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[Summary-eftavention]

[Problem to be solved-bythetnvention]

[0012]

To date, various Syk inhibitors have been reported, but they have not

been placed on the market yet. It has been desired to develop a compound
and a pharmaceutical composition, which have excellent Syk-inhibitory
activity.

[Means for Solution to Problem]

[0013]

As a result of intensive studies directed towards achieving the



aforementioned object, the present inventors have found that a nicotinamide
derivative having a specific structure or a salt thereof has excellent
Syk-inhibitory activity, thereby completing the present inventiondisclosure.
Specifically, the nicotinamide derivative of the present

inmventiondisclosure or a pharmaceutically acceptable salt thereof 1is
characterized in that it is represented by the following formula (I):
[Formula 1]
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wherein
R' is a substituent represented by the following formula (II-1), (III-1), or
(IvV-1):
[Formula 2]
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(wherein

R’ represents a hydrogen atom or a C;.¢ alkyl, C;.5 cycloalkyl, phenyl, pyridyl,
or thienyl group, each of which optionally has at least one substituent,

R* represents a hydrogen atom, a C,.¢ alkyl group, or a C3.3 cycloalkyl group,
R’ represents a hydroxy group, a halogen atom, or a C;_¢ alkyl or C;.¢ alkoxy
group, each of which optionally has at least one substituent,

n is an integer of 0-2,

R’ may be the same or different, and two R’s may, together with the carbon
atom to which they bind, form a C;.5 cycloalkane ring when n is 2,

X! represents an oxygen atom or -N(Ré)- (wherein R® represents a hydrogen
atom or an acyl group),

"*" represents a binding site), and

R? represents a pyridyl, indazolyl, phenyl, pyrazolopyridyl, benzisoxazolyl,
pyrimidinyl, or quinolyl group, each of which optionally has at least one
substituent.

[0014]
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In one aspect. there is provided a nicotinamide derivative represented

bv the following formula (1) or a salt thereof:

Formula 1
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wherein

R'is a substituent represented by the following formula (11-1), (11I-1).

or (IV-13:
[Formula 2]
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(wherein

R’ represents a hvdrogen atom, ora C,.¢ alkvl. Cs ¢ cvcloalkyl, phenvl,

pyridvl or thienvl group. each of which optionally has at least one substituent

o4 A t ~
R” represents a hvdrogen atom. C;.¢ alkyl group. or Cs.z cycloalkyl

group.

R” represents a hvdroxy group, a halogen atom. or a Cy.¢ alkyl or Ci.¢

alkoxv eroup, each of which opticnally has at least one substituent,

n represents an integer of 0-2.

when n is 2. R7 mav be the same or different. and two R’s mav,

together with a carbon atom to which thev bind. form a C cveloalkane ring

1 . , ) )
X' represents an oxveen atom or -N R%)- (wherein R® represents a hvdrogen

atom or acvyl group, and

[l

represents a binding site)). and

R? represents  a  pyridvl, indazolyl., phenvl pyvrazolopyridvl,

benzisoxazolvl, nvrimidinvl, or cuinolvl group. each of which opntionally has

at least one substituent.




10014a]
bp-addition ~the-presentinventionprovidesin another aspect. therc is
provided a pharmaceutical composition comprising the sabeve-deseribed

nicotinamide derivative or a salt thereofipartieularby as defined above. In

another aspect. there is provided a pharmaceutical composition feruse—in—th

as defined above, which is used for treatment of &»«»Syk related diseases;—which
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In another aspect. there is provided a pharmaceutical composition as defined

above., which is used for use-in-the-treatment of a disease selected from the

group consisting of rheumatoid arthritis and idiopathic thrombocytopenic

purpura;—which—ceomprises—the—above-deseribed—niecotinamide—derivative—or—a
i«aé% ?Eﬁ““e" g§§.
[0015]

use of the above-described nlcotmamlde der1vat1ve or a salt thereof for
production of the above-described pharmaceutical composition; a method for
treating a Syk-related disease, which comprises a step of administering a
therapeutically effective amount of the above-described nicotinamide
derivative or a salt thereof to mammals including a human; and a method for
treating a disease selected from the group consisting of rheumatoid arthritis
and idiopathic thrombocytopenic purpura, which comprises a step of
administering a therapeutically effective amount of the above-described

nicotinamide derivative or a salt thereof to mammals including a human.

[Advantageous Effects-efinvention]
[0016]

The nicotinamide derivative of the present imventiendisclosure or a
salt thereof has excellent Syk-inhibitory activity, and it is useful as a
pharmaceutical composition for use in the treatment of a Syk-related disease.
[Description of Embodiments]
[0017]

Hereinafter, the compound of the present invention will be described
in detail.

It is to be noted that the following definitions are applied in the
present specification, unless otherwise specified.

The term "halogen atom" is used herein to mean a fluorine atom, a
chlorine atom, a bromine atom or an iodine atom.

The term "C;.3 alkyl group" is used herein to mean a methyl, ethyl,
propyl, or isopropyl group.

The term "Cj.4 alkyl group" is used herein to mean a methyl, ethyl,
propyl, isopropyl, butyl, sec-butyl, isobutyl, or tert-butyl group.



