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(57) ABSTRACT 

A novel fused pyrimidine derivative has an inhibitory activity 
for tyrosine kinases. A pharmaceutical composition for pre 
venting or treating cancers, tumors, inflammatory diseases, 
autoimmune diseases, or immunologically mediated diseases 
contains the fused pyrimidine derivative as an active ingredi 
ent. 
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NOVEL FUSED PYRIMIDINEDERVATIVES 
FOR INHIBITION OF TYROSINE KNASE 

ACTIVITY 

CROSS REFERENCE TO RELATED 
APPLICATIONS 

0001. This is a continuation of U.S. patent application Ser. 
No. 14/521,766 filed Oct. 23, 2014, which is a divisional of 
U.S. patent application Ser. No. 13/805,183 filed Dec. 18, 
2012 (U.S. Pat. No. 8,957,065) and which is a National Stage 
of International Application No. PCT/KR2011/004482, filed 
on Jun. 20, 2011, which claims the benefit of priority from 
Korean Patent Application No. KR 10-2010-0059686, filed 
on Jun. 23, 2010, the contents of which are herein incorpo 
rated by reference in their entirety. 

FIELD OF THE INVENTION 

0002 The present invention relates to a novel fused pyri 
midine derivative having an inhibitory activity for tyrosine 
kinases, and a pharmaceutical composition comprising same 
as an active ingredient. 

BACKGROUND OF THE INVENTION 

0003. There are many signal transduction systems in cells 
which are functionally linked to each other to control the 
proliferation, growth, metastasis and apoptosis of cells (Wil 
liam G. Kaelin Jr., Nature Reviews Cancer 5, 689, 2005). The 
breakdown of the intracellular controlling system by genetic 
and environmental factors causes abnormal amplification or 
destruction of the signal transduction system leading to tumor 
cell generation (Douglas Hanahan and Robert A. Weinberg, 
Cell 100, 57, 2000). 
0004 Protein tyrosine kinases play important roles in such 
cellular regulation (Irena Melnikova and James Golden, 
Nature Reviews Drug Discovery 3, 993, 2004), and their 
abnormal expression or mutation has been observed in cancer 
cells or autoimmune diseases. The protein tyrosine kinase is 
an enzyme which catalyzes the transportation of phosphate 
groups from ATP to tyrosines located on protein Substrates. 
Many growth factor receptor proteins function as tyrosine 
kinases to transport cellular signals. The interaction between 
growth factors and their receptors normally controls the cel 
lular growth, but abnormal signal transduction caused by the 
mutation or overexpression of any of the receptors often 
induces various cancers or autoimmune diseases such as 
rheumatoid arthritis. 
0005 With regard to the roles of these tyrosine kinases, a 
variety growth factors and receptors thereofhave been inves 
tigated, and among them, epidermal growth factors (EGF) 
and EGF receptor (EGFR) tyrosine kinases have been 
intensely studied (Nancy E. Hynes and Heidi A. Lane, Nature 
Reviews Cancer 5, 341, 2005). An EGFR tyrosine kinase is 
composed of a receptor and tyrosine kinase, and delivers 
extracellular signals to cell nucleus through the cellular mem 
brane. Various EGFR tyrosine kinases are classified based on 
their structural differences into four subtypes, i.e., EGFR 
(Erb-B1), Erb-B2, Erb-B3 and Erb-B4, and it is known that 
EGFR activating mutations, such as L858R point mutation in 
exon 21 and in-frame deletions in exon 19 of the EGFR 
tyrosine kinase domain, are the important cause of non-small 
cell lung cancer. 
0006 Gefitinib (AstraZeneca) was initially developed as a 
small molecule for the inhibition of EGFR tyrosine kinases, 
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which selectively and reversibly inhibits EGFR (Erb-B1). 
Erlotinib (Roche) has also similar characteristics. These 
EGFR-targeted drugs are efficacious for non-small cell lung 
cancer (NSCLC) and provide therapeutic convenience for 
patients with EGFR activating mutations. 
0007. However, it has been reported that the development 
of resistance lowers the activity of a particular drug used in 
EGFR-targeted therapies. It has been already reported that 
about half of the patients administered with Gefitinib or Erlo 
tinib exhibited the resistance to the drugs due to the induction 
of the secondary EGFRT790M mutation (William Pao et al., 
Public Library of Science Medicine, 2(3), 225, 2005, Cancer 
Res, 67(24), 11924, 2007). Further, it has been recently found 
that irreversible inhibitors to target for EGFR are more ben 
eficial in securing excellent efficacy and overcoming the 
resistance development, as compared to the conventional 
reversible inhibitors such as Gefitinib and Erlotinib (Danan Li 
et al., Cancer Cell 12, 81, 2007; and Anja Michalczyk et al., 
Bioorganic & Medicinal Chemistry 16,3482, 2008). Hence, 
irreversible inhibitors such as BIBW-2992 (Afatinib, 
Boeringer Ingelheim) (CH Mom et al., British Journal of 
Cancer 98, 80, 2007), PF00299804 (Dacomitinib, Pfizer) 
(Engelman JA, et al., Cancer Res. 67, 11924, 2007), and 
AV-412 (AVEO Pharmaceuticals) (Tsuyoshi Suzuki et al., 
Cancer Sci. 98(12), 1977, 2007) have been developed and are 
currently in the clinical stage. The compounds have been 
known to form a covalent bond with Cystein 773 (Cys773) 
positioned at an ATP domain of EGFR, thereby irreversibly 
blocking the autophosphorylation of EGFR and thus effi 
ciently inhibiting the signal transduction of cancer cells 
(David W. Fry et al., Proc. Natl. Acad. Sci. U.S.A. 95, 12022, 
1998), and exhibit higher inhibitory activities compared to 
the reversible inhibitors commercially available as dual 
inhibitors of EGFR/HER-2, or pan-HER inhibitors in invitro 
activities and in various in vivo models of carcinomas (Jeff B. 
Smaill et al., J. Med. Chem. 42, 1803, 1999). However, the 
compounds may cause serious side effects such as skin 
rashes, diarrhea and weight loss due to high activities to 
EGFRWT (wild type) present in normal cells, when they are 
administered in a dose sufficient to overcome the resistance 
induced by EGFR T790M mutations, and this has been lim 
ited their clinical application, (Martin L. Sos, et al., Cancer 
Res. 70, 868, 2010). 
0008. As evidenced by clinical tests of the irreversible 
inhibitors in non-Small cell lung cancer, the compounds have 
exhibited improved activities but still weak therapeutic 
effects in the resistance development of cancer patients, com 
pared to the conventional reversible inhibitors. Accordingly, 
there has been a continued need to develop a novel drug that 
is effective in drug-resistant cancers and has no adverse side 
effects. 
0009 Meanwhile, there are various evidences that B-cells 
(B-lymphocytes) and T-cells (T-lymphocytes) play a key role 
in the pathogenesis of inflammatory diseases, autoimmune 
diseases and/or immunity mediated diseases. 
0010 For instance, aberrant signaling can induce deregu 
lated B-cell proliferation and differentiation to cause all sorts 
of lymphoma including various acute or chronic lymphoid 
leukemia and can cause formation of autoantibodies that lead 
to multiple inflammatory diseases, autoimmune diseases and/ 
or immunity mediated diseases. 
0011 Brutons tyrosine kinase (BTK) is a member of the 
TEC family of tyrosine kinases, and plays an important role in 
B-cell activation and signal transduction. BTK plays an 
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essential role in B-cell signaling pathway which links the 
B-cell receptor (BCR) stimuli on the surface of B-cells to the 
response in downstream cells. Further, BTK has been known 
to be a critical regulator of B-cell development and mature 
B-cell activation and survival (Khan et al., Immunity 3, 283, 
1995; Ellmeier et al., J. Exp. Med. 192, 1611, 2000; Kurosaki, 
Current Opinion in Immunology 12, 276, 2000; Schaeffer and 
Schwartzberg, Current Opinion in Immunology 12, 282, 
2000). Thus, inhibition of BTK could be a therapeutic 
approach to block B-cell mediated disease processes. 
0012 For example, it has been known that BTK-deficient 
mice are resistant to collagen-induced arthritis and BTK 
inhibitors have been demonstrated dose-dependent efficacies 
in a mouse model of arthritis (Jansson and Holmdahl, Clin. 
Exp. Immunol. 94,459, 1993; Panet al., Chem. Med Chem. 2. 
58, 2007). Thus, effective BTK inhibitors may be useful in the 
treatment of rheumatoid arthritis. 
0013. In addition, BTK is also expressed by cells other 
than B-cells that may be involved in disease processes, i.e., 
bone marrow-derived mast cells. It has been reported that the 
antigen-induced degranulation is Suppressed in BTK-defi 
cient bone marrow-derived mast cells (Iwaki et al., J. Biol. 
Chem. 280, 40261, 2005). This shows that BTK could be 
useful to treat pathological mast cell responses such as allergy 
and asthma. 
0014. Also, monocytes, in which BTK activity is absent, 
showed decreased TNF-C. production following stimulation 
(Horwood et al. J Exp Med 197, 1603, 2003). Therefore, 
TNF-C. mediated inflammation could be modulated by BTK 
inhibitors. 
0015. Furthermore, BTK has been reported to play a role 
in apoptosis as some of regulators (Islam and Smith, Immu 
mol. Rev. 178, 49, 2000). Thus, BTK inhibitors would be 
useful for the treatment of certain B-cell lymphomas and 
leukemias (Feldhahn et al., J. Exp. Med. 201, 1837, 2005). 
0016. Meanwhile, T-cells play a role in transmitting sig 
nals delivered through the T-cell receptor (TCR) on the cell 
Surface from antigen presenting cells into downstream effec 
tors by the activation of intercellular various kinases such as 
janus kinases. At this time, they secrete various interleukin 
(IL) or interferon-Y to activate various leukocytes as well as 
the B-cells. Protein kinases involved in signal transduction in 
T-cells are Janus kinases (JAK) such as JAK1, JAK2, JAK3 
and TYK2, IL-2 inducible T-cell kinases (ITK), and TEC 
family of kinases such as resting lymphocyte kinases (RLK). 
0017 Janus kinases involving JAK3 have been widely 
investigated as a target for autoimmune and/or inflammatory 
diseases. Among them, unlike JAK2 involved in hematosis 
and erythrocyte homeostasis or JAK1 expressed in various 
tissues, JAK3 is expressed in lymphocytes and plays a very 
important role in signal transduction via various cytokines, 
i.e., IL-2, IL-4, IL-7, IL-9 and IL-15, which is more attractive 
(Flanagan et al. Journal of medicinal Chemistry, 53, 8468, 
2010). According to animal studies, JAK3 plays a role in the 
maturation of B-cells and T-cells as well as in maintaining 
T-cell functions. 

