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Description
BACKGROUND OF THE INVENTION
1. Field of the Invention

[0001] The present disclosure relates to a novel N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative
or a pharmaceutically acceptable salt thereof and a pharmaceutical composition for the prevention or treatment of
cancers, containing the same as an active ingredient,.

2. Description of the Related Art

[0002] Unlike the normal cells which can perform regular and controlled growth and inhibition as necessary, cancer
is a cell mass consisting of undifferentiated cells which ignore the states required inside tissues and unlimitedly proliferate
and is also called tumor. The unlimitedly proliferating cancer cells invade into the neighboring tissues and, in serious
cases, cause metastasis of cancer to other organs in the body thereby accompanying severe pains resulting in death.
[0003] According to the report of the American Cancer Society, more than 12 million people in the world were newly
diagnosed of cancer in 2007 and 7.6 million people died of cancer, that is, about 20,000 people died of cancer every
day. In Korea, according to the 2006 report of the Statistic Korea, the number one cause of death was cancer. Accordingly,
there is an urgent need for the development of a tumor therapeutic agent with excellent therapeutic effect to ensure
reduction in mental and physical pains due to occurrence of cancer and struggles with the cancer and improve the quality
of life. Even with the numerous efforts, the exact mechanisms of how normal cells are transformed into cancer cells
have not been clearly identified yet, but various factors such as extrinsic factors (for example, environmental factors,
chemicals, radiations, and viruses), and intrinsic factors (for example, genetic factors and immunological factors) are
complexly involved in the occurrence of cancer. The genes associated with the occurrence of cancer are oncogenes
and tumor suppressor genes, and cancers occur when the balance therebetween is not maintained due to the extrinsic
or intrinsic factors.

[0004] Cancers can be largely classified into a blood cancer and a solid cancer. Cancer can develop in almost all
regions of the body including lung cancer, stomach cancer, breast cancer, liver cancer, uterine cancer, esophageal
cancer, skin cancer, etc. For cancer treatments, a few target therapeutic agents such as Gleevec® or Herceptin® have
been used for the treatment of certain cancers but most cancer treatments have been resorting to surgeries, radiation
therapies, and chemical therapies which inhibit cancer cell proliferation. However, because the existing chemical ther-
apies are not target-specific therapies, they had the side effects due to toxicities and the drug resistance, and their
treatments often led to failure regardless of their initial success in treatments. Accordingly, in order to overcome the
limits of the chemical therapies, there is a continued need for the development of a target-specific therapeutic agent
with an exact anticancer mechanism.

[0005] As such, numerous studies have been focused on specific molecular biological factors associated with tumor-
igenesis for the development of the target-specific therapeutic agents. In particular, the molecular biological factors are
widely used in cancer prognosis and determination of whether chemical therapies and radiation therapies should be used.
[0006] The most representative drug to inhibit the tyrosin kinase receptor of a specific molecular biological factor may
be Gleevec®. Gleevec® which acts as an anticancer agent by inhibiting the activity of Ber-Abl fusion gene formed by
chromosomal translocation in Philadelphia chromosome observed in chronic myeloid leukemia patients and is a tyrosine
kinase inhibitor, has been showing a satisfactory therapeutic effect when administered to the chronic myeloid leukemia
patients. Examples of the drugs showing an anticancer effect as tyrosine kinase inhibitors include epidermal growth
factor receptor (EGFR) used as a therapeutic agent for non-small cell lung cancer, gefitinib and erlotinib as tyrosine
kinase inhibitors, and sorafenib and sunitinib as a therapeutic agent of renal cell carcinoma, but they are known to have
side effects such as bleeding, heart attack, heart failure, and liver failure.

[0007] Recently, anaplastic lymphoma kinase (ALK) has been discovered in various tumors in human bodies and is
thus being studied as a target product for target-specific treatments.

[0008] The tumorigenesis of ALK has been identified mostly by the study on the fusion gene of anaplastic lymphoma
kinase-nucleophosmin (ALK-NPM) observed in anaplastic large cell lymphoma. Once ALK is activated by the gene
fusion, the tyrosine kinase possessed by ALK starts to behave abnormally and induces cancer. That is, the abnormally
activated ALK induces proliferation of cells, inhibits apoptosis to prevent programmed cell death and rearranges cell
frames and changes the shape of cells. The oncogenic conversion of ALK occurs by the interaction with a downstream
molecule which is a target material of ALK, wherein the downstream molecule is a material to mediate the intracellular
signal transduction. ALK can be connected to other tyrosine kinases, either normal or oncogenically converted ones,
and interact therewith, or activate other various kinds of pathways.

[0009] In particular, the ALK gene in lung cancer cells fuses with echinoderm microtubule-associated protein-like 4
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(EML4) gene and produces EML4-ALK, which is an active form of tyrosine kinase. Here, the oncogenic capability of the
EML4-ALK is known to be dependent on enzyme activity, and Mosse et al. have reported amplification of about 26% of
the ALK gene in 491 neuroblastoma subjects. Additionally, the ALK gene is known to be expressed in many nonhemat-
opoietic cell tumors such as large B-cell ymphoma, systemic histiocytosis, inflammatory myofibroblastic tumor, esopha-
geal squamous cell carcinoma, non-small cell lung cancer, rhabdomyosarcoma, myofibroblastoma, breast cancer, and
melanoma cell line. In the case of the rare disease called inflammatory myelofibroblast tumor, various kinds of ALK
fusion proteins are frequently discovered and thus these fusion proteins are believed to be closely associated with the
tumorigenesis.

[0010] Accordingly, therapeutic agents regarding the ALK-NPM for cancer treatment by blocking the activation pathway
of ALK are being developed. Recently, Crizotinib® (PF-02341066), which is a drug developed by Pfizer as a selective
inhibitor for tumorigenic mutation and is one of small molecule tyrosine kinase inhibitors, is known to be effective in the
treatment of non-small cell lung cancer, and was approved as a new drug by the FDA in 2011.

[0011] Additionally, NVP-TAE684 and LDK-378 of Novartis and CH5424802 of Chugai are also known to be effective
in reducing tumor size in neuroblastoma cell lines in addition to anaplastic large cell ymphoma.

[0012] WO 2009143389, WO 2008051547, WO 2004080980, WO 2012061415, WO 2009145856, US 2009/7589200,
US 2009/7517886, and WO 2005016893 indicates that candidate therapeutic materials with various frames for use to
inhibit the ALK activity are being developed, and that pyrimidine derivatives selectively inhibit ALK and thus can be
developed as an anticancer agent. These compounds, although having both in vitro and in vivo activities, reportedly
have problems such as deterioration in selectivity on different kinases such as insulin receptor and side effects in heart.
[0013] Meanwhile, activated Cdc42-associated kinase (ACK1), being a non-receptor tyrosine kinase, is a kind of
growth-promoting tyrosine kinase gene. ACK1 can activate Cdc42, Rac, and FAK via various signal pathways, and is
also known as a device for regulating endocytosis via clathrin.

[0014] Recently, active studies have been performed on the correlation between ACK1 and tumorigenesis and me-
tastasis.

[0015] First, Mahajan, N.P. discovered that the activity of androgen receptor (AR) generates a castration-resistant
prostate cancer, wherein ACK1 performs a phosphorylation with the androgen receptor to increase its activity thereby
contributing to the occurrence of cancer (Cancer Res. Vol.65, (2005) p.10514; Proc. Natl. Acad. Sci. U.S.A. Vol.104,
(2007) p.8438). Additionally, van der Horst, E.H. revealed that the overexpression of ACK1 improves the motility of
cancer cell lines and invasion capabilities thereby promoting metastasis of cancer (Proc. natl. Acad. Sci. U.S.A. Vol.1032,
(2005) p.15901). Above all, ACK1 performs a phosphorylation with WW domain containing oxidoreductase (Wwox),
which is known to inhibit cancer cells, and the accompanying ubiquitination induces its progress to induce the decom-
position of Wwox thereby promoting metastasis of cancer cells while preventing cancer treatment (Cancer Res. Vol.65,
(2005) p.10514; Cancer res. Vol.61, (2001) p.8068).

[0016] Therefore, it is apparent that ACK1 is most highly associated with the occurrence and metastasis of cancer,
and thus there is an urgent need for the study and development of ACK1 necessary for the prevention and treatment of
cancer.

[0017] Accordingly, the presentinventors, while endeavoring to develop acompound having the inhibitory effect against
the ALK, discovered that a N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative with a certain structure
can act as an inhibitor of the activities of ALK and ACK1, and thereby completed the present invention.

SUMMARY OF THE INVENTION

[0018] One object of the present invention is to provide an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine
derivative or a pharmaceutically acceptable salt thereof.

[0019] Another object of the presentinvention is to provide a method of preparing an N2,N4-bis(4-(piperazin-1-yl)phe-
nyl)pyrimidin-2,4-diamine derivative or a pharmaceutically acceptable salt thereof.

[0020] Still another object of the present invention is to provide a pharmaceutical composition for the prevention or
treatment of cancers containing an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharma-
ceutically acceptable salt thereof as an active ingredient.

[0021] Even anotherobject of the presentinvention is to provide an ALK inhibitor containing an N2,N4-bis(4-(piperazin-
1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharmaceutically acceptable salt thereof as an active ingredient.
[0022] Yetanotherobjectof the presentinvention is to provide an ACK1 inhibitor containing an N2,N4-bis(4-(piperazin-
1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharmaceutically acceptable salt thereof as an active ingredient.
[0023] In orderto achieve the objects, the present invention provides an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-
2,4-diamine derivative of Chemical Formula 1 below or a pharmaceutically acceptable salt thereof:
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[Chemical Formula 1]

R“\N/\

(in Chemical Formula 1, R to R® are the same as defined herein).

[0024] Additionally, the present invention provides a method of preparing a compound of Chemical Formula 1 above.
[0025] Furthermore, the present invention provides a pharmaceutical composition for the prevention or treatment of
cancers containing an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative represented by Chemical
Formula 1 above or a pharmaceutically acceptable salt thereof as an active ingredient.

[0026] Additionally, the present invention provides an ALK inhibitor containing an N2,N4-bis(4-(piperazin-1-yl)phe-
nyl)pyrimidin-2,4-diamine derivative represented by Chemical Formula 1 above or a pharmaceutically acceptable salt
thereof as an active ingredient.

[0027] Furthermore, the present invention provides an ACK1 inhibitor containing an N2,N4-bis(4-(piperazin-1-yl)phe-
nyl)pyrimidin-2,4-diamine derivative represented by Chemical Formula 1 above or a pharmaceutically acceptable salt
thereof as an active ingredient.

ADVANTAGEOUS EFFECTS

[0028] The compound of the present invention has excellent inhibitory effects against the activities of ALK and ACK1
and thus can improve the therapeutic effects on the treatment of cancer cells having ALK fusion proteins such as EML4-
ALK and NPM-ALK, and also effectively prevent the recurrence of cancers thus being useful as a pharmaceutical
composition for the prevention and treatment of cancers.

BREIF DESCRIPTION OF THE DRAWINGS

[0029] The above and other objects, features and other advantages of the present invention will be more clearly
understood from the following detailed description taken in conjunction with the accompanying drawings, in which:

FIG. 1 is a picture showing the phosphorylation inhibitory effect by anaplastic lymphoma kinase (ALK) (A: tubulin
protein, B: p-Erk kinase, C: p-Akt kinase, D: p-ALK kinase);

FIG. 2 is a picture showing the phosphorylation inhibitory effect by activated Cdc42-associated kinase (ACK1) (A:
pY284 protein, B: Ack1 (long term exposure), C: Ack1 (short term exposure)); and

FIG. 3 is a graph showing changes in tumor volume and body weight of a xenografted mouse with a lung cancer
cell line H3122 NSCLC administered with the compound of Example 7 and Crizotinib® over administration time.

DESCRIPTION OF THE PREFERRED EMBODIMENTS
[0030] Hereinafter, the present invention will be described in detail.

[0031] The present invention provides an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative repre-
sented by Chemical Formula 1 below or a pharmaceutically acceptable salt thereof.
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[Chemical Formula 1]
R4
N/\
LN R'
1@ y
NH ,/\N’

SN N

[0032] In Chemical Formula 1 above,

R and R2 are independently -OR®

where R is C4-C, linear or branched alkyl unsubstituted, or substituted with at least one selected from the group
consisting of halogen and C5-Cg aryl, R7 and R8 are independently H, C4-C, linear or branched alkyl, C4-C, linear
or branched alkylcarbonyl or C5-Cg aryl;

R4 and RS are independently H; C4-C, linear or branched alkyl unsubstituted or substituted with hydroxy group;
-C(=O)R? or -SO,-R1°,

where R9is C4-C linear or branched alkyl unsubstituted or substituted with hydroxy group; C4-C4 linear or branched
alkyloxy; amino unsubstituted or substituted with C4-C, linear or branched alkyl, and R'%is C4-C, linear or branched
alkyl; amino unsubstituted or substituted with C,-C, linear or branched alkyl, and

R3 is halogen; or C4-C, linear or branched alkyl substituted with at least one halogen).

[0033] Preferably,

R' and R2 are -OR®

where R is methyl, ethyl, propyl, isopropyl, butyl, isobutyl or t-butyl unsubstituted or substituted with at least one
selected from the group consisting of chloro, bromo, fluoro, iodine, and phenyl, R7 and R8 are independently H;
methyl; ethyl; propyl; isopropyl; butyl; isobutyl; t- butyl; methylcarbonyl; ethylcarbonyl; propylcarbonyl; isopropylcar-
bonyl; butylcarbonyl; isobutylcarbonyl or phenyl;

R4 and RS are independently H; methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, -C(=0)R® or -SO,-R'? un-
substituted or substituted with hydroxyl, wherein R® is methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, meth-
yloxy, ethyloxy, propyloxy, isopropyloxy, butyloxy, isobutyloxy, t-butyloxy, hydroxymethyl, hydroxyethyl, hydroxy-
propyl, hydroxyisopropyl, hydroxybutyl, hydroxyisobutyl, amino, methylamino, ethylamino, propylamino, isopro-
pylamino, butylamino or isobutylamino, R10 is methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, or amino; and
R3 is chloro; bromo; fluoro; iodine; or methyl, ethyl, propyl, isopropyl, butyl, isobutyl or t-butyl substituted from at
least one selected from the group consisting of chloro, bromo, fluoro, and iodine.

[0034] More preferably,

R' is methoxy, ethoxy, propoxy, isopropoxy, benzyloxy, difluoromethyloxy,

R2 methoxy or diflucromethyloxy;

R3 is chloro, fluoro, bromo or trifluoromethyl; and

R4 and RS are independently H, methyl, hydroxyethyl, methylcarbonyl, ethylcarbonyl, t-butylcarbonyl, hydroxymeth-
ylcarbonyl, ethylaminocarbonyl, methyloxycarbonyl, t-butyloxycarbonyl, methylsulfonyl or aminosulfonyl.

[0035] Additionally, more specific examples of the compound represented by Chemical Formula 1 may be as follows:
(only compounds covered by the scope of the claims form part of the invention).

(1) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;
(2) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-propoxyphe-
nyl)piperazin-1-yl)ethanone;
(3) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-isopropoxyphenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxyphe-
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nyl)piperazin-1-yl)ethanone;

(4) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-propoxyphenylamino)-5-chloropyrimidin-2-ylamino)phenyl)piperazin-1-
yl)ethanone;

(5) 1,1°-(4,4’-(4,4’-(5-fluoropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-di-
yl))diethanone;

(6) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-chloropyrimidin-2-ylamino)phenyl)piperazin-1-
yl)ethanone;

(7) 1,1°-(4,4’-(4,4’-(5-chloropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-di-
yl))diethanone;

(8) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)phenyl)piperazin-1-
yl)ethanone;

(9) 1,1-(4,4’-(4,4’-(5-chloropyrimidin-2,4-diyl)bis(azanediyl)bis(4,1-phenylene))bis(piperazin-4,1-diyl))diethanone;
(10) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-2-ylamino)phenyl)piperazin-
1-yl)ethanone;

(11) 1,1-(4,4’-(4,4’-(5-(trifluoromethyl) pyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4, 1-phenylene))bis(piper-
azin-4,1-diyl))diethanone;

(12)  1-(4-(4-(5-chloro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxyphenyl)piper-
azin-1-yl)ethanone;

(13) 1-(4-(4-(5-chloro-4-(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-meth-
oxyphenyl)piperazin-1-yl)ethanone;

(14)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)-2-hydroxyethanone;

(15) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-carboxylate;

(16) 1-(4-(4-(5-chloro-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylamino)pyrimidin-2-ylamino)-3-meth-
oxyphenyl)piperazin-1-yl)ethanone;

(17) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(benzyloxy)phenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(18) 1,1-(4,4’-(4,4-(5-bromopyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-di-
yl))diethanone;

(19) 1,1-(4,4-(4,4-(pyrimidin-2,4-diylbis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-diyl))dieth-
anone;

(20) methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-carboxylate;

(21) 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxyphe-
nyl)piperazin-1-sulfonamide;

(22)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)propan-1-one;

(23)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)-2,2-dimethylpropan-1-one;

(24) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-2-ylamino)phenyl)piperazin-1-
yl)ethanone;

(25) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-carboxylate;

(26) 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-meth-
oxyphenyl)piperazin-1-yl)ethanone;

(27) methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-carboxylate;

(28) 1-(4-(4-(5-fluoro-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylamino)pyrimidin-2-ylamino)-3-meth-
oxyphenyl)piperazin-1-yl)ethanone;

(29) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-fluoropyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(30)  1-(4-(4-(5-fluoro-4-(2-methoxy-4-(4-methylpiperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(31) 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-methoxyphenyl)-N-
ethylpiperazin-1-carboxyamide;

(32)  1-(4-(4-(5-fluoro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxyphenyl)piper-
azin-1-yl)ethanone;
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(33) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-carboxylate;

(34) 1-(4-(4-(5-chloro-4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(35) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(difluoromethoxy)phenylamino)-5-chloropyrimidin-2-ylamino)-3-meth-
oxyphenyl)piperazin-1-yl)ethanone;

(36)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)-2-hydroxyethanone;

(37) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(38) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-methylpiperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylamino)-3-meth-
oxyphenyl)piperazin-1-yl)ethanone;

(39) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-carboxylate;

(40)  1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylami-
no)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(41) methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-carboxylate;

(42) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-(2-hydroxyethyl)piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylami-
no)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(43) 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorometh-
oxy)phenyl)-N-ethylpiperazin-1-carboxyamide;

(44) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorometh-
oxy)phenyl)piperazin-1-yl)-2-hydroxyethanone;

(45) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorometh-
oxy)phenyl)piperazin-1-yl)ethanone;

(46) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(tert-butylamino)phenylamino)-5chloropyrimidin-2-ylamino)-3-methox-
yphenyl)piperazin-1-yl)ethanone;

(47) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(phenylamino)phenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone;

(48) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-(N-meth-
ylpropionamido)phenyl)piperazin-1-carboxylate;

(49) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-(N-meth-
ylbutylamido)phenyl)piperazin-1-carboxylate;

(50) N-(2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-5-(piperazin-1-
yl)phenyl)-N-methylpropionamide;

(51) N-(2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-5-(piperazin-1-
yl)phenyl)-N-methylbutylamide;

(52) tert-butyl 4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-carboxylate;

(53) N-(5-(4-acetylpiperazin-1-yl)-2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)phenyl)-N-methylpropionamide;

(54) N-(5-(4-acetylpiperazin-1-yl)-2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)phenyl)-N-methylbutylamide;

(565) tert-butyld-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-4-yl)ami-
no)-3-methoxyphenyl)piperazin-1-carboxylate;

(56) 1-(4-(3-methoxy-4-((4-((2-methoxy-4-(piperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-2-yl)ami-
no)phenyl)piperazin-1-yl)ethanone;

(57) 4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-4-yl)amino)-3-meth-
oxyphenyl)-N-ethylpiperazin-1-carboxyamide;

(58)  1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-4-yl)amino)-3-
methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone;

(59) 1-(4-(3-methoxy-4-((4-((2-methoxy-4-(4-methoxypiperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-2-
yl)amino)phenyl)piperazin-1-yl)ethanone;

(60) N-(4-(3-methoxy-4-((4-((2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyri-
midin-2-yl)amino)phenyl)piperazin-1-yl)ethanone;

(61) 1-(4-(4-((4-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-2-
yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone;
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(62) tert-butyld-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-2-yl)ami-
no)-3-methoxyphenyl)piperazin-1-carboxylate;

(63) 1-(4-(3-methoxy-4-((2-((2-methoxy-4-(piperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-yl)ami-
no)phenyl)piperazin-1-yl)ethanone;

(64) 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-2-yl)amino)-3-meth-
oxyphenyl)-N-ethylpiperazin-1-carboxylate;

(65)  1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-2-yl)amino)-3-
methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone;

(66) 1-(4-(3-methyl-4-((2-((-methoxy-4-(4-methylpiperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)amino)phenyl)piperazin-1-yl)ethanone;

(67) 1-(4-(3-methoxy-4-((2-((2-methoxy-4(4-(methylsulfonyl)piperazin-1-yl-phenyl)amino)-5-(trifluoromethyl) pyrimi-
din-4-yl)amino)phenyl)piperazin-1-yl)ethanone;

(68) 1-(4-(4-((2-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(69) N2,N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)-5-(trifluoromethyl)pyrimidin-2,4-diamine;

(70)  4,4’-(((5-trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(piperazin-1-car-
boxylate);

(71) 4,4-(((5-trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(N-ethylpiperazin-
1-carboxyamide);

(72) 4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(N-ethylpiperazin-
1-carboxyamide);

(73) 1,1’-(4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-difluoromethoxy)-4,1-phenylene))bis(pip-
erazin-4,1-diyl))diethanone;

(74) 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-chlorophenyl)amino)-5-chloropyrimidin-2-yl)Jamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(75) 1,1’-(4,4’~(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-chloro-4,1-phenylene))bis(piperazin-4,1-diyl)dieth-
anone;

(76) 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-4-yl)amino)-3-phenoxyphe-
nyl)piperazin-1-yl)ethanone;

(77) 5-chloro-N2-N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine;

(78) 4,4’-(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(N-ethylpiperazin-1-car-

boxyamide);
(79) 5-chloro-N2,N4-bis(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)pyrimidin-2,4-diamine;
(80) 1,1°-(4,4’-(((5-chloropyrimidin-2,4-diyl)bis(azanediyl)) bis(3-methoxy-4,1-phenylene)bis(piperazin-4,1-di-

yl))bis(2-hydroxyethanone);

(81) 1-(4-(4-((5-chloro-4-((2-fluoro-4-(piperazin-1-yl)phenyl)amino)pyrimidin-2-yl)amino)-3-methoxyphenyl)piper-
azin-1-yl)ethanone;

(82) 1-(4-(4-((4-((4-acetylpiperazin-1-yl)-2-fluorophenyl)amino)-5-chloropyrimidin-2-yl)amino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(83) 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-yl)Jamino)-3-methoxyphe-
nyl)piperazin-1-yl)-2-hydroxyethanone;

(84) methyl4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-yl)amino)-3-methox-
yphenyl)piperazin-1-carboxylate;

(85) 1-(4-(4-((5-chloro-2-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)pyrimidin-4-yl)amino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(86) 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-yl)Jamino)-3-methoxyphe-
nyl)piperazin-1-sulfonamide;

(87)  1-(4-(4-((5-chloro-2-((2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)amino)pyrimidin-4-yl)amino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(88) 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-4-yl)amino)-3-(difluor-
omethoxy)phenyl)piperazin-1-yl)-2-hydroxyethanone; and

(89) 1-(4-(3-(difluoromethoxy)-4-(5-fluoro-2-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-4-ylamino)phe-
nyl)piperazin-1-yl)ethanone.

[0036] The N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative represented by Chemical Formula 1
above of the present invention may be used in the form of a pharmaceutically acceptable salt, and as a salt, an acid
addition salt formed by a pharmaceutically acceptable free acid is useful. The acid addition salt was obtained from
inorganic acids such as hydrochloric acid, nitric acid, phosphoric acid, sulfuric acid, hydrobromic acid, hydriodic acid,
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nitrous acid, or phosphorous acid, aliphatic mono and dicarboylate, phenyl-substituted alkanoate, hydroxy alkanoate
and alkanedioate, aromatic acids, non-toxic organic acids such as aliphatic and aromatic sulfonic acids, and organic
acid such as acetic acid, benzoic acid, citric acid, lactic acid, maleic acid, gluconic acid, methane sulfonic acids, 4-
toluenesulfonic acid, tartaric acid, and fumaric acid. Examples of such pharmaceutically non-toxic salts include sulfate,
pyrosulfate, bisulfate, sulfite, bisulfite, nitrate, phosphate, monohydrogen phosphate, dihydrogen phosphate, metaphos-
phate, pyrophosphate chloride, bromide, iodide, fluoride, acetate, propionate, decanoate, caprylate, acrylate, formate,
isobutyrate, caprate, heptanoate, propiolate, oxalate, malonate, succinate, suberate, sebacate, fumarate, maleate, butin-
1,4-dioate, hexane-1,6-dioate, benzoate, chlorobenzoate, methylbenzoate, dinitrobenzoate, hydroxybenzoate, meth-
oxybenzoate, phthalate, terephthalate, benzenesulfonate, toluenesulfonate, chlorobenzenesulfonate, xylenesulfonate,
phenylacetate, phenylpropionate, phenylbutyrate, citrate, lactate, p-hydroxybutyrate, glycolate, malate, tartrate, meth-
anesulfonate, propanesulfonate, naphthalene-1-sulfonate, naphthalene-2-sulfonate or mandelate.

[0037] The acid addition salt of the present invention may be prepared by a conventional method, for example, by
dissolving N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative represented by Chemical Formula 1 in
an organic solvent such as methanol, ethanol, acetone, methylene chloride, and acetonitrile, adding with an organic
acid or inorganic acid, filtering the resulting precipitate followed by drying, or may be prepared by distillation of the solvent
and excess acid under reduced pressure followed by drying or by crystallization under an organic solvent.

[0038] Additionally, the present invention not only includes the N2,N4-bis(4-(piperazin-l-yl)phenyl)pyrimidin-2,4-di-
amine derivative represented by Chemical Formula 1 or a pharmaceutically acceptable salt thereof but also a solvate,
a hydrate, etc., that can be manufactured therefrom.

[0039] Additionally, the present invention provides a method of preparing the N2,N4-bis(4-(piperazin-1-yl)phenyl)py-
rimidin-2,4-diamine derivative represented by Chemical Formula 1 above.

Preparation Method 1

[0040] A method of preparing the derivative of Chemical Formula 1 according to the present invention is, is as shown
in Reaction Scheme 1 below, wherein the method of preparing N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine
derivative of Chemical Formula 1 or a pharmaceutically acceptable salt thereof, includes:

preparing a compound of Chemical Formula 4 by reacting the chloro group at position 4 of the compound represented
by Chemical Formula 2 with the amino group of the compound represented by Chemical Formula 3 (Step 1); and

preparing a compound of Chemical Formula 1 by reacting the chloro group at position 2 of pyrimidine of the compound
represented by Chemical Formula 4 obtained in Step 1 with the compound represented by Chemical Formula 5
(Step 2),

[Reaction Scheme 1]
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(in Reaction Scheme 1, R' to R5 are the same as defined in Chemical Formula 1 in claim 1).

Preparation Method 2

[0041] Another method of preparing the derivative of Chemical Formula 1 according to the present invention is, as
shown in Reaction Scheme 2 below, a method of preparing N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine
derivative or a pharmaceutically acceptable salt thereof, by reacting the chloro group of the compound represented by
Chemical Formula 2 with at least 2 equivalents of the amino group of the compound represented by Chemical Formula
3 thereby preparing a compound of Chemical Formula 1a:

[Reaction Scheme 2]
R“\N

R4 1

R3 \N/\ K,COs K/N R
| \N + K/N R1 R4
P DMF, 100 C NH W
N" el 2 NJ

2 3
oy

R1

1a

(in Reaction Scheme 2, R', R3 and R4 are the same as defined in Chemical Formula 1 of claim 1; and

the compound of Chemical Formula 1a is the compound of Chemical Formula 1).

[0042] Furthermore, the present invention provides a pharmaceutical composition for the prevention or treatment of
cancers containing an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of Chemical Formula 1 above
or a pharmaceutically acceptable salt thereof as an active ingredient.

[0043] When the composition of the present invention is used as a medicinal drug, the pharmaceutical composition
containing an N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative represented by Chemical Formula 1
or a pharmaceutically acceptable salt thereof as an active ingredient may be prepared into various oral or parenteral
formulations for clinical administration, but is not limited thereto.

[0044] Examples of the formulations for oral administration include tablets, pills, hard/soft capsules, liquids, suspen-
sions, emulsions, syrups, granules, elixirs, troches, etc., and they contain, in addition to the active ingredient, a diluent
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(e.g., lactose, dextrose, sucrose, mannitol, sorbitol, cellulose and/or glycine), a glidant (e.g., silica, talc, stearic acid and
its magnesium or calcium salt and/or polyethylene glycol). Tablets may further contain a binder such as aluminum silicate,
starch paste, gelatin, methyl cellulose, sodium carboxymethylcellulose and/or polyvinylpyrrolidine, and as necessary,
may contain a disintegrant such as starch, agar, alginic acid or its sodium salt or an azeotropic mixture and/or an
absorbent, a coloring agent, a flavoring agent and a sweetener.

[0045] The pharmaceutical composition containing the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine de-
rivative represented by Chemical Formula 1 above as an active ingredient may be administered parenterally, and the
parenteral administration will be performed via subcutaneous injection, intravenous injection, intramuscular injection or
intrathoracic injection.

[0046] In particular, for the preparation of parenteral formulations, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-
2,4-diamine derivative of Chemical Formula 1 above or a pharmaceutically acceptable salt thereof may be mixed with
a stabilizer or a buffer to prepare it as a solution or suspension, and prepare it in a unit formulation for administration in
the form of an ampoule or vial.

[0047] The composition may contain a preservative, a stabilizer, wettable powder, or emulsion promoter, a salt for
controlling osmosis and/or an adjuvant such as a buffer, and other therapeutically useful materials, and may be formulated
according to the conventional method of mixing, granulation or coating method.

[0048] The dose of the pharmaceutical composition containing the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-
diamine derivative represented by Chemical Formula 1 as an active ingredient to humans may vary depending on the
age, body weight, sex, administration type, health status and severity of the disease of a patient, and preferably in the
amount from 0.01 to 1000 mg/kg/day, and according to the decision of a doctor or pharmacist, it may be administered
a few times daily at regular intervals, preferably once or three times daily via an oral or parenteral route.

[0049] The pharmaceutical composition according to the present invention is a pharmaceutical composition for the
prevention or treatment of cancer by inhibiting the expression and growth of cancer cells via inhibition of the activity of
anaplastic lymphoma kinase (ALK).

[0050] ALK is a gene present in cancer cells which induces proliferation of cancer cells, and activated by a process
of gene fusion, in which the tyrosine kinase possessed by the ALK behaves abnormally, prevents apoptosis to prevent
programmed cell death and rearranges cell frames and changes the shape of cells. Additionally, ALK can be connected
to other tyrosine kinases, either normal or oncogenically converted ones, and interact therewith, or activate other various
kinds of pathways.

[0051] Accordingly, in order to examine the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-
diamine derivative represented by Chemical Formula 1 above against ALK activity, the compounds of the present
invention were treated with ALK enzyme, and their IC5q were measured. The result revealed that about 70% of the
compounds among the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives represented by Chemical
Formula 1 exhibited inhibitory activities even at a low concentration of from 0.008 uM to 0.036 uM (see Experimental
Example 1).

[0052] Theresultindicates that ALK activity can be effectively inhibited. Additionally, it has a superior inhibitory activity
to that of Crizotinib® (0.036M, positive control group), which is used as a therapeutic agent for non-small cell lung cancer.
[0053] Accordingly, the compounds of the present invention can be used as a pharmaceutical composition for the
prevention and treatment of cancer by inhibiting the activity of ALK.

[0054] Additionally, the pharmaceutical composition of the present invention is a pharmaceutical composition for the
prevention or treatment of cancer by inhibiting the expression and growth of cancer cells via inhibition of the activity of
activated Cdc42-assdociated kinase (ACK1).

[0055] ACK1 notonly removes WW domain containing oxidoreductase (WWwox), which is known as a cancer inhibitory
enzyme but also promotes cancer metastasis, and activates androgen receptors which cause prostate cancer.

[0056] Accordingly, in order to examine the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-
diamine derivative represented by Chemical Formula 1 above against the ACK1 activity, the compounds of the present
invention were treated with ACK1, and their inhibitory activities were measured. The result revealed that when most of
the compounds were at 0.1 uM the activity of ACK1 was reduced to 10% or below. In particular, in the case of the
compounds prepared in Examples 13,21,26,66,74,77,79, and 80, the ACK1 activity was significantly reduced to 0% (see
Experimental Example 2).

[0057] The above results indicate that the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of the
present invention has an excellent inhibitory activity even at a low concentration against the ACK1 activity. Accordingly,
the compounds of the present invention can be used as a useful pharmaceutical composition for the prevention and
treatment of cancer by inhibiting the activity of ACK1.

