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tion is to provide a novel RET inhibitor and a
prophylactic or therapeutic agent for diseases that
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a RET inhibition activity (e.g., malignant
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gredient, a compound that is not known to have a
RET inhibition activity so far or a salt of the
compound. A RET inhibitor containing, as an
active ingredient, a compound represented by
formula (I) [wherein A, R' to R?, X and n are as
defined in the description] or a salt thereof.
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DESCRIPTION
Title of Invention: FUSED PYRIMIDINE COMPOUND OR SALT THEREOF

Technical Field
[0001]
Cross-Reference to Related Patent Applications

The present application claims priority to Japanese
Patent Application No. 2015-177073 filed on September 8, 2015,
which is incorporated by reference in its entirety. The present
invention relates to a novel fused pyrimidine compound having RET
inhibitory activity or a salt thereof, and to a pharmaceutical

composition containing the compound or salt.

Background Art
[0002]

Various protein kinases are present in vivo and are
known to be involved in a wide range of functional regulations.
RET is a receptor tyrosine kinase identified as one of the proto-
oncogenes. RET binds to the glial cell line-derived neurotrophic
factor (GDNF) and GDNF receptor to form a complex, which enables
RET to perform physiological functions through intracellular
phosphorylation signaling (Non-patent Literature 1). A study
reports that in normal tissues, RET contributes to kidney
development and neurogenesis during fetal life (Non-patent
Literature 2). Some studies indicate that in cancers, such as
lung cancer, thyroid cancer, breast cancer, pancreas cancer, and
prostate cancer, the translocation, mutation, or overexpression
of the RET gene enhances its activation to thereby contribute to
cell growth, tumor formation, or tissue infiltration (Non-patent
Literature 3, 4, 5, 6, 7, and 8). In addition, RET is known to be
an adverse prognostic factor of cancer, as indicated in some
reports that the translocation of RET and its enhanced activation
level are also inversely correlated with prognosis in cancer
(Non-patent Literature 9, 10, 11, and 12).

[0003]
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Therefore, an inhibitor capable of inhibiting RET
activity is thought to be useful as a therapeutic agent for
diseases associated with abnormally enhanced RET signaling
pathways.

[0004]

It is expected, for example, that in cancers involving
translocated, mutated, and overexpressed RET genes, the
administration of a medicament capable of specifically inhibiting
RET will selectively and intensively suppress the proliferation
of cancer cells and contribute to the treatment, life

prolongation, and improvement in quality of life of cancer

patients.
[0005]

As an example of such compounds having RET inhibitory
activity, PPl is known (Non-patent Literature 13). PPl is known

to exhibit high inhibitory activity against not only RET but also
SRC (Non-patent Literature 14), c-Kit, Bcr-Abl (Non-patent
Literature 15 and 16), and others. For example, as side effects,
the inhibition of SRC may lead to abnormally enhanced bone
formation, and the inhibition of LCK may suppress T cells (Non-
patent Literature 17 and 18). Since multikinase inhibitors
inhibit not only RET but also various signaling pathways,
inhibiting cell growth and other functions, the inhibitors raise
concerns about possible various side effects, which may require
dose reduction or drug holidays, thus leading to insufficient RET
inhibitory activity. From the standpoint of side effect reduction,
there has been a demand for a RET inhibitor having high
inhibitory activity against RET while exhibiting low inhibitory

activity against other kinases.

Citation List

Patent Literature

[0006]
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375-377, (2012)
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Non-patent Literature 17: Carolyn Lowe, Proc Natl Acad Sci USA,
90(10) : pp. 4485-4489, (1993)

Non-patent Literature 18: Thierry Molina, Nature, 357 (6374): pp.
161-164, (1992)

Summary of Invention
Technical Problem
[0008]

It would be advantageous for the present invention to
provide a novel RET inhibitor comprising, as an active ingredient,
a compound or a salt thereof that have not been known for their
RET inhibitory activity, and to also provide an agent for
preventing or treating diseases (e.g., malignant tumors) that can
be prevented or treated by RET inhibitory activity. It would also
be advantageous for the present invention to provide a novel
compound or a salt thereof that selectively and potently inhibit

RET.

Solution to Problem
[0009]

The present inventors conducted extensive research and
consequently found that a compound group represented by Formulas
(I) and (I’) below showed excellent inhibitory activity against
RET and kinase selectivity, and was useful as a pharmaceutical
preparation for treating RET-related diseases, such as malignant
tumors. Thus, the present invention has been completed.

[0010]

Specifically, the present invention provides a compound

represented by Formula (I) below or a salt thereof:

[0011]
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[0012]
wherein A is pyrazolyl substituted with n-number of R!;
R' is
halogen,
cyano,

substituted or unsubstituted Cl1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-Cl0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-Cl10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,

substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-Cl0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

X is

N or

CR?, wherein R® is



10

15

20

25

hydrogen,
halogen,
cyano,
substituted or unsubstituted Cl1-C6 alkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C2-C6 alkynyl,
substituted or unsubstituted Cl1-C6 alkoxy,
substituted or unsubstituted amino,
substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or
a substituted or unsubstituted C3-Cl0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R' may be identical or different from
each other.
[0013]
The present invention also provides a compound
represented by Formula (I’') below or a salt thereof:
[0014]

(1’ )

[0015]

wherein A is pyrazolyl substituted with n-number of R';
R' is

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,
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substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl10 alkyl,
substituted or unsubstituted C3-C4 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C4 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R’ is
hydrogen,
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C2-C6 alkynyl,
substituted or unsubstituted C1-C6 alkoxy,
substituted or unsubstituted amino,
substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or
a substituted or unsubstituted C3-Cl10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur; and

n is an integer of 0 to 3,
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wherein when n is 2 or 3, R! may be identical or different from
each other.

