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Claims

[Claim 1]
A compound represented by the general for
a pharmacclogically acceptable salt thereofy

[Formula 1]

G R
\l/ Y1
Q N
7N
NN
wherein

r! represents a hydrogen atom, a C;-Cgs alkyl group, a
fluoro-C1-Cs alKyl group, or a hydroxy-Ci-Cs alkyl group;
Q represents/an oxygen atom or RN, wherein

R® represefits a hydrogen atom or a C;-C¢ alkyl group:;

G reprefgents a phenyl group or a 5- or 6-membered

aryl group having, in the ring, 1 to 3 heteroatoms
ingependently selected from the group consisting of a
itrogen atom, an oxygen atom, and a sulfur atom, wherein
the 5-membered heterocaryl group optionally has 1 or 2
substituents independently selected from the group

consisting of a halogen atom, a cyano group, a C;-Cs
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alkyl group, a C;-Cg alkoxy group, a dihalo-C;-Cg alkyl
group, and a trihalo-C;-C¢ alkyl group, and

the phenyl group and the 6-membered heteroaryl grodp each
optionally have 1 to 3 substituents independent

selected from the group consisting of a 5- or/6-membered
hetercaryl group having, in the ring, 1 to heterocatoms
independently selected from the group copsisting of a
nitrogen atom, an oxygen atom, and a sglfur atcm, a
halogen atom, a cyano group, a C;-Cg/alkyl group, a Ci1-Cq
alkoxy group, and a trihalo-C;-C¢ Alkyl group;

T represents a nitrogen atom o CR®, wherein

RP represents a hydrogen atomy, a halogen atom, a Ci;-Cs
alkyl group, a C;-Cg alkoxy/ group, Or a cyano group;

Y' and Y? each independeptly represents a hydrogen atom,
a halogen atom, a Ci~-0% alkyl group, a C;~Cg¢ alkoxy group,
oY a cyano group; d

Y® and Y! each independently represents a hydrogen atom,
a group selectgd from group A described below, or

a group repyesented by the following formula (II):

[Formula /]

(I

wherein

W represents an oxygen atom or CR%ﬁ, wherein
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R° and R? each independently represents a hydroge
atom, a C;-Cg¢ alkyl group, or an amino group, oOr

R® and R® optionally form a C3-Cg cycloalkyl group
together with the carbon atom bonded to R® and
n represents 0, 1, or 2;

R? and R’ each independently represen a hydrogen
atom, an amino group, a C;-C¢ alkyl group, an amino-C;-Cg
alkyl group, a C;-Cs alkylamino group,/or a di-C;-Ce
alkylamino group
(provided that any one of Y’ and #! inevitably represents
a hydrogen atom, and the other/group represents a group
other than a hydrogen atom),
group A: -0-M, -S-M, and

(M represents a Ci;-£s alkyl group having 1 or 2
substituents independéntly selected from group B
described below, ar amino-C;-Cg cycloalkyl group, a 4- to
o-membered aliphgtic heterocyclic group having one

nitrogen atom Zn the ring, or a 5- or 6-membered

having gne nitrogen atom in the ring),

an amino group, a hydroxy group, a C;-Cs

lamino group, a di-C;-Cg¢ alkylamino group, a C3-Cg
ycloalkylamino group, an amino-C3-Cgs cycloalkyl group, a

hydroxy-C;-C¢ alkylamino group, a 4- to 6-membered

aliphatic heterocyclic group having one nitrogen atom in




- 271 -

the ring, and a 6-membered aliphatic heterocyclic grogp
having one nitrogen atom and one oxygen atom in the/ ring
(the 4~ to 6-membered aliphatic heterocycli¢/ group
having one nitrogen atom in the ring and the 6/membered
aliphatic heterocyclic group having one nitrfgen atom and
one oxygen atom in the ring each optiocnal having 1 or 2
substituents independently selected froy group C
described below),
group C: a halogen atom, a C1-Cs allyl group, and a
hydroxy-C;~Cs alkyl group, and
group D: an amino group and a Jalogen atom.
[Claim 2]

A compound according £o claim 1 or a
pharmacologically accepyable salt thereof, wherein in the

formula (I),

ally acceptable salt thereof, wherein in the

A compound according to any one of claims 1 to 3 or
a pharmacologically acceptable salt thereof, wherein in
the formula (I),

Y? represents a hydrogen atom.
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[Claim 5]

A compound according to any one of claims 1 to/4 or
a pharmacologically acceptable salt thereof, whe
the formula (I),
G is represented by the following formula (IAI):

[Formula 3]