[0058] The N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives of Chemical Formula 1 according to
the present invention can be used for the prevention and treatment of cancer by inhibiting the activities of ALK and
ACK1. Preferably, the cancer may include, for example, non-small cell lung cancer, neuroblastoma, inflammatory my-
elofibroblast tumor, rhabdomyosarcoma, myofibroblastoma, breast cancer, stomach cancer, lung cancer, melanoma,
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large B-cell ymphoma, systemic histiocytosis, inflammatory myofibroblastic tumor, esophageal squamous cell carcino-
ma, uterine cancer, prostate cancer, etc.

[0059] Furthermore, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of Chemical Formula 1
or a pharmaceutically acceptably salt thereof has an excellent inhibitory activity against the ALK activity, and thus it can
be used as a useful inhibitor of ALK.

[0060] Additionally, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of Chemical Formula 1 or
a pharmaceutically acceptably salt thereof has an excellent inhibitory activity against the ACK1 activity, and thus it can
be used as a useful inhibitor of ACK1.

DETAILS OF THE INVENTION

[0061] The method of preparing N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives of Chemical For-
mula 1 above of the present invention will be explained in detail with reference to Preparation Examples or Examples
herein below.

[0062] The Preparation Examples or Examples provided below are for illustrative purposes only as embodiments for
preparing the N2,N4-bis(4-(piperazin-I-yl)phenyl)pyrimidin-2,4-diamine derivatives of Chemical Formula 1 above and
should not be construed as limiting the scope of the present invention.

[0063] Additionally, the preparation method explained in the Preparation Examples or Examples may employ synthesis
conditions, suitable reagents, etc., well known in the art of organic synthesis.

(only examples covered by the scope of the claims form part of the invention).

<Preparation Example 1> Preparation of 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-yl)ethanone

[0064]

o

F OH F o )J\N/\
\@ Step 1 \©[ Step 2 k/N SN
2 NO,
NO,
Step 3
o)

Step 1: Preparation of 4-fluoro-2-methoxy-1-nitrobenzene

[0065] 5-fluoro-2-nitrophenol (300 mg), methyliodide (0.50 mL) and potassium carbonate (500 mg) were dissolved in
dimethylformamide (DMF, 3 mL), and reacted at 50°C overnight. The dimethylformamide of the reaction mixture was
concentrated under reduced pressure, added with water and the organic layer was extracted with ethyl acetate. The
organic layer was washed with brine, and the water was removed with sodium sulfate, and the solvent was removed
under reduced pressure. The thus obtained compound was used in the subsequent reaction without further purification.

Step 2: Preparation of 1-(4-(3-methoxy-4-nitrophenyl)piperazin-1-yl)ethanone

[0066] The compound obtained in Step 1 above (300 mg), N-acetylpiperazine (300 mg), and potassium carbonate
(500 mg) were dissolved in dimethylformamide (3 mL) and reacted at 80°C overnight. The dimethylformamide of the
reaction mixture was removed under reduced pressure, and added with water to form a solid. The solid was filtered to
obtain a target compound as a yellow solid.

12



10

15

20

25

30

35

40

45

50

55

EP 2 883 875 B1
TH-NMR(300 MHz, CDCl3) 5 8.00(d, J = 9.1 Hz, 1H), 6.42(d, J = 9.1 Hz, 1H), 6.32(s, 1H), 3.96(s, 3H), 3.80-3.79(m, 2H),
3.67-3.65(m, 2H), 3.47-3.40(m, 4H), 2.15(s, 3H);
Mass (M+H™*) calcd for C13H47N30,4 279.12, found 279.20

Step 3: Preparation of 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-yl)ethanone

[0067] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

TH-NMR (300 MHz, CDCl;) § 6.65 (d, J = 8.6 Hz, 1H), 6.51(s, 1H), 6.41(d, J = 8.4 Hz, 1H), 3.88(s, 3H), 3.76(s, 4H),
3.59(s, 4H), 2.13 (s, 3H).

<Preparation Example 2> Preparation of 1-(4-(4-amino-3-ethoxyphenyl)piperazin-1-yl)ethanone

[0068]

Step 1: Preparation of 4-fluoro-2-ethoxy-1-nitrobenzene

[0069] 5-fluoro-2-nitrophenol (300 mg), ethyliodide (0.50 mL) and potassium carbonate (500 mg) were dissolved in
dimethylformamide (DMF, 3 mL), and reacted at 50°C overnight. The dimethylformamide of the reaction mixture was
concentrated under reduced pressure, added with water and the organic layer was extracted with ethyl acetate. The
organic layer was washed with brine, and the water was removed with sodium sulfate, and the solvent was removed
under reduced pressure. The thus obtained compound was used in the subsequent reaction without further purification.

Step 2: Preparation of 1-(4-(3-ethoxy-4-nitrophenyl)piperazin-1-yl)ethanone

[0070] The compound obtained in Step 1 above (300 mg), N-acetylpiperazine (300 mg), and potassium carbonate
(500 mg) were dissolved in dimethylformamide (3 mL) and reacted at 80°C overnight. The dimethylformamide of the
reaction mixture was removed under reduced pressure, and added with water to form a solid. The solid was filtered to
obtain a target compound as a yellow solid.

TH-NMR (300 MHz, CDCl3) § 7. 97 (d, J = 9.3 Hz, 1H), 6.40(dd, J = 2.5, 9.3 Hz, 1H), 6. 32 (d, J = 2.5 Hz, 1H), 4.15 (q,
J =7.0 Hz, 2H), 3.79(m, 2H), 3.66(m, 2H), 3.40(m, 4H), 2.15(s, 3H), 1.50 (t, J = 7.0 Hz, 3H).

Step 3: Preparation of 1-(4-(4-amino-3-ethoxyphenyl)piperazin-1-yl)ethanone

[0071] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

<Preparation Example 3> Preparation of 1-(4-(4-amino-3-opoxyphenyl)piperazin-1-yl)ethanone

[0072]
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Step 1: Preparation of 4-fluoro-2-propoxy-1-nitrobenzene

[0073] 5-fluoro-2-nitrophenol(300 mg), n-propyl iodide (0.50 mL) and potassium carbonate (500 mg) were dissolved
in dimethylformamide (DMF, 3 mL) and reacted at 50°C overnight. The dimethylformamide of the reaction mixture was
concentrated under reduced pressure, added with water and the organic layer was extracted with ethyl acetate. The
organic layer was washed with brine, and the water was removed with sodium sulfate, and the solvent was removed
under reduced pressure. The thus obtained compound was used in the subsequent reaction without further purification.

Step 2: Preparation of 1-(4-(3-propoxy-4-nitrophenyl)piperazin-1-yl)ethanone

[0074] The compound obtained in Step 1 above (300 mg), N-acetylpiperazine (300 mg), and potassium carbonate
(500 mg) were dissolved in dimethylformamide (3 mL) and reacted at 80°C overnight. The dimethylformamide of the
reaction mixture was removed under reduced pressure, and added with water to form a solid. The solid was filtered to
obtain a target compound as a yellow solid.

TH-NMR (300 MHz, CDCl3) § 7. 98 (d, J = 9.3 Hz, 1H), 6.40(dd, J = 2.5, 9.3 Hz, 1H), 6.32(d, J = 2.5 Hz, 1H), 4.03 (t, J
= 6.4 Hz, 2H), 3.79 (m, 2H), 3.66(m, 2H), 3.40(m, 4H), 2.15(s, 3H), 1.89(m, 2H), 1.09(t, J = 7.4 Hz, 3H).

Step 3: Preparation of 1-(4-(4-amino-3-propoxyphenyl)piperazin-1-yl)ethanone

[0075] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

<Preparation Example 4> Preparation of 1-(4-(4-amino-3-isopropoxyphenyl)piperazin-1-yl)ethanone

[0076]

Step 1: Preparation of 4-fluoro-2-isopropoxy-1-nitrobenzene

[0077] 5-fluoro-2-nitrophenol(300 mg), isopropyl iodide (0.50 mL) and potassium carbonate (500 mg) were dissolved
in dimethylformamide (DMF, 3 mL) and reacted at 50°C overnight. The dimethylformamide of the reaction mixture was
concentrated under reduced pressure, added with water and the organic layer was extracted with ethyl acetate. The
organic layer was washed with brine, and the water was removed with sodium sulfate, and the solvent was removed
under reduced pressure. The thus obtained compound was used in the subsequent reaction without further purification.

Step 2: Preparation of 1-(4-(3-isopropoxy-4-nitrophenyl)piperazin-1-yl)ethanone

[0078] The compound obtained in Step 1 above (300 mg), N-acetylpiperazine (300 mg), and potassium carbonate
(500 mg) were dissolved in dimethylformamide (3 mL) and reacted at 80°C overnight. The dimethylformamide of the
reaction mixture was removed under reduced pressure, and added with water to form a solid. The solid was filtered to
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obtain a target compound as a yellow solid.
TH-NMR (300 MHz, CDCls) § 7.95(d, J = 9.3 Hz, 1H), 6.42(dd, J = 2.5, 9.3 Hz, 1H), 6.36(d, J = 2.5 Hz, 1H), 4.61(d, J=
6.1 Hz, 1H), 3.79(m, 2H), 3.65(m, 2H), 3.42(m, 4H), 2.15(s, 3H), 1.41(d, J = 6.1 Hz, 6H).

Step 3: Preparation of 1-(4-(4-amino-3-isopropoxyphenyl)piperazin-1-yl)ethanone

[0079] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

<Preparation Example 5> Preparation of 1-(4-(4-amino-3-benzyloxyphenyl)piperazin-1-yl)ethanone

[0080]

Step 1: Preparation of 4-fluoro-2-benzyloxy-1-nitrobenzene

[0081] 5-fluoro-2-nitrophenol(300 mg), benzyl iodide (0.50 mL) and potassium carbonate (500 mg) were dissolved in
dimethylformamide (DMF, 3 mL) and reacted at 50°C overnight. The dimethylformamide of the reaction mixture was
concentrated under reduced pressure, added with water and the organic layer was extracted with ethyl acetate. The
organic layer was washed with brine, and the water was removed with sodium sulfate, and the solvent was removed
under reduced pressure. The thus obtained compound was used in the subsequent reaction without further purification.

Step 2: Preparation of 1-(4-(3-benzyloxy-4-nitrophenyl)piperazin-1-yl)ethanone

[0082] The compound obtained in Step 1 above (300 mg), N-acetylpiperazine (300 mg), and potassium carbonate
(500 mg) were dissolved in dimethylformamide (3 mL) and reacted at 80°C overnight. The dimethylformamide of the
reaction mixture was removed under reduced pressure, and added with water to form a solid. The solid was filtered to
obtain a target compound as a yellow solid.

TH-NMR (300 MHz, CDCl3)  8.02(d, J = 9.3 Hz, 1H), 7.4 (m, 5H), 6.42(dd, J = 2.5, 9.3 Hz, 1H), 6.35(d, J = 2.5Hz, 1H),
5.23(s, 2h), 3.77(m, 2H), 3.77(m, 2H), 3.63(m, 2H), 3.36(m, 4H), 2.15(s, 3H).

Step 3: Preparation of 1-(4-(4-amino-3-benzyloxyphenyl)piperazin-1-yl)ethanone

[0083] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

<Preparation Example 6> Preparation of 1-(4-(4-amino-3-chlorophenyl)piperazin-1-yl)ethanone

[0084]
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Step 1 Step 2
O5N ‘ HoN

Cl cl

OZNQF“—’ O @J\

Step 1: Preparation of 1-(4-(3-chloro-4-nitrophenyl)piperazin-1-yl)ethanone

[0085] 2-chloro-4-fluoronitrobenzene(350 mg), N-acetylpiperazine (0.5 ml) and potassium carbonate (500 mg)were
dissolved in dimethylformamide (3 ml) and stirred at 50°C overnight. The reaction mixture was distilled under reduced
pressure to remove dimethylformamide and added with distilled water. Then, the recrystalized yellow solid was filtered
and the subsequent reaction was proceeded without further purification.

TH NMR (300 MHz, CDCl3) § 8.04 (d, J = 9.3 Hz, 1H), 6.86(d, J = 2.0 Hz, 1H), 6.74(dd, J = 2.0, 9.3 Hz, 1H), 3.80(m,
2H), 3.66(m, 2H), 3.42(m, 4H), 2.16(s, 3H).

Step 2: Preparation of 1-(4-(4-amino-3-chlorophenyl)piperazin-1-yl)ethanone

[0086] The compound prepared in Step 1 was dissolved in ethanol(10 ml) and distilled water (1.0 ml), added with iron
(powder, 2.0 g) and ammonium chloride (1.0 g), and stirred at 90°C for 2 hours. Then, the resultant was filtered using
celite and the filtrate was distilled under reduced pressure to remove the solvent. The resulting white solid was used in
the subsequent reaction without further purification.

TH NMR (300 MHz, CDCl3) 5 6.88(m, 1H), 6.73(m, 2H), 3.75(m, 1H), 3.59(m, 1H), 2.99(m, 4H), 2.13(s, 3H).
<Preparation Example 7> Preparation of tert-butyl 4- (4-amino-3-phenoxyphenyl)piperazin-1-carboxylate

[0087]

Boc .
cl F cl o. N/\
. S o
Step 1 Step 2 Ph
NO NO,

2

Step 1: Preparation of 4-chloro-1-nitro-2-phenoxybenzene

[0088] 4-chloro-2-fluoro-nitrobenzene(500 mg), phenol(270 mg), and potassium carbonate (400 mg) were dissolved
in dimethyl sulfoxide(10 ml), and stirred at room temperature for 2 hours. The mixture was added with water and ethyl
ether to extract an organic layer. The resulting organic layer was washed with saturated brine, and water was removed
with sodium sulfate, and the solvent was removed by distillation under reduced pressure. The yellow target compound
obtained by removing the solvent was used in the subsequent reaction without further purification (500 mg).

TH NMR (300 MHz, CDCl3) § 7.94(d, J = 8.8 HZ, 1H), 7.44(m, 2H), 7.25(m, 1H), 7.14(dd, J = 2.1, 8.8 Hz, 1H), 7.09(m,
2H), 6.94(d, J = 2.1 Hz, 1H)

Step 2: Preparation of tert-butyl 4-(4-nitro-3-phenoxyphenyl)piperazin-1-carboxylate

[0089] The compound (500 mg) prepared in Step 1, N-Boc-piperazine (500 mg) andtassium carbonate (2.0 g) were
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dissolved in dimethylformamide (3 ml), and stirred at 90°C for 2 hours. The dimethylformamide of the mixed solution
was removed by distillation under reduced pressure, and extracted with ethyl acetate. The extracted organic layer was
washed with saturated brine, and water was removed with sodium sulfate, and the solvent was removed by distillation
under reduced pressure. The solvent-removed mixture was purified by column chromatography to obtain a yellow target
compound.

TH NMR (300 MHz, CDCls) § 8.08 (d, J = 9.4 HZ, 1H), 7.36(m, 2H), 7.14(m, 1H), 7.01(m, 2H), 6.58(dd, J = 2.7, 9.4 Hz,
1H), 6.31(d, J = 2.7 Hz, 1H), 3.54(m, 4H), 3.28(m, 4H), 1.46(s, 9H).

Step 3: Preparation of tert-butyl 4-(4-amino-3-phenoxyphenyl)piperazin-1-carboxylate

[0090] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

TH NMR (300 MHz, CDCl3) § 7.30(m, 2H), 7.05(m, 1H), 6. 97 (m, 1H), 6. 94 (m, 1H), 6.78(d, J = 8.6 Hz, 1H), 6.65 (dd,
J=2.6,8.6 Hz, 1H), 6.56(d, J = 2.6 Hz, 1H), 3.53(t, J = 5.1 Hz, 1H), 2.93(d, J = 5.1 Hz, 1H), 1.46(s, 9H).

<Preparation Example 8> Preparation of tert-butyl-4-(4-amino-3-(difluoromethoxy)phenyl)piperazin-1-carboxy-
late

[0091]

Boc.
o OH F o N
- . CHF, K/N O cHE
NO, Step 1 Step 2 \©: 2

NO,

Step 3

N o
K/ \@ “CHF,
NH,

Step 1: Preparation of 2-(difluoromethoxy)-4-fluoro-1-nitrobenzene

[0092] 5-fluoro-2-nitrophenol(3.1 g)was dissolved in dimethylformamide (40 mL), and potassium carbonate (4.2 g)
and chlorodifluoroacetic acid methyl ester(3.2 mL) were slowly dropwisely added at room temperature. The mixed
solution was isothermally maintained to 100°C, stirred for 2 hours, and then cooled to room temperature. Then, the
resultant was added with water(100 mL) and extracted with diethyl ether(200 mL). The resulting organic layer was
washed with saturated brine and dried with sodium sulfate and filtered. The resulting mixture was purified by column
chromatography (silica gel, hexane/ethyl acetate) to obtain a target compound as a bright yellow solid.

TH NMR (300 MHz, CD50D) § 8.03(dd, J = 9.0, 5.9 Hz, 1 H), 7.17-7.06(m, 2 H), 6.65(t, J = 72.3 Hz, 1 H).

Step 2: Preparation of 4-(N-boc-piperazin-1-yl)-2-(difluoromethoxy)-1-nitrobenzene

[0093] The compound (7.0 g) prepared in Step 1 and N-Boc-piperazine (7.0 g) were dissolved in dimethylformamide
(100 mL), and added with potassium carbonate (6.0 g). The mixture was stirred at 45°C overnight, slowly dropwisely
added with water (200 mL) to recrystallize the yellow solid. The mixture was filtered to dry the solid and suspended in
ethyl acetate(100 mL), added with hexane(200 mL) to recrystallize the yellow solid, and the solid was filtered to obtain
a target compound (9.0 g, 71%).

TH NMR (300 MHz, CD;0D) § 8.04 (d, J = 9.3 Hz, 1 H), 6.77(d, J = 9.3 Hz, 1 H), 6.63 (s, 1 H), 6.62(t, J = 74.2 Hz, 1 H),
3.63-3.58(m, 4 H), 3.35-3.39(m, 4 H), 1.49(s, 9 H).
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Step 3: Preparation of tert-butyl-4-(4-amino-3-(difluoromethoxy)phenyl)piperazin-1-carboxylate

[0094] The compound (9.0 g) prepared in Step 2 was dissolved in ethanol/ethyl acetate (200 mL/40 mL), added with
10% Pd/C (~0.5 g), and stirred under hydrogen atmosphere overnight. Then, the mixed solution was filtered to remove
Pd/C, and the filtrate was concentrated to obtain a target compound as a bright purple solid (8.0 g, 88%).

TH NMR (300 MHz, CD40D) 5 6.83-6.74 (m, 3H), 6.71 (t, J = 73.2 Hz, 1 H), 3.71-3.63(m, 4 H), 3.05-2.96(m, 4 H), 1.49(s,
9 H).

<Preparation Example 9> Preparation of tert-butyl-4-(4-amino-3-fluorophenyl)piperazin-1-carboxylate

[0095]

Step 1: Preparation of tert-butyl-4-(3-fluoro-4-nitrophenyl)piperazin-1-carboxylate

[0096] 2.4-dinitrobenzene (1.2 g), N-Boc-piperazine (1.4 g) and potassium carbonate (1.2 g) were dissolved in dimeth-
ylformamide (5 mL) and stirred at 50°C overnight. Then, the mixture was distilled under reduced pressure to remove
dimethylformamide, added with water, and extracted with ethyl acetate. The thus obtained organic layer was washed
with brine, and water was removed with sodium sulfate, and the solvent was removed by distillation under reduced
pressure. The mixture was purified by column chromatography (silica gel) to obtain target compounds (R=0.3, hex-
ane:ethyl acetate=2:1) and (tert-butyl-4-(5-fluoro-2-nitrophenyl)piperazin-1-carboxylate (R=0.6, hexane:ethyl ace-
tate=2:1).

TH NMR (300 MHz, CDCl3) § 8.04 (t, J = 9.0 Hz, 1 H), 6.58(dd, J = 3.0, 9.4 Hz, 1 H), 6.52(dd, J = 2.7, 14.7 Hz, 1 H),
3.60(m, 4 H), 3.41(m, 4 H), 1.49(s, 9 H).

Step 2: Preparation of tert-butyl-4-(4-amino-3-fluorophenyl)piperazin-1-carboxylate

[0097] The compound prepared in Step 1 was dissolved in ethanol(10 ml) and water (1.0 ml), added with iron (powder,
2.0 g) and ammonium chloride (1.0 g), and stirred at 80°C for 2 hours. Then, the resultant was filtered with celite, distilled
under reduced pressure to remove the solvent. The thus obtained target compound as a white solid was used in the
subsequent reaction without further purification.

Mass (M + H*) calcd for C45H,,FN3O, 295.17, found 296.09.

<Preparation Example 10> Preparation of 1-(4-(4-amino-3-(phenylamino)phenyl)piperazin-1-yl)ethanone

[0098]

NO,

¢l F cl NHPh PN
- . . TNy
NO, Step 1 Step 2 K/N. : :NHPh

NO,

Step 3
k/N\@NHPh
NH,
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Step 1: Preparation of 5-chloro-2-nitro-N-phenylaniline

[0099] 4-chloro-2-fluoronitrobenzene(250 mg), aniline(0.40 mL) and potassium carbonate (500 mg) were dissolved
in dimethyl sulfoxide(1.5 mL) and stirred at 50°C overnight. The mixture was added with water, extracted with ethyl
acetate, and the organic layer was washed with saturated brine, and the water was removed with sodium sulfate. The
reaction solution was removed of the solvent by distillation under reduced pressure, and the subsequent reaction was
proceeded without further purification of the thus obtained compound.

TH NMR (300 MHz, CDCl3) § 9.54 (br, 1 H), 8.16(d, J = 9.1 Hz, 1 H), 7.1-7.5 (m, 5 H), 6.71(m, 2 H).

Step 2: Preparation of 1-(4-(4-nitro-3-(phenylamino)phenyl)piperazin-1-yl)ethanone

[0100] The compound (300 mg) prepared in Step 1 and N-acetylpiperazine (300 mg) were dissolved in dimethyl
sulfoxide(3 mL), and stirred at 90°C for 3 hours. The mixture was added with water, and extracted with ethyl acetate.
The thus obtained organic layer was washed with saturated brine, the water was removed with sodium sulfate, and the
solvent was removed by distillation under reduced pressure. Then, the compound was added with ethyl ether to form a
solid, and the solid was filtered to obtain a target compound as a yellow solid.

TH NMR(300 MHz, CDCl3) § 9. 83 (br, 1 H), 8.15(d, J = 9.6 Hz, 1 H), 7.3-7.5(m, 5 H), 6.37(d, J = 2.6 Hz, 1 H), 6.30(dd,
J=2.6,9.6 Hz, 1 H), 3.71(m, 2 H), 3.58(m, 2 H), 3.31(m, 4 H), 2.11(s, 3 H).

Step 3: Preparation of 1-(4-(4-amino-3-(phenylamino)phenyl)piperazin-1-yl)ethanone

[0101] The compound prepared in Step 2 was dissolved in ethanol, added with 10% Pd/C and stirred under hydrogen
atmosphere for 2 hours. Upon completion of the reaction, the Pd/C in the reaction mixture was removed using celite
and the solvent was removed under reduced pressure. The thus obtained compound was used in the subsequent reaction
without further purification.

<Preparation Example 11> Preparation of 1-(4-(4-amino-3-(tert-butylamino)phenyl)piperazin-1-yl)ethanone

[0102]

k/N\@NHtBU
NH,

Step 1: Preparation of N-(tert-butyl)-5-chloro-2-nitroaniline

[0103] 4-chloro-2-fluoronitrobenzene(250 mg) and t-butylamine(0.40 mL) were dissolved in dimethyl sulfoxide(3.0 mL)
and stirred at room temperature overnight. Then, the mixture was added with water and extracted with ethyl acetate.
The thus obtained organic layer was washed with saturated brine, and the water was removed with sodium sulfate, and
the solvent was removed by distillation under reduced pressure. The subsequent reaction was proceeded without further
purification of the thus obtained compound.

TH NMR (300 MHz, CDCl3) § 8. 42 (br, 1 H), 8.13(d, J = 9.2 Hz, 1 H), 7.07(d, J = 2.1 hz, 1 H), 6.56(dd, J = 2.1, 9.2 Hz,
1 H), 1.51(s, 9 H).

Step 2: Preparation of 1-(4-(3-(tert-butylamino)-4-nitrophenyl)piperazin-1-yl)ethanone

[0104] A target compound was obtained in the same manner as in Step 2 of Preparation Example 10 except that
N-(tert-butyl)-5-chloro-2-nitroaniline (300 mg) was used instead of 5-chloro-2-nitro-N-phenylaniline.

TH NMR (300 MHz, CDCl3) & 8.71(br, 1 H), 8.11(d, J = 9.5 Hz, 1 H), 6.18(m, 2 H), 3.80(m, 2 H), 3.66(m, 2 H), 3.42(m,
4 H), 2.15(s, 3 H), 1.51(s, 9 H).

Step 3: Preparation of 1-(4-(4-amino-3-(tert-butylamino)phenyl)piperazin-1-yl)ethanone

[0105] A target compound was obtained in the same manner as in Step 3 of Preparation Example 10 except that
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1-(4-(3-(tert-butylamino)-4-nitrophenyl)piperazin-1-yl)ethanone was used instead of 1-(4-(4-nitro-3-(phenylamino)phe-
nyl)piperazin-1-yl)ethanone.

<Preparation Example 12> Preparation of tert-butyl4-(4-amino-3-(N-methylpropionamido)phenyl)piperazin-1-
carboxylate

[0106]

Step 1: Preparation of 5-chloro-N-methyl-2-nitroaniline

[0107] A target compound was obtained in the same manner as in Step 1 of Preparation Example 11 except that
methylamine (2.0 mL in THF) was used instead of t-butylamine.

TH NMR (300 MHz, CDCl,) § 8.12(d, J = 9.2 Hz, 1 H), 6.83(d, J = 2.1 Hz, 1 H), 6.62(dd, J = 2.1, 9.2 Hz, 1 H), 3.02(d, J
=5.1Hz, 3 H).

Step 2: Preparation of N-(5-chloro-2-nitrophenyl)-N-methylpropionamide

[0108] 5-chloro-N-methyl-2-nitroaniline (500 mg) was dissolved in methylene chloride anhydrous (9 mL), added with
triethylamine (3 mL) and propionyl chloride (1 mL) and refluxed. Then, saturated sodium bicarbonate was added thereto
and extracted with ethyl acetate. The extracted organic layer was washed with saturated sodium bicarbonate, dried with
sodium sulfate, filtered and concentrated under reduced pressure. The concentrated filtrate was purified by column
chromatography (silica gel, hexane/ethyl acetate) to obtain a target compound as a yellow solid.

TH NMR (300 MHz, CDCl;)  8.14(d, J =9.3 Hz, 1 H), 6.83(d, J = 9.3 Hz, 1 H), 6.61(s, 1 H), 3.69-3.54(m, 4 H), 3.49-3.37(m,
4 H), 3.20(s, 3 H), 2.13-1.92(m, 2 H), 1.49(s, 9 H), 1.05(t, J = 7.2 Hz, 3 H).

Step 3: Preparation of 4-(3-(N-methylpropionamido)-4-nitrophenyl)piperazin-1-carboxylate

[0109] The compound (460 mg) prepared in Step 2 was dissolved in dimethylformamide (7 ml), added with N-Boc-
piperazine (460 mg) and potassium carbonate (340 mg), and stirred at 90°C overnight. Then, the mixture was distilled
under reduced pressure to remove the solvent, added with water, and extracted with ethyl acetate. The extracted organic
layer was washed with saturated brine, dried with sodium sulfate, and filtered. The filtrate was concentrated under
reduced pressure and purified by column chromatography (silica gel, hexane/ethyl acetate) to obtain a target compound
as a yellow solid (272.3 mg).

TH NMR (300 MHz, CDCl3) § 8.14(d, J = 9.3 Hz, 1H), 6.83(d, J = 9.3Hz, 1H), 6.61(s, 1 H), 3.69-3.54(m, 4 H), 3.49-3.37(m,
4H), 3.20(s, 3H), 2.13-1.92 (m, 2 H), 1.49(s, 9 H), 1.05 (t, J = 7.2 Hz, 3H).

Step 4: Preparation of tert-butyl-4-(4-amino-3-(N-methylpropionamido)phenyl)piperazin-1-carboxylate

[0110] The compound (272.3 mg, 0.69 mmol) prepared in Step 3 was dissolved in a mixed solution (2 mL) of ethyl
acetate and ethanol, added with 10% Pd/C (70 mg), and stirred at room temperature under hydrogen atmosphere
overnight. Then, the Pd/C was removed from the mixture with celite, concentrated under reduced pressure to obtain a
target compound as a yellow solid (231.2 mg).

TH NMR (300 MHz, CDCl5) § 6.84-6.80 (m, 1 H), 6.79-6.72 (m, 1 H), 6.66 (br, 1 H), 3.67-3.46 (m, 6 H), 3.18 (s, 3 H),
3.01-2.92 (m, 4 H), 2.20-1.99 (m, 2 H), 1.48 (s, 9 H), 1.05 (t, J = 7.5 Hz, 3H).

<Preparation Example 13> Preparation of tert-butyl 4- (4-amino-3-(N-methylbutylamido)phenyl)piperazin-1-car-
boxylate

[0111]
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Boc\N o)
@\@N\
NH,

Step 1: Preparation of N-(5-chloro-2-nitrophenyl)-N-methylbutylamide

[0112] A target compound as a yellow solid was obtained in the same manner as in Step 2 of Preparation Example
12 except that butylchloride (1 ml) was used instead of propionyl chloride.

TH NMR (300 MHz, CDCl3) § 8.01(d, J = 8.7 Hz, 1 H), 7.55 (d, J = 8.7 Hz, 1 H), 7.38 (s, 1 H), 3.21 (s, 3 H), 1.96 (q, J =
7.2 Hz, 2 H), 1.65-1.52 (m, 2 H), 0.84 (t, J = 7.2 Hz, 3 H).

Step 2: Preparation of tert-butyl-4-(3-(N-methylbutylamido)-4-nitrophenyl)piperazin-1-carboxylate

[0113] A target compound (240 mg) was obtained in the same manner as in Step 3 of Preparation Example 12 except
that N-(5-chloro-2-nitrophenyl)-N-methylbutylamide prepared in Step 1 was used instead of N-(5-chloro-2-nitrophenyl)-N-
methylpropionamide.

TH NMR (300 MHz, CDCl5) § 8.15 (d, J = 9.3 Hz, 1 H), 6.81 (d, J = 9.0 Hz, 1 H), 6.62-6.56 (m, 1 H), 3.68-3.54 (m, 4 H),
3.50-3.34 (m, 4 H), 3.20 (s, 3 H), 1.95 (q, J = 7.8 Hz, 2 H), 1.65-1.54 (m, 4 H), 1.50 (s, 9 H), 1.26 (t, J = 6.9 Hz, 2 H),
1.01 (t, J=7.5Hz,2 H), 0.83 (t, = 7.5 Hz, 3 H).

Step 3: Preparation of tert-butyl-4-(4-amino-3-(N-methylbutylamido)phenyl)piperazin-1-carboxylate

[0114] A target compound (220 mg) was obtained in the same manner as in Step 4 of Preparation Example 12 except
that the compound prepared in Step 2 was used instead of 4-(3-(N-methylpropionamido)-4-nitrophenyl)piperazin-1-
carboxylate.

TH NMR (300 MHz, CDCl5) § 6. 84 (d, J = 8.7 Hz, 1 H), 6.75 (d, J = 9.0 Hz, 1 H), 6.61 (s, 1 H), 3.66-3.39 (m, 6 H), 3.18
(s, 3H), 3.03-2.92 (m, 4 H), 2.15-1.96 (m, 2 H), 1.69-1.53 (m, 4 H), 1.48 (s, 9 H), 1.25(t, J = 6.6 Hz, 2 H), 1.10-1.01 (m,
2 H), 0.84 (t, J = 7.2 Hz, 3 H).

<Preparation Example 14> Preparation of 1-(4-(4-(2,5-dichloropyrimidin-4-ylamino)-3-methoxyphenyl)piperazin-
1-yl)ethanone

[0115]

ci
i oy )
/U\N/\ NTCl N\©:°\
LN o Step 1 NH
o o
NH, |

[0116] 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-yl)ethanone (150 mg) prepared in Preparation Example 1, 2,4,5-
trichloropyrimidine(120 mg) and potassium carbonate (120 mg) were dissolved in dimethylformamide (2 mL), and stirred
at 80°C overnight. The dimethylformamide of the mixture was removed under reduced pressure and added with water
to form a solid. The solid was filtered to obtain a target compound.

TH-NMR (300 MHz, CDCl3) § 8.32 (d, J = 8.8 Hz, 1 H), 8.14 (s, 1 H), 7.89 (s, 1 H), 6.58 (dd, J = 2.5, 8.8 Hz, 1 H), 6.54
(d, J =25Hz, 1H),3.93 (s, 3 H), 3.78 (m,, 2 H), 3.64 (m, 2 H), 3.16 (m, 4 H), 2.15 (s, 3 H);
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Mass (M+H™*) calcd for C;;H,4CI,N5O, 395.09, found 396.1.

