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markers have been reported, that could help determine the dose and clinical outcomes in patients
receiving anti-cancer treatments.

[0006] Recent introduction of targeted therapy and increasing numbers of available chemotherapeutic
regimens, such as platinum and derivatives, taxanes and gemcitabine, do not effectively cure cancer
patients, with varied response towards treatment and occurrence of drug toxicity. In addition, prognosis
remains dismal in advanced cancer patients albeit careful evaluation of clinico-pathological factors that
determine patient response to therapy, such as tumor, nodes and metastasis (TNM) staging, performance
status, gender and weight loss.

[0007] Accordingly, there is a need for developing new therapeutic targets and pharmaceutical

compositions for the treatment of cancer patients.

SUMMARY OF THE INVENTION
[0008] In a first aspect, the present invention provides use of a histone-lysine N-methyltransferase EZH?2
(enhancer of zeste homolog 2) inhibitor and an enhancer of interferon-gamma receptor activity in the

manufacture of a pharmaceutical composition for treating a patient having cancer, wherein said inhibitor

18 as defined inclaim 1.

In a second aspect, the present invention provides an in vitro method for determining susceptibility of a
patient suffering from cancer to a treatment with a pharmaceutical composition as defined herein, wherein
the method comprises, comparing a first level of EZH2 selected from the group consisting of EZH2
mRNA level in a tumor sample, EZH2 cDNA level made from mRNA from said tumor sample, and
EZH2 protein level from said tumor sample, with a second level of EZH2 selected from the group
consisting of EZH2 mRNA level from a non-tumor sample from said patient, EZH2 ¢cDNA level made
from mRNA from said non-tumor sample, and EZH2 protein level from said non-tumor sample;
comparing a first level of IFNGRI1 selected from the group consisting of IFNGR1 mRNA level
from said tumor sample, IFNGR1 cDNA level made from mRNA from said tumor sample, and
IFNGRI1 protein level from said tumor samplé with the level of IFNGR1 selected from the group
consisting of IFNGR1 mRNA level from a non-tumor sample from said patient, IFNGR1 ¢cDNA
level made from mRNA from said non-tumor sample, and IFNGRI1 protein level from said non-
tumor sample; and wherein a patient characterized by an increased level of EZH2 in said tumor sample
and a decreased level of IFNGRI1 in said tumor sample is susceptible to a treatment with said
pharmaceutical composition.

In a third aspect, the present invention provides an in vitro method for determining susceptibility of a
patient suffering from advanced prostate cancer to a treatment with a pharmaceutical composition as
defined herein, wherein the method comprises, comparing a first level of IFNGR1 selected from the

group consisting of IFNGR1 mRNA level in a tumor sample, IFNGR1 ¢cDNA level made from mRNA
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from said tumor sample, and IFNGR1 protein level from said tumor sample with the level of [FNGR1
selected from the group consisting of IFNGR1 mRNA level from a non-tumor sample from said patient,
IFNGRI1 cDNA level made from mRNA from said non-tumor sample, and IFNGRI protein level from
said non-tumor sample; and wherein a ’patient characterized by a decreased level of IFNGRI in said tumor
sample is susceptible to a treatment with said pharmaceutical composition.

In a fourth aspect, the present invention provides an in vitro method for determining susceptibility of a
patient suffering from breast cancer to a treatment with a pharmaceutical composition as defined herein,
wherein the method comprises, comparing a first level of IFNGR1 selected from the group consisting of
IFNGR1 mRNA level in a tumor sample, IFNGR1 cDNA level made from mRNA from said tumor
sample, and IFNGRI protein level from said tumor sample with the level of IFNGR1 selected from the
group consisting of IFNGR1 mRNA level from a non-tumor sample from said patient, IFNGR1 cDNA
level made from mRNA from said non-tumor sample, and IFNGR1 protein level from said non-tumor
sample; wherein a patient suffering from basal breast cancer is characterized by an increased level of
INFGRI1 in said tumor sample is not susceptible to a treatment with said pharmaceutical composition; and
whereéin a patient suffering from luminal breast cancer is characterized by a decreased level of INFGR1 in
said tumor sample is susceptible to a treatment with said pharmaceutical composition.