()

wherein
V represents CR® or nitrogen atom; and
R*, R°, R®° and R® ¢ach independently represents a
hydrogen atom, a halgfgen atom, a cyano group, or a 5- or
6-membered heteroaryl group having, in the ring, 1 to 3
heteroatoms indefendently selected from the group
consisting of /a nitrogen atom, an oxygen atom, and a
sulfur ato
(prof¥ided that when V represents CR®, at least one
of Rﬂ 5, R6, and R® represents a hydrogen atom).
A compound according to any one of claims 1 to 4 or
a pharmacologically acceptable salt thereof, wherein in
the formula (I),
G is represented by the following formula (IV):

[Formula 4]
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U]

wherein
U represents a nitrogen atom or CH;
R’ represents a hydrogen atom or a £1-Cs alkyl group;
and

R® represents a hydrogen atom,/a C;-C¢ alkyl group,
or a halogen atom.
[Claim 7]

A compound according tg¢/any one of claims 1 to 4 or
a pharmacologically accepfable salt thereof, wherein in
the formula (I),
G is any of the follg¢Wing G* to G°:

[Formula 5]

compound according to any one of claims 1 to 7 or
harmacologically acceptable salt thereof, wherein in
he formula (I),

Y® represents a group selected from group al:

group al: -o-M*, -s-M!, and -NH-M
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(M* represents a C;-Cg alkyl group having 1 or 2
substituents independently selected from group B!

described below, an amino-Cs3;-C¢ cycloalkyl group

aliphatic heterocyclic group substituted/by 1 or 2
halogen atoms and having one nitrogen Atom in the ring),
group B': an amino group, a hydroxy Aroup, a Ci1-Cg
alkylamino group, a di-C;-C¢ alkylamino group, a C;3-Cg
cycloalkylamino group, an aming~C;-C¢ cycloalkyl group, a
hydroxy-C;-C¢ alkylamino groyp, and a 4- to 6-membered
aliphatic heterocyclic grofip having one nitrogen atom in
ered aliphatic heterocyclic group
having one nitrogey atom in the ring optionally having 1
or 2 substituen independently selected from group C*

described bel and

group C': alogen atom, a C;-Cg alkyl group, and a

A compound according to any one of claims 1 to 7 or
a/pharmacologically acceptable salt thereof, wherein in
the formula (I),

Y* represents -0-M?, wherein

M? is any of the following M*® to M*':

[Formula 6]
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[Claim 10]

A compound according to any opfe of claims 1 to 7 or
a pharmacologically acceptable sAlt thereof, wherein in
the formula (I),
owing formula (V):

Y* is represented by the fo

[Formula 7]

T
W)

wherein
n represents or 2; and
R*! and R* ch independently represents a hydrogen atom,

an amino 4roup, a Ci1-Cg alkyl group, an amino-C;-Cs alkyl

A compound according to any one of claims 1 to 7 or
pharmacologically acceptable salt thereof, wherein in
the formula (I),

Y* is the following Y® or Y*:

[Formula 8]
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N

NH, CHy  NH,
Vet
AL AL
v v

[Claim 12]

Any one compound selected from the following group

or a pharmacologically acceptable salt ereof:
N-[ (1R)-1-(3~fluorophenyl)ethyl]-3-[4/£[[ (2S)-pyrrolidin~-
2-yllmethoxylphenyllimidazo[l,2-blp¥ridazin-6-amine,
N-[ (1R) -1~ (3~-fluorophenyl)ethyl]/B3-{4-[2-
(methylamino)ethoxy]phenyl]limidazo[l,2~blpyridazin-6-
amine,
3-[4-[[(2S)~azetidin-2-yl fiethoxy]phenyl]-N-[ (1R) -1~ (3~
fluorophenyl)ethyl]limidazo[l,2-blpyridazin-6-amine,
3-[4-[(2R)~-2-aminoprooxy]lphenyl]-N-[ (1R)-1-(3-
fluorophenyl)ethyl]fmidazo[l,2-blpyridazin-6-amine,
3-[4~-[(2S)-2-aminbpropoxylphenyl]-N-[ (1R} =-1- (3~
fluorophenyl)eyhyl]limidazo[l,2-blpyridazin-6-amine,
(45)-4-aminof#1l-[4~[6~-[ (LR)-1-(3-
fluorophenfl)ethoxylimidazo[l,2-b]lpyridazin-3-
vllphenyllpyrrolidin-2-one,
(48) -4-amino-1-[4-[6-[[ (1R)-1- (3~
flugrophenyl)ethyllamino]imidazo[l,2-blpyridazin-3-