<Preparation Example 15> Preparation of 1-(4-(4-(2,5-dichloropyrimidin-4-ylamino)-3-ethoxyphenyl)piperazin-
1-yl)ethanone

[0117]

[0118] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 2 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

TH-NMR(300 MHz, CDCl5) & 8.37(d, J = 8.6 Hz, 1H), 8.16(s, 1H), 8.04(s, 1H), 6.61-6.59(m, 1H), 6.56(s, 1H), 4.15(t, J
=7.0 Hz, 2H), 3.81(t, J = 4.9 Hz, 2H), 3.66(t, J = 4.9 Hz, 2H), 3.21-3.14(m, 4H), 2.17(s, 3H), 1.51(t, J = 7.0 Hz, 3H).

<Preparation Example 16> Preparation of 1-(4-(4-(2,5-dichloropyrimidin-4-ylamino)-3-propoxyphenyl)piperazin-
1-yl)ethanone

[0119]

[0120] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 3 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

TH-NMR (300 MHz, CDCl;) § 8.37 (d, J = 9.1 Hz, 1H), 8.15(s, 1H), 8.06(s, 1H), 6.60-6.58(m, 1H), 6.55(s, 1H), 4.04(t, J
= 6.3 Hz, 2H), 3.80(t, J = 4.9 Hz, 2H), 3.65(t, J = 4.9 Hz, 2H), 3.18(t, J = 5.2 Hz, 2H), 3.15(t, J = 5.2 Hz, 2H), 2.17(s,
3H), 1.91(sextet, J = 14.3 ,7.1 Hz, 2H), 1.11(t, J = 7.4 Hz, 3H).

<Preparation Example 17> Preparation of 1-(4-(4-(2,5-dichloropyrimidin-4-ylamino)-3-isopropoxyphenyl)piper-
azin-1-yl)ethanone

[0121]
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[0122] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 4 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

TH-NMR(300 MHz, CDCl3) & 8.38 (d, J = 8.4 Hz, 1H), 8.13 (s, 1H), 8.08(s, 1H), 6.61-6.54(m, 2H), 4.64-4.55(m, 1H),
3.80-3.77(m, 2H), 3.65-3.62(m, 2H), 3.17-3.08(m, 4H), 2.15(s, 3H), 1.41(s, 3H), 1.39(s, 3H).

<Preparation Example 18> Preparation of 1-(4-(3-(benzyloxy)-4-(2,5-dichloropyrimidin-4-ylamino)phenyl)piper-
azin-1-yl)ethanone

[0123]

[0124] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 5 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

Mass (M+H™*) calcd for C,3H53CI,N5O, 471.12, found 471.77.

<Preparation Example 19> Preparation of 1-(4-(3-chloro-4-(92,5-dichloropyrimidin-4-yl)amino)phenyl)piperazin-
1-yl)ethanone

[0125]

K/N\@CI
NH
cl

B

B
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[0126] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 6 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

TH-NMR(300 MHz, CDCl5) § 8.20(d, J = 9.0 Hz, 1H), 8.18(s, 1H), 6.89(dd, J = 2.8, 9.1 Hz, 1H), 6.76(dd, J = 2.8, 9.1 Hz,
1H), 3.75(m, 2H), 3.61(m, 2H), 3.41(m, 4H), 2.12(s, 3H).

<Preparation Example 20> Preparation of 1-(4-(4-(2,5-dichloropyrimidin-4-ylamino)-3-phenoxyphenyl)piperazin-
1-yl)ethanone

[0127]

[0128] The solid compound, which was obtained in the same manner as in Preparation Example 14 except that the
compound prepared in Preparation Example 7 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphe-
nyl)piperazin-1-yl) ethanone, was dissolved in methylenechloride (4 ml), added with trifluoroacetic acid (2 ml) and stirred
atroom temperature for 10 minutes. The mixture was concentrated under reduced pressure, added with acetic anhydride
((0.01 ml), triethylamine (0.2 ml) and methylenechloride (2 ml), and stirred for 2 hours. Then, saturated aqueous solution
of sodium bicarbonate was added thereto, extracted with ethyl acetate, and the extracted organic layer was washed
with saturated sodium bicarbonate. The washed organic layer was dried with sodium sulfate, filtered, and concentrated
under reduced pressure. The mixture was separated by column chromatography (silica gel, hexane/ethyl acetate) to
obtain a target compound.

TH-NMR(300 MHz, CDCl5) § 8. 32 (d, J = 9.0 Hz, 1H), 8.12(s, 1H), 5.6-7.4(m, 7H), 3.73(m, 2H), 3.59(m, 2H), 3.15(m,
4H), 2.12(s, 3H).

<Preparation Example 21> Preparation of tert-butyl-4-(4-((2,5-dichloropyrimidin-4-yl)amino)-3-(difluorometh-
oxy)phenyl)piperazin-1-carboxylate

[0129]

N o.
NH
Cl

~N

LA

N° CI

[0130] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 8 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

TH-NMR(300 MHz, DMSO-dg) § 8.82(d, J = 14 Hz, 1H), 8.24(s, 1H), 6.7-7.2(m, 3H), 3.40(m, 4H), 3.19(m, 2H), 3.11(m,
2H), 1.37(s, 9H);

Mass (M+H*) calcd for CyoHy3CloFoN5O4 489.11, found 489.65.
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<Preparation Example 22> Preparation of 4-(4-((2,5-dichloropyrimidin-4-yl)amino)-3-fluorophenyl)piperazin-1-
carboxylate

[0131]

[0132] A target compound was obtained in the same manner as in Preparation Example 14 except that the compound
prepared in Preparation Example 9 was used as a starting material instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-
1-yl)ethanone.

TH-NMR(300 MHz, DMSO-dg) § 8.15(s, 1H), 6.65-6.8(m, 3H), 3.58(m, 4H), 3.15(m, 4H), 1.55(s, 9H);

Mass (M+H*) calcd for C4gH5,CI,FN5O, 441.11, found 441.94.

<Preparation Example 23> Preparation of 1-(4-(4-(2,5-dichloropyrimidin-4-ylamino)-3-(phenylamino)phenyl)pip-
erazin-1-yl)ethanone

[0133]

[0134] The compound (114.5mg) prepared in Preparation Example 10, 2,4,5-trichloropyrimidine(40 x€) and potassium
carbonate (80 mg) were dissolved in dimethylformamide (1.5 ml), and stirred at 80°C overnight. Then, the mixture was
cooled at room temperature, distilled at room temperature to remove the solvent, added with water, and extracted with
ethyl acetate. The extracted organic layer was washed with saturated brine, dried with sodium sulfate, and concentrated
under reduced pressure. The mixture was separated by column chromatography(silica gel, ethyl acetate/hexane/meth-
anol=4/4/1) to obtain a target compound as a brown solid (115 mg).

TH-NMR(300 MHz, CDCl,) & 8.24(s, 1H), 7.67(d, J = 8.7 Hz, 1H), 7.37-7.08(m, 5H), 6.92(d, J = 8.7 Hz, 1H), 6.84(br,
2H), 6.59(s, 1H), 3.80-3.68(m, 2H), 3.67-1.54 ( m, 2H), 3.20-3.05(m, 4H), 2.12(s, 3H).

<Preparation Example 24> Preparation of 1-(4-(3-(tert-butylamino)-4-(2,5-dichloropyrimidin-4-yl)amino)phe-
nyl)piperazin-1-yl)ethanone

[0135]
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[0136] A target compound (115 mg) as a brown solid was obtained in the same manner as in Preparation Example
23 except that the compound (110 mg) prepared in Preparation Example 11 was used as a starting material instead of
the compound prepared in Preparation Example 10.

TH-NMR(300 MHz, CD30H) § 8.17(s, 1H), 7.53(d, J = 8.8 Hz, 1H), 6.73(s, 1H), 6.45(dd, J = 1.9, 9.0 Hz, 1H), 3.80-3.61(m,
5H), 3.30-3.11(m, 5H), 2.15(s, 3H), 1.28(s, 9H).

<Preparation Example 25> Preparation of N-(5-(4-acetylpiperazin-1-yl)-2-(2,5-dichloropyrimidin-4-ylamino)phe-
nyl)-N-methylpropionamide

[0137]

[0138] A target compound (115 mg) as a brown solid was obtained in the same manner as in Preparation Example
23 except that the compound (231 mg) prepared in Preparation Example 12 was used as a starting material instead of
the compound prepared in Preparation Example 10.

TH-NMR(300 MHz, CDCl5) § 8.31(d, J = 9.0 Hz, 1H), 8.19(s, 1H), 7.04-6.96(m, 1H), 6.73(s, 1H), 3.67-3.53(m, 4H),
3.37(s, 1H), 3.22(s, 3H), 3.19-3.08(m, 4H), 2.19-1.96(m, 2H), 1.50(s, 9H), 1.26(t, J = 7.2 Hz, 3H).

<Preparation Example 26> Preparation of tert-butyl-4-(4-(2,5-dichloropyrimidin-4-yl)amino)-3-(N-methylbutyla-
mido)phenyl)piperazin-1-carboxylate

[0139]
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[0140] A target compound (87 mg) as a brown solid was obtained in the same manner as in Preparation Example 14
except that the compound (231 mg) prepared in Preparation Example 13 was used as a starting material instead of the
compound prepared in Preparation Example 1.

TH-NMR(300 MHz, CDCl3) § 8.29(d, J = 9.0 Hz, 1H), 8.19(s, 1H), 7.01(d, J = 9.0 Hz, 1H), 6.72(s, 1H), 3.61(s, 4H),
3.48-3.35(m, 1H), 3.22(s, 3H), 3.16(s, 4H), 2.14-1.93(m, 2H), 1.65-1.50(m, 2H), 1.49(s, 9H), 0.82(t, J = 7.2 Hz, 3H);
Mass (M+H1) calced for C,4H3,Cl,NgO4 522.19, found 522.85.

<Preparation Example 27> Preparation of tert-butyl-4-(4-((2-chloro-5-fluoropyrimidin-4-yl)amino)-3-methoxy-
phenyl)piperazin-1-carboxylate

[0141]

[0142] A target compound (900 mg) as a grey solid was obtained in the same manner as in Preparation Example 14
except that 2,4-dichloro-5-fluoropyrimidine was used as a starting material instead of 2,4,5-trichloropyrimidine.
TH-NMR(300 MHz, CDCl5) & 8.31(d, J = 8.7 Hz, 1H), 8.00(s, 1H), 7.51(s, 1H), 6.58(d, J = 8.7 Hz, 1H), 6.54(s, 1H), 3.
91 (s, 3H), 3.60(t, J = 4.8 Hz, 4H), 3.12(t, J = 4.8 Hz, 4H), 1.49(s, 9H).

<Preparation Example 28> Preparation of tert-butyl-4-(4-((2-chloro-5-fluoropyrimidin-4-yl)Jamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-carboxylate

[0143]

[0144] A target compound (850 mg) as a grey solid was obtained in the same manner as in Preparation Example 14
except that 2,4-dichloro-5-fluoropyrimidine was used as a starting material instead of 2,4,5-trichloropyrimidine, and the
compound prepared in Preparation Example 8 was used instead of the compound prepared in Preparation Example 1.
TH-NMR(300 MHz, CDCl3) § 8.19(d, J = 5.4 Hz, 1H), 8.07(s, 1H), 7.20(s, 1H), 6.86(d, J = 5.4 Hz, 1H), 6.76(s, 1H), 6.56(t,
J =7.45 hz, 1H), 3.63-3.59(m, 4H), 3.20-3.15(m, 4H), 1.51 (s, 6H).

<Preparation Example 29> Preparation of tert-butyl-4-(4-(2-chloro-5-(trifluoromethyl)pyrimidin-4-yl-amino)-3-
methoxyphenyl)piperazin-1-carboxylate

[0145]
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[0146] 2,4-dichloro-5-(trifluoromethyl)pyrimidine (800 mg) and potassium carbonate (510 mg) were dissolved in n-
butanol(15 ml), dropwisely added with a reaction solution, in which 4-(4-amino-3-methoxyphenyl)piperazin-1-carboxy-
late(1.13 g) was dissolved in n-butanol(5 ml), and stirred at room temperature overnight. Then, the mixture was distilled
under reduced pressure to remove the solvent, added with ethyl acetate, and washed with saturated brine. The washed
organic layer was dried with sodium sulfate, and concentrated under reduced pressure. The concentrated mixture was
purified by column chromatography to obtain a target compound (430 mg).

TH-NMR(300 MHz, CDCl5) & 8.35(s, 1H), 8.22(d, J = 8.8 Hz, 1H), 7.79(s, 1H), 6.57(d, J = 8.8 Hz, 1H), 6.53(s, 1H),
3.90(s, 3H), 3.59(s, 4H), 3.13(s, 4H), 1.49(s, 9H).

<Preparation Example 30> Preparation of tert-butyl-4-(4-((4-chloro-5-(trifluoromethyl)pyrimidin-2-yl)amino)-3-
methoxyphenyl)piperazin-1-carboxylate

[0147]

[0148] A target compound (286 mg) was obtained as a side reaction product in the same manner as in Preparation
Example 29.

TH-NMR(300 MHz, CDCls) § 8.52(s, 1H), 8.16(d, J = 8.4 Hz, 1H), 7.85 (s, 1H), 6.54(d, J = 8.4 Hz, 1H), 6.53(s, 1H),
3.88(s, 3H), 3.59(s, 4H), 3.11(s, 4H), 1.48(s, 9H).

<Preparation Example 31> Preparation of 1-(4-(4-((2-chloropyrimidin-4-yl)amino)-3-methoxyphenyl)piperazin-1-
yl)ethanone

[0149]

N Cl

[0150] A target compound as a brown solid was obtained in the same manner as in Preparation Example 14 except
that 2,4-dichloropyrimidine was used as a starting material instead of 2,4,5-trichloropyrimidine.
TH-NMR(300 MHz, DMSO-dg) & 9.21(s, 1H), 8.00(d, J = 6.0 Hz, 1H), 7.33(m, 1H), 6.68(d, J = 2.4 Hz, 1H), 6.53(dd, J =
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2.4, 8.6 Hz, 1H), 3.79(s, 3H), 3.58(s, 4H), 3.20(s, 2H), 3.12(m, 2H), 2.05(s, 3H);
Mass (M+H*) calcd for C4,H,,CIN5O, 361.13, found 361.90.

<Preparation Example 32> Preparation of 1-(4-(4-((2,5-dichloropyrimidin-4-yl)amino)phenyl)piperazin-1-yl)eth-
anone

[0151]

[0152] A target compound was obtained in the same manner as in Preparation Example 14 except that 1-(4-(4-
aminophenyl)piperazin-1-yl)ethanone was used as a starting material instead of the compound prepared in Preparation
Example 1.

Mass (M+H*) calcd for C4gH47CIoN50 365.08, found 366.1

<Preparation Example 33> Preparation of 1-(4-(4-((2-chloro-5-fluoropyrimidin-4-yl)Jamino)-3-methoxyphenyl)pip-
erazin-1-yl)ethanone

[0153]

[0154] A target compound was obtained in the same manner as in Preparation Example 14 except that 2,4,5,-trifluor-
opyrimidine was used as a starting material instead of the compound prepared in Preparation Example 1.
TH-NMR(300 MHz, CDCl3) § 8.34(d, J = 8.7 Hz, 1H), 8.02(d, J = 2.8 Hz, 1H), 7.54(s, 1H), 6.62-6.59(m, 1H), 6.56(s, 1H),
3.94(s, 3H), 3.82-3.80(m, 2H), 3.67-3.65(m, 2H), 3.20-3.15(m, 4H), 2.17(s, 3H).

<Preparation Example 34> Preparation of tert-butyl-4-(4-amino-3-methoxyphenyl)piperazin-1-carboxylate

[0155]
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[0156] A target compound was obtained in the same manner as in Step 2 of Preparation Example 1 except that N-
Boc-piperazine was used instead of N-acetylpiperazine.

TH-NMR(300 MHz, CDCl3) § 6.65(d, J = 8.3 Hz, 1H), 6.51(s, 1H), 6.41(d, J = 8.3 Hz, 1H), 3.84(s, 3H), 3.56(m, 4H),
2.98(m, 4H), 1.48(s, 9H).

<Preparation Example 35> Preparation of tert-butyl-4-(4-((2,5-dichloropyrimidin-4-yl)amino)-3-
methoxypheny1)piperazin-1-carboxylate

[0157]

[0158] A target compound was obtained in the same manner as in Preparation Example 21 except that the compound
prepared in Preparation Example 34 was used instead of the compound prepared in Preparation Example 8.
TH-NMR(300 MHz, CDCls) & 8.30(d, J = 8.6 Hz, 1H), 8.13(s, 1H), 7.88(s, 1H), 6.62-6.53(m, 2H), 3.93(s, 3H), 3.60(m,
4H), 3.14(m, 4H), 1.49(s, 9H).

(only examples covered by the scope of the claims form part of the invention).

<Example 1> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-chloropyrimidin-2-
ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0159]

(N o0
L, A
S

e
z

o

[0160] 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-yl)ethanone (40 mg) prepared in Preparation Example 1 and
1-(4-(4-(2,5-dichloropyrimidine-4-ylamino)-3-ethoxyphenyl)piperazin-1-yl) ethanone (50 mg) prepared in Preparation Ex-
ample 15 were dissolved in 0.08 M HCI ethoxyethanol solution(1.2 mL), and allowed to react at 115°C overnight. Upon
completion of the reaction, the solvent of the mixture was removed under reduced pressure, diluted with ethyl acetate,
neutralized with an aqueous saturated sodium carbonate solution, water was removed from the organic layer with sodium
sulfate, and the solvent was removed under reduced pressure. The mixture was purified by column chromatography to
obtain a target compound.

TH-NMR(300 MHz, CDCl5) § 8.36(d, J = 8.5 Hz, 1H), 8.19(d, J = 8.5 Hz, 1H), 8.03(s, 1H), 7.74(s, 1H), 7.27(s, 1H),
6.57-6.52(m, 4H), 4.14(q, J = 6.7 Hz, 2H), 3.90(s, 3H), 3.82-3.78(m, 4H), 3.68-3.65(m, 4H), 3.18-3.10(m, 8H), 2.19(s,
3H), 2.18(s, 3H), 1.51(t, J = 6.7 Hz, 3H);

Mass (M+H™*) calcd for C54H39CINgO, 622.27, found 623.01.

30



10

15

20

25

30

35

40

45

50

55

EP 2 883 875 B1

<Example 2> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-3-propoxyphenyl)piperazin-1-yl)ethanone

[0161]

[0162] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 16 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH-NMR(300 MHz, CDCl,) § 8.34 (d, J = 9.1 Hz, 1H), 8.14 (d, J = 9.1 Hz, 1H), 8.02(s, 1H), 7.83(s, 1H), 6.57(s, 2H),
6.53(d, J = 8.1 Hz, 2H), 4.03(t, J = 6.2 Hz, 2H), 3.90(s, 3H), 3.82(t, J = 4.8 Hz, 4H), 3.69-3.65(m, 4H), 3.19-3.11(m, 8H),
2.19(s, 3H), 2.18(s, 3H), 1.91 (sextet, J = 13.4, 7.1 Hz, 2H), 1.12(t, J = 7.6 Hz, 3H);

Mass (M+H*) calcd for C35H,4CINgO,4 636.29, found 637.05.

<Example 3> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-isapropoxyphenylamino)-5-chloropyrimidin-
2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0163]

LN o o
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[0164] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 17 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH-NMR(300 MHz, CDCl5) § 8.31(d, J = 8.6 Hz, 1H), 8.11-8.03(m, 1H), 7.98-7.90(m, 2H), 6.60-6.46(m, 4H), 4.64-4.35(m,
1H), 3.88(s, 3H), 3.85-3.75(m, 4H), 3.69-3.60(m, 4H), 3.20-3.07(m, 8H), 2.16(s, 6H), 1.42(s, 3H), 1.40(s, 3H);

Mass (M+H™*) calcd for C4,H,1CINgO, 636.29, found 637.05.

<Example 4> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-propoxyphenylamino)-5-chloropyrimidin-2-
ylamino)phenyl)piperazin-1-yl)ethanone

[0165]
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[0166] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 16 was used as a starting material instead of the compound prepared in Preparation Example 15,
and 1-(4-(4-aminophenyl)piperazin-1-yl)ethanone was used instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-
yl)ethanone.

TH-NMR(300 MHz, CDCl5) § 8.33(d, J = 8.6 Hz, 1H), 8.02(s, 1H), 7.81 (s, 1H), 7.47 (d, J = 8.6 Hz, 2H), 6.94(d, J =9.0
Hz, 2H), 6.84(s, 1H), 6.57(s, 1H), 6.50(d, J = 9.0 Hz, 1H), 4.03(t, J = 6.27, 2H), 3.83-3.80(m, 4H), 3.68-3.65(m, 4H),
3.18-3.11(m, 8H), 2.19(s, 3H), 2.18(s, 3H), 1.91(sextet, J = 14.5, 7.4 Hz, 2H), 1.12(t, J = 7.4 Hz, 3H);

Mass (M+H*) calcd for C51H39CINgO4 606.28, found 607.21.

<Example 5> Preparation of 1,1’-(4,4’-(4,4’-(5-fluoropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phe-
nylene))bis(piperazin-4,1-diyl))diethanone

[0167]

[0168] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 33 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH-NMR(300 MHz, CDCl3) § 8.33(d, J = 8.7 Hz, 1H), 8.18(d, J = 8.7 Hz, 1H), 7.90(s, 1H), 7.21(s, 1H), 6.58-6.47(m, 3H),
3.91(s, 3H), 3.88(m, 3H), 3.83-3.74(m, 4H), 3.70-3.59(m, 4H), 3.18-3.04(m, 8H), 2.16(s, 3H), 2.15(s, 3H); Mass(M+ H+)
calcd for C5yH37FNgO,4 592.29, found 592.20.

<Example 6> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-chloropyrimidin-2-
ylamino)phenyl)piperazin-1-yl)ethanone

[0169]
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[0170] A target compound was obtained in the same manner as in Example 1 except that 1-(4-(4-aminophenyl)piper-
azin-1-yl)ethanone was used as a starting material instead of the compound prepared in Preparation Example 1.
TH-NMR(300 MHz, CDCl,) & 8.55(s, 1H), 8.05(d, J = 8.8 Hz, 1H), 7.81(s, 1H), 7.61-7.51(m, 2H), 4.19-4.10(m, 2H),
4.06-3.95(m, 2H), 3.93-3.81(m, 4H), 3.80-3.72(m, 2H), 3.40-3.19(m, 8H), 2.18(s, 6H), 2.15(t, J = 7.24 Hz, 3H);

Mass (M+H™*) calcd for C5yH37CINgO5 592.26, found 591.15.

<Example 7> Preparation of 1,1’-(4,4’-(4,4’-(5-chloropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phe-
nylene))bis(piperazin-4,1-diyl))diethanone

[0171]

[0172] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 14 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH-NMR(300 MHz, CDCl3) § 8.29(d, J = 8.6 Hz, 1H), 8.15(d, J = 8.6 Hz, 1H), 8.01(s, 1H), 7.57(s, 1H), 6.53(m, 4H),
3.92(s, 3H), 3.88(s, 3H), 3.81(m, 4H), 3.67(m, 4H), 3.12(m, 8H), 2.16(s, 3H), 2.15(s, 3H);

Mass (M+H*) calcd for C45H37CINgO, 608.26, found 609.17.

<Example 8> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)phenyl)piperazin-1-yl)ethanone

[0173]
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[0174] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 32 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH-NMR(300 MHz, CDCl5) & 8.12(d, J = 8.8 Hz, 1H), 8.02(s, 1H), 7.50(d, J = 8.9 Hz, 2H), 7.28(s, 1H), 6.95(d, J = 8.9
Hz, 2H), 6.92(s, 1H), 6.52(d, J = 2.5 Hz, 1H), 6.42(dd, J = 2.5, 8.0 Hz, 1H), 3.86(s, 3H), 3.80(m, 4H), 3.62(m, 4H), 3.19(m,
4H), 3.08(m, 4H), 2.16(s, 3H), 2.15(s, 3H);

Mass(M+H+) calcd for CogH35CINgO5 578.25, found 579.13.

<Example 9> Preparation of 1,1’-(4,4’-(4,4’-(5-chloropyrimidin-2,4-diyl)bis(azanediyl)bis(4,1-phenylene))bis(pip-
erazin-4,1-diyl))diethanone

[0175]

[0176] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 32 was used as a starting material instead of the compound prepared in Preparation Example 15,
and 1-(4-(4-aminophenyl)piperazin-1-yl)ethanone was used instead of the compound prepared in Preparation Example 1.
TH-NMR(300 MHz, CDCl3) § 8.01(s, 1H), 7.48(d, J = 8.9 Hz, 2H), 7.41(d, J = 9.0 Hz, 2H), 6.93(d, J = 8.9 Hz, 2H), 6.92(s,
1H), 6.87(d, J = 9.0 Hz, 2H), 6.76(s, 1H), 3.79(m, 4H), 3.63(m, 4H), 3.16(m, 4H), 3.10(m, 4H), 2.16(s, 3H), 2.15(s, 3H);
Mass (M+H™*) calcd for C,gH33CINgO, 548.24, found 549.17.

<Example 10> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-2-
ylamino)phenyl)piperazin-1-yl)ethanone

[0177]
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[0178] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 14 was used as a starting material instead of the compound prepared in Preparation Example 15,
and 1-(4-(4-aminophenyl)piperazin-1-yl)ethanone was used instead of the compound prepared in Preparation Example 1.
TH-NMR(300 MHz, CDCl3) § 8.26(d, J = 8.8 Hz, 1H), 8.00(s, 1H), 7.61(s, 1H), 7.43(m, 2H), 6.90(m, 2H), 6.79(s, 1H),
6.55(s, 1H), 6.49(d, J = 8.8 Hz, 1H), 3.90(s, 3H), 3.80(m, 4H), 3.63(m, 4H), 3.12(m, 8H), 2.16(s, 3H), 2.15(s, 3H);
Mass (M+H™*) calcd for CygH35CINgO5 578.25, found 579.07.

<Example 11> Preparation of 1,1’-(4,4’-(4,4’-(5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-
4,1-phenylene))bis(piperazin-4,1-diyl))diethanone

[0179]

[0180] 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-yl)ethanone (250 mg) prepared in Preparation Example 1 and po-
tassium carbonate (120 mg) were dissolved in DMF(2 mL), slowly added with 2,4-dichloro-5-(trifluoromethyl)pyrimidine
(100 mg) at 0°C, and stirred at 100°C overnight. Upon completion of the reaction, the dimethylformamide in the mixture
was removed under reduced pressure, added with water to form a solid, and filtered to obtain a target compound as a
white solid.

TH-NMR(300 MHz, CDCls) & 8.27(s, 1H), 8.15(m, 2H), 7.44(s, 1H), 7.39(s, 1H), 6.54(m, 2H), 6.51(m, 1H), 6.42(m, 1H),
3.89(s, 3H), 3.88(s, 3H), 3.80(m, 4H), 3.70(m, 4H), 3.16(m,8H), 2.17(s, 6H);

Mass (M+H™*) calcd for C54H37F3NgO, 642.29, found 643.06.

<Example 12> Preparation of 1-(4-(4-(5-chloro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylami-
no)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0181]
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Step 1: Preparation of tert-butyl-4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylami-
no)-3-methoxyphenyl)piperazin-1-carboxylate

[0182] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 35 was used as a starting material instead of the compound prepared in Preparation Example 15.

Step 2: Preparation of 1-(4-(4-(5-chloro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone

[0183] The compound prepared in Step 1 was dissolved in methylenechloride (10 ml), added with 4 M HCI (dioxane
solution, 2 ml), and stirred at room temperature overnight. Then, the mixture was distilled under reduced pressure, and
dissolved in methylenechloride. The mixed solution was neutralized with an saturated aqueous solution of sodium
bicarbonate, washed with brine, and the organic layer was dried with sodium sulfate. The dried organic layer was
concentrated under reduced pressure and the target compound was obtained without further purification.
TH-NMR(300 MHz, CDCls) § 7.89(s, 1H), 7.77-7.70(m, 2H), 6.67-6.64(m, 2H), 6.49-6.47(m, 1H), 6.41-6.38(m, 1H),
3.84(s, 6H), 3.75-3.64(m, 4H), 3.17-3.06(m, 8H), 3.02-2.97(m, 4H), 2.15(s, 3H);

Mass (M+H™*) calcd for C,gH35CINgO5 566.25, found 566.92.

<Example 13> Preparation of 1-(4-(4-(5-chloro-4-(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenylami-
no)pyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0184]

[0185] The compound (20 mg) prepared in Example 12 was dissolved in methylenechloride (1 mL), stirred at 0°C,
added with triethylamine (10 w€) and methanesulfonylchloride (10 w€), and stirred at 0°C. In 5 minutes, a small amount
of methanol was added thereto, and the solvent of the reaction mixture was removed under reduced pressure. The
mixture was purified with HPLC to obtain a target compound.

TH-NMR(300 MHz, CDCl3) § 9.37(s, 1H), 8.16(s, 1H), 7.35-7.26(m, 2H), 6.75(s, 1H), 6.65(s, 1H), 6.54(d, J = 8.5 Hz,
1H), 6.35-6.30(m, 1H), 3.79(s, 6H), 3.59-3.57(m, 4H), 3.30-3.27(m, 8H), 3.16-3.10(m, 4H), 2.96(s, 3H), 2.20(s, 3H);
Mass (M+H*) calcd for CogH37CINgO5S 644.23, found 644.88.

<Example 14> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone

[0186]
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[0187] The compound (20 mg) prepared in Example 12, glycolic acid (8 mg), EDCI (20 mg) and DMAP (5.4 mg) were
dissolved in methylenechloride (1 ml), and stirred at room temperature for 3 hours. Upon completion of the reaction, the
solvent was removed under reduced pressure, and the mixture removed of the solvent was diluted with ethyl acetate,
and washed with a saturated aqueous solution of ammonium chloride. The water in the thus obtained organic layer was
removed with sodium sulfate and the solvent was removed under reduced pressure. The reaction mixture was purified
by column chromatography to obtain a target compound as a white solid.

TH-NMR(300 MHz, CDCl,) § 8.59 (d, J = 8.4 Hz, 1H), 8.13(d, J = 8.4 Hz, 1H), 8.01(s, 1H), 7.29(s, 1H), 6.59-6.47(m,
3H), 4.24(s, 2H), 3.94-3.74(m, 10H), 3.69-3.60(m, 2H), 3.53-3.44(m, 2H), 3.22-3.00(m, 8H), 2.16(s, 3H);

Mass (M+H™*) calcd for C5p,H37CINgO5 624.25, found 624.90.

<Example 15> Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyri-
midin-4-ylamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0188]
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[0189] A target compound as a white solid was obtained in the same manner as in Step 1 of Example 12.
TH-NMR(300 MHz, CDCl3) 5 8.27(d, J = 8.9 Hz, 1H), 8.16(d, J = 8.5 Hz, 1H), 8.01(s, 1H), 7.56(s, 1H), 6.58-6.48(m, 5H),
3.67-3.56(m, 6H), 3.16-3.05(m, 8H), 2.15(s, 3H), 1.49(s, 9H);

Mass (M+H™*) calcd for C53H,3CINgO5 666.30, found 667.02.

<Example 16> Preparation of 1-(4-(4-(5-chloro-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylami-
no)pyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0190]
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[0191] The compound (30 mg) prepared in Example 12, 2-bromoethanol(5.7 w€) and potassium carbonate (22 mg)
were dissolved in dimethylformamide (1.5 mL), and reacted at 60°C overnight. Upon completion of the reaction, dimeth-
ylformamide was removed under reduced pressure, added with water, and extracted with ethyl acetate. The thus obtained
organic layer was washed with saturated brine, the water was removed with sodium sulfate, and the solvent was removed
under reduced pressure, and the mixture was purified by HPLC to obtain a target compound as a yellow oil.
TH-NMR(300 MHz, CDCls) & 7.98(s, 1H), 7.70(d, J = 9.0 Hz, 1H), 7.35(d, J = 9.0 Hz, 1H), 6.78(s, 1H), 6.71(s, 1H),
6.59(d, J = 9.9 Hz, 1H), 6.50(d, J = 9.0 Hz, 1H), 4.05-3.99(m, 2H), 3.96(t, J = 4.9 Hz, 2H), 3.90(s, 3H), 3.86(s, 3H),
3.83-3.69(m, 6H), 3.56-3.45(m, 2H), 3.39(t, J = 4.9 Hz, 2H), 3.29-3.19(m, 6H), 2.17(s, 3H);

Mass (M+H*) calcd for C45H39CINgO, 610.27, found 610.93.

<Example 17> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(benzyloxy)phenylamino)-5-chloropyrimi-
din-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0192]

[0193] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 18 was used instead of the compound prepared in Preparation Example 15.

TH-NMR(300 MHz, DMSO-dg) § 9.25(br, 1H), 8.13(s, 1H), 7.31(m, 7H), 6.84(d, J = 2.4 Hz, 1H), 6.65(d, J = 2.4 Hz, 1H),
6.53(dd, J = 2.4, 8.6 Hz, 1H), 6.32(br, 1H), 5.13(s, 2H), 3.77(s, 3H), 3.15(m, 7H), 2.07(s, 3H), 2.05(s, 3H);

Mass (M+H™*) calcd for C35H,41CINgO, 684.29, found 684.84.