In a fifth aspect, the present invention provides an in vifro method for making a prognosis with respect to
the clinical dutcome of a patient suffering from cancer comprising, comparing a first level of EZH2
selected from the group consisting of EZH2 mRNA level in a tumor sample, EZH2 ¢DNA level made
from mRNA from said tumor sample, and EZH?2 protein level from said tumor sample, with a second
level of EZH2 selected from the group consisting of EZH2 mRNA level from a non-tumor sample from
said patient, EZH2 cDNA level made from mRNA from said non-tumor sample, and EZH?2 protein level
from said non-tumor sample; comparing a first level of IFNGR1 selected from the group consisting
of IFNGR1 mRNA level from said tumor sample, IFNGR1 ¢cDNA level made from mRNA from
said tumor sample, and IFNGR1 protein level from said tumor sample with the level of IFNGR1
selected from the group consisting of IFNGR1 mRNA level from a non-tumor sample from said

patient, IFNGR1 cDNA level made from mRNA from said non-tumor sample, and IFNGRI1

protein level from said non-tumor sample; and making a prognosis with respect to the clinical
outcome of a patient suffering from cancer.
In a sixth aspect, the present invention provides a pharmaceutical composition comprising a histone-

lysine N-methyltransferase EZH2 (enhancer of zeste homolog 2) inhibitor and an enhancer of

interferon-gamma receptor activity, wherein the inhibitor is defived in claim 27.

In ° one example, the present disclosure provides a  pharmaceutical composition
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Claims

Use of a histone-lysine N-methyliransferase EZH2 (enhancer of zeste homolog
inhibitor and an enhancer of interferon-gamma receptor activity in the manufactpfe of

a pharmaceutical composition for treating a patient having cancer.

The use of claim 1, wherein the interferon-gamma receptor is intefferon-gamma

receptor 1 (IFNGR1) encoding for interferon-gamma receptor (IFNGR1) subunit 1.

The use according to claim 1 or claim 2, the pharmaceutigal composition further

comprising one or more pharmaceutically acceptable excipiénts, vehicles or carriers.
The use according any one of the preceding claims, wherein said inhibitor is selected
from the group consisting of:
(-)-1-[(1R,4R,58)-3~(Hydroxymethyl)-4,5-dihydroxy-2-cyclopenten-1-yi]4-
aminoimidazo[4,5-c]pyridine hydrochlorideADZNep; 3-deazaneplanocin A);
1-{[4-amino-5-(2,2-dimethylpropancyl)- é—&iazol—}yi] sulfanyl}-3,3-
dimethylbutan-2-one;
4-[4-(4-methyl-1,3-thiazol-2-yl)phenyl]-1,2,3-thiadiazole;
2-{[(3,4-dichlorophenyl)carba: &]amino}benzoic acid;
N-(2-methylquinolin-6-yl)q inalineQ-carboxamide;
2-[(4-tert-butylphenyl)carBonyl}-1H-imidazole;

1-(2-hydroxyphenyl)-

N-(3-acetylphenyl)
1~{3~[4~(2~phen/

4-(methoxymethoxy)phenyljpropane-1,3-dione;
-methoxy-2-0x0-2H-chromene-3-carboxamide;

ethynyl)phenyl]-1H-pyrazol-1-yl}ethan-1-one;

2-{[#2-chloro-6-fluorophenyl)methyl]sulfanyl}-1-(2,3-dihydro-1,4-benzodioxin-6-
N éhan» 1-one;

3-(3-chlorophenyl)-5-(thiophen-3-y1)-1,2,4-oxadiazole;
2,3~dihydro-1-benzofuran-5-ylmethanimidamido thiophene-2-carboxylate;
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N-(2,3-dihydro-1,4-benzodioxin-6-yl)[ (furan-2-ylmethyl)carbamothioyl]formamide;
N-[4~(diethylamino)phenyl]-3-methylbenzamide;
3-[5-(1,2~0xazol-3-yl)thiophen-2-y1]-5-phenyl-1,2,4-0xadiazole;
ethyl(2E)-2-cyano-3-{[(E)-{[4-dimethylamino)phenyl Jmethylidene } arnino}(rme

