4T 4 38 08 1 1 0 40405 P A SRk, SR 4l 4t
HEE R (i, Saltis, J. 2 A, Clin. Exp. Pharmacol. Physiol. 23:193-200 (199
6) ;McCaffrey, T. A. 2= A, J. Clin. Invest. 96:2667-2675 (1995)) »

[0010]  #{ -TGF-B HLALE K B P m MR A, S F AR R ik R g (4
40, Shah, M., J. Cell. Sci. 108:985-1002(1995)), 7E % F 1€ ¥ M R {5 O B & & (f
1 ,Moller—Pedersen, T., Curr. Eye Res. 17:736-747 (1998)) , 3 H.7E K &L hris B 157 1Y
fHO&4 (Fltn, Ernst, H, Gut 39:172-175(1996) )

[0011) (EHHFEURTEHE A GCALFRTHERBENIERE TESHOE NS
B, TGP-B 1 FEMESHAENMSI R KEMGEFHEZ LA, FECH WL (4
f, Martin, M. 2 A, Int. J. Radiat. Oncol. Biol. Phys. 47:277-290(2000)) .

[0012] SEBEERZBELFIFLEEMEHR AFEETmS, 610'E K, E\%fgﬁ%
MEMEEFR. EALRE D, S BHENEEHFS T6F-8 EARNREEING X
(5181, E1-Gamel, A. 2 A, Eur. J. Cardiothorac. Surg. 13:424-430(1998) ; Shihab, F. S. %%
A, J. Am. Soc.Nephrol. 6:286-294(1995)) .

[0013] TGF-B 7E i Fi %5 & & H #& & (B &0 ,Saed, 6. M. % A ,Wound Repair
Regeneration 7:504-510(1999)) . ALK5 F1 / 5% ALK4 30 #31 GE45 TR IS AL B T £F 4E AL
%,

[0014]  TGF- B 2 /KFE K% HUsEA /DT YR RUHR B5 /K PRt BR FP AL — 3 B R R
F i R IR (POAG) BIHE P #8A 0 (Bitn, Picht, 6. %A , Graefes Arch. Clin. Exp.
Ophthalmol. 239:199-207 (2001) ), TGF— 8 1 FI TGF~ B 2 Y. AU 4 ¥ FL 34 hn 3% 7R ok B B ik
FI M T SR AN POAG 535 i N\ AR P A 41 4 40 R P 40 M 408 37 2 (fan, Kottler, U
B. % A, Exp. Eye Res.80:121-134(2005)). US 2007/0142376 Al AF T £ ALKS 4%
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7 TR IR A4 HIHR P, ALKS 08I # />4 TGF- 8 2 Rb3R i EE A AT B &R
KT DA 2 TGF- B 2 AbFE B /NG IS =Y P KA EE B £ V5 B R TS ) 0
) -1 (PAT-1) FIRTALR T AL C- BREIKF.

[0015] 7 4% T8 7ty R 20, T 40 LRV e 783 P 5k % 440 Yo — it iod JEE 3R K TOF- 8 - IX 5B
025 A 5 4 3 B B 0 4 8 R 4 4 0 s 88 4 L 5 4 L b 2 B A AR FE R T
(44 , Hojo, M. % A ,Nature 397:530-534(1999)) . B L, PR 40 i A5 15 B (R 28 1, ¥
BERMBE (440, Machara, Y. % A, J. Clin. Oncol. 17:607-614(1999) ; Picon, A %
A, Cancer Epidemiol.Biomarkers Prev.7:497-504 (1998)) .

[0016]  PAT-1 J2H 4R 70 4F s I JE S v 47 0 BRI i 7 £ Vs B JR VTR W 1O = S A B AU o
PAT-1 /KT FF 75 5 0 # W A0 i e i 3%, 3878 T M 3K PAT-1 Al ARIE A AR 4T 4 B
5 i 5 v B 27 1] 0 % 4R S 485 T 4R 3 0L e [ IR (il 4, Vaughan, DL E., J. Invest.
Med. 46: 370-376 (1998)) . .40 TGF- B #ilik PAI-1 i3k (fifn , Dennler, S. %A , EMBO
3. 17:3091-3100(1998)) . Eitk, F TCP- B 155 i B3I H PAT-1 BI= £ REB R
At —Fh 3 B £F 4 B B AR TT 1%

[0017] EAAREEERMEATNTIERES TIHERA KRR EH A E
FREME G %48 H KB (F W, Matsuse, T. Z A ,Am. J. Respir.Cell Mol.
Biol. 13:17-24(1995) : Inoue,S. % A ,Biochem. Biophys. Res. Comm. 205:441-448 (199
4) -Matsuse, T. % A, Am. J.Pathol. 148:707-713(1996) ;De Bleser Z A\ ,Hepatology
26:905-912(1997) : Pawlowski, J.E., % A ,J.Clin. Invest. 100:639-648(1997) ;
Sugiyama, M. % A ,Gastroenterology 114:550-558 (1998) :Munz,B. % A ,EMBO
7. 18:5205-5215(1999) ) % ¥ & (140 , Rosendahl, A. % A, Am. J. Respir. Cell Mol.
Biol. 25:60-68(2001) « = 5 Fi gk 7% & (Matzuk, M. M. % A ,Proc.Natl. Acd. Sci. USA
91:8817-8821 (1994) : Coerver, K. A. % A ,Mol. Endocrinol. 10:534-543 (1996) ; Cipriano
|S.C. & A, Endocrinology 141:2319-2327(2000)) « F & 1 £ FR G 5 S5O LR B (491
4, Logan, A. % A, Eur. J. Neurosci. 11:2367-2374(1999) ; Logan, A. % A\, Exp. Neurol.
159:504-510 (1999) :Masliah, E. 2 A , Neurochem. Int. 39:393-400(2001) ;De Groot, C.
J.A. % A, J. Neuropathol.Exp. Neurol.58:174-187(1999) ; John,G.R. % A , Nat.
Med. 8:1115-1121(2002)) #1 & M. /& (5 &0 ,Dahly, A. J. % A, Am. J. Physiol. Regul.
Integr. Comp. Physiol. 283:R757-767 (2002)) » FH 9T &R, TGF- B FIIEW R BEM N FIIEA
F B pA L A (40, Sugivama, M. 28 A, Gastroenterology 114;550-558(1998)) .
[o018]  [Ek, B4R A A & R 3 14k & 403086 Smad2 F1 Smad3 B ALKS 1/ B ALK4 BEER
b BEAB Y6 57 FO T 22 X 25 B A& B a2 B R AR

[0019] WO 00/61576 F1US 2003/0149277 Al AFF T =I5EBKMAT A MFIEAIME A ALKS
H IR B3 . WO 01/62756 AL ZAFF T HLmE SEmk MefT A ) F e A 14K 9 ALK #5789 R
WO 02/055077 ALATFE T BkMeSLFFR 4 BERT AW 1E A ALKS #4557 A . WO 03/087304 A2
AT SBUR B2 5 BRI A 14E A ALKS 1/ B ALK4 3351570 69 3% . WO 2005/103028 AL FH
US 7,407,958 B2/AFF T 12 ALKS F0 / 8% ALK4 30130 ) 2- nib e FEER ALK i U R ZE WO
2005/103028 ALFIUS 7,407,958 B2 FEREIHAERMAEWZ — IN-11301EE T HAE
ETFYR R s/ Sy ALKS 1/ BT ALK4 $IIAG A . IN-1130 A0 kK il S04
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R BHZE (UU0) & 1S 44k Moon, J. -A. % A ,Kidney Int.70:1234-1243(2006)),
B3 FH MOG,s-5 B $0 5 4k 1) SBE-Luc 1 GFAP-1uc /) B SE I M B 44 % 58 M B B & (EAE)
(Luo, J. % A, J. Clin. Invest. 117:3306-3315(2007)) , ¥ 2> K 5 H #% IE £F 4 1k 0 44 IE
HIAZTd Ryy, J. K. 2 A, J. Sex. Med. 6:1284-1296 (2009) ) , 3 H & 2 s 45 /N B AT
B\ R M MU R Tramp C2 AbFEIT RO/ BN AR, RIEHG R A ZNE (Lee, 6. T. A, J.
Urol. 180:2660-2667 (2008)) » ffii L, US 2008/0319012 Al 2FF T 4 ALK5 Fl / BX ALK4 )
EIFF 2- nHEnE EEEAC [ Ik M . JEELRZE US 2008/0319012 Al R EREIHIRRMEAEY
Z— IN-1233 iE5E 7 HAEE TR b 4F 29 ALKS F1 / 8% ALK4 TR A&, IN-1233
i #H) TOF- B 15 54538, & FOh T EH 7 & 458 K RS B fit 3h ik & 10 & B T A o 3k R
(Long, L. %5 A\, Circulation 119:566-576(2009)) , B fH K IR A AL E R 4 /8 ST 48
BRI ZEA LR AR Kim, J.H %A, Radiology 255:75-82(2010)) .

RPAR

[0020]  HREVIRAHLUE TN, — 2 2- Atk FEEUA K MR A8 R RIS BEME R ALKS A0/ BR
ALK4 #8057, BT B T-v8 97 « TR A% B ALKS i1 / 51 ALK A S B & PR FOIRZS, 11
WG NER M S % B R M B R S R RILE - SR A SRR B R ST A A B2
W53 RIEFTEUE ST 44k 5 HIV B R EE 7 B A S & Fhp B B AT 44 m] )
BE - R e B BT Th B B RS WK — B R RO AT R IE R IR BB B M AT 40 i 2T 44K L (] o {4 i
95 AR R PR B A A AT B R R R AT 44k 18 PR BE 2 M i | B R ER
B 7 5 | A2 0 i AT 2 S5 D ST Ak 7l o0 ) 398 T AR AL O VLR L O L2 W IR I B 1l
wE R AS | T UL PR B A L A LSS0 K TR IR B Bk e A L B B Bk A R L ) Tk
Pers T H0E S T RS B BK SRR AL L BR SRR T AR A LR R R 3 A M S AR AL
R B VECIRVRNES . ZEE BT EFEARG OB D &e RS EESER
MEEL R R R B R R TS SE T I 55 B T R TOE SO A TR AL B AT ME R R R AL
LR ENLR . XTRVERERGRE - MERAIERIK. BHESEIRER.MP E K
T ARG A EC A4 TR R BB I T i REF S 1E VB T - B R BIA 446 i T2 AL
PR A K 2 e M R L B R A R TR R R B 40 U L 3 I L PR PR
VA R PR, LA BB LR G L O ST IR L B T R AT AR L SR AN R
JiE o

3 =115 AR

[0021] <4 B A b3k 77 T AN EL AR HEKe 78 T B U0 B N LA R, IF S B, Hop
0022] & 1 B 7R SZHER] 2.60.86.92 Fl 94 XT HaCaT-3TP-Luc 40 iy & TGF-B 1- & B K
3TP-Luc 5244 vE M K FE A .

[0023] & 2 & 77 5 i ) 2.60.86.92 K1 94 X 4T1-3TP-Luc 4 il F TGF-B 1- 5 & 1
3TP-Luc 32 AAE M FI R .

[0024] [ 3 B/RSLHER) 2 X% MCFLOA 41U TGF- B 1- %2/ Smad2/3 ¥ 5 AL K17
[o025] [® 4 B RSEHEM 2 St MCF10A 0= TGF- B 1- 5 FHI4H T B )5 .

[0026] [&] 5a F1 5b EIRsSLHE®E] 2 XF AT1 4AHup TGF- B 1- F SR B L.
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[0027]  (5a). DAPI- Jef 948 /e E7E R R M L. (5b). 5 MNBENLALET BT 3@ ILEF P 2 40
%L

[0028] [& 6 BIRSCHER 2 X 4T1 40 BRI AR AR B 2N

(00201 & 7 S RSCHER] 2 XF MCF10A 40 Mo #9408 A A 0 30 o

[0030] [E] 8a HIME 8b SR STHEM) 3 %f BALB/c 4T1 StRsAt /I BLIL IR 5 2% i 1 5%
0. $GSTHEG] 3 (13. 6 3K 27. 3mg/ke )V Tk (4D, DR T/ BID, BAEL LK, B

I
[0031]  (8a). T b A AT R T HBHET (A%, 8b). 2RE LHEBET
M E.

[0032]  [E 9a 1 9b B SCHEG] 2 XF BALB/c 4T1 SRR AE /s SUILAR MBI 5638 2 M ) 520 o
5 S2HEM] 25,1020 B 40mg/ke MW T N T B MBI (B, DREE T/, S RIESLR,

RrEE=M.
[0033]  (9a). PR LA SR THABIILET. (9b). MM R L3 4 (15
B

[0034] 10a.10b F 10c BoF SEMif 2 %t BALB/c 4T1 S/ BUFLIR b #5522 hii
AN, G EEHEG] 2 (510420 X 40mg/ke) ¥ T A T B MBI (B, DR T/ B, S0
—R—IK G B =KD, Bk 24 Ko

[0035] (10a). T _FHIE SR THBHET . (10b). AWM R L% 4T
Mg, (10c). STPPEAL A T6F- B 1- % S Smad2 BEERALII R .

[0036] [ 1la.11b 1 1lc BRSEHi%] 61 X BALB/c 4T1 SRbR it/ BUFL IR MR e A% 22 i
B . K STHEE] 61 (43. 6me/ke) I T Eh/K A, IR WA T/ L, B —R— IR (B H
=0, ErE 2.5 Al

[0037] (1la). W& LRI E SR THBRET . (11b). MM RE _EH#B 51
BE. (o). RIEMRE AR,

[0038] [ 12a.12b.12c K1 12d B RSEHMEM 61 %F MMTV/ c-Neu /s 5 L AR 18 7 1 2 i £ 532
Wi, K S R T MMTV/ c—Neu /> BUFE SEHEY 61 (43. 6mg/ke) B AL T, PR —R— K,
By =

[0039]  (12a). SLHRBRE AR LR R IR AKE SHELT (HE) Hefe. (12b). AiFRZHZR%2 )
W R M R R . (120). SLIRBEEIARR. (12d). B - B¥EE H mRNA 7K
[0040] [ 13a 1 13b B/ SCHE] 3 Xt MMTV/c—Neu /) RFUBR PR EEHS 22 b (50 o K 4857
FPIRT £ MMTV/c—Neu /)N B SEMEM) 3 (43. 6mg/ke) IR AL TR, MG —R—IK, B 41 .
[0041]  (13a). B - B4 mRNA 7K. (13b). JRIGFLARHR & MMP-9 70 MMP-2 75 1.
[0042] [ l4a.14b.14c F1 14d BoRszHEn) 3 3t R BABE — SILIF YR . H sk
Hif) 3 (21.8 B 43. 6mg/ke )W T K D, DR T KR, BF =K, FrE AL 48+ BDL
FRZE.

[0043] (14a). MEREMEREBE OWD) MRLAEREAEEBE (ASD KEMH.
(14b). FF pSmad3 BE/AKFE. (14c). FFd o -SMAFEERBEMBIEEQRIKT. (14d).
FFE R ARE 5B (HRE) Y.

[0044] [& 15a.15b F 15c BRIHM] 2 3 K RABE - S FLAFFEF4EAL R . K SEf

14
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2 (5.10 BY 20mg/kg) ¥ F A L B HI7) GRA, ORA T KRR, A=K, A, 8T
BDL FARZ G-

[0045]  (15a).ALT Fll AST f¥EME. (15b). BT o -SMA FILFIEEBKIKF. (15¢). A
FIR AR SEA (HE) B,

[0046] &l 16a F1 16b B7nsk MG 2 XTSEF R - FR I/ BT AL R . K K s
2 (5,10 B 20mg/keg ¥ T N LB WUHIF Gk, OMRG T/NR, BRIk, FEEM A, 16T 58
TR,

[0047]  (16a). filith a —SMA FNEFEEEKIKFE. (16b). FHLAMIRAKE GHEL (HRE) &
.

[0048] 3 | S RSTHEM 1-130 BILEMAN 'H NMR 5 MS YEit4ds .

[0049] & 2 BIRSLHER] 140-153 MILEHIFI 'H NMR 5 MS Sl 443k .

[0050] & 3 SL/RETIESCHERIXT ALKS B ER1L B 1C,, 1H .

[0051] 3K 4 EI/RITHEM 2 X & FhEEBEBR ALY 1C,, (BN %.

[0052] 3 5 EIRILHER 3 X BDL KRAEFHFE EEILHIEN.

[0053] 3 6 SIoRSEME] 2 X BDL K A E 148 B = EAAL KRN,

[0054] A% BH B SEjt 77 20

[0055]  fEA K BARI—Fhsci s o, B4R (D hEWai 2% Er R m

[0056]

o /N
(R%)m @
[0057]  FA4EA R BhArsthR Ho B Co TS Crp BIRUSEEE L Cyp BhBEEE L OH. —0-C, ¢ 2
F ~0-Cps ACEES . ~0-Cyg FREEEE . NH,\ ~NH-C, %83 . -NH-C 5 BIARKEEE  ~NH-Cyg FhER
F . -S-C FEFE ~S~C,g BRMTEE | ~S-Cog FRKELE L CN BLNO, ;
[0058] m#A&&0.1.2.384;
[0059]  A'FIA® 2 — B N, B—AN B NRY, B RS2 H. OH. €, K735 Cp BIFREEEEER Cyq 2R
[0060] X f&—4%8k. - (CHy),~+ ~NR*-, -0~ Bk -S—, K p & 0 8 1, R & H B C,5 K
[0061] 45 /> R® I MR H. B K. Cog HEZE. Crp RIRBEER Cpg FRFTHE. G M ZE . Cog
B F. - (CH,) —OR’, - (CH,) ,~NR’R*. = (CH,) ,~SR’\ - (CH,) ;~NO,. - (CH,) ,~CONHOH. - (CH,)
—CN. = (CH,) ,~COR®, - (CH,) ,~CO,R®. = (CH,) ,~CONR’R"\ = (CH,) .~ P4 M., - (CH,)
~CH=CH-CN., = (CH,) ,~CH=CH-CO,R®, ~ (CH,) ,~CH=CH-CONR’R*, - (CH,) ,~CH=CH- [ M, - (CH,)
~NHCOR®. — (CH,) ,~NHCO,R®, - (CH,) ,—CONHSO,R® —(CH,) ,~NHSO,R*\ —(CH,) ,-C = C-CN. - (CH,)
,~C = C-CO,R®. - (CH,) ,~C = C-CONR’R‘ - (CH,) ,~C = C~ I M, - (CH,) ,~SOR®. - (CH,) ,~SO,R’
8, - (CH,) ,— (OR®) ,, e R® 0 R* I L b H.C g HE2E Coy BARKERE R Cps BERE s EE B E
A7 34 0 R JE T — RSN R B BR B B, )t e, EE 45 L R b, IR B R 7 MR R R 2
15
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Coo B8\ g BIARAREETR Cy o FIAREE q R 0.1.2.3 B 41 £ 1.2.3 8145

[0062] n & 0.1.2.3.4 8 5.

[0063] IEfnA AR, Bk (D R 25 BT R SURAR TR N 2 & BTG B P AL B ) T R
() H A5 A R R, SUBE B T REUREI

[0064]  {RikHh, R° & C,y SEEE I F o

[0065]  fRikHh, m 2 1 8K 2.

[0066]  LiEHs, A'FIAZZ —RN, B—NR N, KPR £ H

[0067]  AidHh, X & - (CHy) - B -NR*—, 3+ p £ 0, R & Ho

[0068] 4 ik M, B° £ BJ . Cy M Cy AR B Gy IR EL Oy 1 8 G R
- —(CH,) ;~OR®. — (CH,) ,~NR’R*. = (CH,) ,~SR’ = (CHy) ,~CN~ ~ (CH,) ;—COR’, = (CH,) ,~CO,R* . — (CH,)
~CONRR*, - (CH},) ,“NHCOR®\ —(CH,),, “NHSO,R®. ~ (CH,) ,~SOR® &, - (CH,) ,~SO,R®, H A R’ R*
ST H. Cp, BE3E . Cpy RIARIREEER C, SRS B HEATERNERT — AR P B R
EOER, A5 Ik I L IHE N R R DB DR A B IR oR° R ;q 2 0.1 8 2.

[0069]  fLi%Hs, n 2 1.2 B 3.

[0070]  FILA3REIH B iAA R UL SWaREn T R LA #ZAE

00711 N-((4-([1,2, 4] =¥ [1,5-a] itnE —6- 2 ) -5-(6- FHMLHE -2- £ ) -1H- K
e —2- 3k ) HE) HAE

[0072] N-((4-([1,2, 4] =M [1,5-a] MLHE -6- 2= ) -5-(6- FEMLIE —2- & ) -1H- VS
M -0 35 ) FIEE ) -2- A

[0073]  N-((4-([1,2, 4] =M3f [1, 5-a] AEIE —6- 2 ) -56-(6- R MENE -2- & ) -1H- K
e —2- B ) k) -3- WA ;

[0074]  N-((4=([1,2, 4] =M 3% [1,5-a]) MLBE —6- 3 )-5-(6- FHMLIZ —2- F ) ~1H- Bk
e —2- ) FEE ) -4- B ;

[0075] N-((4-([1,2, 4] =Me3f [1,5-a] MEnE —6- 3 ) -5- (6~ Mt -2- % ) ~1H- Bk
e -0- %5 ) BIEE) -2, 3- ZHEAEE

[0076] N-((4-([1,2, 4] = M3 [1,5-a] MLIE -6- 3& ) -5- (6~ FLEALNE -2- 2 ) -1H- BK
e —2- 3 ) BFE) -3, 4- TRAENE

[0077] N-((4-([1,2, 4] =me3f [1, 5-a] NLIE -6- % )-5-(6— M EEMLIE -2- % ) -1H- Bk
M —2- 3k ) BEE)-3,5- TR

[0078] N-((4-([1, 2, 4] =M [1, 5-a] AEE —6- 3£ ) -5- (6~ F Fenibee -2- % ) -1H- Bk
e —2- %) PE)-2- EURM

[0079] N-((4-([1,2, 4] =m3f [1,5-a) MLME -6- 3 ) -5-(6- F ZEmbIE -2- % )-1H- Bk
M -2- 3 ) FEE) -3- UK

[0080] N-((4-([1,2, 4] =M% [1,5-a] MLhE -6- 2 ) -5-(6- FHuthE -2- H ) - 1H 173
e —2- 3 ) FEL) -4- A

[0081] N-((4-([1,2, 4] =M 3f [1, 5-a] ALHE -6- & )-5-(6- F Zealbee -2- £ ) -1H- Bk
e —o- %5 ) BIEE)-2,3- ZRRIE

[0082] N-((4-([1,2, 4] = M3 [1,5-a] MErE -6- 3 )-5-(6- FZatig -2- 2 ) -1H- Bk
MW -2- %) BFEE)-3,4- “EEL

16



CN 103025731 A w B P 8/72 T
[0083] N-((4-([1,2,4] =me3f [1,5-a] ttrE —6- 2 )-5-(6- F Mk -2 £ ) ~1H- BK
W -2- %) FE)-3,5- ZREL

[0084]  N-((4-([1, 2,4] =mk3F [1, 5-a] MELAE -6- 2% )-5-(6— FFAEMLRE -2- & ) -1H- K
M -o- B ) &) -2- IRFME

[0085]  N-((4-([1,2,4] =Mt [1,5-a] nhnE -6- % ) -5- (6~ B ZMbmE -2- & ) -1H- Bk
e —2- ) BIEE)-3- IREHL ;

f0086]  N-((4-([1,2,4]) =mMe3f [1,5-a] kug -6- % )-5-(6- FEMLAE —2- £ ) -1H- 1K
Me-2-FL ) FIEE ) -4- IRFHL

f0087]  N-((4-([1,2,4) =m3f [1,5-a] ALne -6- 2% )-5- (6— FF ZEntbme -2- 2 ) -1H- IK
M -2-Ft ) AL ) -2- AL ZRA ;

loos8]  N-((4-([1,2,4) =mM3f (1,5-a] MLmE -6- 2% )-5- (6— FF ZEnbng -2- 2k ) —1H- Bk
M -2 %) R ) -3- REEZAR ;

[0089]  N-((4-([1,2,4] =m3f [1, 5-a] fiikng ~6- %&£ )-5-(6— & MbAE -2- £ ) -1H- BK
e -2-J ) A ) -4- FER

[0090]  N-((4-([1,2,4) =m3f [1,5-a] LR ~6- 2% ) -5- (6~ FAZEMLRE -2- £ ) —1H- BK
M -2- F ) FEL ) -2, 3- ZHRIRNE

[0091]  N-((4-([1,2,4] =Mt [1,5-a] MLnE -6- % ) -5~ (6 FZbmg -2- 5 ) -1H- #K
M —2- F ) FAEE)-3,4- IR

[0092]  N((4-([1,2,4) =Mt [1,5-a] MEmE -6- % )-5-(6- F HMtng -2- £ ) -1H- B
M —2- ) FAEL ) -3, 5- Z RN,

[0093]  N-((4-([1,2,4) =Zm3F [1,5-a) ke —6- 2 ) -5- (6— F ZMLIE —2- & ) -1H- BK
M -2- k) FE)-2- ZEE

[0094] N-((4-([1,2,4) =Me3F [1,5-a] ALlE -6- F )-5-(6— B EEMLAE —2- F ) -1H- B
e —2- L ) AL ) -3- ZEFNE ;

[0095]  N-((4-([1,2,4] =me3F [1,5-a) MLnE —6- % )-5-(6- F FEmbeg -2- & )-1H- ¥
e -2- %) BEE)-2- RINEEENE

[0096] N-((4-([1,2,4] =M [1,5-a] MLBE -6~ % )-5-(6- FEMLIE -2- & ) -1H-BK
-2 Ht ) FAEL)-3- BRINEEK ;

[0097]  N-((4-([1,2,4] =me 3t [1,5-a] ALRE -6- 3£ )-5- (6 FF&Enbug -2- & ) -1H- K
M—2- ) FEE)-4- RIRERIK

(00987 N-((4-([1,2,4] =M [1,5-a] MLwE -6- % )-5-(6- B FALIE —2- & ) ~-1H- Bk
M —2- k) L) -2- ZmERIE

[0099]  N-((4-([1,2,4] =mM3F [1,5-a) MLhE 6~ % ) -5~ (6- A ZEMLKE -2- £ ) -1H- Bk
M -2- 3 ) FIEE ) -3~ ZAMEEIRRL ;

[0100]  N-((4-([1,2,4] = M3 [1,5-a] MEIE -6- & )-5- (6~ FZEMLeE -2- £ ) -1H- B
M -2 L) FEE ) -4- ZMmEIRNL

[0101]  N-((4-([1, 2, 4] =M:3F [1,5-a] MtiE -6- & ) -5~ (6- B EMEIE —2- ) -1H-BK
Mg -2~ ) BAEL ) -3~ Z BRI ;

[0102]  N-((4-([1,2,4] =M:3F [1,5-a) MLiE -6- & ) -5~ (6- FEMLIE -2- & )-1H-#K

17



CN 103025731 A w BB PR 9/72 T

M -2 3 ) BEE)-2- FEERK ;

[0103] N-((4-([1,2,4] =3 [1,5-a) fkuE -6- 2 ) -5-(6- FHEALIE -2- & ) -1H- K
e -2- 3 ) B3 ) -3- AR

[0104] N-((4-([1,2, 4] = w3 [1, 5-a) HEIE -6- 2= ) -5-(6- FIEALEE -2- & ) -1H- K
e -2- FE ) BIEE)-4- AR

[0105] N-((4=([1,2, 4] =M [1,5-a] e -6- % ) -5-(6- FEMLHE -2- 2 ) -1H- BK
e -9- H ) FEE)-2, 3- ZHREEENG

[0106] N-((4-([1,2,4] =Mt [1,5-a] MLBE -6- 7 )~5-(6- F &ML -2- &) -1H- I
M- 3 ) BE)-3,4- “HEEXRNE

0107 N-((4-([1,2, 4] =m3f [1,5-a] MEBE -6- 2 ) -5-(6- FFIEALIE ~2- % ) -1H- /S
MW —o- ) BEE)-3,5- T REEEM

[0108] N-((4-([1,2, 4] =Me3f [1,5-a] MLHE —6- 3 )-5- (6 FIZEMLIE ~2- £ ) -1H- BK
me—0— 3 ) FAE)-2-( BEEFE) i,

[0100] N-((4-([1,2, 4] =Me3F (1, 5-a]) NENE -6- % )-5-(6- A HEMLYE -2- % ) -1H- Bk
e —0- ) B )-3-( FEERE) i

[0110] N-((4-([1,2, 4] =Mt [1,5-a] MLIE -6- 3 )-5-(6- F ML -2- 2 ) ~1H- BK
me—o- 3 ) ) -4-( FEEFRE) FIE

[0111]  N-((4-([1, 2, 4] =M [1, 5-a] MLE -6- 3 ) -5- (6~ FIEMLIE -2- & ) -1H- BK
e —o- 3£ ) HAEL)-2-( SFRFEE) Fhik .

0112]  N-((-([1,2,4] =M3f [1,5-a] MLRE —6- 3 ) -5- (6~ FFAEMLNE -2- 2 ) -1H- B
e —o— 3 ) BEE) -3-( ZHRPEE) FE

[0113]  N-((4=([1, 2, 4] =M If [1, 5-a] MEIE -6- £ ) -5-(6- F AL -2- % ) -1H- Bk
M —o- B ) BE)-4-( ZFEFHEE) KL

[0114] N-((4=([1,2, 4] =M 3F [1, 5-a] MLRE -6- & ) -5-(6- FZEMLIE -2 % ) -1H- K
e -0 3 ) BEE)-2- (FERE) K

[0115] N-((4-([1,2,4] =me3f [1,5-a] HLME -6- % ) -5~ (6~ FEEMLE -2- 2 ) -1H- Bk
e —2— Bk ) B ) - -3-( FERE ) FIZ

[0116] N-((4-([1,2,4] =W3f [1,5-a) NL0E -6- % )-5-(6- FHEMLIE -2- & ) -1H- Bk
W-2- %) BE)-4-(FRE) Fh -
0117]  2-((4-([1, 2, 4] =Me3t [1,5-a) ALHE -6- % )-5- (6~ A Fulbne -2- & ) -1H- 8K
e -2- ) FEER) FFHE,

lo118]  3-((4—([1,2, 4] =M 3 [1,5-a] MELBE -6- % ) -5-(6- FZEMLE —2- 3 ) -1H- BK
e -2- 2 ) REEE) FHE

01191  4-((4-([1,2,4]) =M 3F [1, 5-a] HLIE -6- %) -5-(6— H FEMLnE —2~- & ) -1H- BK
Me—2- %) REEE) XFE.

