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In the formula (I), the "saturated heterocyclic group®
reprégented by R’ preferably indicates a monocyclic or bicyclic
saturatad heterocyclic group preferably having any one or two
atoms selegted from oxygen, nitrogen, and sulfur atom(s). Examples
thereof inclidde a pyrrolidinyl group, a piperidinyl group, a
piperazinyl groyp, a hexamethyleneimino group, a morpholino group,
a thiomorpholino &roup, a homopiperidinyl group, a tetrahydrofuryl
group, and a tetrah opyryl group. Of these, a tetrahydrofuryl
group and a tetrahydropyryl group are preferable.

The group represented by R® is preferably an isobutyl group, a
2-methylbutyl group, an all group, a cyclopentyl group, a
cyclopropylmethyl group, a 2,2%difluoroethyl group, a 2,2,2-
trifluorocethyl group, a tetrahyddpfuryl group, or a
tetrahydreopyryl group.

[0017]

It is more preferable that, in the \formula (I), X represents

an ethylene group or an -0-Ci.. alkylene g@Qup; R' represents a
hydrogen atom or a Ci.; alkyl group; R® repredents a hydrogen atom
or a fluorine atom; and R® represents a Ci.g alRyl group, a Co.s
alkenyl group, a Ci.s cycloalkyl group, a (Cig cydNoalkyl) Ci.g
alkyl group, a halogeno-C;.s alkyl group or a saturated
heterocyclic group.
[0018]

In addition, it is further preferable that, in the forwula (I),
X represents an ethylene group or an -0-C;; alkylene group;
represents a hydrogen atom or a Cy.; alkyl group; R? represents
hydrogen atom or a fluorine atom; and R*® represents a Ci.¢ alkyl

group, a Cz-¢ alkenyl group, Cj;-s cycloalkyl group, A (Ci-g
cycloalkyl) Cj-¢ alkyl group, a halogeno-Ci.g alkyl group, or
a tetrahydrofuryl or tetrahydropyryl group.
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[0012]

Moreover, it is particularly preferable that, in the formula

(I), Rrepresents an ethylene group or -O-CH;CH;CHp-; R represents
a hydroggn atom, a methyl group or an ethyl group; R® represents a
hydrogen atom or a fluorine atom; and R? represents an isobutyl
group, a 2-methylbutyl group, an allyl group, a cyclopentyl group,
a cyclopropylmaihyl group, a 2,2-difluorcethyl group, a 2,2,2-
trifluoroethyl grQup, a tetrahydrofuryl group or a tetrahydropyryl
group.

[0020]
Examples of a pharmgceutically acceptable salt of the compound

represented by the formula\ (I) include: acid addition salts with
inorganic acids such as hydPochloric acid, hydrobromic acid,
hydroiodic acid, sulfuric acidy nitric acid oxr phosphoric acid, or
with oxganic acids such as formix acid, acetic acigd, propionic
acid, oxalic acid, malonic acid, sWecinic acid, fumaric acid,
maleic acid, lactic acid, malic acid)\ citric acid, tartaric acid,
carbonic acid, picric acid, methanesulfponic acid,
paratoluenesulfonic acid or glutamic acidy salts with inorganic
bases such as sodium, potassium, wagnesium,\ calcium or aluminum,
or with organic bases such as methylamine, ethylamine, meglumine
or ethanolamine, or with basic amino acids such\as lysine,
arginine or ornithine; and ammonium salts. Moreover, the compound
of the present invention includes an optical isomed\ and hydrate{s).
[(6021)

" The uracil compound of the present invention can be\produced

according to the following reaction steps.




THOO65E(F) 041912

Claims

1. anti-tumor effect potentiator comprising, as an active

wherein X represents a Qs alkylene group and one of methylene
groups constituting the al{ylene group is optionally substituted
with an oxygen atom;

R* represents a hydrogen atom a Ci-¢ alkyl group; R? represents a
hydrogen atom or a halogen atom;\and R® represents a Ci.¢ alkyl
group, a Ci.¢ alkenyl group, a Ca.g cloalkyl group, a (Cie
eyeloalkyl) Cie alkyl group, a halogago-Ci.¢ alkyl group or a

saturated heterocyclic group.