<Example 18> Preparation of 1,1’-(4,4’-(4,4’-(5-bromopyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phe-
nylene))bis(piperazin-4,1-diyl))diethanone

[0194]
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[0195] 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-yl)ethanone (200 mg) and potassium carbonate (230 mg) were
dissolved in dimethylformamide (3 mL), and slowly added with 5-bromo-2,4-dichloropyrimidine(70 mg) at 0°C, and stirred
at 100°C overnight. Upon completion of the reaction, the dimethylformamide of the reaction mixture was removed under
reduced pressure, added with water to form a solid, and filtered to obtain a target compound as a white solid.
TH-NMR(300 MHz, DMSO-dg) 8 9.10(br, 1H), 8.15(br, 1H), 7.30(br, 1H), 7.20(br, 1H), 6.68(br, 1H), 6.60(br, 1H), 6.42(m,
1H), 6.23(br, 1H), 3.71(s, 6H), 3.50(m, 4H), 3.41(m, 4H), 3.08(m, 8H), 1.99(s, 6H);

Mass (M+H™*) calcd for C5yH37BrNgO, 652.21, found 652.85.

<Example 19> Preparation of 1,1’-(4,4’-(4,4’-(pyrimidin-2,4-diylbis(azanediyl))bis(3-methoxy-4,1-phe-
nylene))bis(piperazin-4,1-diyl))diethanone

[0196]
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[0197] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 31 was used as a starting material instead of the compound prepared in Preparation Example 15,
followed by a further purification by a reverse phase HPLC.

TH-NMR(300 MHz, DMSO-dg) § 11.64(br, 1H), 10.0(s, 1H), 9.51(br, 1H), 7.72(br, 1H), 7.46(br, 1H), 7.28(br, 1H), 6.69(s,
2H), 6.56(br, 1H), 6.48(s, 1H), 6.46(s, 1H), 3.81(s, 3H), 3.79(s, 3H), 3.16(m, 8H), 2.01(s, 6H);

Mass (M+H*) calcd for C39H3gFNgO,4 574.30, found 574.95.

<Example 20> Preparation of methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimi-
din-4-ylamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0198]
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[0199] A target compound as a white solid was obtained in the same manner as in Example 13 except that methyl-
carbonochloridate was used instead of methanesulfonylchloride.

TH-NMR(300 MHz, CD40D) & 7.98(s, 1H), 7.55(s, 1H), 7.59(d, J = 9.2 Hz, 1H), 6.76-.6.69(m, 3H), 6.52(d, J = 7.6 Hz,
1H), 6.47(d, J = 7.6 Hz, 1H), 3.92(s, 1H), 3.90-3.83(m, 6H), 3.79-3.73(m, 3H), 3.72-3.61(m, 8H), 3.29-3.17(m, 8H),
2.17(s, 3H);

Mass (M+H*) calcd for C33H37,CINgO5 Exact Mass: 624.26, found 624.90.

<Example 21> Preparation of 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-3-methoxyphenyl)piperazin-1-sulfonamide

[0200]

[0201] Atargetcompound as awhite solid was obtained in the same manner as in Example 14 except that triethylamine
(10 wf) was added using disulfide and refluxed for 2 hours instead of using glycolic acid.

TH-NMR(300 MHz, CD40D) § 7.99(s, 1H), 7.48(s, 1H), 7.28(d, J = 8.6 Hz, 1H), 6.73(s, 1H), 6.68(s, 1H), 6.58(d, J = 9.2
Hz, 1H), 6.42(s, 1H), 4.22(s, 1H), 3.84(s, 6H), 3.76-3.69(m, 4H), 3.35-3.17(m, 12H), 2.16(s, 3H);

Mass (M+H™*) calcd for CogH35CINgO5S Exact Mass: 645.22, found 645.89.

<Example 22> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-3-methoxyphenyl)piperazin-1-yl)propan-1-one

[0202]
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[0203] A target compound as a white solid was obtained in the same manner as in Example 13 except that propionic
acid was used instead of methanesulfonylchloride.

TH-NMR(300 MHz, DMSO-dg) § 9.35(s, 1H), 8.16(s, 1H), 7.30(m, 2H), 6.72(s, 1H), 6.65(s, 1H), 6.50(d, J = 8.9 Hz, 1H),
6.30(m, 1H), 3.78(s, 6H), 3.17(m, 12H), 2.38(q, J = 7.4 Hz, 2H), 2.05(s, 3H), 1.02(t, J = 7.4 Hz, 3H);

Mass (M+H™*) calcd for C54H39CINgO, Exact Mass: 622.28, found 623.12.

<Example 23> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-3-methoxyphenyl)piperazin-1-yl)-2,2-dimethylpropan-1-one

[0204]

[0205] A target compound was obtained in the same manner as in Example 13 except that pivaloyl chloride was used
instead of methanesulfonylchloride.

TH-NMR(300 MHz, CD5;0D) § 7.90(s, 1H), 7.79(d, J = 8.7 Hz, 1H), 7.74(d, J = 8.7 Hz, 1H), 6.69(s, 1H), 6.63(s, 1H),
6.48(d, J = 8.1 Hz, 1H), 6. 36 (d, J = 9.8 Hz, 1H), 3.85(s, 3H), 3.84(s, 3H), 3.82-3.77(m, 4H), 3.67(dt, J = 16.8, 4.6 Hz,
4H), 3.19-3.03(m, 8H), 2.13(s, 3H), 1.30(s, 9H);

Mass (M+H™*) calcd for C53H,3CINgO, Exact Mass: 650.31, found 650.96.

<Example 24> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-2-
ylamino)phenyl)piperazin-1-yl)ethanone

[0206]
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[0207] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 33 was used as a starting material instead of the compound prepared in Preparation Example 15,
and 1-(4-(4-aminophenyl)piperazin-1-yl)ethanone was used instead of 1-(4-(4-amino-3-methoxyphenyl)piperazin-1-
yl)ethanone.

TH NMR (300 MHz, CDCl5) & 8.30 (d, J = 8.7 Hz, 1 H), 7.89 (s, 1 H), 7.45 (d, J = 8.5 Hz, 2 H), 6.91 (d, J = 8.5 Hz, 2 H),
6.80 (s, 1 H), 6.55 (s, 1 H), 6.50 (d, J = 8.7 Hz, 1 H), 3.91 (s, 3H), 3.79 (d, J = 4.3 Hz, 4 H), 3.64 (d, J = 4.3 Hz, 4 H),
3.12(t, J=4.3Hz, 8 H), 2.15 (s, 6 H);

Mass (M + H*) calcd for CogH35FNgO4 562.64, found 562.89.

<Example 25> Preparation of 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylami-
no)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0208]

RO 5

0.

Step 1: Preparation of tert-butyl-4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylami-

no)-3-methoxyphenyl)piperazin-1-carboxylate

[0209] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 27 was used as a starting material instead of the compound prepared in Preparation Example 15.

Step 2: Preparation of 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxy-

phenyl)piperazin-1-yl)ethanone

[0210] A target compound was obtained in the same manner as in Step 2 of Example 12 except that the compound
prepared in Step 1 above was used as a starting material instead of the compound prepared in Step 1 of Example 12.
TH NMR (300 MHz, CDCl3) § 7.81(s, 1H), 7.79 (d, J = 11 Hz, 1H), 7.69 (d, J = 8 Hz, 1H), 6.69(s, 1H), 6.64(s, 1 H), 6.53(d,
J =8.0Hz, 1H),6.40(d, J = 11 Hz, 1H), 3.84(s, 6 H), 3.75-3.67(m, 4H), 3.18-2.99(m, 12H), 2.15(s, 3H);

Mass (M+H*) calcd for CogH35FNgO4 Exact Mass: 550.63, found 551.16.

<Example 26> Preparation of 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenylami-
no)pyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0211]
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[0212] A target compound was obtained in the same manner as in Example 13 except that the compound prepared
in Example 25 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CDCl,) & 8.35(d, J = 8.8 Hz, 1 H), 8.18(d, J = 8.8 Hz, 1 H), 7.91(s, 1 H), 7.22(s, 1 H), 6.55(d, J =
7.5 Hz, 1 H), 3.91(s, 3 H), 3.88(m, 3 H), 3.78(d, J = 4.0 Hz, 2 H), 3.64(s, 2 H), 3.42(d, J = 4.0 Hz, 4 H), 3.27(d, J = 4.0
Hz, 4 H), 3.10(s, 4 H), 2.85(s, 3 H), 2.15(s, 3 H);

Mass (M + H*) calcd for CogH3,FNgO5S 628.72, found 628.88.

<Example 27> Preparation of methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimi-
din-4-ylamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0213]

NH
F\HiébN N_]
N
Ho§o

[0214] A target compound was obtained in the same manner as in Example 13 except that the compound prepared
in Example 25 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CD0D) & 8.31(d, J = 8.6 Hz, 1 H), 8.18(d, J = 8.6 Hz, 1 H), 7.89(s, 1 H), 6.55(d, J = 5.1 Hz, 3 H),
3.90(s, 3 H), 3.88(s, 3 H), 3.78(d, J =4.2 Hz, 2 H), 3.74(s, 3 H), 3.65(s, 6 H), 3.11(d,  =4.2 Hz, 8 H), 2.15(s, 3 H) ;
Mass (M + H*) calcd for C33H3,FNgO5 608.66, found 608.97.

<Example 28> Preparation of 1-(4-(4-(5-fluoro-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylami-
no)pyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0215]
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[0216] A target compound was obtained in the same manner as in Example 16 except that the compound prepared
in Example 25 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (500 MHz, CD40D) & 8.29(d, J = 8.5 Hz, 1 H), 8.17(d, J = 8.5 Hz, 1 H), 7.89(s, 1 H), 7.21(s, 1 H), 6.55(s, 2 H),
6.54(s, 1 H), 6.51(d, J =8.6 Hz, 1 H), 3.90(s, 3 H), 3.87(s, 3 H), 3.79 (t, J = 4.9 Hz, 2 H), 3.71(t, J = 5.1 Hz, 2 H), 3.63(t,
J=49Hz 2H),3.22(t,J =4.6 Hz, 4 H), 3.11(t,  =4.9 Hz, 2 H), 3.08(t, J = 4.9 Hz, 2 H), 2.76(t, J = 4.6 Hz, 4 H), 2.67(t,
J=5.1Hz, 2 H), 2.15(s, 3 H);

Mass (M + H*) calcd for C55H39FNgO,4 594.68, found 594.93.

<Example 29> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-fluoropyrimidin-2-
ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0217]

=

(N o~
198 X
S

-
<

o,

Step 1: Preparation of 1-(4-(4-(2-chloro-5-fluoropyrimidin-4-ylamino)-3-ethoxyphenyl)piperazin-1-yl)ethanone

[0218] A target compound was obtained in the same manner as in Preparation Example 33 except that the compound
prepared in Preparation Example 2 was used as a starting material instead of the compound prepared in Preparation
Example 1.

Step 2: Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-fluoropyrimidin-2-ylamino)-3-

methoxyphenyl)piperazin-1-yl)ethanone

[0219] A targetcompound (21 mg, 28 %) was obtained in the same manner as in Example 1 except that the compound
prepared in Step 1 of Preparation Example 29 was used as a starting material instead of the compound prepared in
Preparation Example 15.

TH NMR (300 MHz, CDCl5) § 8. 35 (d, J = 8.0 Hz, 1 H), 8.19(d, J = 8.0 Hz, 1 H), 7.90(s, 1 H), 7.31(s, 1 H), 7.21(s, 1 H),
6.52(s, 3 H), 6.51(s, 1 H), 4.12(q, J = 6.8 Hz, 2 H), 3.88(s, 3 H), 3.79(s, 4 H), 3.64(s, 4 H), 3.16-3.08(m, 8 H), 2. 15 (s,
6 H) 1.47 (t, J = 6.8 Hz, 3 H);

Mass (M + H*) calcd for C34H39FNgO,4 606.69, found 606.94.
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<Example 30> Preparation of 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(4-methylpiperazin-1-yl)phenylamino)pyrimidin-
2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0220]

[0221] A target compound was obtained in the same manner as in Example 13 except that methyliodide was used
instead of methanesulfonylchloride.

TH NMR (300 MHz, CD50D) & 8.28(d, J = 8.0 Hz, 1 H), 8.19(d, J = 8.0 Hz, 1 H), 7.88(s, 1 H), 7.20(s, 1 H), 6.55(d, J =
7.7 Hz, 3 H), 3.90(s, 3 H), 3.87(s, 3 H), 3.77(s, 2 H), 3.64(s, 2 H), 3.19(s, 4 H), 3.09(s, 4 H), 2.62(s, 4 H), 2.38(s, 3 H),
2.15(s, 3 H);

Mass (M + H*) calcd for CogH3,FNgO4 564.65, found 564.83.

<Example 31> Preparation of 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-
ylamino)-3-methoxyphenyl)-N-ethylpiperazin-1-carboxyamide

[0222]

LA o .

NH
F\fw N
N
"0

~

[0223] A target compound was obtained in the same manner as in Example 13 except that ethyl isocyanate was used
instead of methanesulfonylchloride.

TH NMR (300 MHz, CD40D) & 8.29(d, J = 8.6 Hz, 1 H), 8.13(d, J = 8.6 Hz, 1 H), 7.89(s, 1 H), 7.22(s, 1 H), 7.16(s, 1 H),
6.55(s, 2 H), 6.53(s, 1 H), 6.50(s, 1 H), 4.63(br, 1 H), 3.90(s, 3 H), 3.87(s, 3 H), 3.80(t, J = 4.1 Hz, 2 H), 3.66(t, J = 4.4
Hz, 2 H), 3.55(t, J = 4.1 Hz, 4 H), 3.30(q, J = 7.2 Hz, 2 H), 3.13 (t, J = 4.4 Hz, 8 H), 2.15(s, 3 H), 3.30(t, = 7.2 Hz, 3 H);
Mass (M + H*) calcd for C54H4oFNgO, 621.71,found 622.00.

<Example 32> Preparation of tert-butyl-4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyri-
midin-4-ylamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0224]
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[0225] A target compound was obtained in the same manner as in Step 1 of Example 25.

TH NMR (300 MHz, CD30D) § 8.32(d, J = 8.7 Hz, 1H), 8.19(d, J = 8.7 Hz, 1H), 7.90(s, 1H), 7.22(s, 1H), 6.55(d, J = 6.4
Hz, 1H), 3.90(s, 3H), 3.88(m, 3H), 3.79(s, 2H), 3.61(s, 6H), 3.11(s, 8H), 2.15(s, 3H), 1.49(s, 9H);

Mass (M + H*) calcd for C33H43FNgO5 650.74,found 651.02.

<Example 33> Preparation of 1-(4-(4-(5-chloro-4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)pyrimidin-
2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0226]

[0227] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 21 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH-NMR(300 MHz, DMSO-dg) & 8.85(br, 2 H), 8.13(s, 1 H), 7.42(d, J = 8.8 Hz, 1 H), 7.29(d, J = 8.8 Hz, 1 H), 7.01(t, J
=74 Hz, 1 H), 6.90(m, 2 H), 6. 64(d, J = 2.4 Hz, 1 H), 6.32(br, 1 H), 3.77(s, 3 H), 3.58(m, 4 H), 3.41(m, 4 H), 3.26(m, 4
H), 3.15(m, 2 H), 3.08(m, 2 H), 2.05 (s, 3 H);

Mass (M+H™*) calcd for CogH33CIF,NgO4 602.23, found 602.89.

<Example 34> Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyri-
midin-4-ylamino)-3-(difluoramethoxy)phenyl)piperazin-1-carboxylate

[0228]

[0229] The compound prepared in Example 33 was dissolved in methylenechloride, added with Di-tert-butyl dicarbo-
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nate, and stirred at room temperature for 1 hour. Then, the mixture was concentrated under reduced pressure and
purified by column chromatography (silica gel) to obtain a target compound.

TH-NMR (300 MHz, CDCl3) § 8.21(d, J = 8.8 Hz, 1 H), 8.08(d, J = 8.8 Hz, 1 H), 805 (s, 1 H), 7.29 (s, 1 H),6.81 (d, 8.8
Hz, 1 H), 6.77(s, 1 H), 6.53(s, 1 H), 6.50(t, J = 74 Hz, 1 H), 6.45(d, J = 8.8 Hz, 1 H), 3.88(s, 3 H), 3.79(m, 2 H), 3.60(m,
6 H), 3.30(m,8 H), 2.16(s, 3 H), 1.26(s, 9 H);

Mass (M+H*) calcd for C43H44CIF,NgO5 702.29, found 702.94.

<Example 35> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(difluorcanethoxy)phenylamino)-5-chloro-
pyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0230]

k\/”\[::jio\chz ji\
cl \fl\l:N O
N/)\H

o.

[0231] A target compound was obtained in the same manner as in Example 34 except that acetic anhydride was used
instead of Di-tert-butyl dicarbonate.

TH-NMR(300 MHz, DMSO-dg) § 8.34(s, 1 H), 7.99(s, 1 H), 7.64(s, 1 H), 7.40(m, 2 H), 6.94(t, J = 74 Hz, 1 H), 6.83(m, 2
H), 6.60(d, J = 2.4 Hz, 1 H), 6.23(m, 1 H), 3.74(s, 3 H), 3.57(m, 4 H), 3.17(m, 4 H), 3.04(m, 4 H), 2.07(s, 3 H), 2.05(s, 3 H);
Mass (M+H?*) calcd for C5gH35CIF,NgO,4 644.24, found 644.95.

<Example 36> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-
ylamino)-3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone

[0232]
Ho\v/jl
v
N N
L, I
S
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[0233] A target compound as a white solid was obtained in the same manner as in Example 14 except that the
compound prepared in Example 25 was used as a starting material instead of the compound prepared in Example 12.
TH NMR (300 MHz, CDCl,) & 8.35(d, J = 8.8 Hz, 1 H), 8.18(d, J = 8.8 Hz, 1 H), 7.90(s, 1 H), 7.22(s, 1 H), 6.55-6.50(m,
4 H), 4.23(s, 2 H), 3.91 (s, 36 H), 3.88(s, 3 H), 3.85(s, 2 H), 3.79(s, 2 H), 3.63(s, 2 H), 3.46(s, 2 H), 3.17-3.10(m, 8 H),
2.15(s, 3 H);

Mass (M + H*) calcd for C33H3,FNgO5 608.66, found 608.83.
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<Example 37> Preparation of 1-(4-(4-(4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)-5-fluoropyrimidin-
2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0234]

Step 1: Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylami-
no)-3-(difluoromethoxy)phenyl)piperazin-1-carboxylate

[0235] Atargetcompound as awhite solid was obtained in the same manner as in Example 1 except that the compound
prepared in Preparation Example 28 was used as a starting material instead of the compound prepared in Preparation
Example 15.

Step 2: Preparation of 1-(4-(4-(4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone

[0236] A target compound as a white solid was obtained in the same manner as in Step 2 of Example 12 except that
the compound prepared in Step 1 above was used as a starting material instead of the compound prepared in Step 1
of Example 12.

TH NMR (300 MHz, CD;0D) § 7.83(d, J = 3.4 Hz, 1 H), 7.66(d, J = 8.8 Hz, 1 H), 7.33(d, J = 8.0 Hz, 1 H), 6.68(s, 1 H),
6.57(d, J =8 Hz, 1 H), 6.47(s, 1 H), 6.35(s, 1 H), 6.34(t, J = 74.6 Hz, 1 H), 3.72(s, 3 H), 3.71-3.64(m, 4 H), 3.33-3.27(m,
8 H), 3.15-3.10(m, 4 H), 2.10(s, 3 H);

Mass (M + H*) calcd for CogH33F3NgO5 587.27, found 587.15.

<Example 38> Preparation of 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-methylpiperazin-1-yl)phenylamino)-5-fluoro-
pyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0237]

[0238] Atargetcompound (8.4 mg, 24 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 37 was used as a starting material instead of the compound prepared in Example 12, and meth-
yliodide was used instead of methanesulfonylchloride.

TH NMR (300 MHz, CDCl3) § 8.18(d, J = 9.0 Hz, 1 H), 8.11(d, J = 8.9 Hz, 1 H), 7.93(s, 1 H), 7.21(s, 1 H), 6.89(s, 1 H),
6.81(d, J =9.0 Hz, 1 H), 6.74(s, 1 H), 6.53(s, 1 H), 6.50(t, J = 74.3 Hz, 1 H), 6.46(d, J = 8.9 Hz, 1 H), 3.87(s, 3 H), 3. 78
(s, 2 H), 3.62 (s, 2 H), 3.21(s, 4 H), 3.09(s, 4 H), 2.60(s, 4 H), 2.38(s, 3 H), 2.15(s, 3 H);
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Mass (M + H*) calcd for CpgHasF3NgO5 600.64, found 601.19.

<Example 39> Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyri-
midin-4-ylamino)-3-(difluoroanethoxy)phenyl)piperazin-1-carboxylate

[0239]

[0240] A target compound was obtained in the same manner as in Example 34 except that the compound prepared
in Example 37 was used as a starting material instead of the compound prepared in Example 33.

TH NMR (300 MHz, CDCl3) § 8.23(d, J = 9.1 Hz, 1 H), 8.12(d, J = 8.7 Hz, 1 H), 7.94(s, 1 H), 7.22(s, 1 H), 6.93(s, 1 H),
6.81(d, J=9.1 Hz, 1 H), 6.75(s, 1 H), 6.54(s, 1 H), 6.51(t, J = 73.5 Hz, 1 H), 6.48(d, J = 8.7 Hz, 1 H), 3.87(s, 3 H), 3.78(s,
2 H), 3.61(s, 6 H), 3.21(s, 8H), 2.15(s, 3 H), 1.49(s, 9H);

Mass (M + H*) calcd for C33H,4F3NgO4 686.72, fond 687.24.

<Example 40> Preparation of 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)-
5-fluoropyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0241]

2
—&

N
K/N O\CHFz o)
16 S

H
I
~
”)\H

o.
[0242] A target compound was obtained in the same manner as in Example 13 except that the compound prepared
in Example 37 was used as a starting material instead of the compound prepared in Example 12.
TH NMR (300 MHz, CDCls) § 8.27(d, J = 8.9 Hz, 1 H), 8.10(d, J = 8.7 Hz, 1 H), 7.94(s, 1 H), 7.23(s, 1 H), 6.95(s, 1 H),
6.82(d, J =8.9 Hz, 1 H), 6.78(s, 1 H), 6.54(s, 1 H), 6.52(t, J = 75.6 Hz, 1 H), 6.47(d, J = 8.7 Hz, 1 H), 3.87(s, 3 H), 3.78(s,
2 H), 3.63(s, 2 H), 3.41(s, 4H), 3.28(s, 4H), 3.09(s, 4H), 2.85(s, 3H), 2.15(s, 3 H);
Mass (M + H*) calcd for CogH35F3NgO5S 664.70, fond 665.24.

<Example 41> Preparation of methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylainino)-5-fluoropyrimi-
din-4-ylamino)-3-(difluoromethoxy)phenyl)piperazin-1-carboxylate

[0243]
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[0244] A target compound was obtained in the same manner as in Example 13 except that the compound prepared
in Example 37 was used as a starting material instead of the compound prepared in Example 12, and methyl carbono-
chloridate was used instead of methanesulfonylchloride.
TH NMR (300 MHz, CDCl3) § 8.23(d, J = 8.9 Hz, 1 H), 8.11(d, J = 8.7 Hz, 1 H), 7.94(s, 1 H), 7.22(s, 1 H), 6.94(s, 1 H),
6.81(d, J =8.9 Hz, 1 H), 6.75(s, 1 H), 6.53(s, 1 H), 6.50(t, J = 75.6 Hz, 1 H), 6.47(d, J = 8.7 Hz, 1 H), 3.87(s, 3 H), 3.77(s,

2 H), 3.74(s, 3 H), 3.64-3.60(m, 6H), 3.13-3.06(m, 8H), 2.14(s, 3 H);
Mass (M + H*) calcd for C53H35F3NgO5 644.64, fond 645.19.

<Example 42> Preparation of 1-(4-(4-(4-(2-(difluoramethoxy)-4-(4-(2-hydroxyethyl)piperazin-1-yl)phenylamino)-
5-fluoropyrimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0245]

HO\/\N/\

[0246] A target compound was obtained in the same manner as in Example 16 except that the compound prepared
in Example 37 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CDCl3) § 8.19 (d, J = 9.2 Hz, 1 H), 8.10 (d, J = 8.9 Hz, 1 H), 7.93 (s, 1 H), 7.21 (s, 1 H), 6.89 (s, 1
H), 6.81 (d, J=9.2Hz, 1 H),6.75 (s, 1 H), 6.53 (s, 1 H), 6.50 (t, J = 74.2 Hz, 1 H), 6.47 (d, J =8.9 Hz, 1 H), 3.87 (s, 3
H), 3.77 (s, 2 H), 3.71-3.66 (m, 2 H), 3.63 (s, 2H), 3.22(s, 4H), 3.09(s, 4H), 2.71(s, 4H), 2.66-2.63(m, 2H), 2.15(s, 3 H);
Mass (M + H*) calcd for C35H5,F3NgO4 630.66, fond 631.22.

<Example 43> Preparation of 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-nethoxyphenylamino)-5-fluoropyrimidin-
4-ylamino)-3-(difluoromethoxy)phenyl)-N-ethylpiperazin-1-carboxyamide

[0247]
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[0248] A target compound was obtained in the same manner as in Example 14 except that the compound prepared
in Example 37 was used as a starting material instead of the compound prepared in Example 12, and ethylcarbamic
acid was used instead of glycolic acid.

TH NMR (300 MHz, CDCl3) § 8.20 (d, J = 8.7 Hz, 1 H), 8.05(d, J = 8.6 Hz, 1 H), 7.94(s, 1 H), 7.18(s, 1 H), 6.93(s, 1 H),
6.78(d, J = 8.7 Hz, 1 H), 6.75(s, 1 H), 6.54(s, 1 H), 6.50(t, J = 74.5 Hz, 1 H), 6.46(d, J = 8.6 Hz, 1 H), 4.68(brs, 1H),
3.86(s, 3 H), 3.79(s, 2 H), 3.64(m, 2 H), 3.55(s, 4H), 3.30(q, J = 6.7 Hz, 2H), 3.18-3.09(m, 8H), 2.15(s, 4H), 1.17(t, J =
6.7 Hz, 3H);

Mass (M + H*) calcd for C54H35F3NgO, 657.69, fond 658.22.

<Example 44> Preparation of 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-
ylamino)-3-(difluoromethoxy)phenyl)piperazin-1-yl)-2-hydroxyethanone

[0249]
o
Ho\)kN/ﬁ
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[0250] A target compound was obtained in the same manner as in Example 14 except that the compound prepared
in Example 37 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CDCl3) § 8.28(d, J = 9.0 Hz, 1 H), 8.12(d, J = 8.6 Hz, 1 H), 7.95(s, 1 H), 7.22(s, 1 H), 6.97(s, 1 H),
6.81(d, J=9.0 Hz, 1 H), 6.77(s, 1 H), 6.54(s, 1 H), 6.52(t, J = 73.4Hz, 1 H), 6.48(d, J = 8.6 Hz, 1 H), 4.23(s, 2H), 3.87(s,
5 H), 3.78(s, 2 H), 3.63(m, 2 H), 3.47(s, 2H), 3.18(s, 4H), 3.09(s, 4H), 2.15(s, 3H);

Mass (M + H*) calcd for C53H35F3NgO5 644.64, fond 645.19.

<Example 45> Preparation of 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-(difluoromethoxy)phenyl)amino)-5-fluoro-
pyrimidin-2-yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0251]
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[0252] The compound (30 mg) of Example 37, acetic anhydride (7 u€), and triethylamine (11 wf) were dissolved in
methylenechloride (1 ml) and stirred at room temperature overnight. Upon completion of the reaction, the solvent was
removed by distillation under reduced pressure, and purified by prep. TLC to obtain a target compound (26.9 mg, 79 %).
TH NMR (300 MHz, CDCl3) & 8.25(d, J = 9.0 Hz, 1 H), 8.11(d, J = 8.6 Hz, 1 H), 7. 94 (s, 1 H), 7.24(s, 1 H), 6. 96 (s, 1
H), 6.81(d, J = 9.0 Hz, 1 H), 6.76(s, 1 H), 6.54(s, 1 H), 6.52(t, J = 73.4Hz, 1 H), 6.47(d, J = 8.6 Hz, 1 H), 3.87(s, 3H),

3.79(s, 4 H), 3.63(m, 4H), 3.16-3.09(m, 8H), 2.15(s, 6H);
Mass (M + H*) calcd for C53H35F3NgO,4 628.65, fond 629.20.

<Example 46> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(tert-butylamino)phenylamino)-5-chloropy-
rimidin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0253]

=

LN NH
L, 2
([

o.
[0254] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 24 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH NMR (300 MHz, CDCl3) 5 7.92(s, 1H), 7.72(d, J =9.0 Hz, 1 H), 7.33(d, J = 8.4 Hz, 1 H), 6.76-6.70(m, 1H), 6.63-6.54(m,
2H), 6.32-6.24(m, 1H), 3.84(s, 3H), 3.79-3.47(m, 11 H), 3.25-3.17(m, 4H), 3.12-3.00(m, 4H), 2.15(d, J = 5.7 Hz, 6H);
Mass (M + H*) calcd for C33H44CINgO5 649.33, fond 650.08.

<Example 47> Preparation of 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(phenylamino)phenylamino)-5-chloropyri-
midin-2-ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0255]
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[0256] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 23 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH NMR (300 MHz, CDCl5) § 8.20(d, J = 9.6 Hz, 1H), 8.06-7.95(m, 1H), 7.76-7.64(m, 1H), 7.63-7.47(m, 3H), 7.44-7.33(m,
1H), 7.10-6.95(m, 2H), 6.65-6.47(m, 3H), 3.81 (s, 3H), 3.69-3.41(m, 10 H), 3.40-3.31(m, 1H), 3.21-3.00(m, 8H), 2.12(d,
J =9.0 Hz, 6H);

Mass (M + H*) calcd for C35H,4oCINgO5 669.29, fond 669.93.

<Example 48> Preparation of N-(2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-5-(piperazin-1-yl)phenyl)-N-methylpropionamide

[0257]
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Step 1: Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylami-
no)-3-(N-methylpropionamido)phenyl)piperazin-1-carboxylate

[0258] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 25 was used as a starting material instead of the compound prepared in Preparation Example 15.

Step 2: Preparation of N-(2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-5-(pip-
erazin-1-yl)phenyl)-N-methylpropionamide

[0259] A target compound was obtained in the same manner as in Step 2 of Example 12 except that the compound
prepared in Step 1 above was used as a starting material instead of the compound prepared in Step 1 of Example 12.
TH NMR (300 MHz, CDCl3) § 7. 91 (s, 1H), 7. 51 (dd, J = 9.3 Hz, 2H), 7.15-7.08(m, 1H), 6.9(s, 1H), 6.61(s, 1H), 6.21(dd,
J=1.2,9.0Hz, 1H), 3.78-3.63(m, 8H), 3.31(s, 3H), 3.14-3.01(m, 8H), 2.15(s, 3H), 2.11-1.99(m, 2H), 0.80(t, J = 7.2 Hz, 3H);
Mass (M + H*) calcd for C34H4oCINgO5 621.19, fond 622.11.

<Example 49> Preparation of N-(2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-
ylamino)-5-(piperazin-1-yl)phenyl)-N-methylbutylamide

[0260]
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Step 1: Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylami-
no)-3-(N-methylbutylamido)phenyl)piperazin-1-carboxylate

[0261] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 26 was used as a starting material instead of the compound prepared in Preparation Example 15.

Step 2: Preparation of N-(2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-5-(pip-
erazin-1-yl)phenyl)-N-methylbutylamide

[0262] A target compound was obtained in the same manner as in Step 2 of Example 12 except that the compound
prepared in Step 1 above was used as a starting material instead of the compound prepared in Step 1 of Example 12.
TH NMR (300 MHz, CDCl3) § 7.91(s, 1H), 7.58(d, J = 8.7 Hz, 1H), 7.47(d, J = 8.7 Hz, 1H), 7.11(d, J = 8.7 Hz, 1H), 6.93(s,
1H), 6.61(s, 1H), 6.21(d, J = 8.7 Hz, 1H), 3.83(s, 3H), 3.74-3.71(m, 4H), 3.31(s, 3H), 3.26-3.20(m, 4H), 3.14-2.98(m,
8H), 2.15)s, 3H), 2.08-1.96(m, 2H), 1.42-1.82(m, 2H), 0.58(t, J = 7.2 Hz, 3H);

Mass (M + H*) calcd for C54H44CINgO5 635.31, fond 636.15.

<Example 50> Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyri-
midin-4-ylamino)-3-(N-methylpropionamido)phenyl)piperazin-1-carboxylate

[0263]

[0264] A target compound was obtained in the same manner as in Example 34 except that the compound prepared
in Example 48 was used as a starting material instead of the compound prepared in Example 33.