[0120]  3-((4-([1,2,4] =mM3f [1,5-a) mitmE —6- 3& )-5-(6- FZEMLRE -2- & ) -1H- Bk
e —o- H ) REER) AETH '

01211 2-((4—([1, 2, 4] = M3 [1, 5-a) MLlE -6- 3% )~5- (6~ FHEabng —2- 2 ) -1H- Bk
me-2- 3% ) BFEERE) FRHIE
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(01221 3-((4-([1,2,4] =M 3F (1, 5-a) ALmE -6- % ) -5-(6- FF Zulbmg -2- & ) -1H- Bk
M -o- ) FFREE ) RPN

(01231  4-((4-([1, 2, 4] =M 3t [1, 5-a) ALRE -6- %5 ) -5-(6- F ZEubmg -2- & ) -1H- BK
e -2- ) FEEE) KR ;

[0124]  2-(3-((4-([1,2,4] =M3FF [1, 5-a] mERE -6- %) -5 (6— FFEMLAE —2- & ) -1H- BK
e -o- B ) FEEE) XE) LfF;

[0125]  2-(4-((4-([1, 2, 4] =M 3F [1, 5-a] MLHE —6~ 2 ) ~5— (6— FF EZEMLAE -2- & ) ~1H-#K
M -2- %) FEEE) BR) 25 |

[0126]  1-(3-((4-([1, 2, 4] = M3t [1, 5-a] nkiE —6- 3 ) -5- (6 FHEEALE ~2- & ) -1H- B
e -2- 5 ) REER) BE) W,

(01271  1-(4-((4-([1, 2, 4] = M3 [1, 5-a] MEIE -6— %) -5- (6—- FAFEMLME —2- &L ) —1H-BK
M -2- 5 ) RREE) FE) 2 .

{0128 F Z 3-((4-([1,2,4] = ™ ¥ [1,5-a] Mt me —6- & )-5-(6- F % it
WE -2~ FE ) —1H- kM -

[0120]  2-%) HIELEIE ) HFRES ;

[0130] FF % 4-((4-([1,2,4] = ™ Jf [1,5-a] ot we -6- & )-5-(6- F Z Mt
WE —2- Z& ) —1H- BRI -

[0131]1 2~ ) FREEE ) KP]N

[01321 N-(2-((4-([1, 2, 4] =Me3f [1, 5-a] MLEE -6- ) —5- (6— FAFEALIE -2- & ) —1H- B
M -o- B ) FARER) BE) oW

[0133]  N-(3-((4-([1,2,4] =M [1, 5-a] nkuE -6- 2% ) —5— (6- FEEMLAE —2- 7 ) -1H-BK
M-2-J ) RAEER) BE) WK

[0134]  N-(4-((4-([1, 2, 4] =M:3F [1, 5-a] niLiE 6~ ) -5-(6- FFEEnLAE —2- 5 ) -1H-BK
e -o- FE) FAEEAE) B ) ST

[0135] N-(2-((4-([1,2,4] = ™ 3f [1,5-a) Mt B¢ —6- & )-5-(6~ B & it g -2-
H)-1H- BEme -2- B ) FEEE ) KE) FRIHE

[0136]  N-(3-((4-([1, 2, 4] =Mt [1, 5-a] NEAE —6- &) -5- (6- FFEEMLME -2- 5 ) -1H-BK
e -2- L) AR ) FE) FHEE

[0137]  N-(4-((4-([1, 2, 4] =M 3f [1, 5-a] MEHE -6~ %) -5 (6- FAEEMELRE -2- # ) -1H-BK
M -2- g ) FEEAR ) Rk ) FEINNE .

[0138]  N1-((4-([1,2,4]) =Me3f [1,5-a) e —6- % ) -5- (6~ FF&EMLRE ~2- 7 ) -1H- Bk
M —2— L) FIZE)-N°, N ZRREEIR -1, 2- /& ;

[0139]  N1-((4-([1,2,4] =M3f [1,5-a] ALBE -6- %k ) -5-(6— FEZRMERE —2- %5 ) ~1H- BK
M -2- HE ) ERZE )N, N- UEREERE -1, 3- TR

[0140]  N-((4-([1,2,4] =Mt [1,5-a] ALuE -6~ % ) -5-(6- B EMbug —2- £ ) -1H- K
e -2- ) FAEE ) -2- (HbrgIE —1- 2 ) A& ;

[0141]  N-((4-([1,2,4) =MIf (1, 5-a] MLHE -6- 3= ) -5-(6— FEeMLng ~2- F ) -1H- Bk
M —2- 5 ) FFEE) -2- MR ;

[0142]  N-((4-([1,2,4) =Mt (1, 5-a) Mkl -6~ %= ) -5—(6- FZEMLAE —2- £k ) -1H- BK
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e -2- 3k ) B ) -3 ERACERRE ;

[0143]  N3-((4-([1, 2, 4] =W [1,5-a] LRz -6- % )-5-(6- FHMBE -2- &) -1H- Bk
e -o- £ ) B )-4- fR N, N EESR -1, 8- 2R

[0144] 3-((4-([1,2, 4] =Me3F [1,5-a] MLuE -6- % ) —5-(6- F 2Ll -2- ) -1H- Bk
e —o— ) S )-5-( ZFERE) XPHE

[0145]  3-((4=([1,2, 4] =M [1,5-a) HLBE -6- & )-5-(6- FAEMLME -2- 5 ) -1H- K
e —0- ) PEAE)4-( ZPFEEE) FHE

(01461 N-((4-([1,2, 4] =M% [1,5-a) MLuE ~6- % ) -5~ (6~ T HAMLHE —2- B )-1H- Bk
M —o- 3k B -2-((ZFERE) FF) KL

[0147]  N-((4-([1,2, 4] =W [1,5-a] HEIE -6- 2 ) -5-(6- FHEMIE ~2- F ) -1H- K
M —o- ) BFE)-3-(( ZHEEAE) FE) F

[0148] N-((4-([1,2, 4] = W3 [1,5-a]) MLHE -6- & ) -5-(6- FIEALLE -2- & ) -1H- S
s -o— B ) FIEE)-2- (g -1- ERE) B

[0149] N-((4-([1,2, 4] = M3t [1,5-a) MLBE -6- 2= ) -56-(6- THEMLIE —2- &) -1H- K
Mg -2- 3 ) FEE ) -3- (gt -1- ERE) KK

[0150] N-((4-([1,2, 4] =M [1,5-a) HEBE —6- 2 )-5-(6- FIAEMLIE —2- &) ~1H- K
e —0— ) FAEE)-2- (MR ) K

01517 N-((4-([1,2, 4] =M (1, 5-a] HEHE -6~ 2 )-5-(6- A ML —2- ) -1H- Ik
e —0— 3£ ) FIEE)-3- (MR ) K

[0152] N-((4-([1,2, 4] = M3t [1, 5-a] HLE -6- & ) -5-(6- FIEAMLIRE —2- &) -1H- 178
s -o- ) FE)-5-(( THRERE) FE)-2- B ;

[0153] N-((4-([1,2, 4] =M3f [1,5-a] iEuE -6- 3 )-5-(6- FHuLE -2- & ) -1H- BK
mp—9- ) B )-3-(( THEER) FE)-2- BEK

[0154] N-((4-([1,2, 4] =MJf [1, 5-a) HEmE —6- 3% ) -5- (6~ A FENLKE -2- % ) ~1H- BK
Mg - k) BIEE)-2- FR -3- (ALt —1- ) L

(01551 N-((4-([1,2, 4] =Me3f [1, 5-a] MLBE —6- % ) -5-(6- FHFaLnE —2- % )~ 1H- Bk
-0 ) FIEE ) -2- R -3 (IR )

[0156]  3-((4-([1,2, 4] =M 3t [1,5-a] ALE -6- 2 ) ~5-(6- FHEALIE ~2- % ) -1H- Bk
e —o- ) BEEE)-4-(( ZHEEE) FE) FFE

01571 3-((4-([1,2, 4] =M [1,5-a] NLHE —6- F ) -5~ (6~ A EMLIE -2- & ) -1H- Bk
e —o— ) FIEREE ) -2-(( ZHEEE) BE) BFRE

lo158]  3-((4—([1, 2, 4] =Me3f [1,5-a) ALHE -6- 3 )-5- (6~ F FALmE -2- & ) -1H-BK
Mo —o- F ) I )-5-(( ZRERE) FE) FRE

01501  3-((4—([1, 2, 4] =M 3F [1,5-a) ALHE —6- 3 ) ~5- (6~ F FRALIE -2- & ) -1H~- BK
e —9- ) BIEEIE ) -4- (MEgkE -1- PR ) FRRE

[0160]  3-((4-([1,2,4] =M3F [1, 5-a] ML0E —6- 2 ) -5~ (6- FFEEMLIE —2- & ) -1H- Bk
M —o- 3 ) BEEEE ) 2- (Mg -1- ERE ) FFRE

(01611  3-((4~([1, 2, 4] =M [1,5-a] ALNE —6- 3 )-5- (6~ T FebeE —2- £ ) -1H- K
e —2- 3 ) PRSI ) -5- (b -1- A ) KR
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[0162]  3-((4-([1,2,4] = M3t [1,5-a) ME0E -6~ % ) -5-(6- FEEMLE -2- & ) -1H- BX
M -2- ) FEEE)4-(BWMARE) KFHE

[0163]  3-((4—([1,2,4]) =M 3 [1, 5-a) MLrE -6- % ) -5-(6— F &ML -2- 2 ) -1H-BK
M —2- 3k ) REREHE)-2-(GHMARFE) XFIF

[0164]  3-((4-([1, 2, 4] =M3F [1, 5-a] ALE ~6- 2£ ) -5-(6- FEEMLIE -2- £ ) -1H- Bk
M -2- 5 ) FEEE)-5- (WM HE ) XFRE

[0165]  N-((4-([1,2,4] =m:3F (1, 5-a] MELEE -6- & ) -5-(6- At -2- & ) -1H- B
-2~ ) ) -2-(2-( ZHERE ) ZEFK

[o166]  N-((4-([1,2,4) = w3 (1, 5-a] MEhE -6- % ) -5-(6- FEEMBE -2- F ) -1H- Bk
M —o- ) BE)-3-Q-( ZHEFE ) ZEXW ;

[0167]  3-((4-([1,2,4] =mM:3F [1,5-a] MkmE -6~ & ) -5-(6- ZFEMLAE —2— % ) -1H- BX
Mp-o- ) RESEE) ZFHE

[o168]  N-((4-([1,2,4] =M [1,5-a] WEBE -6~ 5 ) -5-(6- ZZEMbrE -2- & ) -1H- Bk
P —2- L) B ) -2- MEHE

[0169] N-((4-([1,2,4] =M 3 [1,5-a] MkBE -6- & ) -5~ (6- FHEMLE -2- & ) -1H- BK
M -2- ) FIZE ) -2- Gl -N- FEIRAL

[0170]  3-((4-([1,2,4] =M [1, 5-a] MLl —6- % ) -5- (6~ FZMLmE —2- % ) -11- Bk
M -2- L) B ) (FE) &E) XFE .

(01711 3-((4-([1,2, 4] =M:3F 1, 5-a] mkoE -6- & ) -5-(6— B EMbrE -2- & )-1H- BK
M -o-FE) PR ) (R ) |E) XP0 .

[0172]  6-(2- 3 ~5- (6— FEEMLIE —2- 5 ) —1H- BkMe —4- B ) -[1, 2, 4] =MeFF [1, 5-a]
akrE |

[0173]  6-(2-(2- A4 ) -5-(6- FEEMLME —2- 5 ) -1H- BRMe —4- &) -[1, 2, 4] =ZMEFF
(1, 5-a] ALAE ;

[0174]  3-((4-([1,2,4] =MJF (1, 5-a] MtuE -6- 2 ) -5-(6- FEME -2- ) -1H- Ik
M -o- ) BE) XFE;

[0175]1  3-((4-([1,2,4] =M 3 [1, 5-a] MLEE -6- & )-5-(6- FEMIE -2- £ ) -1H- B
M —2- 2k ) ) BB,

[0176]  6-(5-(6— FREEMLRE —2- %5 ) -2- (FREEFE ) -1H-BkMk —4- %) -[1, 2, 4] =M 3¢
[1,5-a] ALBE ;

[0177]  6-(2-((2- FIFFIE) FE)-5-(6- HEMEIE —2- 5 ) -1H-okme -4- %) -[1, 2, 4]
=mIt [1, 5-a] MERE ;

[0178]  3-((4-([1,2,4] =M:3F [1, 5-a] ALIE -6- % ) -5- (6~ FHEmMbug -2- & ) -1H- B
M -2- 3 ) REE) KA,

[0179]  3-((4-([1,2,4] =M [1,5-a) Mfue -6- 2 ) -5-(6- FEMLEE —2- £ ) -1H- Bk
M -o- ) S ) RFT

[0180]  6- (5~ (6— FREEMLNE -2~ 25 ) -2- (EBRZE L) -1H- Bk —4- 55 ) - [1, 2, 4] =MFF
[1,5-a] HLHE ;

[0181]  6-(2-((2- ARRE ) P ) -5~ (6- FEEMLNE -2- £ ) —1H-BKMk -4- %) -[1, 2, 4]

21



CN 103025731 A Ww BB #B 13/72 T

=3t (1, 5-a) MR

0182] KRB AVEE BRI F GEBN T, K — B F411, 000 E/RHL
6 5 B /N T 804 T BN T4 750 /R, E it/ T4 500 /R

(0183] 3t (I) AL Mt LA R A2 UL, ol vk RAES BT B R 2T
B (D) LAY, BT R AT, BT R (1) L AYHTEH I bl
00, & R U L B0 S B AR, PR AR AL A WTEE 2 E I, EE R
TR & DCE IR 1 T 1YY B R AL B TR

(0184]  ZERMEE A BRI (1) LAY Bl AERERM R fe 2% L
1 B, BIIA  EG h . AR B KOS I B 5 2% AT BRI A 2L
B RN N B ATAEG. R (D) AT DR, N . 3K
0S5 ) £ R LV UG B BR TR L BEER T - IRUTHIN. BR R R,
BB S T B T RR KA AR TR USRI DRI Z R B
RS S B TR AL . BT T LRI 40 R e 2 (1) AL s
P R (A S ) AT, A N A AR (AL . M AT LA 517
VB S BRI 2 16 P 2 RSB K Y (I S L Pl BRER U B B0 &
.

(0185] 5 AL 2 DT LA 7 o 55 B S 4 6, B A MR LA AEIR SN
AT AR SR . 7 B BT B A 2 B R, KA R
TR K AL A0, TT UAAE B e F AR e R A

0186] & (1) ALA BT A& A — B A A ATHR o 0o, B T BT REAE7E X4 15 74 AR T
th. FEIMRA R, AR RAER 1) LEWHREMAS TR SRk, W5, SHE
FER I (1) (LAY LI - SRR - itk EEMEET ARV A ERE

YIRS FF ARG
1871 7 (I) AWM UGAEELERMER, AR OFHREYMASITHENEER
{3 _

[0188] AR BIPEAREES TEWFROR O ALEWRIBIREIREATED .

[0188] ACHIFMIATE “bisk” FREH 1-6 MRETMARREER. RETLLE
EHERN ., RENEOBERET TR ZE AE FRE TE R TE MTE,
BT, EREMECE. RE LUk — A s A BUREDUR, flinkt g SRR
[0190] A SCHTR HIARTE “FRIE” For 3-6 MR TFRUBEIRBRER . BB AT S B FE IR
REE R T 5 EA O

01911 ASCHT AR “ ARE" R GE —PMREN R T RIS, [ UK
FIEFERTEAFERTEN=ZFRFE.

[0192]  ZSCHTRIRIARGE “ B 8L« AR R & IREUWL

(01981 AXFAMAREREEREHE 2-6 MEETHEDS— LR RRRBER . R
S — R, BB LR A BT BRI BRERR T LIGE RRE R REE.
0- TR 2- BFEE. MRV DL e — D B A EURE IR, Bl BRI R
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[0194] AR CHTFHRARERE"RTEH 2-6 MERTHED—4ERIBKRKER.
BT LR E SRR . S A SEB RN R T SR EE B EEANT BR A . BREERT LLH]
P — A B N B BB, Flinke E 2 MR EE AE VHE RE B KR RE.
AR E.

[0195] A< SCHT AU ACE “ALKS Fil / B ALK4 fEIFI "R R X BRI EY), B T %) Smad., 1
U Smad6 F1 Smad7? LLAR, T e EEMEAN ALKS F1 / BY ALK4 524K, R4 F p38 5k 1T #3214,
[0196] 2 SCFF FH K AR E “ALKS- i / 8L ALK4- N B R A R o8 E1T 3% ALK5 fil /
2% ALKA £+ 5 (SR BERIRES, #1a03 TGF-8 1 / B EE 54 IBE A+ Smad2 1
Smad3 BB, 900 i BT 1 458 B 0

[0197] A CHTAKIARE “Im” H TR EEATR 5 KMz 18 M5, B it A
+ZFeHiR .

fo198] R (I) th&Wn] LMEB KB ERMFENRE L E kRS o s R e fl& . mRIR
BT N L SR IE RIS, 0] LUE Bh AU B An i T2 8 % E117.

fo199]  VALFE 1

[0200]

Ny CHO Josc0y N

“CHO

N, O— acid
\>___< .

N 0—

H

VD

&
vy )} )
[0201]  ZE—FhyErp, 3 MEFE 1 514K (D (&, A A & N, A B NH, 808 A" & NH,
A2 RN, X & -NH-o BUATTE, F R- BUREuERE —2- FFEE (I1) 52 KR T RREE X
N, BEIN, P- 458 (I111), BW LLigE—35 (1,2, 4] =M [1, 5-a] nikng -6- FEEEDK, B8
23
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SR B M S (T KA, A R — TCER (IV) o —JTER (1V) T LAFE HBr H DMSO ¥ AL 4 —
V). XATE (V) RETLUECBRENFETS 2, 2- ZRERZBES, G248 - #
(RAP IR I (VT) , B T DA ZEBR M 4 0 F K A, AR BRI —2- FTEE (VIT) o %k —2- FER
VD) FTLEBNELE T, flmZ 8, 5 R- BURKI R (VITD) {85, MR, L —
s FE JE A B, Gl AR = Z B e S E L, B ER (D AW, R R mfin
& X L.

[0202] VRFE 2

[0203]

™ (4]
(0204] 785 —RhAyvEr, AR 2 H1&R (D ey, P A 2N A RN BEFA R
NH, A2 2 N, X & = (CHy) ,~+ ~NR*~, -0~ 8% -S—, H-P p £ 0 8 1, R® &2 C,y Jedtk. —Hd (V) \]
LI7E Z A TR T 55 M R- BUR B (IX) 454, B3I (D Lad. R*\R°.m 1 n &
MR L.
[0205]
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ACH;5~CONH,

‘H‘zogézghdﬂ 9-{(€Ho);— CHmCH—CONHy)
7 KomEBION {(CH,);—~C=E—CONHz)
AN " L ACH)—COH
(CHy)— CRC—CN) (CH R =CEC—COH]

3:

B irrenen
NHIEDE:
R

JCH ) —CONRTRY

- {CH )y~ CH=CH—CONRRY
{CHy)—~CEC~CONRRY)

A NaNy:
N LICUNHL

NNz   'Nv ;X?ﬂQIIB; fuf'. N
A T (eH—ermcr¢ D)

i H AN
j((("?H'z}a‘GEC‘gf_ g2

[0206] fEHBMEE, FOAEIFTHLM, A OHLEHFHR & -(CH)
~CN.~ (CH,) ,—CH=CH-CN &% - (CH,) ,-C = C-CN i, B "] LA — B4 B Bt £ Ak (D A&
RERLRN Xom g & XF b

[0207]  FREBEHR (I)-IX) REKZE RS YT CUEBIIE 808 T & B A,
Bl anAE B E 4

[0208] AR EHALESW A LAMEBMERE SR EAZ, Ml OR. OB 5T Ef. A,
B RIREs E 4 (RIEFENK A VLA R AR RSIAK D 4.

[0209] <& BH (K941 P 0500 AT LA ) fn ek B L B R Bk 5 AR KR FOER A S CE R B
BECRL RIS B, 3 BT LA S IE 280 A, BB R R F Bh 25 e i E i ) UA B
BB FOAR T P A ERAL TR .

[0210]  #HIF AT A& T AR B8 I AA, 0 0B 77 S0k B AR FURL A F BRI Z B B
B, IXREATT DL EHIFIL 1% EE L 98%. Pl EH, T AV IR 2 K4 80%.
[0211]  H#T1E_EREBHIET RIBI L E P ALZ, X O e oK. O 8L
FHTFRIE— K 50-5000mg BRKTEE PN, st B BERERE (T0kg) T . FElTIH AR
RAERET S, BN BRBEGE SN LTSN REE AR EF 26-500mg &
MEY, B R—REZRUSL—HZEFNEBAY., RIEFE HENEAREE T KL
25-250mg & 82 —FI B HITEE P . FELR T, B T i e SERR AR Z 7 8, T BOE & TME
B, ENERE RENER AENMRNMR. FRFIERFERE R, E2
NPT, HAh ] 488 M B E AT B E, X ER R PRTEE A .
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02121 BAKERTE, X ) HEWTT L EmE s, B —REANRBEEEE,
R R L TR BRI 25 Bk k. Bl A& PR L DR OBEETEY,
FH A 7, SR, B AnvE A B LA, SiE R AR E B B g SR ANRE,
B FI B e BB B, & H TR ECE . X ATARFIF T LR 252 B R R T
TR , 30 B R (g an P 4R 3R, s s, witepsol, L H MBRIR &Y,
4075 (= 1 55 PEC-6 FEHIVR & 5% PEG-8 53k / M HIMBR KR A YD . HEWEATLL
B S AN, Bl ER K A LA B T BRI AK A . BB IMAHE, B BITFRA
TB/KER AR, B a] L& AR5, Gl B BB, 9 a0 T B RE R SR AT R, A
WIS MRS

02131 BT, ABHER —HFFEREEyHeyw. AR O WP E¥ L EX
I ER BRI, LA R 255 BT B R B B A

(02141 A% UHEERMAE TEFHR (1) kAR LA B2 SR TI Y RE
GHEAE—SZEMANAED.

[0215] A& B —Eingta (1) WaWEH 2% F 20 SERARE T HE
— SR YA SR T H A WG, %GR TR E IS0 B ALKS Il / B ALK4
ZARN SRR .

[0216] ALKS- H1 / 5% ALKA- £ 8 B FDR S A FEE AR T B/ NBRMEE 5 RARIE B
I % B E - & B AR AT Ak R B IF ROEPTE R A . S
HIV 7 2 (0 8 5 A0 B 955 4% Fob s ) (0 P46 448 0, T 20 DR T /R e 1 2 RS VRS — 1
S (BT 45 I ZR 2 £B L B T 4 AL I AT S A 0 S AT < e T AT PR PP TR 1
T o A A e L S « R e M SRS 0 IR S AR I R R S AT
AR TS IR LIS UL 2 PR R LB R R L 5 AR A L A
T K SR BN IR FE 7S JE Bl B A T A A Bah AR T 2 L S AR R PR IR7R B ko
FRERFAY, R 00 T4 B« A8 PR TG A 84 A B 3 A0 P 9 28 . T DR R A T e R
2E B B B AR A 1 BR8] ik T B AR R M L B R R SRR Z B T A R
5 R F R YE B R PTG AT Y R G AL L BEUL AR B LA R B LA
Wz 2 T G BERAR L B MR THRERETS IR B B O AL GRS IRZE AR ST /R RIS AR
s B RS-SRS - BRI gL IR B MR R B M A 2 R MR R R
22000 b 2 T SR S R B A LR L R R IR LR ) R, DR FLAR S
LGP B A AT I | B A AR BT B R Sk N AR E o

[0217] 2<% 853 — B R ALINEIE L34 TOF- B A1 / BUEAL R A5 5 &R 2RI 77 2%, Bl
N4 Smad2 3% Smad3 # ALKS F1 / 8 ALK4 BEERAL .

[0218] A% B i — 5 #2201 B4l M4 3 R B R 7 vk, 1% 75 iR B i 3 Al TGF- B
F [/ BB RS B AR, H AN Smad2 B Smad3 4 ALK5 F1 / 2% ALK4 &AL

[0219] 7% BAHE— B3R AT TR B A5 IR 40 RS B 10 75 5, % 5 TR B I 3
TGF- B {55 f£18i& 17T,

[0220]  Z<%% B — S H VA T T Bs 2 A2 TGF- B i RE AN SHIEAERI T I%,
BB g TGF- 8 8 5L HiR1%%.

[0221] 7k % B ik — 45 $2 A8 VA 77 « T B 20 A 268 I 8 43R 495 10 7 V5, 12 U VR A i A A
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TGF-B {55 £ H%RZ.

BREREA

[0222] T 5 SEHEB] 33— 25 MR A K B, TATAS B A A0 D PR AR 22 SR gk R B ) YE
TESZHEG] A, B F W B B i (EST-MS) £ 7F Q-Tof2 At {X (Micromass, Manchester, UK)
IR

[0223]  SEHEH

(02241 &4 1

[0225] T HKE (6- FEEMETE 2- K ) (FEERE) PEPRE (X JID ey, HF
R*=CH,) Bl %

[0226] ¥ 6- EEELtmE —2- EEEE (2. 12g, 17. 50mmol) « ZE % (1. 63g, 17. 50mmol) \ — Z< &£
T R TE (4. 92g, 21. 00mmol) 5 & 4L 8 /K& (0. 56g, 1. 75mmol) KR -& W1 E R
THEEE th Ch, P, TRD. ¥ RNIREYH CH,CL, 25X (3X50mL) , CH,CL, ¥ ¥ FH /K ¥R
(2x20mL), 2T/K Na,S0, T4, vk, FE FREET . BRAYWE LR MPLC 404k, {F
i EtOAc 5 T IR & Y1E A BEiH, B RS L &9 (6.96g, 92%) , A EIAEfF, 'H NMR
(400MHz, CDC1,) : 8 7. 51 (t, 1H, J=7. 8Hz), 7. 38(dd, 1H, J=7. 6, 2. OHz), 7. 27-7. 22 (m, 4H), 7
. 19-7. 15(m, 2H), 7. 14-7. 07 (m, 4H), 7. 05-7. 02 (m, 3H), 6. 80-6. 74 (m, 3H), 5. 53 (pseudo t,
1H, J=7. 4Hz), 5. 36 (dd, 1H, J=21. 0, 8. 2Hz), 2. 54 (s, 3H) .

[0227] &4 2

[0228] T (6- ZEMLIE -2-H) (FREEE) PRI (X JID Lah, HF
R*=CH,CH,) FI%%&

[0220]  4n il 4 5] 1 B ik il & bR EAL &4, 16 FH 6- Z B kg —2- B EEACE 6- 2Rk
mE 92— FFES, W :81%: 'H NMR (400MHz, CDC1,) : & 7. 55 (t, 1H, J=7. 6Hz), 7. 38 (dd, 1H, J=7.
6, 2. 0Hz), 7. 26-7. 09 (m, 8H), 7. 07-7. 00 (m, 5H) , 5. 59 (pseudo t (L =FE g, F[A]), 1H, J=7.
OHz), 5. 34 (dd, 1H, J=20. 8, 8. 0Hz) , 2. 82 (q, 2H, J=7. 6Hz), 1. 28 (t, 3H, J=7. 6Hz) .