2. The anti-tumor effect potentiator accolding to cXaim 1
comprising, as an active ingredient, a uracil\compound or a
pharmaceutically acceptable salt thereof, wheredg, in the general
formula (I), X represents an ethylene group or an\0-C;., alkylene
group;

R® represents a hydrogen atom or a C,.. alkyl group; anX R?

represents a hydrogen atom or a fluorine atom.

3. The anti-tumor effect potentiator according to claim 1 2
comprising, as an active ingredient, a uracil compound or a

pharmaceutically acceptable salt thereof, wherein, in the general
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fxrmula (I), X represents an ethylene group or an -0-CH;CH,CH,-

a hydrogen atom or a £f£luorine atom;

sents aﬁ iscbutyl group, a 2-methylbutyl group, an
alliyl group, cyclopentyl group, a cyclopropylmethyl group, a
2,2-difluorcetlyl group, a 2,2,2-trifluorocethyl group, a
tetrahydrofuryl oup or a tetrahydropyryl group.

4. The anti-tumor eiNect potentlator according to c¢laim 1

comprising, as an active\ ingredient, a uracil compound or a

pharmaceutically acceptab salt therecf, which is selected from

the following group:
- N-{3-{cyclopropylmethoxy)bedzyl)-3-((2,4-dioxo-3,4-
dibhydropyrimidin-1 (2H) -yl) methox¥) propane-1-sulfonamide
L)ethyl)-3-{(2,4-dioxo0-3,4~
dihydropyrimidin-1 (2H) -yl)methoxy) prdpane-1l-sul fonamide

- 3-((2,4-dioxo0-3,4~-dihydropyrimidin-IX2H) ~y1l)methoxy) -N- { (R) ~1-
(3~ ((R) -tetrahydrofuran-~3-yloxy) phenyl) ethyl) propane-1-sulfonamide
- N-({3-(cyclopropylmethoxy)-4~fluorohenzyl\-3-((2,4-dioxo-3, 4-
dihydropyrimidin-1 (2H) ~yl)methoxy) propane-~-1-sXlfonamide

- (R)-N-{1-(3-({cyclopropylmethoxy)-4-fluoropheiyl)ethyl) -3-{(2,4-
dioxo-3,4-dihydropyrimidin-1 (2H) -yl) methoxy)propaie-1-sulfonamide
- N-(1-{3-(cyclopropylmethoxy)phenyl)ethyl)-3-((2,4\dioxo-3, 4-
dihydropyrimidin-~1 (2H) -yl)methoxy) propane-i-sulfonami
- N-(3-(cyclopentyloxy)benzyl) -3-((2,4-dioxo-3,4-dihydrdpyrimidin-
1 {2H) -yl)methoxy)propane-l-sulfonamide
- (R)—N—(l—(3—(cyclopropylmethoxy)—4;f1uorophenyl)propyl)-3- (2,4-

dioxo-3,4-dihydropyrimidin-1(2H) -yl)methoxy)propane-1-sulfonamie
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(R} -N-{1- (3~ (cyclopentyloxy) -4~fluorophenyl)ethyl) -3~ ((2, 4-

diox®-3,4-dihydropyrimidin-1(2H) -yl) methoxy) propane-1-sulfonamide

(3-({3) ~2-methylb\toxy) phenyl)ethyl) propane-1-sulfonamide
- (R}-N-(1-(3-{2,2ifluorocethoxy)phenyl)ethyl) -3-((2,4-dioxo-3,4-
dihydropyrimidin-1(2BEN.y1l) methoxy)propane-1-sul fonamide