TH NMR (300 MHz, CDCl3) §8.32 (d, J = 8.7 Hz, 1H), 8.14-8.02(m, 2H), 7.04(s, 1H), 6.98(d, J = 8.1 Hz, 1H), 6.40-6.70(m,
1H), 6.59-6.43(m, 1H), 3.89(s, 3H), 3.71-3.48(m, 8H), 3.23 (s, 3H), 3.14-3.03(m, 8H), 2.16(s, 3H), 1.50(s, 9H), 1.04(t, J
= 6.9 Hz, 3H);

Mass (M + H*) calcd for C35H45CINgO5 721.35, fond 722.34.

<Example 51> Preparation of tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyri-
midin-4-ylamino)-3-(N-methylbutylamido)phenyl)piperazin-1-carboxylate

[0265]
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[0266] A target compound was obtained in the same manner as in Example 34 except that the compound prepared
in Example 49 was used as a starting material instead of the compound prepared in Example 33.

TH NMR (300 MHz, CDCl5) § 8.32(d, J = 9.0 Hz, 1H), 8.11(d, J = 8.7 Hz, 1H), 8.04(s, 1H), 6.99-6.93(m, 1H), 6.76-6.69(m,
1H), 6.55(m, 1H), 6.50(d, J = 8.7 Hz, 1H), 3.89(s, 3H), 3.763-3.52(m, 8H), 3.22(s, 3H), 3.14-3.13(m, 8H), 2.16(s, 3H),
1.61-1.53(m, 2H), 1.50(s, 9H), 1.28-1.20(m, 2H), 0.80(t, J = 7.2 Hz, 3H) ;

Mass (M + H*) calcd for C57H450CINgO5 735.36, fond 736.38.

<Example 52> Preparation of tert-butyl 4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyri-
midin-2-ylamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0267]
K/N\@O\
NH ﬁN'B“

[0268] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 14 was used as a starting material instead of the compound prepared in Preparation Example 15,
and the compound prepared in Preparation Example 34 was used instead of the compound prepared in Preparation
Example 1.

TH-NMR(300 MHz, CDClg) & 8.28(d, J = 8.6 Hz, 1 H), 8.12(d, J = 8.6 Hz, 1 H), 8.00(s, 1 H), 7.57(s, 1 H), 7.23(s, 1 H),
6.52(m, 4 H), 3.91(s, 3 H), 3.87(s, 3 H), 3.80(m, 2 H), 3.65(m, 2 H), 3.59(m, 4 H), 3.14(m, 4 H), 3.07(m, 4 H), 2.16(s, 3
H), 1.48(s, 9H);

Mass (M+H*) caled for C43H43CINgO5 666.30, found 667.19.

<Example 53> Preparation of N-(5-(4-acetylpiperazin-1-yl)-2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylami-
no)-5-chloropyrimidin-4-ylamino)phenyl)-N-methylpropionamide

[0269]
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[0270] A target compound was obtained in the same manner as in Example 45 except that the compound prepared
in Example 48 was used as a starting material instead of the compound prepared in Example 37.

TH-NMR(500 MHz, CDClg) & 8.35(d, J = 8.5 Hz, 1 H), 8.09(d, J = 8.5 Hz, 1 H), 8.05(s, 1 H), 7.06(s, 1 H), 6.97(ddd, J =
0.5,2.0,9.5Hz, 1H), 6.73(d, J =2.0 Hz, 1H), 6.54(d, J = 1.5 Hz, 1H), 6.48(dd, J = 1.5, 8.5 Hz, 1H), 3.89(s, 3 H), 3.80-3.75
(m, 4 H), 3.68-3.62(m, 4 H), 3.23(s, 3 H), 3.20-3.00(m, 2H), 2.17(s, 3H), 2.16(s, 3H), 2.10-2.00(m, 2H), 1.10-1.00(m, 3H).

<Example 54> Preparation of N-(5-(4-acetylpiperazin-1-yl)-2-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylami-
no)-5-chloropyrimidin-4-ylamino)phenyl)-N-nethylbutylamide

[0271]

[0272] A target compound was obtained in the same manner as in Example 45 except that the compound prepared
in Example 49 was used as a starting material instead of the compound prepared in Example 37.

TH-NMR(500 MHz, CDClg) & 8.35(d, J = 8.5 Hz, 1 H), 8.09(d, J = 8.5 Hz, 1 H), 8.05(s, 1 H), 7.06(s, 1 H), 6.97(ddd, J =
0.5, 2.0, 9.5 Hz, 1H), 6.73(d, J = 2.0 Hz, 1H), 6.54(d, J = 1.5 Hz, 1H), 6.48(dd, J = 1.5, 8.5 Hz, 1H), 3.89(s, 3 H),
3.80-3.75(m, 4 H), 3.68-3.62 (m, 4 H), 3.23 (s, 3 H), 3.20-3.00(m, 2H), 2.17(s, 3H), 2.16(s, 3H), 2.10-2.00(m, 2H),
1.70-1.45(m, 2H), 0.90-0.75(m, 3H).

<Example 55> Preparation of tert-butyl 4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluor-
omethyl)pyrimidin-4-yl)amino)-3-methoxyphenyl)piperazin-1-carboxylate

[0273]
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[0274] The compound (928 mg) prepared in Preparation Example 29 and the compound (474 mg) prepared in Prep-
aration Example 1 were dissolved in 0.08 M HCI (19 ml, in ethoxyethanol solution), and stirred at 50°C overnight. Upon
completion of the reaction, the solventwas removed by distillation under reduced pressure, and dissolved in ethyl acetate.
The mixture was neutralized with a saturated aqueous solution of sodium bicarbonate, subjected to a layer separation,
and washed with saturated brine. The washed mixture was dried with sodium sulfate, distilled under reduced pressure
to remove the solvent. The concentrated mixture formed crystals using ether, and filtered to obtain a target compound
(1.07 mg, 80 %).

TH-NMR(300 MHz, CD50D) § 8.25(s, 1 H), 8.12(d, J = 8.6 Hz, 2 H), 7.43 (s, 1 H), 7.37(s, 1H), 6.54(s, 2H), 6.53(s, 1H),
6.45(d, J = 8.6 Hz, 1H), 3.88(s, 6 H), 3.79(s, 2H), 3.66-3.65 (m, 6H), 3.14-3.08 (m, 8H), 2.15(s, 3H), 1.45(s, 9H);
Mass (M+H™*) calcd for C34H,3F3NgO5 700.5, found 701.28.

<Example 56> Preparation of 1-(4-(3-methoxy-4-((4-((2-methoxy-4-(piperazin-1-yl)phenyl)amino)-5-(trifluoroam-
ethyl)pyrimidin-2-yl)amino)phenyl)piperazin-1-yl)ethanone

[0275]

L

H
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[0276] The compound (1.07 g) prepared in Example 55 was dissolved in methylenechloride (10 ml), added with 4 M
HCI (dioxane solution, 2 ml), and stirred at room temperature overnight. Then, the resultant was distilled under reduced
pressure to remove the solvent and diluted again with methylenechloride. The resultant was neutralized with a saturated
aqueous solution of sodium bicarbonate and subjected to a layer separation. The separated organic layer was washed
with saturated brine and dried with sodium sulfate. Then, the organic layer was distilled under reduced pressure to
remove the solvent and a target compound (721.4 mg, 77%) was obtained without further purification.

TH-NMR(300 MHz, CD;0D) & 8.23(s, 1 H), 8.10-8.04(m, 2H), 7.45(s, 1 H), 7.33(s, 1H), 6.53-6.41(m, 4H), 3.85(s, 6H),
3.77(s, 2H), 3.61(s, 2H), 3.13-3.07(m, 12H), 2.13(s, 3H);

Mass (M+H™*) calcd for CogH35F3NgO4 600.64, found 601.19.

<Example 57> Preparation of 4-(4-((2-((4-(4-acetylpiperazine)-2-methoxyphenyl)amino)-5-(trifluoroamethyl)py-
rimidin-4-yl)amino)-3-methoxyphenyl)-N-ethylpiperazin-1-carboxyamide

[0277]
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[0278] A targetcompound (26 mg, 77 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 56 was used as a starting material instead of the compound prepared in Example 12, and ethyl
isocyanate was used instead of methanesulfonylchloride.

TH-NMR(300 MHz, CD30D) § 8.25(s, 1 H), 8.07(d, J = 8.4Hz, 2 H), 8.01(d, J = 8.4 HZ, 1H), 7.42(s, 1H), 7.38(s, 1H),
6.53(s, 2H), 6.45(d, J = 8.4 Hz, 2H), 4.86(br, 1H), 3.87(s, 3H), 3.85(s, 3H), 3.79(s, 2H), 3.65(s, 2H), 3.56(s, 4h), 3.31(dd,
J =6.2,12.2 Hz, 2H), 3.14(s, 4H), 2.15(s, 3H), 1.18(t, J = 6.2 Hz, 3H));

Mass (M+H™*) calcd for C5,H,0F3NgO,4 671.71, found 672.258.

<Example 58> Preparation of 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluorome-
thyl)pyrimidin-4-yl)amino)-3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone

[0279]
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[0280] A target compound (23.9 mg, 72 %) was obtained in the same manner as in Example 14 except that the
compound prepared in Example 56 was used as a starting material instead of the compound prepared in Example 12.
TH-NMR(300 MHz, CD;0D) & 8.26(s, 1 H), 8.15-8.08(m, 2H), 7.45(s, 1 H), 7.41(s, 1H), 6.53-6.43(m, 4H), 4.23(s, 2H),
3.87(s, 8H), 3.78(s, 2H), 3.64(s, 2H), 3.47(s, 2H), 3.17(s, 4H), 3.12(s, 4H), 2.15(s, 3H);

Mass (M+H™*) calcd for C54H37F3NgO5 658.67, found 659.23.

<Example 59> Preparation of 1-(4-(3-methoxy-4-((4-((2-methoxy-4-(4-methylpiperazin-1-yl)phenyl)amino)-5-trif-
luoromethyl)pyrimidin-2-yl)amino)phenyl)piperazin-1-yl)ethanone

[0281]
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[0282] Atargetcompound (7.4 mg, 24 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 56 was used as a starting material instead of the compound prepared in Example 12, and reacted
overnight using methyliodide instead of methanesulfonylchloride.

TH-NMR(300 MHz, CD;0D) § 8.24(s, 1 H), 8.10 (d, J = 8.4 Hz, 1H), 7.44 (s, 1 H), 7.33(s, 1H), 6.55-6.51(m, 3H), 6.44(d,
J = 8.4 Hz, 1H), 3.87(s, 6H), 3.79(s, 2H), 3.63(s, 2H), 3.22(s, 4H), 3.11(s, 4H), 2.62(s, 4H), 2.38(s, 3H), 2.15(s, 3H);
Mass (M+H™*) calcd for C5gH37F3NgO4 614.66, found 615.23.

<Example 60> Preparation of N1-(4-(3-methoxy-4-((4-((2-methoxy-4-(4-methylsulfonyl)piperazin-1-yl)phe-
nyl)amino)-5-(trifluoromethyl)pyrimidin-2-yl)amino)phenyl)piperazin-1-yl)ethanone

[0283]
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[0284] A target compound (12.4 mg, 36 %) was obtained in the same manner as in Example 13 except that the
compound prepared in Example 56 was used as a starting material instead of the compound prepared in Example 12.
TH-NMR(300 MHz, CD40D) & 8.26(s, 1 H), 8.13(d, J = 7.5 Hz, 1H), 8.08(d, J = 8.5 Hz, 1H), 7.45(s, 1H), 7.38(s, 1H),
6.54(d, J = 7.5 Hz, 3H), 6.43(d, J = 8.5 Hz, 1H), 3.88(s, 6H), 3.78(s, 6H), 3.64(s, 2H), 3.42(s, 4H), 3.28(s, 4H), 3.12(s,
4H), 2.86(s, 3H), 2.15(s, 3H);

Mass (M+H™*) calcd for C5yH37F3NgO5S 678.73, found 679.14.

<Example 61> Preparation of 1-(4-(4-((4-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)-5-(trif-
luoromethyl)pyrimidin-2-yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0285]
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[0286] A target compound (18.2 mg, 56 %) was obtained in the same manner as in Example 16 except that the
compound prepared in Example 56 was used as a starting material instead of the compound prepared in Example 12.
TH-NMR(300 MHz, CD50D) 5 8.24(s, 1H), 8.08(d, J = 8.5 Hz, 2H), 7.44 (s, 1H), 7.33(s, 1H), 6.54-6.50(m, 3H), 6.43(d,
J = 8.5 Hz, 1H), 3.87(s, 6H), 3.79(s, 2H), 3.69(s, 2H), 3.63(s, 2H), 3.22(s, 4H), 3.11(s, 4H), 2.72(s, 4H), 2.64(s, 2H),
2.15(s, 3H);

Mass (M+H™*) calcd for C54H39F3NgO, 644.69, found 645.12.

<Example 62> Preparation of tert-butyl-4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluor-
omethyl)pyrimidin-2-yl)amino)-3-methoxyphenyl)piperazin-1-carboxylate

[0287]

B
Ny
o\

[0288] The compound (337 mg) prepared in Preparation Example 30 and the compound (172 mg) prepared in Prep-
aration Example 1 were dissolved in 0.08 M HCI (ethoxyethanol, 7 ml), and stirred overnight at 50°C. Upon completion
of the reaction, the mixture was distilled under reduced pressure to remove the solvent and dissolved in ethyl acetate.
The mixture dissolved in the organic solvent was neutralized with a saturated aqueous solution of sodium bicarbonate,
subjected to a layer separation of the organic layer, and the organic layer was washed with brine. The organic layer was
dried with sodium sulfate, distilled under reduced pressure to remove the solvent. The concentrated mixture was added
with ether to form crystals, and the thus formed crystals were filtered to obtain a target compound (412 mg, 85 %).
TH-NMR(300 MHz, CD30D) & 8.26(s, 1 H), 8.17-8.07(m, 2H), 7.41 (s, 2 H), 6.54-6.44(m, 4H), 3.89(s, 3H), 3.87(s, 3H),
3.80(s, 2H), 3.73(s, 2H), 3.67(s, 2H), 3.60-3.56(m, 2H), 3.16-3.08(m, 8H), 2.16(s, 3H), 1.49(s, 9H);

Mass (M+H™*) calcd for C54H,3F3NgO5 700.75, found 701.28.

<Example 63> Preparation of 1-(4-(3-methoxy-4-((2-((2-methoxy-4-(piperazin-1-yl)phenyl)amino)-5-(trifluorome-
thyl)pyrimidin-4-yl)amino)phenyl)piperazin-1-yl)ethanone

[0289]
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[0290] The compound (410 mg) prepared in Example 62 was dissolved in methylenechloride (10 ml), added with 4 M
HCI (dioxane solution, 1.5 ml), and stirred at room temperature overnight. Upon completion of the reaction, the mixture
was distilled under reduced pressure to remove the solvent, and diluted in methylenechloride. The mixture was neutralized
with a saturated aqueous solution of sodium bicarbonate, subjected to separation of the organic layer, and washed with
saturated brine. Then, the washed organic layer was dried with sodium sulfate, distilled under reduced pressure to
remove the solvent and a target compound (322.1 mg, 55%) was obtained without further purification.

TH-NMR(300 MHz, CD50D) 5 8.26(s, 1H), 8.09(s, 1H), 7.70(s, 1H), 7.54(s, 1H), 7.37(s, 1H), 6.55-6.43(m, 4H), 3.88(s,
3H), 3.87(s, 3H), 3.80-3.75(m, 6H), 3.67-3.63(m, 6H), 3.17(s, 4H), 2. 17 (s, 3H);

Mass (M+H™*) calcd for CogH35F3NgO4 600.64, found 601.19.

<Example 64> Preparation of 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluorome-
thyl)pyrimidin-2-yl)amino)-3-methoxyphenyl)-N-ethylpiperazin-1-carboxyamide

[0291]

B
N/)\N
H
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[0292] Atarget compound (26 mg, 77 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 63 was used as a starting material instead of the compound prepared in Example 12, and ethyl
isocyanate was used instead of methylsulfonyl chloride.

TH NMR (300 MHz, CD30D) § 8.25(s, 1 H), 8.01(d, J = 8.0 Hz, 2 H), 7.47 (s, 1 H), 6.56(s, 1 H), 6.52(s, 2 H), 6.35(d, J
=8.0 Hz, 1 H), 4.91(brs, 1 H) 3.86(s, 3 H), 3.82(s, 3 H), 3.67(s, 2 H), 3.54(s, 4 H), 3.31(p, J = 6.2, 12.2 Hz, 2 H), 3.18(s,
4 H), 3.09(s, 4 H), 2.16(s, 3 H), 1.18(t, J = 6.2 Hz, 3 H) ;

Mass (M + H*) caled for C3oHygF3NgO4 671.71, found 672.25.

<Example 65> Preparation of 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluorome-
thyl)pyrimidin-2-yl)amino)-3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone

[0293]
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[0294] A target compound (24.5 mg, 74 %) was obtained in the same manner as in Example 14 except that the
compound prepared in Example 63 was used as a starting material instead of the compound prepared in Example 12.
TH NMR (300 MHz, CDCl3) & 8.26(s, 1 H), 8.12(d, J = 8.0 Hz, 2 H), 7.47(s, 1 H), 7.39(s, 1 H), 6.55-6.43(m, 4 H), 4.23(s,
2 H), 3.88(s, 3 H), 3.84-3.80(m, 4 H), 3.65(s, 2 H), 3.47(s, 2 H), 3.14(s, 8 H), 2.16(s, 3 H);
Mass (M + H*) calcd for C34H37F3NgO5 658.67, found 659.23.

<Example 66> Preparation of 1-(4-(3-methoxy-4-((2-((2-methoxy-4-(4-methylpiperazin-1-yl)phenyl-5-(trifluor-
omethyl)pyrimidin-4-yl)amino)phenyl)piperazin-1-yl)ethanone

[0295]

~N

| /)\
O

[0296] A targetcompound (9.3 mg, 30 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 63 was used as a starting material instead of the compound prepared in Example 12, and meth-
yliodide was used instead of methanesulfonylchloride.
TH NMR (300 MHz, CD50D) & 8.25(s, 1 H), 8.13(d, J = 8.0 Hz, 1 H), 8.03(d, J = 8.5 Hz, 1 H), 7.40-7.38(m, 2 H),
6.53-6.49(m, 3 H), 6.45(d, J = 8.5 Hz, 1 H), 3.88(s, 3 H), 3.86(s, 3 H), 3.80(s, 2 H), 3.65(s, 2 H), 3.17(s, 8 H), 2.61(s, 4
H), 2.37(s, 3 H), 2.16(s, 3 H);
Mass (M + H*) calcd for C3gH57F3NgO4 614.66, found 615.23.

<Example 67> Preparation of 1-(4-(3-methoxy-4-((2-((2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)ami-
no)-5-(trifluoromethyl)pyrimidin-4-yl)amino)phenyl)piperazin-1-yl)ethanone

[0297]
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[0298] Atargetcompound (7.8 mg, 23 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 63 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CD30D) & 8.26(s, 1 H), 8.14-8.10(m, 2 H), 7.43(s, 1 H), 7.39(s, 1 H), 6.55-6.45(m, 4 H), 3.88(s, 6
H), 3.80(s, 2 H), 3.66(s, 2 H), 3.41(s, 4 H), 3.24(s, 4 H), 3.16(s, 4 H), 2.85(s, 3 H), 2.16(s, 3 H);

Mass (M + H*) calcd for C35H5,F3NgO5S 678.73, found 679.14.

<Example 68> Preparation of 1-(4-(4-((2-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)-5-(trif-
luoromethyl)pyrimidin-4-yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0299]
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[0300] A target compound (15.6 mg, 48%) was obtained in the same manner as in Example 16 except that the
compound prepared in Example 63 was used as a starting material instead of the compound prepared in Example 12.
TH NMR (300 MHz, CD40D) & 8.25(s, 1 H), 8.11(d, J = 8.0 Hz, 1 H), 8.03(d, J = 8.5 Hz, 1 H), 7.42(s, 1 H), 7.37(s, 1 H),
6.53(s, 2 H), 6.51(d, J = 8.0 Hz, 1 H), 6.44(d, J = 8.5 Hz, 1 H), 3.88(s, 3 H), 3.86(s, 3 H), 3.80(s, 2 H), 3.70-3.64(m, 4
H), 3.17(s, 8 H), 2.70(s, 4 H), 2.65(s, 2 H), 2.15(s, 3 H);

Mass (M + H*) calcd for C34H39F3NgO4 644.69, found 645.12.

<Example 69> Preparation of N2,N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)-5-(trifluoromethyl)pyrimidin-2,4-di-
amine

[0301]
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Step 1: Preparation of di-tert-butyl 4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phe-
nylene))bis(piperazin-1-carboxylate)

[0302] 2,4-dichloro-5-(trifluoromethyl)pyrimidine (500 mg), potassium carbonate (796 mg) and the compound (1.42
g) prepared in Preparation Example 27 were dissolved in dimethylformamide (5 ml), and stirred at room temperature
overnight. Upon completion of the reaction, the mixture was distilled under reduced pressure to remove the solvent, and
diluted with ethyl acetate. The diluted mixture was washed with saturated brine, and the organic layer was dried with
sodium sulfate. The organic layer was distilled under reduced pressure to remove the solvent and then separated by
column chromatography to obtain a target compound (489 mg, 28%).

TH NMR (300 MHz, CD;0D) § 8.25(s, 1 H), 8.09(d, J = 8.6 Hz, 1 H), 7.39(s, 1 H), 6.64(d, J = 8.2 Hz, 1 H), 6.49-6.39(m,
3 H), 6.46(d, J=8.2 Hz, 1 H), 3.88(s, 3 H), 3.86(s, 3 H), 3.61-3.56(m, 8 H), 3.12-3.06(m, 4 H), 2.98(s, 4 H), 1.49(s, 18 H).

Step 2: Preparation of N2,N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)-5-(trifluoromethyl)pyrimidin-2,4-diamine

[0303] The compound (489 mg) prepared in Step 1 was dissolved in methylenechloride (6 ml), added with 4 M HCI
(dioxane solution, 5 ml), and stirred at room temperature overnight. Upon completion of the reaction, the mixture was
distilled under reduced pressure to remove the solvent, and dissolved again in methylenechloride. Then, the resultant
was neutralized with a saturated solution of sodium bicarbonate, washed with saturated brine, and dried with sodium
sulfate. The dried organic layer was distilled under reduced pressure to remove the solvent to obtain a target compound
(320 mg, 89 %).

TH NMR (300 MHz, CD30D) & 8.22 (s, 1 H), 7.70(d, J = 8.2 Hz, 1 H), 7.35 (d, J = 8.2 Hz, 1 H), 6.57(s, 1 H), 6.54(s, 1
H), 6.47(d, J = 8.6 Hz, 1 H), 3.88(s, 3 H), 3.86(s, 3 H), 3.52(s, 8 H), 3.43(s, 8 H);

Mass (M + H*) calcd for Co7H33F3NgO, 558.60, found 559.08.

<Example 70> Preparation of dimethyl 4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-
4,1-phenylene))bis(piperazin-1-carboxylate)

[0304]

[0305] The compound (50 mg) prepared in Example 69 was dissolved in methylenechloride (1 ml), added with methyl
choroformate(15 uf), and stirred at room temperature overnight. Upon completion of the reaction, the solvent was
removed by distillation under reduced pressure, and purified with prep. TLC to obtain a target compound (5.6 mg, 15 %).
TH NMR (300 MHz, CD50D) § 8.25(s, 1 H), 8.12-8.05(m, 2 H), 7.38(s, 1 H), 6.54-6.42(m, 4 H), 3.88(s, 3 H), 3.87(s, 3
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H), 3.75(s, 6 H), 3.66(s, 8 H), 3.14-3.09(m, 8 H);
Mass (M + H*) calcd for C34H37F3NgOg 674.67, found 675.11.

<Example 71> Preparation of 4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phe-
nylene))bis(N-ethylpiperazin-1-carboxyamide)

[0306]

[0307] A target compound (22.2 mg, 50 %) was obtained in the same manner as in Example 13 except that the
compound prepared in Example 69 was used as a starting material instead of the compound prepared in Example 12,
and ethyl isocyanate was used instead of methanesulfonylchloride.

TH NMR (300 MHz, CD40D) 5 8.24(s, 1 H), 7.95(d, J = 8.2 Hz, 2 H), 7.40(s, 1 H), 6.53(d, J = 8.2 Hz, 2 H), 6.47(d, J =
8.6 Hz, 1 H), 6.37(d, J = 8.6 Hz, 1 H), 4.87-4.78(m, 2 H), 3.85(s, 6 H), 3.56(s, 8 H), 3.32(q, J = 7.2 Hz, 2 H), 3.17(s, 4
H), 3.11(s, 4 H), 1.18(t, J = 7.2 Hz, 6 H);

Mass (M + H*) calcd for C33H43F3N4qO,4 700.75, found 701.28.

<Example 72> Preparation of 1,1’-(4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-
phenylene))bis(piperazin-4,1))bis(2-hydroxyethanone)

[0308]
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[0309] A target compound (8 mg, 19) was obtained in the same manner as in Example 14 except that the compound
prepared in Example 69 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CD50D) 5 8.27(s, 1 H), 8.18-8.11(m, 2 H), 7.45(s, 1 H), 7.41(s, 1 H), 6.54-6.44(m, 4 H), 4.23(s, 4
H), 3.89(s, 3 H), 3.87(s, 3 H), 3.85(s, 4 H), 3.65(br, 2 H), 3.46(s, 4 H), 3.18-3.14(m, 8 H);

Mass (M + H*) calcd for C54H4,F3NgOg 674.67, found 675.22.

<Example 73> Preparation of 1,1’-(4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-difluor-
omethoxy)-4,1-phenylene))bis(piperazin-4,1-diyl))diethanone

[0310]
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[0311] 2,4-dichloro-5-(trifluoromethyl)pyrimidine (50 mg), 1-(4-(4-amino-3-(difluoromethoxy)phenyl)piperazin-1-
yl)ethanone (140 mg) and potassium carbonate (90 mg) were dissolved in dimethylformamide (1 ml), and stirred at room
temperature overnight. Upon completion of the reaction, the mixture was distilled under reduced pressure to remove
the solvent, and diluted in ethyl acetate. The diluted mixture was washed with saturated brine, dried with sodium sulfate,
and distilled under reduced pressure to remove the solvent. The concentrated mixture was purified by column chroma-
tography to obtain a target compound (100 mg, 18 %).

TH NMR (300 MHz, CDCl,) § 8.28(s, 1 H), 7.94(d, J = 8.7 Hz, 1 H), 7.31(s, 1 H), 7.13(s, 1 H), 6.81-6.63(m, 5 H), 6.47(d,
J=3.9Hz, 1H), 3.79(dd, J =5.0,9.8 Hz, 4 H), 3.64(dd, J =5.1, 9.9 Hz, 4 H), 3.24-3.03(m, 8 H), 2.16(s, 3 H), 2.15(s, 3 H);
Mass (M + H*) calcd for C34H33F7/NgO4 714.25, found 715.18.

<Example 74> Preparation of 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-chlorophenyl)amino)-5-chloropyrimidin-2-
yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0312]
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[0313] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 19 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH NMR (300 MHz, DMSO-dg) § 9. 78 (br, 1 H), 8.20(s, 1 H), 7.32(d, J = 8.9 Hz, 1 H), 7.26(d, J = 8.9 Hz, 1 H), 7.13(d,
J=2.7Hz, 1H),7.00(dd, J=2.7,8.9 Hz, 1 H), 6.61(d, J = 2.4 Hz, 1 H), 6.20(br, 1 H), 3.80(s, 3 H), 3.57(m, 8 H), 3.25(m,
4 H), 3.08(m, 4 H), 2.06(s, 3 H), 2.05(s, 3 H);

Mass (M + H*) caled for CogH34CloNgO5 612.21, found 613.13.

<Example 75> Preparation of 1,1’-(4,4’-(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-chloro-4,1-phe-
nylene))bis(piperazin-4,1-diyl))diethanone

[0314]
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[0315] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 19 was used as a starting material instead of the compound prepared in Preparation Example 15,
and the compound prepared in Preparation Example 6 was used instead of the compound prepared in Preparation
Example 1.
TH NMR (300 MHz, DMSO-dg) § 9.18(br, 1 H), 8.86(br, 1 H), 8.12(s, 1 H), 7.37(d, J = 4.0 Hz, 1 H), 7.34(d, J = 4.0 Hz,
1H),7.10(d, J =2.7 Hz, 1 H), 7.00(d, J = 2.7 Hz, 1 H), 6.92(d, J=2.7 Hz, 1 H), 6.89 (d, J =2. 7 Hz, 1 H), 6. 75 (dd, J
=2.6,9.1 Hz, 1 H), 3.57(m, 8 H), 3.14(m, 8 H), 2.05(s, 3 H), 2.04(s, 3 H);
Mass (M + H*) calcd for CygH54Cl3NgO, 616.16, found 617.07.

<Example 76> Preparation of 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-
4-yl)amino)-3-phenoxyphenyl)piperazin-1-yl)ethanone

[0316]

[0317] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 20 was used as a starting material instead of the compound prepared in Preparation Example 15.
TH NMR (300 MHz, DMSO-dg) § 9.55(br, 1 H), 8.08(s, 1 H), 7.30(m, 4 H), 7.05(t, J = 7.4 Hz, 1 H), 6.89(br, 1 H), 6.86(br,
1H), 6.82(dd, J =2.6,8.9 Hz, 1 H), 6.67(d, J = 2.4 Hz, 1 H), 6.59(d, J = 2.4 Hz, 1 H), 6.29(br, 1 H), 3.79(s, 3 H), 3.56(m,
8 H), 3.11(m, 8 H), 2.05(s, 3 H), 2.03(s, 3 H);

Mass (M + H*) calcd for C35H39CINgO, 670.28, found 671.24.

<Example 77> Preparation of 5-chloro-N2,N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine

[0318]
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Step 1: Preparation of di-tert-butyl-4,4’-(4,4’0(5-chloropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phe-
nylene))dipiperazin-1-carboxylate

[0319] The compound (40 mg) prepared in Preparation Example 34 and the compound (60 mg) prepared in Preparation
Example35 were dissolvedin 0.08 M HCl ethoxyethanol solution (1.2 mg), and stirred at 115°C overnight. Upon completion
of the reaction, the mixture was distilled under reduced pressure to remove the solvent, and diluted with ethyl acetate.
The diluted mixture was neutralized a saturated solution of sodium carbonate, and the organic layer was extracted. The
extracted organic layer was dried with sodium sulfate. The dried organic layer was distilled under reduced pressure to
remove the solvent and purified by column chromatography to obtain a target compound.

Step 2: Preparation of 5-chloro-N2,N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine

[0320] A target compound was obtained in the same manner as in Step 2 of Example 69 except that the compound
prepared in Step 1 above was used as a starting material instead of the compound prepared in Step 1 of Example 69.
TH NMR (300 MHz, DMSO-dg) & 8.84(br, 4 H), 8.52 (br, 1 H), 8.07(s, 1 H), 7.65(d, J = 8.6 Hz, 1 H), 7.50(d, J = 8.6 Hz,
1 H), 6.75(d, J = 2.4 Hz, 1 H), 6.67(d, J = 2.4 Hz, 1 H), 6.52(dd, J = 2.4, 8.7 Hz, 1 H), 6.40(dd, J = 2.0, 8.6 Hz, 1 H),
3.82(s, 3 H), 3.79(s, 3 H), 3.33(m, 16 H);

Mass (M + H*) calcd for CogH33CINgO, 524.24, found 525.15.

<Example 78> Preparation of 4,4’-(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phe-
nylene))bis(N-ethylpiperazin-1-carboxyamide)

[0321]

[0322] A target compound (22 mg) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 77 was used as a starting material instead of the compound prepared in Example 12, and ethyl
isocyanate was used instead of methanesulfonylchloride.

TH NMR (300 MHz, DMSO-dg) § 9. 17 (br, 1 H), 8.12 (s, 1 H), 7.36(d, J = 8.6 Hz, 1 H), 7.30(m, 1 H), 6.72(d, J = 2.4 Hz,
1 H), 6.65(d, J = 2.4 Hz, 1 H), 6.55(m, 2 H), 6.51(dd, J = 2.2, 8.8 Hz, 1 H), 6.33(m, 1 H), 3.79(s, 6 H), 3.14(m, 20 H),
1.02(m, 6 H);

Mass (M + H*) caled for C3,H43CIN, O, 666.32, found 667.26.
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<Example 79> Preparation of 5-chloro-N2, N4-bis(2-methoxy-4-(4-methylsulfonyl)piperazin-1-yl)phenyl)pyrimi-
din-2,4-diamine

[0323]
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[0324] A targetcompound (8 mg, 23 %) was obtained in the same manner as in Example 13 except that the compound
prepared in Example 77 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, DMSO-dg) 5 8.11(s, 1 H), 7.42(d, J = 7.9 Hz, 1 H), 7. 35 (d, J = 7.9 Hz, 1 H), 6.74(d, J = 2.4 Hz, 1
H), 6.65(d, J = 2.4 Hz, 1 H), 6.52(dd, J = 2.4, 8.7 Hz, 1 H), 6. 37 (d, J = 8.7 Hz, 1 H), 3.795(s, 3 H), 3.789(s, 3 H), 3.3(m,
16 H), 2.94(s, 3 H), 2.93(s, 3 H);

Mass (M + H*) calcd for CogH37CINgCgS, 680.20, found 681.16.