Jphenyllpyrrolidin-2-one,
(4S)-4-amino-1-[5-[6-[(1R)-1-(3-
fluorophenyl)ethoxyl]imidazol[l,2-blpyridazin-3-yl]-2-

pyridyl]pyrrolidin-2-one,
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(48)~-4-amino-1-{4-[6-[ (3-fluorophenyl)methyl-
methylaminolimidazo([l,2-blpyridazin-3-
yllphenyl]lpyrrolidin-2-one, and
{(48)-4-amino-1-[4~[6~[ (3~-fluorophenyl)methyl-
methylaminolimidazo[l,2-b]lpyridazin-3-yl]-3-
methoxyphenyl]pyrrolidin-2-one.
[Claim 13]

N-[ (1R)-1-(3-Fluorophenyl)ethyl]
pyrrolidin-2-yl]methoxy]lphenyl]limidhzo[l,2-blpyridazin-6-
amine.
[Claim 14]

3-[4-[ (2R) =2-AminopropoXy]phenyl] -N-[ (1R) -1~ (3~
fluorophenyl)ethyl]limidazg/[l,2~b]lpyridazin-6-amine.
[Claim 15]

(43)-4-Amino-1-[A-[6-[ (1R)-1- (3~
fluorophenyl)ethoxy]limidazo[l,2-blpyridazin-3-
yl]lphenyl]pyrrolfdin-2-one.

[Claim 16]

(48) -4-Amino-1-[4-[6-[ (3~-fluorophenyl)methyl-
methylamifio] imidazo[l,2~-blpyridazin-3-
yl]lphenfl]lpyrrolidin-2-one.

17]
N-{(1R)-1-(3~Fluorophenyl)ethyl]-3-[4-[[(23)~-
yrrolidin-2-yllmethoxylphenyl]limidazol[l,2-blpyridazin-6-

amine maleate.

[Claim 18]



- 278 -

N-[ (1R)=-1-(3-Fluorophenyl)ethyl]-3-{4-[[(23)-
pyrrolidin-2-yllmethoxy]phenyl]imidazo[l,2-b]pyridaZin-6-
amine adipate.

[Claim 19]

methanesulfonate.
[Claim 20]

3-[4-[ (2R) -2-Aminopropoxylphengl]-N-{[ (1R)-1- (3~
fluorophenyl)ethyl]imidazo[l,2~-b)Ypyridazin-6-amine
adipate.

[Claim 21]

(45)-4~-Amino-1-[4-[6+/] (1R)-1-(3-
fluorophenyl)ethoxyl]imidazo[l,2-blpyridazin-3~
yl]lphenyl]lpyrrolidin-2~one benzenesulfonate.
[Claim 22]

(45)-4-Aming-1-[4-[6-[(1R)-1-(3-
fluorophenyl)ethoxylimidazo[l,2-blpyridazin-3-
yl]lphenyl]pyrrolidin~2-one hydrochloride.
[Claim 23
)=4-Amino-1-[4-{6~-[(1R)-1-(3-
fluofophenyl)ethoxylimidazo{l, 2-b]lpyridazin-3~-
yilAphenyl]pyrrolidin-2-one adipate.

[Claim 24]
(4S)-4-Amino-1-[4~-[6-[(1R)=-1-(3~
fluorophenyl)ethoxylimidazo[l,2-blpyridazin-3-

yllphenyl]lpyrrolidin-2-one lactate.
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[Claim 25]

(45)-4-Amino-1-[4-[6-[ (1R)-1- (3~
fluorophenyl)ethoxylimidazol[l,2-blpyridazin-3-
yllphenyl]lpyrrolidin-2-one benzoate.

[Claim 26]

(4S) ~4-Amino-1-[4-[6~[ (3-fluorophenyl )fnethyl-
methylamino]imidazo[l,2-blpyridazin-3-
yllphenyl]lpyrrolidin~-2-one benzenesulffnate.

[Claim 27]

(4S)-4-Amino-1-{4-[6~[ (3-flugkophenyl)methyl-
methylamino]imidazo[1l,2-blpyriddzin-3-
yl]lphenyl]lpyrrolidin~-2~one addpate.

[Claim 28]

(4S)-4-Amino-1-[4-[6~[ (3-fluorophenyl)methyl-
methylamino}imidazo([l,Z-blpyridazin-3-
yl]lphenyl]pyrrolidin/t2-one camphorate.

[Claim 29]

A ROS1 kinake enzyme activity inhibitor comprising a
compound accofding to any one of claims 1 to 28 or a
pharmacologAcally acceptable salt thereof as an active
ingredie
[Claim/30]

An NTRK kinase enzyme activity inhibitor comprising
a fompound according to any one of claims 1 to 28 or a

harmacologically acceptable salt thereof as an active

ingredient.