0018. Therefore, JAK3 inhibitors may be useful in the 
treatment of rheumatoid arthritis, psoriasis, atopic dermatitis, 
lupus, multiple Sclerosis, Type I diabetes and complications 
from diabetes, cancer, asthma, autoimmune thyroid disor 
ders, ulcerative colitis, Crohn's disease, Alzheimer's disease, 
leukemia, and other indications where immunosuppression 
would be desirable. Such as organ transplants or Xeno trans 
plantation (Pesu M, Laurence A, Kishore N, et al., Immunol 
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Rev 223, 132, 2008.: Kawahara A, MinamiY. Miyazaki T, et 
al., Proc Natl AcadSci USA 92,8724, 1995; Nosaka T, van 
Deursen J M A Tripp R A, et al., Science 270, 800, 1995: 
Papageorgiou Ac, Wikman L E K., et al., Trends Pharm Sci 
25,558, 2004). 
0019. Meanwhile, other TEC family of kinases also play 
an important role in T-cell activation (Pamela L. 
Schwartzberg, et al., Nature Reviews Immunology 5, 284, 
2005). For example, deletion of ITK which is characteristi 
cally expressed in T-cells in mice led to decreased cell pro 
liferation which is induced by stimulation via T-cell receptors 
and decreased secretion of various cytokines Such as IL-2, 
IL-4, IL-5, IL-10 and IFN-Y (Schaeffer et al., Science 284, 
638, 1999: Fowell et al., Immunity 11,399, 1999; Schafferet 
al., Nature Immunology 2, 1183, 2001). 
0020. In addition, in ITK-deficient mice, immune symp 
toms of allergic asthma were attenuated and lung inflamma 
tion, eosinophil infiltration, and mucous production in 
response to challenge with the allergen ovalbumin were dras 
tically reduced (Muller et al., Journal of Immunology 170, 
5056, 2003). This shows that ITK inhibitors would be useful 
in the treatment of asthma. 
0021. Further, ITK has also been implicated in atopic der 
matitis. This gene has been reported to be more highly 
expressed in peripheral blood T-cells from patients with 
severe atopic dermatitis, compared with controls or patients 
with mild atopic dermatitis (Matsumoto et al., International 
archives of Allergy and Immunology 129, 327, 2002). 
0022. Meanwhile, RLK functions to activate the secretion 
of IL-2 which is produced by signal transduction of T-cell 
receptors of splenocytes. Thus, the inhibition of RLK may 
reduce various responses by T-cells (Schaeffer et al., Nature 
Immunology 2, 1183, 2001; Schaefferet al., Science 284, 638, 
1999). 
0023. In addition, bone marrow tyrosine kinase (BMX) 
has been known to be involved in epithelial and endothelial 
cell migration (Pan et al., Mol. Cell. Biol. 2002, 22, 7512). 
Therefore, BMK inhibitors may be developed as anticancer 
agents for inhibiting the metastasis of cancer cells and angio 
genesis. 
0024. As above, since TEC family kinases such as BTK, 
ITK, RLK, BMX and others and Janus kinases such as JAK3 
play a critical role in the activation of B-cells and/or T-cells 
which is implicated in the pathogenesis of inflammatory dis 
eases, autoimmune diseases, and immunologically mediated 
diseases, a compound for effectively inhibiting the kinases 
may be useful as a therapeutic agent for various inflammatory 
diseases, autoimmune diseases, and immunity mediated dis 
CaSCS. 

0025. Furthermore, a compound for inhibiting BTK 
involved in B-cell activation inducing B-cell lymphoma, and 
BMX involved in metastasis of cancer cells may be useful as 
an anticancer or antitumor agent. 
0026. Therefore, the development of a compound, which 
can inhibit above kinases and selectively inhibit variant 
EGFRs such as secondary T790M mutations as well as 
L858R point mutation at exon 21 or in-frame deletion at exon 
19, is one of very important challenges. 
0027 Even though it was suggested that EGFR irrevers 
ible inhibitors, which form a covalent bond with Cystein773 
(Cys773) positioned at an ATP domain of EGFR, may show 
inhibitory effects on the activities of TEC family of kinases 
such as BTK, ITK, RLK and BMX in which cysteine is 
present in a same position of the amino acid sequence, as well 
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as kinases such as JAK3 or BLK (Wooyoung Hur, et al., 
Bioorg. Med. Chem. Lett. 18, 5916, 2008), there has been no 
developed for a compound which can inhibit irreversibly, 
selectively and effectively variant EGFR, BTK, JAK3, ITK, 
RLK, BMX and/or BLK. 

SUMMARY OF THE INVENTION 

0028. Therefore, it is an object of the present invention to 
provide a novel fused pyrimidine derivative which selectively 
and effectively inhibits cancers or tumors induced by an epi 
dermal growth factor receptor (EGFR) tyrosine kinase or a 
mutant thereof with reduced adverse side effects. 
0029. It is another object of the present invention to pro 
vide a novel fused pyrimidine derivative which can treat 
cancers, tumors, inflammatory diseases, autoimmune dis 
eases, or immunologically mediated diseases mediated by 
abnormally activated B-lymphocytes, T-lymphocytes or both, 
by repressing non-receptor tyrosine kinases such as TEC 
family kinases (e.g. BTK, ITK, BMX or RLK) and janus 
kinases (e.g. JAK3). 
0030. It is still another object of the present invention to 
provide a pharmaceutical composition for preventing or treat 
ing cancers, tumors, inflammatory diseases, autoimmune dis 
eases, or immunologically mediated diseases which com 
prises said novel fused pyrimidine derivative. 
0031. In accordance with one aspect of the present inven 

tion, there is provided a compound of formula (I) or a phar 
maceutically acceptable salt thereof: 

(I) 

N 2 N exa O B 

n Y 
NH 

71 

0032 wherein, 
0033 W is O or S; 
0034 X is O, NH, S, SO or SO; 