[0230]  fhl#&4) 3

[0231]  2-([1,2,4] =M3f [1, 5-a] MkmE -6- & ) -1-(6- MR ~2- 2 ) Z8 (X (IV)
&4, Hp R°=CH,) ROthl&

[0232] A B #% Bk  [1,2, 4] = M 3F (1, 5-a) Atk ug -6- B B (2.50g, 17. 0lmmol) (4%
HE WO 03/087304 A2 BRIk 7T vkl %) 5 K% (6- FHtme 2-8) (FRERE) F
% # s (7.32g, 17. Olmmol) 7 THF (40mL) & i-PrOH(10mL) V& & ¥ B ¥ ¥ A
Cs,C0, (7. 20g, 22. 11mmol) , IR & W7E EiR F i . 18 K NIB-E YN 3N HCL ¥R
(25mL) , MRS YT EE 1he ARG AT TR (4omL) Fi%E, A IN HCL 2 HX (2X35mL)
4K 25 BL % I 50%KO0H =T, BLZIAE pH 7-8. i SEWCEETTIE, A Ktk EERZFL PO, +
1, B EIFREAL S (3. 41g, 80%) , K AR 4. 'H NMR (400MHz, CDC1,) : 8 8. 61(d, 1H, J=0
. 8Hz), 8.31 (s, 1H), 7. 88(dd, 1H, J=7. 6, 1. 6Hz), 7. 73(t, 1H, E & , J=7. 6Hz), 7. 71(dd, 1H,
EA, J=9.2,0.8Hz), 7. 54 (dd, 1H, J=9. 2, 1. 6Hz), 7. 37 (dd, 1H, J=7. 6, 1. 6Hz), 4. 62 (s, 2H),
2.67 (s, 3H) »

[0233] il &4) 4
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[0234]  2-([1,2, 4] =Me3f (1, 5-a] MLRE —6- 3 ) -1- (6~ ZFEnnE -2- %) LM (X (V)
e, Eorp R*=CH,CH,) HIH|%&

[0235]  HOIEG] 3 FREIASREAL Y, A A (6- ZERLeE -2- &) (RERE)
LSRRG K (6- FAEMNE —2- ) (EEEE) FEMREE. KX :78%;'H NM
R (400MHz, CDCL,) : § 8. 61 (dd, 1H, J=1. 6, 0. 8Hz), 8. 29 (s, 1H), 7. 88(br d, 1H, J=7. 6Hz), 7.7
4(t, 1H, J=7. 6Hz), 7. 70 (dd, 1H, J=9. 2, 0. 8Hz), 7. 54 (dd, 1H, J=9. 2, 1. 6Hz), 7. 37 (dd, 1H, J=
7.6, 0. 8Hz) , 4. 62 (s, 21), 2. 93 (q, 2H, J=7. 6Hz) , 1. 39 (t, 3H, J=7. 6Hz) »

l0236] #5461 5

[0237]  1-([1,2, 4] =M [1, 5-a] Ml -6- 3 ) -2- (6- FEAMLIE -2- %) Lk -1, 2- —
B (X (V) 1bEY, HP R=CH,) BIHI%

[0238] 76 0°CF, 1A 7 Bt ke iy 2-([1, 2, 4] =M JF [1, 5-a) MLpE -6- % )-1-(6- F &
tmE —o- 3 ) Z B (6. 20g, 24. 57mmol) f) DMSO (48mL) & B Y& ¥ 1 HBr (48wt. % 7K w
W, 5.96g, 12. 4nl) , 7E 60-70C FMPWR &Y. 2h B, ¥ RNREWRHE 0°C, Bl FE VKK
(20mL) -, B A K,CO, TALZE pH 10. #IE-A YA CHCL, 2K (2X 250mL) , A #ILAR AR 7K
¥ (2X100mL) , 2 To/K Na,S0, T, ib v, EE FHREE T . HARWA K MPLC 2848,
1 Al MeOH 55 CH,CL, fIVR & Y1k ¥ iz, 13 BIAr L &4 (6. 02g, 92%) , iR E B
'1 NMR (400MHz, CDC1,) : 6 9. 11(dd, 1H, J=1. 6, 1. 2Hz), 8. 47 (s, 1H), 8. 14(dd, 1H, J=9. 2, .
6Hz), 8. 04 (br d, 1H, J=7. 6Hz), 7. 88(dd, 1H, J=9. 2, 1. 2Hz), 7. 84(t, 1H, J=7. 8Hz), 7. 42 (br
d, 1H, J=8. 0Hz), 2. 49 (s, 3H) .

f0239]  Hil& 1) 6

(02401  1-([1,2, 4] =Mt [1, 5-a] MEl -6- 3 ) -2-(6- ZHME —2- &) 2kt -1,2- =
W (X (V) (&9, HrR R=CH,CH,) Il

[0241] 401 %] & B 5 57 3k %) % b% B4k & W, 48 2-([1,2,4) = JF [1,5-a) 1L
B -6- 2 )-1-(6- Z ¥ mp pE 2- &) 2 W AR B 2-(01,2,4] = I [1,5-a) 0t
M -6- B )-1-(6- B ML g -2- &) Z M. K Z :79%;'H NMR(400MHz, CDCLy) :
59.11(dd, 1H, J=1. 6, 0. 81z), 8. 42(s, LH), 8. 08 (dd, 1H, J=9. 2, 1. 6Hz), 7. 98 (br
d, 1H, J=7. 6Hz), 7. 83 (dd, 1H, E& , J=9. 2, 0. 8Hz), 7. 82(t, 1H, EH& , J=7. 6Hz), 7. 38 (br d
, 1H, J=7. 6Hz), 2. 71 (q, 2H, J=7. 6Hz), 1. 08 (t, 3H, J=7. 6Hz) .

lo242] #4517

[0243] 6~ (2—( — FSEL 3L ) -5- (6- FREALRE —2- 2 ) -1H- BKME —4-J£) - [1,2,4] =M
3 [1,5-a] g (R (VD) &4, HH R=CH,) &

[0244] K FTREERy 1-([1, 2, 4] =MeIf [1, 5-a] ALBE ~6- 5 ) -2- (6- FEEALIE -2- &)
7k -1, 2- — W7 (6.00g, 22. 49mmol) [ AL T 2 B (120ml) W AH Z — 8 = F 45
B (60wt. % 7K Y& Wi , 7..8mL, 44. 98mmol) b 3. i 3 7 A0 A NH,0Ac (4. 33g, 56. 2mmol)
MeOH (60mL) VW, ¥4 18 iR )78 Y8 T it ke 3h. LA NaHCO, 7K B VA5 [ S HY pH 22
8. Y% NIRAH A CHCl, ZE (2X 150mL) , CHCL, ¥ A K (100mL) ¥k, 47K NayS0,
Fo, 1, ERETEEET . BRAWAIRER MPLC 4ifk, £ f MeOH 5 CH,C1, KR &)
Ve Ja e, 1B BIFREAL B (6. 13g, 78%) , A¥k AR, 'H NMR (400MHz, CDC1,) : 8 10.5
4(brs, 1H), 8. 96 (s, 1H), 8. 36 (s, 1H), 7. 82(dd, 1H, J=9. 2, 1. 6Hz), 7. 77 (dd, 1H, J=9. 2, 0. 8H
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z), 7. 47 (t, 1H, J=7. 8Hz), 7. 23(d, 1H, J=7. 6Hz), 7. 04 (d, 1H, J=8. 0Hz), 5. 57 (s, 1H), 3. 48 (s
,6H), 2.58(s, 3H) .

[0245]  #l#& %] 8

[0246] 6-(2-( ZFREEFE ) -5- (6~ LFEMLNE —2- F ) -1H- BRMe —4- 2 ) -[1, 2, 4] =™
F [1,5-a] mkme (X (VD) L&Y, Hrh R°=CH,CHy) HIH#& '

[0247] 4o & B 7T BT R H & R A& W, AF A 1-([1,2,4] = ™ 3 [1,5-a] At
WE -6-F)-2-(6-Z FHombome -2- &) Z f-1,2- T B AR B 1-([1,2,4] = M IF
[1,5-a] Mt B —6- & )-2-(6- F Z alf ig -2- %) & % -1,2- = B W 2 :68%;'H
NMR (400MHz, CDC1,) : 8 10. 67 (br s, 1H), 8.97 (br s, 1H), 8. 35 (s, 1H), 7. 83(dd, 1H, J=9. 2, 1
. 6Hz), 7. 76 (dd, 1H, J=9. 2, 0. 8Hz), 7. 50 (t, 1H, J=7. 8Hz), 7. 25 (br d, 1H, J=7. 6Hz), 7. 05(d
, LH, J=8. 0Hz), 5. 56 (s, 1H), 3. 46 (s, 6H), 2. 83 (q, 2H, J=7. 6Hz), 1. 31 (t, 3H, J=7. 6Hz) .
[o248] il &4 9

[0249]  4-([1,2,4]) =Me3F [1, 5-a] kBE —-6- 3 ) -5- (6— P FEMERE —2- 35 ) —1H- Bk Mg -2 7
B (R (VID) th &, o R°=CH,) BIH1#% '

[0250] Kf 6-(2-( ZFFREFEHFE )-5-(6- FFEMLE —2- & ) -1H- skm —4- &) -[1, 2, 4]
=mIf [1, 5-a] EAE (6. 00g, 17. 12mmol) ¥ IN HCIL (120mL) , W78 -&H4E 70°C F jn#t 3h,
1 R S VRSYVEHIZE 0°C, 4R 5 P LRI NaHCO, /KR Al . VR B 10%MeOH [¥) CHCL, %
VLB (3X200mL) , B HLAHZ T K Na,S0, T4, il JE, ZERE TR R ET, BREL 59
(4. 69g, 90%) , KR EEEA. 'H NMR(400MHz, CDC1,) : § 9. 82(s, 1H), 9. 01 (br s, 1H), 8. 41
(s, 1H), 7. 85(dd, 1H, J=9. 2, 0. 8Hz), 7. 82(dd, 1H, J=9. 2, 1. 6Hz), 7. 55 (¢, 1H, J=7. 8Hz), 7. 3
3(br s, 1H),7.16(d, 1H, J=8. 0Hz), 2. 60 (s, 3H) »

(02511 &4 10 '

[0252]  4-([1, 2, 4] =Me3f [1, 5-a] MEBE -6—F5) —5-(6- ZFEMEIE —2- 2 ) —1H- KM -2- F
i (X (VID) th&49, HA R°=CH,CH,) FHil&

[0253] 40 #4519 B ik 1 & bR AL &, (EFH 6- (- ( Z R L & ) -5-(6- L2t
g -2- F% ) —1H- Bk M —4- ) -[1,2,4] = M JF [1,5-a] mbmg A E 6-Q-( Z R EE F
) -5- (6~ EFEEMEE -2- 5 ) - 1H-BRME -4-38) -1, 2, 4] =M [1, 5-a] MEmE. 403 :99%; 'H
NMR (400MHz, DMSO-d,) 8 9. 86 (t, 1H, J=1. 2Hz), 9. 59 (s, 1H), 8. 43 (s, 1H), 8. 21 (dd, 1H, J=9.
2, 1. 6Hz), 7. 82 (brd, 1H, J=8. OHz), 7. 73(dd, 1H, J=9. 2, 0. 8Hz), 7. 69 (t, 1H, J=7. 8Hz), 7. 08
(br d, LH, J=7.6Hz), 2. 71 (q, 2H, J=7. 6Hz), 1. 16 (t, 3H, J=7. 6Hz) »

[0254]  Hij#&4) 11

[0255]  3- 43 —5-( “HEEE ) FHFE (X (VIID {b&4, Hd R=3- # & -5- —F
EEE) W&, SHEWETY 2 BH&.

[0256] [ T4 HBEHRE A 3- 3 -N,N- ZFE -5- FiZE R (1. 73g, 7. 06mmol) (35
J. Org. Chem. 60:5091-5103 (2003) BTk 77 v% &) ALHE (24mL) 1 CuCN (1. 26g, 2. 14mmol) .
£ 220°C T In#VR &4, FIEBikE 3. 5ho 8 R SIB-A Y12 100°C, B & H 2K (100mL)
57K (100mL) HVR-EHIFEM, F EtOAc ZEEL (2X100mL) o H% EtOAc VRS A AWl
(100mL) « 7K (100mL) FH#h7K (100mL) BE#k, 22 TK Na,S0, ik, i I8, EEFAKET.
AW AR MPLC 4k, 18 FH Et0Ac 5 T IR & W 1E I BElim, 15 3] 3-( ZH &R
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CE) -5 TR ZEFRRE (0. 44g, 33%) , A EE . ' NMR (400MHz, CDC1y) : 8 7. 74(dd, 1H, J=2
.0, 1. 2Hz), 7. 65 (t, 1H, J=2. 2Hz), 7. 11(dd, 1H, J=2. 4, 1. 2Hz), 3. 10 (s, 6H)
[0257] 7E 10%Pd/C(0.04g) HITFE T, i L IRTYEALA Y 3-( ZHERE ) -5- HEXRH
= (0. 42g, 2. 22mmol) 7EFEE (80mL) H EEASF FAMITR. #id C #h (Celite) BT
& RORESY), ERETERIERET. BRAVETEER MPLC 4k, £ EtOAc 5 T HtHIR
A SRR, B BRI S (0. 29, 80%) , AR PER K. 'H NMR (400MHz, CDCL,)
. §6.35(dd, 1H, J=2. 4, 1. 6Hz) , 6. 28 (dd, 1H, J=2.0, 1. 6Hz), 6. 14(t, 1H, J=2. 2Hz), 3. 76 (br
s, 2H), 2.92(s, 6H) .
fo258]  #il#% ) 12
[0250] 3-(( —FREEEIE) FiE)-2- MK (R (VIID &%, Hd R=3-( ZFEZR
B BE-2- ) WEE. EHEYE T 3 SHIE, BT AR 2- 4 -1- FE -3
I,
[0260] K FRiEiY - i —1- T3k -3 FiYFEZE (15. 80g, 101. 94mmol) 5 N- IR HEIABE W I
(18. 14g, 101. 94mmol) [ CC1, (400mL) ¥ ¥ i id 4L 25 FR Bk (0. 37g, 1. 652mmol) AbHL. M
BAEETEE T MR, REVHNEEE ., TERNIBEEY, ERETEKERE
T BB T ET CHCL, (100nL) , Bk, /A FRRIERET, HRYadE
f MPLC Z6i4k, 8 F EtOAc 5 Tt HITR-A 01 o e lBe), 831 1- R % ) -2- i -3- FHEER
(8. 11g, 34%) , AR AT E . H NMR (400MHz, CDC1,) : & 8. 02 (m, 1H), 7. 71 (m, 1H), 7. 30 (td
,1H, J=8. 4, 1. 6Hz), 4. 55 (d, 2H, J=1. 6Hz) . '
[0261] [ B3 BE B9 1- (8 R 3% ) —2- 4 -3— BB 3K (0. 70g, 2. 99mmol) 5 2L R — T HK
(0. 48g, 5. 98mmol) 7E CH,C1, (10mL) (VRS #i N = Z.i% (0. 91g, 8. 97mmol) « # VR B WIAE
VR TR 3h, ZERUE FERET. HRAWAK (10nL) #%, A EtOAc ZHL (2X 25mL) o
¥ EtOAc BORFIK (20mL) ¥Eik, BT/K NapS0, T4k, 108, FERIE FHRRET . IRPEd
e MPLC 4tk {8 F EtOAc 55 BB W1 A BeBis, 5 3] 1-(2- /& -3- FEEER ) N,
N- — BEE R (0. 45g, T6%) , 92 EREMBAE. 'H NMR (400MHz, CD,0D) : & 8. 04-7. 99 (m,
1H), 7. 78-7. 73 (m, 1H), 7. 37 (td, 1H, J=8. 0, 1. OHz), 3. 64 (d, 2H, J=2. OHz), 2. 29 (d, 6H, J=0. 8
Hz) »
l0262] % F R WY E 4 & W 1-Q- R -3- T 2 FE E)NN-Z FE P b K
(0. 45g, 1. 93mmol) &&¥) (1. 35g, 2. 41mmol) 2N HC1 (ImL) 5 2% (5mL) KR &%) 2E FIAER
BEF Bt H0EE oh, WANBE SRS, Wi C BT IR AW . HIRE T RRIEERET, AR
WA K (10mL) F%, FE 1k K,CO, 9L E pH 10. H&/KIBAHA EtOAc ZKHL (2X 25mL),
EtOAc YA IRZ To7k Na,S0, F U, il 38, fERUE TR ET . BARWEATIER MPLC ZitL, {EH
EtOAc 55 DR HIR S WVE N e, B BIFR AL &4 (0. 35g, 91%), 9 FIAE K. 'H NMR (40
OMHz, CDC1,) : 6 6. 88 (td, 1H, J=7. 8, 1. OHz) , 6. 72-6. 67 (m, 2H), 3. 7L (br s, 2H), 3. 47 (d, 2H,
J=1.6Hz), 2. 27 (s, 6H) »
[0263] il & 13
[0264]  2- % —3- (MM kr —1- B ) Fhe (R (VIID) &%), Hd R°=2- 41 -3- (AiLhg
BE-1- FEF)) BIH%
[0265] 7EO°CTF, M Fr#i#En 1- ORFE ) -2- 9k -3- FHZE 2K (2. 00g, 8. b4mmol) Httug ke
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(0.91g, 12. 82mmol) K CH,C1, (15mL) ¥R I = Z k% (1. 72g, 17. 08mmol) IR W EZ IR
TR, REEBRETEEET. BRYWHAK (15mL) #%, A EtOAc ZEH (2X30mL) .
¥ EtOAc ST 2h7K (20mL) BEidk, £ 7K Na,SO, T4, i &, EME TERRKET . RRYE
TRERE MPLC 44k, {# F EtOAc 5 DR RIIR S MR R BEiR), 58] 1-(2- | -3- METFTE)
g (1. 20g, 63%) , Joks MERIM. 'H NMR (400MHz, CD,0D) : 6 8. 02-7. 97 (m, 1H), 7. 81-7.7
6 (m, 1H), 7. 36 (td, 1H, J=8.0, 1. 2Hz), 3. 81 (d, 1H, J=2. OHz), 2. 62-2. 58 (m, 4H), 1. 84-1. 80 (m
, 4H) .

(o266] il 4 15 12 B il & bn AL &4, A 1-(2- R -3- FHE T E ) MR
1-(2- 4 —3- FYEEZEE )N, N- Z L%, W :80%;'H NMR (400MHz, CD,0D) : 6 6. 87 (
td, 1H, J=8. 0, 0. 8Hz), 6. 77 (td, 1H, J=8. 0, 2. 0Hz) , 6. 68-6. 64 (m, 1H), 3. 67 (d, 2H, J=1. 6Hz),
2. 60-2. 57 (m, 4H), 1. 82-1. 78 (m, 4H) ,

02671  Hl&H 14

[0268]  2- & —3—( WA ) FEhg (R (VIID 49, 2 R°=2- i -3- (G L H
2 )) Bl

[o269] & BT B B B 1-(IR O E)-2- & -3- 14 & 2K (2.50g, 10. 6mmol) 5 M B
(2. 78g, 32. Ommo1) KR 2K (24mL) ¥EVRAE BIVLIE A F In# 2. 5he fF RNIR G Y A 2 E 1,
SR FE P IN NaOH¥E¥ (2 X 20mL) « 277K 2 P EtOAc ZEEY (2 X 25mL) , & Ff FF 2R ¥ MR EtOAC &
B, 2 T67K Na,SO, 488, L uE, ZEE FREET . BAY S I 7R MPLC 44k, {8 Et0Ac
5 DR BR S WE RBER ), 53] 4-(2- F] -3- FEEETEEE ) Tk (1. 95g, 89%) , AR B FLIH
&. 'H NMR(400MHz, CD,0D) : 8 8. 02-7. 97 (m, 1H), 7. 83-7. 78 (m, 1H), 7. 36 (td, 1H, J=8. 0, 1.
OHz), 3. 70-3. 67 (m, 6H), 2. 51 (br t, 4H, J=4. 6Hz) .

[0270] 4RI & E) 12 Frid il S AR &, (E 8 (4- Q- # -3- FHEEFEE ) guk) E
1-(2- 5 -3- TYEEREE ) -N, N- PR P, W :90%; 'H NMR (400MHz, CD,0D) : 8 6. 87(
td, 1H, J=8. 0, 0. 8Hz), 6. 77 (td, 1H, J=8. 0, 2. OHz), 6. 68—6. 64 (m, 1H), 3. 68 (br t, 4H, J=4.8
Hz), 3. 55(d, 2H, J=1. 6Hz), 2. 49 (br t, 4H, J=4. 8Hz) .

[0271]  #& 4] 15

[0272] 3-FFE 4 ((“HERE) TH) XEFFE (KX (VIID &9, Kb R=5- K
F-2-( ZRERE) PE) W%

[0273] ZEOCTF, M FTHEER 4-(RFE )-3-THEZXFIF (5. 00g, 20. 74mmol) (#4H
WO 07/024945 Al Bk 5 vEEI &) S8 — B HE (2. 03g, 24. 89mmol) 7 CH,Cl, (70mL)
R AR I 28 (6. 30g, 62. 23mmol) , B EMEEE THHALIR. ERETERKR
MRS EF, AWK (20mL) %, A CH,CL, 3 (3X100mL) » CH,Cl, £ Tk
Na,SO, Fi, it i, ERE T RRET . RAYWET K MPLC 4k, £ EtOAc 5 TIERITR
SHIVE R VR, 25 4- (( T FPEEEE ) T ) -3- FHEEZE (3. 58g, 84%) , M A 4. H
NMR (400MHz, CDC1,) : § 8. 15(br s, 1H), 7. 92(br s, 1H), 7.85(br d, 1H, J=7. 2Hz), 3. 80 (s, 2
H), 2. 27 (s, 6H) .

[0274] &I &B 11 FFREI &SRB EY, HH-(ZRERE) FE)-3-HE
FRBERB-(ZHREERE)-S-HERF R, B 91%;'H NMR(400MHz, CDCL,) : 87
.02(dd, 1H, J=7. 6, 0. 4Hz), 6. 91 (dd, 1H, J=7. 6, 1. 6Hz), 6. 84(d, 1H, J=1. 6Hz), 5. 05 (br
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s, 211, 3. 43 (s, 2H), 2. 18(s, 6H) »

[o275]  il& %l 16

[0276] 3- L —2-(( — FREE) FHE) XFF (R VIID L&Y, HF R=3-K
B-o-( ZPEEHE) FE) fl&

[0277] ZEOCTF, M BT i3 i 2- (VR B &£ ) -3- W ZE K F AF (1. 10g, 4. 56mmol) GG B
Tetrahedron 40:1863-1868(1984) Ffik 77 %4 &) &5 thig — F #% (0. 74g, 9. 13mmol) 7E
CH,C1, (15mL) HHIRA % N = 2 (1. 85g, 18. 25mmol) KSR MESIE T HH 2h,
ERETFTERET. BAWHK (100L) #%, Al EtOAc EEL (3X50mL) » BtOAc AT
7K Na,S0, T4, i, ERE THERET . RRKYELHER MPLC 4idk, {EF EtOAc ekt
RS I BT, B3] 2- (( R EEIE) T )-3- WEEX P (0. 75g, 80%) ARE
R, 'H NMR (400Milz, CDCL,) : 6 7. 93 (br d, 1H, J=8. OHz), 7. 85(dd, 1H, J=8.0, 1. 4Hz), 7
.55 (¢, 1H, J=8. OHz), 3. 94 (s, 2H), 2. 24 (s, 6H) «

[0278] fn&I &6l 11 Pk sl &AR LW, A -(ZRERE) FE)3-HE
EEHBABI- (- PFEEE)S-HEEF K. WE :93% H NMR(400MHz, CDCL,) :
§7.15 (¢, 1H, J=7. 6Hz), 7. 00(dd, 1H, J=7. 6, 0. 8Hz), 6. 83(d, 1H, J=7. 6Hz), 5. 06 (br
s, 2H), 3. 73 (s, 2H), 2. 29 (s, 6H) »

[o270] i@ 17

[0280] 3-GEE -5-((—HREEE) FE) EPRE (X (VIID &Y, HP R=3- K
B -5-( —HEAEE) 7E) WHlE

[0281] ZEOCT, MBIt 3- (R P E)-5-HEERE (1. 50g, 6. 22mmol) (& B
J. Org. Chem. 55: 10401043 (1990) JiF i& 77 % 1 %) 5 3 B = F & (1. 0lg, 12. 44mmol) 7E
CH,CL, (15mL)  HIVRA 90 N = ZJ (1. 88g, 18. 66mmol) o ¥ HTRIR &R T Hi4¥ 3h,
ERETEEET, WAYWEK (15nL) F#, f EtOAc AEEL (3X50mL) » EtOAc LT
K NayS0, T4, it 3, ZEMAE FEEET . AW E TR MPLC 414k, £/ EtOAc 5 Bt
RAWVE I BEIF, B3 3- (( ZHREER) T )-5- HEEFE (1. 10g, 87%) , ARG
5. 'H NMR(400MHz, CDC1,) : & 8. 45 (s, 1H), 8. 40(d, 1H, J=1. 6Hz), 8. 01 (s, 1H), 3. 59 (s, 2H)
,2.30(s, 6H) . '

[0282] WMl &G LLBiRMI & EA Y FRAS-(ZREAE) FE)-5-TH
EXEFRASS (T P EAEE)S-MEEF . =X :98%'H NMR(400MHz, CDC
1,): 86.96(m, 1H), 6.88(br d,1H, J=0. 8Hz), 6. 80(dd, 1H, J=2. 4, 1. 6Hz), 3. 86 (br
s, 2H), 3. 34 (s, 2H), 2. 24 (s, 6H) »

[0283]  Hill#& %) 18

lo284] 3- R ZE 4~ (ML -1-F ) FFHE (KX (VIID LAY, 3 R=5-H
B -2- (g g —1- FEFE)) &

[0285] 7E0°CF, [ THi L 4- (IR ) -3- iEEFEFIE (5. 12¢g, 21. 57mmol) HEMELE
(1. 84g, 25. 88mmo1) [ CH,C1, (72mL) Y& IN=Z.8% (6. 54g, 64. Tlmmol) . KR EYIEZE
ETFHRE 1L 5h, ERETHERET. BAYA/K (30mL) %, A CHCL, ZEL (3X100mL)
CH,Cl, ¥ R 2 To 7K Na,S0, T4, T I, ZEME FTERET. BRAK/WEA TR MPLC #ift,
{# F BtOAc 5 IR &M PR, 155 3- T 4~ (nkrgfr -1- R E ) XFIE
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(2. 24g, 45%) , Fy & FE 4, 'H NMR (400MHz, CDC1,) : 8 8. 16(d, 1H, J=1. 6Hz), 7. 94 (br d, 1H
, J=8.0Hz), 7. 83(dd, 1H, J=8. 0, 1. 6Hz), 3. 99 (s, 2H), 2. 54 (br s, 4H), 1. 79 (m, 4H) .

[0286] Bl &4 11 FTidk il & AR AL &9, (F FE 3- T3t —4- (ki —1- B E) EPIE
o 3-( ZREERE)-5- IHEEFRE. B :91%;'H NMR (400MHz, CDC1,) : 8 7. 06 (d, 1H, J
=7.6Hz), 6. 91 (dd, 1H, J=7. 6, 1. 6Hz), 6. 84(d, 1H, J=1. 6Hz), 5. 08 (br s, 2H), 3.64 (s, 2H), 2
. 47 (brs, 4H), 1. 78 (br s, 4H) .

[0287] &%) 19

[0288] 3- G HE —2- (ML MR LR -1- LA AE) E P (R (VIID th &4, Hd R=3- &
H-2- (g -1- ZEEE)) &

[0280] ZE O'CF, Atk 2- (R ZE ) -3~ T KI5 (1. 10g, 4. 56mmol) L ALK £
(0. 65g, 9. 13mmol) ] CH,C1, (15mL) ¥ERi% = Z % (1. 85g, 18. 25mmol) . ¥R AW EZR
T oh, ERE FEREET. BRAYWAK (1omL) #%, A CH,CL, ZXHY (3X50mL) » CH,CL,
VIR TCIK NaypS0, T, vk, ZERE TEREET . RRYAT R MPLC 4L 4L, [/ EtOAc
5B RIRAWE BT, B3 3- fgE -2- (nlbkE —1- ZEPE ) FFIF (0. 96g,91%) ,
Jy 6 [E 4. 'H NMR(400MHz, CDCL,) : 8 7.90(d, 1H, J=7. 6Hz), 7. 83(dd, 1H, J=7. 6, 0. 8Hz),
7.52(t, 1H, J=7. 6Hz), 4. 14 (s, 2H), 2. 52 (br s, 4H), 1. 72(br s, 4H).

[0290]  4m ) 4% ) 11 A7k i 2% F5 FAL & 9, (F FE 3- FH & —2- (b g —1- B F &)
KARBERE-(ZHREEE)S-HEEF . WK :93%'H NMR(400MHz, CDCL,) :
§7.13(t, 1H, J=7. 8Hz), 6. 99 (dd, 1H, J=7. 8, 1. 2Hz), 6. 82(d, H, J=8. 0Hz), 5. 11 (br
s, 2H), 3. 91 (s, 2H), 2. 58 (br s, 4H), 1. 81 (br s, 4H) .

[0201] &) 20

[0202] 3- G F -5- (Mt gz —1- F P ) EFFHE (KX (VIID 4 &4, 5 5 R=3-
F -5- (N dr -1- A )) Ml

[0203] ZEOCTF, A Frif s 3- (R Z ) -5- THE X FF (1. 50g, 6. 22mmol) & Ak %
% (0.53g, 7. 46mmol) f¥1 CH,C1, (15mL) ¥ i = Z #% (1. 88g, 18. 68mmol) , 44 V& & Y 1E
TR TFHALE. EHEFTEERNEEYET, BAWHAK (15mL) ##, A EtOAc 2
BL (3X50mL) . EtOAc YAV 2 TC/K NaySO, T4, i vE, R E TERRET. RKDEdHE
F&E MPLC 44k, {8 FH EtOAc 5 Tt ROTR & YV R BE RS, 18 B 3- A —5- (miERgle -1- E
E ) FEFRE (1. 30g, 90%) , Sy A A, 'H NMR(400MHz, CDC1,) : 8 8. 45 (br s, 1H), 8. 39 (br
t, 1H, J=1. 6Hz), 8. 02 (br s, 1H), 3. 78 (s, 2H), 2. 56 (br s, 4H), 1. 84 (br s, 4H) .,

[0294]  f|&H) 11 Bk sl SAREALEY), (FF 3- A% -5 (brge -1- B HEE) FEPIE
85 3-( —HREHR ) -5- HEF P, B :85%;'H NMR (400MHz, CDC1,) : 6 6. 99 (pseudo
t, 1H, J=1. 6Hz), 6. 94 (pseudo t, 1H, J=1.6Hz), 6. 79 (dd, 1H, J=2. 4, 1. 6Hz), 3. 87 (br s, 2H)
,3.56 (s, 2H), 2. 54 (m, 4H), 1. 81 (m, 4H) .

[0295]  #l&] 21

[0296]  3- & —4- (WML E) ZEFFE (X (VIID &Y, HAp R°=5- F& -2- (Mo
RFE)) BIH&

[0207] ZEOCTF, MIFTH M 4- (IR EE ) -3- WEE B (7. 12g, 29. 55mmol) 5 LIk
(3. 09g, 35. 45mmol) ] CH,C1, (98mL) ¥ N = Z k% (8. 97g, 88. 64mmol) . HIREYIEE
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EF B 1 5h, ERE FEEET. BRAMAIK (onL) #EE, A CILCL, ZHL (3X100mL) .«
CH,C1, V&V FE/K (50mL) ¥k, £ T57K Na,SO, F4, i U8, R T ER 2F. KRG
s MPLC 44k, 4 F EtOAc 55 AR HIR-A MR AP, 18 2] 4- (EIHK R ) -3~ THEEE R
fE (5. 84g, 80%) , HELEE. 'H NMR (400MHz, CDCL,) : 8 8.12(s, 1H), 7. 83 (br s, 2H), 3. 84
(s, 2H), 3. 67 (¢, 4H, J=4. 6Hz), 2. 45 (t, 4H, J=4. 6Hz)

l0208) il & 11 B ik 1 & AR AL AW, (T 4- (IO R 3 ) -3- B R R ANE
3-( = RS ) -5- TS, W (78%;'H NMR(400MHz, CDC1,) : 6 7. 05(d, 1H, J=8.0
Hz), 6.92(dd, 1H, J=8.0, 1. 6Hz), 6. 86 (d, 1H, J=1. 6Hz), 5. 02(br s, 2H),3.68(br t, 4H, J=4
. O0Hz), 3.53(s, 21D, 2. 41 (br s, 4H) .

[0299] &) 22

[0300]  3- ZE: —2- (MWL FE) EFEE (R (VIID H&Y, Hd R°=3- HZE -2- (g
REFE)) BIH&

(03011 FEOCTF, [T ek i 2- (IR 35 ) -3- TR FHE (1. 10g, 4. 56mmol) 55 Uk
(0. 80g, 9. 13mmol) [ CH,C1,(15mL) ¥& ¥ % 0 = & #% (1. 85g, 18. 25mmol) BIREYE S
EFREE 1. 5h, ERE TEEET. AWK (1omL) Fke, A CH,Cl, ZEEL (3X50mL) .
CH,CL, WA TEK NaySO, T4, 1T U8, TEWRE FRKET . HARMELRER MPLC 4E4L, 13
BtOAc 55 Bk VRS VE R Be i, 18 3] 2- (OMRAC PR ) -3 R T (1. 02¢, 90%) ,
s E k. 'H NUR (400MHz, CDCL,) : 6 7.90 (br d, 1H, J=8. 0Hz), 7. 84(dd, 1H, J=8.0, L. 2Hz)
. 7.56(t, 1H, J=8. 0Hz), 3. 99 (s, 2H), 3. 60 (br t, 4H, J=4. 4Hz), 2. 46 (br s, 4H) .