[0016]

The present invention also provides a RET inhibitor
comprising a compound represented by Formula (I) or (I') above or
a salt thereof as an active ingredient.

[0017]

The present invention also provides a pharmaceutical
composition comprising a compound represented by Formula (I) or
(I") above or a salt thereof.

[0018]

The present invention also provides a pharmaceutical
composition comprising a compound represented by Formula (I) or
(I") above or a salt thereof, wherein the pharmaceutical
composition prevents or treats a disease that can be treated by
RET inhibition.

[0019]

The present invention also provides an antitumor agent
comprising a compound represented by Formula (I) or (I') above or
a salt thereof.

[0020]

The present invention also provides an antitumor agent
comprising a compound represented by Formula (I) or (I') above or
a salt thereof, wherein the antitumor agent treats a malignant
tumor with enhanced activation of RET.

[0021]

The present invention also provides a compound
represented by Formula (I) or (I’') above or a salt thereof for
use in prevention or treatment of a malignant tumor.

[0022]

The present invention also provides a compound
represented by Formula (I) or (I') above or a salt thereof for
use in prevention or treatment of a malignant tumor, wherein the
malignant tumor is a malignant tumor with enhanced activation of

RET.
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[0023]

The present invention also provides use of a compound
represented by Formula (I) or (I’) above or a salt thereof for
producing an antitumor agent.

[0024]

The present invention also provides use of a compound
represented by Formula (I) or (I’) above or a salt thereof for
producing an antitumor agent, wherein the antitumor agent is an
antitumor agent for treating a malignant tumor with enhanced
activation of RET.

[0025]

The present invention also provides use of a compound
represented by Formula (I) or (I') above or a salt thereof for
producing a RET inhibitor.

[0026]

The present invention also provides a method for
preventing or treating a malignant tumor, comprising
administering a compound represented by Formula (I) or (I’') above
or a salt thereof to a mammal.

[0027]

The present invention also provides a method for
preventing or treating a malignant tumor, comprising
administering a compound represented by Formula (I) or (I’') above
or a salt thereof to a mammal, wherein the malignant tumor is a
malignant tumor with enhanced activation of RET.

[0028]

The present invention also provides a method of
inhibiting RET comprising administering a compound represented by
Formula (I) or (I’') above or a salt thereof to a mammal.

[0029]

Patent Literature 1 and 2 do not suggest RET inhibitory

activity or antitumor effects.
[0030]
PPl mentioned above is known as a compound having RET

inhibitory activity. In PPl, a p-toluyl group is bonded to a
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fused ring pyrimidine skeleton; however, its structure is
significantly different from the present invention in that PP1
does not have a pyrazolyl group continuous with an amide bond,
which is the feature of the compound of the present invention.
Moreover, as shown in Test Examples provided later, the compound
or a salt thereof of the present invention has the characteristic

of a high RET selectivity, which is different from PP1.

Advantageous Effects of Invention
[0031]

The present invention can provide a novel RET inhibitor
and an agent for preventing or treating diseases (e.g., malignant
tumors) that can be prevented or treated by RET inhibitory
activity, by using, as their active ingredients, compounds
represented by Formulas (I) and (I’') or salts thereof, which have
not been known for their RET inhibitory activity. In particular,
a novel compound represented by Formula (I') or a salt thereof,
etc., are preferred.

[0032]

It was revealed that the compound or a salt thereof of
the present invention has excellent RET-selective inhibitory
activity and a cancer cell growth inhibitory effect.

[0033]

RET is known as an oncogene and known to be activated
by the translocation, mutation, or overexpression of the RET gene
in many types of cancer (Non-patent Literature 3, 4, 5, 6, 7, and
8) . Thus, the compound or a salt thereof of the present invention,
both of which have a high RET inhibitory activity, is useful as
an agent for preventing and/or treating cancer.

[0034]

Further, the compound or a salt thereof of the present
invention selectively and potently inhibits RET, rather than
other kinases, such as SRC and LCK; therefore, side effects can
be reduced, and improvement in safety can be expected.

[0035]
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Moreover, the compound or a salt thereof of the present
invention is advantageous in that it has excellent stability in
hepatic microsomes, excellent exposure in the blood can be
expected, and there is no concern about Cyp inhibition.

[0035a]

According to a first aspect of the present invention
there is provided a method of inhibiting RET comprising
administering a compound represented by Formula (I) below or a

salt thereof to a mammal:

(I

wherein A is pyrazolyl substituted with n-number of R!;

R' is

halogen,

cyano,

substituted or unsubstituted Cl1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-C10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,

substituted or unsubstituted C4-Cl2 bridged cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

9828839_1 (GHMatters) P107870.AU
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a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR’, wherein R’ is

hydrogen,

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted C1-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from
each other.
[0035b]

According to a second aspect of the present invention
there is provided a method for preventing or treating a malignant
tumor, comprising administering a compound represented by Formula

(I) below or a salt thereof to a mammal:

9828839_1 (GHMatters) P107870.AU
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(I)

wherein A is pyrazolyl substituted with n-number of R!;

R' is

halogen,

cyano,

substituted or unsubstituted Cl1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-C10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,

substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

X is

N or

CR3, wherein R® is

hydrogen,

9828839_1 (GHMatters) P107870.AU
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halogen,

cyano,

substituted or unsubstituted Cl-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted C1-Cé6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R' may be identical or different from
each other.
[0035c]

According to a third aspect of the present invention there

is provided use of a compound represented by Formula (I) below or

a salt thereof for producing an antitumor agent:

A

|
NH, © NH

N7\ M
X

M/ N

N \
R2
wherein A is pyrazolyl substituted with n-number of R!;
R' is
halogen,
cyano,

substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

9828839_1 (GHMatters) P107870.AU
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a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl0 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C7 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR’, wherein R’ is

hydrogen,

halogen,

cyano,

substituted or unsubstituted Cl1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted Cl-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-Cl0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from

each other.