0035 Y is hydrogen atom, halogen atom, Calkyl or 
Cigalkoxy, 
0036 A and B are each independently hydrogen atom, 
halogen atom, or di(Calkyl)aminomethyl; 
0037 Z is aryl or heteroaryl having one or more substitu 
ents selected from the group consisting of hydrogen atom, 
halogen atom, hydroxy, nitro, cyano, C-alkyl, Cigalkoxy, 
Calkylcarbonyl, Calkoxycarbonyl, di(Calkyl)ami 
noCalkoxycarbonyl, amino, Calkylamino, di(Calkyl) 
amino, carbamoyl, Calkylcarbamoyl, di(Calkyl)car 
bamoyl, di(Calkyl)aminoCalkylcarbamoyl, Sulfamoyl, 
Calkylsulfamoyl, di(Calkyl)sulfamoyl, di(Calkyl) 
aminoC-alkylsulfamoyl, Calkyl Sulfonyl, C-alkylsulfi 
nyl, di(Calkyl)phosphonyl, hydroxyCoalkyl, hydroxy 
carbonylCalkyl, CalkoxyCoalkyl, 
CalkylsulfonylCalkyl, CalkylsulfinylCalkyl, 
di(Calkyl)phosphony1C-alkyl, hydroxyCalkoxy, 
CigalkoxyC2-alkoxy, aminoC1-alkyl, C-alkylaminoC 
6alkyl, di(Calkyl)aminoCalkyl, di(Calkyl)ami 
noacetyl, aminoC2-galkoxy, C-alkylaminoC2-galkoxy, 
di(C1-alkyl)aminoC2-alkoxy, hydroxyC-alkylamino, 
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C-galkoxyC2-galkylamino, aminoC2-alkylamino, Coalky 
laminoC2-alkylamino, di(Calkyl)aminoC2-galkylamino, 
heteroaryl, heterocycle, heterocyclic oxy, heterocyclic thio. 
heterocyclic sulfinyl, heterocyclic sulfonyl, heterocyclic sul 
famoyl, heterocyclic Calkyl, heterocyclic Coalkoxy, het 
erocyclic amino, heterocyclic Calkylamino, heterocyclic 
aminoCalkyl, heterocyclic carbonyl, heterocyclic 
Calkylcarbonyl, heterocyclic carbonylCalkyl, heterocy 
clic Calkylthio, heterocyclic Calkylsulfinyl, heterocy 
clic Coalkylsulfonyl, heterocyclic aminocarbonyl, hetero 
cyclic Calkylaminocarbonyl, heterocyclic 
aminocarbonylCalkyl, heterocyclic carboxamido, and het 
erocyclic Calkylcarboxamido: 
0038 the aryl refers to a C cyclic or bicyclic aromatic 
ring: 
0039 the heteroaryls each independently refer to a 5- to 
12-membered cyclic or bicyclic aromatic hetero ring having 
one or more N, O or S; 
0040 the heterocycles each independently refer to a satu 
rated or partially unsaturated 3- to 12-membered cyclic or 
bicyclic hetero ring having one or more N, O, S, SO or SO, 
in which a carbon atom forming the heterocycle optionally 
has one or more Substituents selected from the group consist 
ing of Calkyl, hydroxy, hydroxyCoalkyl, hydroxycarbo 
nyl, Cigalkoxy, amino, Calkylamino, di(C1-alkyl)amino, 
di(Calkyl)aminoCalkyl, di(Calkyl)aminocarbonyl, 
heterocycle, heterocyclic Calkyl, and heteroaryl, and in 
which, provided that the heterocycle optionally comprises a 
nitrogen atom, the nitrogen atom optionally has a substituent 
selected from the group consisting of hydrogen atom, 
Calkyl, monohalogenoCalkyl, dihalogenoCalkyl, tri 
halogenoCigalkyl, C-acycloalkyl, hydroxyC2-alkyl, 
CalkoxyC-alkyl, Calkylcarbonyl, hydroxyCoalkyl 
carbonyl, Calkoxycarbonyl, carbamoyl, Calkylcarbam 
oyl, di(Calkyl)carbamoyl, sulfamoyl, Calkylsulfamoyl. 
di(Calkyl)sulfamoyl, Calkylsulfonyl, aminoC-alkyl, 
CalkylaminoCalkyl, di(Calkyl)aminoC-alkyl, 
di(Calkyl)aminoCalkylcarbonyl, heterocycle, heterocy 
clic oxy, heterocyclic thio, heterocyclic sulfinyl, heterocyclic 
Sulfonyl, heterocyclic Calkyl, heterocyclic carbonyl, het 
erocyclic Calkylcarbonyl, heterocyclic Calkylsulfinyl, 
and heterocyclic Calkylsulfonyl (wherein, when the nitro 
gen atom forms tertiary amine, it is optionally of an N-oxide 
form); and 
0041 optionally, the Calkyl is partially unsaturated or 
has a Cecycloalkyl moiety, and a carbonatom in the hetero 
cycle exists in a carbonyl form. 
0042. In accordance with another aspect of the present 
invention, there is provided a pharmaceutical composition for 
preventing or treating cancers, tumors, inflammatory dis 
eases, autoimmune diseases, or immunologically mediated 
diseases which comprises the compound of formula (I) or a 
pharmaceutically acceptable salt thereof. 

BRIEF DESCRIPTION OF THE DRAWINGS 

0043. The above and other objects and features of the 
present invention will become apparent from the following 
description of the invention, when taken in conjunction with 
the accompanying drawings, which respectively show: 
0044 FIG. 1: size change of tumors by oral administration 
of the compound obtained in Example 2 in nude mice 
xenografted with NCI-H1975 cancer cells; 
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0045 FIG. 2: body-weight change by oral administration 
of the compound obtained in Example 2 in nude mice 
xenografted with NCI-H1975 cancer cells; and 
0046 FIG. 3: change in an arthritis clinical score by oral 
administration of the compound obtained in Example 1 in a 
collagen-induced arthritis (CIA) model. 

DETAILED DESCRIPTION OF THE INVENTION 

0047. In the compound of formula (I), preferred examples 
of Z include Substituents selected from the group consisting 
of formulae Z1 to Z203, but are not limited thereto: 

O 

O 

D 

-continued 
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-continued 

Z10 

Z11 

o==o 
N 
1N 

N 

D 

-continued 
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Z13 
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N 

D 
N 

N 

D 
N 

es 

S. H 
D 
1. N 

-continued 
Z16 

Z17 

Z18 

Z19 

-continued 

Aug. 11, 2016 

Z21 



US 2016/0229868 A1 

C D 

-continued 
Z24 

Z25 

D 

C D S 

s D 
a N 

s 
OH 

H 

-continued 
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1. N 

-continued -continued 
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-continued -continued 
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NH 

N 

1N 

N 5. 

O 

O 
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O NH 

C 

-continued 

12 

-continued 

H 

O 

H 

N1 
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-continued -continued 

S. c 

C 
C Z85 
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N 

HN n N 

N 

-continued 

14 

O 

N 

D 
N 

N 

-continued 
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-continued 
Z96 

Z97 

Z98 

Z100 

Z101 

15 

-continued 
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-continued 

16 

Z107 

Z108 

Z109 

Z110 

-continued 
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c 

N 
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-continued 
Z115 

Z116 

Z117 

Z118 

Z119 

-continued 

N 

N 
C 
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-continued -continued 
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-continued 

20 
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-continued 
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-continued -continued 
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-continued -continued 
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-continued 
Z170 

Z171 

Z172 

Z173 

Z174 

23 

-continued 
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-continued -continued 
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0286 The compound of formula (I) according to the 
present invention may be prepared by the procedure shown in 
Reaction Scheme (I): 

Reaction Scheme (I 
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0292. The compound of formula (VII) thus obtained is 
refluxed with stirring in the presence of a chlorinating agent 
(e.g., phosphorus oxychloride or thionyl chloride) to obtain a 

N 

HX NS 

M 
W O W O C \ X. 

/ / (V) 
O-R NH / \ N'=NO or NHBoc Hip- Her 

NH2 N-K NS 
R=H, CH3, or CH2CH3 O C 

(VIII) (VII) (VI) 
N N 

O-(C. ry sk \ M Z-NH2 \ M / \, X. / \, % - - 
C HN 
(IV) NZ 

(III) 
NH2 

W X s A 

\ HO Ns or Cl Ns 
M 

/ \ X B B 
N Y O O 

S-( e 
HN-- Z 

(II) 
A 

R /s 
W X NS B 

\ ) " / \ X 
N Y 

HN- Z 

(I) 

0287 wherein, chlorinated compound of formula (VI), followed by a reac p y 
0288 A, B, W, X, Y and Z have the same meanings as tion in an organic solvent (e.g., dimethylsulfoxide, N,N-dim 
defined above; ethylformamide, N,N-dimethylacetamide, N-methylpyrroli 
0289 R is hydrogen, methyl, or ethyl; and done, acetonitrile, tetrahydrofuran, 1.4-dioxane, toluene or 
0290 N' is nitro, or amine protected with tert-butyloxy- benzene) in the presence of an inorganic base (e.g., cesium 
carbonyl (Boc). 
0291. As shown in Reaction Scheme (I), a compound of 
formula (VIII) is subjected to a condensation reaction with 
urea in an organic solvent (e.g., N,N-dimethylformamide, 
N,N-dimethylacetamide or N-methylpyrrolidone) at a tem 
perature ranging from reflux temperature to 200°C.; or with 
potassium cyanate under an acidic condition Such as 6% to 
50% of aqueous acetic acid at a temperature ranging from 
room temperature to 100° C., to obtain a condensed com 
pound of formula (VII). 

carbonate, Sodium carbonate or potassium carbonate) at a 
temperature ranging from room temperature to 100° C. 
inducing the Substitution at the C-4 position of the compound 
of formula (VI) with aniline, phenol or thiophenol derivative 
of formula (V), to obtain a compound of formula (IV). 
0293. The compound of formula (IV) is reacted with 
Z—NH in an alcohol Solution (e.g., 2-propanol or 2-butanol) 
in the presence of an inorganic acid (e.g., hydrochloric acid) 
or organic acid (e.g., trifluoroacetic acid) at a temperature 
ranging from 70° C. to reflux temperature; or with Z. NH in 
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an organic solvent (e.g., 1,4-dioxane) in the presence of a 
palladium catalyst (e.g., palladium (II) acetate or tris(dilben 
Zylidenacetone)dipalladium(0), and in the presence of a 
ligand (e.g., bis(diphenylphosphino)(Xanthene)(Xantphos) 
or 2,2'-bis(disphenylphosphino)-1,1'-binaphthyl (BINAP)) 
and an inorganic base (e.g., cesium carbonate or sodium 
t-butoxide) at a temperature of about 100° C., to obtain a 
compound of formula (III) having a Z-NH group. 
0294 The compound of formula (III) in which N' is nitro 
group is Subjected to a hydrogenation using a palladium/ 
carbon catalyst, or a reduction reaction mediated with Fe, to 
obtain an aniline compound of formula (II) whose a nitro 
group is substituted with an amino group. The compound of 
formula (III) in which N' is amine group protected with tert 
butyloxycarbonyl (Boc) is subjected to a reaction with an acid 
(e.g., trifluoroacetic acid or hydrochloric acid) in an organic 
Solvent (e.g., methylene chloride), to obtain a deprotected 
aniline compound of formula (II). 
0295 Subsequently, the aniline compound of formula (II) 