[Claim 31]
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A pharmaceutical composition comprising a compouynd
according to any one of claims 1 to 28 or a
pharmacologically acceptable salt thereof as an Active
ingredient.

[Claim 32]

An antitumor agent comprising a compdbund according
to any one of claims 1 to 28 or a phaphacologically
acceptable salt thereof as an activg ingredient.

[Claim 33]

An antitumor agent accordjfig to claim 32, wherein
the tumor is hematological lignant tumor (leukemia,
lymphoma, or multiple myeYoma), brain tumor, head and .
neck cancer, esophageal/ cancer, gastric cancer, appendix
cancer, colon cancer/ anus cancer, gallbladder cancer,
bile duct cancer, fancreatic cancer, gastrointestinal
stromal tumor, Xung cancer, liver cancer, mesothelioma,
thyroid cancef, kidney cancer, prostate cancer,
neuroendocyine tumor, melanoma, breast cancer, uterine
body canfer, uterine cervical cancer, ovary cancer,
osteogarcoma, soft tissue sarcoma, Kaposi's sarcoma,
myogSarcoma, urinary bladder cancer, or testicular cancer.

Claim 34]

A therapeutic agent for a tumor having a detectable

increase in the expression level of R0OS1 gene, comprising

a compound according to any one of claims 1 to 28 or a
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pharmacologically acceptable salt thereof as an activy,
ingredient.
[Claim 35]

A therapeutic agent for a tumor having a gletectable
increase in the expression level of NTRK geng, comprising
a compound according to any one of claims to 28 or a
pharmacologically acceptable salt thereg¢gff as an active
ingredient.

[Claim 36]

A therapeutic agent for a tyfior having a detectable
expression of ROS1 fusion gene/ comprising a compound
according to any one of claipis 1 to 28 or a
pharmacologically acceptalblle salt thereof as an active
ingredient.

[Claim 37]

A therapeutic #Zgent for a tumor having a detectable
expression of NT fusion gene, comprising a compound
according to apy one of claims 1 to 28 or a
pharmacologigally acceptable salt thereof as an active
ingredien
[Claim
therapeutic agent for a tumor that is treatable by
the/inhibition of ROS1 kinase enzyme activity, comprising
compound according to any one of claims 1 to 28 or a
pharmacologically acceptable salt thereof as an active

ingredient.

[Claim 39]
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A therapeutic agent for a tumor that is treatab
the inhibition of NTRK kinase enzyme activity, comgrising
a compound according to any one of claims 1 to 28 or a

pharmacologically acceptable salt thereof as active

ingredient.
[Claim 40]

A method for treating a tumor, comprising
administering a compound according to/any one of claims 1
to 28 or a pharmacologically accept@able salt thereof.
[Claim 41]

A method for treating a tymor according to claim 40,
wherein the tumor is hematolpgical malignant tumor
{(leukemia, lymphoma, or myltiple myeloma), brain tumor,
head and neck cancer, esPphageal cancer, gastric cancer,
appendix cancer, coloy cancer, anus cancer, gallbladder
cancer, bile duct cgncer, pancreatic cancer,
gastrointestinal Agtromal tumor, lung cancer, liver cancer,
mesothelioma, yroid cancer, prostate cancer,

neuroendocripne tumor, melanoma, breast cancer, uterine

body cancey, uterine cervical cancer, ovary cancer,
osteosargoma, soft tissue sarcoma, Kaposi's sarcoma,
myosarfoma, kidney cancer, urinary bladder cancer, or
test/Acular cancer.
aim 42]

A method for treating a tumor having a detectable
increase in the expression level of RCS1 gene, comprising

administering a compound according to any one of claims 1
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to 28 or a pharmacologically acceptable salt thereof
an active ingredient.
[Claim 43]

An agent for treating a tumor having a detfctable
increase in the expression level of NTRK genef comprising
a compound according to any one of claims to 28 or a
pharmacologically acceptable salt thereof as an active
ingredient.
[Claim 44]

A method for treating a tumor/having a detectable
expression of ROS1 fusion gene, /comprising administering
a compound according to any ofle of claims 1 to 28 or a
pharmacclogically acceptab salt thereof.
[Claim 45]

A method for treat/ing a tumor having a detectable
expression of NTRK fydsion gene, comprising administering
a compound accordifig to any one of claims 1 to 28 or a
pharmacological acceptable salt thereof.
[Claim 46]

A methgd for treating a tumor that is treatable by
the inhibAtion of ROS1 kinase enzyme activity, comprising
administering a compound according to any one of claims 1
to or a pharmacologically acceptable salt thereof.