9828839_1 (GHMatters) P107870.AU
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[0035d]
According to a fourth aspect of the present invention there
is provided use of a compound represented by Formula (I) below or
a salt thereof in the manufacture of a medicament for inhibiting

RET:

(I

wherein A is pyrazolyl substituted with n-number of R';

R' is

halogen,

cyano,

substituted or unsubstituted Cl1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-C10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,

substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3

identical or different heteroatoms selected from nitrogen, oxygen,

9828839_1 (GHMatters) P107870.AU
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and sulfur;
X is
N or
CR3, wherein R® is
hydrogen,
halogen,
cyano,
substituted or unsubstituted Cl1-C6 alkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C2-C6 alkynyl,
substituted or unsubstituted C1-Cé6 alkoxy,
substituted or unsubstituted amino,
substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R' may be identical or different from
each other.
[0035€e]
According to a fifth aspect of the present invention
there is provided use of a compound represented by Formula (I)
below or a salt thereof in the manufacture of a medicament for

preventing or treating a malignant tumor:

A

|
NH, © NH

T a\ O
X

§
/
N N\
R2

wherein A is pyrazolyl substituted with n-number of R';
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R! is
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl0 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C7 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C1l0 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR’, wherein R’ is
hydrogen,
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C2-C6 alkynyl,
substituted or unsubstituted Cl-C6 alkoxy,
substituted or unsubstituted amino,
substituted or unsubstituted C6-Cl4 aromatic

hydrocarbon, or
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a substituted or unsubstituted C3-C1l0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R' may be identical or different from
each other.

[0035f]

According to a sixth aspect of the present invention

there is provided a compound represented by Formula (I’) below or

a salt thereof:

(I’)

wherein A is pyrazolyl substituted with n-number of RY;

R' is

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-C10 alkyl,

substituted or unsubstituted C3-C4 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C4 cycloalkenyl,
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substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heterocatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR’, wherein R’ is

hydrogen,

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted Cl-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C1l0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R!' may be identical or different from
each other.

[0035g]

According to a seventh aspect of the present invention
there is provided a pharmaceutical composition comprising the
above compound represented by Formula (I’) or a salt thereof.
[0035h]

According to an eighth aspect of the present invention
there is provided a method for preventing or treating a malignant
tumor, comprising administering the above compound represented by

Formula (I’) or a salt thereof to a mammal.
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[00351]

According to a ninth aspect of the present invention
there is provided a method of inhibiting RET comprising
administering the above compound represented by Formula (I’) or a
salt thereof to a mammal.

[00357]

According to a tenth aspect of the present invention there
is provided a RET inhibitor comprising the above compound
represented by Formula (I’) or a salt thereof as an active
ingredient.

[0035k]

According to an eleventh aspect of the present invention
there 1is provided an antitumor agent comprising the above
compound represented by Formula (I’) or a salt thereof.

[00351]

According to a twelfth aspect of the present invention
there is provided use of the above compound represented by
Formula (I’) or a salt thereof for producing an antitumor agent.
[(0035m]

According to a thirteenth aspect of the present
invention there is provided use of the above compound represented
by Formula (I’) or a salt thereof for producing RET inhibitor.
[0035n]

According to a fourteenth aspect of the present invention
there is provided use of the above compound represented by
Formula (I’) or a salt thereof in the manufacture of a medicament
for preventing or treating a malignant tumor.

[00350]

According to a fifteenth aspect of the present invention
there is provided use of the above compound represented by
Formula (I’) or a salt thereof in the manufacture of a medicament

for inhibiting RET.
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The present invention as claimed herein is described in the

following items 1 to 37:

[Item 1]
A method of inhibiting RET comprising administering a
compound represented by Formula (I) below or a salt thereof to a
mammal :
A

|
NH, © NH

N (M)
\X

L/ N

N \
RZ
wherein A is pyrazolyl substituted with n-number of R!;
Rl is
halogen,
cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-Cl10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,

substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic

saturated or unsaturated heterocyclic group containing 1 to 3
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identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is

hydrogen,

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted Cl1-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from
each other; and
wherein when a group is substituted, the group is substituted
with at least one substituent selected from the group consisting
of halogen; hydroxy; cyano; nitro; C1-Cl0 alkyl; halogeno C1-C10
alkyl; hydroxyl C1-Cl0 alkyl; Cl1-C6 alkoxy C1-Cl0 alkyl; C3-C7
cycloalkyl; C3-C7 cycloalkyl-substituted C1-C10 alkyl; C4-Cl12
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alkynyl;
Cl-C6 alkoxy; halogeno Cl1-C6 alkoxy; C3-C7 cycloalkoxy; C3-C7
cycloalkyl-substituted Cl-C4alkoxy; C7-Cl4 aralkyloxy; C1-C6
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; amino;
amino mono-substituted with linear or branched C1-C6 alkyl; amino
di-substituted with linear or branched Cl1-C6 alkyl; C3-C7
cycloalkyl-substituted Cl1-C4 alkylamino; linear or branched (Cl-
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched (Cl-
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Co6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy; oxo; carboxyl;
(C1-C6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carbamoyl;
C3-C10 monocyclic or polycyclic saturated heterocyclic group
containing 1 to 3 identical or different heteroatoms selected
from nitrogen, oxygen, and sulfur; C3-Cl0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-C10
monocyclic or polycyclic saturated heterocyclic group containing
1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.