[0302] & M) 11 Bk 1 & 55 AL &, 8 2- (OMk R EE ) -3- TR F T ERE
3-( E A ) 5- RS, W :82%;'H NMR(400MHz, CDC1,) : 6 7. 15 (¢, 1H, J=7
_6Hz),7.01(d, 1H, J=7. 6Hz), 6. 83(d, 1H, J=7. 6Hz), 5. 00 (br s, 2H), 3. 78(s, 2H), 3. 69 (br
s, 4H), 2. 50 (br s, 4H) »

[0303]  fhl#%45) 23

[0304]  3- % -5- (EHHMEEE) R (R (VITD 4Y, A R=3- 5 -5- (HHf
RFFE)) M

[0305] ZEOCT, [ FTHiEee 3- (RF ) -5- I ZE K P E (1. 50g, 6. 22mmol) 55 15 bt
(0. 65g, 7. 46mmol) [ CH,CL, (15mL) %R N = 2.1 (1. 88g, 18. 66mmol) . H4 IR & Y7L E i
TR, REEREFERETF. BAYWAK (15mL) #%E, A BtOAc ZERL (3X50mL)
EtOAc YEIRZ To7K NayS0, T4, I8, ERME FTERET . BARWE I RER MPLC 24k, 1€ H]

BtOAc 5 T (1R & MAE S Bali s, 18 5] 3- (EmkfC F & ) -5- MR R F I (0. 878, 85%) »
% K A f B k. 'H MMR(400MHz, CDC1,) : 8 8.45(br s, 1H),8.41(br s, 1H), 8. 01 (br
s, 1H), 3. 74 (br t, 4H, J=4. 4Hz), 3. 64 (s, 2H), 2. 48 (br t, 4H, J=4. 4Hz) ,

[0306] 1 4145 45 11 F7 3 5l 4% AR BE AL & 4, 18 A 3- (RSB R 2 ) -5 AR K B AR
B 3-( T B ) -5- W 2 K OFE. M 2 :85%;'H NMR(400MHz, CDCL,) : 6 7. 00 (br
t, 1H, J=1. 6Hz), 6. 93 (br s, 1H), 6.81(dd, 1H, J=2. 4, 1. 6Hz), 3. 88 (br s, 2H), 3. 74 (br t, 4H
, J=4.6Hz), 3. 44 (s, 2H), 2. 47 (br s, 4H) .

fo307)  Hil#&45) 24

[0308] 2-(2- WERE) 2B (X UX) ey, Hd R=2- 5, X=0) KHI&. ZLEY
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BT 2 1%

[0309] ¥ BT Hi B B9 2- B B (1.00g,8.92mmol) 2- VR -1,1- = Z A HE Z &
(1.75g, 8. 92mmol) 5 K,C0, (1. 47g, 10. 7Tmmol) ¥ J57K DMF (10mL) HFHIVB-EYITE 110°C
P o R RSB VKA BIK (15mL) 5, F EtOAc ZEHR (2 X 100mL) « EtOAc ¥ ¥ A 7K
(25mL) FEhsK (25mL) ZEHL, ZTE/K Na,SO, T, i 8, ZERE T RKRET . KL LK
MPLC 44k, 18 F EtOAc 5 TR HIR-S I Ve, 183 1- (2, 2- Z 8B LEHE ) -2- &
Z (1. 65g, 81%) , kMW 1A. "H NMR (400MHz, CDC1,) : 6 7. 09-6. 96 (m, 3H), 6. 93-6. 87 (m, 1
H), 4. 85(t, 1H, J=5. 2Hz), 4. 07 (d, 2H, J=5. 2Hz), 3. 82-3. 74 (m, 2H), 3. 69-3. 61 (m, 2H), 1. 24(
t, 6H, J=7. OHz) .

[0310] ZEO'CF, MBTHiELE 1-(2, 2- ZZHREZEHE ) -2- 3K (1.65g, 7. 23mmol) 7E
1, 4- ZHEkt (50mL) 57K (40mL) JRA Y P RIVERMAI HCL(17. 6nl) , BB EWEER T
BRI . o R SVRS YA EIZE 0°C, FIMFN NaHCO, ¥V P F1, A EtOAc ZEEX (2X200mL) .
EtOAC ¥4 T /K Na,S0, T4k, 1t J€, ZERE TR K ET . BAKYEI R MPLC 44, i
EtOAc 5 TR IKIVE-S WIE Be s, B EIAREL 54D (0. 78g, T1%) , JREHE 1. 'H NMR (40
OMHz, CDC1,) : §9. 87 (s, 1H), 7. 12(ddd, 1H, J=11. 4, 8. 2, 1. 6Hz), 7. 08-7. 04 (m, 1H), 7. 01-6.
95 (m, 1H), 6. 91 (td. 1H, J=8. 2, 1. 6Hz) , 4. 63 (s, 2H) »

[0311] &) 25

[0312] 2-(2- FEME) 28 (X OX) &, H RP=2- 5, X=5) Kl&. ZHLed
R 2 BHl&.

[0313] ¥ 2- G K H B (1. 00g, 7. 80mmol) . ] Z B — Z 45 B (1. 41mL, 9. 36mmol) 5
Cs,C0, (3. 05g, 9. 36mmo1) #EJ57K DMF (20mL) FREIVRAY 76 N, FIER T HHE R EkN
IRA YRR T e, SRR (20mL) FRER. S /KIB-A YA Et,0 ZEEL (3X100mL) , H
WLAEE To7K MeS0, F4&, T8, EMETRRET. BAYE TR MPLC 44k, £ EtOAc
5B IR A YIE AR, B3 (2, 2- ZZEEEZE) Q- FAR) ikt (1.81g, 95%) , A
MWK, 'H NMR (400MHz, CDC1,) : 8 7. 46-7. 41 (m, 1H), 7. 24-7. 18 (m, 1H), 7. 09-7. 02 (m, 1
H), 4. 64 (t, 1H, J=5. 6Hz), 3. 69-3. 61 (m, 2H) , 3. 56-3. 49 (m, 2H), 3. 10 (d, 2H, J=5. 6Hz), 1. 17
(t, 6H, J=7. 2Hz) » |
[0314]  7E O'CF, MFHEEE (2, 2- ZZREZE) - FARE) Fist (1. 00g, 4. 09mmol)
7 1, 4- “HEgE (30mL) 57K (25mL) VRS YR BRI AR HCL (OnL) R S WESE T
PRE oh, B R IR SYESEZE 0°C, F AN NaHCO, ¥ WP F1, F CH,Cl, Z5HY (3X50mL) .
A HAE K (50mL) BE¥k, LTo7K NayS0, T4, it i, ZEWAE TEKET, B ENENEY
(0. 59g, 85%) , kbR 14, SLEIR T F—4, B — 454k, 'H NMR(400MHz, CDC1y) : 89
.56 (td, 1H, J=3. 2, 1. 2Hz), 7. 42~7. 38 (m, 1H), 7. 31-7. 25 (m, 1H), 7. 12-7. 06 (m, 2H), 3. 58 (d,
2H, J=3. 2Hz) .

[0315] &4l 26

[0316] 3-( B (-FRZE) 88) PR (X 00 ey, K R=3- Fl& . X=NMe)
I . S-S T3 3 HH1%&, TR RGN 3- MERFE.

(03173 ZEOCF, [ FTHEER 3- EE K FfE (2. 50g, 21. 10mmol) HJJE7K DMSO (30mL) ¥R
A IO NaH (0. 61g, 25. 39mmol) , ¥ IR AW EB T Hidk 20min, R AR LB — 2458

35



N 103025731 A i R B 27/72 T

(4. 20g, 21. 10mmol) AbEE, 2h J5,7E 0°CF [ H R MA MR NH,CL /KFEH (20mL) , R R
V-S4 EtOA BEHY (2X50mL) » EtOAc B To7K NayS0, T4, i v, ZEE TR K ET -
5 )2 S RERS MPLC 404k, 137 BtOAc 15 ARAIR S ME BB, 153 3-(2, 2- —ZH
HZHEE) TR (0. 86g, 17%) , AVRIEEM. "H NUR (400MHz, CDC1y) : 8 7. 22(td, 1H, J=
7.8, 0. 6Hz), 6. 97 (m, 11), 6. 84-6. 81 (m, 2H), 4. 67 (¢, 1H, J=5. 4Hz), 3. 77-3. 69 (m, 2H), 3. 61
~3.53(m, 2H), 3. 24 (d, 2H, J=5. 6Hz) , 1. 24 (t, 6H, J=7. 0Hz) -

[0318] 7F O°CF, I FiiEEm 3- (2, 2- “ZEEZHEAE ) EFE (0. 84g, 3. 59mmol) i
7K DMF (5mL) 505 4 A NaH (0. 10g, 4. 30mmol) - 20min J&, JAMel (0. 61g, 4. 30mmol) ,
YIRS YITE S TR 6he KRS WUEE 0°C, I B NILCL (10mL) #H. =
KBS MR CHCI, ZEAY (2X 30mL) , 1 HLABZR JErK NaySO, 45, il U8, AEUE FARKET . 1%
A1 5 Tk B MPLC 4k, 4 F BtOAc 5 DUREITR S W1E MU, 188 3-((2, 2- A&
7)) (FREL) EaL) HTHE (0.658, 73%) , AAEMEM M. 'H NMR (400MHz, CDC1,) : 8 7. 28-7
.24 (m, 1H), 6. 96-6. 93 (m, 3H), 4. 60 (¢, 1H, J=5. 2Hz) , 3. 76-3. 69 (m, 2H), 3. 55-3. 47 (m, 2H)
3. 46 (d, 2H, J=5. 2Hz), 3. 02 (s, 3H), 1. 20 (t, 6H, J=7. 0Hz) .

[0319] ZHOCT, MATBHM3-(Q2- —ZAEZE)(FE)AE)XFH
(0. 65g, 2. 61mmol) fITEZK =MLY (6mL) YAV M IN HCI (4. 30mmol) , 4 ¥R & WIFE 2 4L
B 1h, KR IRES WA HIE 0°C, B NaHCO, 7K ¥ 9P i, A CHCL, ZEHR (2X30mL) . CHCI,
VA2 T 7K NaySO0, T4, 11 3%, ZEE FERRE T, @EIFEALEY (0. 248, 52%) , ARG
o, B — BT AT F—5. 'H NMR(400MHz, CDC1y) : 6 9. 74 (¢, 1H, J=0. 8Hz), 7. 2
9(ddd, 1H, J=8. 8, 7. 4, 0. 8HZ), 7. 02(ddd, 1H, J=7. 4, 0. 8, 1. 2Hz), 6. 86 (dd, 11, J=2. 4, 1. 2Hz
), 6.82(ddd, 1H, J=8. 8, 2. 4, 1. 2Hz) 4. 14 (d, 2H, J=0. 8Hz), 3. 10 (s, 3H)

[0320]  fil#&4) 27

[0321]  2-((2- L) (&) EE) 28 (R (00 ey, Hh R=2- 5, X= NMe) HY
HI&, FALSYIHE T 3 S, TR G 2- B

[0322] % FF PR 2- FERE (2. 00g, 17. 90mmol) VR Z.E — F4EEE (3. 25mL, 21. 40mmol)
5 Cs,00,(11. 70g, 35. 80mmo1) ¥E JE7K DMF (10mL) = (¥R & M # 2 120°Cid & R
THERNBESWET, BAYWH Bt,0 20 (2X150mL) o Bt,0 WHRAK (4X50mL) A
7K (2X50mL) ¥Euk, 2Tk MgS0, F 4%, il vk, ZEWE TR R ET. BRARVELL TR MPLC
uli 4y, 1 B EtOAc 5 Tt MRS WIE HBe A, B BIN-(2,2- ZZRELE ) -2~ WK
(2. 00g, 49%) , R @M. 'H NMR(400MHz, CDCL,) : 8 7. 03-6. 95 (m, 2H), 6. 82-6. 77 (m, 1H)
6. 71-6. 65 (m, 1H), 4. 72 (t, 1H, J=5. 6Hz), 3. 78-3. 71 (m, 2H), 3. 62-3. 54 (m, 2H), 3. 29(d, 2H
, J=5. 6Hz), 1. 26-1. 22 (m, 6H) .

[0323] {EOCT, Pt IN-(2, 2- —ZRFEZH) -2- TFKHE (1. 00g, 4. 40mmol) I
7K DMF (10mL) ¥4 in N NaH (0. 16g, 6. 60mmol) » 30min /5, A MeT (0. 5mL, 8. 80mmol) ,
BIREWESE TSR, ¥ RMREEY A Et0Ac XEL (2X100mL) , EtOAc ¥l FH 7K
(50mL) FnhsK (50mL) BEik, 2 T7K Na,S0, T4, ik, ZFRE TERET, BEIN-(2,2- =
A E ) -2- i -N- FEZERE (0. 41¢g, 38%) , LI, 'H NMR (400MHz, CDCL,) : 8 7.
05-6. 96 (m, 3H), 6. 83-6. 81 (m, 1H), 4. 69 (t, 1H, J=5. 2Hz), 3. 72-3. 64 (m, 2H), 3. 55-3. 49 (m,
2H), 3. 33(dd, 2H, J=5. 2, 1. 2Hz), 2. 97 (s, 3H), 1. 19-1. 53 (m, 6H) .
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[0324] ZEOTCT T, MM BLON-Q2- - Z 8 5 2 H)-2- 7 -N- F # F g
(0. 40g, 1. 60mmo1) K 1, 4- —EEHE (5mL) ¥ AN 2. 5N HCL (5mL) , ¥4 VE-& W) 7E = ia T ¢
. B RNIBESWAEEZE 0°C, I NaHCO, ¥ A, F CHCL, ZXBX (2X50mL) . CHCI,
YRR /K (20mL) FnEhzk (20mL) ¥Eigk, £ Na,S0, Fik, i vk, HRE FRRET, BRIFEL
AW (0.27g, 98%) , AT EKI W, TEH—SAEWRITTHFT—2. 'H NMR(400MHz, CDC1,) :
§9.80(dd, 1H, J=2. 4, 1. 2Hz), 7. 07-6. 89 (m, 4H), 3. 91 (dd, 2H, J=1. 8, 0. 8Hz), 2. 97 (s, 3H) -

[0325]  SEERMI 1

[0326]  N-((4-([1, 2, 4] =mMJf 1, 5-a) MEAE -6- F& ) -5—(6— FAFALIE —2- H ) -1H- BK
M -2- 5 ) R )-3- ZMEINE (SLHER 37) MIl&

[0327]

[0328] [ BT #i # B 4-([1,2,4] = ™ 3 [1,5-a] ok wg —6- &= )-5-(6- B & Wt
g -2- 3 ) -1H- BK I -2- FI S (4.00g, 13. 14mmol) ) 1,2- 4 Z 4% (240nL) % WA
3- ZEE TR (2. 36g, 19. Tlmmol) F AcOH (0. 79g, 13. L4mmol) , ¥4 VR & W 7E 80°C F fn#
oho B RNIBEWAHIZE 0°C, [ EH S i NaBH(0Ac) , (5. 56g, 26. 20mmol) » IR & W TE
40°C R, ARG LE 0°C R A 10%K,CO, YA WA R ALIR & ) ) pH & 7-8. B R RE
W) 5%MeOH A CHC1, ¥R AL EY (2X 200mL) , B HLAHZ To7K Na,SO, T4, it o8, 7R T 24K
EF., BEWBITRER MPLC 4k, 1§ F MeOH 5 CH,C1,(1:19(v/v)) IR -&WVE NP,
BRNETLEY (2.89g, 63%) , AE K. 'H NMR (400MHz, CDC1,) 8 10. 59 (br s, 1H), 8. 94 (s,
1H), 8. 37 (s, 1H), 7. 81 (d, 1H, J=9. 2Hz), 7. 77(d, 1H, J=9. 2Hz), 7. 45 (t, 1H, J=7. 8Hz), 7. 20 (
br d, IH, &, J=7.6Hz), 7. 15(t, 1H, &, J=7. 8Hz), 7. 00 (d, 1H, J=8. OHz), 6. 86 (d, 1H, J
=7.6Hz), 6. 75 (t, 1H, J=2. OHz), 6. 63 (dd, 1H, A, J=17. 6, 10. 8Hz), 6. 61 (dd, 1H, E& , J=
8.0, 2. 0Hz), 5. 69(dd, 1H, J=17. 6, 0. 8Hz), 5. 21 (dd, 1H, J=10. 8, 0. 8Hz) , 4. 55 (s, 2H), 4. 39 (
br s, 1H), 2.51 (s, 3H) :MS(EST)m/z 408. 21 (MH").

[0320]  ZLifhl 2

(0330]  N-((4-([1,2,4] =mM:JF [1, 5-a] MEHE -6- 5 ) —5-(6- FF ZEEALIE —2- & ) -1H- BK
M —2- B ) FE ) -3~ ZEEFIEEATIY (SEHG] 38) HIHI%&

[0331]
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(0332] 78 50°CF IEEF g N- ((4-([1, 2, 4] =M3f (1, 5-a] HLHE -6- 2 )-5-(6- F
5o mE -2- % )-1H- Bk M -2- 35 ) O )-3- Z 4 % % (1. 00g, 2. 45mmol) il
JK CHC1,(12mL) = K9 V& B B, 18 B ¥ 78 [ ¥ W, # CHCl, WA EE 0T, [ FH P
A 1.0M HCL i) Et,0 % 3 (7. 36mL, 7. 36mmol) o 5min J&, 7E N, T i U1 V€, EHEEF
% P,0, 764 T 12, B EIFR LAY (1. 07g, 98%) , HITEH Ko ' NMR (400MHz, DMSO-d,)
§9. 49 (dd, 1H, J=1. 6, 0. 8Hz), 8. 65 (s, 1H), 7. 97 (dd, 1H, J=9. 2, 0. 8Hz) , 7. 86 (dd, 1H, &
&  J=9.2, 1.6Hz), 7.85(t, 1H, E& , J=7.8Hz),7.65(d, 1H, J=8. 0Hz), 7. 38(d, 1H, J=7. 6Hz
). 7.12(t, 1H, J=7. 8Hz), 6. 91 (t, 1H, J=1. 6Hz), 6. 79(d, 1H, J=7. 6liz), 6. 71 (dd, 1H, J=8.0, 1
_6Hz), 6. 64(dd, 1H, J=17. 6, 11. 2Hz), 5. 80 (dd, 1H, J=17.6, 0. 8Hz), 5. 20 (dd, 1H, J=11. 2, 0.
8Hz), 4. 79 (s, 2H), 2. 51 (s, 3H) .

[0333] LRk 3 ,

[0334]  N-((4-([1,2, 4] =M 3% [1,5-a] MEHE -6- 3 ) -5- (6~ FHEMLME —2- &) -1H-BK
W —o- 3t ) B )-3- ZAEREMERE (SEHEP 39) KIHIE

0335]

[0336] 78 0C™F, M Frdide i N-((4-([1, 2, 4] =M 34 [1, 5-a] nikwE —6- %) -5 (6- FEL
-0~ ) -1H- BRI -2- 35 ) FE)-3- LB ZERZ (100mg, 0. 26mmol) FEF/K EtOH (2ml)
o VR BRI, 10%H,S0, B9 57K ELOH ¥ (0. 20mL, 0. 37mmol) oAFIR-A W THR Z Z 1R, B
10min. 14 % FE VR4 FE Jo 7K Et,0 (8mL) SRS, $HE 5 4h 10min. 7E N, T ¥EUTHE, FFC/K Et0
VeI (AX4nL), RIEEE SR E P0, B4 T4, BENREILAEY (T9mg, 64%) , 9 S EL[E K.
' NMR (400MHz, DMSO~d,) § 9. 40 (dd, 1H, J=1. 6, 0. 8Hz), 8. 63 (s, 1H), 7. 98 (dd, 1H, J=9. 2, 0.
8Hz), 7. 84 (t, 1H, J=8. OHz), 7. 76 (dd, 1H, J=9. 2, 1. 6Hz) , 7. 43(d, 1H, J=7. 6Hz) , 7. 40 (d, 1H,
J=8. 0Hz), 7. 13 (¢, 1H, J=7. 8Hz), 6. 80 (br s, 1H), 6. 79(d, 1H, E&, J=7. 6Hz), 6. 64 (dd, 1H,
=&  J=17.6, 11. 21lz), 6. 63 (dd, 14, &S , J=7. 6, 2. 0Hz), 5. 74 (dd, 1H, J=17. 8, 0. 8Hz), 5.
21 (dd, 1H, J=11. 2, 0. 8Hz), 4. 68 (s, 2H), 2. 58(s, 3H) .

f0337] LRk 4

[0338]  3-((4—([1,2,4] =M [1,5-a] nLoE —6- 3 )-5- (6~ A HEnlbne —2- % ) -1H- Bk
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Mp-2- 2 FEEE)-4-((ZHERE) FH) XFE (LY 116) K&
[0339]

[0340] 1] FF B F M 4-((1,2,4) = ¥ I (1,5-a) Mt BE -6- £ )-5-(6- B & At
mE -2- Z ) - 1H- Bk M -2— BAEE (0. 50g, 1. 64mmol) ) 1, 2- Z& Z%E (30mL) BHMA 3- &
F4-((ZFREE) FE) B (0. 43g, 2. 46mmol) F1 AcOH (0. 20g, 3. 29mmol) , iR &
EE 80°C T MNHGT - TEWUE TR R NI A Y, BERAKWVE T /K MeOH (30mL) » 7E 0C
T, A% B EE VA WM\ NaBH, (0. 25¢, 6. 57mmol) , R GRS HIR ZEER, B 7 4 3ho
ZE 0°CF A IN HCl 7 & VRS pH & 7-8, SR G 2R RUE T R 2= MeOH. & /KIBEYIH
CH,C1, ZEHY (2X50mL) , CH,CL, A To7K NaS0, T4, it i, EE FTERET . BRRVE
SLTERE MPLC 4k, 18 F MeOH &5 CH,C1, (1:19 (v/v)) HIVRB&WVE N Ve, B 2R L&
(0. 60g, 79%) , S A EE 4, 'H NMR (400MHz, CDCL,) & 8.99(s, 1H), 8. 36 (s, 1H), 7. 86 (dd, 1H
, J=9.2,1.6Hz), 7. 78 (dd, 1H, J=9. 2, 0. 8Hz), 7. 47 (t, 1H, J=7. 6Hz), 7. 23 (br d, 1H, J=7. 6Hz
),7.09(d, 1H, J=7. 6Hz), 7. 01(d, 1H, J=7. 6Hz), 6. 98 (dd, 1H, J=7. 6, 1. 6Hz), 6. 93 (br s, LH)
,4.59 (s, 2H), 3. 63 (s, 2H), 2. 53 (s, 3H), 2. 33 (s, 6H) ;MS (ESI)m/z 464. 23 (MH").

[0341]  $ZBBRULT LR SEEp] 1-4 Frid 5 R & TR 1 BFMLEY. R 1 PEERXLE

AP SRR .
[0342] [%* 1]
[0343]
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A H

31/72 T,

3

s

*H NMR (ppiri)

MS (ESI)
wilz
(MH*y

{400 MHz, CDCls) 5 10.43 {br s, 1 H), 8:86
(s, 1 H), 8.37 {s, T H), 7.82(dd. 1 H, J = 8:2,
1,6:Hz), T.77 (69,1 H, J = 9.2, 08 Hz);’
@t 1H, S=76Hz), 7.25-7.19 (m,.3
(d.1 H, Ji= 7.6'Hz), 6:80 (i, 1 H,J=8.0,12
Hz), 6.74-6.72 (m, 2 H), 4.55 (s, 2 H), 253
{s,3H)

382119

(400 MHz, CDCls) 5 11.34 (b's, 1 H), B.96
(dd, 1 H, J=1.6, 0.8 Hz), 8.35.(s, 1 H), 7.81
{dd, 1 H, =92, 16Hz), 7.74 (dd, 1H, J =
9.2, 0.8 Hz), 7.45 (t, 1 H, J = 7.6/ Hz), 7.:23
{d; 4 H, J'= 7.6 Hz); 6.97-6.90:(m; 2 H), 6.94
(dd, 1 H, =80, 1.2 Hz), 672 (d, 1 H, J=
8.4, 1.6 Hz), 6:60-6:63 (m, 1 H),-4:51 (s, 2
H), 2.35 (s, 3H).

400:18:

{400 MHz, DMSO-s)'5 944 (d, 1H, /= 0.8
Hz3, 8.62 (8, 1 H); 7:96:(dd, 1 H, 4=9.2,0.8
Hz), 7.83 (1,1 H, J=8:0 Hz), 7.80(dd, 1 H, J

= g2, 1.6 Hz), 7.53 (d,1 H,J= 8.0:Hz), 7.38.

d, 1H, J=7.6:Hz), 7.10 (ddd, 1 H, J=12:0,
8:0, 1.2 Hz), 7.01.:0d, 1 H, J= 7.6, 1.2 H2);
5.88 {brt, 1 H, J = 8.6 Hz), 6.70-6.64 (m, 1
H), 4.76 (s, 2'H), 2.54(s, 3 H)

(400 MHz, DMSO-¢:) 5:9.40 (dd, 1 H,. J =
2.0.-0:8 Hz); 8:84-(s, 1 H), 7.99'(dd, 1H, J=
9:2:. 0.8 Hz), 7.85 (t; 1 H, J = 8.0 Hz); 7:77
(@d,1 H, J = 9.2, 20'Hz), 742 (RETH, 2
H. J='7.4 Hz), 7.7 (ddd, 1 H, J= 12.0, 8.0,
1.2 Hz), 7.02 (td. 1 W, J= 7.8, 1.2 Hz), 6:82
(td, 1H, J= 8.0, 1.2 Hz), 6.71-6.85 (m, 1 H),
473 (5, 2H),:2.59 (8, 3 H)

(400 MHz, CDCL) 8 8.94 (t, 1 H,/ = 1.4 Hz),
8.36 (s, 1 H), 7.79 (dd, 1 H, J= 8:2, 1.6 Hz),
7.75 (dd; 1H, J=:9.2, 0.8 Hz), 7.46 (1, 1 H, J
=7.8 Hz), 7.23 (d, 1 M, J =8.0 Hz), 7,13~
707 (m, 1 H), 7.01 {d, 1 H, J = 76 Hz),
B.47-8:41 {m, 2 H), 6:37 (dt, 1 H, ¥ = 88,
2.4 Hz), 4:48(s, 2 H), 249 (s, 3 H)

A1-5

[0344]
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CN 103025731 A

R $

32/72 1

K

H NMR (BpIT)

"MSHESI)

(400 MHz, coc&;,) 5895 '(dd LH J=18,

Hz), 7.23 (d, 1 H,.-J’ . 7!';6 Hz),
7.6 H jt 6.67-8.88 (m, 2 H),

400:19:

418,18

(400 MHz, CDCly) 8.94 (¢, 1 H, J = 1.4 Hz),
8.38 (s, 1TH), 781 (dd, 1 H, &, J=
9.2, 16 Hz), 7.78 (dd, 1 H, EH, JI=
9.2. 1.2 He), T.47 (t, 1 H, J = 7.8 Hz), 7:24
.1 H,J=80Hz), 7.05{d, 1 H.J= 7.8 Hz),
7.04-8.95 (m, 1 H), 6.52 (ddd, F=12.4,
6.8, 2.8 Hz), 842637 (m, 1 H),-4:48 (s, 2
| H), 258 (5,3 H)

418:18

(400 MHz, €DCLYS 8.94 {1, 1 W, = 1.2 Hz),

838 (s, 1 M), 7.81 (dd, 1 H, &, o=

92, 16HZ), 779 (dd, 1 H, Eg, J=

2, 1.2 Ha), 747 (& 1 H, J= 7.8 Hz), 7.24

8:0 Hz), 7.03 (8, 1 H,.J'= 7.6 H2),

m, 31, 471 (brs, 1 H), 4.50 (s,
2H),2.55(s, 3 H)

41818

10

(400 MHz; COCls) 8 8.97 (br s, 1 H), 8.37 (s,

7.6'Hz), 7:28 (dd, 1 H, J = 7.8, 1.6 Hz), 7:23
(brd; 1H, J =7.6 Hz), 7.14:0d, 1 H, J = 8:4,
1.6:Hz), 7:01 (dd, 1 H, J = 7.6,0,4 Hz), 6.75
(dd, 1 H, J =88, 1.4 Hz), 6 ' :
8.4, 1.6 Hz), 5,01 (br's, 1 H), 460:(brs,
2.50 (s, 3H)

41616

PR

[0345]

41
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Ny o MS(ESI)
LB £ 0] H NMIR (ppm) inlz
(MH*y

{400 MHz, DMSO-dg) & 9.43 (s, 1 H), 8.61
{s, TH), 7.95(dd; 1 H, /=92, 0:8-Hz), 7.82
t 1H, «&, J=78Hz), 781 (dd, 1
H, €&, J=92,20Hz), 748(d 1H,
J=8.0Hz), 7.36 (d, 1 H, J'= 7.6 Hz), 7.32
(dd, 1 H, J=7.8, 1.4 Hz), 7A7 (td, 1 H, J'=
8.4, 1.2 Hz), 6:87 (dd, T H, J=8:4. 12Hz)
6.691td, 1 H, J = 7.8, 1.4 Hz), 615 (br' 8, 1
5, 4.76 (s, 2 H), 255(s, 3 H)

11

(400 MHz, CDCL) 5 8.95 (¢, 1 H, J = 1.6 Hz),
837 (s, 1 H), 7.81 (dd, 1 H, J = 92, 1.8 Hz),
7.77 (dd; 1 H, J=9.2, 1.2 Hz), 7:47 (.1 H. J
=7.8 Hz); 7.24(d, 1 H, = B0 Hz), 7.10 (1, 1 | 416:16
H, J=8:0 Hz), 7.02 (d, 1 H, J= 7.6:Hz), 6.75
(ddd, 1 H, J.= 8.0, 2.0, 08 Hz), 6:69 (t, 1 H,
J=2.0 Hz), B:57 (ddd, 1 H, J = 8.0, 2.4, 0.8
Hz), 4.51 (s, 2 H), 2.52'(s, 3 H)

12

(400 MHz, DMSO-ds) & 9.45:(dd, 1 H, J =
1:6,0.8 Hz), 8.63.(s, 1 H), 7:97°(dd, 1 H, J =
92,08 Ha), 7.85., 1 H, J'= 80 Ha), 7.81
(@d, 1 H, o = 9.2, 1.6 H2), 7:56
8.4 Hz), 7.39 (d, 1 H, J.= 7.6 Hz), 715(t 1
H. J =80 Hz), 680 (, 1 H, J = 2.2 Ha),
B.71-6:65 (m, 2 H), 4.71 (s, 2 H), 264 (5.3
H) :

13

(400 MHz; CDCh)'5 8.95 (t, 1 H, J = 14 Hz),
8.38 (5,1 H), 7.81 (dd, 1 H, ¥R, JI=
072, 14 Hz), 778 (dd, 1 H, %&£, J=
9.2, 12 Hz), 747 (£, 1 H, J =76 Hz), 7.23
(brd, 1 H, J:= 7.6 Hz), 7.161(m, 2 H), 7.02
(br d, 1 B, J = 7.6'H2),-6.65 {m; 2 H), 4.51 (8,
2 H),2.64(s, 3 H)

14 416:16

(400 MHz, CDCly) & 11.02 (br's, 1 H), 897
(s, 1 H), B8.36 (s; 1 H); 7.81 (dd, 1 H, J =

N HN ' 9.2, 1.6 Hz)i .75 (dd, 1 H, =92, 0.8 Ha),
D o 74671, 1 H, J=8.0 Hz), 724 (d, 1H, J= 80

¢’ o Hz), 703 4, 1 H, <&, J=80Hz),
700'(d 1Hea Ji= 8'0Hz), 6:85

15 450:12

(@ 2H= 56Hz),243_(s 3H)

218

[0346]

42



CN 1030256731 A

i)

34/72 W

K

TH NMR.(Bpiv)

WS (ES)

16

(400 MHz, CDC|3)5894(t 1H,J =12 Ha)

L i
J..
.2, 1.2 TAT ¢, 1 .0 Hz), 7.24
(br d. 1 H. J'=8.0 Hz), 720 (d, 1 H, J = B8
Hz), 7.08{d, 1 H, J = 8:0 Hz), 6.77(d, 1 H,
4= 2.8 Hz), .53:(dd, 1 H, J'= 8.8, 2.8 Hz),

447 (5. 2H), 251 (8. 3 H)

450.12

17

(400 Wiz, CDC!a/CDsOD) 5890 (s. 1 H),
8.24 (s, 1 H),: '=¢2 16F

7:64 (dd, 1¥ 2,0 544,
= 7.6 Hz), 7:16 (br 4 1H, J=7,6 Hz), 699
(@, 1 H, J= 7.6 Hz), 857 (t, 1 H, J = 1.6 Hz),
651 (d, 2 H,J = 1.6 Hz), 4.36 (s, 2 H), 2.45

450.12

18

8.0, 1.8 Hz), 7.21(d,

(400 MHz, CDCh) & 10.94 {br s, 1 H), 897
(b8, 1 H), 8.36(8, 1 H); 7.82d,. 1 H, J= 8.2
Hz), 7.75 (d, 1 H, 4= 8.2 Hz), 7.45:¢t, 1 H,

T, J=T8H) 743 @E1H, I=
1 H, J=8.0 Hz), -716'
(td: 1 H, J = 8.4, 1.2 Hz), 6.99.4d. T H, J=
7.6 Ha), 671 (dd, 1 H, J = 8.4, 1.2 Hz), 663
(id, 1 H, &= 8.0, 1.6 Hz), 4.99(t, 1 H,.I'= 5:6:
Fiz), 4.57 (d, 2 M, J = 5:6 Hz), 2.44 (s, 3 H)

460.11

19.