~ (R)-3-((2,4~dioxo-3, 4\dihydropyrimidin-1 (28} -yl)methoxy) -N- (1-
{3~ (tetrahydro-2H-pyran-4-Yloxy)phenyl)ethyl)propane-i-sulfonamide
- (R)-3-((2,4~dioxo-3,4~dih)gropyrimidin-1{2H) -yl)methoxy) -N- (1~
(4-fluoro-3-(2,2,2-trifluorcetNoxy)phenyl) ethyl)propane-1-
sulfonamide
- (R)-N-{1-(3-(2,2-difluorocethoxy)\4-fluorophenyl)ethyl)-3-((2,64-
dioxo-3,4-dihydropyrimidin-1 (2H) -y1l) ®¢thoxy) propane-1-sulfonamide
- (R)-N-(1-(3-(allyloxy)phenyl)ethyl)-X-({2,4-dioxo-3,4-
dihydropyrimidin-1 (2H) -v1l) methoxy) propane\l-sulfonamide

- (R)~N-(1-(3- (cyclopropylmethoxy)phenyl)edayl) -3-((2,4~-dioxo-3,4-
dihydropyrimidin-1{2H) -yl)methoxy) propane-1-si\l fonamide
- {(R)-N=-(1-{3-{cyclopropylmethoxy)phenyl)propyI\-3- (2,4-dioxo-3,4-

dihydropyrimidin-1(2H) -y1) propane-1l-sulfonamide.

5. An anti-tumor drug comprising a combination of a
compound according to any of claims 1 to 4 or a pharmaceMtically

acceptable galt thereof and an anti-tumor agent.

6. The anti-tumor drug according to claim 5, wherein the anti

tumor agent is an antimetabeolite.
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The anti-tumor drug according to claim 5, wherein the anti-

(vherein X represents a Ci.; alky\ene group and one of methylene
groups constituting the alkylene gMoup is optionally substituted
with an oxygen atom;
R represents a hydrogen atom or a Ci.s Xlkyl group; R? represents a
hydrogen atom or a halogen atom; and R® rNpresents a Ci.s alkyl
group, a Cz.¢ alkenyl group, a Ci.¢ cycloalky\ group, a (Ca.g
cycloalkyl) Ci.s alkyl group, a halogeno-C,.s a\kyl group or a

saturated heterocyclic group).

9. The uracil compound according to claim 8 or a p armaceutically
acceptable salt thereof, wherein, in the general formu{a (I), X

represents an ethylene group or an -0-C;.; alkylene group
R' represents a hydrogen atom or a Ci.; alkyl group; and R?

represents a hydrogen atom or a fluorine atom.
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The uracil compound according to claim 8 or 9 or a
pharNaceutically acceptable salt thereof, wherein, in the general

(I), X represents an ethylene group or an -0-CH,CH;CH,-

R' represemks a hydrogen atom, a methyl group or an ethyl group; R?
represents a drogen atom or a fluorine atom;
and R® represen an isobutyl group, a 2-methylbutyl group, an
allyl group, a cyMlopentyl group, a cyclopropylmethyl group, a
2,2-diflucroethyl gdoup, a 2,2,2-trifluoroethyl group, a

tetrahydrofuryl group Qr a tetrahydropyryl group.

11. The uracil compound adMgording to claim 8 or a pharmaceutically

acceptable salt thereocf, whi is selected from the following

group:

- N-{3-(cyclopropylmethoxy)benzW) -3~ ((2,4~-dioxo-3,4-

dihydropyrimidin-1 (2H) -yl)methoxy)Xxopane-~1-sulfonamide

- {R)-N-(1-(3-{cyclopentyloxy)phenyl\ethyl) -3-( (2, 4-dioxo-3, 4~
dihydropyrimidin-1 {2H) -y1l) methoxy) propaRe-1-sulfonamide

~ 3-{(2,4-dioxo-3,4-dihydropyrimidin-1 (2N -y1l)methoxy) -N- ( (R} -1-
(3= (R} -tetrahydrofuran-3-yloxy)phenyl)ethyN propane-1-sulfonamide
- N-{(3-(cyclopropylmethoxy) -4-fluorobenzyl) -3\ ( (2, 4-dioxo-3, 4-
dihydropyrimidin-1 (2H) -yl) methoxy) propane -1-sul dnamide