[Item 2]

The method according to item 1, wherein in Formula (I),
A is pyrazolyl substituted with n-number of R!;
R! is
halogen;
cyano;
Cl-C6 alkyl that may be substituted with halogen or C1-C4 alkoxy;
C3-C7 cycloalkyl;
phenyl; or
a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;
R? is
linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,
or one or more C3-C6 monocyclic unsaturated heterocyclic groups
containing one oxygen atom or one sulfur atom;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno C1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-Cl2 bridged cycloalkyl that may be substituted with C1-C4
alkyl;
X is

N or
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CR3, wherein R3 is
hydrogen;
halogen;
Cl-C6 alkyl;
C2-C4 alkynyl that may be substituted with
Cl-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heterocatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-C1l0 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or
Cl-C4 alkoxy that may be substituted with one or more
C3-C6 monocyclic saturated heterocyclic groups containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 1 or 2,
wherein when n is 2, R! may be identical or different from each

other.

[Item 3]
The method according to item 1 or 2, wherein the
compound represented by Formula (I) or a salt thereof is a

compound represented by Formula (II) below or a salt thereof:
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wherein R! is
halogen;
cyano;
Cl-C6 alkyl that may be substituted with halogen;
C3-C7 cycloalkyl;
phenyl; or
a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;
R? is
linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,
or one or more C3-C6 monocyclic unsaturated heterocyclic groups
containing one oxygen atom or one sulfur atom;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno C1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-C12 bridged cycloalkyl;
X is
N or
CR3, wherein R3 is
hydrogen;
halogen;

Cl-C4 alkyl;
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C2-C4 alkynyl that may be substituted with
Cl1-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-C10 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or
Cl1-C4 alkoxy; and
n is an integer of 1 or 2,
wherein when n is 2, R! may be identical or different from each

other.

[Item 4]

The method according to item 3, wherein in Formula (II),
R! is
halogen,
cyano, or
Cl-C4 alkyl that may be substituted with halogen;
R? is
linear C1-C4 alkyl that is substituted with C3-C7 cycloalkyl;
branched C3-C6 alkyl that may be substituted with halogen, C3-C7
cycloalkyl, one or more C3-C6 monocyclic unsaturated heterocyclic
groups containing one sulfur atom, or Cl1-C4 alkoxy;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-C12 bridged cycloalkyl selected from bicyclo[l.1.1]pentan-1-yl
and bicyclo[2.2.1]heptan-2-yl;
X is
N or
CR3, wherein R3 1is

hydrogen; or
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C2-C4 alkynyl that is substituted with

Cl-C6 alkyl that may be substituted with hydroxy,

C3-C7 cycloalkyl,

one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or

one or more C3-C6 monocyclic unsaturated
heterocyclic groups that contain 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur; and

n is an integer of 1.

[Item 5]

The method according to any one of items 1 to 4,
wherein the compound represented by Formula (I) or a salt thereof
is a compound represented by Formula (IX) below or a salt

thereof:

(IX)

wherein R! is halogen or Cl1-C4 alkyl;

R? is

branched C3-C6 alkyl that may be substituted with halogen or C3-
C5 cycloalkyl;

C3-C5 cycloalkyl that may be substituted with C1-C4 alkyl; or
bicyclo[2.2.1]heptan-2-yl; and

X is
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N or
CR3, wherein R3 is
hydrogen; or
ethynyl or propynyl that is substituted with
Cl-C4 alkyl that may be substituted with hydroxy,
C3-C5 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen and oxygen, or
one or more C3-C6 monocyclic unsaturated

heterocyclic groups that contain 1 to 3 nitrogen atoms.

[Item 0]
The method according to item 5, wherein in Formula (IX),
R! is bromine or methyl;
R? is
branched C3-C6 alkyl that may be substituted with fluorine or C3-
C5 cycloalkyl, or
C3-C5 cycloalkyl that may be substituted with methyl; and
X is
N or

CR3, wherein R3 is hydrogen.

[Item 7]
A method for preventing or treating a malignant tumor
by inhibiting RET, comprising administering a compound

represented by Formula (I) below or a salt thereof to a mammal:

(1)
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wherein A is pyrazolyl substituted with n-number of RI;
R! is
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-Cl10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl0 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C7 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-Cl10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is
hydrogen,
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C2-C6 alkynyl,
substituted or unsubstituted C1-C6 alkoxy,
substituted or unsubstituted amino,
substituted or unsubstituted C6-Cl4 aromatic

hydrocarbon, or
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a substituted or unsubstituted C3-C10 monocyclic o
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, o
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different
each other; and
wherein when a group is substituted, the group is substi
with at least one substituent selected from the group consi
of halogen; hydroxy; cyano; nitro; C1-Cl10 alkyl; halogeno C
alkyl; hydroxyl C1-C10 alkyl; Cl1-C6 alkoxy CI1-Cl10 alkyl;
cycloalkyl; C3-C7 cycloalkyl-substituted C1-C10 alkyl; C
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alk
Cl-C6 alkoxy; halogeno Cl-C6 alkoxy,; C3-C7 cycloalkoxy;
cycloalkyl-substituted Cl-C4alkoxy; C7-Cl4 aralkyloxy;
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; a
amino mono-substituted with linear or branched C1-C6 alkyl;
di-substituted with linear or branched Cl1-C6 alkyl;
cycloalkyl-substituted C1-C4 alkylamino; linear or branched
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched

r

Xygen,

from

tuted
sting
1-C10
C3-C7
4-C12
ynyl;
C3-C7
Cl-Co
mino;
amino
C3-C7

(C1l-

(C1l-

C6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy; o0xo; carboxyl;