<Example 80> Preparation of 1,1’-(4,4’(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phe-
nylene))bis(piperazin-4,1-diyl))bis(2-hydroxyethanone)

[0325]

o
@

[0326] A target compound (19 mg) was obtained in the same manner as in Example 14 except that the compound
prepared in Example 77 was used as a starting material instead of the compound prepared in Example 12.

TH NMR (300 MHz, CDCl5) § 8.30(d, J = 8.6 Hz, 1 H), 8.17(d, J = 8.6 Hz, 1 H), 8.02(s, 1 H), 7.59(s, 1 H), 6.53(m, 4 H),
4.24(s, 2 H), 4.23(s, 2 H), 3.92(s, 3 H), 3.88(s, 3 H), 3.84(m, 4 H), 3.46(m, 4 H), 3.14(m, 8 H);

Mass (M + H*) calcd for C33H37CINgOg 640.25, found 641.10.

<Example 81> Preparation of 1-(4-(4-((5-chloro-4-((2-fluoro-4-(piperazin-1-yl)phenyl)amino)pyrimidin-2-yl)ami-
no)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0327]
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Step 1: Preparation of tert-butyl-4-(4-(4-(4-(4-(tert-butoxycarbonyl)piperazin-1-yl)-2-fluorophenylamino)-5-chloropyrimi-
din-2-ylamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0328] A target compound was obtained in the same manner as in Example 1 except that the compound prepared in
Preparation Example 22 was used as a starting material instead of the compound prepared in Preparation Example 15.

Step 2: Preparation of 1-(4-(4-((5-chloro-4-((2-fluoro-4-(piperazin-1-yl)phenyl)amino)pyrimidin-2-yl)amino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone

[0329] A target compound was obtained in the same manner as in Step 2 of Example 12 except that the compound
prepared in Step 1 above was used as a starting material instead of the compound prepared in Step 1 of Example 12.
TH NMR (300 MHz, DMSO-dg) § 9.39 (br, 1 H), 8.81 (br, 2 H), 8. 14 (s, 1 H), 7.40(d, J = 8.3 Hz, 1 H), 7.30(t, J = 8.9 Hz,
1 H), 7.02(dd, J = 2.6, 13.6 Hz, 1 H), 6.84(dd, J = 2.3, 8.8 Hz, 1 H), 6.63(d, J = 2.4 Hz, 1 H), 6.29(d, J = 8.6 Hz, 1 H),
3.79(s, 3 H), 3.59(m, 4 H), 3.42(m, 4 H), 3.25(m, 4 H), 3.13(m, 2 H), 3.06(m, 2 H), 2.05(s, 3 H);

Mass (M + H*) calcd for Cy;H3,CIFNgO, 554.23, found 555.13.

<Example 82> Preparation of 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-fluorophenyl)amino)-5-chloropyrimidin-2-
yl)amino)-3-methoxyphenyl)piperazin-1-yl-ethanone

[0330]

[0331] A target compound (23 mg) was obtained in the same manner as in Example 35 except that the compound
prepared in Example 81 was used as a starting material instead of the compound prepared in Example 33.

TH NMR (300 MHz, DMSO-dg) § 9.36(br, 1 H), 8.12(s, 1 H), 7.37(d, J = 7.2 Hz, 1 H), 7.24(t, J = 8.9 Hz, 1 H), 6.95(dd,
J=25,13.7 Hz, 1 H), 6.81(dd, J = 2.1, 8.7 Hz, 1 H), 6. 62 (d, J = 2.3 Hz, 1 H), 6.21(m, 1 H), 3.79(s, 3 H), 3.0-3.6(m,
16 H), 2.06(s, 3 H), 2.05(s, 3 H);

Mass (M + H*) calcd for CygH34CIFNgO4 596.24, found 597.17.

<Example> 83> Preparation of 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimi-
din-2-yl)amino)-3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone

[0332]
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[0333] The compound (30 mg) prepared in Example 52 was dissolved in methylenechloride (1 ml), added with trifluor-
oacetic acid (91 ml), stirred at room temperature for 5 minutes, and dried under reduced pressure. The dried reactants
were dissolved in methylenechloride (1 ml) along with glycolic acid (95 mg), EDCI (11 mg) and DMAP (7 mg), and stirred
at room temperature overnight. Upon completion of the reaction, the mixture was distilled under reduced pressure to
remove the solvent and purified with prep. TLC to obtain a target compound (22 mg).

TH NMR (300 MHz, CDCl5) § 8.30(d, J = 7.86 Hz. 1 H), 8.18(d, J = 10.62 Hz. 1 H), 8.02(s, 1 H), 7.57(s, 1 H), 6.58-6.48(m,
4H), 3.92(d, J = 2.31 Hz. 3H), 3.88(d, J = 2.19 Hz. 3 H), 3.87-3.78 (m, 4 H), 3.69-3.62 (m, 3 H), 3.50-3.44(m, 2 H),
3.20-3.10(m, 7 H), 2.15(s, 4 H);

Mass (M + H*) calcd for C33H57CINgO5 624.26, found 625.11.

<Example 84> Preparation of methyl 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyri-
midin-2-yl)Jamino)-3-methoxyphenyl)piperazin-1-carboxylate

[0334]

B
N/)\N
H

O

[0335] The compound (30 mg) prepared in Example 52 was dissolved in methylenechloride (1 ml), added with trifluor-
oacetic acid(1 uf), stirred at room temperature for 5 minutes, and dried under reduced pressure. The dried reactants
were dissolved in methylenechloride (1 ml), and methyl choroformate (10 w€) and triethylamine (20 u€) were stirred at
0°C for 30 minutes. Upon completion of the reaction, the mixture was concentrated under reduced pressure and purified
with prep. TLC to obtain a target compound (18 mg).

TH NMR (300 MHz, CDCl5) 5 8.29(d, J = 7.35 Hz. 1 H), 8.13(d, J = 8.64 Hz. 1 H), 8.01(s, 1 H), 7.56(s, 1 H), 6.55-6.47(m,
4 H), 3.94(s, 3 H), 3.91 (s, 3 H), 3.83-3.75(m, 2 H), 3.74(s, 3 H), 3.65(s, 6 H), 3.19-3.07(m, 7 H), 2.16(s, 3 H);

Mass (M + H*) calcd for C35H5,CINgO5 624.26 found 625.24.

<Example 85> Preparation of 1-(4-(4-((5-chloro-2-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)ami-
no)pyrimidin-4-yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0336]
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[0337] The compound (30 mg) prepared in Example 52 was dissolved in methylenechloride (1 ml), added with trifluor-
oacetic acid (1 ml), stirred at room temperature for 5 minutes, and dried under reduced pressure. The dried reactants
were dissolved in dimethylformamide (1 ml) along with 2-bromoethanol (5 wf) and potassium carbonate (21 mg), and
stirred at 60°C overnight. Upon completion of the reaction, the resultant was distilled under reduced pressure to remove
dimethylformamide and purified with prep. TLC to obtain a target compound (11 mg).

TH NMR (300 MHz, CDCl5) § 8.26(d, J = 8.64 Hz. 1 H), 8.08(d, J = 8.61 Hz. 1 H), 7.54(s, 1 H), 7.21(s, 1 H), 6.55-6.47(m,
4 H), 5.59(s, 1 H), 5.00 (s, 1 H), 4.22-4.19(m, 2 H), 3.91(s, 3 H), 3.86(s, 3 H), 3.73-3.62(m, 6 H), 3.18-3.12(m, 8 H),
2.74-2.72(m, 4 H), 2.67-2.63(m, 2 H), 2.16(s, 3 H), 2.10(s, 3 H);

Mass (M + H*) calcd for C33H39CINgO, 610.28, found 611.27.

<Example 86> Preparation of 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-
yl)amino)-3-methoxyphenyl)piperazin-1-sulfonamide

[0338]

[0339] The compound (30 mg) prepared in Example 52 was dissolved in methylenechloride (1 ml), added with trifluor-
oacetic acid (1 ml), stirred at room temperature for 5 minutes, and dried under reduced pressure. The dried reactants,
disulfamide (20 mg) and triethylamine (10 u€) were dissolved in 1,4-dioxane (1 ml), and refluxed for 2 hours. Then, the
resultant was distilled under reduced pressure to remove the solvent and purified with HPLC to obtain a target compound
as a white solid.

TH NMR (300 MHz, CDCl;) 8.16 (d, J = 8.61 Hz. 1 H), 8.02 (d, J = 10.44 Hz. 2 H), 7.48 (s, 1 H), 7.16 (s, 1 H), 6.55-6.46
(m, 4 H), 3.90 (s, 3H), 3.85 (s, 3 H), 3.82-3.79 (m, 2 H), 3.67-3.65 (m, 2 H), 3.35(d, J =4.23 Hz. 4 H), 3.24 (d, J = 4.11
Hz. 4 H), 3.17-3.15 (m, 4 H), 2.17 (d, J = 6.99 Hz. 2 H), 1.25 (s, 1 H));

Mass (M + H*) calcd for CogH35CINgO5S 645.22, found 646.16.

<Example 87> Preparation of 1-(4-(4-((5-chloro-2-((2-methoxy-4-(4-methylsulfonyl)piperazin-1-yl)phenyl)ami-
no)-3-amino)pyrimidin-4-yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone

[0340]
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[0341] A target compound was obtained in the same manner as in Example 84 except that methanesulfonylchloride
was used instead of methyl choroformate.
TH NMR (300 MHz, CDCl5) § 8.29(d, J = 5.22 Hz. 1 H), 8.18(d, J = 5.16 Hz. 1 H), 8.03(s, 1 H), 7.59(s, 1 H), 6.58-6.52(m,
5 H), 3.90(s, 3 H), 3.67(s, 2 H), 3.43(d, J = 2.82 Hz. 4 H), 3.25(d, J = 2.74 Hz. 4 H), 3.20-3.16(m, 5 H), 2.86(s, 3 H),
2.18(s, 3 H);
Mass (M + H*) calcd for CogH37CINgO5S 644.23, found 645.29.

<Example 88> Preparation of 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-
4-yl)amino)-3-(difluoramethoxy)phenyl)piperazin-1-yl)-2-hydroxyethanone

[0342]
o)
HO\\//J‘L\N/\\j

bNjilmcm j\
NH N
N/)\N

H 0\

[0343] A target compound was obtained in the same manner as in Example 14 except that the compound prepared
in Example 33 was used instead of the compound prepared in Example 12.

TH NMR (300 MHz, CDCl5) § 8.24(d, J = 8.85 Hz. 1 H), 8.06(d, J = 9.3 Hz. 2 H), 7.31(s, 1 H), 6.82-6.75(m, 2 H), 6. 52
(d, J =7.26 Hz. 2 H), 6.45(d, J = 8.94 Hz. 1 H), 4.23(s, 2 H), 3.87(s, 5 H), 3.78(t, J = 4.26 Hz. 2 H), 3.63(s, 3 H), 3.47(d,
J=4.26 Hz. 2 H), 3.19(d, J = 3.18 Hz. 4 H), 3.12-3.07(m, 4 H), 2.15(s, 3 H);

Mass (M + H*) calcd for C3,H35CIF,NgO5 660.24, found 661.28.

<Example 89> Preparation of 1-(4-(3-(difluoromethoxy)-4-(5-fluoro-2-(2-methoxy-4-(piperazin-1-yl)phenylami-
no)pyrimidin-4-ylamino)phenyl)piperazin-1-yl)ethanone

[0344]
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[0345] 1-(4-(4-(2-chloro-5-fluoropyrimidine-4-ylamino)-3-(difluoromethoxy)phenyl)piperazin-1-yl)ethanone (320 mg)
and tert-butyl-4-(4-amino-3-methoxyphenyl)piperazin-l-carboxylate (236 mg) were dissolved in 0.08 M HCI ethoxyethanol
solution (7.7 ml), and stirred at 115°C overnight. Upon completion of the reaction, the mixture was distilled under reduced
pressure to remove the solvent, and the thus obtained oil was diluted with ethyl acetate. The diluted mixture was
neutralized with a saturated aqueous solution of sodium bicarbonate, subjected to layer separation, and the extracted
organic layer obtained as a result of layer separation was dried with sodium sulfate. The dried organic layer was distilled
under reduced pressure to remove the solvent and purified by column chromatography to obtain a target compound
(100 mg, 22 %).

TH NMR (500 MHz, CD;0D) & 7.84¢(s, 1 H), 7.70(d, J = 8.5 Hz, 1 H), 7.53(d, J = 8.5 Hz, 1 H), 6.89(d, J = 9.0 Hz, 1 H),
6.84 (s, 1 H), 6.63(s, 1 H), 6.53(t, J = 96.5 Hz, 1 H), 6.29(d, J = 9.0 Hz, 1 H), 3.83(s, 3 H), 3.75(t, J = 4.7 Hz, 2 H), 3.71(t,
J =4.7 Hz, 2 H), 2.16(s, 3 H);

Mass (M + H*) calcd for CygH33F3NgO4 586. 61, found 586.98.

<Experimental Example 1> Evaluation of ALK inhibitory activity

[0346] In order to measure the inhibitory activity of N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine deriva-
tives represented by Chemical Formula 1 according to the present invention against the ALK proliferation at the enzyme
level, an experiment was performed as follows.

[0347] In order to measure the inhibitory activity against ALK, a Grainer 96-well round type bottom plate was added
with the compounds (2 wf€) prepared in Examples 1 to 89, and mixed with ALK enzyme (1 ul) and a peptide substrate
(2 w€) with biotin attached thereto for 15 minutes and cultured thereafter. Here, ATP solution (5 w€) was added thereto
and kinase reaction was performed at room temperature for 30 minutes. XL 665 (5 ), to which Streptavidin dissolved
in ethylenediaminetetraacetic acid solution was attached, anti-phosphotyrosine antibody (5 €), to which europium(Eu3*)
was attached, were added to areaction solution to stop the reaction, cultured for 1 hour, and analyzed using Homogeneous
Time-resolved fluorescence (HTRF, Cisbio). The result was read by a Wallac Envision 2103 device at the wavelength
range of 615/665 nm. The IC4 of the test compounds used in the above experiment was obtained using a prism (version
5.01 graphpad) software.

[0348] The IC5, of the compounds that reduced the ALK enzyme activity is shown Table 1 below.

[Table 1]

Ex. | ALKwt.ICsy(uM) | ALKL1196MIC, (uM) | Ex. ALK Wt. ICs (uM) | ALK L1196M ICs, (11M)
1 0.025 0.0234 46 0.58 -

2 |0.038 0.364 47 >1 ]

3 |0.033 0.361 48 0.76 -

4 |0.15 - 49 1.2 -

5 |0.029 0.305 50 >1 -

6 | 0.065 0.247 51 >1 -

7 | o0.012 0.075 52 0.025 0.55
8 | 0.064 0.3266 53 0.99 -

9 |03 - 54 4.5 -
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(continued)
Ex. | ALKwt.IC5q (M) | ALKL1196MIC5,(uM) | Ex. ALK wt. IC5 (uM) | ALKL1196M IC5, (M)
10 0.018 0.207 55 0.12 -
11 0.009 0.049 56 0.004 0.004
12 0.009 0.043 57 0.003 0.002
13 0.025 0.113 58 0.004 0.002
14 0.016 0.063 59 0.007 0.003
15 0.085 0.301 60 0.01 0.003
16 0.014 0.056 61 0.004 0.011
17 1.0 - 62 0.031 0.033
18 0.011 0.086 63 0.003 0.003
19 0.12 0.751 64 0.006 0.008
20 0.13 1.101 65 0.007 0.003
21 0.012 0.043 66 0.006 0.003
22 0.01 0.257 67 0.014 0.039
23 0.023 0.183 68 0.003 0.005
24 0.067 0.846 69 0.003 0.004
25 0.015 - 70 0.16 -
26 0.022 0.235 71 0.02 0.046
27 0.019 0.567 72 0.003 0.005
28 0.011 0.169 73 0.016 0.058
29 0.079 0.698 74 0.007 0.044
30 0.014 0.265 75 0.04 0.26
31 0.031 0.394 76 >1 -
32 0.21 - 77 0.003 0.004
33 0.005 0.01 78 0.018 -
34 0.570 - 79 0.02 0.064
35 0.01 0.041 80 0.006 0.011
36 0.01 0.031 81 0.017 0.13
37 0.012 0.049 82 0.011 0.28
38 0.017 0.11 83 0.004 0.027
39 0.35 - 84 0.010 0.094
40 0.029 - 85 0.002 0.021
41 0.073 - 86 0.009 0.091
42 0.016 0.14 87 0.010 0.053
43 0.032 - 88 0.004 0.027
44 0.008 0.036 89 0.013 0.17
45 0.01 - Control group | 0.036 0.22
[0349] In Table 1 above, -’ denotes that no experiment was performed.
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[0350] As shown in Table 1 above, the IC5, of the compounds prepared in Examples 1, 3, 5, 7, 10 to 14, 16, 18, 21
to 23, 25 t0 28, 30 to 31, 33, 35 t0 38, 40, 42 to 45, 52, 56 to 69, 71 to 75, and 77 to 89 according to the present invention
was shown to be lower than that when Crizotinib®, a control group, was used. Among them, the ICgq of the compounds
prepared in Examples 7, 11, 12, 14, 16, 18, 21 to 23, 25 to 28, 30 to 31, 32, 35 to 38, 40, 42 to 45, 52, 56 to 69, 71 to
75, and 77 to 89 was shown to be lower evenin L1196M, a cancer cell containing ALK enzyme than that when Crizotinib®,
a control group, was used.

[0351] This indicates that the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the
presentinvention have the inhibitory activity against the ALK activity at enzyme level, and in particular, they have superior
inhibitory activity to that of Crizotinib® (0.036uM, a positive control), being used as a therapeutic agent for non-small
cell lung cancer, by inhibiting the activity of ALK.

[0352] Accordingly, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of the present invention
has an excellent inhibitory activity against ALK activity, and thus can be used as an effective inhibitor of ALK activity as
well as a pharmaceutical composition for preventing or treating cancer such as non-small cell lung cancer, neuroblastoma,
inflammatory myelofibroblast tumor, rhabdomyosarcoma, myofibroblastoma, breast cancer, stomach cancer, lung can-
cer, melanoma, etc.

<Experimental Example 2> Evaluation of ACK1 inhibitory activity

[0353] In order to measure the inhibitory activity of N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine deriva-
tives represented by Chemical Formula 1 according to the present invention against the ACK1 proliferation at the enzyme
level, an experiment was performed as follows.

[0354] In order to measure the inhibitory activity against ACK1, a Grainer 96-well round type bottom plate was added
with the compounds prepared in Examples 1 to 14, 10, 21 to 31, 35 to 38, 40 to 45, 56 to 75, 77 to 85, and 88 in the
amount of 1 uM and 0.1 puM, respectively. ACK1 enzyme was cultured in 8 mM MOPS, 0.2 mM EDTA and 10 mM
magnesium acetate buffer along with 400 .M EFPOYDFLPAKKK peptide. Here, ATP solution (5 w€) was added thereto
and kinase reaction was performed at room temperature for 40 minutes. Then, 3% phosphoric acid was added to a
reaction solution to stop the reaction. A droplet of 10 wl of the reaction solution was dropped to P30 filtermat, and washed
3 times with 75 mM phosphoric acid for 5 minutes. The washed reaction solution was dried, and counted via scintillation
counting, and the result is shown in Table 2 below.

[Table 2]
Ex. | Ack1 activationrate % | Ack1 activationrate% | Ex. | Ack1 activationrate % | Ack1 activation rate %
(1 uM) (0.1 uM) (1 uM) (0.1 uM)

1 1 4 44 1 2

2 2 9 45 0 1

3 2 2 56 0 1

4 1 12 57 0 1

5 0 2 58 1 5

7 1 2 59 0 2

8 1 7 60 0 1

9 1 8 61 0 2

10 0 2 62 1 19

11 0 2 63 0 2

12 0 3 64 2 1

13 0 0 65 1 2

14 0 1 66 3 0

19 0 6 67 0 2

21 0 0 68 0 1

22 0 1 69 0 1

23 0 1 70 0 3
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(continued)
Ex. | Ack1 activationrate % | Ack1 activationrate% | Ex. | Ack1 activationrate % | Ack1 activation rate %
(1 uM) (0.1 uM) (1 uM) (0.1 pM)

24 0 2 71 0 3

25 0 4 72 0 1

26 1 0 73 0 1

27 0 1 74 0 0

28 2 1 75 0 2

29 2 11 77 0 0

30 0 2 78 0 1

31 0 2 79 0 0

35 0 1 80 0 0

36 0 2 81 1 3

37 0 2 82 0 2

38 0 1 83 0 0

40 0 2 84 0 1

41 0 1 85 0 0

42 0 2 88 0 0

43 1 1

[0355] As shown in Table 2 above, the compounds prepared in Example 29 and Example 62 of the present invention
were shown to reduce the ACK1 activation rate to 10% or below at a concentration of 0.1 wM, and to 3% or below at a
concentration of 1 wM. In particular, in the case of the compounds prepared in Examples 13, 21, 26, 66, 74, 77, 79 and
80, the ACK1 activation rate was significantly reduced to 0%. Accordingly, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyri-
midin-2,4-diamine derivative of the present invention was shown to have an excellent inhibitory activity against ACK1
activity at enzyme level even at a low concentration.

[0356] Accordingly, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of the present invention
has an excellent inhibitory activity against ACK1 activity, and thus can be used as an effective inhibitor of ALK activity
as well as a pharmaceutical composition for preventing or treating cancer such as prostate cancer, uterine cancer,
stomach cancer, etc.

<Experimental Example 3> Evaluation of inhibitory activity against cancer cell proliferation

[0357] In order to measure the inhibitory activity of N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine deriva-
tives represented by Chemical Formula 1 according to the present invention against the cancer cell proliferation, an
experiment was performed as follows.

<3-1> Experimental materials

Reagents

[0358] RPMI 1640 as a cell culture medium, fetal bovine serum (FBS) and trypsin were purchased from Gibco Inc.
(Grand Island, NY, USA) and sodium bicarbonate, amphotericin B, and gentamicin were purchased from Sigma Chemical
Co.

[0359] Additionally, the reagents used for cytotoxicity such as sulforhodamine (SRB) B, trisma base, trichloroacetic
acid (TCA), etc., were purchased from Sigma Chemical Co. For MTS assay, CellTiter 96R AQueous Non-Radioactive
Cell Proliferation Assay products were purchased from Promega Corporation.

[0360] Furthermore, T-25 culture container for cell culture, a 96-well plate, and other disposable glassware were
purchased from Falcon Transfer (Lincoln Park, NJ).
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Experimental device

[0361] The ELISA microplate reader for measurement of cytotoxicity was E-max or SpectraMax250 of Molecular

DevicesA} (Sunnyvale, CA, USA).
<3-2> Experimental method

Step 1: Cell Culture

[0362] Final concentration of dimethyl sulfoxide was set at 0.5% or below.

[0363] The cancer cell lines used in the experiment are all human-originated cancer cell lines, and H3122, H2228,
Hs746T, and H1993 were used.

[0364] The culture was performed using RPMI 1640 medium containing 10% fetal bovine serum (FBS) in an incubator
under the conditions of 37°C and 5% CO,, and subcultured once in 3 to 4 days.

Step 2: Evaluation of inhibitory activity against proliferation according to treatment with compounds

[0365] 1 x 104 cells were aliquoted into each well of a 96-well flat-bottom microplate, cultured for 24 hours so that cells
were attached to the bottom, and the culture medium was removed. The respectively diluted culture medium of the
compounds of Examples 1 to 45, Examples 55 to 73, and Examples 77 to 83 was added thereto and cultured for 72
hours. Upon completion of the culture with the compounds, the measurement of cytotoxicity of the compounds was
performed using SRB, a staining reagent, or via MTS assay. Upon completion of the culture with the compounds of
Examples 1 to 45, Examples 55 to 73, and Examples 77 to 83, the culture medium was removed and each well was
treated with a cold TCA solution, and placed it at 4°C for 1 hour to immobilize the cells. After removing the TCA solution
and drying at room temperature, the cells were added with a staining solution, in which 0.4% SRB was dissolved in 1%
acetic acid solution, and placed at room temperature for 30 minutes to stain the cells. The extra SRB which were not
bound to the cells were removed by washing with an acetic acid solution, and the stained cells were added with 10 mM
Tris buffer (Trisma base; unbuffered) at PH 10.3 to 10.5 to elute the SRB. The absorbance in each well was measured
at 520 nm by ELISA microplate reader.

[0366] From the OD values for the wells (C) not treated with a drug, the wells (T) treated with a drug, and the wells
(Tz) at the time of treating with a drug, the cytotoxicity of the drug was calculated:

when Tz=T, by the equation of [(T-Tz)/(C-Tz)]100, and
when Tz >T, by the equation of [(T-Tz) / (Tz)]100.

[0367] The measurement of the inhibition of cancer cell proliferation via MTS assay was performed as follows. Spe-
cifically, upon completion of the culture with the compounds of Examples 1 to 45, Examples 55 to 73, and Examples 77
to 83, PMS solution and MTS solution, which constitute the CellTiter 96R AQueous Non-Radioactive Cell Proliferation
Assay product of Promega Corporation were mixed and added to each well in the amount of 20 L. After placing in a
culture container for 4 hours, the resultant was taken out of the container and left at room temperature for 10 minutes.
After measuring the absorbance at 490 nM by SpectraMax250 of Molecular Device Co., Growth Inhibition 50 (Glg,) was
calculated and the results are shown in Table 3 belwo.

[Table 3]

Ex. Hs746TCP Glgg (WM) | H1993CP Gl (M) | H2228CP Glgg (wM) | H3122CP Glgq (M)
1 3.43 6.91 1.59 0.96

2 2.86 7.25 1.42 0.874

3 292 5.94 1.17 0.41

4 1.38 3.47 0.32 0.19

5 9.43 >10 4.61 0.16

6 0.90 0.93 0.36 0.22

7 3.04 3.62 1.41 0.10

8 2.88 9.14 2.06 0.81
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(continued)
Ex. Hs746TCP Gl (wM) | H1993CP Glgy (uM) | H2228CP Glgy (nM) | H3122CP Glgj (nM)
9 1.46 2.14 1.39 0.91
10 1.047 0.977 0.281 0.096
11 1.304 1.442 0.162 0.007
12 2.304 1.328 0.093 0.009
13 3.621 2.482 0.126 0.218
14 3.419 7.436 0.093 0.012
15 3.739 8.861 0.692 0.918
16 3.686 6.732 0.488 0.051
17 3.413 9.726 2.766 1.382
18 3.54 1.63 0.133 0.020
19 >10 >10 0.961 1.104
20 >10 >10 0.93 1.261
21 3.37 3.44 0.098 0.012
22 3.42 9.91 0.174 0.126
23 3.92 1.87 0.446 0.237
24 1.86 13.07 0.932 0.734
25 >10 1.08 0.148 0.022
26 >10 3.38 0.406 0.029
27 >10 7.93 0.364 0.185
28 >10 4.28 0.112 0.011
29 >10 9.85 0.411 0.347
30 >10 7.81 0.224 0.017
31 >10 3.68 0.492 0.196
32 7.92 3.51 0.714 0.196
33 2.63 1.26 0.094 0.002
34 3.86 3.24 0.285 1.023
35 3.40 2.12 0.095 0.024
36 6.49 >10 1.143 0.014
37 9.24 >10 0.331 0.009
38 7.84 >10 1.285 0.0091
39 5.73 >10 1.297 0.844
40 9.56 >10 0.981 0.276
41 6.14 9.88 0.780 0.306
42 9.68 >10 0.126 0.032
43 6.33 >10 0.963 0.187
44 8.04 >10 0.952 0.020
45 9.93 >10 0.971 0.144
55 2.67 9.17 1.09 0.43
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(continued)
Ex. Hs746TCP Gl (uM) | H1993CP Glgy (wM) | H2228CP Glgy (nM) | H3122CP Glgg (nM)
56 2.74 2.33 0.127 0.0010
57 0.33 0.98 0.037 0.0010
58 1.86 8.26 0.143 0.0014
59 2.27 9.34 0.351 0.0009
60 1.59 6.27 0.338 0.0124
61 2.51 >10 0.116 0.0011
62 2.19 2.46 0.72 0.22
63 3.13 2.38 0.132 0.0009
64 2.14 5.47 0.38 0.018
65 2.93 7.27 0.883 0.0064
66 3.25 5.38 0.365 0.0007
67 1.73 >10 0.281 0.0143
68 2.25 3.36 0.119 0.0003
69 244 2.96 0.47 0.82
70 4.08 >10 0.98 0.47
71 2.06 5.70 1.41 0.115
72 3.16 8.85 1.14 0.0081
73 0.37 7.92 8.09 0.941
77 1.38 1.41 0.18 0.21
78 5.06 >10 0.93 0.43
79 8.11 >10 0.29 0.30
80 7.87 >10 0.095 0.0011
81 0.96 4.02 0.37 0.17
82 6.92 >10 1.19 1.86
83 0.67 >10 0.064 0.0008
EH}_‘E' 0.00012 0.083 0.851 0.277

[0368] As shown in Table 3, the compounds according to the present invention were shown to inhibit the activities of
ALK and ACK1 of Hs746 TCP (stomach cancer cells), and H1993CP, H2228CP and H3122CP (lung cancer cells) thereby
reducing their proliferation activities. In particular, among the compounds of Examples of the present invention, about
88% of the compounds showed Gl values of from 0.093 to 0.78, and from 0.003 to 0.276 in H2228CP and H3122CP
(lung cancer cells), thus confirming their excellent inhibitory activity against cancer cell proliferation compared to that of
the control group. Additionally, 84% of the compounds showed significantly higher inhibitory activities in both H2228CP
and H3122CP against cancer cell proliferation compared to that of the control group. From the above results, it was
confirmed that the compounds of the present invention has superior inhibitory activities against the control group, which
is currently used as a therapeutic agent for treating non-small cell lung cancer. Conclusively, the N2,N4-bis(4-(piperazin-
1-yl)phenyl)pyrimidin-2,4-diamine derivatives represented by Chemical Formula 1 according to the present invention
were confirmed to have inhibitory activities against cancer cell proliferation by inhibiting the activities of ALK and ACK1,
and in particular, confirmed to have a superior inhibitory activity to that of Crizotinib® (positive control) a conventional
therapeutic agent for treating non-small cell lung cancer by inhibiting the activity of ALK.

[0369] Accordingly, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present
invention have not only an excellent inhibitory activity against the activity of ALK but also an excellent inhibitory activity
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against the activity of ACK1, thus can be effectively used as a pharmaceutical composition for preventing or treating
cancers such as non-small cell lung cancer, neuroblastoma, inflammatory myelofibroblast tumor, rhabdomyosarcoma,
myofibroblastoma, breast cancer, stomach cancer, lung cancer, and melanoma, but also can be used as a useful inhibitor
of ALK and ACK1.

<Experimental Example 4> Evaluation of inhibitory activity against ALK via phosphorylation

[0370] In order to measure the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine de-
rivatives represented by Chemical Formula 1 according to the present invention against the cell proliferation activity of
ALK at an enzyme level, an experiment was performed as follows.

[0371] In order to confirm the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine deriv-
atives according to the present invention against ALK by the phosphorylation rate of ALK, the phosphorylation rate of
H3122, a lung cancer cell line treated with ALK, was measured. In particular, the phosphorylation rate of ALK was
confirmed by treating with the compounds prepared in Examples 7, 11, 12, 14, 16, 21, 33, 35, 57-61, 63-68, 72, 80 and
83 according to the present invention, and untreated group was treated with dimethyl sulfoxide (DMSQO) was treated,
and control group was treated with CH5424802 (Chugai), Crizotinib® (Pfizer) and NVP-TAE684(Novartis), and analyzed
by comparing with the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present
invention.

[0372] The lung cancer cell line used was H3122, and it was cultured using an RPMI-1640 medium containing 10%
fetal bovine serum (FBS) in a culture device at 37°C with 5% CO,, treated with the compounds at a concentration of 50
nM, and the cells were cultured further in a cell culture device for 6 hours. Then, the cultured cells were collected to
obtain cellular proteins, and only ALK protein was obtained therefrom via immunoprecipitation using ALK antibodies.
For the proteins obtained above, the phosphorylation rate of ALK was measured via Western Blot, and the result is
shown in FIG. 1.

[0373] AsshowninFIG. 1, the N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the
present invention were confirmed to have excellent inhibitory activities against ALK. More specifically, when treated with
the compounds prepared in Examples 7, 11, 12, 14, 16, 21, 33, 35, 57-61, 63-68, 72, 80 and 83 according to the present
invention, ALK was inhibited by the treated compounds thus significantly lowering the concentration of ALK. In contrast,
when treated with Akt and Erk, which are related to the proliferation of cancer cells, the effect of inhibition was not
significant, and when treated with Tubulin, the tubule-forming protein, there was observed no inhibitory activity against
the Tubulin activity thus confirming that they have excellent safety regarding the human blood vessels. Additionally, in
the case of Crizotinib®, the conventional known ALK inhibitor, its inhibition rate of ALK was shown to be significantly
lower comparing to the N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present
invention, and in the case of CH5424802, the inhibition rate was shown to be significantly lower. From the above, the
N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present invention were shown to
have significantly improved inhibitory activities against ALK compared to the conventional ALK inhibitors, and also due
to the lack of inhibitory activity against microtubules, they were shown to be safe to the humans.