(400 MHz, DMSO-ds) 69,48 (dd, 1 H, J:=
1.6,,0:8 Hz), 8,62 (s, 1 H), 2.96 (dd, 1 H, J=
9.2, 0.8 HZ), 7.63 (t, 1 H, J = 7.8 Hz), 7:80
(dd, 1 H,J =92, 16 Hz), 750 {d, 1 H, J'=
7.6 Hz), 7:48 (dd, 1 H, J = 8:0; 1.6 Hz), 7:37
{d 1 H,J =78 Hz), 721 {(d, 1H, J=T8,
1.6 Hz), 6:87 (dd, 1 H, J = 8.0, 1.2 Hz), 663
({4, 1 H, J = 7.6, 1.2 Hz), 6.04 {brs 1 H),
4.78 (s, 2 H),2.55 (s, 3 H)

20

(400 MHz; CDCl3):5 8.89 (br s, 1 H), 8.30 (s;
1 H), 775 (dd. 1 H, J = 9.2, 1.6 Hz); 7.89 (d,
1H, J= 9.2 H2), 744 (brt; 1 H, J'='7:6 Hz),
742 (brid, 1H, J="76Hz), 7.00 {d, 1 H, J=
8O0 Hz), 687 ¢ 1 H, ¥F, J=80
Hz), 6.82-6.78 (M, 2 H), 8.58 (ddd, 1 H, J.=
8.2,2.4, 0.8 Hz), 4.41 (s, 2 H), 249 (s, § H)

460.11

A8

[0347]
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A H

35/72 |

%akb]

8#h

"H NMR:(ppm)

MS (ESY)
miz
{(MH")

21

(400 MHz, DMSO-d5)-6 9.44 (d, 1 H, J = 0.8
Hz), 8.61 (s, 1 H), 7.95:(dd, 1 H, 7 =9.2,08
Hz), 7,83 (1,1 H, J=7.8 Hz), 7.82 (dd, 1H, J
=9:2, 1.6 Hz), 7.50.(d, 1H,J= 8.0 Hz), 737
(@ 1H, #= 7.6 Hz), 7.08 (t, 1 M, J = 8.0 Hz),
6:94 (t, 1 H, J = 2.0 Hz), 679 (ddd, 1 H, J=
7.6,2.0, 0.8 Hz), 6:71 (ddd, 1H, #=8.4, 21,
0:8-Hz),/4:634s..2 H), 2.55 {5, 3H).

22

(400" MHz, COCHL)6 8.84 (br s, 1H), 8.38 (s,

4 H),7.82-7.77 (m, 2. H), 746:t, 1 H, J= 7.6
Hz), 7.29 (m, 2'H), 7.21 (d, 1 H, J=T7.8 H2),
7.02 (d, 1 H, J'= 7.6 Hz), 6.61 (m, 2:H); 4.51

(5, 2 H), 4:44:(br's, 1 H), 2.54(s, 3 H)

-460:11

23

{400 MHz, CDCly) 5 8:97 (s, 1 H), 8.37 (s; 1

H), 7.83(dd, 1 H, 4 = 9:2, 1.6 Hz), 7.78 (dd,
1H,J =92 08 Hz) 7464 1 H /=78
Hz), 7.23(brd, 1 H, J=T6Hz), 7.14 (t, 1H,

Sk, = 80 H), 742 (@ 1 H,

overlapped, J = 7.6 Hz), 7.01(d, 1 H,.J=8:0

Hz), 6.76 (td, 1 H, J=7.6, 0.8 Hz), 6.69 (d, 1
H,J = 7,6 Hz), 461 {5, 2 H), 2.54 (s, 3 H),

 2.26 (s, 3HY

39621

24

{400 MHz, CDCly) 5:8:96 (dd, 1'H, 4 = 18,
1.2 Hz), 8.37 (s,1 H), 7.82(dd, 1 H, I= 92,
1.6:H2), 7.78 (4d; 1 H, J=9.2,1.2 Hz), 7.46
{t, 1H, J=T78Hz),7.22 (brd, 1H,J=80

Hz), 711 1 H, =78 Hz), 701 (d, 1 H, J

= 7.6 Hz), 6:63 (dt, 1 H, J = 7.6, 0.8 Hz),
6:57-6:53 (m, 2 H), 455 (s, 2 H), 254 (s, 3
H), 2:29 (s 3H)

396.21

25

{400 MHz, DMSO-d) 6 845 (dd, 1 H, 4 =

1.6;-0.8 Hz);: (&, 1 'H), 7:97(dd, 1H, =

9.2, 0.8 Hz), 7.83.(t 1 H, J = 8.0 Hz), 7.81

(@d, 1 H, =92, 16 Hz), 756 (d, 1 H,J=

8:0 Hz), 7.37 (d, 1 H, J=Bi0:Hz); 702 (4 1

H;.J= 7.8:Hz); 6.60.(8; 1 H), 6:54.(dd, 1H, J
= 8.0, 2.0 Hz), 6.48 (d, 1 H,.J = 7.6:Hz), 4.69
(s, 2 H), 2:52:(s; 3 H), 2.21(s, 3 H)

A 1-%

[0348]
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)

36/72 11

2]

"H NMR (ppivi)

MS(ESI)

26

'(4'00'MHZ CD'Ci;,)' B 8'9'6”((' 1 H J 1 '2' Hz')

2 (br g, 1 H,J :
(m2H),702(d, 1H F&, J=T8
Hz), 6165 (m, 2 H), 4:53 (5,2 H), 253 (s, 3
H), 2.25:(s, 3 H)

396:21

27

Hz), 7.22 (brd, 1H, J=7.6 03
&, J=718H 7.02 (d
Eh, I=80H2),669(d 1HI=T.

Hz), 6:56-(d, 1 , '

2.54 (s, 3 HJ, 231 (s, 3 H), 2.17 (s, 3 H)

410:23:

28

(400 MHz, CDCls) 5 8.6 (&, 1 H, J= 1.2
Hz),8.37 (8, 1 W), 7:82 (dd, 1 H, J=9.2, 1.6
Hz), 7.7 (ud, 1 H, J =982, 0.8 Hz), 7:45.(t, 1
H, &= 7.6 Hz), 7.22:(r d, 1 H, J =80 Hz),
7:004d, 1 H, J = 7.6 Hz), 6.98 (4, 1 H. /=
} -6.67(d, 1 H, J=24 Hz), 6.50 (dd, 1
H, J=8:0; 2.4 W2y, 453 (s, 2 H), 254 (s, &
H), 2.20 (s, 3 H),. 2.16:(s; 3 H)

410:23:

28

(400 MHZ CDC!;) 5 895 (dd 1 H; J = 18,

699 (d, 1 H, J= 7. Hz)>644.(brs 1 H),
6.31 (s, 2 H.)s 449 (si 2 H};..2.48.(s; 3 H)
2.21 (s, B HY:

30

(400 MHz,:CDCl;)'5 8.97 (brs; 1 H), 8.37 (s,
1 H) 7.83 (dd. 1 H; J = 9.2; 1.6 Hz), 7.78
@d, 1 H, J= 92, 0.8 M2), 746 (t. 1 H, J'=
7.8 Hz), 723 (br d, 1 H, J="7.6 Mz}, 7.16~-
7231 (m, 2 H), 7.01 (d 1 H,J =76 Hz),6:80
{td, 1 M, J=76, 1.2 Hz), €71 (dd, 1 H, J'=
8.4, 1.2 Hz), 4.60.(8, 2 H), 260(q, 2 H, J=
7.6 Hz), 2:52 (s.8:H), 132, 3H J=78
Hz)

41023

& 1-4

[0349]
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B

"H NMR:(ppm)

MSH{ESIH):
miz
{(MH")

31

{400 MHz, CDCl;) 5896 (d, 1 H, 4 =1.2

Hz), 8.37 (s, 1 H); 7.82°(dd, 1 H, J=8.2,16
Hz), 7.77{dd, 1 H, J= 9.2,1.2:H2), 745(t 1

H, J=7.8 Hz), 7.22 (br d, 1 H, J= 8.0 Hz),

744 4, 1H, J=78 H2), 701 (d, 1H, J=78
Hz), 6.66 (dd, 1 H, J = 7.8, 0:8.Hz), 6.58 (d,
1 H, J = 2.0 Hz), 6:55 (dd, 1 H, J = 7.6, 2.0
Hz), 4.55 (s, 2 H), 2.58.(q, 2 H, J = 7.6 Hz),
253 (s, 3H), 1.21 {t, 3H.J=7.8 Hz)

41023

32

(400 MHz, DMSO-ds) 5 :8.45 (dd, 1 H, J =

1,6, 0.8 Hz), 8,63.(s, 1 H), 7:97.(8d, 1 H, J =
9.2, 0.8 Hz), 7.83 (t, 1 H, J = 8.0 Hz), 7.81
(dd, 1 H, J= 9.2, 16 Hz), 7.57(d, 1 H, J=
8:0' Hz), 7.37 (d, 1 H, J = 8:0'Hz), 7.05 (¢, 1
H,J = 7.6 Hz), 6.64 {d, 1 H, J = 1.6 Hz),
657—-652 (m, 2 H), 4711, 2H) 253 (s, :

6 Hz)

33

(400 MHz,-CDCls)6 8,07 (br s, 1 H), 837 (s,
1 My 7.82 (dd, 1 H, J =92, 1.6 Hz), 776

(dd, 1 H, =92, 08 Hz), 745t 1 H, J=

78Hz), 7.23(brd, 1H, ¥4, =80
Hz), 7.21 (dd, 1 H, ﬁ&, $=78.18
Hz), 742 (td; 1 H, J=T7.6,. 1.6'Hz), 7.00(d, 1
H, J= 7.6 Hz), 6.8341d, 1 H, J=7.6; 1.2 Hz),
6.71 tdd,. 1 H, 4 =8.0, 1.2 Hz),4.58 {8, 2 H),

300 (L, 1 H, 4= 8.8 H), 250 (s, 3 H),

1.31(d, 6 H, J =88 Hz)

424.24

{400 MHz, CDClyj & 8:96 {dd, 1 H, J=14,

0.8:Hz), 835(8 1H), 779 {dd, 1H, J= 82,
1.4 Hz), 7.73 (dd, 1 H, J = 9:2,0i8 Hz); 7:44
&1 H S T8 HE7.21:(d 1 H J = 7.8 Hz),
7914, 1 M, J= 7.8 Hz), 6.99(dd, 1 H, J=
7.8, 0.4- Hz), 6.67 (4, 1 H, J= 7.8 Hz), 857
{t, 1H, J = 2.4 Hz), 650 (ddd, 1 H, J = 810,
2.4,:0:8 Hz), 451 (8, 2 H), 2i80 (¥4, 1 H,
J=68 Hz), 247 (5,3 H), 1.20(d, 6'H. J=
8.8 Hz)

42424

A 14

[0350]
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LedH

"H NMIR:(ppin)

35

699(d 1H o= 7.6 Hz) . 6.64 (m, 2 HY, 450
(s, 2 HY, 2:80 (% %%, | H, J'=638 Hz), 2.48
(s, 3 H), 1.19(d, 6 H, J=6.8 Hz)

42424

36

12Hz) 699 {d, 1 H, J =76 Hz), 6

1H, €4, J=172, 112Hz),6785:(:t'd,
1H, &, J=176,08Hz) 668 (dd 1
H, &= 82, 1.0 Hz), 62 (dd, 1 H, J="17.
1.4 Hz),. 5:34 (dd, 1 H, J = 11.2, 1.4 Hz)
4.33 (s, 2 H);245(s; 3 H)

408:21

37

(400 MHz, COCI3) 5 10:58 {br's, 1 H), 8.94
(8 1 H), 837 (s, 1 M), 7.81 (d, 1 H, J =92
H2), 277 (4, 1 H, J'= 9.2 Hz), 745 (. 1 H, J
= 7.8 Hzj, 7.20 (br d, 1. H %8, =
7.6 Hz), 795(L 1 H, ¢ g, J=718
Hz) 700(d 1H, J= 80Hz) 686 (d 1H, J

T5:(6 1 H: J = 210'Hz), 6:63'(dd,
J = 17,6, 10.8 Hz), 6:61
z : J=8.0, 2.0 Hz}, 569
(dd, 1 H, J= 17.6,0:8 HZ), 5.21 (dd, 1 H, J =
10.8, 0.8 Hz); 4.55 {5, 2 H); 4.39 (br §, 1 H);
2.51 (s, 3Hy

-408:21

38

(400 MHz, DMSO-dg} 39.49°(dd, 1 H.J =
1.6:-0.8 Hz), 8.65:(s, 1 H), .97 (dd, 1H, J =
92, 0.8 Hz), 7.86.(dd, 1 H; @, J=
9.2,1.8H2), 785t 1TH, w&, J=18
Hz), 765 (3,1 H, J =8.0Hz), 7.38 (d, 1 H, J
= 7:8Hz), 7.92.(t. 1 H, J= 7.8 Hz), 6:91 (t. 1
H,.J'= 1.6 Hz}), 8.78(d, 1 H, S'= 7.6 Hz), 671
(@d; 1 H,.4=8.0,1.6 Hz), 6,64 (dd, 1H, J=
17.6, 112 Hz), 580 (dd, 1 H, J = 17:6, 0.8
Hz),5.20 (dd, 1 H, J = 11.2, 0:8 Hz), 4.79s,
2 H), 2.51(s;:3 H)

215

[0351]
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(MH*y

39

{400 MHz, DMSO-ds) 5.9.40 (dd, 1 H, J =

1.6,:0.8 H2), 863 (5, 1'H), 7:98/(dd, 1 H, J=
92, 0.8 Hz), 7.84 (t, 1 H, J = 8.0 H2), 7.76
(dd, 4 H,J =92, 1.6 Hz), 743, 1H,J =
76Hz), 740 (d, 1 H, J = 8.0 Hz), 7.13 (¢, 1
H, J= 7.8 Hz),6.80 (br s, 1 H),6.78 (d, 1 H,

g, =76 Hz), 664 (dd, 1 H,

$4, J=176, 1.2 Hz), 663 (dd, 1
H ga, J=78 20Hz) 674.dd, 1
H,J= 17.6, 0.8 Hz), 5.21 (dd, 1 H, J= 1.2,
0.8 Hz),4.68.(s, 2 H), 2,58 (s, 3H)

40

(400 MHz, CDCls) § 10.39 (br's, 1 H), 8:86
(s, 1 H). 8.37 (s, 1 H). 7.82(dd, 1 H, =92,
1:6:Hz), 7.78 (dd, 1 H, J = 9.2, 0:8 Hz), 7.45
@, 1.H, J = 7:6 Hz), 7.28 (m, 2 H), 7.22 (br d,
1H,J=76 Hz),_'/m @ 1H, J=78 Hz),
Hz_) 555 (dd, 1 H, J= - 17.6, 08 Hz) 5.05
(ad, 1 H, J = 10.8, 0.8 Hz), 4.6, (s, 2 H),
2.53 (s, 3H)

408.21

41

(400 MHz, CDCL)D B.84 {1, 1 H,+J = 1.2 Hz),
8.36 (s, 1 H), 7.77 (9d, 1 M, J =92, 1.2 Hz),
7.72(d, 1 H, J=9:2 Hz), 7.48:(t, 1 H, J= 7.8
H2),7.23(d, 1 H, J=80Hz), 707t 1 H,
J = 7.8 Hz), 6:98 (¢ 1 H, J = 7.6 Hz), 886
(d 1 H, J=T86HZ) 673 (brs.1H) 661
(brd, 1 H,J=8.0Hz), 445(s,2H), 2.98 (s,
1 H), 2,42:(s, 3 H)

406:18

42

(400 MHz;, CDCIs):8 8.86 (brs, 1 H), 8.37(s,
1 #H), 7.83 (dd, 1 H, J = 92, 1.6 Hz), 7.78
(dd, 1 H,.J= 9.2, 0.8 Hz), 7.45.¢t, 1 H, J =
7.6'M2), 7:22 (br-d; 1 H, J=7.6 Hz), 7.00 (d,

1 H, J= 7.6 Hz), 887 (1, 1 H, /= 76,18 |

Hz), 6.84 (dd, 1 H, J= 8.0, 1.6:Hz), 6:77 {td,
1 H, J=78,18Hz),889(dd, 1 H,J=78,
1:6'Hz), 4.58 (5, 2 H); 391 (5, 3H), 253 s,
3H)

412.21

[0352]
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40/72 ™

o )

‘WS {ES))

43

452(s ZH) 375(s 3H) 251 (s: 3H)

41221

(400 KMHz:CDCiy).6 8.96 (br s, 1H) 83 (s,
1H),7.82.(dd, 1H,J= ~
{dd, 1H -J':=92 08 Hz) ’

8.0+ ) (m, 2 H), 6.70 (m; 2
HY, 4.50 (s, 2 Hy, 3:74 (s, 3 Fi), 2.53 (5,3 H)

41221

45

(400 MHz, CDCly):6 8.96 (br s, 1 H), 8.34 (s,
1 M), 7.80 (dd, 1 H, J = 9.2, 1.6 Hz), 7.72 (4,
1M, J= 92 Hz), 742 {t, 1 H, J = 7.6 Hz),
720 (brd, 1 H, J=78Hz), 698 (d, 1H, J=
7.6 Hz), 6.88 (td, 1 H, =82, 0.4 Hz), 6:36
0 1H, gg, J=80H2z), 6341
H, J =82 Hz),452 (s 2H),

44222,

46

H), 3.76 (5, 3 H), 2 47‘ 3 Y

44222

47

(400 MHz, :€DCl;) & 10.43 {br's, 1 H), 8.:84

H JEG2HZ), 745 (L T H, J

d, 1H, 4 = 7.6 Hz), 7.01 (4,
4, .= 76 Hz), 596 (§ 1 H, J = 2.0 Hz),
5:92 (d, 2 H, J = 20 Hz), 452 (d, 2 H, J=
2.8 Hz), 441 (br &, 1 H), 375 (s, 6 H), 2.54
(s,3R)

442:22

R 1-5
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CN 103025731 A i B P 41/72 7T

o WS (ESY)
% 3645 =¥ TH NMR {ppi) miz
M)

(400 MHz, CDCl;) 5 8.97 (br s, 1 H), 8.37 (s,
1 H), 7.83 (dd. 1 H, J = 9.2, 18 Hz), 777
{dd, 1 H, J= 9,2, 0:8 Hz); 745t 1T H.J=
76 Hz), 723 (d, 1 H, &, =76 | 42822
16H2), 722 0rd, 1H, %, J=786
Hz) 7.12.(dd, 1 H, #=7.6; 1.6 Hz), 7.01(d, 1
H..J = 8:0 Hz), 6:77-673 (m, 2 H), 4:63 (5, 2
H), 4:60 (s, 2'H),3.92(s, 3 H), 258 (s, 3H)

48

{400 MHz, CDCly):5 8.96 (br s, 1 H), 8.37 (s,
1 H), 7.82 (dd, 1 H, J =92, 18 Hz), 7.78
(dd, 1 H, J =92, 08 Hz), 745 (t, 1 H, J=
7B Hz), 721 (& 1 H,  ¥&. J=80
Hz), 7.20(ord. 1H, g, J=76Hz)| 42622
7.01 (d, 1 H, J = 7.6 Hz), 6.76 (d, 1 H,

¥4, J = 80 Hz), 875 (d, 1 H,

%8,  J=186 Hz), 6:67-6:64 (m, 1 H),
456 (s.2 H), 440 (s, 2 H), 3.38 (5, 3 H),

48

{400 MHz, COCl).5 10,36 (brs, 1 H),. 8.85
{s, 1 H), 837 (s, 1 H), 7.82{brd, 1 H,J=92
Hz), 7.78(br d, 1 H, J ='9.2 H2), 7.45 (5 1 H,
JE 16 H2), 220(ord, 1T H, %4, J= | 426.22
76 Hz), 719 (d, 2 H ¥, J=84
Hz), 7.01(d, 1 H, $ =76 Hz), 6.71 (d, 2 H,J
=84 Hz), 4.55 (8, 2 H);, 440 (brs, 1 H),-4:34
(s, 2 H), 3:34 (5, 3H), 253 (5, 3 H)

60

{400 MHZ, CDCls) & 10,42 (5r's, 1 H), 896
(br.s, 1 H), 8.37 (5,1 H), 7.82(d, 1 H, J= 9.2
Hz), 7.78 (d. 1 K, J'= 9.2 Hz), T45 (£, 1H,J
=7.8 Ha), 7.25-7.18 (m, 2 H), 7.15(td, 1| 46618
H,.J = 7.8, 1.2 Hz), 701 (d, 1 H, J = 7.6 Hz),
8.81 (dd, 1 H, 4= 80, 1.2 Hz), 6.76 (td, 1 H,
J=78, 1.6 Hz), 485 1 H, J=58 Hz),
461 (d, 2H,J =5.8 Hz), 2,62 (s, 3 H)

b1

(400 MHz; CDCsy'6 8.94 (br s, 1 H), 837 (s,
4 MY, 7.80(dd, 1 H, J =92, 1.6 H2), 7.77
(dd, 1 H, J'= 9.2, 08 Hz), 746 (£, TH, J=
7:8:Hz), 723 (br d, 1 H, J =80 Hz), 7.19
{t, 1 H,.J =82 Hz), 7:02 (d, 1 H, J =76 Hz),
6.64-6:60 (1, 2 H), 8:55 (br's, 1 H), 4.62 (tF
5, 1 H), 452 (5, 2 H), 252:(5..3:H)

52 466:18

A1

[0354]
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2 X

'H NMR (ppii)

‘MSHES)

(M)

53

-'(400 'MHz 'c‘ocr:)‘zsags (s 1 H) 8:38 '(s 1

46618

8.0 1.2 Hz), mm.; 48Hz)__455
(d,2 H, J = 4:8 Hz), 2.33 (s, 3 H), 232 (s, 3
H)

42818

&5

(6,1 H), 8.35(s, 1 H), 7.78(dd, 1 H, J = 92,
1:2 Hz), 7.74(d, 1 H, J = 9.2 Hz), 7.45 (£ 1
H, J = 7:8 Hz), 7.21 (br d, 1 H, .J= 8.0 Hz),

Hz),664(dd. 1 H, J=1.8, 2.0.Hz), 6.54.(1, 1
H, = 1.6 Hej, 6:42 (dd, 1 H,J =80, 1.6
Hz), 447 (s, 2 M} 442 (br's, 1 H),2.46.(s, 3
H), 240 (s, 3 H)

(400 MHz, CDCl3) 611,06 (br &, 1 H), 8:94.

7:07 4,1 K, JJ =78 Hz), 6.99 (d. 1 H,. = T:6

428.19

56

(400 MHz;, DMSO.df) 5:'9:43 (brs; 1 H);:8; 62
18,1 H), 7.97 (dd, 1 W, J= 5.2, 0:8 H2), 784
(1K, F=T8Hz), 780 (dd, 1 H, J=82
16 Hz), 781 (d, 1 H,J=T&Hz}, 7.88 (¢, 1

1 H.J = 200H2), 6:55 (d.. 1 H,.J = 76 Hz),
6.5 (dd, 1 H, J = 8:0, 2.0 Hz), 4.68 (3, 2.H),
2.55 (s, 3H),2.41 (s. 3 Hj

H, J=T76Hz), T08 ¢ 1 H,J=T78Hz), 8862

57

(400 MHz, DMSO-dg) 59.40 (dd, 1 H, J =
4.6, 0.8 Hz), 863 (s, 1 H), 798 (0, 1 H, J:=
' 2), 7:84 {t, 1 H,.J'= 7.6 Hz), 7.77 (dd, 1
H,.J=96, 16Hz),743(d 1 H,J =76 Hz),
7.40 (d, 1 H,.J= 7.6 Hz); 7.08:t, 1 H, J= 80
Hz), 6.60(t, 1H, J = 2.0 Hz), 6:56 (d, 1 M, J
= 8.0 H2), 8.48: (dd, 1 H, J = 8:0, 2.0 HZ),
4.65 (5, 2'H), 2.56 (5,3 H), 2:40 (5, 3 HY)

i

[0355]
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'H NMR (ppm)

™S (ES))
miz
(MH")

58

{400 MHz, CDCl,;) 5 11.08 {br s, 1 H), 894
(s, 1 H),8.35¢s, 1 H), 7.78(dd: 1 H, J= 92,
1.6 Hz), 7.73 {d,; T H, J = 9.2 Hz), 7.45:(t; 1
H, J=78Hz),7.21(brd, 1H,J=80Hz),
747 (m, 2 W), 6.99:(, 1 H,-J-= 7.8 Hz), 6:60
{m;, 2 H),-4:46:(s; 2 H);:2:45.(s; 3-H), 2:37 (s,
3H)

428.18:

69

{400 MHz; CDC1;):6°8.98 (br 8, 1 H), 8.36 (8,
4 H); 7.83 (dd, 1 H, J=9.2, 16 Hz), 7.76
{dd, 1 H,J =92 08 Hz), 747t 1B. 4=
7.8Hz), 740 (br d, 1H, &,  J=786
Hz), 7.38(t, 1 H, J = 7.8 Hz), 725brd, 1 H,
J=:8.0 Hz), 7.00(d, * H; J=7.6), 6.80 (d, 1
H, J = 8.4 Hz), 6.75id, 1 H, J = 8.0, 0.8 Hz),
532.(brt, 1H, J=56Hz),462(d 2H,J=
5:6:Hz),2.41(s, 3 H})

407.189.

60

(400 MHz, 'CDCl;) 6 8.94 (t, 1 H; J 1.2 Hz),
8.38 (s, 1 H), 7.80 (dd, 1 H,.J=98.2, 0.8 Hz),
77T (dd. 1 H, /=92, 16 Hz), 755.(¢, 1 H, J
=8.0 Hz); 7.31 (4,1 H, J=8.0'Hz), 725 (.1
H, J = 8.0 Hz), 7.084d; 1 H, J= 8.0 Hz), 7.02
(dt: 1 M, .= 7.6, 1.2 H2), 6.96-6.92 (m;:2-H),
4.56 (s, 2 H),2.62(s, 3 H)

407.19:

61

(400 MHz, DMSO-ds) 6 9.47-(d, 1 H, J = 0:8
Hz), 8,66 (s, 1 H), 7.97(dd, 1 H, J=98.2,08
Hz), 787 (1 H, &, =78 Hz)
7.85(dd, 1 H, &,  J=92 16 Hz),
783 (d, A F, J = T6 Hzy, T40d, 1 H, J'=
8.0 Hz), 7.33.(t, 1 H, J = 7.8 Hz); 7.16 {t, 1
H, J= 16 Hz), 711 (dd, T H, J = 84, 16
Hz), 7.06 (bF &, 1 H. J = 7.6 H2), 4.79 (5, 2
Hy, 2.53 (s, 3 H)

62

-

£ 1

(400 MHz, DMSO-d5) 5 8:3§(br 5, 1 H),.8:84
ts; 1H); 299(d, 1H; J =92 Hz), 7.87 {% 1
H, J= 7.6 M2), .77 (dd, 1 H. J= 92, 1.6
HMz), 7454, T H, %#, J'= 7.6 Hz),
744 (d,1H, =&, J=18-Hz), 734
1 H, J=8.0Hz); 7.10.(d, 1 H, J = 20 Hz),
707 (6.1 H, &k, J=76Hz) 704
(dd, 1 H, ¥, J=80,20Hz),470

[0356]
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R

"H NNIR (ppiti)

MSHESI):

63

(400 MHz, COClL) 8 8.93 {t, 1 H,.J = 1.2 Hz),
B.37(s, TH; 779(dd, 1 H, ¥4, Ji=
9.2, 16Hz), 7.76 (d3. 1 H, w¥, S
92, 08 Hz), 7.48: ¢, 1 H, 4= ), T-A
{m, 2 H), 7:24 (d, 1H, J= 8.0 Hz), 703(d 1
H,4=76 Hz),668(m 2 HY,5.12 (br's, 1
H),4.54(d 2H,J =4.0 Hz), 251 (s, 3H)

A07.19.