(C1-C6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carba
C3-C10 monocyclic or polycyclic saturated heterocyclic

containing 1 to 3 identical or different heteroatoms sel

moyl;
group

ected

from nitrogen, oxygen, and sulfur; C3-Cl10 monocyclic or

polycyclic unsaturated heterocyclic group containing 1

identical or different heteroatoms selected from nitrogen, o

to 3

Xygen,

and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-Cl10

monocyclic or polycyclic saturated heterocyclic group containing

1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.

[Item 8]
The method according to item 7, wherein in Formula

A is pyrazolyl substituted with n-number of R!;

(1),
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Rl is
halogen;
cyano;
Cl1-C6 alkyl that may be substituted with halogen or C1-C4 alkoxy;
C3-C7 cycloalkyl;
phenyl; or
a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;
R? is
linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,
or one or more C3-C6 monocyclic unsaturated heterocyclic groups
containing one oxygen atom or one sulfur atom;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno C1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-Cl1l2 bridged cycloalkyl that may be substituted with C1-C4
alkyl;
X is
N or
CR3, wherein R3 1is
hydrogen;
halogen;
Cl-C6 alkyl;
C2-C4 alkynyl that may be substituted with
Cl-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-C10 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or

Cl-C4 alkoxy that may be substituted with one or more
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C3-C6 monocyclic saturated heterocyclic groups containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and

n is an integer of 1 or 2,

wherein when n is 2, R! may be identical or different from each

other.

[Item 9]
The method according to item 7 or 8, wherein the
compound represented by Formula (I) or a salt thereof is a

compound represented by Formula (II) below or a salt thereof:

y /N(:1) n

(1 1)

wherein R! is

halogen;

cyano;

Cl-C6 alkyl that may be substituted with halogen;

C3-C7 cycloalkyl;

phenyl; or

a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;

R? is

linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,

or one or more C3-C6 monocyclic unsaturated heterocyclic groups
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containing one oxygen atom or one sulfur atom;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno C1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-C12 bridged cycloalkyl;
X is
N or
CR3, wherein R3 is
hydrogen;
halogen;
Cl-C4 alkyl;
C2-C4 alkynyl that may be substituted with
Cl1-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-C10 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or
Cl1-C4 alkoxy; and
n is an integer of 1 or 2,
wherein when n is 2, R! may be identical or different from each

other.

[Item 10]
The method according to item 9, wherein in Formula (II),
R! is
halogen,
cyano, or
Cl-C4 alkyl that may be substituted with halogen;
R? is
linear C1-C4 alkyl that is substituted with C3-C7 cycloalkyl;
branched C3-C6 alkyl that may be substituted with halogen, C3-C7
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cycloalkyl, one or more C3-C6 monocyclic unsaturated heterocyclic
groups containing one sulfur atom, or Cl1-C4 alkoxy;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-C12 bridged cycloalkyl selected from bicyclo[l.1.1]pentan-1-yl
and bicyclo[2.2.1]heptan-2-yl;
X is
N or
CR3, wherein R3 is
hydrogen; or
C2-C4 alkynyl that is substituted with

Cl1-C6 alkyl that may be substituted with hydroxy,

C3-C7 cycloalkyl,

one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or

one or more C3-C6 monocyclic unsaturated
heterocyclic groups that contain 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur; and

n is an integer of 1.

[Item 11]

The method according to any one of items 7 to 10,
wherein the compound represented by Formula (I) or a salt thereof
is a compound represented by Formula (IX) below or a salt

thereof:
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(IX)

wherein R! is halogen or C1-C4 alkyl;
R? is
branched C3-C6 alkyl that may be substituted with halogen or C3-
C5 cycloalkyl;
C3-C5 cycloalkyl that may be substituted with C1-C4 alkyl; or
bicyclo[2.2.1]heptan-2-yl; and
X is
N or
CR3, wherein R3 is
hydrogen; or
ethynyl or propynyl that is substituted with
Cl-C4 alkyl that may be substituted with hydroxy,
C3-C5 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen and oxygen, or
one or more C3-C6 monocyclic unsaturated

heterocyclic groups that contain 1 to 3 nitrogen atoms.