is subjected to a reaction with an acryloyl chloride substituted 
with A and B, in an organic solvent (e.g., methylene chloride 
or tetrohydrofuran) or a mixed solvent such as 50% aqueous 
tetrohydrofuran in the presence of an inorganic base (e.g., 
Sodium bicarbonate) or organic base (e.g., triethylamine or 
diisopropylethylamine) at a low temperature ranging from 
-10°C. to 10°C.; or with acrylic acid substituted with A and 
B, in pyridine using a coupling agent (e.g., 1-ethyl-3-(3- 
dimethylaminopropyl)carbodiimide (EDCI) or 2-(1H-7-aza 
benzotriazol-1-yl)-1,1,3,3-tetramethyl uronium hexafluoro 
phosphate methaneaminium (HATU)), to obtain the inventive 
compound of formula (I) having an acrylamide group. 
0296. The compound of formula (I) of the present inven 
tion may also be prepared in the form of a pharmaceutically 
acceptable salt formed with an inorganic or organic acid Such 
as hydrochloric acid, hydrobromic acid, Sulfuric acid, phos 
phoric acid, nitric acid, acetic acid, glycolic acid, lactic acid, 
pyruvic acid, malonic acid, Succinic acid, glutaric acid, 
fumaric acid, malic acid, mandelic acid, tartaric acid, citric 
acid, ascorbic acid, palmitic acid, maleic acid, hydroxymaleic 
acid, benzoic acid, hydroxybenzoic acid, phenylacetic acid, 
cinnamic acid, Salicylic acid, methanesulfonic acid, benzene 
Sulfonic acid and toluenesulfonic acid. 
0297. The pharmaceutically acceptable salt of the present 
invention may be prepared by conventional methods, for 
example, by dissolving the compound of formula (I) in a 
water-miscible organic solvent such as acetone, methanol, 
ethanol and acetonitrile, adding thereto an excess amount of 
an organic acid or an aqueous solution of inorganic acid, to 
induce precipitation of salts from the resulting mixture, 
removing the solvent and remaining free acid therefrom, and 
isolating the precipitated salts. 
0298. The inventive compound of formula (I) or the phar 
maceutically acceptable salt thereof may include a hydrate 
and a solvate thereof. 
0299. Accordingly, the present invention provides a use of 
the inventive compound for the manufacture of a medicament 
for preventing or treating cancers, tumors, inflammatory dis 
eases, autoimmune diseases, or immunologically mediated 
diseases. 
0300. In addition, the present invention provides a phar 
maceutical composition for preventing or treating cancers, 
tumors, inflammatory diseases, autoimmune diseases, or 
immunologically mediated diseases which comprises the 
inventive compound as an active ingredient. 
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0301 Further, the present invention provides a method for 
preventing or treating cancers, tumors, inflammatory dis 
eases, autoimmune diseases, or immunologically mediated 
diseases, which comprises administering the inventive com 
pound to a mammal in need thereof. 
0302) The inventive compound of formula (I) or a phar 
maceutically acceptable salt thereof selectively and effec 
tively inhibits the growth of cancer cells induced by an epi 
dermal growth factor receptor (EGFR) tyrosine kinase or a 
mutant thereof as well as the resistance against drugs. 
Accordingly, the present invention provides a pharmaceutical 
composition for preventing or treating cancers or tumors 
induced by an EGFR tyrosine kinase or a mutant thereof 
which comprises the compound of formula (I) or a pharma 
ceutically acceptable salt thereof as an active ingredient. 
0303 Representative examples of the cancers or tumors 
may include, but are not limited to, liver cancer, hepatocellu 
lar carcinoma, thyroid cancer, colorectal cancer, testicular 
cancer, bone cancer, oral cancer, basal cell carcinoma, ova 
rian cancer, brain tumor, gallbladder carcinoma, biliary tract 
cancer, head and neck cancer, colorectal cancer, Vesical car 
cinoma, tongue cancer, esophageal cancer, glioma, glioblas 
toma, renal cancer, malignant melanoma, gastric cancer, 
breast cancer, sarcoma, pharynx carcinoma, uterine cancer, 
cervical cancer, prostate cancer, rectal cancer, pancreatic can 
cer, lung cancer, skin cancer, and other Solid cancer. 
0304. The inventive compound of formula (I) or a phar 
maceutically acceptable salt thereof can provide enhanced 
anticancer effects when it is administered in combination 
with another anticancer agent for treating cancers or tumors. 
0305 Representative examples of the anticancer agent for 
treating cancers or tumors may include, but are not limited to, 
cell signal transduction inhibitors (e.g., imatinib, gefitinib, 
bortezomib, erlotinib, Sorafenib, Sunitinib, dasatinib, Vori 
nostat, lapatinib, temsirolimus, nilotinib, everolimus, paZo 
panib, trastuzumab, bevacizumab, cetuximab, ranibizumab, 
pegaptainib, panitumumab and the like), mitosis inhibitors 
(e.g., paclitaxel, Vincristine, vinblastine and the like), alky 
lating agents (e.g., cisplatin, cyclophosphamide, chrom 
abucil, carmustine and the like), anti-metabolites (e.g., meth 
otrexate, 5-FU and the like), intercalating anticancer agents, 
(e.g., actinomycin, anthracycline, bleomycin, mitomycin-C 
and the like), topoisomerase inhibitors (e.g., irinotecan, topo 
tecan, teniposide and the like), immunotherapic agents (e.g., 
interleukin, interferon and the like) and antihormonal agents 
(e.g., tamoxifen, raloxifene and the like), and at least one 
anticancer agent selected therefrom may be included in the 
inventive pharmaceutical composition. 
0306 Further, the inventive compound of formula (I) or a 
pharmaceutically acceptable salt thereof selectively and 
effectively inhibits Bruton's tyrosine kinase (BTK), janus 
kinase 3 (JAK3), interleukin-2 inducing T-cell kinase (ITK), 
resting lymphocyte kinase (RLK), and bone marrow tyrosine 
kinase (BMX), which are mainly expressed in abnormally 
activated B-lymphocytes and/or T-lymphocytes. Namely, the 
inventive compound of formula (I) or a pharmaceutically 
acceptable Salt thereof can treat or prevent cancers, tumors, 
inflammatory diseases, autoimmune diseases or immunologi 
cally mediated diseases caused by the abnormally activated 
B-lymphocytes, T-lymphocytes or both. Therefore, the 
present invention also provides a pharmaceutical composi 
tion for treating or preventing cancers, tumors, inflammatory 
diseases, autoimmune diseases, or immunologically medi 
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ated diseases which comprises the compound of formula (I) 
or a pharmaceutically acceptable salt thereof as an active 
ingredient. 
0307 Representative examples of the inflammatory dis 
eases, autoimmune diseases and immunologically mediated 
diseases may include, but are not limited to, arthritis, rheu 
matoid arthritis, spondyloarthropathy, gouty arthritis, 
osteoarthritis, juvenile arthritis, other arthritic condition, 
lupus, systemic lupus erythematosus (SLE), skin-related dis 
ease, psoriasis, eczema, dermatitis, atopic dermatitis, pain, 
pulmonary disorder, lung inflammation, adult respiratoty dis 
tress syndrome (ARDS), pulmonary sarcoidosis, chronic pull 
monary inflammatory disease, chronic obstructive pulmo 
nary disease (COPD), cardiovascular disease, 
artherosclerosis, myocardial infarction, congestive heart fail 
ure, cardiac reperfusion injury, inflammatory bowl disease, 
Crohn's disease, ulcerative colitis, irritable bowl syndrome, 
asthma, Sjogren syndrome, autoimmunity thyroid disease, 
urticaria (cnidosis), multiple Sclerosis, Scleroderma, organ 
transplantation rejection, heteroplastic graft, idiopathic 
thrombocytopenic purpura (ITP), Parkinson's disease, 
Alzheimer's disease, diabetic associated disease, inflamma 
tion, pelvic inflammatory disease, allergic rhinitis, allergic 
bronchitis, allergic sinusitis, leukemia, lymphoma, B-cell 
lymphoma, T-cell lymphoma, myeloma, acute lymphoid leu 
kemia (ALL), chronic lymphoid leukemia (CLL), acute 
myeloid leukemia (AML), chronic myeloid leukemia (CML), 
hairy cell leukemia, Hodgkin’s disease, non-Hodgkin’s lym 
phoma, multiple myeloma, myelodysplastic syndrome 
(MDS), myeloproliferative neoplasms (MPN), diffuse large 
B-cell lymphoma, and follicular lymphoma. 
0308 The inventive compound of formula (I) or a phar 
maceutically acceptable salt thereof can provide enhanced 
therapeutic effects when it is administered in combination 
with another therapeutic agent for treating inflammatory dis 
eases, autoimmune diseases, or immunologically mediated 
diseases. 

0309 Representative examples of the therapeutic agent 
for treating the inflammatory diseases, autoimmune diseases, 
or immunologically mediated diseases may include, but are 
not limited to, Steroid drugs (e.g., prednisone, prednisolone, 
methyl prednisolone, cortisone, hydroxycortisone, betameta 
Sone, dexametaSone and the like), methotrexates, lefluno 
mides, anti-TNFC. agents (e.g., etanercept, infliximab, adal 
imunab and the like), calcineurin inhibitors (e.g., tacrolimus, 
pimecrolimus and the like) and antihistaminic drugs (e.g., 
diphenhydramine, hydroxy Zine, loratadine, ebastine, keto 
tifen, cetirizine, levocetirizine, fexofenadine and the like), 
and at least one therapeutic agent selected therefrom may be 
included in the inventive pharmaceutical composition. 
0310. The inventive compound of formula (I) or a phar 
maceutically acceptable salt thereof may be administered 
orally or parenterally as an active ingredient in an effective 
amount ranging from about 0.1 to 2,000 mg/kg, preferably 1 
to 1,000 mg/kg body weight per a day in case of mammals 
including human (of approximately 70 kg body weight) in a 
single to 4 divided doses per a day, or on/off schedules. The 
dosage of the active ingredient may be adjusted in light of 
various relevant factors such as the condition of the subject to 
be treated, type and seriousness of illness, administration rate, 
and opinion of doctor. In certain cases, an amount less than 
the above dosage may be suitable. An amount greater than the 

34 
Aug. 11, 2016 

above dosage may be used unless it causes deleterious side 
effects and Such amount can be administered individed doses 
per day. 
0311. The inventive pharmaceutical composition may be 
formulated in accordance with any of the conventional meth 
ods in the form of tablet, granule, powder, capsule, syrup, 
emulsion or microemulsion for oral administration, or for 
parenteral administration including intramuscular, intrave 
nous and Subcutaneous routes. 
0312 The inventive pharmaceutical composition for oral 
administration may be prepared by mixing the active ingre 
dient with a carrier Such as cellulose, calcium silicate, corn 
starch, lactose, Sucrose, dextrose, calcium phosphate, Stearic 
acid, magnesium Stearate, calcium Stearate, gelatin, talc, Sur 
factant, Suspension agent, emulsifier and diluent. Examples 
of the carrier employed in the injectable composition of the 
present invention are water, a saline solution, a glucose solu 
tion, a glucose-like solution, alcohol, glycol, ether (e.g., poly 
ethylene glycol 400), oil, fatty acid, fatty acid ester, glyceride, 
a Surfactant, a Suspension agent and an emulsifier. 
0313 The present invention is further described and illus 
trated in examples provided below, which are, however, not 
intended to limit the scope of the present invention. 