- (R)-N-(1-(3- (cyclopropylmethoxy) -4-fluorophenyl thyl) -3-({2,4-
dioxo—3,4~dihydropyrimidin-1(2H)~yl)methoxy)propane- -gulfonamide
- N-(1-(3-(cyclopropylmethoxy)phenyl)ethyl) -3-{(2,4-dNox0-3,4-
dihydropyrimidin-1 (2H) -yl)methoxy)propane-1-sulfonamide
- N-(23-(cyclopentyloxy)benzyl)-3-((2,4-dioxo-3,4-dihydrop
1(2H) -y1l) methoxy) propane-1l-sulfonamide

- (R)—N—(l—(B-(cyclopropylmethoxy)-4-fluorophenyl)propyl)—3—(( 4-

dioxo-3,4-dihydropyrimidin-1 (2H) -yl) methoxy) propane-1-sul fonamide

80




THGOS5E(F) 041912

(R) -N-{1- (3~ (cyclopentyloxy) -4-£luorophenyl)ethyl) -3-( (2, 4-

(3-((8) -2-methylbRtoxy)phenyl) ethyl)propane-1l-sulfonanide
- (R)-N-(1-(3-(2,2¥ifluoroethoxy)phenyl) ethyl) -3- ({2, 4-dioxo-3, 4~
dihydropyrimidin-1 (2HN:y1)methoxy) propane-1-sulfonamide

- (R)-3-((2,4-dioxo-3, 4\dihydropyrimidin-1 (2H) -yl)methoxy) -N- (1-
(3 - (tetrahydro-2H-pyran-4-yloxy) phenyl) ethyl) propane-1l-sulfonamide
- (R)-3-((2,4-dioxo-3,4-dih ropyrimidin-1(2H) ~yl)methoxy)} -N~ (1-
{4-fluoro-3-(2,2,2-triflucroetNoxy)phenyl)ethyl)propane-1-
sulfonamide
- {R)-N-{1-(3-(2, 2-difluorcethoxy) 4~Eluorcphenyl)ethyl)-3- ({2, 4~
dioxo-~3,4-dihydropyrimidin-1(2H) -yl) dethoxy) propane-1-sulfonamide
- (R)-N-(1-(3-(allyloxy)phenyl)ethyl) -\- ( (2, 4-dioxo-3,4~
dihydropyrimidin-1 (2H) -yl)methoxy) propane\l-sulfonamide

- {R)-N-{1-(3-(cyclopropylmethoxy)phenyl)edNayl) -3-((2,4-dioxo~3, 4~
dihydropyxrimidin-1 (2H) -yl) methoxy)propane-1-s\lfonamide
- (R} -N-(1- (3~ {cyclopropylmethoxy)phenyl) propyI\-3- (2,4-dioxo-3,4 -~

dihydropyrimidin-1 (2H) -yl) propane-1-sulfonamide.

12. A combination of a uracil compound according to of claims

8 to 11 or a pharmaceutically acceptable salt thereof and an anti-

tumor agent for use in treating tumors.

13. The combination according to claim 12, wherein the anti-tuldor

agent is an antimetabolite.

81



THO065E(F) 041912

(whexrein X represents a Ci.s alkyle group and one of methylene

groups constituting the alkylene gro is optionally substituted

with an oxygen atom;
R' represents a hydrogen atom or a Cig alNyl group; R® represents a

hydrogen atom or a halogen atom; and R® repMesents a Ci alkyl
group, a C;.s alkenyl group, a Cie¢ cycloalkyl oup, a {Cjz_g
cycloalkyl) Ci.s alkyl gxoup, a halogeno-Ci;.s; alk group oOr a

saturated heterocyclic group).

group;
R represents a hydrogen atom or a Ci; alkyl group; and R?

represents a hydrogen atom or a fluorine atom.
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The method according to claim 15 or 16, wherein, in the
genexal formula (I), X represents an ethylene group or an -0-
CHzCH(R2- group;