TZ 2

(400 Mz, CDCI,) 8 8.9 (br's, 1H), 8.35 (s,
1 HY, 7.84 (dd, 1 H, J = 92, 16 Hz), 7.74
(dd, 1 H, J'= 92, 0:8 Hz), 7.50' ¢, 1 H, J =
7.8Hz), .37 (¢ 1 H, J = 8:2 Hz), 7:27 (brd,
1 H, J = 7.6 Hz), 7.05 (d, 1 H, J = 8.8 Hz),
70144, TH, g%,  J=80 Hz), 6:08
(. 1H, w8 J=76Hz), 594 (brt, 1

{8, 3H)

H,.J = 5:8 Hz), 4.86(d, 2 H, J= 5:6 Hz}, 2.30

432:19

;1

Ny

{400 MHz, COCL) 5 9.04 ,_(dd',: 1H, J=18,
0.8 Hz), 848 (br s, 1 H), 8:33 (s, 1 H), 7.84
(dd; 1 B, 4 =92, 1.6 H2), 772(d 1H J=
9.2Hz), 741 (, 1 H,.J= 1.8 Hz), 7.37 (dd, 1
H,.J= 76, 1.2 Hz), 7.20(td, 1 H, J=84,12
Hz), 7.21 (brd, J=8.0 Hz), 692 (d, 1
H,.J=7:6 Hz), 6.83(d. 1 B, J= 84 Hz). 662
td: 1 H, J= 8.0, 1.0 Hz), .25 (br s, 2 H);
4.58(d, 2H, J =52 Hz), 2.32 (§ 3H)

42520

66

{400 MHz, CD;0D) 3 .06 (brs;, 1 H),:884
(s, TH), 783(brd 1H, F=82Hz), 7.71(d,
1 H; J = 9.2 HZ), 7.58~7.55 (m, 2 H); 7.22~
¥:48 ¢m, 2 H, 7.15:{dt, 1 ¥, J = 7.6, 2.0 H2),

H, J= 76 '2"0' 08 Hz) 4.51(s; 2 H), 2.50
(8, 3H)

7.10(ad, 1 H, J = 8.4, 0.8 Hz), 6.86 (ddd, 1 |

42520

67

(460 MHz, CDCI/CD;0D) 8 9.03 (br's, 1 H),
8.32 (5,1 H), 7.81 (dd, 1 H, J= 9.2, 16 Hz),
7.70 (dd, 1 H, J= 8.2, 0:8 Hz), 7.67 (m, 2 H),
7.55 (1 H, J=7.6 Hz), 7.26 (brd, 1 H, J =
7:6Hz), 7.09 (d, 1 H, J = 7.6 Hz), 6.71 (m, 2
HY, 4.52 (s, 2H), 251 (s, 3 H)

42520

218
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e

88

(400 MHz, CDGly) & 10.76 (br s, 1 H), 8:94
(br s, 1 H); 837 (s, 1 H); 7.81 (brd, 1 H, =
9.2 'Hz), 7.76 (bt d; 1 H, J=.9.2 H2), 7.46°(t;
1 H,J=76Hz), 7.21 (brd, 1 H, =76 Hz),
7.20-7:15 (m, 1 H), 7.01 {d, 1 H, 4 = 7.6 Hz);
6:69 (dd, 1 H, J'= 7.6,0.8 Hz), 6.62-6.40 (m,
2H). 453 (brs, 1 H, ¥& ) 452(brs,

2H, ¥#% ) 365(s,2H),250(3H)

421.21

69

(400 MHz, CDCL) & 10.78 {brs, 1 H), 8:94
(brs, 1 H), 836 (s, 1 H), 7.80(dd, 1 H, J=
9:2, 1:2 Hz), 7.76 (d, 1 H, J = 9.2 Hz), 7.46
(t, 1H, 4= 7.8 Hz), 722 (br d, 1 H, J = 7.8
Hz), 711 (d, 2 H, d =84 H2), 7.01 (d, 1 H, J
= 8.0 Hz), 667 (d; 2 H. J = 8.4 Hz), 4:50 (br
s, 3:H), 361 (s, 2 H), 249 (5,3 H)

42421

70

(400 MHz, CDCls) 511.09 (br s, 1 H), 892
(6, 1H), 835 (s, 1 H), 7.79(d, 1 H, J = 92
Hz), 7.744d, 1 H, J = 9.2 Hz), 7:44 (1, 1 H, J
= 7.8 Hz), 7.30 (d. 1 H, J = 7.6 Hz). 7.26-
724(m 1TH), 723 (L 1H, ¥&  J=
7.8:Hz), 7.49 (br d, 1 H, J=-8.0 H2), 7.00 (d,
1 H,J =80 Hz), 6.8 (dd, 1 H, J= 8.0, 1.8
Hz), 468 (brs, 1 H), 4529, 2 H, J =52

Hz), 2.53 (s, 8 H), 247 (s, 3H)

42421

7t

(400 MHz, COCl) 5 8.96 {1, 1 H, J = 1:4 Hz)

8.37 (s, 1 H), 7.81(d; 2 H, J ='8.8 Hz), 7.79~

7.78 (2 HY, 754 (t, 1 H, 7.8 Hz), 7.30
(d, I H,.J=8.0Hz),7.07{d, 1H,.J =76 Hz),
670(d, 2 H,J = 8.8 Hz), 463 (s, 2 H); 259

42421

72

{400 MHz;.CDCly 8 8.94 (brs, 1 H), 8.34.(5,
1'H), 7.77 (dd, 1 H, J = 62, 1.6 Hz), 7.72
(dd, 1'H, J= 92, 08 Hz), 744 (t, 1 H, J =
7.8'Hz), 7.39 (dt, 1 H; J= 7.6, 1.2 Hz), 7.32
(dd, 1 M, J = 24, 1.6 H2), 722 (d, 1 H,
wh , J =80 Hz), 718 (, 1 H,
& J=80HZ,6.08(d, 1HJ=76
Hz), 6.81 (dddl, 1 H, J =8.0,'2:4, 0.8 Hz),
448(s, 2H),3.84(8,3H), 243(8,3H)

440:20.
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A B

46/72 T

FatH

TH NMR.(ppi)

MS{ES)
1117 8
(MH")

73

(400 MEz, CDOCl) & 1052 (br s, 1 H}, 8:94
(s 1 H), _837 s, 1 H) 7.89 (m 2 H),7:81 (br

2H),490(t 1H,d =56 Hz), 4.
= 56 Hz), 3.85 (s, 3 H), 2,51 (5, 3H).

440.20

74

_ . -6 )
td, 1 H, J =76, 1.2 Hz), 6,61 {d, 1 H, J'=
7:6:Hz), 6.61 (td, 1 H, J= 7.8, 1.2 Hz),.5:65
(t, 1 H..J = 6.0 Hz), 445 (d, 2 H, J =60 Hz),

2,47 (brs, 3H), 2.09(8,3 H)

439,22

75

(400 MMz; DMSO-d,) 3 8:97 (br's. 1 M), 8:35
(s, 1 H), 779 (dd, 1 H,J= 9.2, 1.8 Hz), 7.73
(d, 1H, J=9,2 Hz), 746 ¢, 1 H, J= 7.8 H2),
7.38 {br g 1 H), 724 (d, T H, J =80 Hz),
7.8 (bE s, 1 H): 7.08 ( 1 H, J = 8.0 H2),
7,01 (d, 1 H, J= 7.8 Hz), 6.60 (brd, 1 H,J=
8:0'Hz), B.41 (dd, 1 H, = 8:0; 1.6 Hz); 450
(5, 2H),.2:51{s: 3 ) 218 (s, B H)

439.22

76

(400 MHz; DMSO-c) 5:8.96 (br's;: 1 H);:8.37
(8,1 H), T.51 (46,1 H,.J = 9.2, 1.6 Hz), .78
(dd, 1 W, J =82 0.8 Hz), 746 {t, 1 M, J'=
7:8:Hz), 7.27 {m, 2 H), 7.23 (d, 1 H, J = 8.0
Hz), 7.10:(brs, T H), 7201 (d, 1 H, J = 16
Hz), 666 (M, 2 H), 4.50 (5. 2 H). 253 s, 3
Hj, 2.13 (8, 3 H)

43922

7

{400 MHz, CO,00) 8 8.18:(dd, 1 H, J= 1.6,
0.8'Hz), 8:41 {s. 1 H), 787 {dd. 1 H, J =52,
1.6 Hz); 77'5(dd 1 H, J = 9:2::0:8 Hz), 768
1 H, Ju 7.8 He), 738 (brd, 1 H, 4278
Hz), 7.90 (dd, 1 H, J = 7.8, 1.4 Hz), 7.16 (4,
1H, #% J= 76Hz),715(&d 1H,
- J=8.0,16Hz), 682 (dd, TH, J
=80, 12Hz),_671 (td, 1 K, J= 8.0, 1.4 Hz),
4.58 (s, 2HY, 8.05:(s, 3 H), 248 (5. 3 HY

478.19.

£ 1-8
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47/72 |

2

*H NMR(ppm)

‘MS(ESI}
m/z.
(MH')

78

(400 MHz, CDCl;) 5.8.92 (br s; 1 H), 8.35 (s,

(gd, 1 H, J= 92,08 HZ), 746.¢4, 1 H, J=
76H2), 7.24 (brd, 1 H, J=T76HZ. 711 4
1H ok, J=82Hz),7.10 (brs, 1 H,

€& 5701(d.1H, J=T786Hz), 6:58
(t, 1H, J = 2.0 Hz), 654 (ddd, 1 H, J = 82,
2.0, 0.8 Hz), 6.49 (ddd, 1 H, /= 82,20,08
Hz),4.50 (s, 2 H).2:84.(s,8.H).2.51 (5, 3 H)

1H), 778(@d. 1 H, J =92, 16 Hz), 7.73

475.19

78

(400 MHz, CDCl;) 5 8.93 (br s, 1H), 838 (s,
1), 7.80(dd, 1 H, J = 9:2, 1.6 Hz), 7.76 4,
1 H; J = 92 Hz), 746 (t. 1 H, J = 7.8 Hz),
7.22 (br.d, 1 H, J=-8.0 Hz), 7.09 (d, 2 H, J:=
8.8'Hz), 7.02 (d, 1 H,J =76 Hz), 6.67 (d, 2
H, J = 8.8Hz), .34 (br's, 1 H), 4.52 (br 5, 3
H), 2.93 (s, 3 H), 2.54(s, 3 H)

47519

80

(400 MHz; CDCL) & 8:99 (s, 1 H), 8.36 (5, 1
M), 7.83 (dd, 1 H, J = 8.2, 1.6 Hz), 7.77 (dd,
1H,J=92 08Hz), 745 (1 H J=78
Hz), 7.23 (brd, 1 H,J = 76 Hz), 7.10/(dd, 1
H, J = 80, 12 Hz), 702 (td, 1 H

&, J=18, 12 Hz), 7.00 (4, 1 H,

7.6, 1.2 Hz), 672 (dd, 1 H, J=80, 1.2 Ha),
4.58 (s, 2.H),2.73(s, 8 H), 250 (5, 3H)

¥&, J=80Hz), 678 (td, 1 H,.J=

42520

81

(400 MHz, DMSO-ds) 8 9,47 (dd: 1 H, J =
1:6.0.8 Hz), 8.63.(8, 1 M), 7.97(0d, 1 H, J-=
9.2, 0.8 Hz), .87 (¢, 1 H, J = 7.8 Hz), .64
(dd, 1 H, J =82, 1.6 Hz), 7.5 (brd, 1 H,

&, J=80Hz), 7.58(d, 1H,J=T6
Hz), 7.41 (8,1 H, J = 7.6 Hz), 7:20 (t, 1 H, J
8.8 (t, 1 H, J= 7.4 Hz), 4.81 (s, 2 H), 3.10
(s, 6'H), 2.56.(s, 3H)

82

(400 MHz; CDCls) 5 8:97 (s, 1 H), 8.36 {s, 1
H), 7.80 (dd. 1 H, J= 9.2, 1.6 H2), 7.78 (¢ 1
H, J= 9.2 Hzy, 745 (1, 1 H, J= 7.8 Hz), 723
(d, 1H, Ji= 8.0 Hz), 7.07°{f, 1 H, J = 82 Hz),
7.00{d,. 1 H, o/ = 76 Hz), 624 (d, 1 H, J=
8:0'Hz), 6.14 (br &, 2 H), 4,55 (5, 2 H), 2.80
(s, 6 H), 2:52:(s; 3:H}

42521

2 1-8
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RH

24

'H NMR (ppity)

'MS-(ESI)

83

. J=80F
-—76 HZ), 7.28 ¢t 1HJI= 82'Hz) 'l...17(br
s1H),698(brd 1HJ - 8.0-Hz), 6.81 (br

4 Hz), 4.78 8, 21H), 3.09 (8, €6
.52(s 3 Hy

{400 MHz, CDChy) & 1041 (br's, 1 H), 8.9%
{s: 1 H).836(s. 1 H); 7:84 (dd. 1 H; J= 82,
(d. 1 H, =92 Hz), 745 (1 1
j, 7.23 (brs, 1 H), 7.16 (dd, 1
78, 1.2 Hz), 7.00 {d, 1 H,
S, J = 7.8, 1.2 Hz), 6:99 (d 1 H,
’ J 76Hz),677(td 1 H; J—

76, 1.2 Hz), 872 {d, 1 H, J = 6.0 Hz), 458
{s, 2 H), 3:12.(br's, 4 M), 2:51 (s, 3 H), 1.88
(brs, 4 H)

451.22

85

(400 MHz, DMSQ-dh) 5 8.47 (9d, 1 H, J =
2.0, 0.8 Hz), 8.63:(s, 1 Hy, 7.67.(dd, 1 H, J=
§2,0.8:Hz), 7.87 (t, 1 H, J = 7.8 Hz), 7.6
(dd, 1 H, J =19.2, 2.0 Hz), 7.80:(d, 1 H, 4=
8:0'Hz), 7:57 (8, 1 H, J = 8.0 Hz), 7.41 (d, 1
H,.J = 7:6 Hz); 7.30:(td, 1 H, /=78, 0:8 Hz),
7.02 (dd, 1 H, J = 7:8; 1.2 Hz), 6.88 (td, 1 H,
J= 80,12 Hz), 482 (5, 2 H), 372 (brs, 4
H), 2.55 (5, 3H), 217 {m, 4 H)

86

(400 MHz, CDCK) & 8:96 (s, 1 H), 8.37 (s, 1
H), 7.82 (dd, 1 H, d = 822, 1.6 Hz), 7.78:(dd,
1H,J =82 1.2 Hz), 748, 1 H. J = 7.6
Hz), 7.26:(brd, 1 H, J = 7.6 Hz), 7.00 {dd, 1
H, J % 80, 18 Hz), 7.05 (td, 1 H,
&4, J=78, 1.6 Hz), 7:02(d, 1 H,
&, J=T76Hz), 680 (d, 1H J=
7:6, 1.2 Hz), 671 (dd, 1 H, F'= 80, 1.2 Hz),
4 .2 HJ, 380 (br 1, 4 H, J = 46 HZ),
2:86 (brt, 4 H, J=4.6 Hz), 2:54 (s, 3H)

46722

ENE)
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A

£ ]

"H NMR (ppim)

MS{ESH
nilz:
(MH")

87

{400 MHz, DMSO-d;) 5 9.46 (dd, 1 H,.J =

1:6,:0.8 Hz),'8.64(g, 1 H), 7.98'(@d, 1 H, J =
9.2. 0.8 Hz), 7.84 (8, 1 H, J = 7.8 H2), '7:82
(dd 1H, J=92 16 Hz), 7.57 (d. 1H.J=
8:0'Hz), 738 (d, 1 H, J= 76 Hz), 7.08 (dd, 1
H, J'= 78, 12Hz)698(td 1H,4=78,12
Hz), 6.82 (dd, 1 H, J=7.8, 1.2'Hz), 870 (td,
4 H, J=7.6,1.2Hz), 4,80 (5.2 H}, 3.84 (brt,
4, J= 44 Hz), 2.89 (b7 t, 4 H, J =44 Hz),

 2.53 (s, 3.H});

88

(400 MHZ CDClg) 5.8.96 (t 1 H J=12 Hz)

7‘.1-2-(:, 1 H, J==8.0.Hz).703 (d_ q H I=76
Hz), 6.39 {dd; 1 H, J ='8.0, 1:6 Hz), 6.34:(t, 1
H, J = 2:0 Hz), 6:29 {dd, 1 H, J = 80, 2.0
Hz), 4.56 (8,2 H), 3.85-3.82(m, 4 H), 3.16~

342 (m, 4 H), 256 (5.3 H)

46723

88

(400 MHz, DMSO-ds) 5 947 (dd, 1 H, J =
1.6,0.8 Hz), 8.64 (s, 1'H), 7.97 (dd, 1 H, J'=
9.2 0.8 Hz), 7.85 (¢, 1 H, J = 8:0 Hz), 7.84
(dd, 1 H, J= 9.2, 1.6 Hz), 7.60.(d, 1 H.J =
8.0-Hz), 7.39(d, 1 H, 4 = 8.0 Hz), 7174, 1
H, J=18.0'Hz), 6.86{br's, 1 H),8.76 (br s; 1
H), 8.59 {brd, 1 H, J=7:6 H2),4.76 (8,2 H),
3.92 (br &, 4 H), 3.34 (brs, 4 H), 2528, 3
H)

90

{400 MHz, CDCls) 6 8.96 (t, 1 H, J = 1.2 H2),
8.35 (s, 1 H), 7.78 (d@d, 1 H, J= 9.2, 1.6 Hz),
7.70 (dd, 1H, 4=92, 1.2 Hz}, 743 (. 1H, J
= 7.8 Hz), 7:21 {8, 1H, J = 8.0 Hz), 6.94 (4,
1 H, J.=7.6 Hz), 6:80-6:73 (m, 1 H), 6.14 (br
d, 1 H, J= 7.6 Hz), 6.00-5:95 {m, 1 H), 4.49

(s, 2 H),2.79{s, 6 H), 2.31 (s, 3H)

443:21

91

1|

(400 MHz, DMSO-ds) 5 9.49 (dd, 1 H; o
1,6, 0.8 Hz), 8.63 (5. 1 H), 7:97:(dd, TH, J"
9.2, 0.8 Hz), 7.85 (dd, 1 H, ¥#, b
82.16H2), 784 1H, %, = 80
Hz), 7.60 (d, 1 H, J =80 Hz), 7.39 (brs, 1
H %% )738(1H ¢& J=
8.0 Hz), 7.94 (gz g, 1 H, d = 98 Hz),
6:97 (br's, 1 H), 4.86 (s, 2 H), 3.10 (s, 6 H),

E
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s

*H NMR.(ppiv)

MS:{ESI)
milz
(MH"y

92

{400 MHz, CDCl) 5 8.94 (8,1 H,.J = 12 Hz),
838 (s 1°HY; 7.80 (dd 1H, §#, JI=

' PTH, 1%, J=
Hal 728

= 16 Hz), 6.18:(1, 1 H,
H), 2.92 (8. 6H), 256(s 3”.)

450:21

93

{400 MHz, DMSO-dg) 8 8. 44 (dd 1 H J =

(dd 1H,J= 92 20Hz)
B0 Hz), 740 (d, 1 H, J=7.6 Hzj, 647 (s; 2
H), 8.37 (brs, 1 H), 473 (s, 2H), 2.90(s, 6
H), 2.55.(s, 3:H):

{400 MHz, CDClL)}8 8.06 (1, 1 H,.J = 1.6 Hz),
838 (s, T H), 7.82(dd, 1 H, /=92, 16 Hz),
7.79.(dd, 1H, =92, 0.8.Hz), 763, TH, J
= 7.8 Hz), 7.31{d: 1 H, J =80 Hz), 7.08~
7.03 (m, 3.H), 6.87 (
(brs, 1 1), 4.55 (s, 2 H), 2:
(s.3H)

450

95

(400 MHz DMSO-cs) 5 9,44 (dd, 1 H, J:=
1My, 7:99(dd, 1H, J=
92,08 HZ), :7.84 t1H, x#, J=78
Fiz), 7.82.(dd, 1 H, & = 9.2, 0.8 Hz), 7.51 {d,
1H, J =80 Hz); 7.39 0, 1 H, J = 7.6 Hz),
&, J4=76,08Hz),

‘ &, J=12 Hz), 479

:(fs. 32'H) . 2 71 {s.6°-HY 2.56 (s, 3 H)

96

{400 MHz, €DCls) & 10.57 (br's, 1 H), 8.7
(8.1 H). 8.34 (5, 1 H), 782 (dd, 1 H, /=92
12 Hz), 7.74 (d, 1 H, 4 = 92 Hz), 743 (& 1
H,J=78Hz), 721 (brs, 1H. €& )
717 {td, 1 H, ¢ =80, 1.6 Hz), 7.01 (dd, 1
7.6, 16 Hz), 6:98 (d, 1 H, J = 7.6 Hz),

r

' 61, 2 HY, 854 (s, 2
H) 254 (s, 3HY,2.28:(s, 6 H)

439:23

18
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23

H NMNR (ppit)

MS{ESI)
milz
(MH"y

97

(400 MHz, DMSO-dy) 5. 10.03(br s, 1 H),
9:48 (dd, 1 H, J = 1:6,0.8 Hz),8.62 (s, 1H),
7.95 (dd, 1 H,.J= 9.2,0:8 Hz), 7.87-7.82 (m,
2°H), 7.64 (4, 1 H, J=7.6 Hz), 7.38 (d. 1 H,
J=78 HZ), 7.33-7.27 {m, 2 H),8:95(br s, 1
H), B.78-6.74 {1, 2. H), 4.81 (5, 2.H), 4:43 (s,
2 H),2.77{s, 8 H), 2.52(s, 3H)

28

{400 MHz; CDCl;) 5 9,02 (b §, 1 H), 8.35 (s,

1 H), 7.82 (dd, 1 H, J= 9.2, 1.6 Hz), 7.74

{dd, 1 H,.J =92, 08 Hz), 746 (t, 1 H, 4=

7.6 Hz), 7.27 (br d, 1 H, J= 7.6 Hz), 7.13 (¢,
4 H,J=T7.8Hz), 7.00 {d. 1H: I=T.8H),
6:90 (br 5, 1 H), 6:67 (g, 1 H, J= 7.6 Hz),
6.61 (dd, 1 H, J = 8.0,2:0 Hz), 4.54 (s, 2 H),
3.48 (s, 2.H), 2.51 (s, 3.H), 2.30 (s, 6 HY

439:23

99

(400 MHz, DMSO-dg) & 10.69 (br s, 1 H),
848 (dd, 1 H, J =1.6,0.8 Hz),8.63 (s, TH),
7.964dd, 1 H, J=9.2, 0.8 H2), 7:84 (1, 1 H, J
= 8,0 Hz), 783(dd 1H,J= 92 1.6 Hz),
7.61(d, 1 H, J =80 Hz), 7.37 {d, 1H,J=

8.0 Hz): 721 (L 1H = 8.2 Hz), 7.08.(br s,
1H),685(dd, 1H, w4, J=84,22
Hz), 6.82:(d, 1 H, ¢ = 8:0 Hz), 4.76 (5, 2 H),

446 (d, 1 M, J = 4.8 Hz), 266 {d, 6 H, J'=

4.4 Hz),251 (5,3 H)

100

(400 MHz, ‘CDCl) & 10.40 (brs 1 H); 8.98
(5, 1 H), 8356.(s, 1 H), 7.831(d, 1 H, J=9.2
Hz), 7.75d, 1 H, J= 9.2 Hz), 7.43 ¢, 1 H, J
=7:6 Hz), 720 (brs, 1 H, ¥& ) 715
{td, 1 H, J= 8.0, 1.6 Hz), 7.04:(d, 1 H.J=
8,0 Hz), 688 (4, 1 H, J = 7.8 Hz), 669
B, 2 H, J= 72 Hz),:4:88 (s, 2 H),
3.72 (s, 2 H), 2.56 (br.s, 4 H), 2:50 (5,3 H),
1.80 (br s, 4 H)

465.25

10%

{400 MHz, DMSO-dg) © 10:29 (br s, 1 H),
9.47 ¢, 1 H, = 0.8 Hz); 8162 (s, 1 H), 7.85
(d, 1 H, J = 9.2 Hz), 7.87-7:83 (. 2 H),
7:65(d, 1H, J=8.0Hz), 7.38 (brd, 2 H, I+
7:6:Mz), 7.27 (i, 1 H, J= 80, 1.2 HZ), 6.75
{t1H, ®&, J=76H2),672(d,1H,

&, J=T6MHz) 4.82 (5, 2H), 447
(5. 2 H), 3:44 (br's, 2 H), 317 (br s, 2 H),
2.62 (s, 3:H), 2.04 (brs, 2. H), 1.94 (br's, 2
H)

* 1-8
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E4

#H#

TH NMR.(pp1)

"MSHES))

102

(400 MHz, CDCly) & 9:04 (s, 1 H), 8.35(s; 1
H), 783' (dd’ 1 H J '9’2 16 H'z) 77'3 (c[;. 1

(br d 1
Hzj, 7.00-
H), 6:68(d, 1 H, J=78Hz),

465.25:

103

éseHz) 329(m 2 HJ, 3.00
(m, 2 H), 251 (s,-3 H), 1.92 (m, 2 H), 1.82
{m, 2 H)

104

(6 1H),.8.36(s, 1 H), 7.83(d, 1 H, J =92
Hz), 7.78(d, 1 H, J = 9.2 H2), 7:44 (1, 1 M, J
=76HzZ), 720 (brs, 1 H, g4 ). 149

7.8, 1.6 Hz), 699 (d. 1 H,.J= 7.6 Hz); 6.73~
668 (m; 2°H 4.57 (8, 2 H),3.71 (br s, 4 H),

(400 MHz, COCly) & 10.35 (br s, 1 H), 8,97

{(td, 1 H, J'=7.6, 1.6 Hz), 704 (dd, 1 M, J'=

48125

105

(400 MHz, WS- ds) 6 9.46 (s, 1 H), 8:62
(5.1 H), 7.96 (dd, 1 M, .J'= 9.2, 0'8 Hz), 7.85
¢ 1H @§ ,J=80Hz), 7.83(dd, 1
Ho  #d . J=9.2 16Hz),7:60(d,1H,
J=8.0 Hz), 7,38 (brd, 2 H, J = BOH), 7.29
(td, 1 H, J = 80, 1.2 Hz), 675 ¢ 1 H,

4 . J = 80 Hp 674 (d, 1 H,

&4 J=80HZ), 482(s 2H), 445
(8, 2 H), 393 (br & 4 H), 3.34.(br 8, 4 H),
253 (5, 3H)

106

(408 MHz, CDCh) 8 10.78 {br's, 1 H), 897
(5,1 H), 8.35 (s, T H), 7.81 {dd, 1 H, J =92,
:16Hz).774:(d:, 1 Hy = 9.2 Hz); 745(!: 1
H. 5 1HL 74

d=T78 Hz),700 (d
(brs, 1 H), 8.71 (d, 1 H, J = 7:8 Hz), 669
(dd. 1 H, J = 8.0; 1.6 Hz), 453:(s,2 H); 4:44
(br 8, 11);:3:66 (v, 4 H), 3.45 (8,2 H); 249
(s, 3H), 244:(brg, 4H)

481.25.

% 158
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*H NMR (ppt)

MS:{ESH):
miz
(MH")

107

{400 MHz, DMSO-dy/Dz0) 5°9.36 (dd, 1 H, J
=1.8, 1.0 Hz),18.62(s, 1 H), 7:95:(dd, 1 H, J
=94, 1.0 Hz), 7.87(t 1H, J=T7.8 Hz), 782
(dd, 1 H, J =04, 1.8 Hz), 748 (d, 1 H, J=
80 Hz), 742 (d, 1 H. J= 7.6:Hz), 7.28 {t, 1
H, J = 7.8 Hz), 6.80 (br s, 1 H), 6:86-6.82
(m, 2 H),:4.68 (s, 2 H Hz), 423 (s, 2:H), 3:70
(brs, 4 H), 3.22 (br s, 2 H), 3.14 (br's, 2 H),
258 (s, 3H)

108

{400 MHz, CDCIy) 5 9:06 (s, 1 H), 8.34 (s; 1
H), 7.84 (dd. 1 H, /= 82, 1.8 HZ), 7.72 (d, 1
H, J=9.2:Hz), 7.48 {t, 1 H, J=7.6Hz), 7.32
(brs, 1 H), 7.8 (brs, 1H), 7.00(d, 1 H, o=
7.6:Hz), B8O (dd, 1 H, J = 11.2, 8.0 Hz),
6.55-8:51 (m, 1 H);-4.78 (br's, 1 H), 459 (d,
2H; J =64 Hz), 354, 2H) 250 (s, 3
H), 234¢s.6H)

457.22.