[0374] Accordingly, the N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present
invention were shown to have excellent inhibitory activity against ALK activity, and thus can be used as a pharmaceutical
composition for preventing or treating cancers such as non-small cell lung cancer, neuroblastoma, inflammatory mye-
lofibroblast tumor, rhabdomyosarcoma, myofibroblastoma, breast cancer, stomach cancer, lung cancer, and melanoma,
but also can be used as a useful inhibitor of ALK activity.

<Experimental Example 5> Evaluation of inhibitory activity against ACK1 via phosphorylation

[0375] In order to measure the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine de-
rivatives represented by Chemical Formula 1 according to the present invention against the cell proliferation activity of
ACK1 at an enzyme level, an experiment was performed as follows.

[0376] In order to confirm the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine deriv-
atives according to the present invention against ACK1 by the phosphorylation rate of ACK1, the phosphorylation rate
of LNCaP, a prostate cancer cell line treated with ACK1, was measured. In particular, after treating with the compounds
prepared in Examples 1,5,7 and 11 according to the present invention, the phosphorylation rate of ACK1 was confirmed,
as an untreated group dimethyl sulfoxide (DMSO) was treated, and as a control group CH5424802 (Chugai), Dasatinib®
(Bristol-Myers Squibb) and immunoglobulin G(Ig G) were treated, and analyzed by comparing with those of the N2,N4-
bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative according to the present invention.

[0377] The prostate cancer cell line used was LNCaP, and it was cultured using an RPMI-1640 medium containing
10% fetal bovine serum (FBS) in a culture device at 37°C with 5% CO,, treated with the compounds at a concentration
of 500 nM, and the cells were cultured further in a cell culture device for 3 hours. Then, the cultured cells were collected
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to obtain cellular proteins, and only ACK1 protein was obtained therefrom viaimmunoprecipitation using ACK1 antibodies.
For the proteins obtained above, the phosphorylation rate of ACK1 was measured via Western Blot, and the result is
shown in FIG. 2.

[0378] AsshowninFIG. 2, the N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the
present invention were confirmed to have excellent inhibitory activities against ACK1. More specifically, when treated
with the compounds prepared in Examples 1,5,7 and 11 according to the present invention, ACK1 was inhibited by the
treated compounds thus significantly lowering the concentration of ACK1. In contrast, in the case of Dasatinib®, which
is known as a conventional tyrosine kinase inhibitor, the effect of inhibition was significantly lower than those of the N2,
N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present invention, and in the case of
CH5424802, the inhibition rate was significantly lower. From the above, the N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-
2,4-diamine derivatives according to the present invention were shown to have significantly improved inhibitory activities
against ACK1 compared to the conventional ACK1 inhibitors.

[0379] Accordingly, the N2, N4-bis(4-piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present
invention were shown to have excellentinhibitory activity against ACK1 activity, and thus can be used as a pharmaceutical
composition for preventing or treating cancers such as prostate cancer, uterine cancer, and stomach cancer, but also
can be used as a useful inhibitor of ACK1 activity.

<Experimental Example 6> Evaluation of inhibitory activity against tumor cell proliferation via animal model

[0380] In order to evaluate the inhibitory activity of the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine de-
rivatives represented by Chemical Formula 1 according to the present invention against the cancer cell proliferation, an
experiment was performed as follows.

[0381] An about 6 week old mouse was xenografted with H3122 NSCLC, a lung cancer cell line, administered with
the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present invention, and the
activation rate of inhibiting proliferation of lung cancer cells. First, the experimental animals were obtained according to
the experimental animal guidelines, habituated, and progressed according to the approved animal experiment protocol.
All experiments were progressed using mice xenografted with H3122 NSCLC cell line. The experimental conditions were
set at a temperature of 21+2°C, with a humidity of 50+=5%, and the dark/light cycle was set at 12 hours (7 am - 7 pm).
During the experiment, the animals were given ad libitum access to food and water. The xenogratfted mouse was
transplanted with the H3122 NSCLC cell line around 6 weeks of age, and administered with the compound of Example
7 according to the present invention, and was treated with Crizotinib® as a control group. In particular, the administration
period was 14 days, and in the case of the compounds according to the present invention, the sample dissolved in a
mixed solution of 20% polyethylene glycol 400 and 3% Tween 80 was administered once daily via intraperitoneal injection.
In the case of Crizotinib®, it was administered orally once daily. Additionally, the number of the animals assigned per
each group was eight, and as an untreated group, an excipient-treated group was used. For the mice treated with the
samples, the volume of their tumors and their body weight were measured, and the results are shown in FIG. 3.
[0382] The N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present invention
not only have excellent effect of inhibiting cancer cell proliferation but are also safe in the body. More specifically, when
treated with the compound prepared in Example 7 according to the present invention, the volume of the xenografted
tumor was 190 mm3 - 280 mm3 thus confirmed not showing a significant difference from the tumor volume in the first
day of the experiment. In contrast, in the case of the untreated group, after 27 days of lapse, the volume of the tumor
was about 560 mm3, about 2.8 fold increase compared to that of the first day. In the control group treated with Crizotinib®,
after 27 days of lapse, the volume of the tumor was increased about 2.3 fold compared to that of the first day. Additionally,
when treated with the compound prepared in Example 7 according to the present invention, the change in the body
weight of the mice xenografted with a lung cancer cell line was negligible.

[0383] From the above, it was confirmed that the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives
according to the present invention have excellent inhibitory effect against cancer cell proliferation compared to those of
the convential anticancer agents, and also that they lack of cytotoxicity and thus can be safely used in the body.
[0384] Accordingly, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivatives according to the present
invention have excellent in vivo tumor inhibitory effect, and thus can be effectively used as a pharmaceutical composition
for preventing or treating prostate cancer, uterine cancer, stomach cancer, etc.

[0385] Meanwhile, the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative of Chemical Formula 1
above according to the present invention may be formulated in various forms. Provide below are a few exemplary
embodiments of formulation methods containing the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative
represented by Chemical Formula 1 above, and the present invention is not limited thereto.
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<Formulation Example 1> Preparation of pharmaceutical formulation
1-1. Preparation of powders
[0386]

compound of Chemical Formula1 500 mg
lactose 100 mg
talc 10 mg

[0387] The above components are mixed and filled into a sealed pouch to prepare powders.
1-2. Preparation of tablets
[0388]

compound of Chemical Formula1 500 mg

corn starch 100 mg
lactose 100 mg
magnesium stearate 2mg

[0389] The above components are mixed and tableted to prepare tablets.
1-3. Preparation of capsules
[0390]

compound of Chemical Formula1 500 mg

corn starch 100 mg
lactose 100 mg
magnesium stearate 2mg

[0391] According to a conventional method of preparing capsules, the above components are mixed and filled into
capsules to prepare capsule formulations.

1-4. Preparation of injections
compound of Chemical Formula1 500 mg
sterile distilled water for injection adequate
pH adjuster adequate

[0392] According to a conventional method of preparing injections, the above components are contained per each
ampoule (2 mL).

1-5. Preparation of liquids

compound of Chemical Formula 1 100 mg
isomerose 1049
mannitol 59
distilled water adequate

[0393] According to the conventional method of preparing liquids, each component is respectively dissolved by adding
with distilled water, added with an adequate amount of a lemon flavor. Then, the above components are mixed, added
with distilled water to a final volume of 100 mL, filled into a brown bottle, and sterilized to prepare liquid formulations.

[0394] Although the preferred embodiments of the present invention have been disclosed for illustrative purposes,
those skilled in the art will appreciate that various modifications, additions and substitutions are possible, without departing
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from the scope of the invention as disclosed in the accompanying claims.

Claims

1.

An N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative represented by Chemical Formula 1 below
or a pharmaceutically acceptable salt thereof:

[Chemical Formula 1]

R4
N

e
NH (\N,R5

R N

wherein in Chemical Formula 1,

R' and R2 are independently -ORS,

where R® is C4-C, linear or branched alkyl unsubstituted, or substituted with at least one selected from the
group consisting of halogen and C5-Cg aryl;

R4 and R® are independently H; C4-C, linear or branched alkyl unsubstituted or substituted with hydroxy group;
-C(=0)R? or -SO,-R10,

where R9 is C4-C, linear or branched alkyl unsubstituted or substituted with hydroxy group; C4-C, linear or
branched alkyloxy; amino unsubstituted or substituted with C4-C, linear or branched alkyl, and R0 is C4-C,
linear or branched alkyl; amino unsubstituted or substituted with C4-C, linear or branched alkyl, and

R3 is halogen; or C4-C, linear or branched alkyl substituted with at least one halogen).

The N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharmaceutically acceptable salt
thereof of Claim 1,

wherein R' and R2 are independently -ORS,

where R is methyl, ethyl, propyl, isopropyl, butyl, isobutyl or t-butyl unsubstituted or substituted with at least one
selected from the group consisting of chloro, bromo, fluoro, iodine, and phenyl;

R4 and R5 are independently H; methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl unsubstituted or substituted
with hydroxy group; -C(=0)R? or -SO,-R10,

wherein R9 is methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, methyloxy, ethyloxy, propyloxy, isopropyloxy,
butyloxy, isobutyloxy, t-butyloxy, hydroxymethyl, hydroxyethyl, hydroxypropyl, hydroxyisopropyl, hydroxybutyl, hy-
droxyisobutyl, amino, methylamino, ethylamino, propylamino, isopropylamino, butylamino or isobutylamino, and R10
is methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, or amino; and

R3 is chloro; bromo; fluoro; iodine; or methyl, ethyl, propyl, isopropyl, butyl, isobutyl or t-butyl substituted from at
least one selected from the group consisting of chloro, bromo, fluoro, and iodine.

The N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharmaceutically acceptable salt
thereof of Claim 1,

wherein R is methoxy, ethoxy, propoxy, isopropoxy, benzyloxy, or diflucromethyloxy;

R2 is methoxy;

R3 is chloro, fluoro, bromo or trifluoromethyl; and

R4 and RS are independently H, methyl, hydroxyethyl, methylcarbonyl, ethylcarbonyl, t-butylcarbonyl, hydroxymeth-
ylcarbonyl, ethylaminocarbonyl, methyloxycarbonyl, t-butyloxycarbonyl, methylsulfonyl or aminosulfonyl.

The N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharmaceutically acceptable salt
thereof of Claim 1,

84



10

15

20

25

30

35

40

45

50

55

EP 2 883 875 B1

wherein the derivative of Chemical Formula 1 is any one selected from the group consisting of:

(1) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(2) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-propoxyphe-
nyl)piperazin-1-yl)ethanone;

(3) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-isopropoxyphenylamino)-5-chloropyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone;

(5) 1,1’-(4,4’-(4,4’-(5-fluoropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-di-
yl))diethanone;

(7) 1,1-(4,4’-(4,4-(5-chloropyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-
diyl))diethanone;

(11) 1,1-(4,4'-(4,4’-(5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(pip-
erazin-4,1-diyl))diethanone;

(12) 1-(4-(4-(5-chloro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxyphenyl)pip-
erazin-1-yl)ethanone;

(13) 1-(4-(4-(5-chloro-4-(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(14)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)-2-hydroxyethanone;

(15) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-
methoxyphenyl)piperazin-1-carboxylate;

(16) 1-(4-(4-(5-chloro-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylamino)pyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(17) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(benzyloxy)phenylamino)-5-chloropyrimidin-2-ylamino)-3-methox-
yphenyl)piperazin-1-yl)ethanone;

(18) 1,1’-(4,4'-(4,4’-(5-bromopyrimidin-2,4-diyl)bis(azanediyl)bis(3-methoxy-4,1-phenylene))bis(piperazin-4,1-
diyl))diethanone;

(20) methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-meth-
oxyphenyl)piperazin-1-carboxylate;

(21) 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxyphe-
nyl)piperazin-1-sulfonamide;

(22)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)propan-1-one;

(23) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)-2,2-dimethylpropan-1-one;

(25) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-meth-
oxyphenyl)piperazin-1-carboxylate;

(26) 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(27) methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-meth-
oxyphenyl)piperazin-1-carboxylate;

(28) 1-(4-(4-(5-fluoro-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylamino)pyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(29) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-ethoxyphenylamino)-5-fluoropyrimidin-2-ylamino)-3-methoxyphe-
nyl)piperazin-1-yl)ethanone;

(30) 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(4-methylpiperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone;

(31) 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-methoxyphe-
nyl)-N-ethylpiperazin-1-carboxyamide;

(32) 1-(4-(4-(5-fluoro-4-(2-methoxy-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxyphenyl)pip-
erazin-1-yl)ethanone;

(33) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-4-ylamino)-3-(dif-
luoromethoxy)phenyl)piperazin-1-carboxylate;

(34) 1-(4-(4-(5-chloro-4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone;

(35) 1-(4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-(difluoromethoxy)phenylamino)-5-chloropyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;
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(36)  1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)-2-hydroxyethanone;

(37) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylamino)-3-methoxy-
phenyl)piperazin-1-yl)ethanone;

(38) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-methylpiperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanone;

(39) tert-butyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(dif-
luoromethoxy)phenyl)piperazin-1-carboxylate;

(40) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-(methylsulfonyl)piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-
ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(41) methyl 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-carboxylate;

(42) 1-(4-(4-(4-(2-(difluoromethoxy)-4-(4-(2-hydroxyethyl)piperazin-1-yl)phenylamino)-5-fluoropyrimidin-2-
ylamino)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(43) 4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorometh-
oxy)phenyl)-N-ethylpiperazin-1-carboxyamide;

(44) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-yl)-2-hydroxyethanone;

(45) 1-(4-(4-(2-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluor-
omethoxy)phenyl)piperazin-1-yl)ethanone;

(52) tert-butyl 4-(4-(4-(4-(4-acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chloropyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-carboxylate;

(55) tert-butyl4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)amino)-3-methoxyphenyl)piperazin-1-carboxylate;

(56) 1-(4-(3-methoxy-4-((4-((2-methoxy-4-(piperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-2-yl)ami-
no)phenyl)piperazin-1-yl)ethanone;

(57) 4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-4-yl)amino)-3-
methoxyphenyl)-N-ethylpiperazin-l-carboxyamide;

(58) 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-4-yl)amino)-
3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone;

(59) 1-(4-(3-methoxy-4-((4-((2-methoxy-4-(4-methoxypiperazin-1-yl)phenyl)amino)-5-(trifluoromethyl) pyrimi-
din-2-yl)amino)phenyl)piperazin-1-yl)ethanone;

(60) N-(4-(3-methoxy-4-((4-((2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)amino)-5-(trifluorome-
thyl)pyrimidin-2-yl)amino)phenyl)piperazin-1-yl)ethanone;

(61) 1-(4-(4-((4-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-2-
yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(62) tert-butyl4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-2-
yl)amino)-3-methoxyphenyl)piperazin-1-carboxylate;

(63) 1-(4-(3-methoxy-4-((2-((2-methoxy-4-(piperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-yl)ami-
no)phenyl)piperazin-1-yl)ethanone;

(64) 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-2-yl)amino)-3-
methoxyphenyl)-N-ethylpiperazin-1-carboxylate;

(65) 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl) pyrimidin-2-yl)amino)-
3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanone;

(66) 1-(4-(3-methyl-4-((2-((-methoxy-4-(4-methylpiperazin-1-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)amino)phenyl)piperazin-1-yl)ethanone;

(67) 1-(4-(3-methoxy-4-((2-((2-methoxy-4(4-(methylsulfonyl)piperazin-1-yl-phenyl)amino)-5-(trifluorome-
thyl)pyrimidin-4-yl)amino)phenyl)piperazin-1-yl)ethanone;

(68) 1-(4-(4-((2-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)amino)-3-methoxyphenyl)piperazin-1-yl)ethanone;

(69) N2,N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)-5-(trifluoromethyl)pyrimidin-2,4-diamine;

(70)  4,4’-(((5-trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(piperazin-1-
carboxylate);

(71) 4,4-(((5-trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(N-ethylpiper-
azin-1-carboxyamide);

(72) 4,4’-(((5-(trifluoromethyl) pyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(N-ethylpiper-
azin-1-carboxyamide);

(73) 1,1°-(4,4’-(((5-(trifluoromethyl)pyrimidin-2,4-diyl)bis(azanediyl)) bis(3-difluoromethoxy)-4,1-phe-
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nylene))bis(piperazin-4,1-diyl))diethanone;

(76) 1-(4-(4-((2-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-4-yl)amino)-3-phenox-
yphenyl)piperazin-1-yl)ethanone;

(77) 5-chloro-N2-N4-bis(2-methoxy-4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine;

(78) 4,4’-(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene))bis(N-ethylpiperazin-1-
carboxyamide);

(79) 5-chloro-N2,N4-bis(2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)pyrimidin-2,4-diamine;

(80) 1,1°-(4,4’-(((5-chloropyrimidin-2,4-diyl)bis(azanediyl))bis(3-methoxy-4,1-phenylene)bis(piperazin-4,1-di-
yl))bis(2-hydroxyethanone);

(83) 1-(4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-yl)amino)-3-methox-
yphenyl)piperazin-1-yl)-2-hydroxyethanone;

(84) methyl4-(4-((4-((4-(4-acetylpiperazin-1-y1)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-yl)amino)-3-
methoxyphenyl)piperazin-1-carboxylate;

(85) 1-(4-(4-((5-chloro-2-((4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)pyrimidin-4-yl)amino)-
3-methoxyphenyl)piperazin-1-yl)ethanone;

(86) 4-(4-((4-((4-(4-acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chloropyrimidin-2-yl)amino)-3-methoxy-
phenyl)piperazin-1-sulfonamide;

(87) 1-(4-(4-((5-chloro-2-((2-methoxy-4-(4-(methylsulfonyl)piperazin-1-yl)phenyl)amino)pyrimidin-4-yl)amino)-
3-methoxyphenyl)piperazin-1-yl)ethanone;

(88) 1-(4-(4-((2-((4-(4-acetylpiperazin-1-y1)-2-methoxyphenyl)amino)-5-chloropyrimidin-4-yl)amino)-3-(difluor-
omethoxy)phenyl)piperazin-1-yl)-2-hydroxyethanone; and

(89) 1-(4-(3-(difluoromethoxy)-4-(5-fluoro-2-(2-methoxy-4-(piperazin-1-yl)phenylamino) pyrimidin-4-ylami-
no)phenyl)piperazin-1-yl)ethanone.

5. A method of manufacturing the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative or a pharma-
ceutically acceptable salt thereof of claim 1, comprising, as shown in Reaction Scheme 1 below:

preparing a compound of Chemical Formula 4 by reacting the chloro group at position 4 of the compound
represented by Chemical Formula 2 with the amino group of the compound represented by Chemical Formula
3 (Step 1); and

preparing a compound of Chemical Formula 1 by reacting the chloro group at position 2 of pyrimidine of the
compound represented by Chemical Formula 4 obtained in Step 1 with the compound represented by Chemical
Formula 5 (Step 2),

[Reaction Scheme 1]

RY
, N/\
¢ R\N/\ R KoCO4 K/N RN R’

87



10

15

20

25

30

35

40

45

50

55

EP 2 883 875 B1
(in Reaction Scheme 1, R' to R5 are the same as defined in Chemical Formula 1 in claim 1).
A method of manufacturing the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative or the pharma-
ceutically acceptable salt thereof of claim 1, as shown in Reaction Scheme 2, for manufacturing a compound

represented by Chemical Formula la by reacting the chloro group of the compound represented by Chemical Formula
2 with at least 2 equivalents of the amino group of the compound represented by Chemical Formula 3:

[Reaction Scheme 2]

Cl /\1
RLAL RA\N/ﬁ K2CO, K/N R’
I N + K/N R1 ,R4
N//LCI \@ DMF, 100 C NH (\N
NHZ R3 N N\)
H

1a

(in Reaction Scheme 2, R', R3 and R* are the same as defined in Chemical Formula 1 of claim 1; and
the compound of Chemical Formula 1a is the compound of Chemical Formula 1).

A pharmaceutical composition comprising the N2,N4-bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamine derivative
represented by Chemical Formula 1 or a pharmaceutically acceptable salt thereof according to any one of claims
1to 4 as an active ingredient.

The pharmaceutical composition according to claim 7 for use in the prevention or treatment of cancers, wherein the
cancers are non-small cell lung cancer, neuroblastoma, inflammatory myelofibroblast tumor, rhabdomyosarcoma,
myofibroblastoma, breast cancer, stomach cancer, lung cancer, melanoma, large B-cell lymphoma, systemic histi-
ocytosis, inflammatory myofibroblastic tumor or esophageal squamous cell carcinoma.

The pharmaceutical composition for use according to claim 8, wherein (i)the activity of activated Cdc42-associated
kinase (ACK1) is inhibited; or (ii) the activity of ACK1 and the activity of anaplastic lymphoma kinase (ALK) are
inhibited; to thereby inhibit the expression and growth of cancer cells.

Patentanspriiche

1.

Derivat von N2,N4-Bis(4-(piperazin-1-yl)phenyl) pyrimidin-2,4-diamin, welches durch die nachfolgende Chemische
Formel 1 dargestellt ist, oder ein pharmazeutisch akzeptables Salz desselben:

[Chemische Formel 1]

R4\N/\‘

wobei in der Chemischen Formel 1,
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R und R2 unabhangig voneinander -ORS sind, wobei

RS ein lineares oder verzweigtes C4-C4 Alkyl ist, das unsubstituiert ist, oder mit mindestens einem aus der
Gruppe, welche aus Halogen und C5-Cg Aryl besteht, substituiert ist;

R4 und R5 unabhéngig voneinander H; ein lineares oder verzweigtes C4-C, Alkyl, das unsubstituiert ist, oder
mit einer Hydroxygruppe substituiert ist; -C(=O)R® oder -SO,-R0 sind,

wobei R? ein lineares oder verzweigtes C4-C4 Alkyl, das unsubstituiert ist, oder mit einer Hydroxygruppe sub-
stituiert ist; ein lineares oder verzweigtes C4-C, Alkyloxy; eine Aminogruppe, die unsubstituiert ist, oder mit
einem linearen oder verzweigten C4-C, Alkyl substituiert ist, ist und R0 ein lineares oder verzweigtes C4-C,
Alkyl; eine Aminogruppe, die unsubstituiert ist, oder mit einem linearen oder verzweigten C4-C, Alkyl substituiert
ist, ist, und

R3 ein Halogen; oder ein lineares oder verzweigtes C4-C, Alkyl, das mit mindestens einem Halogen substituiert
ist; ist.

2. Das Derivat von N2,N4-Bis(4-(piperazin-1-yl)phenyl)pyrimidin -2,4-diamin, oder ein pharmazeutisch akzeptables
Salz desselben, nach Anspruch 1, wobei

R und R2 unabhangig voneinander -ORS sind, wobei

R ein Methyl, ein Ethyl, ein Propyl, ein Isopropyl, ein Butyl, ein Isobutyl oder t-Butyl ist, das unsubstituiert ist,
oder mit mindestens einem Substituenten, der aus der Gruppe, welche aus einem Chlor, einem Brom, einem
Fluor, einem lod, und einem Phenyl besteht, ausgewahlt ist, substituiert ist;

R4 und RS unabhéngig voneinander H; ein Methyl, ein Ethyl, ein Propyl, ein Isopropyl, ein Butyl, ein Isobutyl
oder t-Butyl, unsubstituiert oder mit einer Hydroxygruppe substituiert; -C(=O)R® oder -SO,-R10 sind, wobei
R9 ein Methyl, ein Ethyl, ein Propyl, ein Isopropyl, ein Butyl, ein Isobutyl, ein t-Butyl, ein Methyloxy, ein Ethyloxy,
ein Propyloxy, ein Isopropyloxy, ein Butyloxy, ein Isobutyloxy, ein t-Butyloxy, ein Hydroxymethyl, ein Hydroxy-
ethyl, ein Hydroxypropyl, ein Hydroxyisopropyl, ein Hydroxybutyl, ein Hydroxyisobutyl, Amin, ein Methylamin,
ein Ethylamin, ein Propylamin, ein Isopropylamin, ein Butylamin oder ein Isobutylamin ist, und R10 ein Methyl,
ein Ethyl, ein Propyl, ein Isopropyl, ein Butyl, ein Isobutyl, ein t-Butyl, oder Amin ist; und

R3 ein Chlor; ein Brom; ein Fluor; ein lod; oder ein Methyl, ein Ethyl, ein Propyl, ein Isopropyl, ein Butyl, ein
Isobutyl oder ein t-Butyl, substituiert mit mindestens einem Substituenten, der aus der Gruppe, welche aus
Chlor, Brom, Fluor und lod besteht, ausgewahlt ist, ist.

3. Das Derivat von N2,N4-Bis(4-(piperazin-1-yl)phenyl) pyrimidin-2,4-diamin, oder ein pharmazeutisch akzeptables
Salz desselben, nach Anspruch 1, wobei R ein Methoxy, ein Ethoxy, ein Propoxy, ein Isopropoxy, ein Benzyloxy,
oder ein Difluormethyloxy ist;

R2 ein Methoxy ist;

R3 ein Chlor, ein Fluor, ein Brom oder ein Trifluormethyl ist; und

R4 und R5 unabhangig voneinander H, ein Methyl, ein Hydroxyethyl, ein Methylcarbonyl, ein Ethylcarbonyl, ein
t-Butylcarbonyl, ein Hydroxymethylcarbonyl, ein Ethylamincarbonyl, ein Methyloxycarbonyl, ein t-Butyloxycar-
bonyl, ein Methylsulfonyl oder ein Aminosulfonyl sind.

4. Das Derivat von N2,N4-Bis(4-(piperazin-1-yl)phenyl) pyrimidin-2,4-diamin, oder ein pharmazeutisch akzeptables
Salz desselben, nach Anspruch 1, wobei
das Derivat der Chemischen Formel 1 eines ist, welches aus der Gruppe ausgewahlt ist, welche besteht aus:

(1) 1-(4-(4-(4-(4-(4-Acetylpiperazin-1-yl)-2-ethoxyphenyl-amino)-5-chlorpyrimidin-2-ylamino)-3-methoxyphe-
nyl) piperazin-1-yl) ethanon;

(2) 1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chlorpyrimidin-4-ylamino)-3-propoxyphe-
nyl) piperazin-1-yl) ethanon;

(3) 1-(4-(4-(4-(4-(4-Acetylpiperazin-1-yl)-2-isopropoxy-phenylamino)-5-chlorpyrimidin-2-ylamino)-3-methoxy-
phenyl) piperazin-1-yl) ethanon;

(5) 1,1-(4,4’-(4,4’-(5-Fluorpyrimidin-2,4-diyl)bis (azandiyl)bis(3-methoxy-4,1-phenylen)) bis(piperazin-4,1-diyl))
diethanon;

(7) 1,1'-(4,4’-(4,4’-(5-Chlorpyrimidin-2,4-diyl) bis(azandiyl) bis(3-methoxy-4,1-phenylen)) bis(piperazin-4,1-
diyl)) diethanon;

(11) 1,1’-(4,4-(4,4’-(5-(Trifluormethyl) pyrimidin-2,4-diyl) bis(azandiyl) bis(3-methoxy-4,1-phenylen)) bis(piper-
azin-4,1-diyl)) diethanon;

(12) 1-(4-(4-(5-Chlor-4-(2-methoxy-4-(piperazin-1-yl) phenylamino)pyrimidin-2-ylamino)-3-methoxyphenyl) pi-
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perazin-1-yl) ethanon;

(13) 1-(4-(4-(5-Chlor-4-(2-methoxy-4-(4-(methylsulfonyl) piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-
methoxyphenyl)piperazin-1-yl)ethanon;

(14)  1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chlorpyrimidin-4-ylamino)-3-methoxy-
phenyl) piperazin-1-yl)-2-hydroxyethanon;

(15)  4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-chlorpyrimidin-4-ylamino)-3-methoxyphe-
nyl) piperazin-1-carboxylsaure-tert- butylester;

(16)  1-(4-(4-(5-Chlor-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylamino)pyrimidin-2-ylamino)-3-
methoxy-phenyl)piperazin-1-yl)ethanon;

(17) 1-(4-(4-(4-(4-(4-Acetylpiperazin-1-yl)-2-(benzyloxy) phenylamino)-5-chlorpyrimidin-2-ylamino)-3-methoxy-
phenyl) piperazin-1-yl) ethanon;

(18) 1,1’-(4,4’-(4,4-(5-Brompyrimidin-2,4-diyl) bis(azandiyl) bis(3-methoxy-4,1-phenylen)) bis(piperazin-4,1-
diyl)) diethanon;

(20) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-chlorpyrimidin-4-ylamino)-3-methoxyphe-
nyl) piperazin- 1- carboxylsaure-methylester;

(21) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-chlorpyrimidin-4-ylamino)-3-methoxyphe-
nyl) piperazin-1-sulfonamid;

(22) 1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-chlorpyrimidin-4-ylamino)-3-methoxy-
phenyl) piperazin-1-yl) propan-1-on;

(23) 1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-chlorpyrimidin-4-ylamino)-3-methoxy-
phenyl) piperazin-1-yl)- 2,2-dimethylpropan-1-on;

(25) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-methoxyphe-
nyl) piperazin-1-carboxylsaure-tert-butylester;

(26) 1-(4-(4-(5-Fluor-4-(2-methoxy-4-(4-(methylsulfonyl) piperazin-1-yl)phenylamino)pyrimidin-2-ylamino)-3-
methoxy-phenyl)piperazin-1-yl)ethanon;

(27) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-methoxyphe-
nyl) piperazin-1-carboxylsaure-methylester;

(28)  1-(4-(4-(5-Fluor-4-(4-(4-(2-hydroxyethyl)piperazin-1-yl)-2-methoxyphenylamino)pyrimidin-2-ylamino)-3-
methoxy-phenyl) piperazin-1-yl) ethanon;

(29) 1-(4-(4-(4-(4-(4-Acetylpiperazin-1-yl)-2-ethoxyphenyl amino)-5-Fluorpyrimidin-2-ylamino)-3-methoxyphe-
nyl) piperazin-1-yl) ethanon;

(30) 1-(4-(4-(5-Fluor-4-(2-methoxy-4-(4-methylpiperazin-1-yl) phenylamino)pyrimidin-2-ylamino)-3-methoxy-
phenyl) piperazin-1-yl)ethanon;

(31) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-Fluorpyrimidin-4-ylamino)-3-methoxyphe-
nyl)- N-ethylpiperazin-1-carboxyamid;

(32) 1-(4-(4-(5-Fluor-4-(2-methoxy-4-(piperazin-1-yl) phenylamino)pyrimidin-2-ylamino)-3-methoxyphenyl) pi-
perazin-1-yl)ethanon;

(33) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)- 5-chlorpyrimidin-4-ylamino)-3-(difluormetho-
xy)phenyl) piperazin-1-carboxylsaure-tert-butylester;

(34) 1-(4-(4-(5-Chlor-4-(2-(difluormethoxy)-4-(piperazin-1-yl) phenylamino)pyrimidin-2-ylamino)-3-methoxy-
phenyl) piperazin-1-yl)ethanon;

(35) 1-(4-(4-(4-(4-(4-Acetylpiperazin-1-yl)-2-(difluor-methoxy)phenylamino)-5-chlorpyrimidin-2-ylamino)-3-me-
thoxyphenyl) piperazin-1-yl) ethanon;

(36) 1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenylamino)-5-fluorpyrimidin-4-ylamino)-3-methoxyphe-
nyl) piperazin-1-yl)-2-hydroxyethanon;

(37) 1-(4-(4-(4-(2-(Difluormethoxy)-4-(piperazin-1-yl) phenylamino)-5-fluorpyrimidin-2-ylamino)-3-methoxyphe-
nyl) piperazin-1-yl)ethanon;

(38) 1-(4-(4-(4-(2-(Difluormethoxy)-4-(4-methylpiperazin-1-yl) phenylamino)-5-fluorpyrimidin-2-ylamino)-3-me-
thoxyphenyl) piperazin-1-yl)ethanon;

(39) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-(difluormetho-
xy)phenyl) piperazin-1-carboxylsaure-tert-butylester;

(40) 1-(4-(4-(4-(2-(Difluormethoxy)-4-(4-(methylsulfonyl) piperazin-1-yl)phenylamino)-5-fluorpyrimidin-2-ylami-
no)-3-methoxyphenyl)piperazin-1-yl) ethanon;

(41) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-(difluormetho-
xy)phenyl) piperazin-1-carboxylsaure-methylester;

(42) 1-(4-(4-(4-(2-(Difluormethoxy)-4-(4-(2-hydroxyethyl) piperazin-1-yl) phenylamino)-5-luorpyrimidin-2-ylami-
no)-3-methoxyphenyl)piperazin-1-yl)ethanon;