Example 1 

Preparation of N-(3-(2-(4-(4-methylpiperazin-1-yl) 
phenylamino)thieno3,2-dipyrimidine-4-yloxy)phe 

nyl)acrylamide 

0314) 

/ 
touc N- O 2 

H 

S 

Step 1) Preparation of 
thieno3,2-dipyrimidine-2,4(1H.3H)-dione 

0315 

O 

ins 
O 2 

l, / 
0316 Methyl 3-aminothiophene-2-carboxylate (4.9 g, 
31.3 mmol) and urea (19 g, 187 mmol) were dissolved in 
N,N-dimethylformamide (10 mL), the reaction temperature 
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was raised to 190°C., followed by stirring for 12 hours. After 
the reaction was complete, the reaction mixture was added to 
1N NaOH aqueous solution, cooled to room temperature and 
filtered under a reduced pressure to remove the insoluble 
precipitate. The filtrate was acidified (pH 2) with 2N HCl 
aqueous solution, and the resulting Solid was filtered under a 
reduced pressure with washing using distilled water. The 
resulting Solid was dried under a reduced pressure to obtain 
the title compound (yield: 3.2g, 61.5%). 
0317 H-NMR (300 MHz, CDC1) & 11.59 (s, 1H), 11.14 
(s, 1H), 8.00 (d. 1H), 6.90 (d. 1H). 

Step 2) Preparation of 
2,4-dichlorothieno3,2-dipyrimidine 

0318 

C 

s 
C 2 

l, / 
0319. The compound (3.2g, 19.4 mmol) obtained in Step 
1 was dissolved in phosphorous oxychloride (12 mL) and 
refluxed with stirring for 3 hours at 200° C. After the reaction 
was complete, the reaction mixture was cooled to room tem 
perature and added dropwise to 4°C. distilled water with 
stirring vigorously. The resulting Solid was filtered under a 
reduced pressure with washing using distilled water, and the 
resulting Solid was dried under a reduced pressure to obtain 
the title compound (yield: 2.9 g, 73.3%). 
0320 H-NMR (300 MHz, DMSO-d) & 8.74 (d. 1H), 
7.78 (d. 1H). 

Step 3) Preparation of 
2-chloro-4-(3-nitrophenoxy)thieno 3.2-dpyrimidine 

0321 

es 
! / 

0322 The compound (2.9 g, 14.2 mmol) obtained in Step 
2 was dissolved in N,N-dimethylsulfoneamide (70 mL), and 
3-nitrophenol (1.9 g, 14.2 mmol) and cesium carbonate (9.2 
g, 28.4 mmol) were added thereto, followed by stirring room 
temperature for 1 hour. After the reaction was complete, 
distilled water was added to the reaction mixture, and the 
resulting solid was filtered under a reduced pressure with 
washing with distilled water. The resulting solid was dried 
under a reduced pressure to obtain the title compound (yield: 
4.0 g, 91.8%). 
0323 'H-NMR (300 MHz, CDC1) & 8.25-8.17 (m, 2H), 
8.08 (s, 1H), 7.69-7.66 (m, 2H), 7.57 (d. 1H). 
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Step 4) Preparation of N-(2-methoxy-4-(4-meth 
ylpiperazin-1-yl)phenyl)-4-(3-nitrophenoxy)thieno 

3,2-dipyrimidine-2-amine 

0324 

Sr. Nu 

ICl. s ON O 21 

! / 
0325 The compound (4g, 12.9 mmol) obtained in Step 3 
was dissolved in 2-butanol (70 mL), and 4-(4-methylpiper 
azin-1-yl)benzeneamine (2.7g, 12.9 mmol) and trifluoroace 
tic acid (1.5 mL, 12.9 mmol) were added thereto. The mixture 
was stirred at 100° C. for 16 hours to complete the reaction, 
diluted with dichloromethane, and then washed with sat. 
NaHCO aqueous solution. The organic layer was dried with 
anhydrous sodium sulfate and then filtered and distilled under 
a reduced pressure. The residue was separated by column 
chromatography (dichloromethane:methanol=20:1 (volume 
ratio)) to obtain the title compound (yield: 2.67 g, 42%). 
0326 'H-NMR (300 MHz, CDC1) & 8.20 (s, 1H), 7.91 
(m. 1H), 7.84 (d. 1H), 7.66 (m, 2H), 7.36 (s, 1H), 7.26 (m, 
2H), 6.57 (d. 1H), 6.29 (m. 1H), 3.82 (s, 3H), 3.19 (m, 4H), 
2.62 (m, 4H), 2.36 (s, 3H). 

Step 5) Preparation of 4-(3-aminophenoxy)-N-(2- 
methoxy-4-(4-methylpiperazin-1-yl)phenyl)thieno3. 

2-dipyrimidine-2-amine 

0327 

Cuc HN O 21 

! / 
0328 Iron (1.5 g. 27.1 mmol) and 12 NHCl aqueous 
solution (0.18 mL, 2.17 mmol) were diluted with 50% ethanol 
aqueous solution (30 mL), followed by stirring at 100° C. for 
10 min. The compound (2.67 g, 5.42 mmol) obtained in Step 
4 was dissolved in 50% ethanol aqueous solution (30 mL) and 
then added to the reaction flaskin which iron was activated, 
followed by stirring at 100° C. for 1 hour. After the reaction 
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was complete, the reaction mixture was filtered with celite to 
remove iron, and the filtrate was distilled under a reduced 
pressure. The residue was distilled with dichloromethane and 
washed with sat. NaHCO aqueous solution. The organic 
layer was dried with anhydrous sodium sulfate and then fil 
tered and distilled under a reduced pressure. The residue was 
separated by column chromatography (dichloromethane: 
methanol=10:1 (volume ratio)) to obtain the title compound 
(yield: 1.7g, 67.8%). 
0329 "H-NMR (300 MHz, CDC1) & 8.20 (s, 1H), 7.91 
(m. 1H), 7.84 (d. 1H), 7.66 (m, 2H), 7.36 (s, 1H), 7.26 (m, 
2H), 6.57 (d. 1H), 6.29 (m. 1H), 3.82 (s, 3H), 3.19 (m, 4H), 
2.62 (m, 4H), 2.36 (s, 3H). 

Step 6) Preparation of N-(3-(2-(2-methoxy-4-(4- 
methylpiperazin-1-yl)phenylamino)thieno3,2-d 

pyrimidine-4-yloxy)phenyl)acrylamide 
0330. The compound (1.7g, 3.69 mmol) obtained in Step 
5 and NaHCO, (930 mg, 11.07 mmol) were distilled with 

Example Sturcture 

2 

N- N 

O 

Nulls 

s 
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tetrahydrofuran (40 mL) and distilled water (6 mL), and acry 
loyl chloride (0.36 mL, 3.69 mmol) was added thereto slowly 
at 0° C. with stirring for 15 min. After the reaction was 
complete, the reaction mixture was distilled with dichlo 
romethane and then washed with sat. NaHCO aqueous solu 
tion. The organic layer was dried with anhydrous sodium 
sulfate and then filtered and distilled under a reduced pres 
Sure, and the residue was separated by column chromatogra 
phy (chloroform:methanol=20:1 (volume ratio)) to obtain the 
title compound (yield: 1.3 g, 68.2%). 
0331 'H-NMR (300 MHz, CDC1) & 7.96 (m, 1H), 7.83 
(d. 1H), 7.70 (d. 1H), 7.61 (s, 1H), 7.45 (m,2H), 7.25 (m, 2H), 
7.01 (m. 1H), 6.45 (d. 1H), 6.35-6.32 (m, 3H), 5.71 (dd. 1H): 
0332 MS (ESI); m/z =517.1 M+H". 
0333. The procedure of Example 1 was repeated except for 
using various amine derivatives represented by Z NH (Z is 
the same as defined above) instead of 4-(4-methylpiperazin 
1-yl)benzeneamine in Step 4 to prepare the compounds of 
Examples 2 to 156 which are shown in Tables 1a to 1v below. 
TABLE 1 a 

Analysis data 

H-NMR (300 MHz, CDC1) & 7.96 (m, 1H), 7.83 (d. 1H), 7.70 
(d. 1H), 7.61 (s, 1H), 7.45 (m, 2H), 7.25 (m, 2H), 7.01 (m, 1H), 

6.45 (d. 1H), 6.35-6.32 (m, 3H), 5.71 (dd. 1H): 
MS (ESI): m/z = 517.1 M + H. O 

NH 

N 

2 

! / 
H-NMR (300 MHz, CDC1) & 7.83 (d. 1H), 7.70 (s, 1H), 7.45 
(m, 1H), 7.42 (m, 1H), 7.40 (m, 1H), 7.04 (m, 2H), 6.83 (dd, 
1H), 6.80 (t, 1H), 6.43 (dd. 1H), 6.27 (dd, 1H), 5.76 (dd. 1H), 

3.03 (m, 4H), 2.60 (m, 4H), 2.36 (s, 3H): 
MS (ESI): m/z = 505.10 M+H". 