[Item 12]
The method according to item 11, wherein in Formula
(IX),

R! is bromine or methyl;
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R? is
branched C3-C6 alkyl that may be substituted with fluorine or C3-
C5 cycloalkyl, or
C3-C5 cycloalkyl that may be substituted with methyl; and
X is
N or

CR3, wherein R3 is hydrogen.
[Item 13]

Use of a compound represented by Formula (I) below or a

salt thereof for producing RET inhibitor:

)

wherein A is pyrazolyl substituted with n-number of R!;

Rl is

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-Cl10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,
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substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is

hydrogen,

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted C1-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from
each other; and
wherein when a group is substituted, the group is substituted
with at least one substituent selected from the group consisting
of halogen; hydroxy; cyano; nitro; C1-Cl10 alkyl; halogeno C1-C10
alkyl; hydroxyl C1-Cl10 alkyl; Cl-C6 alkoxy Cl1-Cl0 alkyl; C3-C7
cycloalkyl; C3-C7 cycloalkyl-substituted C1-C10 alkyl; C4-Cl12
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alkynyl;
Cl-C6 alkoxy; halogeno Cl-C6 alkoxy; C3-C7 cycloalkoxy; C3-C7
cycloalkyl-substituted Cl-C4alkoxy; C7-Cl4 aralkyloxy; Cl-Cé6
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; amino;
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amino mono-substituted with linear or branched C1-C6 alkyl; amino
di-substituted with linear or Dbranched Cl1-C6 alkyl; C3-C7
cycloalkyl-substituted C1-C4 alkylamino; linear or branched (Cl-
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched (Cl-
C6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy; o0xo; carboxyl;
(C1-C6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carbamoyl;
C3-C10 monocyclic or polycyclic saturated heterocyclic group
containing 1 to 3 identical or different heteroatoms selected
from nitrogen, oxygen, and sulfur; C3-Cl10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-Cl10
monocyclic or polycyclic saturated heterocyclic group containing
1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.
[Item 14]

Use of a compound represented by Formula (I) below or a

salt thereof for producing an antitumor agent:

(D

wherein A is pyrazolyl substituted with n-number of RI;

R! is

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic
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saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl10 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C7 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is

hydrogen,

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted C1-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-Cl0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from
each other; and

wherein when a group is substituted, the group is substituted
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with at least one substituent selected from the group consisting
of halogen; hydroxy; cyano; nitro; C1-C10 alkyl; halogeno C1-C10
alkyl; hydroxyl C1-C10 alkyl; Cl-C6 alkoxy Cl1-Cl0 alkyl; C3-C7
cycloalkyl; C3-C7 cycloalkyl-substituted C1-Cl10 alkyl; C4-Cl12
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alkynyl;
Cl-C6 alkoxy; halogeno Cl-C6 alkoxy; C3-C7 cycloalkoxy; C3-C7
cycloalkyl-substituted Cl-Cd4alkoxy; C7-Cl4 aralkyloxy; Cl-Cé6
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; amino;
amino mono-substituted with linear or branched C1-C6 alkyl; amino
di-substituted with linear or Dbranched C1-C6 alkyl; C3-C7
cycloalkyl-substituted C1-C4 alkylamino; linear or branched (Cl-
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched (Cl-
C6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy; o0xo; carboxyl;
(C1-Co6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carbamoyl;
C3-C10 monocyclic or polycyclic saturated heterocyclic group
containing 1 to 3 identical or different heteroatoms selected
from nitrogen, oxygen, and sulfur; C3-Cl10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-Cl10
monocyclic or polycyclic saturated heterocyclic group containing
1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.

[Ttem 15]
Use of a compound represented by Formula (I) below or a
salt thereof in the manufacture of a medicament for inhibiting

RET:
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(D

wherein A is pyrazolyl substituted with n-number of R!;
Rl is
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl10 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C7 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is
hydrogen,

halogen,
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cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted C1-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from
each other; and
wherein when a group is substituted, the group is substituted
with at least one substituent selected from the group consisting
of halogen; hydroxy; cyano; nitro; C1-Cl10 alkyl; halogeno C1-C10
alkyl; hydroxyl C1-Cl10 alkyl; Cl-C6 alkoxy Cl1-Cl0 alkyl; C3-C7
cycloalkyl; C3-C7 cycloalkyl-substituted C1-C10 alkyl; C4-Cl12
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alkynyl;
Cl1-C6 alkoxy; halogeno Cl-C6 alkoxy; C3-C7 cycloalkoxy; C3-C7
cycloalkyl-substituted Cl-Cd4alkoxy; C7-Cl4 aralkyloxy; Cl1-Cé6
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; amino;
amino mono-substituted with linear or branched C1-C6 alkyl; amino
di-substituted with linear or Dbranched Cl1-C6 alkyl; C3-C7
cycloalkyl-substituted C1-C4 alkylamino; linear or branched (Cl-
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched (Cl-
C6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy; o0xo; carboxyl;
(C1-C6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carbamoyl;
C3-C10 monocyclic or polycyclic saturated heterocyclic group
containing 1 to 3 identical or different heterocatoms selected
from nitrogen, oxygen, and sulfur; C3-Cl10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3

identical or different heteroatoms selected from nitrogen, oxygen,
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and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-Cl10
monocyclic or polycyclic saturated heterocyclic group containing
1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.

[Ttem 16]
Use of a compound represented by Formula (I) below or a
salt thereof in the manufacture of a medicament for preventing or

treating a malignant tumor by inhibiting RET:

)

wherein A is pyrazolyl substituted with n-number of R!;

Rl is

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;