108

{400 MMz, DMSO-d;) -6 10:73 :(br &, 1 H),
9.46.(t, 1 H,.J= 1.2 Hz), 862 (8 1 H), 7.96
(dd, 1 H, J = 9.2, 0.8 Hz), 7.84 (dd; 1 H,
Tk, J= 9.2 186 Hz) 782 ¢ 1 H,
¥4, JI=78Hz),7.55(d, 1HJ=80

Hz), 7.37 (dd, 1t H, €&, d=82 20

Hz), 7.36 (d, 1 H, J = 7.6 Hz), 7.18 (dd, 1 H,
J=118, 82 Hz), 6.82-6,78 (m, 1 H),"4.79
(5, 2 H), 4,17 (br's, 2 H), 2.64 (d, 6 H, J=18
Hz), 252 (5, 3 H)

110

(400 MHz, CDCIL) 5 8,99 (br &, 1 H), 8,36 (8,
1 Hj, 783 (dd, 1 H, J=8:2, 1.6 Hz), 7.76 (d,
1H,J=92Hz), 746:¢, 1 H, J= 7.8 Hz);
7.24(brs, 1H),609.(d, 1H, ¥&, J=
80 H2). 895t 1 H, €&, J=80
Hz), 8.76-8.70 (i, 2 M), 473 (bt & 1 H),
4.56 (d, 2 H, /= 5:6:Hz), 3.60 (3, 2 H); 2,60
(5,8 H), 2:36(s,6H)

457,28

A1

[0366]
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X364

Al

*H NMR:{0pH)

‘MS(ES])

oy

(400 MHz, DMSO-dg) 5 10:62 {br s,. 1 H),
9:48 (s, 1 H), 862 (s, 1H) 7.96(d, 1H, &=
¥ p 2. T '
‘ f* J=82 Hz).
757(d 1H, J 8.0 Hz), 7.37 (d, 1 H, /' =

H, J=78. Hz),702(t 1

Hz)478_(_s2H (d; 2 H,
2.72.(d, 6 H, J = 4.4 Hz), 253

112

(400 Mz, CDCl) & 11.11 {br's, 1 H), 8:98

H, 2y, 7.23 (br s, 1 H)

J=8.0Hz), 801 (t, 1H J= 0Hz),675
(td, 1 H, J =80, 1.2 Hz), 665 (td, 1 H,.J=
8.0, 12Hz),466<brs THL 451 (d 2H g

(s 3 H), 1.81-1.75.(m, 4H)

483:24

1138

(400 MHz; DMSQ-ds) & 10i84 {br s 1 H),
046 (8, 1 H), 8.62.(s, 1 H), 7.95 (g, 1 H, J=
9.2 Hz), T84 (f, 1 M, J'=7.8Hz), 7.83 (dd, 1
H,J'= 9.2, 18 Hz), 757(d, 1 H, J = &0 Hz),
786 (d, TH,J=76 Hz) 7.08 (L 1H,J= 7.8
H2), 7.0346:06 (M, 2 H), 4.77 (8, 2 H), 4.36
(6.2 H.J = 5.2 H2), 3,39 (-2 1), 3,07 (2
H), 2.53 (&, 3 1),.2.08-1,87 (i1, -4 H)

114

(400 MHz, CDChL) & 8:97 (s, TH), 8.38(s: 1
H), 7.82 (8, 1 H, J = 9.2,.2.0 Hz); 7.76:(dd,
1H, J=92 0.8 Hz) 748, 1 H, S =78

N\ | Hz), 7.28: (br . 1 H, J = 7.6 Hz), 7.00/{d, 1

. ) 5.95(t1HJ@80Hz),676
{t; 1 H, o = 76 H2) B.70:(0d; 1 H; J=8.0,1.8
Hz), 4,67 (bF§, 1 H), 454 (d, 2 K, J= 4.8
Hz), 3.75 (m,4 M), 3.58 (s, 2 H), 2:53:(brs,:4
H), 2.47 (8, 3H)

49924

{0367]
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2 ]

H NMR(ppim)

‘MSH{ES))
mlz.
(MH")

115

(400 MHz, DMSO-dg) 0: 11.18 (br s, 1 H),
9.46 (dd, 1 H, ¥ = 1.6, 1.2 Hz), 8.62(s, T H),

' 7:96 (dd, 1 H,J = 8.2, 0.8 Hz), 7:84 (t, 1 H,

&k, J = 7.8 Hz), 7.83 (dd, 1 H,
&, J=92,16H2),757(d.1H,J
=7:6 Hz), 7.37 (d, 1H, J=8.0Hz), 710 (t. 1
H,J'= 7.8 Hz), 7.05-6:99 (m, 2 H), 4.78:(s, 2
H), 4.34 (s, 2 H), 3:93 (br s, 2:H), 3.81 (br t,
2H, J=11,86Hz) 328 (br s, 2 H), 313 (br s,

| 2H),253(s;,3H)

116

(400 MHz, CDCl) 5 8.99 (s, 1. H), 8.38 (s, 1
H), 7.86 (dd, 1 H, J =9:2, 1.6 Hz), 7.78 (dd,
1H,.J =02 08 Hz), 747 1H J=78
Hz), 7.23 (br d, 1 H, J = 7:6 Hz), 7.08.(d, 1
H, J'=7:6 Hz), 7.01(d, 1 H, J= 7.6 Hz), 6:98
(dd, 1 H, J'= 78, 1.6 Hz), 693 (br s, 1 H),
4,59 (5,2 H), 3.63 (s 2 H), 2.53 (s, 3 H),
2.33 (s, 6 H)

464.23

17

(400 MHz, DMSO-d5) 5°9.45:(dd, 1 H, J =
156, 0:8 Hz), 8:60 (s, 1 H), 7.94:(d, 1 H, =
9.2,08Hz), 785t 1H. *#, J=76

Hz), 784 (dd,. 1 H, %%, J=92,16

Hz),757(d1HJ 7:6.Hz), 7.52 (d; 1H. J
= 8.0 Hz), .39 (d, 1 H, J = 7:6 H2), 7.30 (br
s, 1 H), 748747 {m, 2 H), 479 (s, 2 H);

4.48 (s, 2 H), 2.78 (s, 6 H), 2.55 (5, 3 H)

118

(400 MHz; DMSO-dg) & 12:70 (br s, 1 H),
9.54 (s, 1 H), 8.50¢s; 1H), 7.99(dd, 1 H, J=
9.2, 2.0 Hz), 7:83.(dd, 1 H, J:= 9.2, 0.8 H2),
772 T H, 4= T8 Hz), .52 {br s, 1 H),
7324, 1 W, J=T7.6Hz), 7.97-7.13 (m, 2 H),
0T (d, 1 H,.J = 8.0 Hz), 7:.02.(dd, 1 H, J=
7.6, 0.8.Hz), 4.48 (d. 2 H, + = 5.6 HZ), 3.68
(s, 2 H), 247 (5,3 H); 2.23 (s, 6 H)

46423

19

{400 MHz, DMSO-ds) 5948, 1H,J=12
Hz),8.60 (s, 1 H), 7.82.(dd, 1H, J=02 12
Hz), 7.86 (dd, 1 H, ®&, J=92,16
Hz), 7.85 . 1 H.+ ¥&, J= 80 Hz),
764(d, 1H, J=80 Hz), 749t 1 H, J'=
7.8Hz), 7-37(d,. 1 M, J=8.0Hz), 7.24 (dd, 1.
H, 4= 76,08 Hz), 710 (dd, 1 H, J= 80,
0.8 Hz),481 (s,2H), 4611(s, 2 H) 2.89 (s,
6H),252:(s, 3 H)

A 188

[0368]
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(MH")

120

H), 455.(d, 2 H, J = 56 Hz), 348(5 2 Hj,
2:54 (s, 3H), 2,32 (5,6 H)

46423

124

. 8.60 (s, 1 H),

';st)ms(dd 1H

f.::;-, Ji= 92,18 Hz), 784 (t TH,

¥4, J$=TBHzZ), 7.55(d, 1 H.J=78

Hz), 7.36.(d, 1 H, %, J=

a5, 1 H,  ®& ) T23{brs ZF

4.71 (s, 2 H), 4:22 (s, 2 H), 267 (s, 8 H),
2:53 (s, 3 H):

122

(400 MHZ, CDCl3) 6 10.40 (br's, 1 H), 8.96
(3,71 4),8.36 (5,1 M), 7.84(dd, 1 H, J= 92,
1.8 H2), T (d, 1 H, J=92Hz), 746 (t, 1
H, # = 7.6 Hz), 7.24 (br d, 1 H, J= 7.6 Hz),
7:090{d. 1 H..J =76 Hz), 700(6; 1H J=

(brs, 4 Hj, 251 (s, 3H), 1 81 (brs 4H)

-490:25:

123

(400 MHz, DMSO-dg) & 1047 (br's, 2 H),
948 (s, 1 H), 861 (s: 1H), 7
02,04 Hz), 786 (1,1 H, &%, J=78
Hz), 785 (dd, 1 H, ®#, J=8212
Hz), 7.60 (d, 1 M, J = 7.6 Hz), 7.59 (d, 1H, J
=-8.0°'Hz), 7:39 (d, 1 H, J = 7:6 Hz), 7:32 (br

(d, 1 H, J= 1.6 Hz), 482 (5, 2 H), 4535, 2
HY, 3.23 (br's, 4 HY, 2.55 (s, 3 H), 1.99 (brs,
4 Hj.

57(dd, 1 H; #=

&1 H), 7.18 (84, 1 H, J= 7.8, 1.6 Hz), 7.14.

124

(400 MHz, DMSO-ds) & 1271 (br s; 1 H),

, 7.83 (d, 1 H, =92
BHz), 7.51 (brs, 1 H), 73T (¢,

: HZ).

2.47 (s, 3H), 1 74(brs 4H)

952(5.1H) B:50:8: 1 H), 7:98 (dd, 1H J=='

H J 5.2:Hz).731 (t 1H J ‘8:‘ Hz), 7:16

490.25

A 14

[0369]
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MS{ESY)
milz:
(MH")

125

400 MHz, DMSO-dy/D-0) 5-9.41 (dd, 1 H, J
=4.6,:0:8 Hz), 8.61 (s, 1H),7.94.(dd, 1 H. J
=9.2, 0.8 Hz), 7.89°(t, 1 H, 4= 7:8 Hz), 7.84
(dd, 1 H,.J=92, 1.6 Hz), 755(d, 1 H, J=
8:0'Hz), 7.50.(t, 1 H, J = 76 Hz), 7.42 (d, 1
H, J= 76 Hz), 7.25(dd, 1 H,J =756, 08
Hz), 7.09.(d, 1 H, J = 7.8 Hz), 4.78 (s, 2 H),
4,64 (s, 2 H), 3:45 (br s, 4 H), 2.58 (5, 3 H),
206 (brs, 4 H)

126

CN

{400 MHz, CDCly) 5 8:98 (5, 1 H), 8.36 (s; 1
H), 7.82 (dd. 1 H, = 9.2, 1.6 Hz), 7.77(d. 1
H,J=9.2Hz),748(t 1 H,J=76Hz),7.27
(br d, 1 H, J=7.6Hz), 7.13(br s, 1 H), 7.03
(d, 1 H, J =T:6 Hz), 6:97 (br s, 1 H), 6:81
(dd, 1 H, J =24, 1.2 Hz), 481 (br s, 1 H),
4,54 (d, 2 H, J = 5.6 Hz), 3.62 (5, 2 H), 287
(br's, 4 H), 2:54 (5, 3H), 1.79(br s, 4 H)

490:25:

127

(400 MHz, DMSO-~ds) 5 10.96 (br & 1 H),
9.45 (dd, 1 H; J =16, 0.8 Hz), 8.60 (5. 1H),
7.94 (dd, 1 H, J.= 9.2, 0.8 Hz), 7.84.(dd, 1 H,
&, J=02 16Hz) 783 1H,
¥#, J=TBHZ, 754(d, 1HJ=80
Hz), 7:39 (br s, 1 H), 736 (d, 1 H, J =78

HZ), 4,72 (8.2 H), 4.2918, 2 H), 3.02 (bf 8,4
H), 2.53 (5,3 H), 1.85:(br s, 2 H), 1.84 (br s,
2.H)

Hz), 7.26(s, 1H), 7:21 (dd, T H, J = 2.0, 1.8

128

{400 MHz, CDC,).5 8:07 (s, 1 H), 8.37 (s; 1
H}, 7.84 (dd, 1 H, J = 92, 1.6 H2), 7.79 (dd,
H, J =92, 1.2 H2), 749 ¢ 1 H, J=T7.8
Hz), 7.28 (bF ¢, 1 H, J=:8.0 H2), 7.12(d, 1
H,.J'= 7:6 Hz); 7.03(d, 1 H, J=7.6:Hz), 6:99
(dd, 1 H, J'=78, 1.6 Hz), 8:93 {br s 1 H);
457 (s, 2 H);3.75 (brs,4H, €& )
372(s,2H, &k N.255(rs.TH)

506:25

& 18

[0370]
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2

H NMR.(ppiT)

'MS{ES])

128

(400 MHz, DMSO-¢%) 5 945 (d, 1 H, J = 0.4
Hz) 8815, 1H), 796(d 1 H, J= 92 Ha),

@ 1H o= 80Hz), 757 (d, 1H,
Hz),739(d 1H, =80 Ha), T
11,. :

130

{400 MHz, DMSO-ds) 0. 12,70 (br s, 1 H),
948(brs 1H): 8:50 (s: 1 H}. 7:95 dd; 1 H:
J=92, 1.6 Hz), 7.844d, 1 H, J=9.2 Hz),
7.74 (t TH, J= 76 Hz), .44 {br s, 1H),
734(t 1H,.JS'=80Hz), 728 1 H,J= 56
Hz), 7.16d, 1 H, J = 7.8 Hz), 707(d 1H,J
»84Hz),703(dd1H J= 1.2 H2
F49 (d, 3 H, J = 5:6 Hz), 3.78 (3,2 H);
(m,4 H), 248 (s 3 H), 2.41 (brs, 4 H).

506:24

131

(400 MHz;: DMSO-05):6 9.46(d, 1 H, J = 0.8
Hz), 8.60 {s, 1 H), 7.94:(dd, 1 H, J = 8.2, 0.8
Hz), 785¢ 1 H, =&, = 78 HZ,
7.84 (ad, 1 H, ¥, J=92 16Hz),
180 (d,1H. J=16 HZ_). 7471 H, J= 80
Hg), 7.37:(d, 1 H, J'= 8.0 Hz), 7.22 (dd, 1 H,

= 7.6, 0.8 Hz); 7,08 (di 1HJ=80 Hz).

132

FH) 787 (d, 1 H =02, 16Hz) 778»(dd,_
1H,J=‘-"92 08HZ) 748(t 1H J= 76

7.01 (s, 1. H), 6:84 (dd, 1 H, J = 20, 1.2 Ha),
479 {br 5, 1 H), 464 (d, 2 H, J'= 7.8 Hz),
3.70.(m, 4 H), 3.48 (s, 2 H), 2.5 (s, 3 H),
24T (678, 4 H);

506:24:

(0371]
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133

{400 MHz, DMSO-d)- 5 945 (dd, 1 H, J =
1:6,0.8 HZ), 881 (g; 1H), 7.95(dd. 1 H, J =
92,08Hz),7.85(1H, T& J=T76
Hz), 7.84 (dd, * H, w&, J=92.16
Hz), 7:54 (d, 1 H, J = 7:6 Hz), 7.43 (brs, 1
H), 7.37 (d, 1H, J'=7:6 Hz), 7.28 (s, 1 H),
7:23 (dd, 1 H, J = 22, 1:4 HZ), 4.74 (s, 2 H),

428 (s, 2 H), 3,83 (b's, 4 H),3.81 (br 8.2 |

HJ, 3.08 (brs, 2:H), 2:54(s,.3 H)

134

400 MHz, CDCIy) 5.8:98 (s, 1 H), 8.36 (s: 1
H), 7.83 (dd, 1 H, J = 9:2, 1.8 Hz), 7.76:(dd:
1H,J=9208Hz) 745 (1 H J=78
Hz), 7:23 (ord, 1 H, J= 7.6 Hz), 7.13 (td, 1
H,J =80, 12 Hz), 7.04 {dd, 1 H, J= 80,
1:2 Hz), 8:99(d, 1 H, J = 8.0 Hz), 6.72 (d, 1
H, &, J=T78Hz), 671 (d TH

*%, J=80,12Hzj, 4.56 (s, 2 H),
2.81 (t, 2 H,J= 6.4 Hz), 263 (t,2 H, J= 6.4
Hz), 2.52 {s, 3 H), 2:36 (8, 6'H)’

-453:25

135

(400 MHz, DMSO-dy/D,0) §.9.40 (dd, 1 H, J
= 1.8,0:8 Hz), 8.63.(s, 1 H), 7.96-(dd, 1 H, J
=92 0.8 Hz), 7.861t, 1 H, J = 7.8 Hz), 7:62
(dd, 1 H, 4 =92, 1.8 Hz), 748 (d, 1 H, J =
80Hz), T41(d 1 H, J= 76 H2), TAT=T12
(i 2 H); B75-671 (i, 2 H) 4.73 (8, 2 H)
332 (brt; 2 H, J ='8:4 Hz), 3:02 (br t,2 H, J
=84 Hz), 2.60(s, 6 H), 2.58 (5. 3.H)

136

{400 MHz, CDCl).5 9:08 (s, 1 H), 8.32(s; 1
H), 7.83 (dd, 1 H,J= 9.2, 1.6 Hz), 7.68 (d, 1
H, J'= 9.2 Hz), T47 (1,1 H, J = 78 Hz), 734
Wrd1H J=T6HD), 704 1H, J=76
Mz), 6.99:(dd, 1 H, 4= 7.8, 0.4 Hz), 6:66 (br
s, 1 H), 6.63-6.49: (m, 2 H), 4,48 (s, 2 H),
2.80-2:83 (m:4 H), 256 (s, 6 H);. 2485, 3
H)

463.25;

215

[0372]
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- WS (ES))
ES B *H NMR (pprn) miz.

(400 MHz, DMSO-dg) 6 10.47 (br s, 1 H),

9.49(t, 1 H, J= 0.8 Hz), 863 (8, 1 H), 7:87

@, 1 H, =92, 08 H -
!1) Ji= .
R, d= 78Hz),764

Hz), 7.374d, 1 H, J = T8 H2), 710t 1H, «

= 8.0 Hz) 881 (brs, 1 H), 6:68(dd, 1 H, J=

137

:j ), 289 {m,
‘H) 277(d 6H J= 48Hz) 251 (s, 3H)

(400 MKz, -CDCl;) & 10.40 (br's, 1 H), 8.94
(3' 4 H)- 838 (s 1 H). 7:83 (dd- 1 H; J= 82,
1.2 Hz), 7.80 (dd, 1 H, J = 9:2;:0:8 Hz); 7.49
(t, 1H, J= 7.8 Hz), 7.30-7.27 (m, 1 H), 7.24
d, 1 H J = 80 Hzj, 7.06 (9, 1 H,| 42121
&, J=76 12 Hz), 705, 1 H,
¥k, J=76Hz)694-6:93 (m, 2 H),
AFZ M AH, J=52 Hz), 454 (d, 2 H, F=52
Hz), 2.824(q. 2 H,J=T76Hz),1.31 (L, 3H,J
= 748 Hz)

138

(400 MHz, ‘CDCl) & 10:37 (br s, 1 H), 8,96
(5,1 M), 8.38 (5, 1 M), 7.84 (dd. 1 H, J = 9.2,
1.2°H2), 7.78 (dd.. 1 H,J= 9.2,.0:8 Hz), 7.48
18, J=7.8Hz), ¥.22.(d, 1 H,J = 8:0'Hz),
7:08~7.00 (m, 3 H), 6:80 (td, 1 H, J= 80,
1.2 Hz), 6.76-6.70 (m, 1 HY, 4.62(br 8, 1 H,

&), 46082 H), 2800 2H, J=
7.6 H2), 120 3 H, J= 76 Hz)

139 414:20

[0373]  SEEAI 5

[0374] N-((4-([1,2,4] =M 3F [1,5-a] ALRE -6- & ) -5-(6— FAZEMLAE -2- & ) —1H- K
M —2- ) PR ) -2- G -N- B IRAE (sEREf 140) B9l

[0375]

[0376]  [HATHERERY 1-((1, 2, 4) =Me3F (1, 5-a) MLNE ~6- 24 ) -2- (6- FRERMLIE -2-%) &

45 -1, 2- i (0. 20g, 0. 75mmol) ZEAT F FEBE (L0mL) 5 MeOH (8mL) JBAH T F(J-/’”‘/&JJIJ

A 2-((2- FRZER ) (FFE) &) ZB (190mg, 1. 13mmol) F1 NH,0Ac (0. 15g, 1. 88mmol) , ¥4

BEYERRTHPRE 2h, FMFI NaHCO, KE TR YK pH £ 8. BREWHE , KL

JRAY) A CHCL, ZEEX (2X 100mL) , CHCL, ¥ ¥ A 7K (20mL) FHERIK (20mL) HE¥, 42 757K Na,S0,

T4, oLk, EWE T REET AW AT TR MPLC 44k, {8 5 MeOH 5 CH,CL, (1: 19 (v/v))
69



CN 103025731 A i B P 61/72 T

HYIE A e R BRI, 18 BTG A4 (90me, 32%) , IR A E 5. T NUR (400MHz, CDC1,)
§8.97 (br s, 1H),8.37(s, 1H), 7.82(dd, 1H, J=9. 2, 1. 6Hz), 7. 78(dd, 1H, J=9. 2, L. 2Hz), 7.
49 (t, 1H, J=7. 8Hz), 7. 25 (br d, 1H, J=7.6MHz), 7. 14-7. 06 (m, 31), 7. 04 (d, 1H, J=T. BHz), 7.0
0-6. 94 (m, 1H), 4. 44 (s, 2H), 2. 91 (s, 3H), 2. 58 (s, 3H) :MS (ESI)m/z 414. 20 (MH").

[0377])  3ERkfI 6

(03781  3-((4-([1,2, 4] = M3 [1,5-a] HEUE -6- 3 ) -5-(6- &ML -2- F ) -1H- Ik
My -o- 2 ) FEE) KPHE (SEHEG 145) KIHIE

[0379]

(03801 [ FSEEmy 1-((1, 2, 4) =Me3t (1, 5-a) Mg —6- %) -2~ (6- AEEME -2- 5 ) &
k-1, 2- — i (4. 00g, 15. 02mmol) 74 ] 2 F 2% (30mL) 5 MeOH (30mL) IRE Y PRSI
AN 3- (TP B B ) SR F B BB WO 02/096875 AL BTk 75 V4l #) (6. 54g, 45. 07mmol) F0
NH,0Ac (11. 58g, 150. 24mmol) , 4 V& &) 7E 23R T L+ 90min. FA a0 NaHCO, 7K %5 Ui 77 VR
A pl % 8. REVEHE, BIRA YA BtOAc ZHL (2X 150 mL) , EtOAc HHRA /K (50mL)
FIEE K (50mL) RV, 2 To7K NapS0, T4, i i, TERUE FHREF . BRWALLREE MPLC
44, , & FE MeOH 5 CH,C1, (1:19 (v/v)) HIVR-E41E S el 18 BIFr AL &9 (1. 92¢, 33%)
4 E £, 'H NMR (400MHz, DMSO—dg) 6 12. 70 (brs, 1H),9. 53 (br s, 1H), 8. 49(s, 1H), 7.9
6 (dd, 1H, J=9. 2, 1. 8Hz), 7. 84(d, 1H, J=2. 0Hz), 7. 82(d, 1H, J=9. 2Hz), 7. 74-7. 71 (m, 2H),, 7.
69 (t, 1H, E& , J=7. 6liz), 7. 56 (t, 1H, J=7. 8Hz), 7. 47 (br s, 1H), 7. 15(d, 1H, J=7. 6Hz), 4. 1
8 (s, 2H), 2. 47 (s, 3H) ;MS (EST)m/z 392. 18 (MH").

lo381]  SEiBfl 7

[0382] 3-((4-([1,2,4] =M3f [1,5-a] MLHE —6- 3 )-5-(6- FIEMLNE -2- ) -1H- K
-2 ) FE) FEPHUE (LR 147) KIHIE

[0383]

[0384] ZE =BT, M FTHERE I 3-((4-([1, 2, 4] =M 3F [1, 5-a] MEHE —6- & ) -5- (6~ F
FEMEE —2- ) -1H- B —2- ) FEE) EFE (4img, 0. 10mmol) HJ EtOH (2mL) ¥ ¥

70
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N\ 28%H,0, (13. 9mL, 0. 11mmol) F LN NaOH(0. 39mL, 0. 39mmol) » H4 JB-& #) N £ 60°Cik
1h, SR EZE O'C F I E NN IN HCL LUA™ST pH 7-8. BREFEFIE, RARWA CH,CL, ZEE
(2% 15mL) o CH,CL, ¥S¥FEK (5mL) FuEh/K (5mL) ¥Eik, &K Na,SO, Tk, il I8, s T
HEBT ., BRWE TR MPLC 44k, 18 F MeOH 55 CH,C1,(1:9 (v/v)) KITR-& ¥1E A el
51, 1B BFE AL S (15me, 35%) , A E A E K. 'H NMR (400MHz, CDC1,) 6 8. 93 (br s, 1H), 8.
32(s, 1H), 7. 77 (s, H), 7. 76 (dd, 1H, &, J=9. 2, 1.6 Hz), 7.69(d, 1H, J=9. 2Hz), 7. 56 (d, 1
H, J=8. 0Hz), 7. 44 (t, LH, J=7. 6Hz), 7. 39 (d, 1H, J=7. 6Hz), 7. 26 (t, 1H, J=8. OHz), 7. 21 (d, 1H
, J=7.6Hz), 6. 98(d, 1H, J=7. 6Hz), 6. 60 (br s, 1H), 6. 27 (br s, 1H), 4. 15(s, 2H), 2. 44 (s, 3H
) ;MS(ESI)m/z 410. 19 (MH").

[0385]  3ZHESMT _ERSCB B 5-7 Frik 5 il & TR 2 sl &4). 78R 2 FRGXLE
1 & R R -

fo3se] [ 21

[0387]
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'H NMRi{ppm)

MS (E8))
miz (MH")

140

H), 2.58(s, 3H}

{400 Mz, COCLY §:8.97 (br s, 1 H). 8.37 (s, 1 H),
7:82:dd, 1 H, J=6.2, 16 Hz), 778 (dd, 1 H, J = ]
02, 12 Hz), 749 {t 1 H, J=7.8 Hz) 7254br-d, 1.
H, J:= 7.6 Hz), 7-44-7.08 (m, 3 H), 7.04 (d, 1 H, J= |
7.6 Hz), 7.00-8.94 (m, 1 B). 4.44 (s, 2H), 291 (6, 3

414,20

141

{400 MHz;, CDCl) & 8.93 (s, 1 H), B.37 {3, 1 H),
7:80~778 (i, 2 H), 748 (4,1 H, J= 76 Hz), 7.35~ ]
7:30 {m, 1 H), 7.24 (b1 d, 1 H, J'= 8,0 Hz), 7.08~
7:054m, 3H), 7.02{d, 1 H, J = 7.6 H2), 467 (5,2 |
HY 8444, 3 M), 2.50 (s, 3-H) ‘

421.20

142

Hz); 4,548, 2 1), 2.99(5; 3 H),2.38.(s, 31

(400 NiHz, COCIICDLOD) 8:8.86 ([dd, 1 H, J=18: )
12 H2), 818 (5 1 H), 762 (dd, 1H, J = 9.2, 1.6
Mz), 7.57(dd, 1 H, 4= 8.2,1.2 Hz), 743.(t, 1 H, J= |
8.6 Hz), 7.24 (dd, 1 H, J=24, 16 H. 794 (t 1 K, )

ik, J=80H),7.13(d 1 H &, J]
=80 Hz), 7.04 (ddd, 1 H, J = 80, 12, 6.8 Hz), 6.97
(d, 1 H, /= 7.8 Hz), 6,83 (ddd, 1 H, J =8.0,24, 08

43822

143

7.8 Hz), 421 (5, 2H) 251 (5:3 H)

{400 MHz, CDCl)) 5:8.94 (br 5, 1 H), 836 (s, 1 H), |
7:81 (dd, 1 H, J= 9.2, 1.6 Hz), 7.77 (dd, 1 H, J = |
0:2,08 Hz), 7:44 (8, 1 H, 3= 7.8 Hz), 7.40-7.28 (m, |
5 #), 7.20 (brd, 1 H, 7= 8.0 Hz), 899 {0, 1 H, J=

367.18

144

(400 Miz, COChLY 58.98 (.1 H, =12 Hz), 837
(s:1H)7.804dd 1R, %8 J= 9:2; 1.6 Hz).
TIT{GE 1 H, gk, o =0208Hz) 746 (4
1 H, J= 7.8 Hz), 7.39 (d, 1 H, J= 7.6, 1.6 Hz), |
7:31-7.25 {, 1 M), 7:21 {brd, 1 H, J = 8.0 Hz),
744, i H, wg, J=78 1.202),7.10(dd,
1M, J=84, 12 H2), 702 brd, 9 H, J= 76 Hz), |
424 {52 H), 2:55 {5, 3 H} 5

38517

A28

[0388]
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'H NMR{ppm)

MS (ES])
miz (MH)

148

@ 1H, F=7.6H2),418 (5,

{400 MiEz, DM8O-d5) 512.70:(br s, 1 HY, 8.53:(br's,
1 H), 848 (s, 1 H), 7.96:(dd, 1 H, F= 82, 1.8 ¥Hz),
T84 1(d; % H, J'= 2.0 Hz}, 7.82{d, 1 H, J =92 Hz),
ZTALTL (M. 2 M), 789t 1 H;, sk, =786
Hz), 7.56 {t, 1 H, 4 = 7.8 H2), 7.47 (b 8, 1 H): 795
H), 2.47 (8. 3 H)

39218

146

{400 ‘MHz, DMSO=g) 5 951 (dd, 1 H, J = 1.6, 0:8
Kz}, 8:65 (s, 1 H) B.08:(bF s, 1 H), 7:07:(dd, 1 H,
F&, J=9208H2,7.850Wrd, #F,

1 H, 4= 80 Hz), 787 (gd
TESTTY (m 2HY, 783 (dd TH. gk, J=
7612 Hzy 76 (LT M. g m, J= 7.8 Hz},
736 (0,1 H, J= 76 Hz), 4.55 (8, 2 H), 2,505, 3

Hy

, TH, J =92 18 Hz), |

147

(400 MHz, COCls) B 8.93 (br's, 1H), 8.52 (s, 1), |

777(s, THLT76(dd, 1H, & J=96218
Hay, 7.66-(d, 1H,J = 8.2 Hz), 756 (d, 1 H, J= 80

Hzj 744 (. 1 H.J= 76 H2) 738 (G 1 M, 0= 78

g-3
Hz), 8.98 (4. 1 H, J= 7.6 Hz), 6.60:{br's; 1 W), 8.27 |
{bris, 4 H), 4.5 (s, 2 H), 2:44 (3, 3H)

Mz} 7284t T H.J=80MzR 7.2 (d 1M, J

41019

148

(400 MHz, CDEK) 5 8:94 (8, 1 H), B.37 (8, 1 H),
J# 76 Hz), 7.32 ]
6 H2),7.00( 1H,
&,

TIT-LT2 (M ZH), T H

7:25 (5, 3 HY, 7.08:d, 1H, J
ik, J=75H2,687 2H,

=80 Ha), 5225, 2 H), 258 .(s, 3H)

38317

148

{400 MHz; CDClz) 8.8.895 (1 1 H, J:= 12 Mz), 8.38
{5, 1 H). 7.80 (¢d; 1 H, J= 8.2, 0.8 Hz), Z.77 {dd, 1
H, =93, 1.2 M2}, 7,567, 1 H.J = 810 Hz), 7.31 (d,
1 H, =26 H2), 71909, 1 H, J = 8.0, 1.6 Hz),
734768 (m, 3 H), 7.00-6:85 (m, T 1), 534 (s, 2
Hy2.644s, 3H)

40147

£ 28

[0389]
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MS{ESI)

x b 20 H NMR:(ppm) | iz 1)

{446 MHz, CDEIWED,0D) 5:8.84: (dd, 1 H J=18,

13H7), 882 (s, 1 H), 778 {dd, TH,J= 92,18

H2), 7.734dd, TH, J= 9.2 120z}, 752, 1 H,J=| 40847

7.8 Hz), 7.42=7.37 (m, 1 H), 7.31-7.28 (m, 3 H),

725(6¢d, 1 H, €&, J=80Hz),7:07(d 1]
H, = 7.6'Hz), 523 (s, 2'H), 2.55.(s, IH)

150

(400 MHz; CDCl/CD;OD) 5894 (1, 1 H, =18
Hz), 831 (5,1 H), 7.76 {dd, 1 H, J= 82,18 Fiz), |
7:70(dd, 1 H, &= 9:2, 0.8 Hz), 7.51-7.47 {m, 2B},
1 7.421dd8, 1 H, J=80,24, 1.2 H2), 731 L 1H,.J
= 80HZ). 723 (d. 1K, J =76 Hz), 7.12 {ddd. 1 B,
J= 8.0, 2.4, 0,8 Hz), 7.04 (0,1 H,.J 7.6 H2), 5.22 |
(5.2 H),2.51 (5,3 H) !