sulfinirnidamido } prop-2-enoate;
(2Z))-2-(4-ethylphenyl)-3-(4-methoxyphenyl)prop-2-enenitrile;
5-tert-butyl-3-methyl-N-phenylthieno[3,2-b]thiophene-2-carboxamide;
5-(1-butyl-2-0x0-2,3-dihydro-1H-indol-3-ylidene)-2-(piperidin-1-yl)-4;5-dihydro-1,3-
thiazol-4-one;
(2E,6E)-2,6-bis(thiophen-2-ylmethylidene)cyclohexan-1-one;
2-[(E)-2+(3,4-dimethoxyphenyl)ethenyl]-1,3-benzothiazole;
2-chloro-N-[ 3-hydroxy-4-(5-methyl-1,3-benzoxazol-2-yl)phenyl]-5-nitrobenzamide;
6-chloro-2-phenyl-4H-thiochromen-4-one methy 2-(3,4-dihydro-2H-1,5-
benzodioxepine-7-amido)benzoate;
3-chloro-N,N-dimethyl-4-[(1
ylidene}jmethyl]aniline;
(2E)-1-(2-methyl-1H-indol-3-y1)-3-(thiophén-2-yl)prop-2-en-1-one;
N-(2,3-dihydro-1,4-benzodioxin-6-yl)-2~(thiophen-2-y1)-1,3-thiazole-4-carboxamide;
4-[(E)-2-(1-methyl-1H-1,3-benzodigzol-2-yl)ethenyl]-1,3-thiazole;
3-(4~bromopheny!)-3,4-dihydro-
N-(2,4-dichlorophenyl)-3,4-dillydro-2H-1-benzopyran-2-carboxamide;
N,N-dimethyl-4-[(E)-2-phetiylethenyljaniline;

E)-[2-(quinoxalin-2-yDhydrazin-1-

2,3-benzotriazin-4-one;

3

N-(3-tert-butyl-1H-pyrazol-5-y1)-2,3-dihydro-1,4-benzodioxine-2-carboxamide;

(2E)-2-(1,3-benzothiazol-2~-y1)-3-(4-chlorophenyl)prop-2-enenitrile;
(4-tert-butylph {yl)methanimidamido 2-(thiophen-2-yD)acetate;
5-[4-(3-metHyl-1-benzothiophen-2-yl)-1,3-thiazol-2-yl}-1,2-oxazole;

1-(4-flugrophenyl)-3-(1-phenyl-5-propyl-1H-pyrazol-4-yljurea;
-2-phenyl-2-[(2E)-2-(thiophen-2-ylmethylidene)hydrazin-1-ylidene]ethyl}-1H-
enzodiazole; |

-{7-0x0-8-0xa-4-thiatricyclo[7.4.0.0"{2,6} Jtrideca-1(9),2,5,10,12-pentaen-5-

yl} thiophene-2-carboxamide;
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2-(2-chlorophenyl)-1-[4-(dimethylamino)phenyl]ethan-1~one  ethyl 4-cyano-1-(4-
methylphenyl)-1H-pyrazole-3-carboxylate;

3-hydrazinylquinoxaline-2~-thiol;
1-{(5-tert-butylthiophen-2-ylcarbonyl]piperidine;
3-[5-(2-phenylethynyl)thiophen-2-yl]-1-(thiophen-2-ylcarbonyl)-1H-pyrazole;
2,5-dichloro-N-(2,3-dihydro-1,4-benzodioxin-2-ylmethyl)thiophene-3-carbox.
1-tert-butyl-N-(2,3-dihydro-1,4-benzodioxin-6-yl)-5-methyl-1H-pyrazole-
carboxamide;
4-(5-propylpyridin-2-yl)benzonitrile;
5-(4-chlorophenyl)-3-(2,2-dichloroacetamido)thiophene-2-carboxaimide;

(4-methanesulfonamidophenyl)methanimidamido thiophene-2-éarboxylate;

ethyl 7-methyl-2-phenylpyrazolo[1,5-a]pyrimidine-6-carbox¥ylate;
6-(4-chlorophenyl)-3-phenylthieno[2,3-¢][1,2,4]triazine;
1-{1-phenyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl1}-2,3-dihydro-1H-indole;
5-(4-chlorophenyl)-2-(4-methylphenyl)-2H-1,2,3,
4-[(1 E)-[2-(3,5-dichloropyridin

dimethylaniline;

tetrazole;

-yhhydrazin-1-ylidenelmethyl]-N,N-

3-(5-tert-butyl-1,2-0xazol-3-y1)-1 -phen?x ea;
(4-chlorophenyl)methanimidamido 3-¢hlorothiophene-2-carboxylate;

