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[Summary— -r -.-vvfeiefr] 
[Problem to be solved-%y-4b-e4fw-eft#efl:] 
[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 
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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 isc 1 osure. 

Specifically, the nicotinamide derivative of the present 
iwefttiffld is closure or a pharmaceutical^ acceptable salt thereof is 
characterized in that it is represented by the foil owing formula (I): 
[Formula 1 ] 

F^^CONH2 

.R2 R 

(I) 

wherein 
R1 is a substituent represented by the following formula (11 -1), (III-l), or 

(IV-1): 

(R5)n 

H2N 
(11-1) 

(wherein 
R3 represents a hydrogen atom or a Ci.6 alkyl, C3.g cycloalkyl, phenyl, pyridyl, 
or thienyl group, each of which optionally has at least one substituent, 
R4 represents a hydrogen atom, a Ci.6 alkyl group, or a C3_8 cycloalkyl group, 
R5 represents a hydroxy group, a halogen atom, or a Ci.5 alkyl or C1-6 alkoxy 
group, each of which optionally has at least one substituent, 

n is an integer of 0-2, 
R5 may be the same or different, and two R5s may, together with the carbon 
atom to which they bind, form a C3-8 cycloalkane ring when n is 2, 
X1 represents an oxygen atom or -N(R6)- (wherein R6 represents a hydrogen 
atom or an acyl group), 
"*" represents a binding site), and 
R2 represents a pyridyl, indazolyl, phenyl, pyrazolopyridyl, benzisoxazolyl, 
pyrimidinyl, or quinolyl group, each of which optionally has at least one 
substituent. 
[0014] 



c_aj a nicotinamide derivative represented 
by the foil owing formed _' }_± or a salt thereof: 

x-m u 
F^^^C0NH2 

(I) 

w' i e. e t r 
R1 is a substituent represented by the following formula (II-l), (III-l). 

(11-1) (111-1) (IV-1) 

(wherein 
RJ represents a hydrogen atom, or a Ci.^ alkyl- C^.« cycloalkyl, phenyl, 

. > ' ill • e n y 1 g r o u n. e a c h. o f w h i e h opti o n a 1,1 v h a s at least o n e s u.h s t i t. it e n. t, 
R4 represents a hydrogen atom, Cj T \ cycloalkyl 

group. 
R.3 represents a hydroxy group, a halogen, atom., or aCu alkyl or Cu 

alkoxy group, each of v J f>p io v tly has at leas, oae si-Hstituent, 

n represents an \ n\ ey er of 0- 2. 
when 11. is 2, R5 may be the same or different, and two R'3s may., 

.JLL.1 _ -rith a i: 11 _» r r;o^ *_< which tfao% N'nd. fori t ^ cycloalk; ig, 
X1 represents an oxygen »r > x h "\ __ s a hydrogen 

atom or acyl group, and 
"*" represents a 0'nr ;n<r s * _x_ _ and 
R2 represents a py a * _ ^ d. o _ p" ;.ny.t pyrazolopyridyl. 

benzl.sox.ar N,M ^rimidinyl, or quinolyl group, eae * which optionally "has 
at least one substituent. 
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j_ 0014- a j 
*1- ^ ^ ' ix o > another a:^t>ecL there is 

'-_L a pharmaceutical composition comprising the 
nicotinamide derivative or a salt thereof—-v-~4^e*frkn4-¥r as defined above. In 
another aspect, there is provided a pharmaceutical composition for use in the 
as s'c:>'ned _«ie> which is used for treatment of a-Syk-related diseases, which 

* 2:' aspect, there is provided a pharmaceutical composition as defined 
above, which, is used for e-Sv---treatment of a disease selected from the 
group consisting of rheumatoid arthritis and idiopathic thrombocytopenic 
TMirtMlfQ T57' I"* 1 lb ft o pt r- f- k o o 1-% -s f i.tt o fj y-. |_J KX 1 JJ U-1 <X I PilTV'Ii V XTttr^jy^t^^s^TsT^ cTts^ XI iTt/i- w Hv 3 vrFIC? vu irvTrri rncrtTiXVt wxx v CXTlf^Q^\Xl cr 

s-a44-th-@-pee-£. 
[0015] 

From a further viewpoint, the present isclosure provides: 
use of the above-described nicotinamide derivative or a salt thereof for 
production of the above-described pharmaceutical composition; a method for 
treating a Svk-related disease, which comprises a step of administering a 
therapeutically effective amount of the above-described nicotinamide 
derivative or a salt thereof to mamma 1 s 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-.—1, e4-km] 
[0016] 

The nicotinamide derivative of the present ^ve&#e»disclosure 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 1.3 alkyl group" is used herein to mean a methyl, ethyl, 
propyl, or isopropyl group. 

The term "C1-4 alkyl group" is used herein to mean a methyl, ethyl, 
propyl, isopropyl, butyl, sec-butyl, isobutyl, or tert-butyl group. 


