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CLAI M5
[daim1]
A RET inhibitor conprising a conpound represented by
Formula (I) below or a salt thereof as an active ingredient:

(
NH, O —NH
NT X D
P,
=
N N
R2

wherein Ais pyrazolyl substituted with n-nunber of R

RLis

hal ogen,

cyano,

substituted or unsubstituted Cl-G5 al kyl,

substituted or unsubstituted C3-C7 cycl oal kyl,

substituted or unsubstituted G6-Cl4 aronatic hydrocarbon, or
a substituted or unsubstituted C3-ClO nonocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatons selected fromnitrogen,
oxygen, and sul fur;

Ris

substituted or unsubstituted Cl-ClO al kyl,

substituted or unsubstituted C3-C7 cycl oal kyl,

substituted or unsubstituted C-G5 al kenyl,

substituted or unsubstituted C3-C7 cycl oal kenyl

substituted or unsubstituted C4-Cl2 bridged cycl oal kyl ,
substituted or unsubstituted C6-Cl4 aronatic hydrocarbon, or
a substituted or unsubstituted C3-ClO nonocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatons sel ected fromnitrogen,
oxygen, and sul fur;

Xis
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N or

CR8, wherein RBis
hydr ogen,
hal ogen,
cyano,

substituted or unsubstituted Cl-G6 al kyl,
substituted or unsubstituted C2-0G6 al kenyl ,
substituted or unsubstituted C-G6 al kynyl,
substituted or unsubstituted Cl- G5 al koxy,
substituted or unsubstituted am no,
substituted or unsubstituted C5-Cl4 aromatic
hydr ocar bon, or
a substituted or unsubstituted C3-ClO nonocyclic or
pol ycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatons sel ected fromnitrogen,
oxygen, and sul fur; and
nis an integer of 0 to 3,
wherein when nis 2 or 3, R nay be identical or different from
each ot her.

[daim?2]

The RET inhibitor according to claim1, wherein in Formula (1),
A is pyrazolyl substituted with n-nunber of R

Rlis

hal ogen,

cyano,

Cl-C6 al kyl that may be substituted with hal ogen or Cl-C4 al koxy;
C3- C7 cycl oal kyl ;

phenyl ; or

a C3-® nonocyclic unsaturated heterocyclic group containing one
oxygen atom or one sul fur atom

RRis

l'inear C1-G6 al kyl or branched C3-C8 al kyl that nmay be
substituted with hal ogen, C3-C7 cycloal kyl that may be
substituted with CL-C4 al kyl, phenyl, Cl-C4 al koxy, or one or
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nore C3- 6 nonocyclic unsaturated heterocyclic groups containing
one oxygen atomor one sul fur atom

C3-C7 cycloal kyl that may be substituted w th hal ogen, Cl-C4

al kyl, hal ogeno C1-C4 al kyl, or C3-C5 cycl oal kyl ;

Q- al kenyl that may be substituted wth hal ogen; or

C4- C12 bridged cycl oal kyl that nay be substituted with Cl-C4

al kyl ;
Xis
N or
CR8, wherein RBis
hydr ogen,
hal ogen,
Cl- &% al kyl,
Q-4 al kynyl that may be substituted with
Cl-C6 al kyl that may be substituted w th hydroxy,
C3-C7 cycloal kyl that may be substituted with
hydr oxy,

one or nore C3-C6 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen, oxygen, and sul fur, or

one or nore C3-Cl0 nonocyclic or polycyclic
unsat urated heterocyclic groups that may be substituted with Cl-
6 alkyl and contains 1 to 3 identical or different heteroatons
sel ected fromnitrogen, oxygen, and sul fur; or

Cl-4 al koxy that nay be substituted with one or nore

C3- 6 nonocyclic saturated heterocyclic groups containing 1 to 3
identical or different heteroatons selected fromnitrogen,
oxygen, and sul fur; and
nis an integer of 1 or 2,
wherein when nis 2, Rt may be identical or different from each
ot her.