N-{4-[(E)-2-phenyldiazen-1-yl]pheniyl}acetamide;
methyl 4-[(pyrimidin-2-ylsulfa ylchthyl]benzoate;
2-phenylimidazo] 1,2-a]pyri/d}£;
6—chloro-2-phenyl—4H~tl?chmmen-4-one;

2-{[(4-methylphenyl)
5,7-dihydroxy-2-(4-Hydroxyphenyl)-4H-chromen-4-one;

thyljsulfanyl}-5-(pyrazin-2-y1)-1,3,4-thiadiazole;

(E)-[1-(1H-pyrro}2-ylethylideneJamino N-(4-chlorophenyl)carbamate;
1-benzoyl-3-2¢3-dihydro-1H-inden-5-ylthiourea;

1-{1-phenyl-1H-pyrazolo[ 3,4-d]pyrimidin-4-yl}-2,3-dihydro-1H-indole;
N,5-dipHenyl-1,3,4~-oxadiazole-2-carboxamide;
(3Z2)/5-(2,3~dihydro-1-benzofuran-5-ylmethylidene)-2,3-dihydro-1H-indol-2-one;
[(3-methylbutyl)sulfanyl]-N-phenylformamide;
2,4-dihydroxy-5,7-diphenylpyrano[2,3-d]pyrimidin-8-ium perchlorate;
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ethyl 7-hydroxy-9-oxo0-9H-xanthene-2-carboxylate;
[({[3,5-Dimethyl-1-(2-methyl-2-propanyl)-1H-pyrazol-4-
ylimethylene}amino)oxy] {[3-(trifluoromethyl)phenyl]amino } methanone;
5-[(4-iodophenyl)amino]-3-phenyl-1,3-thiazolidine-2,4-dione;
N-(furan-2-ylmethyl)-2-[methane(4-phenoxyphenyl)sulfonamido]acetamide
N-(3-methoxyphenyl)-6-phenylpyridazin-3-amine;

ethyl (2E)-3-[(2-chlorophenyl)amino]-2-cyanoprop-2-enoate;
1-[3-chloro-1-benzothiophen-2-yl)carbonyl]-1H,2H,3H,4H,6H,10bH-;

alisoindol-6-one;

imido[2,1~

2~(4-chlorophenyl)-5-[(cyclopropylmethyl)sulfanyl]-1,3,4-0x
1-[6-(benzyloxy)-3-tert-butyl-2-hydroxyphenyljethan-1-one;
3-[(1 E)-1-[(2,2-dichloroethenyl)iming]-2,2-dimethylpropyl]-1-(4-
methylphenyl)thiourea;
6,7-dimethyl-2-phenylquinoxaline;
5~(2,3-dihydro-1-benzofuran-5-yl)-3-(4-fluorophgnyl)-1,2,4-oxadiazole;
2-{4-[(4-methylphenyl)methoxy]phenyl} acetofitrile;
l-cyclohexyl-3-8-oxatricyclo[7.4.0.0"{2,7 édeca—l (9).2(7),3,5,10,12-hexaen-5-
ylurea;
5-(1,2,3-thiadiazol-4-y1)-3-[4-(triflugrfomethyl)phenyl]}-1,2,4-oxadiazole;

N-(2-methylquinolin-6-y1)-2-phepylacetamide;
3-(piperidin-1-ylcarbonyl)-5-(fHiophen-2-yl)-1,2-oxazole;
N—(3,4-dimethylpheny1)[(? "-(thiophen-2-

ylmethylidene)hydrazingéarbonyl]formamide;

2-(2,3-dimethoxyphep
2~methyl-5-(napht

1)-2,3-dihydro-1,3-benzothiazole;
alen-2-y1)-1,3-thiazole hydrobromide;
(cyclohexylcarbamothioyl)-N-(4-fluorophenyl)formamide;
4-(1,3-benzgthiazol-2-y1)-1-methyl-1H-pyrazol-3-amine;

(4-tert-b gphenyl)methanimidamid.o 5-methyl-1,2-0xazole-3-carboxylate;

ethylsulfanyl)-1,3-benzothiazol-6-yl]thiophene-2-carboxamide;
N-(5-cyclopropyl-1,3,4-thiadiazol-2-y1)-2H-1,3-benzodioxole-5-carboxamide;
”{13)-3 -(2-chlorophenyl)-N-(2-methylbut-3-yn-2-yl)prop-2-enamide;
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1-naphthalen-1-yl-3-8-oxatricyclo[7.4.0.0"{2,7} Jtrideca-1(13),2,4,6,9,11-hexaen-5-
ylthiourea;