R! repredents a hydrogen atom, a methyl group or an ethyl group; R?
represents \a hydrogen atom or a f£luorine atom;

and R’ represgnts an isobutyl group, a 2-methylbutyl group, an
allyl group, a \yclopentyl group, a cyclopropylmethyl group, a
2,2-difluorcethyINgroup, a 2,2,2-trifluoroethyl group, a
tetrahydrofuryl gro or a tetrahydropyryl group.
18. The method accordi to claim 15, wherein the compound of the
formula (I) is selected f£Mgm the following group:

- N-(3-(cyclopropylmethoxy)Nenzyl) -3- ((2,4-dioxo-3,4-
dihydropyrimidin-1 (2H) -yl)meth{xy) propane-1-sul fonamide

- (R)-N-{1-(3- (cyclopentyloxy)pdenyl)ethyl)-3-((2,4-dioxo-3, 4-
dihydropyrimidin-1 (2H) -yl)methoxy) Nropane-1-sulfonamide

- 3-{(2,4-dioxo~3,4-dihydropyrimidin 1L {2E) -yl)methoxy) -N- ( {R) -1-
(3~ {({R) -tetrahydrofuran-3-yloxy) phenyl \thyl) propane-1-sulfonamide
- N-(3-(cyclopropylmethoxy) -4-fluorobenzXl) -3~ ( (2, 4-dioxo-3, 4~
dihydropyrimidin-1 (2H) -yl) methoxy) propane-i\sulfonamide

- (R}-N-(1-(3- (cyclopropylmethoxy) ~4~fluoropdenyl)ethyl) -3-((2,4-
dioxo-s,4—dihydropyrimidin—1(2H)—yl)methoxy)pro ne-i-sulfonamide

- N-(1-(3-(cyclopropylmethoxy)phenyl)ethyl) -3- ((2\4-dioxo-3,4-
dihydropyrimidin-l(zH)—yl)methoxy)ﬁropane-l—sulfona (de

- N-(3-(cyclopentyloxy)benzyl)-3-((2,4-dioxo-3, 4-dihySropyrimidin-
1 (2H) -yl)methoxy) propane-1l-sulfonamide
- (R)-N-(1- (3~ (cyclopropylmethoxy) -4 - £ luorophenyl) propyl) W~ { (2, 4-
dioxo—B,4~dihydropyrimidin—1(2H)—yl)methoxy)propane-1~sulfon ide
- (R)-N- (1~ (3-(cyclopentyloxy) -4-fluorophenyl)ethyl) -3-( (2, 4-

dioxo-3,4-dihydropyrimidin-1 (2H) -y1l)methoxy) propane-1-sulfonamide
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(R)—3-((2,4~dioxo—3,4—dihydropyrimidin-l(2H)—yl)methoxy)—N—(l-

- (R)-3-((2,4-dioxd3,4-dihydropyrimidin-1 (2H) -yl) methoxy) -N- (1-
(3- (tetrahydro-2H-pyx -4~yloxy)phenyl}ethyl) propane-1-sulfonamide
- (R)-3-((2,4-dioxo-3, dihydropyrimidin-1 (2H) -y1)methoxy) ~-N- (1-
(4-fluoro-3-(2,2,2-triflu oethoxy) phenyl)ethyl) propane-1-
sulfonamide
- (R)-N-(1-(3-(2,2~difluorcet Xy} -4-fluorophenyl)ethyl) -3-( (2, 4-
dioxo-3,4~dihydropyrimidin-1(2H) \y1l)methoxy) propana-1-sulfonamide
1}-3-((2,4~dioxo-3,4-
dihydropyrimidin-1 (2H) -yl)methoxy) prdgane-1-sulfonamide

- (R)-N- (1~ (3-(cyclopropylmethoxy)phen Jethyl) -3-((2,4-dioxo-3,4-
dihydropyrimidin-1 (2H) -yl) methoxy) propane\l-sulfonamide

- (R} -N~-(1-(3- (cyclopropylmethoxy) phenyl)p pyl)-3-{2,4-dioxo-3,4-

dihydropyrimidin-1 (2H) -y1)propane-1-sulfonami

19. A method for treating tumors comprising admirNstration of a

combination of a uracil compound according to any of\claims 15 to
18 or a pharmaceutically acceptable salt thereof and ak anti-tumor

agent.