A method for treating a tumor that is treatable by

the inhibition of NTRK kinase enzyme activity, comprising

a compound according to any one of claims 1 to 28 or a
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pharmacologically acceptable sa ereof as an active

ingredient.
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Claims

1. A compound represented by the general formula (I)

or a pharmacologically acceptable salt thereof:

wherein

rR! represents a hydrogen atom, a C;-C¢ alkyl group, a
fluoro-C;-C¢ alkyl group, or a hydroxy-C;-Cs alkyl group;
Q represents an oxygen atom or RN, wherein

R* represents a hydrogen atom or a C;-Ce¢ alkyl group;

G represents a phenyl group or a 5- or 6-membered
heteroaryl group having, in the ring, 1 to 3 heteroatoms
independently selected from the group consisting of a
nitrogen atom, an oxygen atom, and a sulfur atom, wherein
the 5-membered heteroaryl group optionally has 1 or 2
substituents independently selected from the group
consisting of a halogen atom, a cyano group, a C;~Cs
alkyl group, a C;-Cgs alkoxy group, a dihalo-C;-Cg alkyl

group, and a trihalo-C;-C¢ alkyl group, and
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the phenyl group and the 6-membered heteroaryl group each
optionally have 1 to 3 substituents independently
selected from the group consisting of a 5- or 6-membered
heteroaryl group having, in the ring, 1 to 3 heteroatoms
independently selected from the group consisting of a
nitrogen atom, an oxygen atom, and a sulfur atom, a
halogen atom, a cyano group, a C;-Cg alkyl group, a C;-Cg
alkoxy group, and a trihalo-C;-Ce alkyl group;

T represents a nitrogen atom or CR®, wherein

R® represents a hydrogen atom, a halogen atom, a Ci1~Cg
alkyl group, a C1=Cg¢ alkoxy group, Or a cyano group;

Y! and Y? each independently represents a hydrogen atom,
a halogen atom, a C3-Cg alkyl group, a Ci1-Cs alkoxy group,
or a cyano group; and

Y® and Y* each independently represents a hydrogen atom,
a group selected from group A as defined below, or

a group represented by the following formula (II):

U]

wherein

W represents an oxygen atom or CR°RY, wherein

R and R? each independently represents a hydrogen
atom, a C;-Cg alkyl group, or an amino group, Or

R® and R? optiocnally form a C3-Cg cycloalkyl group

together with the carbon atom bonded to R® and RY;
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n represents 0, 1, or 2;

R? and R® each independently represents a hydrogen
atom, an amino group, a C;-Cg¢ alkyl group, an amino-C;-Cg
alkyl group, a C;-Cg alkylamino group, or a di-Cy;-Cg
alkylamino group
provided that any one of v? and Y! inevitably represents
a hydrogen atom, and the other group represents a group
other than a hydrogen atom,
group A: -0-M, -S5-M, and -NH-M

where M represents a (;~Cg alkyl group having 1 or 2
substituents independently selected from group B as
defined below, an amino-C3-Cg cycloalkyl group, a 4~ to
6-membered aliphatic heterocyclic group having one
nitrogen atom in the ring, or a 5- or 6-membered
aliphatic heterocyclic group having 1 or 2 substituents
independently selected from group D as defined below and
having one nitrogen atom in the ring,
group B: an amino group, a hydroxy group, a C;-Ce
alkylamino group, a di-C;—Cg alkylamino group, a C3-Cg
cycloalkylamino group, an amino-C3-Cg¢ cycloalkyl group, a
hydroxy-C;-C¢ alkylamino group, a 4- to 6-membered
aliphatic heterocyclic group having one nitrogen atom in
the ring, and a 6-membered aliphatic heterocyclic group
having one nitrogen atom and one oxygen atom in the ring,

the 4- to 6-membered aliphatic heterocyclic group
having one nitrogen atom in the ring and the 6-membered
aliphatic heterocyclic group having one nitrogen atom and

one oxygen atom in the ring each optionally having 1 or 2
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substituents independently selected from group C as
defined below,

group C: a halogen atom, a C;-Cg alkyl group, and a
hydroxy-C,-Cs alkyl group, and

group D: an amino group and a halogen atom.

2. A compound according to claim 1 or a
pharmacologically acceptable salt thereof, wherein in the
formula (I),

Q represents an oxygen atom.

3. A compound according to claim 1 or a
pharmacologically acceptable salt thereof, wherein in the
formula (I),

Q represents RN, wherein

R® represents a hydrogen atom or a Ci;-Cg¢ alkyl group.

4. A compound according to any one of claims 1 to 3
or a pharmacologically acceptable salt thereof, wherein
in the formula (I),

Y? represents a hydrogen atom.