151 42818

(400 MHz, CDClg) 5:8.89 (. 1 H, J=1.4 Hz), 8.35
(s, 1 H), 7.76-716 (m, 2 H), 745 (L 1H, J= 738
Hz}; 7.39-7.36 {m, 2 H), 7:30-7:28 (m, 2 H), 7.23- |
7.49{m, 2 H), 7,01 {d, 1 H, J = 7.8 Hz), 4:26:(s, 2 |
H); 2495, 3 H)

162 399.16

{400 MHz, CDCl;) 5 8.86 (br s, 1 H); 8.37 (s 1 H). )
7.78 (¢d, 1 H, J= 9.2, 0.8 Hz), 7.72 (dd, 1H, J=
9.2, 1.6 Hz), 7.54-7.48 (M, 2 H), 7.31=7.27 (1, 1 ]
H), 7.25(br-d, 1 H, J= 8.0:Hz), 7.13-7.08 (m, 2 H),

7.08 {d, 1 H, J=8.0 H2),4.304s, 2H),2.64(s, 3 H} |

183 41745

[0390]  AEHFHIE
(03911  FIF T HIIE T LIRE A R NS W EY) G

[0392]  VPAA ALKS W B AL (0 300 1 F f o 4 el 2 42

[0303] AFFAFRBEEILRSL, (¥ ALKS BALE Sr9 B RAMPRIEN NEA GST- @&
. B GSH- BUISHE (Sigma-Aldrich) EMEIEAILETRIAWEEAM. {EXKH Perkin
Elmer (Boston, MA, USA) [ 96— FL FlashPlates™ H #EAT B 2, S N AAFR g 50 1 Lo v
D0 A 45 TR #% 5 5 08 B R, BUF 0T 20w L Y8 Bk (ARUEZEMIE ) 5 1 LATP K
W, 5u Lo E R IR R (1) L& ¥ 10 % DMSO, 10 » L GSK3(14-27) (200ng) /101 L
ALKS W (Ing) ( FUIRE ). R EERf S 60mM HEPES-NaOH, pH7. 5.3mM MgCl,.
3mM MnCl,3 1 MNa,VO,~ 1. 2nM DTT.50 b g/mL PEG,e0- 1 1 ML ¥ =*PI-ATP ( K4 2. 5x10°cpm
5 7L).200ng/10 u L GSK3(14-27) Fl Ing/10u L ALKS, 1% j= RV B X |42 30°C T im
& 60min. FH50uL 2%(v/v)HPO, £ 1l & R, ¥ AR R, A 200 1 L 0. 9% (w/v) NaCl ¥t
TR, A BeckmanCoulter Biomek 2000 H3IRGHATINE . HAE RN SR A
(Microbeta, Wallac) M5E PP, KIZE& (LA “cpm” v,

[0394] 3 (I) S WEHEEIN/DNTF LuMBY IC, {8 FLRI/PF 0. LuM i IC, H 4F
Lo Z E PN T 10nM 1Y 1C, 8, 10K 3 BizR. |
[0395] [ 3]
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[0396]
SEHEB] | ICs(nM) SEHER] | ICs, (M)
i 13. 10 51 12. 30
2 6.68 52 23. 40
5 9. 41 53 60. 10
6 17. 40 54 9.93
7 8.96 55 6.70
8 9. 84 58 39, 60
9 6. 39 59 19. 50
10 9. 41 60 4.83
12 6. 16 63 32. 10
14 10. 70 64 20. 60
15 12. 30 65 29. 70
16 7. 54 66 9. 14
17 14, 60 67 54. 60
18 6.54 68 11. 00
20 4,53 69 24, 50
22 17. 10 70 12. 80
23 13. 90 71 59. 10
24 9.07 72 16. 60
2% 15. 60 73 78. 00
27 18. 00 72 39, 50
28 17. 40 75 15. 40
29 14. 30 76 39. 00
30 10. 60 77 15. 30
31 8. 01 78 15. 10
33 14, 20 79 46. 60
34 16. 20 138 9. 40
35 46. 00 139 23. 20
36 14. 20 140 49. 80
37 11,90 141 118. 00
40 29. 60 142 153. 00
2 14, 40 143 19. 80
R 14, 30 144 25. 10
44 48.10 145 12. 40
45 57.50 147 20. 00
16 44. 20 148 13. 10
47 14, 40 149 25. 40
48 22. 10 150 23. 90
49 15. 30 151 22. 50
50 50. 70 152 20. 70

[0397]

[0398]  VEHY ALK4 FRBEHERRAL 3006 15 F A JC 40 B g 2

[0399]  ATLAHEHB 5 b3k ALKS #Pi4E FE BT AR AL 7 I 8 ALK SR i BR AL 1 A =X

(1) 4b&M il T {8 GST- #7389 ALK4 (Invitrogen Corporation) 1 RBER-CHK ik

FEB GST- FRic B ALKS A GSK3 (14-27) LL4k. '
R () WAEYWBEBERIDT LuMH IC, B ;HLRIDT 0. LuMA IC, H A
ML 2R R I/ T 1OnM 1) IC,, 1H

[0400]

[0401]

ol
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[0402] #F 3k & Perkin Elmer i 96- 1L FlashPlates™ o 3 4T B B M 52, S LA AR O
501 Lo 43U/ 35 TR R 2 SIS B WG RAR, IEAF AN T 15 L ATP KL 20 L W5 P
ChRAEZE IR0, 5 1 L4 SCHEM) 2 1 10%DMSO, 10 1 L & / SRR &9 HI7KHE o A LY =2RTi
RF)EH 70mM HEPES-NaOH, pH 7. 5.3mM MnCl;.3 u M NayVO,.1. 2mM DTT 11 M[ v -*P]-ATP
(K #4 6x10°cpm L) B 3 s (AT AR B AR Y (TR 8. 3 R RX BB EAILE 30°C Tig
% 60min. FH 50U L 2% (v/v)HPO, £ 1 KR, 4 PAR 4, A 200 1 L 0. 9% (w/v)NaCl RIS
FHIR . 4RI %2 %8 A BeckmanCoulter Biomek 2000/SL B AT ARETRNET
BraegiE ¥p, g4 (L “cpm” H).

[o403] [ 4]

[0404]
Ed=hil IC, (M) 10w MEgFmEl % [ 1M pFmEl %
ALK5 0. 00668
ALK4 0.0173
P38a 1.720
VEGF-R1 0. 391
VEGF-R2 0. 097
VEGF-R3 0. 257
ALK1 66 20
ALK2 71 17
ALK3 27 -6
AKT1 3 0
CDK1/CycA 2 5
CHK1 5 -2
DAPK1 11 5
EGF-R wt 43 -8
ERK1 66 17
GSK3 a 15 10
MEK1 wt 47 14
MET wt 12 -5
MST1 3 -7
PAKI —3 -7
PDGFRa wt 91 53
PDGFR B 87 47
PKA 18 -7
PKC a 4 -9
ROCK1 9 3
RPS6KA1 14 6
STK23 -1 -4
[0405]

(04061  YPHT TGF- B 135 & i 10 40 fu 3 I 1E A Bl =2 v

[0407] 3% B p3TP-Luc (neo) 3K JFU #9 HaCaT-3TP-Luc #3 52 40 H2 BY 4T1-3TP-Luc %3
o ) 43 B4 B 2. 5X 10° 4R / FLEK 5} 10° 41 / LR B BEFHAE 96— FLFAR .
o 58 h HH 60-T0% i, EH B SR EERR (D) WEWIKAFEE T, 78 37°CH 5%CO, A
4 TGF- B 1(2ng/mL) {9 0. 2%FBS AL FE 4 fiUiX 24h. #%HE) M A A Luciferase Assay
System (Promega) % 41 HOYS R4, & B &t Micro Lumat Plus(Berthold, Germany)
WE K.
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[0408] X (I) LEWEFERI/DT LuMK IC, {H HLRI/PT 0. 1u M IC, H sF
e B RI/NF 10nM [ IC,, {H

[od400] SR LIEE

[0410] ¥4 MCF10A 40 ffo 4% fE 2 X 10° 40/ / FLEVIR B PAR B FR1E 6- AL PRI B IR A Lo
12h J& , 24 40 o o 35 I, 2038 LO%FBS K555 %y 0. 5%FBS 1 322, — -+ IY/hit/5, EH 5L
B SEREE) 2(1u M) RIFELE R F TGF- B8 1 (2ng/mL) ACBAHMEE 2h. AJ5, EER T RHAAR
P 4% BB v B 22 SOmin, FHVR KR (& 50mM NH,CL f) PBS) ¥ K 15min.  FH PBS ¥t
BRI SE I / BEEE (& 1%BSA F10. 1% Triton X-100 fJ PBS) ZE=ER T
B A 1h, 55 -Smad2/3 H & (BD Biosciences, Franklin Lakes,NJ,USA) £ 4 C TR T
. EB) Cy3- &5 WL 2EH - /M Ig6(Jackson ImmunoResearch Laboratories, Bar
Harbor, ME, USA) 1§95 /AT ¥4k . F DAPI ¥y 4o AH R4 M f4% . FIA LSM 510META ¢
F4E BB 245 (Carl Zeiss, Germany) 43 M4 M.

[0411]  SCHER) 2 F041 T MCF10A 4Efu-h TGF- B 1- 5K Smad2/3 % S 17 .

lo412] fH O &N EER

[0413] 4% MCF10A 40 ffuf% #8 2 X 10° 40y / FLEIR LB TE 6- FL PR . Sl i
YRR 80% f THT AR, 25025 10%FBS 4 0. 2%FBS. 24h J& , {&Bh B ELR B & R HE G O, A
JEEA KA SR 2 (L e M) BFEE T TGF-8 1 (2ng/mL) ALFEYN ML 16h, T HEM
15 R MM B %, IB1E Inage JF2/F (National Institutes of Health, MD, USA) vt
FH 0 F 16h B AR .

[0414]  SCHEMH) 2 $04) T MCF10A 412 TGF- B 1- FHF AT .

[0415] Matrigel RN EE

[0416] ¥ Transwells(6.5mm B 42,8 um FL 4% ;Corning, Lowell, MA, USA) K b & [ &
DL20u L 2B Matrigel (BD Biosciences). ZEABERHE EH 2 KIFET, £8FH
S AN 4 TGF- B 1 (2ng/mL) T M0 & 485 F5 2 7P, 0% 4T1 40 M35 M8 4X 10 40 / FLIM B |
B RN LE Transwell B _E#P2S 0] L, A REAE LR 2 MEET, B FRTEERESE
TGF- B 1 (2ng/mL) K] 10%FBS. #E 37°CHA 5%CO, FIEE 20h f5, B MR LR BAEEK L&
T g e, F) B 98 % B SR W 520% BE 2R R T _E 0 DAPT- YL 4l A, M 5 NBEFTRLES
S BB g0 .

[0417]  SEHifF] 2 7F matrigel 1R I EEFIIH T TCF- B 1- F R WA REZE

(0418]  AHPAEKHR

[0419] 4% 4T1 Z0fUER MCF10A 40 M+ A FL 5X 10° 41 B IR B BN TE 96— FLFAR . 4H
WA M S5, 16 0. 2% (V5 ¥E FR 5L Fh I SEHE] 2 () DMSO B AL B 4R . VBB KRG, 18 B)
SRB & v iE AU AR AR RE T -

[0420]  SEHES) 2 BoRXT 4T1 40 ML AE KB B2 00, 2240 in MCF10A 4 M4 H oG B3,
MTTEEZR T SEHER 2 B4 — FE R BN FFAE B T R P e B AR A

{04211 X BALB/c 4T1 FF#HE /D RS RIPT - BB BN

[0422] M Orient Bio Inc. (Seoul, Korea) WJEMEME BALB/c /NR . [FEIHRERKEE
W (22°C), B M EYFK. ¥ AT M (12X 10° 41/ ) &IFLE PBS 1, AR EIN
FE WS BALB/c /NS #4 FLRER (B 0 R). LR 1 F, ABHBTHREAZRE GRO
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%Y. # Sl 3(13. 6 3, 27. 3mg/ke) WK, OIRE T/ 8 BID, BAESEHR, HENA.
ZESEI 2 o, MBI T 4 Ko WSEHEf 2(5.10.20 BX 40mg/ke) BT AT E&EGF, Ok
BTG, BREESEFR, BE =, £X%3F,LERTE 4R, HEHEH 2(5.10.20
5% 40mg/ke) WF AT BHSH), ORE TR, S —R—K @AZV0, 424 K. 5L
5 4 b % ATL 4000 (1X 10° 4008 ) BRVEAE PBS of, ML+ RS HEME BALB/c /MBI ZE #4 ¥l
Feth (55 0 ). MBI T 10 K. HLHER] 61(43. 6mg/ke) ¥ T HK, AR 2 T /MR,
SR —R—IR, B 2.5 B AWK, ERE—IREHE 24 E 72h LFTN KL L] 1]
% N vE ST 15% ENEEEBVHE (Hardy Diagnostics) K PBS. 43 B4 EN AL ST B BN,
i Feket Ky (4 60% 218, 3% FEEA 4% Z &R ¥ PBS) B E D 20min. gt R
TSR 7 (SR, RSO IR AL HA S B A R R R B e R RUA TR BUTT
TEVHE MR AR

[0423] B ARR = (0. 5236) X ( T )X (KE)

[0424]  SZHEf] 2.3 F161 BEEAO T LHEBETHEE.

[0425) ZESCI 3 ob, BEAT 5% 12 FREA S 4 4, LU EE STt 2 X g A 43 Smad2 BEIRAL
IS, EALFE /N BT 2h, SO/ BUBR K A T BRI (4nM HCL, 1mg/mL. BSA) B
4 TGF-B 1 (50ng/ /NEL) HIEREZ K. 7Evk b, 3k B/ B M H R RIPA
[50mM Tris, pH 7.5, 150mM NaCl,0. 1% + Z#EEB0ER4N , 0. 5% LI HEERHY , 1%NP-40, 1mM
NaF, 1mM Na,VO,, ImM PMSF, [ B HIFE B RF (1 F Roche Diagnostics GCmbH & A
B0 260 ¥ BB T 3R 71 /10mL) (Roche) ] H¥f# 20min. 7E 4°C'F, LA 13000rpm B.C» 20min,
{§ V5 fB 7= 4 V8 78 . B Micro-BCA (bicinchoninic acid) & B Bi#ll IR & (Thermo
Scientific) M5 LiERHIE A FRE B, LR R EEEEK HKkI B EH 20-50 L g 85
SR AR =), SR 5 Rk B B R R M LM (Millipore, Billerica, MA, USA) .
YR F 44 0. 5% Tween—20 (PBST) 4 5%BSA (Sigma-Aldrich) fJPBS # U 1h, 5T 55
hy —7E 4'CTFEB T & H0 - B -Smad2 Millipore) . It -Smad2/3 (BD Transduction
Laboratories, NJ, USA) BXjr - B - WA (Sigma—Aldrich) ) PBST, F AR &4 1%BSA. M
WA PBST BEi% =K, 5 BUR L S PEE (HRP) - B8 & 1A e — /M R HTA B HRP- B 1Y
L2451 -tk (SantaCruz Biotechnology, Santa Cruz, CA, USA) EEETESE the #
P8 B T BN K 15 R# (SantaCruz Biotechnology) il BT 45 & HOBUME. HIH & Bt
LAS-3000 4% 1% (FUJIFILM, Tokyo, Japan) 43 #7385 o

[0426]  STHEM) 2 30 T hEg 43 7 TGF- B 1- % F /Y Smad2 BFELAL.

[0427] X MMTV/c-Neu /s SR L AR S ASE R PRI HLAE HE SR

[0428] M Jackson Laboratory(Bar Harbor,ME,USA) 93K MMTV/c—Neu M 5 3 TR /)N
£ {EEN YL FEAEIR 5 SPF RIAIR (22°C ), B BBt RIK. FESER 1A, R SEHE B
61 (43. 6mg/ke) VT Eh/K, BN A T = A% MMIV/cNeu /MR, BB —R—IK, FF4E=
F. E528 2 o, Sz HER] 3 (43. 6mg/ke) W T 2K, AR A4 T =+ Z Ak MMTV/c-Neu />
B, BE—F—W, Bt A. BE—IREZE 24h LI/, EBVIRAKE B (HEE)
GRS IR, T I SRR A AL R B - B ER A mRNA KT, 1%
"R e B TRIzol iF (Invitrogen Corporation) #Hl RNeasy Mini R5& (Qiagen)
MIXLEZH 40 AR 43 BT 25 RNA. 7E 37°CF, f%Bh MMLV RTase (Invitrogen Corporation),{&f
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BEALE|Y) (Invitrogen Corporation) M 2u g M RNA & ff cDNA i& 1h, f§FH Taq &Y B
(Promega) F T 7| EE4: 5 | #3347 PCR 38 /N GAPDH( IE[q] )5 -ATG TGT CCG TCG
TGG ATC TGA-3’ 5 ( &I )5’ -TTG AAG TCG CAG GAG ACA ACC-3°,/pRl B-B8EH (iE
[ )5’ ~TCC CAC AAA ACA TCC AGC C-3° 5 (Ia )5’ —ACG GAA TGT TGT GGA GTG G-3’.
18 B B 6 BB R I FLUK 43 BT BT 38 ) DNA. |

[0429]  SEREM] 61 B2 Wb iR # 8 MG AR . 7E MMTV/c—Neu /) LAl o A 1 21 B
ZKFH B - BEA (—FELARAMEARICHY) mRNAL. SEHES) 3 1 61 EEIHIGP K B - B
4 mRNA F3k/KF AE B T BRI BT A '
[0430]  f& B BT Rc At 2 ) 2 [ 0 7L AR b 788 o MMP-9 0 MMP—2 & M. #E UK B AR B/
B B BI04 (30mg) 7F 500 u L RIPA £2pHR (50mM Tris, 150mM NaCl, 0. 1% 4 ke ZE4i
Bt , 0. 5% PR IHER4H , 1%NP-40, A3 EDTA WIE A BEM &I F) - Hf# 10-20min. E4°C
F, LA 13000rpm B0 10min, {FE#E =Y P8E . FIFH Micro-BCA & B M &R F& (Thermo
Scientific) ME LERMNBARSE. WEH 150 g BT FIEME YIS E S 1
W& (0.5M Tris, pH 6.8, 50% HiH , 10%SDS F1 1% MREY B D, I & Sak A . G E A
ZE 60°C T 0 Smin, ZEE A 0. 2% B 10% BITH BRI RE R 34T Bk H. EER
T, SRR YRR P [2. 5%Triton-X100, 0. 05M Tris—HCI,pH 7.5 F1 0. IM NaCl] ¥k
30min AR5, fE 3T CF, [kt ZEIE B 28 v (0. 05M Tris-HC1, pH 7.5, 0. 15M NaCl, 0. 01M
CaCl,, 0. 02%NaN, 1 1 u M ZnCl,] B F 16-18h, FEIRIRIE. EZE T, WERM &4 5% F
B35 10% ZBRI 0. 5% FE L Hi iF R250 ¥ Y 5 2—4h, FR7E VR T AR G (5% FEF 5 10%
ZEDIB A, 30min. )2 BV LAS-3000 SR (FUJIFILM) , LA cybergreen BEsX15 2GR
K%,

[0431]  SEHEW] 3 G20 BUA SRR A8 o MMP-9 F1 MMP-2 V& TE .

[0432]  XTREES - S53L A0 AT 4 EAb B PO B 47 4E A 280N,

[0433] M Orient Bio Inc. WJSEFSJEEHEM Sprague-Dawley (SD) K. #ESEH 1+,
¥ /A E 180-200g 1) SD K RBENL R EALHAH BFRMUT AR (0=5), BRFARKE
M) 3 4B KB, (43. 6mg/ke, n=5) , JHE - 48T (BDL) K (n=10), A 21. 8 BX 43. 6mg/
ke STHERI 3 4b B BDL KB (n=10) . £E3EH 2 o, ¥4k E 180-200g FJ SD K B BEAL 4 Al
FASEEAE TR AR (0=5), BDL KK (n=10), f 5.10 5 20mg/kg SLiEH] 2 &b
E ¥ BDL Kl (n=10). HUBDL M &, H3IMH zoletil (20mg/kg) FFE$uME (10mg/kg) R
W, RESLFHRE, A 3-0 280 - 4. BE—KEHEETHERSL TS, B 2%
BEFEEAOLT. REVEREH KR MAOLEHAEE. ERFAOKRF, EEEF—
P10, RE%E, TFRAMGE. LB FETFAREER 20 LN XTRER O RS T 56 H5)
3 I ER /K VAR (B 1) B SERER 2 BN T B AT (LR 2), B A =R, wa A,
BDL {5 FFA. EshitrERE=E Q1C) W.MNETEEXKEH WK, &5
IRESTHJE A8h, RILENY), W 2= T BRFNRT o 45 AT RE SO U A 8 43, LER A IR, 7R
T -T0°CF . AR 10% PHEENRRDK, SHHSREENE, £E%KE
BAER R BRAINZSEEHTH. B WS, FESGER e lme& (Asan
Pharm. Co. , Ltd. , Hvaseong-si, Korea) M MER AR ERLLEBE (ALT) KRR EREE
BT (AST) BIVETE. R BB ICES I & — MMy AR 4L . 18 AR #F S B jE 78 10% =P
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WL EE R ROAE R T AR, AR B AT B RO A WS LB R . YIRITH (Bum B, FHAAES
BEAT (HEE) Yo, (5002 BAMAEAYE . ZE0K b, (EHFALLAE RIPA 09 [50mM Tris, pH
7.5, 150md NaCl, InM EDTA, 0. 1% -+ = %% & B B 44 , 0. 5% it & 2 & 41, 1%NP-40, 50mM
NaF, ImM Na,VO,, lmM PMSF, & (A EEIHIFIR IR (1 A RocheDiagnostics GmbH & &
i ) 4350 %8 JB2 X 71 /10mL) (Roche) ] F#f# 20min. fE4CF, L 13000rpm BL» 20min,
VRS . R A Micro-BCA EE I ERME (Thermo Scientific) & L&EW
MEEREE. £ 6-10% + ZHRERBRS - RABTIZ K Bk EEH 20600 g
E%Eﬁ%%%ﬁ%%ﬁ%%@ﬁ%ﬁﬁ?@MmmX&%mmﬁﬁ%ﬁ:ﬁaﬁﬁ
(Millipore) . & FI 5% BSA (Sigma—Aldrich) Bk 5% i 8 B 7K LSRR T 1h, 55 T B HAA
7 — 4 CTFEEIK AP -Smad3 (Cell Signaling Technology, Beverly, MA, USA) , &
Hi - a -SMA(Millipore) , /NPT - HEERA, INEHL - BB A (BD Biosciences) , B /b
Qb - B - NENE A (Sigma-Aldrich) . #HEA Tris- S HIKYLHZIK, 5 HRP- ARl
A4 — PSR HRP- BAKILIER - /NRFUE (SantaCruz Biotechnology) HEEETE
% lh. FJAH ECL RFI& (GE Healthcare,Princeton,NJ,USA)*@WWEEZ%%%E@fﬁﬁﬁo %
BEF LAS-3000 B4 (FUJTFILM) 23 B i sm/x o

[0434] 548 ARMRHE AR L, BOL KR ERE AEREMSE (AR EEEN.
st 2 F1 3 WA T BDL K RINAE R, MK T 8 F (IR E&. S5{8F RKH3hAH
b, 76 BDL - B Fh 0 825 fL3% ALT 1 AST A B EHE . SEHif) 2 A1 3 42/ T BDL N4z Rl
V& ALT F1AST. SEHEG] 3 M4l T Smad 155 153, FF B#H| T BDL KEFFETH o -SMA, 4T
EEEARES. SO 2 M T BDL K RATRERE o -SMA RIAEERA. 5HE®EKR
FFFAR LG, BDL ok BUFPAE SR A S A TR, LUR AR R S5 R R R AT AT 4E AL
TR AT . SEHEM) 2 F0 3 B B ISR T BDL- B5 B IA L.

[0435] [ 5]

[0436]
2840 (mglkg) #HE () BEEE _
K (o) FE AR (%) B (%)
BFR Bk 357£5.2 11.7£0.36 | 0.7840.06 | 3.28+0.07 | 0.2230.02
B3 | 354212.2% | 1182071 | 0.8120:04 | 3342012 | 0232001
(43.6) ,
BDL f 3082617 | 22.851.3077 | 2.0120147 | 7.43£0.4477 | 0.65:0.04 |
SR | 340296" | 16:42072°M | 1.3020.077 | 4.85:0.26"" | 0.3920.03""
@18 | | .
R | 335484 | 161208777 | 11920097 | 4842026 | 0:360,037
(43.6)

[0437]  HIEARFK T £S.E. (n=5-8) .

[0438]  sok:p<0. 01 AR FEEFEAR (sham) ;#:p<0. 05 AH%TF BDL; ##:p<0. 01 FHXF T BDL.
[0439] [ 6]

[0440]
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#1 %) (mg/kg) () SEE¥
Rt (2) (e) BEOR(%) | PR (%)
BFR ik 345863 | 12.130.77 | 0.8330.05 | 3.51£0.21 | 0.24£0.02
‘BDL Bk 31551617 | 20.3+2.45" | 2.5420297 | 639051 | 0.800.05
FEM 2 | 324573 17,541,862 | 2.00£0.28" | 5.4620.62 | 0.6320.09™
5)
KA 2 | 3122104 | 1582188 | L5720.2° | 508060 | 0512005
10)
KM 2 | 3124847 | 15.2£1.80 | 1.50£0.16" | 4.8820.63 | 048£0.05"
_ (20)
(0441]  HHEAFKFI £S.E. (0=5-8),
[0442]  %:p<0. 05 FEXT FLFEA (sham) ; **:p<0. 01 FBX}F sham;#:p<0. 05 #H%F BDL.
[0443]  XTHESRER - 7 B BT 4 AR Y B HLET 4EAL UMY
[0444] M Orient Bio Inc. WIIE IR HEYE ICR /D&l KK E 31-35¢ i)/ B FEHL 4>

A LA BFARBIIE/NE (EK,n=6), HMKEZE G- LE /PR (0=10), H 5.
10 B, 20mg/ke L) 2 40 E # BLM- A&/, (0=10) . BUFA AU FE RS, R/ RA
zoletil (10mg/kg) FNFEHIE (5mg/kg) BRER, LS8 NELES 0 K457 BLM(BLM Bt iR
#h , Img/kg) (MBcell, Los Angeles, CA, USA) K 60 u L /KW . K Lifl 28T ALTERB
IR, ORAT AR, SRR HEMAE. hTHE 7K. FHRFEREE Q1C) W,
R 2t E R KB EMIK. FREZA, R, BEMM. 5 RARY) s T
4y, TCIRE P BEG, (RTEE -T0CF o B—HAMEN 10% R HEZHHIAR /R S, AR
RESRE., SWLRBERREBRINNESTERIETI. ¥R & E EE 10%
MR AR /R Tobk e, RS AT B LA A I B R R . DI e m D, R R RN 5
BE4T (HRE) Zufa, SR BMBAE . EVK L, M4 RIPA & [50mM Tris, pH
7.5,150mM NaCl, 1mM EDTA, 0. 1% -+ = %¢ % 5% B8 44 , 0. 5% it %0 2 B& 4 , 1%NP-40, 50mM
NaF, ImM NagV0,, LmM PMSF, & [Eg#I#I7I%8 B RHA (1 5 Roche Diagnostics GmbH 2 H
R sk 70508 R B3 /10mL) (Roche) ] ¥ ## 20min, 7E 4°CF, B 13000rpm &L 20min,
VIR vE . R Micro-BCA & A M & (Thermo Scientific) WE LIFWHIE
ERE 8. (55 6-10% - AR B - B BSR4 B & H 20-50 1 g S AR
HIVEIE =), SREH % DRSS A 4 I (Whatman ® ) o K IEF 5% B e i /K FLE R A 1h,
545 —a -SMA (Millipore) BR/NRHT - HFEE A (BD Biosciences) fE 4 CTFRE LR
WEREFE Tris— Sm KIS =K, 5 HRP- B & KWL 2E51 - RBUATHRP- A& KWL 3510 - /D
BBk (SantaCruz Biotechnology) #EEE FIRE Lh. FIH ECLAFI& (GEHealthcare)
Fo BT 65 & BB . TP 35 BE 1 LAS-3000 A AR (FUJIFILM) 43 M7 it w o/ .

[0445]  SEFREGFHALL, BIM- 5 ST S ERE T R/AKFER o -SMAFIEEES.
SCHEM 2 4 T BLM- iE SIS AL o -SMA FIEFEE H. kB BLM- 4B /D RKITA
PR TRA U AR SRR AL, AR R A (B R AR B, R B4 4% M4 R, IE RV IR IR TTRR
/MR AR . SEREG] 2 FEE AR BT T 2980 T BLM- B FIARFE UK.
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HaCaT-3TP-Luc 48/
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