[Aaim 3]
The RET inhibitor according to claim1 or 2, wherein the conpound
represented by Formula (1) or a salt thereof is a conpound
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represented by Forrmula (11) below or a salt thereof:

NH
]
N
(0]
NH, NH
S (1 1)
N A\
L/
NT N
\
R.?
wherein RRis
hal ogen;
cyano;

Cl- 6 al kyl that nmay be substituted w th hal ogen;

C3- C7 cycl oal kyl ;

phenyl ; or

a C3-® nonocyclic unsaturated heterocyclic group containing one
oxygen atom or one sul fur atom

Reis

l'inear C1-G6 al kyl or branched C3-C8 al kyl that may be
substituted with hal ogen, C3-C7 cycloal kyl that may be
substituted with CL-C4 al kyl, phenyl, Cl-C4 al koxy, or one or
nore C3- 36 nonocyclic unsaturated heterocyclic groups containing
one oxygen atomor one sul fur atom

C3-Cr cycloal kyl that nmay be substituted with hal ogen, Cl-C4

al kyl, hal ogeno C1-C4 al kyl, or C3-C5 cycl oal kyl ;

Q- al kenyl that may be substituted with hal ogen; or

C4- C12 bridged cycl oal kyl ;

Xis

N or

CR3, wherein RBis
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hydr ogen;
hal ogen;
Cl-&4 al kyl;
Q- al kynyl that nay be substituted with
Cl-C6 al kyl that may be substituted w th hydroxy,
C3-C7 cycl oal kyl that may be substituted with
hydr oxy,
one or nore C3-(C6 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen, oxygen, and sul fur, or
one or nore C3-Cl0 nonocyclic or polycyclic
unsat urat ed heterocyclic groups that may be substituted with Cl-
C6 alkyl and contains 1 to 3 identical or different heteroatons
sel ected fromnitrogen, oxygen, and sul fur; or
Cl-4 al koxy; and
nis an integer of 1 or 2,
wherein when nis 2, Rlmay be identical or different from each
ot her.

[A aimd4]

The RET inhibitor according to claim3, wherein in Formula (I1),
Rlis

hal ogen,

cyano, or

Cl-4 al kyl that may be substituted with hal ogen;

Ris

linear C1-C4 alkyl that is substituted with C3-C7 cycl oal kyl ;
branched C3-(06 al kyl that may be substituted with hal ogen, C3-C7
cycl oal kyl, one or nore C3- (6 nonocyclic unsaturated heterocyclic
groups containing one sulfur atom or Cl-C4 al koxy;

C3-Cr cycloal kyl that nmay be substituted with hal ogen, Cl-C4

al kyl, or C3-C5 cycl oal kyl ;

Q- al kenyl that may be substituted wth hal ogen; or

C4- C12 bridged cycl oal kyl sel ected from bi cycl o[ 1. 1. 1] pent an- 1-yl
and bi cycl o[ 2. 2. 1] hept an- 2-yl ;
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Xis
N or
CR8, wherein RBis
hydr ogen; or
5 Q-4 al kynyl that is substituted with
Cl-C6 al kyl that may be substituted w th hydroxy,
C3-C7 cycloal kyl that may be substituted with
hydr oxy,
one or nore C3-C6 nonocyclic saturated
10 heterocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen, oxygen, and sul fur, or
one or nore C3-C6 nonocyclic unsaturated
het erocyclic groups that may be substituted with Cl-C4 al kyl and
contains 1 to 3 identical or different heteroatons selected from
15 nitrogen, oxygen, and sul fur; and
nis an integer of 1.

[Aai mb5]

The RET inhibitor according to any one of clains 1 to 4, wherein
20 the conpound represented by Formula (1) or a salt thereof is a

conmpound represented by Formula (1X) below or a salt thereof:

25 wherein Rtis hal ogen or Cl-C4 al kyl ;
Ris
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branched C3-(6 al kyl that may be substituted w th hal ogen or C3-
G5 cycl oal kyl ;
C3- G5 cycloal kyl that may be substituted with CL-C4 al kyl ; or
bi cycl o[ 2. 2. 1] heptan-2-yl; and
Xis
N or
CR3, wherein Ris
hydr ogen; or
ethynyl or propynyl that is substituted with
Cl-4 al kyl that may be substituted w th hydroxy,
C3- G5 cycloal kyl that may be substituted with
hydr oxy,
one or nore C3-C6 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen and oxygen, or
one or nore C3-C6 nonocyclic unsaturated
het erocyclic groups that may be substituted with methyl and
contains 1 to 3 nitrogen atons.

[ ai m 6]

The RET inhibitor according to claim5, wherein in Fornmula (1X)
Rlis bromne or nethyl;

Reis

branched C3-C6 al kyl that may be substituted with fluorine or C3-
G5 cycl oal kyl, or

C3- G5 cycloal kyl that may be substituted with methyl; and

Xis

N or

CR8, wherein R8is hydrogen.