R? is

substituted or unsubstituted C1-Cl10 alkyl,

substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C3-C7 cycloalkenyl,

substituted or unsubstituted C4-Cl2 bridged cycloalkyl,

substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
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a substituted or unsubstituted C3-C10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is

hydrogen,

halogen,

cyano,

substituted or unsubstituted C1-C6 alkyl,

substituted or unsubstituted C2-C6 alkenyl,

substituted or unsubstituted C2-C6 alkynyl,

substituted or unsubstituted C1-C6 alkoxy,

substituted or unsubstituted amino,

substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-C10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 0 to 3,
wherein when n is 2 or 3, R! may be identical or different from
each other; and
wherein when a group is substituted, the group is substituted
with at least one substituent selected from the group consisting
of halogen; hydroxy; cyano; nitro; C1-Cl0 alkyl; halogeno C1-C10
alkyl; hydroxyl C1-Cl10 alkyl; Cl-C6 alkoxy Cl1-Cl0 alkyl; C3-C7
cycloalkyl; C3-C7 cycloalkyl-substituted C1-C10 alkyl; C4-Cl12
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alkynyl;
Cl1-C6 alkoxy; halogeno Cl-C6 alkoxy; C3-C7 cycloalkoxy; C3-C7
cycloalkyl-substituted Cl-C4alkoxy; C7-Cl4 aralkyloxy; Cl-Cé6
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; amino;
amino mono-substituted with linear or branched C1-C6 alkyl; amino

di-substituted with linear or Dbranched Cl1-C6 alkyl; C3-C7



16 Apr 2019

2016319525

10

15

20

25

30

35

-11ii-
cycloalkyl-substituted C1-C4 alkylamino; linear or branched (Cl-
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched (Cl-
C6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy; o0xo; carboxyl;
(C1-C6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carbamoyl;
C3-C10 monocyclic or polycyclic saturated heterocyclic group
containing 1 to 3 identical or different heteroatoms selected
from nitrogen, oxygen, and sulfur; C3-Cl10 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-Cl10
monocyclic or polycyclic saturated heterocyclic group containing
1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.

[Item 17]

The use according to any one of items 13 to 16, wherein
in Formula (I),
A is pyrazolyl substituted with n-number of R!;
Rl is
halogen;
cyano;
Cl1-C6 alkyl that may be substituted with halogen or C1-C4 alkoxy;
C3-C7 cycloalkyl;
phenyl; or
a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;
R? is
linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,
or one or more C3-C6 monocyclic unsaturated heterocyclic groups
containing one oxygen atom or one sulfur atom;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno C1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-Cl2 bridged cycloalkyl that may be substituted with C1-C4
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alkyl;
X is
N or
CR3, wherein R3 is
hydrogen;
halogen;
Cl-C6 alkyl;
C2-C4 alkynyl that may be substituted with
Cl1-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-C10 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or
Cl-C4 alkoxy that may be substituted with one or more
C3-C6 monocyclic saturated heterocyclic groups containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and
n is an integer of 1 or 2,
wherein when n is 2, R! may be identical or different from each

other.

[ITtem 18]
The use according to any one of items 13 to 17, wherein
the compound represented by Formula (I) or a salt thereof is a

compound represented by Formula (II) below or a salt thereof:
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wherein R! is
halogen;
cyano;
Cl-C6 alkyl that may be substituted with halogen;
C3-C7 cycloalkyl;
phenyl; or
a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;
R? is
linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,
or one or more C3-C6 monocyclic unsaturated heterocyclic groups
containing one oxygen atom or one sulfur atom;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno C1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-C12 bridged cycloalkyl;
X is
N or
CR3, wherein R3 is
hydrogen;
halogen;

Cl-C4 alkyl;
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C2-C4 alkynyl that may be substituted with
Cl1-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-C10 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or
Cl1-C4 alkoxy; and
n is an integer of 1 or 2,
wherein when n is 2, R! may be identical or different from each

other.

[Item 19]

The use according to item 18, wherein in Formula (II),
R! is
halogen,
cyano, or
Cl-C4 alkyl that may be substituted with halogen;
R? is
linear C1-C4 alkyl that is substituted with C3-C7 cycloalkyl;
branched C3-C6 alkyl that may be substituted with halogen, C3-C7
cycloalkyl, one or more C3-C6 monocyclic unsaturated heterocyclic
groups containing one sulfur atom, or Cl1-C4 alkoxy;
C3-C7 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-C12 bridged cycloalkyl selected from bicyclo[l.1.1]pentan-1-yl
and bicyclo[2.2.1]heptan-2-yl;
X is
N or
CR3, wherein R3 1is

hydrogen; or
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C2-C4 alkynyl that is substituted with

Cl-C6 alkyl that may be substituted with hydroxy,

C3-C7 cycloalkyl,

one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or

one or more C3-C6 monocyclic unsaturated
heterocyclic groups that contain 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur; and

n is an integer of 1.

[Item 20]

The use according to any one of any one of items 13 to
19, wherein the compound represented by Formula (I) or a salt
thereof is a compound represented by Formula (IX) below or a salt

thereof:

(IX)

wherein R! is halogen or Cl1-C4 alkyl;

R? is

branched C3-C6 alkyl that may be substituted with halogen or C3-
C5 cycloalkyl;

C3-C5 cycloalkyl that may be substituted with C1-C4 alkyl; or
bicyclo[2.2.1]heptan-2-yl; and

X is
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N or
CR3, wherein R3 is
hydrogen; or
ethynyl or propynyl that is substituted with
Cl-C4 alkyl that may be substituted with hydroxy,
C3-C5 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen and oxygen, or
one or more C3-C6 monocyclic unsaturated

heterocyclic groups that contain 1 to 3 nitrogen atoms.