H-NMR (300 MHz, CDC1) & 7.99 (m, 1H), 7.87(m, 1H), 7.73 
(s, 1H), 7.46 (m, 2H), 7.29 (m, 1H), 7.00 (d. 1H), 6.79 (dd, 1H), 
6.52 (t, 1H), 6.45 (dd, 1H), 6.26 (dd, 1H), 5.78 (dd. 1H), 2.86 

F (m, 4H), 2.57 (m, 4H), 2.35 (s, 3H); 
MS (ESI): m/z = 505.10 M+H". 
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Example 157 

Preparation of N-(3-(2-(4-(4-methyl-4-oxy-piper 
azin-1-yl)-phenylamino)-thieno3.2-dpyrimidine-4- 

yloxy)-phenyl)-acrylamide 

0334 

0335 The compound (100 mg, 0.21 mmol) obtained in 
Example 1 was dissolved in dichloromethane (2 mL), and 
m-chloroperbenzoic acid (71 mg, 0.42 mmol) was added 
thereto, followed by stirring at 45° C. for 12 hours. After the 
reaction was complete, the reaction mixture was diluted with 
dichloromethane and washed with sat. NaHCO aqueous 
Solution. The organic layer was dried with anhydrous sodium 
sulfate and then filtered and distilled under a reduced pres 
Sure, and the residue was separated by column chromatogra 
phy (chloroform saturated with ammonia:methanol=4:1 (vol 
ume ratio)) to obtain the title compound (yield: 25 mg, 40%). 
0336 H-NMR (300 MHz, DMSO-d) & 10.38 (s, NH), 
9.27 (s, NH), 8.28 (d. 1H), 7.74 (s, 1H), 7.60 (d. 1H), 7.46 (m, 
3H), 7.33 (d. 1H), 7.05 (d. 1H), 6.78 (d. 2H), 6.43 (m, 1H), 
6.28 (m. 1H), 5.76 (m, 1H), 3.57 (m, 4H), 2.98 (s.3H), 2.95 
(m. 2H), 2.50 (m, 2H): 
0337. MS (ESI); m/z =503.11\4+H". 

Example 158 

Preparation of N-(3-(2-(4-(piperazin-1-yl)pheny 
lamino)-thieno3,2-dipyrimidine-4-yloxy)-phenyl)- 

acrylamide 

0338 

"O Cl 
O es --O-C 

H l, / 
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Step 1) Preparation of 4-(4-(4-(3-acryloylamino 
phenoxy)-thieno3.2-dpyrimidine-2-ylamino)-phe 
nyl)-piperazin-1-carboxylic acid tert-butyl ester 

0339 

0340. The procedure of Step 4 of Example 1 was repeated 
except for using tert-butyl 4-(4-aminophenyl)piperazin-1- 
carboxylate instead of 4-(4-methylpiperazin-1-yl)benzene 
amine to obtain the title compound (yield: 610 mg.91%). 

(0341 'H-NMR (300 MHz, CDC1,) & 7.82-7.80 (m, 1H), 
7.59-7.52 (m, 3H), 743-7.34 (m, 3H), 7.06-7.03 (m, 1H), 
6.92 (s, 1H), 6.80-6.77 (m, 2H), 6.47-6.41 (m, 1H), 6.27-6.24 
(m. 1H), 5.79-5.75 (m. 1H), 3.57 (m, 4H), 3.02-2.99 (m, 4H), 
1.48 (s, 9H). 

Step 2) Preparation of N-(3-(2-(4-(piperazin-1-yl)- 
phenylamino)-thieno3.2-dpyrimidine-4-yloxy)- 

phenyl)-acrylamide 

0342. The compound (600 mg, 1.05 mmol) obtained in 
Step 1 was dissolved in dichloromethane (10 mL), and trif 
luoroacetic acid (1.62 mL. 21.0 mmol) was added thereto, 
followed by stirring at room temperature for 1 hour. After the 
reaction was complete, the reaction mixture was distilled 
under a reduced pressure to remove solvent, alkalify (pH 8) 
with sat. NaHCO, aqueous solution, and extracted with chlo 
roform 2 times. The organic layer was separated, washed with 
water and sat. brine, dried with anhydrous Sodium Sulfate, and 
then filtered and distilled under a reduced pressure. The resi 
due was separated by column chromatography (chloroform: 
methanol=10:1 (volume ratio)) to obtain the title compound 
(yield: 316 mg, 72%). 

0343 'H-NMR (300 MHz, CDC1) & 10.28 (brs, 1H), 9.15 
(brs, 1H), 8.26-8.24 (m, 1H), 7.68 (s, 1H), 7.62-7.59 (m, 1H), 
7.50-741 (m. 1H), 7.31-7.29 (m, 1H), 7.06-7.00 (m, 1H), 
6.74-6.71 (m, 2H), 6.44-6.38 (m, 1H), 6.27-6.21 (m. 1H), 
5.78-5.74 (m. 1H), 3.31 (m, 4H), 3.04-2.96 (m, 4H); 
0344) MS (ESI); m/z =473.4 M+H". 
0345 The procedure of Example 158 was repeated except 
for using tert-butyl 4-(4-amino-2-chlorophenyl)piperazin-1- 
carboxylate or 1-(4-aminophenyl)cyclopropylcarbamic 
acid tert-butyl ester instead of tert-butyl 4-(4-aminophenyl) 
piperazin-1-carboxylate in Step 4, to prepare the compounds 
of Examples 159 and 160 which are shown in Table 2 below. 
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TABLE 2 

Analysis data Example Structure 

159 'H-NMR (300 MHz, DMSO-d) 89.54 (brs, 1H), 8.30 (d. 1H), 
in- C 7.86-7.71 (m, 2H), 7.59 (d. 1H), 7.47-7.41 (m, 2H), 7.35 (d, 

1H), 7.05 (m. 1H), 6.92 (m, 1H), 6.39-6.50 (m, 1H), 6.27-6.16 
N (m, 1H), 5.77-5.74 (m, 1H), 2.99-2.89 (m, 8H): 

MS (ESI); m/z = 507.13 M+H". 

Aug. 11, 2016 

NH 

es 
N- --- 

! / N 

160 H-NMR (300 MHz, CDC1) & 7.85 (d. 1H), 7.66 (m, 2H), 7.55 
(m, 1H), 7.42 (m, 2H), 7.15 (d. 2H), 7.11 (d. 1H), 7.01 (s, 1H), 

HN 

NH 

O ICl. es N- --- 
! / 

Example 161 

Preparation of (Z)-3-chloro-N-(3-(2-(4-(4-meth 
ylpiperazin-1-yl)phenylamino)thieno3,2-dipyrimi 

dine-4-yloxy)phenyl)acrylamide 

0346) 

C O |Cl s Nulls, O 21 
H 

S / 

6.42 (d. 1H), 6.25 (dd, 1H), 5.79 (d. 1H), 0.96 (m, 2H), 0.89 
(m, 2H); 

MS (ESI): m/z = 444 M + H. 

0347 The compound (50 mg, 0.12 mmol) obtained in Step 
5 of Example 1 was dissolved in pyridine (1.5 mL), and 
cis-3-chloroacrylic acid (18 mg, 0.17 mmol) and N-(3-dim 
ethylaminopropyl)-N'-ethylcarbodiimide hydrochloric acid 
salt (44 mg. 0.23 mmol) were added thereto, followed by 
stirring at room temperature for 1 hour. After the reaction was 
complete, the reaction mixture was diluted with a mixed 
solvent (chloroform:2-propanol-3:1 (volume ratio)) and 
washed with sat. brine. The organic layer was dried with 
anhydrous sodium sulfate and then filtered and distilled under 
a reduced pressure. The residue was separated by column 
chromatography (dichloromethane:methanol-6:1 (Volume 
ratio)) to obtain the title compound (yield: 15 mg, 24%). 

0348 H-NMR (300 MHz, CDC1) & 8.24 (s, 1H), 7.82 (d. 
1H), 7.62 (s, 1H), 7.57 (d. 1H), 7.44 (d. 1H), 7.39 (d. 1H), 7.35 
(s, 1H), 7.26 (d. 1H), 7.08 (m. 1H), 6.98 (s, 1H), 6.81 (d. 2H), 
6.62 (d. 1H), 6.34 (d. 1H), 3.13 (t, 4H), 2.59 (t, 4H), 2.36 (s, 
3H): 
0349 MS (ESI); m/z =521.4 M+H". 
0350. The procedure of Example 161 was repeated except 
for using trans-3-chloroacrylic acid and (E)-4-(dimethy 
lamino)-2-butenoic acid to prepare the compounds of 
Examples 162 and 163 which are shown in Table 3 below. 
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TABLE 4 

Example Structure 

16S 

O O NH 
als N OC 

N 

O NH 
Yo s O 

N-- 1\le^ 
H S / 

Example 167 

-Y, l, / 

Analysis data 

"H-NMR (300 MHz, DMSO-d) & 10.40 (s, 1H), 9.30 (s, 
1H), 8.31 (d. 1H), 7.83 (m, 1H), 7.64 (m, 1H), 7.46 (dd, 1H), 
7.38 (m, 2H), 7.34 (d. 1H), 6.71 (m, 1H), 6.41 (dd, 1H), 6.27 
(dd. 1H), 5.79 (dd, 1H), 3.00 (m, 4H), 2.44 (m, 4H), 2.22 (s, 

3H): 
MS (ESI); m/z = 505.2 M+H". 