[Daim7]

The RET inhibitor according to any one of clains 1 to
6, which is at |east one nenber selected fromthe group
consi sting of:
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(34) 4-amno-1-(tert-butyl)-N(5-nethyl-1H pyrazol -3-yl)-1H
pyrazol o[ 3, 4-d] pyri m di ne- 3- car boxam de;

(50) 4-am no-7-(1-fluoro-2-methyl propan-2-yl)-N(5-methyl - 1H
pyrazol - 3-yl ) - 7H pyrrol o] 2, 3-d] pyri m di ne- 5- car boxam de;

(51) 4-am no-N-(5-nethyl-1H pyrazol -3-yl)-7-(1-

nmet hyl cycl opropyl ) - 7H pyrrol o 2, 3-d] pyri m di ne- 5- car boxam de;
(52) 4-am no-7-(2-cycl opropyl propan-2-yl)-N(5-net hyl - 1H pyrazol -
3-yl)-7H pyrrol o] 2, 3-d] pyri m di ne- 5- car boxam de; and

salts of these conpounds.

[Aaim 8]

A pharmaceuti cal conposition conprising the conpound or
a salt thereof that is an active ingredient of the RET inhibitor
according to any one of clains 1 to 7, for preventing or treating
a di sease that can be treated by RET inhibition.

[daim9]

An antitunor agent conprising the conpound or a salt
thereof that is an active ingredient of the RET inhibitor
according to any one of clains 1 to 7.

[ A ai m10]
The antitunmor agent according to claim9, for the treatmnment
of a malignant tunor w th enhanced activation of RET.

[daim1]]

Use of the conpound or a salt thereof that is an active
i ngredient of the RET inhibitor according to any one of clains 1
to 7 for producing an antitunor agent.

[daim12]

Use according to claim1l, wherein the antitunor agent is
for the treatnent of a nmalignant tunmor with enhanced activation
of RET.
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[daim13]
Use of the conpound or a salt thereof that is an active

i ngredient of the RET inhibitor according to any one of clains 1
to 7 for producing a RET inhibitor.

[d ai m14]
A conpound represented by Formula (I’) below or a salt
t her eof
A
e! |
NH, NH
(1’)
N7 SN
P,
N~ N
\

R2
wherein A is pyrazolyl substituted with n-nunber of R
Rlis
hal ogen,
cyano,
substituted or unsubstituted Cl-G5 al kyl,
substituted or unsubstituted C3-C7 cycl oal kyl,
substituted or unsubstituted C6-Cl4 aronatic hydrocarbon, or
a substituted or unsubstituted C3-ClO nonocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatons sel ected fromnitrogen,
oxygen, and sul fur;
RRis
substituted or unsubstituted Cl-ClO al kyl,
substituted or unsubstituted C3-C4 cycl oal kyl,
substituted or unsubstituted C2-G5 al kenyl ,
substituted or unsubstituted C3-CG4 cycl oal kenyl
substituted or unsubstituted C4-Cl2 bridged cycl oal kyl ,
substituted or unsubstituted C6-Cl4 aronatic hydrocarbon, or
a substituted or unsubstituted C3-ClO nonocyclic or polycyclic
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saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatons sel ected fromnitrogen,
oxygen, and sul fur;

Xis

N or

CR8, wherein RBis
hydr ogen,
hal ogen,
cyano,

substituted or unsubstituted Cl-G6 al kyl,
substituted or unsubstituted C2-G5 al kenyl ,
substituted or unsubstituted C-G6 al kynyl,
substituted or unsubstituted Cl- G5 al koxy,
substituted or unsubstituted am no,
substituted or unsubstituted C5-Cl4 aromatic
hydr ocar bon, or
a substituted or unsubstituted C3-ClO nonocyclic or
pol ycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatons sel ected fromnitrogen,
oxygen, and sul fur; and
nis an integer of 0 to 3,
wherein when n is 2 or 3, R may be identical or different from
each ot her.