5. A compound according to any one of claims 1 to 4
or a pharmacologically acceptable salt thereof, wherein

in the formula (I),
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G is represented by the following formula (III):

)

wherein

V represents CR® or a nitrogen atom; and

R, R®, R®, and R® each independently represents a
hydrogen atom, a halogen atom, a cyano group, or a 5- or
6-membered heteroaryl group having, in the ring, 1 to 3
heterocatoms independently selected from the group
consisting of a nitrogen atom, an oxygen atom, and a
sulfur atom,

provided that when V represents CR®%, at least one of

R*, R®, R®, and R® represents a hydrogen atom.

6. A compound according to any one of claims 1 to 4
or a pharmacologically acceptable salt thereof, wherein
in the formula (I),

G is represented by the following formula (IV):

v}

wherein

U represents a nitrogen atom or CH;
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R’ represents a hydrogen atom or a C;-Cg alkyl group;
and
R® represents a hydrogen atom, a C;-Cg¢ alkyl group,

or a halogen atom.

7. A compound according to any one of claims 1 to 4
or a pharmacologically acceptable salt thereof, wherein
in the formula (1),

G is any of the following G* to G®:

F F (‘:Hg
= ¢ N\N
F N \%
£
Ga Gh GC L Gd Ge

8. A compound according to any one of claims 1 to 7
or a pharmacologically acceptable salt thereof, wherein
in the formula (I},

Y* represents a group selected from group A':
group A': -o-M!, -s-M!}, and -NH-M!,

where M! represents a C;-C¢ alkyl group having 1 or 2
substituents independently selected from group B' as
defined below, an amino-C3-Cg cycloalkyl group, a 4- to
6-membered aliphatic heterocyclic group having one
nitrogen atom in the ring, or a 5- or 6-membered
aliphatic heterocyclic group substituted by 1 or 2
halogen atoms and having one nitrogen atom in the ring,
group B': an amino group, a hydroxy group, a C1-Ce

alkylamino group, a di-C;~Cs alkylamino group, a C3-Ce
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cycloalkylamino group, an amino-C3;-C¢ cycloalkyl group, a
hydroxy-C1-C¢ alkylamino group, and a 4- to 6-membered
aliphatic heterocyclic group having one nitrogen atom in
the ring,

the 4~ to 6-membered aliphatic heterocyclic group
having one nitrogen atom in the ring optionally having 1
or 2 substituents independently selected from group C! as
defined below, and
group ct: a halogen atom, a C;-Cg alkyl group, and a

hydroxy-Ci~Cg¢ alkyl group.

9. A compound according to any one of claims 1 to 7
or a pharmacologically acceptable salt thereof, wherein
in the formula (I),

Y? represents -0-M?, wherein

M? is any of the following M*® to M?:

H
NH N
H H 2
AP NH, N ey
\(\/ on \(\/ \(\/ -
Mll MZD M?‘ M}d M?n

NH, NH;
HN
M OH . CH, HN. N
M Y e Mg. Wi H HN MZ"
OH

HyC

W

10. A compound according to any one of claims 1 to 7
or a pharmacologically acceptable salt therecof, wherein

in the formula (I),

Y is represented by the following formula (V):
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wherein

n represents 1 or 2; and

R?! and R®!' each independently represents a hydrogen atom,
an amino group, a C;~Cg alkyl group, an amino-C;-Cs alkyl

group, or a C1-C¢ alkylamino group.

11. A compound according to any one of claims 1 to 7
or a pharmacologically acceptable salt thereof, wherein
in the formula (I),

Y?! is the following Y® or Y°:

NH,
o;‘( S 0"//

L L

¥ Y

CHy  NH,

12. A compound which is:
N-[ (1R)~1-(3-fluorophenyl)ethyl]-3-[4-[[(2S)-pyrrolidin-
2-yllmethoxy]phenyllimidazo{l,2-blpyridazin-6-amine,
N-[ (1R)-1-(3-fluorophenyl)ethyl]}-3-[4~{2~-
{(methylamino)ethoxy]phenyl]imidazol[l,2-b]pyridazin-6-

amine,
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3-{4-[[(2S8)~azetidin-2~yl]lmethoxy]phenyl]~N~[ (1R)~1~ (3~
fluorophenyl)ethyllimidazo({l,2~b]pyridazin-6-amine,
3-[4~-[(2R)~2-aminopropoxy]phenyl]-N-[ (1R) -1~ (3~
fluorophenyl)ethyllimidazo[1l,2-blpyridazin-6-amine,
3-[4-[{28)-2~aminopropoxy]phenyl]~N-[ (1R)~1~ (3~
fluorophenyl)ethyllimidazo[l,2-blpyridazin~6-amine,
{48)~4-amino-1-[4-[6-[ (1R) -1~ (3~
fluorophenyl)ethoxy)imidazo[l, 2-blpyridazin-3-
yllphenyllpyrrolidin-2-~one,