(43) 4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-(difluormetho-
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xy)phenyl)-N-ethylpiperazin-1-carboxyamid;

(44) 1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-(difluorme-
thoxy)phenyl) piperazin-1-yl)- 2-hydroxyethanon;

(45) 1-(4-(4-(2-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-fluorpyrimidin-4-ylamino)-3-(difluorme-
thoxy)phenyl) piperazin-1-yl) ethanon;

(52) 4-(4-(4-(4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl amino)-5-chlorpyrimidin-2-ylamino)-3-methoxyphe-
nyl) piperazin-1-carboxylsaure-tert-butylester;

(55) 4-(4-((2-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl) amino)-5-(trifluormethyl)pyrimidin-4-yl)amino)-3-
methoxyphenyl) piperazin- 1-carboxylsaure-tert-butylester;

(56) 1-(4-(3-Methoxy-4-((4-((2-methoxy-4-(piperazin-1-yl) phenyl)amino)-5-(trifluormethyl)pyrimidin-2-yl)ami-
no)phenyl) piperazin-1-yl) ethanon;

(57) 4-(4-((2-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl) amino)-5-(trifluormethyl)pyrimidin-4-yl)amino)-3-
methoxy-phenyl)-N-ethylpiperazin-1-carboxyamid;

(58) 1-(4-(4-((2-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl)amino)- 5-(trifluormethyl)pyrimidin-4-yl)amino)-
3-methoxyphenyl)piperazin-1-yl)-2-hydroxyethanon;

(59) 1-(4-(3-Methoxy-4-((4-((2-methoxy-4-(4-methoxypiperazin-1-yl)phenyl)amino)-5-(trifluormethyl) pyrimidin-
2-yl)amino)phenyl)piperazin-1-yl)ethanon;

(60) N-(4-(3-Methoxy-4-((4-((2-methoxy-4-(4-(methylsulfonyl) piperazin-1-yl)phenyl) amino)-5-(trifluorme-
thyl)pyrimidin-2-yl)amino)phenyl) piperazin-1-yl)ethanon;

(61) 1-(4-(4-((4-((4-(4-(2-Hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)- 5-(trifluormethyl)pyrimidin-2-
yl)amino)-3-methoxyphenyl) piperazin-1-yl) ethanon;

(62) 4-(4-((4-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl) amino)-5-(trifluormethyl)pyrimidin-2-yl)amino)-3-
methoxyphenyl) piperazin- 1-carboxylsaure-tert-butylester;

(63) 1-(4-(3-Methoxy-4-((2-((2-methoxy-4-(piperazin-1-yl) phenyl)amino)- 5-(trifluormethyl)pyrimidin-4-yl)ami-
no) phenyl) piperazin-1-yl) ethanon;

(64) 4-(4-((4-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl) amino)- 5-(trifluormethyl)pyrimidin-2-yl)amino)- 3-
methoxyphenyl)- N-ethylpiperazin- 1-carboxylsdure-[tert- butylester];

(65) 1-(4-(4-((4-((4-(4-Acetylpiperazin-1-yl)-2-methoxy phenyl)amino)- 5-(trifluormethyl)pyrimidin-2-yl)amino)-
3-methoxyphenyl) piperazin-1-yl)- 2-hydroxyethanon;

(66) 1-(4-(3-Methyl-4-((2-((-methoxy-4-(4-methylpiperazin-1-yl)phenyl)amino)-  5-(trifluormethyl)pyrimidin-4-
yl)amino) phenyl) piperazin-1-yl) ethanon;

(67) 1-(4-(3-Methoxy-4-((2-((2-methoxy-4(4-(methylsulfonyl) piperazin-1-yl-phenyl)amino)- 5-(trifluormethyl)py-
rimidin-4-yl) amino) phenyl) piperazin-1-yl) ethanon;

(68) 1-(4-(4-((2-((4-(4-(2-Hydroxyethyl)piperazin-1-yl)-2-methoxyphenyl)amino)- 5-(trifluormethyl)pyrimidin-4-
yl)amino)-3-methoxyphenyl) piperazin-1-yl) ethanon;

(69) N2,N4-Bis(2-methoxy-4-(piperazin-1-yl)phenyl)- 5-(trifluormethyl) pyrimidin- 2,4-diamin;

(70)  4,4-(((5-Trifluormethyl)pyrimidin-2,4-diyl) ~ bis(azandiyl))bis(3-methoxy-4,1-phenylen))bis(piperazin-
1carboxylat);

(71) 4,4-(((5-Trifluormethyl)pyrimidin-2,4-diyl) bis(azandiyl))bis(3-methoxy-4,1-phenylen))bis(N-ethylpipera-
zin-1-carboxyamid);

(72) 4,4’-(((5-(Trifluormethyl)pyrimidin-2,4-diyl) bis(azandiyl)) bis(3-methoxy-4,1-phenylen)) bis(N-ethylpipera-
zin- 1-carboxyamid);

(73) 1,1°-(4,4’-(((5-(Trifluormethyl)pyrimidin-2,4-diyl) bis(azandiyl)) bis(3-difluormethoxy)-4,1-phenylen)) bis(pi-
perazin-4,1-diyl))diethanon;

(76) 1-(4-(4-((2-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl)amino)- 5-chlorpyrimidin-4-yl)amino)- 3-pheno-
xyphenyl) piperazin-1-yl)ethanon;

(77) 5-Chlor-N2-N4-bis(2-methoxy-4-(piperazin-1-yl) phenyl) pyrimidin- 2,4-diamin;

(78) 4,4’-(((5-Chlorpyrimidin-2,4-diyl) bis(azandiyl)) bis(3-methoxy-4,1-phenylen))bis(N-ethylpiperazin-1-carb-
oxyamid);

(79) 5-Chlor-N2,N4-bis(2-methoxy-4-(4-(methylsulfonyl) piperazin-1-yl) phenyl) pyrimidin- 2,4-diamin;

(80) 1,1°-(4,4’-(((5-Chlorpyrimidin-2,4-diyl)bis(azandiyl)) bis(3-methoxy-4,1-phenylen)bis(piperazin-4,1-
diyl))bis(2-hydroxyethanon);

(83) 1-(4-(4-((4-((4-(4-Acetylpiperazin-1-yl)-2-methoxy phenyl)amino)- 5-chlorpyrimidin-2-yl)amino)- 3-metho-
xyphenyl) piperazin-1-yl)- 2-hydroxyethanon;

(84) 4-(4-((4-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl) amino)- 5-chlorpyrimidin-2-yl)amino)- 3-methoxy-
phenyl) piperazin- 1- carboxylsdure-methylester;

(85) 1-(4-(4-((5-Chlor-2-((4-(4-(2-hydroxyethyl) piperazin-1-yl)- 2-methoxyphenyl) amino) pyrimidin-4-yl) ami-
no)- 3-methoxyphenyl) piperazin-1-yl) ethanon;
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(86) 4-(4-((4-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl) amino)- 5-chlorpyrimidin-2-yl) amino)- 3-methoxy-
phenyl) piperazin- 1-sulfonamid;

(87) 1-(4-(4-((5-Chlor-2-((2-methoxy-4-(4-(methylsulfonyl) piperazin-1-yl) phenyl) amino) pyrimidin-4-yl) amino)-
3-methoxyphenyl)piperazin-1-yl)ethanon;

(88) 1-(4-(4-((2-((4-(4-Acetylpiperazin-1-yl)-2-methoxyphenyl)amino)-5-chlorpyrimidin-4-yl)amino)-3-(difluor-
methoxy) phenyl) piperazin-1-yl)- 2-hydroxyethanon; und

(89) 1-(4-(3-(Difluormethoxy)- 4-(5-fluor-2-(2-methoxy-4-(piperazin-1-yl) phenylamino) pyrimidin-4-ylamino)
phenyl) piperazin-1-yl) ethanon.

5. Verfahren zur Herstellung eines Derivats von N2,N4-Bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamin, oder eines
pharmazeutisch akzeptablen Salzes desselben, gemaR Anspruch 1, umfassend, wie im nachfolgenden Reaktions-
schema 1 gezeigt:

das Herstellen einer Verbindung der Chemischen Formel 4, indem die Chlorgruppe in Position 4 der Verbindung,
welche durch die Chemische Formel 2 dargestellt ist, mit der Aminogruppe der Verbindung, welche durch die
Chemische Formel 3 dargestellt ist, eine Reaktion eingeht (Schritt 1); und

das Herstellen einer Verbindung der Chemischen Formel 1, indem die Chlorgruppe an Position 2 des Pyrimidins
der Verbindung, welche durch die Chemische Formel 4 dargestellt ist und in Schritt 1 erhalten wurde, mit der
Verbindung, welche durch die Chemische Formel 5 dargestellt ist, eine Reaktion eingeht (Schritt 2),

[Reaktionsschema 1]

(im Reaktionsschema 1 haben R bis RS die gleiche Bedeutung wie in der Chemischen Formel 1 in Anspruch 1).

6. Verfahren zur Herstellung eines Derivats von N2,N4-Bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-diamin, oder eines
pharmazeutisch akzeptablen Salzes desselben, gemaf Anspruch 1, umfassend, wie im Reaktionsschema 2 gezeigt,
die Herstellung einer Verbindung, welche durch die Chemische Formel la dargestellt ist, indem die Chlorgruppe der
Verbindung, welche durch die Chemische Formel 2 dargestellt ist, mit mindestens 2 Aquivalenten der Aminogruppe
der Verbindung, welche durch die Chemische Formel 3 dargestellt ist, eine Reaktion eingeht:
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[Reaktionsschema 2]

R‘\N
| N/)\Cl N\QR DMF, 100 C NH (\N/R
NH, R? A N
2 3 N/*”Q

R1

1a

(im Reaktionsschema 2 haben R, R3 und R4 die gleiche Bedeutung wie in der Chemischen Formel 1 aus Anspruch
1; und
die Verbindung der Chemischen Formel 1a ist die Verbindung der Chemischen Formel 1).

Pharmazeutische Zusammensetzung, welche das Derivat von N2,N4-Bis(4-(piperazin-1-yl)phenyl)pyrimidin-2,4-
diamin, das durch die Chemische Formel 1 dargestellt ist, oder ein pharmazeutisch akzeptables Salz desselben,
gemal einem der Anspriiche 1 bis 4 als einen Wirkstoff umfasst.

Die pharmazeutische Zusammensetzung nach Anspruch 7 zur Verwendung bei der Vorbeugung oder Behandlung
von Krebs, wobei der Krebs nicht-kleinzelliger Lungenkrebs, Neuroblastom, inflammatorischer myelofibroblastischer
Tumor, Rhabdomyosarkom, Myofibroblastom, Brustkrebs, Magenkrebs, Lungenkrebs, Melanom, grof3zelliges B-
Zell-Lymphom, systemische Histiozytose, inflammatorischer myofibroblastischer Tumor oder Plattenepithelkarzi-
nom des Osophagus ist.

Die pharmazeutische Zusammensetzung zur Verwendung nach Anspruch 8, wobei (i) die Aktivitdt der ACK1 Kinase
(activated Cdc42-associated kinase) gehemmt wird; oder (ii) die Aktivitat von ACK1 und die Aktivitdt der anaplas-
tischen Lymphomkinase (ALK) gehemmt werden; um dadurch die Expression und das Wachstum von Krebszellen
zu hemmen.

Revendications

Dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)-pyrimidine-2,4-diamine représenté par la formule chimique 1 ci-des-
sous ou I'un de ses sels pharmaceutiquement acceptables :

[Formule chimique 1]

ou dans la formule chimique 1,
R' et R? représentent indépendamment -ORS®,

ou R représente un groupe alkyle en C; & C, linéaire ou ramifié non substitué, ou substitué par au moins un
substituant choisi dans le groupe constitué d’'un atome d’halogéne et d’un groupe aryle en C5 & Cg ;
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R4 et R3 représentent indépendamment H ; un groupe alkyle en C, & C, linéaire ou ramifié non substitué ou
substitué par un groupe hydroxy ; -C(=0)R? ou -SO,-R10,

ou R représente un groupe alkyle en C4 a C, linéaire ou ramifié non substitué ou substitué par un groupe
hydroxy ; alkyloxy en C; a C, linéaire ou ramifié ; amino non substitué ou substitué par un groupe alkyle en C,
a C, linéaire ou ramifié, et R'0 représente un groupe alkyle en C4 a C linéaire ou ramifié ; amino non substitué
ou substitué par un groupe alkyle en C, & C, linéaire ou ramifié ; et

R3 représente un atome d’halogéne ; ou un groupe alkyle en C, & C, linéaire ou ramifié substitué par au moins
un atome d’halogéne.

Dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)-pyrimidine-2,4-diamine ou I'un de ses sels pharmaceutiquement ac-
ceptables selon la revendication 1,

ou R et R? représentent indépendamment -ORS,

ou RO représente un groupe méthyle, éthyle, propyle, isopropyle, butyle, isobutyle ou t-butyle non substitué ou
substitué par au moins un substituant choisi dans le groupe constitué des groupes chloro, bromo, fluoro, iodo, et
phényle ;

R4 et RS représentent indépendamment H ; un groupe méthyle, éthyle, propyle, isopropyle, butyle, isobutyle ou t-
butyle non substitué ou substitué par un groupe hydroxy ; -C(=0)R? ou -SO,-R10,

ou R?® représente un groupe méthyle, éthyle, propyle, isopropyle, butyle, isobutyle, t-butyle, méthyloxy, éthyloxy,
propyloxy, isopropyloxy, butyloxy, isobutyloxy, t-butyloxy, hydroxyméthyle, hydroxyéthyle, hydroxypropyle, hydroxyi-
sopropyle, hydroxybutyle, hydroxy-isobutyle, amino, méthylamino, éthylamino, propylamino, isopropylamino, buty-
lamino ou isobutylamino, et R0 représente un groupe méthyle, éthyle, propyle, isopropyle, butyle, isobutyle, t-butyle,
ou amino ; et

R3 représente un groupe chloro ; bromo ; fluoro ; iodo ; ou méthyle, éthyle, propyle, isopropyle, butyle, isobutyle ou
t-butyle substitué par au moins un substituant choisi dans le groupe constitué des groupes chloro, bromo, fluoro,
et iodo.

Dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)-pyrimidine-2,4-diamine ou I'un de ses sels pharmaceutiquement ac-
ceptables selon la revendication 1,

dans lequel R représente un groupe méthoxy, éthoxy, propoxy, isopropoxy, benzyloxy, ou difluorométhyloxy ;

R2 représente un groupe méthoxy ;

R3 représente un groupe chloro, fluoro, bromo ou triflucrométhyle ; et

R4 et RS représentent indépendamment H, un groupe méthyle, hydroxyéthyle, méthylcarbonyle, éthylcarbonyle, t-
butyl-carbonyle, hydroxyméthylcarbonyle, éthylaminocarbonyle, méthyloxycarbonyle, t-butyloxycarbonyle, méthyl-
sulfonyle ou aminosulfonyle.

Dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)-pyrimidine-2,4-diamine ou I'un de ses sels pharmaceutiquement ac-
ceptables selon la revendication 1,
dans lequel le dérivé de formule chimique 1 est I'un quelconque choisi dans le groupe constitué de :

(1) 1-(4-(4-(4-(4-(4-acétylpipérazin-1-yl)-2-éthoxy-phénylamino)-5-chloropyrimidin-2-ylamino)-3-méthoxyphé-
nyl)-pipérazin-1-yl)éthanone ;

(2)  1-(4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxy-phénylamino)-5-chloropyrimidin-4-ylamino)-3-propoxy-
phényl)-pipérazin-1-yl)éthanone ;

(3) 1-(4-(4-(4-(4-(4-acétylpipérazin-1-yl)-2-isopropoxy-phénylamino)-5-chloropyrimidin-2-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)éthanone ;

5) 1,1-(4,4'-(4,4’-(5-fluoropyrimidine-2,4-diyl)bis-(azanediyl)bis(3-méthoxy-4,1-phénylene))bis(pipérazine-
4,1-diyl))diéthanone ;

(7) 1,1-(4,4-(4,4-(5-chloropyrimidine-2,4-diyl)bis-(azanediyl)bis(3-méthoxy-4,1-phénylene))bis(pipérazine-
4,1-diyl))diéthanone ;

(11) 1,1-(4,4-(4,4-(5-(trifluorométhyl)pyrimidine-2,4-diyl)bis(azanediyl)bis(3-méthoxy-4,1-phényléne))bis-(pi-
pérazine-4,1-diyl))diéthanone ;

(12) 1-(4-(4-(5-chloro-4-(2-méthoxy-4-(pipérazin-1-yl)-phénylamino)pyrimidin-2-ylamino)-3-méthoxyphényl)pi-
pérazin-1-yl)éthanone ;

(13) 1-(4-(4-(5-chloro-4-(2-méthoxy-4-(4-(méthyl-sulfonyl)pipérazin-1-yl)phénylamino)pyrimidin-2-ylamino)-3-
méthoxyphényl)pipérazin-1-yl)éthanone ;

(14) 1-(4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxy-phénylamino)-5-chloropyrimidin-4-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)-2-hydroxyéthanone ;

(15) 4-(4-(2-(4-(4-acetylpipérazin-1-yl)-2-méthoxy-phénylamino)-5-chloropyrimidin-4-ylamino)-3-méthoxyphé-
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nyl)-pipérazine-1-carboxylate de tert-butyle ;

(16) 1-(4-(4-(5-chloro-4-(4-(4-(2-hydroxyéthyl)pipérazin-1-yl)-2-méthoxyphénylamino)pyrimidin-2-ylamino)-3-
méthoxy-phényl)pipérazin-1-yl)éthanone ;

17) 1-(4-(4-(4-(4-(4-acétylpipérazin-1-yl)-2-(benzyloxy)phénylamino)-5-chloropyrimidin-2-ylamino)-3-mé-
thoxy-phényl)pipérazin-1-yl)éthanone ;

(18) 1,1-(4,4’-(4,4’-(5-bromopyrimidine-2,4-diyl)bis-(azanediyl)bis(3-méthoxy-4,1-phénylene))bis(pipérazine-
4,1-diyl))diéthanone ;

(20) 4-(4-(2-(4-(4-aceétylpipérazin-1-yl)-2-méthoxyphényl-amino)-5-chloropyrimidin-4-ylamino)-3-méthoxyphé-
nyl)-pipérazine-1-carboxylate de méthyle ;

(21) 4-(4-(2-(4-(4-aceétylpipérazin-1-yl)-2-méthoxyphényl-amino)-5-chloropyrimidin-4-ylamino)-3-méthoxyphé-
nyl)-pipérazine-1-sulfonamide ;

(22) 1-(4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxy-phénylamino)-5-chloropyrimidin-4-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)propan-1-one ;

(23) 1-(4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxy-phénylamino)-5-chloropyrimidin-4-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)-2,2-diméthylpropan-1-one ;

(25) 4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl-amino)-5-fluoropyrimidin-4-ylamino)-3-méthoxyphé-
nyl)-pipérazine-1-carboxylate de tert-butyle ;

(26) 1-(4-(4-(5-fluoro-4-(2-méthoxy-4-(4-(méthyl-sulfonyl)pipérazin-1-yl)phénylamino)pyrimidin-2-ylamino)-3-
méthoxyphényl)pipérazin-1-yl)éthanone ;

(27) 4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl-amino)-5-fluoropyrimidin-4-ylamino)-3-méthoxyphé-
nyl)-pipérazine-1-carboxylate de méthyle ;

(28) 1-(4-(4-(5-fluoro-4-(4-(4-(2-hydroxyéthyl)pipérazin-1-yl)-2-méthoxyphénylamino)pyrimidin-2-ylamino)-3-
méthoxy-phényl)pipérazin-1-yl)éthanone ;

(29) 1-(4-(4-(4-(4-(4-acétylpipérazin-1-yl)-2-éthoxy-phénylamino)-5-fluoropyrimidin-2-ylamino)-3-méthoxyphe-
nyl)-pipérazin-1-yl)éthanone ;

(30) 1-(4-(4-(5-fluoro-4-(2-méthoxy-4-(4-méthylpipérazin-1-yl)phénylamino)pyrimidin-2-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)éthanone ;

(31) 4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl-amino)-5-fluoropyrimidin-4-ylamino)-3-méthoxyphé-
nyl)-N-éthyl-pipérazine-1-carboxyamide ;

(32) 1-(4-(4-(5-fluoro-4-(2-méthoxy-4-(pipérazin-1-yl)-phénylamino)pyrimidin-2-ylamino)-3-méthoxyphényl)pi-
pérazin-1-yl)éthanone ;

(33) 4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-chloropyrimidin-4-ylamino)-3-(difluorome-
thoxy)-phényl)pipérazine-1-carboxylate de tert-butyle ;

(34) 1-(4-(4-(5-chloro-4-(2-(difluorométhoxy)-4-(pipérazin-1-yl)phénylamino)pyrimidin-2-ylamino)-3-méthoxy-
phényl)pipérazin-1-yl)éthanone ;

(35) 1-(4-(4-(4-(4-(4-acétylpipérazin-1-yl)-2-(difluorométhoxy)phénylamino)-5-chloropyrimidin-2-ylamino)-3-
méthoxyphényl)pipérazin-1-yl)éthanone ;

(36)  1-(4-(4-(2-(4-(4-aceétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-fluoropyrimidin-4-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)-2-hydroxyéthanone ;

(37) 1-(4-(4-(4-(2-(difluorométhoxy)-4-(pipérazin-1-yl)-phénylamino)-5-fluoropyrimidin-2-ylamino)-3-méthoxy-
phényl)-pipérazin-1-yl)éthanone ;

(38) 1-(4-(4-(4-(2-(difluorométhoxy)-4-(4-méthyl-pipérazin-1-yl)phénylamino)-5-fluoropyrimidin-2-ylamino)-3-
méthoxyphényl)pipérazin-1-yl)éthanone ;

(39) 4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorome-
thoxy)-phényl)pipérazine-1-carboxylate de tert-butyle ;

(40) 1-(4-(4-(4-(2-(difluorométhoxy)-4-(4-(méthyl-sulfonyl)pipérazin-1-yl)phénylamino)-5-fluoropyrimidin-2-yla-
mino)-3-méthoxyphényl)pipérazin-1-yl)éthanone ;

(41)  4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluoromé-
thoxy)-phényl)pipérazin-1-carboxylate de méthyle ;

(42) 1-(4-(4-(4-(2-(difluorométhoxy)-4-(4-(2-hydroxyéthyl)pipérazin-1-yl)phénylamino)-5-fluoropyrimidin-2-yla-
mino)-3-méthoxyphényl)pipérazin-1-yl)éthanone ;

(43) 4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluoromé-
thoxy)-phényl)-N-éthylpipérazine-1-carboxyamide ;

(44) 1-(4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorome-
thoxy)-phényl)pipérazin-1-yl)-2-hydroxyéthanone ;

(45) 1-(4-(4-(2-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-fluoropyrimidin-4-ylamino)-3-(difluorome-
thoxy)-phényl)pipérazin-1-yl)éthanone ;

(52) 4-(4-(4-(4-(4-acétylpipérazin-1-yl)-2-méthoxyphénylamino)-5-chloropyrimidin-2-ylamino)-3-méthoxyphé-
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nyl)-pipérazine-1-carboxylate de tert-butyle ;

(55) 4-(4-((2-((4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl) pyrimidin-4-yl)amino)-3-
méthoxyphényl)pipérazine-1-carboxylate de tert-butyle ;

(56) 1-(4-(3-méthoxy-4-((4-((2-méthoxy-4-(pipérazin-1-yl)phényl)amino)-5-(trifluorométhyl)pyrimidin-2-yl)ami-
no)-phényl)pipérazin-1-yl)éthanone ;

(57) 4-(4-((2-((4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl) pyrimidin-4-yl)amino)-3-
méthoxyphényl)-N-éthylpipérazine-1-carboxyamide ;

(58) 1-(4-(4-((2-((4-(4-acetylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl) pyrimidin-4-yl)amino)-
3-méthoxyphényl)pipérazin-1-yl)-2-hydroxyéthanone ;

(59) 1-(4-(3-méthoxy-4-((4-((2-méthoxy-4-(4-méthoxy-pipérazin-1-yl)phényl)amino)-5-(trifluorométhyl) pyrimi-
din-2-yl)amino)phényl)pipérazin-1-yl)éthanone ;

(60) N-(4-(3-méthoxy-4-((4-((2-méthoxy-4-(4-(méthyl-sulfonyl)pipérazin-1-yl)phényl)amino)-5-(trifluoromé-
thyl)-pyrimidin-2-yl)Jamino)phényl)pipérazin-1-yl)éthanone ;

(61) 1-(4-(4-((4-((4-(4-(2-hydroxyéthyl)pipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl)pyrimidin-2-
yl)-amino)-3-méthoxyphényl)pipérazin-1-yl)éthanone ;

(62) 4-(4-((4-((4-(4-acétylpipérazin-1-yl)-2-méthoxy-phényl)amino)-5-(trifluorométhyl) pyrimidin-2-yl)amino)-3-
méthoxyphényl)pipérazine-1-carboxylate de tert-butyle ;

(63) 1-(4-(3-méthoxy-4-((2-((2-méthoxy-4-(pipérazin-1-yl)phényl)amino)-5-(trifluorométhyl)pyrimidin-4-yl)ami-
no)-phényl)pipérazin-1-yl)éthanone ;

(64) 4-(4-((4-((4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl) pyrimidin-2-yl)amino)-3-
méthoxyphényl)-N-éthylpipérazine-1-carboxylate ;

(65) 1-(4-(4-((4-((4-(4-acetylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl) pyrimidin-2-yl)amino)-
3-méthoxyphényl)pipérazin-1-yl)-2-hydroxyéthanone ;

(66) 1-(4-(3-méthyl-4-((2-((-méthoxy-4-(4-méthyl-pipérazin-1-yl)phényl)amino)-5-(trifluorométhyl)pyrimidin-4-
yl)amino)phényl)pipérazin-1-yl)éthanone ;

(67) 1-(4-(3-méthoxy-4-((2-((2-méthoxy-4(4-(méthyl-sulfonyl)pipérazin-1-yl-phényl)amino)-5-(trifluoromé-
thyl)-pyrimidin-4-yl)amino)phényl)pipérazin-1-yl)éthanone ;

(68) 1-(4-(4-((2-((4-(4-(2-hydroxyéthyl)pipérazin-1-yl)-2-méthoxyphényl)amino)-5-(trifluorométhyl)pyrimidin-4-
yl)-amino)-3-méthoxyphényl)pipérazin-1-yl)éthanone ;

(69) N2,N4-bis(2-méthoxy-4-(pipérazin-1-yl)phényl)-5-(trifluorométhyl) pyrimidine-2,4-diamine ;

(70) 4,4’-(((5-trifluorométhyl)pyrimidine-2,4-diyl)bis-(azanediyl))bis(3-méthoxy-4,1-phénylene))bis(pipérazine-
1-carboxylate) ;

(71) 4,4-(((5-trifluorométhyl)pyrimidine-2,4-diyl)bis-(azanediyl))bis(3-méthoxy-4,1-phényléne))bis(N-éthyl-pi-
pérazine-1-carboxyamide) ;

(72) 4,4’-(((5-(trifluorométhyl)pyrimidine-2,4-diyl)bis-(azanediyl))bis(3-méthoxy-4,1-phényléne))bis(N-éthyl-pi-
pérazine-1-carboxyamide) ;

(73) 1,1-(4,4’-(((5-(trifluorométhyl)pyrimidine-2,4-diyl)bis(azanediyl))bis(3-difluorométhoxy)-4,1-phényle-
ne))-bis(pipérazine-4,1-diyl))diéthanone ;

(76)  1-(4-(4-((2-((4-(4-acétylpipérazin-1-yl)-2-méthoxy-phényl)amino)-5-chloropyrimidin-4-yl)amino)-3-phé-
noxyphényl)-pipérazin-1-yl)éthanone ;

(77) 5-chloro-N2-N4-bis(2-méthoxy-4-(pipérazin-1-yl)-phényl)pyrimidine-2,4-diamine ;

(78) 4,4’-(((5-chloropyrimidine-2,4-diyl)bis(azanediyl))-bis(3-méthoxy-4,1-phényléne))bis(N-éthylpipérazine-1-
carboxyamide) ;

(79) 5-chloro-N2,N4-bis(2-méthoxy-4-(4-(méthylsulfonyl)-pipérazin-1-yl)phényl)pyrimidine-2,4-diamine ;

(80) 1,1-(4,4-(((5-chloropyrimidine-2,4-diyl)bis-(azanediyl))bis(3-méthoxy-4,1-phényléne)bis(pipérazine-4,1-
diyl))bis(2-hydroxyéthanone) ;

(83) 1-(4-(4-((4-((4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-chloropyrimidin-2-yl)Jamino)-3-mé-
thoxyphényl)-pipérazin-1-yl)-2-hydroxyéthanone ;

(84) 4-(4-((4-((4-(4-acetylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-chloropyrimidin-2-yl)amino)-3-méthoxy-
phényl)-pipérazine-1-carboxylate de méthyle ;

(85)  1-(4-(4-((5-chloro-2-((4-(4-(2-hydroxyéthyl)-pipérazin-1-yl)-2-méthoxyphényl)amino)pyrimidin-4-yl)ami-
no)-3-méthoxyphényl)pipérazin-1-yl)éthanone ;

(86) 4-(4-((4-((4-(4-acetylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-chloropyrimidin-2-yl)amino)-3-méthoxy-
phényl)-pipérazine-1-sulfonamide ;

(87) 1-(4-(4-((5-chloro-2-((2-méthoxy-4-(4-(méthyl-sulfonyl)pipérazin-1-yl)phényl)amino) pyrimidin-4-yl)amino)-
3-méthoxyphényl)pipérazin-1-yl)éthanone ;

(88) 1-(4-(4-((2-((4-(4-acétylpipérazin-1-yl)-2-méthoxyphényl)amino)-5-chloropyrimidin-4-yl)amino)-3-(difluo-
rométhoxy)phényl)pipérazin-1-yl)-2-hydroxyéthanone ; et
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(89) 1-(4-(3-(difluorométhoxy)-4-(5-fluoro-2-(2-méthoxy-4-(pipérazin-1-yl)phénylamino) pyrimidin-4-ylami-
no)phényl)-pipérazin-1-yl)éthanone.

Procédé de fabrication du dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)pyrimidine-2,4-diamine ou de I'un de ses
sels pharmaceutiquement acceptables selon la revendication 1, comprenant, comme il est représenté sur le schéma
réactionnel 1 ci-dessous :

la préparation d’'un composé de formule chimique 4 par réaction du groupe chloro en position 4 du composé
représenté par la formule chimique 2 avec le groupe amino du composé représenté par la formule chimique 3
(étape 1) ; et

la préparation d’'un composé de formule chimique 1 par réaction du groupe chloro en position 2 de la pyrimidine
du composé représenté par la formule chimique 4 obtenu dans I'étape 1 avec le composé représenté par la
formule chimique 5 (étape 2),

[Schéma réactionnel 1]

(sur le schéma réactionnel 1, R' & R5 sont identiques a ceux définis dans la formule chimique 1 dans la revendication

1).

Procédé de fabrication du dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)pyrimidine-2,4-diamine ou de I'un de ses
sels pharmaceutiquement acceptables selon la revendication 1, comprenant, comme il est représenté sur le schéma
réactionnel 2, pour la fabrication d’'un composé représenté par la formule chimique la par réaction du groupe chloro
du composé représenté par la formule chimique 2 avec au moins 2 équivalents du groupe amino du composé
représenté par la formule chimique 3 :
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[Schéma réactionnel 2]

R
N

R AN N \N/ﬁ K2COs I\/N \C[R‘
| N/J\cf K/N\@m DMF, 100 C NH (\N/R“
NH, RY%N PN

2 3 |AN\|

N
H

R1
1a

(surle schémaréactionnel 2, R, R3et R4 sontidentiques a ceux définis dans la formule chimique 1 de larevendication
1; et
le composé de formule chimique la est le composé de formule chimique 1).

Composition pharmaceutique comprenant le dérivé de N2,N4-bis(4-(pipérazin-1-yl)phényl)pyrimidine-2,4-diamine
représenté par la formule chimique 1 ou I'un de ses sels pharmaceutiquement acceptables selon I'une quelconque
des revendications 1 a 4 en tant que principe actif.

Composition pharmaceutique selon la revendication 7 pour une utilisation dans la prévention ou le traitement de
cancers, dans laquelle les cancers sont un cancer du poumon non a petites cellules, un neuroblastome, une tumeur
myélofibroblastique inflammatoire, un rhabdomyosarcome, un myofibroblastome, un cancer du sein, un cancer de
'estomac, un cancer du poumon, un mélanome, un lymphome a grandes cellules B, une histiocytose systémique,
une tumeur myofibroblastique inflammatoire ou un carcinome a cellules squameuses de 'oesophage.

Composition pharmaceutique pour une utilisation selon la revendication 8, dans laquelle (i) I'activité kinase associée

a Cdc42 activée (ACK1) est inhibée ; ou (ii) I'activité de 'ACK1 et I'activité kinase du lymphome anaplasique (ALK)
sont inhibées ; pour inhiber de cette fagon I'expression et la croissance des cellules cancéreuses.
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[Figure 1]
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[Figure 3]
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