[ ai m15]
The conpound or a salt thereof according to claim 14,
wherein in Formula (1),
A is pyrazolyl substituted with n-nunber of R
Rlis
hal ogen;
cyano;
Cl-C6 al kyl that may be substituted with hal ogen or Cl-C4 al koxy;
C3- C7 cycl oal kyl ;
phenyl ; or
a C3- @ nonocyclic unsaturated heterocyclic group containing one
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oxygen atomor one sul fur atom

Ris

l'inear Cl1-G6 al kyl or branched C3-C8 al kyl that may be
substituted with hal ogen, C3-C7 cycloal kyl that may be
substituted with Cl-C4 al kyl, phenyl, Cl-C4 al koxy, or one or
nore C3- 6 nonocycl i c unsaturated heterocyclic groups containing
one oxygen atomor one sul fur atom

C3- 4 cycl oal kyl that may be substituted wth hal ogen, Cl-C4
al kyl, hal ogeno C1-C4 al kyl, or C3-C5 cycl oal kyl ;

C2-C6 al kenyl that nay be substituted with hal ogen; or

C4- C12 bridged cycl oal kyl that may be substituted with C1-C4

al kyl ;
Xis
N or
CR8, wherein RBis
hydr ogen;
hal ogen;
Cl- ® al kyl;
Q-4 al kynyl that may be substituted with
Cl-C6 al kyl that may be substituted w th hydroxy,
C3-C7 cycloal kyl that may be substituted with
hydr oxy,

one or nore C3-C6 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen, oxygen, and sul fur, or

one or nore C3-Cl0 nonocyclic or polycyclic
unsat urat ed heterocyclic groups that may be substituted with Cl-
6 alkyl and contains 1 to 3 identical or different heteroatons
sel ected fromnitrogen, oxygen, and sul fur; or

Cl-4 al koxy that may be substituted with one or nore

C3- 6 nonocyclic saturated heterocyclic groups containing 1 to 3
identical or different heteroatons selected fromnitrogen,
oxygen, and sul fur; and
nis an integer of 1 or 2,
wherein when nis 2, Rt may be identical or different fromeach
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ot her.
[ ai m16]

The conpound or a salt thereof according to claim14 or
15, represented by Formula (11’) bel ow

y /Nj)n

11

wherein RLis

hal ogen;

cyano;

Cl-C6 al kyl that may be substituted with hal ogen;

C3- C7 cycl oal kyl ;

phenyl ; or

a C3- @ nonocyclic unsaturated heterocyclic group containing one
oxygen atomor one sul fur atom

Ris

l'inear Cl1-G6 al kyl or branched C3-C8 al kyl that may be
substituted with hal ogen, C3-C7 cycloal kyl that may be
substituted with CL-C4 al kyl, phenyl, Cl-C4 al koxy, or one or
nore C3- 36 nonocyclic unsaturated heterocyclic groups containing
one oxygen atomor one sul fur atom

C3- A4 cycl oal kyl that may be substituted w th hal ogen, Cl-C4

al kyl, hal ogeno C1-C4 al kyl, or C3-C5 cycl oal kyl ;

C2-C6 al kenyl that nay be substituted with hal ogen; or

C4- C12 bridged cycl oal kyl ;
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Xis
N or
CR8, wherein RBis
hydr ogen;
hal ogen;
Cl-4 al kyl ;
Q-4 al kynyl that nay be substituted with
Cl-C6 al kyl that may be substituted wi th hydroxy,
C3-C7 cycloal kyl that nmay be substituted with
hydr oxy,

one or nore C3-06 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen, oxygen, and sul fur, or

one or nore C3-Cl0 nonocyclic or polycyclic
unsat urated heterocyclic groups that may be substituted with Cl-
6 alkyl and contains 1 to 3 identical or different heteroatons
sel ected fromnitrogen, oxygen, and sul fur; or

Cl- 4 al koxy; and

nis an integer of 1 or 2,
wherein when nis 2, Rt may be identical or different fromeach
ot her.

[daim17]

The conpound or a salt thereof according to claim 16,
wherein in Formula (117),
Rlis
hal ogen,
cyano, or
Cl-C4 al kyl that nmay be substituted w th hal ogen;
RRis
linear C1-C4 alkyl that is substituted with C3-C7 cycl oal kyl
branched C3-(06 al kyl that may be substituted with hal ogen, C3-C7
cycl oal kyl, one or nore C3- (6 nonocyclic unsaturated heterocyclic
groups contai ning one sul fur atom or Cl-C4 al koxy;
C3-4 cycloal kyl that nmay be substituted with hal ogen, Cl-C4
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al kyl, or C3-C5 cycl oal kyl ;
Q- al kenyl that may be substituted with hal ogen; or
C4- C12 bridged cycl oal kyl sel ected from bi cycl o[ 1. 1. 1] pent an- 1-ylI
and bi cycl o[ 2. 2. 1] hept an- 2-yl ;
Xis
N or
CR8, wherein RBis
hydr ogen; or
Q-4 al kynyl that is substituted with

Cl-C6 al kyl that may be substituted wi th hydroxy,

C3-C7 cycloal kyl that nmay be substituted with
hydr oxy,

one or nore C3-06 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen, oxygen, and sul fur, or

one or nore C3-06 nonocyclic unsaturated
het erocyclic groups that may be substituted with Cl-CG4 al kyl and
contains 1 to 3 identical or different heteroatons selected from
ni trogen, oxygen, and sul fur; and
nis an integer of 1.