20. The method according to claim 19, wherein the anti-tumo agent

is an antimetabolite.
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The method according to claim 19, wherein the anti-tumor agent
is a of 5-fluorouracil (5-FU), tegafur/gimeracil/oteracil
potassf\um (TS-1), tegafur/uracil (UFT), capecitabine, 5-fluoro-27-

deoxy-urNline (FdUrd) and pemetrexed.




THOOGSE(F) 041912

In the formula (1), the "saturated heterocyclic group”
represented by R® preferably indicates a monocyclic or bicyclic
saturated heterocyclic group preferably having any one or two
atoms selected from oxygen, nitrogen, and sulfur atom(s). Examples
thereof include a pyrrolidinyl group, a piperidinyl group, a
piperazinyl group, a hexamethyleneimino group, a morpholino group,
a thiomorpholino group, a homopiperidinyl group, a tetrahydrofuryl
group, and a tetrahydropyranyl group. Of these, a tetrahydrofuryl
group and a tetrahydropyranyl group are preferable.

The group represented by R? is preferably an iscbutyl group, a
Z2-methylbutyl group, an allyl group, & cyclopentyl group, a
cyclopropylmethyl group, a 2,2-difluoroethyl group, a 2,2,2-
trifluoroethyl group, a tetrahydrofuryl group, or a
tetrahydropyryl group.

[0017]

It is more preferable that, in the formula (I), X represents
an ethylene group or an -0-C;4 alkylene group; R' represents a
hydrogen atom or a Ci.z alkyl group; R? represents a hydrogen atom
or a fluorine atom; and R? represents a Cj;-¢ alkyl group, a Ca-¢
alkenyl group, a Csz.¢ cycloalkyl group, a (Ci.s cycloalkyl) Ci_g
alkyl group, a halogeno-Cj.g alkyl group or a saturated
heterocyclic group.

[0018]
In addition, it is further preferable that, in the formula (I),

X represents an ethylene group or an -0-C,_; alkylene group; R!

represents a hydrogen atom or a C;_3 alkyl group: R? represents a
hydrogen atom or a fluorine atom; and R? represents a Ci-g alkyl
group, a Cz;-¢ alkenyl group, a Cs-s cycloalkyl group, a (Csi-¢
cycloalkyl} Ci-¢ alkyl group, a halogeno-C;_s alkyl group, or a

tetrahydrofuryl or tetrahydropyranyl group.
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[(0019]

Moreover, it is particularly preferable that, in the formula
(I), X represents an ethylene group or -O-CH,CH,CH,~; R® represents
a hydrogen atom, a methyl grcup or an ethyl group; R? represents a
hydrogen atom or a fluorine atom; and R® represents an isobutyl
group, a Z-methylbutyl group, an allyl group, a cyclopentyl group,
a cyclopropylmethyl group, a 2,2-difluorocethyl group, a 2,2,2-
trifluoroethyl group, a tetrahydrofuryl group or a
tetrahydropyranyl group.

[0020]

Examples of a pharmaceutically acceptable salt of the compound.
represented by the formula (I) include: acid addition salts with
inorganic acids such as hydrochloric acid, hydrobromic acid,
hydroiodic acid, sulfuric acid, nitric acid or phosphoric acid, oxr
with organic acids such as foxmic acid, acetic acid, propionic
acid, oxalic acid, malonic acid, sucecinic acld, fumaric acid,
maleic acid, lactic acid, malic acid, citric acid, tartaric acid,
carbonic acid, picric acid, wethanesulfonic acid,
paratoluenesulfonic acid or glutamic acid; salts with inorganic
bases such as sodium, potassium, magnesium, caleium or aluminum,
er with organic bases such as methylamine, ethylamine, meglumine
or ethanolamine, or with basic amino acids such as lysine,
arginine or ornithine; and awmonium salts. Moreover, the compound
of the present invention includes an optical isomexr and hydrate(s).
(0021]

" The uracil compound of the present invention can be produced

according to the follewing reaction steps.