"H-NMR (300 MHz, DMSO-d) & 10.18 (s, 1H),9.20 (s, 
1H), 8.24 (d. 1H), 7.63 (m, 2H), 7.35 (d. 2H). 7.29 (d. 1H), 
7.20 (d. 1H), 6.69 (d. 2H), 6.36 (dd, 1H), 6.22 (dd, 1H), 5.75 
(dd, 1H), 3.68 (s, 3H), 2.98 (m, 4H), 2.44 (m, 4H), 2.20 (s, 

3H): 
MS (ESI): m/z = 517.2 M+H". 

Step 1) Preparation of N-(5-(4-methylpiperazin-1-yl) 
piridin-2-yl)-4-(3-nitrophenoxy)thieno3,2-dipyrimi 

din-2-amine 

Preparation of N-(3-(2-(5-(4-methylpiperazin-1-yl) 0357 
piridin-2-ylamino)thieno3.2-dpyrimidin-4-yloxy) N 

phenyl)acrylamide N ~ 
N N- 21 

0356 
N 
N NH 

N O 21 
N 
N NH 

touc N- O 2 
! / 

ICl. s ON O 21 

! / 
0358 0.6 g (1.94 mmol) of the compound obtained in Step 
3 of Example 1 and 0.75 g (3.88 mmol) of 5-(4-methylpiper 
azin-1-yl)piridin-2-amine were dissolved in 8 ml of 1,4-di 
oxane, and 178 mg (0.2 mmol) of tris(dibenzylideneacetone) 
dipalladium(0) and 122 mg (0.2 mmol) of 2,2'-bis 
(diphenylphosphino)-1,1'-binaphthy were added thereto, and 
stirred for 5 minutes at room temperature. 1.27 g (3.88 mmol) 
of cesium carbonate was added thereto, and stirred for 3 hours 
at 100°C. Upon the completion of the reaction, the resulting 
mixture was cooled to room temperature and filtered over a 
short bed of Celite filter, and diluted with dichloromethane 
and washed with water. The organic layer was separated, 
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TABLE 5f-continued 

Example Structure Analysis data 

205 'H-NMR (300 MHz, CDCl3) & 7.97 (s, 1H), 7.86 (d. 1H), 

rC NH 

Cuc N O 
21 

Example 206 

O 

Nulls 
/ S 

Preparation of N-(3-(2-(4-(4-methylpiperazin-1-yl) 
phenylamino)thieno3,2-dipyrimidin-4-ylamino) 

phenyl)acrylamide 

0364 

NN C 
NH 

touc 
! / 

Example Structure 

2O7 1n N 

O 

N 
N 

N N 
H H 

~ N Cl 

7.83 (d. 1H), 7.73 (s, 1H), 7.48 (d. 1H), 7.41 (t, 1H), 7.28 (d, 
1H), 7.06 (m, 2H), 6.99 (d. 1H), 6.81 (s, 1H), 6.46 (dd, 1H), 
6.30 (dd, 1H), 5.79 (dd. 1H), 3.38 (s. 2H), 2.28 (s, 3H), 2.26 

(s, 6H): 
MS (ESI): m/z = 459.94 M+H". 

0365 
using 3-nitrobenzeneamine (0.05 mmol), instead of 3-nitro 

The procedure of Example 1 was repeated except for 

phenol in step 3) of Example 1, to obtain 5 mg of the title 
compound (final yield: 55%). 

0366 'H-NMR (300 MHz, CDC1) & 8.10 (m, 1H), 7.90 
(d. 1H), 7.51 (m,3H), 7.42 (m, 1H), 7.28 (t, 1H), 7.10 (d. 1H), 
6.89 (d. 2H), 6.39 (m, 2H), 5.79 (d. 1H), 3.29 (m, 4H), 2.68 
(m, 4H), 2.38 (s.3H): 

0367. MS (ESI); m/z =486.2 M+H". 
0368. The procedure of Example 206 or a similar proce 
dure was repeated except for using various amine derivatives 
of Z—NH2(Z has the same meaning as defined in the present 
invention), instead of 5-(4-methylpiperazin-1-yl)piridin-2- 
amine in Example 1, to obtain the title compounds of 
Examples 207 to 217 as shown in Tables 6a and 6b. 
TABLE 6a 

Analysis data 

H-NMR (300 MHz, DMSO-d) & 8.14 (s, NH), 7.80 (d. 1H), 7.68 
(d. 1H), 7.59 (s, NH), 7.42 (m, 2H), 7.32 (m, 2H), 7.00 (m, 2H), 

6.49 (d. 1H), 6.31 (m, 1H), 5.77 (d. 1H), 3.00 (d. 2H), 2.75 (m, 1H), 
2.34 (s, 3H), 2.08 (m, 2H), 1.75 (m, 4H); 
MS (ESI): m/z = 500.2 M+H". 

1. 
2 

S 

N 
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TABLE 6b-continued 

Example Structure Analysis data 

'H-NMR (300 MHz, DMSO-d) & 10.12 (s, NH), 9.60 (s, NH), 9.21 
(s, NH), 8.08 (d. 1H), 8.01 (s, 1H), 7.77 (d. 1H), 7.53 (d. 1H), 7.41 
(m, 2H), 7.34 (t, 1H), 7.21 (d. 1H), 7.07 (t, 1H), 6.45 (m, 1H), 6.26 
(d. 1H), 5.72 (d. 1H), 2.85 (m, 2H), 2.60 (m, 1H), 1.90 (m, 2H), 

11, 2016 

216 

C NH 

lulu 
! / 

F 

Col. 
cloc 

217 

N 

1.64 (m, 4H); 
MS (ESI): m/z = 503.2 M + H. 

'H-NMR (300 MHz, DMSO-d) & 10.23 (s, NH), 9.49 (s, NH), 8.84 
(s, NH), 8.02 (d. 1H), 7.57 (m, 2H), 7.41 (d. 1H), 7.29 (m, 2H), 7.18 
(d. 1H), 6.65 (t, 1H), 6.48 (m, 1H), 6.43 (m, 1H), 5.75 (d. 1H), 4.50 

(d. 1H), 3.11 (m, 1H), 2.70 (m, 2H), 2.16 (s, 3H), 2.01 (m, 2H), 
1.80 (m, 2H), 1.40 (m, 2H): 

MS (ESI): m/z = 518.2 M + H. 

l, / 

Example 218 
Preparation of N-(4-fluoro-3-(2-(4-(4-methyl-piper 
azin-1-yl)-phenylamino)-thieno3.2-dpyrimidin-4- 

ylamino)-phenyl)-acrylamide 

O 
0369 

N 

NH 

O F es 

ul-CC. 2 
H H ! / 

Step 1) Preparation of 
N-(4-fluoro-3-nitro-phenyl)-acrylamide 

0370 

F 
O 

0371 2 g (12.81 mmol) of 4-fluoro-3-nitroaniline and 3.2 
g (38.43 mmol) of sodium bicarbonate were diluted in 20 mL 
of tetrahydrofuran and 5 mL of distilled water, and 1.14 mL 
(14.09 mmol) of acryloyl chloride was slowly added thereto 
at 0°C., and stirred for 1 hour. Upon the completion of the 
reaction, the resulting mixture was diluted with ethylacetate 
and washed with a saturated aqueous Solution of Sodium 
bicarbonate. The organic layer was separated, dried over 
anhydrous NaSO and filtered and distilled under a reduced 
pressure to obtain 2 g of the title compound (yield: 74%). 
0372 'H-NMR (300 MHz, DMSO-d) & 10.58 (s, 1H), 
8.58 (m. 1H), 7.91 (m, 1H), 7.54 (t, 1H), 6.35 (m, 2H), 5.81 
(m. 1H): 

Step 2) Preparation of 
N-(3-amino-4-fluoro-phenyl)-acrylamide 

0373 

O 

H 

0374 2.65 g (47.59 mmol) of Iron and 0.31 mL (3.80 
mmol) of 12 Naqueous hydrochloric acid were diluted in 40 
mL of 50% aqueous ethanol and stirred for 1 hour at 100° C. 
2.00 g (9.51 mmol) of the compound obtained in the Step 1 
was added thereto, and stirred for 1 hour at 100°C. Upon the 
completion of the reaction, the resulting mixture was filtered 
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over a short bed of Celite filter to remove Iron, and distilled 
under a reduced pressure. The resulting residue was diluted 
with dichloromethane and washed with a saturated aqueous 
Solution of Sodium bicarbonate. The organic layer was sepa 
rated, dried over anhydrous NaSO, and filtered and distilled 
under a reduced pressure. The resulting residue was separated 
by column chromatography (n-hexane:ethylacetate (1:1, 
V/v)) to obtain 1.5 g of the title compound (yield: 75%). 
0375 H-NMR (300 MHz, DMSO-d) & 9.87 (s, 1H), 7.17 
(m. 1H), 6.89 (t, 1H), 6.75 (m, 1H), 6.39 (m, 1H), 6.20 (m, 
1H), 5.70 (m, 1H), 5.16 (s. 2H): 

Step 3) Preparation of N-(3-(2-chloro-thieno 3.2-d 
pyrimidin-4-ylamino)-4-fluoro-phenyl)-acrylamide 