(48) -4d-amino-1~[4~-[6~[[ (1R)-1-(3~
fluorophenyl)ethyl]amino]imidazo[l,2-blpyridazin-3~
yl]phenyl]pyrrolidin-2-one,
(48)~4-amino-1~[5-[6~[ (1R) -1~ (3~
fluorophenyl)ethoxylimidazo[l,2-blpyridazin-3-yl]j-2-
pyridyllpyrrelidin-2-one,

(4S)~4-amino-1~[4~-[6~[ {3-fluorophenyl)methyl-
methylaminolimidazo([l,2-blpyridazin-3-
yllphenyllpyrrolidin-2-one,

(4S) ~4-amino-1~-{4-[6-[ (3-fluorophenyl)methyl-
methylamino]imidazo[l,2-blpyridazin-3-yl1]-3~
methoxyphenyllpyrrolidin~-2-one;

or a pharmaceutically acceptable salt thereof.

13. A compound having the formula: N-[(1R)-1-(3-
Fluorophenyl)ethyl]-3-[4~-[[(283)~pyrrolidin-2~

yllmethoxylphenyllimidazo{l,2-bjpyridazin-6-amine.
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14. A compound having the formula: 3-[4~[(2R)~-2~
Aminopropoxylphenyl]-N-[{1R)-1-(3~

fluorophenyl)ethyllimidazo([l,2-b]pyridazin-6-amine.

15. A compound having the formula: (4S)-4~Amino-1-[4-
[6-=[ (1R)-1-(3-fluorophenyl)ethoxylimidazo[l, 2~

blpyridazin~3-yllphenyl]lpyrrolidin-2-one.

16. A compound having the formula: (43)-4-Amino-1-
[4-[6~[ (3~fluorophenyl)methyl-methylamino]imidazo[l,2-

blpyridazin-3-yllphenyl]lpyrrolidin-2-one.

17. A compound having the formula: N-[(1R)-1-(3-
Fluorophenyl)ethyl]-3-[4-[[(2S)-pyrrolidin-2-

yllmethoxy]lphenyllimidazo[l,2-blpyridazin-6-amine maleate.

18. A compound having the formula: N-[ (1R)-1-(3-
Fluorophenyl)ethyl]-3-[4-[([(2S)-pyrrolidin-2-

yllmethoxy]phenyllimidazo[l,2-blpyridazin~6~amine adipate.

19. A compound having the formula: 3-[4-[(2R)-2-
Aminopropoxy]phenyl]-N-[(1R)-1- (3~
fluorophenyl)ethyl]imidazo(l,2-blpyridazin-6-amine

methanesulfonate.

20. A compound having the formula: 3-[4-[{2R})-2-

Aminopropoxy]lphenyl]-N-[ (1R)-1-(3-
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fluorophenyl)ethyllimidazeo[1l,2~b]pyridazin-6-amine

adipate.

21. (48)-4-Amino-1-[4-{6~[(1R)-1- (3~
fluorophenyl)ethoxylimidazo[1l,2-b]lpyridazin-3-

yvllphenyllpyrrolidin-2-one benzenesulfonate.

22. (4S)-4-Amino-1-[4~-[6-[(1R)-1- (3~
fluorophenyl)ethoxylimidazo{l, 2-b]lpyridazin~-3-

yllphenyllpyrrolidin-2-one hydrochloride.

23. (48)~4~Amino-1-{4-[6-[{(1R)~1-(3~
fluorophenyl)ethoxylimidazo[l,2-blpyridazin-3-

yllphenyl]lpyrrelidin-2-one adipate.

24. (4S)-4-Amino-1-[4-[6~[(1R)~1~(3~-
fluorophenyl)ethoxylimidazo{1l,2-blpyridazin-3~

yllphenyl]pyrrolidin-2-one lactate.

25. (48)~-4-Amino-1-[4~[6~[(1R)-1-(3~-
fluorophenyl)ethoxyliimidazo{l,2-blpyridazin-3~-

yllphenyl]pyrrolidin-2-one benzoate.

26. (48)-4-Amino-1-[4-{6-{(3-fluorophenyl)methyl~-
methylaminolimidazo[l,2-b]pyridazin-3-

yl]lphenyl]pyrrolidin~2-one benzenesulfonate.
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27. (4S)-4-Amino-1-[4-[6-[ (3-fluorophenyl)methyl-
methylamino]imidazo([l,2-blpyridazin-3~-

yllphenyl]lpyrrolidin-2-one adipate.