Claims

1. An anti-tumor effect potenitiator comprising, as an active
ingredient, a uracil compound represented by the general formula

{I) or a pharmaceutically acceptable salt thereof:

O
:I\ | o 1
Q N O H 3 ()
i,
0 R

wherein X represents a C;_s alkylene group and one of methylene
groups constituting the alkylene group is optionally substituted
with an cxygen atom;

R! represents a hydrogen atom or a C;-¢ alkyl group; R® represents a
hydrogen atom or a halogen atom; and R’ represents a Cig alkyl
group, a Ciog alkényl group, a Cis cycloalkyl group, a (Cig
cycloalkyl) Ci-g alkyl group, a halogeno-Ci-s alkyl group or a

saturated heterocyclic group.

2. The anti-tumor effect potentiator according to claim 1
comprising, as an active ingredient, a uracil compound or a
pharmaceutically acceptable salt thereof, wherein, in the general
formula (I), X represents an ethylene group or an -0-Ci_4 alkylene
group;

R' represents a hydrogen atom or a Ci.; alkyl group; and R?

represents a hydrogen atom or a fluorine atom.

3. The anti-tumor effect potentiator acceording to claim 1 or 2

comprising, as an active ingredient, a uracil compound or a
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pharmaceutically acceptable salt thereof, wherein, in the general
formuia (I), X represents an ethylene group or an -0-CH;CH,CH;-
group;

R represents a hydrogen atom, a methyl group or an ethyl group; R?
represents a hydrogen atom or a fluorine atom;

and R® represents an isobutyl group, a 2-methylbutyl group, an
allyl group, a cycleopentyl group, a cyclopropylmethyl group, a
2,2-difluoroethyl group, a 2,2,2-trifluorcethyl group, a

tetrahydrofuryl group or a tetrahydropyranyl group.

4, The anti-tumor effect potentiator according to claim 1
comprising, as an active ingredient, a uracil compound or a
pharmaceutically acceptable salt thereof, which is selected from
the following group:

- N-(3-(cyclopropylmethoxy)benzyl)-3-((2,4-dioxo-3,4~
dihydropyrimidin-1 (2H) -yl}methoxy)propane-l-sulfonamide

- (R)-N-{1-{3-(cyclopentyvloxy)phenyl)ethyl})-3-((2,4-dioxo-3,4~
dihydropyrimidin-1(2H) ~yl)methoxy)propane-1l-sulfconamide

- 3-{(2,4-dioxo-3,4-dihydropyrimidin~1 (2H)-yl)methoxy)-N-{(R}-1-
{3—-( (R} -tetrahydrofuran-3-yloxy)phenyl)ethyl)propane-l-sulfonamide
- N-(3-(cyclopropylmethexy) -4-fluorobenzyl)-3-{(2,4-dioxc-3, 4~
dihydropyrimidin-1{(2H)~-yl)methoxy) propane-l-sulfonamide

- (R)-N-(1-(3-(cyclopropylmethoxy)-4-fluorophenyl)ethyl)-3-((2, 4-
dioxo-3, 4-dihydropyrimidin-1 (2H) -yvl)methoxy) propane-1-sulfonamide
- N-(1-(3-(cyclopropylmethoxy)phenyl)ethyl)-3~({(2,4-dioxo-3, 4-
dihydropyrimidin-1 (2H) -yl)methoxy)propane-l-sulfonamide