[A ai m 18]
The conpound or a salt thereof according to any one of
clains 14 to 17, represented by Formula (I X ) bel ow
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R i
2N {\! H
—
NthéwaH
N -;%:;?::3_ i \
P
R? .
1x")

wherein Rt is hal ogen or Cl-C4 al kyl ;
Ris
branched C3-C6 al kyl that may be substituted with hal ogen or C3-
G5 cycl oal kyl ;
C3-4 cycloal kyl that nmay be substituted with C1-C4 al kyl; or
bi cycl o[ 2. 2. 1] hept an-2-yl; and
Xis
N or
CR8, wherein RBis
hydr ogen; or
et hynyl or propynyl that is substituted with

Cl-4 al kyl that may be substituted with hydroxy,

C3- G5 cycloal kyl that nmay be substituted with
hydr oxy,

one or nore C3-C6 nonocyclic saturated
het erocyclic groups containing 1 to 3 identical or different
het er oat ons sel ected fromnitrogen and oxygen, or

one or nore C3-06 nonocyclic unsaturated
het erocyclic groups that may be substituted with methyl and
contains 1 to 3 nitrogen atons.
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[daim19]
The conpound or a salt thereof according to claim18,
wherein in Formula (1X),
Rl is bromne or nethyl;
Ris
branched C3-(06 al kyl that may be substituted with fluorine or C3-
G5 cycl oal kyl, or
C3- A4 cycl oal kyl that may be substituted with methyl; and
Xis
N or
CR8, wherein R is hydrogen.

[ A ai m 20]

The conpound or a salt thereof according to any one of
clains 14 to 19, which is at |east one nenber selected fromthe
group consisting of:

(34) 4-amno-1-(tert-butyl)-N(5-nethyl-1H pyrazol -3-yl)-1H
pyrazol o[ 3, 4-d] pyri m di ne- 3- car boxam de;

(48) 4-amno-7-(tert-butyl)-N(5-nethyl-1H pyrazol -3-yl)-7H
pyrrol o] 2, 3-d] pyri m di ne- 5- car boxam de;

(50) 4-am no-7-(1-fl uoro-2-methyl propan-2-yl)-N(5-methyl - 1H
pyrazol - 3-yl ) - 7H pyrrol o] 2, 3-d] pyri m di ne- 5- car boxam de;

(51) 4-am no-N- (5-nethyl-1H pyrazol -3-yl)-7-(1-

met hyl cycl opropyl ) - 7H pyrrol o 2, 3-d] pyri m di ne- 5- car boxam de;
(52) 4-am no-7-(2-cycl opropyl propan-2-yl)-N(5-net hyl - 1H pyrazol -
3-yl)-7H pyrrol o] 2, 3-d] pyri m di ne- 5- car boxam de; and

salts of these conpounds.

[daim21]

A RET inhibitor conprising the conpound or a salt
t hereof according to any one of clains 14 to 20 as an active
i ngredi ent .

[ ai m22]
A pharnaceutical conposition conprising the conpound or
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a salt thereof according to any one of clains 14 to 20.

[ ai m23]

The phar maceuti cal conposition according to claim22,
whi ch prevents or treats a disease that can be treated by RET
i nhi bi ti on.

[ A ai m 24]
An antitunor agent conprising the conpound or a salt
t hereof according to any one of clains 14 to 20.

[ A ai m 25]
The antitunor agent according to claim?24, for the
treatnment of a nmalignant tunor with enhanced activation of RET

[ A ai m 26]

The conpound or a salt thereof according to any one of
clains 14 to 20 for use in prevention or treatnment of a nalignant
t unor.

[dai m27]

The conpound or a salt thereof according to claim26,
wherein the nmalignant tunor is a malignant tunmor with enhanced
activation of RET.

[ A ai m 28]
Use of the conpound or a salt thereof according to any
one of clains 14 to 20 for producing an antitunor agent.

[dai m29]

The use according to claim28, wherein the antitunor
agent is an antitunor agent for treating a nalignant tunor wth
enhanced activation of RET.
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[ A ai m 30]
Use of the conpound or a salt thereof according to any
one of clains 14 to 20 for producing a RET inhibitor.