28. (4S)-4-Amino-1-[4-[6-[ (3-fluorophenyl)methyl-
methylamino]imidazo[l,2-blpyridazin-3-

yllphenyl]lpyrrolidin-2-one camphorate.

29. A ROS1 kinase enzyme activity inhibitor
comprising a compound as defined in any one of claims 1
to 28 or a pharmacologically acceptable salt thereof and

a pharmaceutically acceptable carrier.

30. An NTRK kinase enzyme activity inhibitor
comprising a compound as defined in any one of claims 1
to 28 or a pharmacologically acceptable salt thereof and

a pharmaceutically acceptable carrier.

31. A pharmaceutical composition comprising a
compound as defined in any one of claims 1 to 28 or a
pharmacologically acceptable salt thereof and a

pharmaceutically acceptable carrier.

32. An antitumor agent comprising a compound as
defined in any one of claims 1 to 28 or a
pharmacologically acceptable salt thereof and a

pharmaceutically acceptable carrier.
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33. An antitumor agent according to claim 32,
wherein the tumor is hematological malignant tumor, brain
tumor, head and neck cancer, esophageal cancer, gastric
cancer, appendix cancer, colon cancer, anus cancer,
gallbladder cancer, bile duct cancer, pancreatic cancer,
gastrointestinal stromal tumor, lung cancer, liver cancer,
mesothelioma, thyroid cancer, kidney cancer, prostate
cancer, neuroendocrine tumor, melanoma, breast cancer,
uterine body cancer, uterine cervical cancer, ovary
cancer, osteosarcoma, soft tissue sarcoma, Kaposi's
sarcoma, myosarcoma, urinary bladder cancer, or

testicular cancer.

34. A therapeutic agent for a tumor having a
detectable increase in the expression level of ROS1 gene,
comprising a compound as defined in any one of claims 1
to 28 or a pharmacologically acceptable salt thereof and

a pharmaceutically acceptable carrier.

35. A therapeutic agent for a tumor having a
detectable increase in the expression level of NTRK gene,
comprising a compound as defined in any one of claims 1
to 28 or a pharmacologically acceptable salt thereof and

a pharmaceutically acceptable carrier.

36. A therapeutic agent for a tumor having a
detectable expression of ROS1 fusion gene, comprising a

compound as defined in any one of claims 1 to 28 or a
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pharmacologically acceptable salt thereof and a

pharmaceutically acceptable carrier.

37. A therapeutic agent for a tumor having a
detectable expression of NTRK fusion gene, comprising a
compound as defined in any one of claims 1 to 28 or a
pharmacologically acceptable salt thereof and a

pharmaceutically acceptable carrier.

38. A therapeutic agent for a tumor that is
treatable by the inhibition of ROS1 kinase enzyme
activity, comprising a compound as defined in any oﬁe of
claims 1 to 28 or a pharmacolcgically acceptable salt

thereof and a pharmaceutically acceptable carrier.

39. A therapeutic agent for a tumor that is
treatable by the inhibition of NTRK kinase enzyme
activity, comprising a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt

thereof and a pharmaceutically acceptable carrier.

40. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating

a tumor.

41. Use according to claim 40, wherein the tumor is

hematological malignant tumor (leukemia, lymphoma, or
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multiple myeloma), brain tumor, head and neck cancer,
esophageal cancer, gastric cancer, appendix cancer, colon
cancer, anus cancer, gallbladder cancer, bile duct cancer,
pancreatic cancer, gastrointestinal stromal tumor, lung
cancer, liver cancer, mesothelioma, thyroid cancer,
prostate cancer, neuroendocrine tumor, melanoma, breast
cancer, uterine body cancer, uterine cervical cancer,
ovary cancer, osteosarcoma, soft tissue sarcoma, Kaposi's
sarcoma, myosarcoma, Kkidney cancer, urinary bladder

cancer, or testicular cancer.

42. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating
a tumor having a detectable increase in the expression

level of ROS1 gene.

43. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating
a tumor having a detectable increase in the expression

level of NTRK gene.

44. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating
a tumor having a detectable expression of ROS1 fusion

gene.
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45. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating
a tumor having a detectable expression of NTRK fusion

gene.

46. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating
a tumor that is treatable by the inhibition of ROS1

kinase enzyme activity.

47. Use of a compound as defined in any one of
claims 1 to 28 or a pharmacologically acceptable salt
thereof for the manufacture of a medicament for treating
a tumor that is treatable by the inhibition of NTRK

kinase enzyme activity.