[Item 21]
The use according to item 20, wherein in Formula (IX),
R! is bromine or methyl;
R? is
branched C3-C6 alkyl that may be substituted with fluorine or C3-
C5 cycloalkyl, or
C3-C5 cycloalkyl that may be substituted with methyl; and
X is
N or

CR3, wherein R3 is hydrogen.
[Item 22]

A compound represented by Formula (I’) below or a salt

thereof:

(r’)

wherein A is pyrazolyl substituted with n-number of R!;
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R! is
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C3-C7 cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-Cl10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
R? is
substituted or unsubstituted C1-Cl0 alkyl,
substituted or unsubstituted C3-C4 cycloalkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C3-C4 cycloalkenyl,
substituted or unsubstituted C4-Cl2 bridged cycloalkyl,
substituted or unsubstituted C6-Cl4 aromatic hydrocarbon, or
a substituted or unsubstituted C3-Cl10 monocyclic or polycyclic
saturated or unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur;
X is
N or
CR3, wherein R3 is
hydrogen,
halogen,
cyano,
substituted or unsubstituted C1-C6 alkyl,
substituted or unsubstituted C2-C6 alkenyl,
substituted or unsubstituted C2-C6 alkynyl,
substituted or unsubstituted C1-C6 alkoxy,
substituted or unsubstituted amino,
substituted or unsubstituted C6-Cl4 aromatic
hydrocarbon, or

a substituted or unsubstituted C3-Cl0 monocyclic or
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polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and

n is an integer of 0 to 3,

wherein when n is 2 or 3, R! may be identical or different from
each other; and

wherein when a group is substituted, the group is substituted
with at least one substituent selected from the group consisting
of halogen; hydroxy; cyano; nitro; C1-Cl0 alkyl; halogeno C1-C10
alkyl; hydroxyl C1-Cl10 alkyl; Cl1-C6 alkoxy Cl1-Cl0 alkyl; C3-C7
cycloalkyl; C3-C7 cycloalkyl-substituted C1-C10 alkyl; C4-Cl2
bridged cycloalkyl; C7-Cl4 aralkyl; C2-C6 alkenyl; C2-C6 alkynyl;
Cl-C6 alkoxy; halogeno Cl-C6 alkoxy; C3-C7 cycloalkoxy; C3-C7
cycloalkyl-substituted Cl-Cd4alkoxy; C7-Cl4 aralkyloxy; Cl1-Cé6
alkylthio; C3-C7 cycloalkyl-substituted C1-C4 alkylthio; amino;
amino mono-substituted with linear or branched C1-C6 alkyl; amino
di-substituted with linear or Jbranched Cl1-C6 alkyl; C3-C7
cycloalkyl-substituted C1-C4 alkylamino; linear or branched (Cl-
C6 alkyl)carbonyl; (C6-Cl4 aryl)carbonyl; linear or branched (Cl-
C6 alkyl)carbonyloxy; (C6-Cl4 aryl)carbonyloxy,; o0xo; carboxyl;
(C1-C6 alkoxy)carbonyl; (C7-Cl4 aralkyl)oxycarbonyl; carbamoyl;
C3-C10 monocyclic or polycyclic saturated heterocyclic group
containing 1 to 3 identical or different heteroatoms selected
from nitrogen, oxygen, and sulfur; C3-Cl0 monocyclic or
polycyclic unsaturated heterocyclic group containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; C6-Cl4 aromatic hydrocarbon; oxy to which C3-Cl10
monocyclic or polycyclic saturated heterocyclic group containing
1 to 3 identical or different heterocatoms selected from nitrogen,

oxygen, and sulfur is bonded.

[Item 23]
The compound or a salt thereof according to item 22,
wherein in Formula (I’),

A is pyrazolyl substituted with n-number of R!;
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R! is
halogen;
cyano;
Cl-C6 alkyl that may be substituted with halogen or C1-C4 alkoxy;
C3-C7 cycloalkyl;
phenyl; or
a C3-C6 monocyclic unsaturated heterocyclic group containing one
oxygen atom or one sulfur atom;
R? is
linear C1-C6 alkyl or branched C3-C8 alkyl that may be
substituted with halogen, C3-C7 cycloalkyl, phenyl, Cl1-C4 alkoxy,
or one or more C3-C6 monocyclic unsaturated heterocyclic groups
containing one oxygen atom or one sulfur atom;
C3-C4 cycloalkyl that may be substituted with halogen, C1-C4
alkyl, halogeno Cl1-C4 alkyl, or C3-C5 cycloalkyl;
C2-C6 alkenyl that may be substituted with halogen; or
C4-Cl2 bridged cycloalkyl that may be substituted with C1-C4
alkyl;
X is
N or
CR3, wherein R3 is
hydrogen;
halogen;
Cl-C6 alkyl;
C2-C4 alkynyl that may be substituted with
Cl-C6 alkyl that may be substituted with hydroxy,
C3-C7 cycloalkyl,
one or more C3-C6 monocyclic saturated
heterocyclic groups containing 1 to 3 identical or different
heteroatoms selected from nitrogen, oxygen, and sulfur, or
one or more C3-Cl0 monocyclic or polycyclic
unsaturated heterocyclic groups that contain 1 to 3 identical or
different heterocatoms selected from nitrogen, oxygen, and sulfur;
or

Cl-C4 alkoxy that may be substituted with one or more
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C3-C6 monocyclic saturated heterocyclic groups containing 1 to 3
identical or different heteroatoms selected from nitrogen, oxygen,
and sulfur; and

n is an integer of 1 or 2,

wherein when n is 2, R! may be identical or different from each

other.
[Item 24]

The compound or a salt thereof according to item 22 or

23, represented by Formula (II’) below:

y /N(:*‘)n

ar

wherein R! is

halogen;

cyano;

Cl-C6 alkyl that may be substituted with halogen;

C3-C7 cycloalkyl;

phenyl; or
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