- N-(3-{cyclopentyloxy)benzyl)-3-((2,4-dioxo~3,4-dihydropyrimidin-

1{2H)-yl)methoxy)propane-l-sulfonamide
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- (R}-N-(1l- (3~ (cyclopropylmethoxy)-4-fluorophenyl)propyl)-3-((2, 4-
dioxo-3,4-dihydropyrimidin-1{2H}-yl)methexy)propane-l-sulfonamide
- ({R)-N-{1-(3-(cycleopentyloxy}-4-fluorophenyl)ethyl)-3-((2, 4~
dioxo~-3, 4~dihydropyrimidin-1 (2H) -yl)methoxy) propane-1l-sulfonamide
- (R)-3-((2,4-dicxo~3, 4~dihydropyrimidin-1 (2H} -yl)methoxy)-N-(1-
(3-(2,2,2-trifluorocethoxy)phenyl)ethyl)propane-i-sulfonamide

- (R)-3-((2,4-dioxo-3,4-dihydropyrimidin-1 (2E)-yl)methoxy)-N-{1-
{3-isobutoxyphenyl)ethyl)propane-l-sulfonamide

- 3-((2,4-dioxc-3,4-dihydropyrimidin-1(2H}-yl)methoxy)-N- ({R)-1-
{(3-(({S)-2-methylbutoxy)phenyl)ethyl)propane-l-sulfonamide

- (R)-N-(1-(3-(2,2-difluorcethoxy)rhenyl)ethyl)-3-((2,4-dioxo-3,4-
dihydropyrimidin-1{2H)-yl)methoxy)propane-l-sulfonamide

- (R)-3-((2,4-dioxo-3,4-dihydropyrimidin-1(2H) -yl}methoxy)-N-(1-
{3- (tetrahydro~2H-pyran-4-yloxy)phenyl}ethyl)propane-l-sulfonamide
- (R)-3-{(2,4-dioxo-3,4~dihydropyrimidin-1(2H)-yl)methoxy)-N-(1-
{d-fluoro-3-(2,2,2-trifluoroethoxy)phenyl)ethyl)propane-1-
sulfonamide

- (R}-N-(1-{(3-(2,2-difluorcethoxy)-4-fluorophenyl)ethyl)-3-{(2, 4~
dioxo-3,4-dihydropyrimidin-1 (2H} -yl)methoxy)propane-l-sulfonamide
- (RY-N-{1-(3-(allyloxy)phenyl)ethyl)-3-({2,4-dioxo~3,4-
dihydropyrimidin-1 (2H)-yl)methoxy)propane-1l-sulfonamide

- (R)-N-(1-(3~(cyclepropylmethoxy)phenyl)ethyl)-3-({2,4-dioxoc~3,4-
dihydropyrimidin-1(2H)-yl)methoxy) propane-l-sulfonamide

- (R)-N-(1l-(3-{cyclopropylmethoxy}phenyl)propyl)-3-(2,4-dioxo-3,4-

dihydropyrimidin-1(2H)-yl)propane-l-sulfonamide.

5. An anti-tumor drug comprising a combination of a uracil
compound according to any of claims 1 to 4 or a pharmaceutically

acceptable salt thereof and an anti-tumor agent.
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6. The anti-tumor drug according to claim 5, wherein the anti-

tumor agent is an antimetabolite.

7. The anti-tumor drug according to claim 5, wherein the anti-
tumor agent i1s any of 5-fluorouracil ({(5-FU),
tegafur/gimeracil/oteracil potassium (TS-1), tegafur/uracil (UFT),

capecitabine, 5-fluorco-2'-deoxy-uridine (FdUrd) and pemetrexed.

8. A combination of a uracil compound according to any of claims
1 to 4 or a pharmaceutically acceptable salt thereof and an anti-

tumor agent for use in treating tumors.

9. The combination according to claim 8, wherein the anti-tumor

agent is an antimetabolite.

1C. The combination according to c¢laim 8, wherein the anti-tumor
agent is any of 5-fluorouracil (5-FU), tegafur/gimeracil/oteracil
potassium (TS-1), tegafur/uracil (UFT), capecitabine, 5-fluorc-2T'-

deoxy-uridine (FdUrd) and pemetrexed.
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