0376 

C 

O F s 
N-- N 2 

H H ! / 
0377 The compound obtained in Step 2) of Example 1 and 
461 mg (2.22 mmol) of the compound obtained in the Step 2) 
were dissolved in 5 ml of 1-propanol, and 0.6 mL (3.33 mmol) 
of diisopropylethylamine was added thereto, and stirred for 
24 hours at 110°C. Upon the completion of the reaction, the 
resulting mixture was cooled to 0° C. to form solid, and 
filtered under a reduced pressure while washing with pro 
panol. The resulting Solid was dried over under a reduce 
pressure to obtain 270 mg of the title compound (yield: 36%). 
0378 H-NMR (300 MHz, DMSO-d) & 10.31 (s, 1H), 
10.22 (s, 1H), 8.25 (d. 1H), 7.86 (m, 1H), 7.59 (m, 1H), 7.40 
(d. 1H), 7.32 (t, 1H), 6.42 (m. 1H), 6.29 (m, 1H), 5.76 (m, 
1H): 

Step 4) Preparation of N-(4-fluoro-3-(2-(4-(4-me 
thyl-piperazin-1-yl)-phenylamino)-thieno3.2-dpyri 

midin-4-ylamino)-phenyl)-acrylamide 

0379 100 mg (0.30 mmol) of the compound obtained in 
the Step 3) was dissolved in 3 ml of 2-butanol, and 55 mg 
(0.28 mmol) of 4-(4-methylpiperazin-1-yl)benzeneamine 
and 42 lul (0.57 mmol) of trifluoroacetic acid were added 
thereto, and stirred for 5 hours at 100°C. Upon the comple 
tion of the reaction, the resulting mixture was diluted with 
ethylacetate and washed with a Saturated aqueous Solution of 
Sodium bicarbonate. The organic layer was separated, dried 
over anhydrous NaSO and filtered and distilled under a 
reduced pressure. The resulting residue was separated by 
column chromatography (dichloromethane:methanol (10:1. 
V/v)) to obtain 77 mg of the title compound (yield: 50%). 
0380 "H-NMR (300 MHz, DMSO-d) & 1026 (s, 1H), 
9.38 (s, 1H), 8.77 (s, 1H), 8.02 (d. 1H), 7.82 (d. 1H), 7.62 (m, 
1H), 7.44 (d. 2H), 7.30 (t, 1H), 7.15 (d. 1H), 6.68 (m, 2H), 
6.40 (m. 1H), 6.22 (m, 1H), 5.73 (m, 1H), 2.96 (m, 4H), 2.42 
(m, 4H), 2.20 (s.3H): 
0381 MS (ESI); m/z =504.1 M+H". 

94 
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Example 219 

Preparation of N-(4-fluoro-3-(2-(3-fluoro-4-(4-me 
thyl-piperazin-1-yl)-phenylamino)-thieno3.2-dpyri 

midin-4-ylamino)-phenyl)-acrylamide 

0382 

N 

LCC N-- 1s 
H H 

0383. A similar procedure as the procedure of Step 4) of 
Example 218 was carried out except for using 3-fluoro-4-(4- 
methylpiperazin-1-yl)anilline (0.03 mmol), instead of 4-(4- 
methylpiperazin-1-yl)benzeneamine in the Step 4) of 
Example 218, to obtain 8 mg of the title compound (final 
yield: 50%). 
0384 'H-NMR (300 MHz, DMSO-d) & 10.25 (s, 1H), 
9.50 (s, 1H), 9.08 (s, 1H), 8.07 (d. 1H), 7.85 (d. 1H), 7.59 (m, 
2H), 7.26 (m, 2H), 7.19 (d. 1H), 6.78 (t, 1H), 6.38 (m. 1H), 
6.27 (m. 1H), 5.75 (m, 1H), 2.87(m, 4H), 2.25 (m, 4H), 2.21 
(s, 3H): 
0385 

O F 

MS (ESI); m/z =522.2M+H". 

Example 220 

Preparation of N-(3-(2-(4-dimethylaminomethyl 
phenylamino)-thieno3,2-dipyrimidin-4-ylamino)- 

phenyl)-acrylamide 

NN 

NH 

UCuc N- -N- 
S 

0387. A procedure similar to the procedure of the Step 4) 
of Example 218 was carried out except for using 0.67 g (1.94 
mmol) of N-(3-(2-chloro-thieno 3.2-dpyrimidin-4- 
ylamino)phenyl)acrylamide obtained in Step 1) to 3) of 
Example 218 and 0.29 g (1.94 mmol) of 4-((dimethylamino) 
methyl)anilline to obtain 0.69g of the title compounds (yield: 
80%). 

0386 
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tilled water was added to the resulting mixture to form a solid, 
and the resulting mixture was filtered under a reduced pres 
sure while washing with distilled water. The resulting solid 
was dried over under a reduce pressure to obtain 1.5 g of the 
title compound (yield: 70%). 

0394 'H-NMR (300 MHz, CDC1) & 7.92 (d. 1H), 7.77 (s, 
1H), 7.56 (d. 1H), 7.45-7.36 (m, 3H), 1.54 (s, 9H). 

Step 2) Preparation of tert-butyl 3-(2-(4-(4-meth 
ylpiperazin-1-yl)phenylamino)thieno3,2-dipyrimi 

din-4-ylthio)phenylcarbamate 

0395 

N O 
- is 

> 1, C-C, 
0396 1.5 g (3.72 mmol) of the compound obtained in the 
Step 1) was dissolved in 30 ml of 2-butanol, and 0.8 g (3.72 
mmol) of 4-(4-methylpiperazin-1-yl)benzeneamine and 0.4 
mL (3.72 mmol) of trifluoroacetic acid were added thereto. 
The mixture was stirred for 10 hours at 100 t, upon the 
completion of the reaction, diluted with dichloromethane and 
washed with a saturated aqueous solution of sodium bicar 
bonate. The organic layer was dried over anhydrous Na2SO4. 
and filtered and distilled under a reduced pressure. The resi 
due was separated by column chromatography (dichlo 
romethane:methanol (20:1, V/v)) to obtain 1.0 g of the title 
compound (yield: 46%). 

0397) 'H-NMR (300 MHz, CDC1) & 7.73 (d. 1H), 7.63 
(m. 1H), 7.60 (m. 1H), 7.39-7.30 (m, 2H), 7.28-7.21 (m, 2H), 
7.15 (d. 1H), 6.76 (d. 2H), 3.25 (m, 4H), 2.58 (m, 4H), 2.33 (s, 
3H), 1.54 (s, 9H). 

Example 

224 

1. F Nu 

O -Cl 1s, 
N- S 2 

H 

S 

96 
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Step 3) Preparation of 4-(3-aminophenylthio)-N-(4- 
(4-methylpiperazin-1-yl)phenyl)thieno3,2-dipyrimi 

din-2-amine 

0398 

ICl. s HN S 21 

! / 
0399. 1.0 g (1.82 mmol) of the compound obtained in the 
Step 2) was dissolved in 20 ml of dichloromethane, and 10 
mL of trifluoroacetic acid was added thereto, and stirred for 2 
hours at room temperature. Upon the completion of the reac 
tion, the resulting mixture was distilled under a reduced pres 
Sure to remove solvent, and the resulting residue was basified 
(pH=8) with a saturated aqueous solution of sodium bicar 
bonate, and extracted with chloroform. The organic layer was 
separated, dried over anhydrous NaSO and filtered and 
distilled under a reduced pressure and dried over to obtain 603 
mg of the title compound (yield: 75%). 
(0400 'H-NMR (300 MHz, CD,OD) & 7.96 (d. 1H), 7.33 
(d. 2H), 7.21 (t, 1H), 7.17 (d. 1H), 7.02 (m, 1H), 6.94 (m, 2H) 
6.80 (d. 2H), 3.14 (m, 4H), 2.65 (m, 4H). 

Step 4) Preparation of N-(3-(2-(4-(4-methylpiper 
azin-1-yl)phenylamino)thieno3.2-dpyrimidin-4- 

ylthio)phenyl)acrylamide 
04.01. A similar procedure as the procedure of Step 6) of 
Example 1 was carried out except for using the compound 
obtained in the Step 3), instead of the compound obtained step 
5), to obtain 452 mg of the title compound (yield: 67%). 
(0402 'H-NMR (300 MHz, CDC1) & 7.78 (m. 1H), 7.75 
(d. 1H), 7.46-7.41 (m,3H), 7.20 (d. 2H), 7.18 (d. 1H), 6.77 (d. 
2H), 6.41 (d. 1H), 6.21 (dd. 1H), 5.78 (d. 1H), 3.12 (m, 4H), 
2.60 (m, 4H), 2.36 (s, 3H): 
0403 MS (ESI); m/z =503.7 M+H". 
04.04 The procedure of Example 223 or a similar proce 
dure was repeated except for using 3-fluoro-4-morpholin-4- 
ylphenylamine and 3-fluoro-4-(1-methyl-piperidin-4-yl) 
phenylamine, instead of 54-(4-methylpiperazin-1-yl) 
phenylamine in step 2) of Example 223, to obtain the title 
compounds of Examples 224 and 225 as shown in Table 8. 

TABLE 8 

Analysis data 

"H-NMR (300 MHz, DMSO-d) & 10.37 (s, 1H), 9.57 (s, 1H), 
8.24 (d. 1H), 8.01 (s, 1H), 7.98 (m, 1H), 7.50 (t, 1H), 7.41 (m, 
1H), 7.31 (m, 2H), 7.15 (m, 1H), 6.73 (m, 1H), 6.42 (m, 1H), 

6.27 (m, 1H), 5.74 (m, 1H), 3.70 (m, 4H), 2.85 (m, 4): 
MS (ESI): m/z = 508.1 M + H". 

NH 
















































