3-methyl-N-phenyl-1-benzothiophene-2-carbothioamide;
5-(2,5-dichloropheny!)-N-[2-(trifluoromethyl)phenyl] furan-2-carboxamide;
3-(5-methyl-1,2-0xazol-3-y1)-5~(thiophen-2-y1)-1,2,4-oxadiazole;
N-(1H-indazol-3-y1)-3-methoxybenzamide;

2-(4-tert-butylphenyl)-5-[ (propane- 1-sulfonyl)methyl]-1,3,4-oxadiazole;
1-[2-(4-chlorophenoxymethyl)-4-methyl-1,3-thiazol-5-yl]ethan-1-one;
(4-methanesulfonamidophenyl)methanimidamido N-(4-methylphen
N-phenyl-4,5,6,7-tetrahydro-1,3-benzothiazol-2-amine hydrochlofide;

Jearbamate;

7-nitro-N-(2-phenylethyl)-1H-indole-2-carboxamide;
2-{[(2E)-4-(pyridin-2-ylsulfanyl)but-2-en-1-yl}sulfanyl} pyridine;
4-[(E)-2-(3-methylthiophen-2-yl)ethenyl]-2-[ (3-nitropyyidin-2-yl)sulfanyl]pyrimidine;
4-(4-chlorophenyl)-2-[(4-methoxyphenylymethyl]-1,3-thiazole;

(3Z)-3-{[ 5-(thiophen-2-yl)thiophen-2-ylJmethylidéne} -2,3-dihydro-1H-indol-2-one;
N-(4-bromo-2,5-difluorophenyl)-2,3-dimethyllenzamide;

sodium N-phenyl(phenylamino)carboximidate;

2-(benzylsulfanyl}-N-(2,3~ d1hydro~1H-1 en-2-ylacetamide;
(5Z)-5-[(5-methylfuran-2-yl)methyligéne]-3-phenyl-1,3-thiazolidine-2,4~dione;
N-{4- [(3-chlorophenyl)carbamoyl é@nyl}thlophene 2-carboxamide;
N-[(3-chlorophenyl)methyl]-5~
(E)-2-(phenylamino)-3-(phegylimino)guanidine;
(2Z)-3-methyl-2-[2-(3-mgthyl-2,3-dihydro-1,3-benzoxazol-2-ylidene)hydrazin-1-
ylidene]-2,3-dihydro-
3-[2-(2H-1,4-benzgthiazin-3-yl)hydrazin-1-y1]-2H-1,4-benzothiazine;
3-(3,4-dimethyl/1,2-0xazol-5-yl)-1-[4-(dimethylamino)-3,5-

ethylsulfanyl) 1,3,4~thiadiazol-2-amine;

3-benzoxazole;

difluorophenyl]carbonylurea;

@3 Z)-3-[2-(Z 5-difluorophenyl)hydrazin-1-ylidene]piperidin-2-one;
N-[(E)
2z
[2-(2,3-dihydro-1,4-benzodioxin-6-yl)diazen-1-yl]-N,N-diethylaniline;
4,5-dichloro-N-(3-chloro-4-fluorophenyl)-1,2-thiazole-3-carboxamide;

1-(1-benzofuran-2-yl)ethylidenelamino](methylsulfanyl)methanimidamide;
3-(9H-fluoren-2-ylcarbamoyl)prop-2-enoic acid;
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5-[4-(4-methoxyphenoxy)phenyl]-1H-pyrazole;
1-cyclohexyl-3-[(Z)-(1H-pyrazol-3-ylmethylidene)amino]thiourea;
[5~(4-chlorophenyl)-3-methyl-2-sulfanylidene-1,3,4-thiadiazinan-6-ylidenelamino 5
tert-butylthiophene-2-carboxylate;
N-(2-phenylethyl)benzenecarbothioamide;
5-amino-3-methyl-2-N-phenylthiophene-2,4-dicarboxamide;
3-amino-5-(thiophen-3-yl)thiophene-2-carboxamide;
(2E)-2-{[4-(trifluoromethoxy)phenyl]imino}-3,4-dihydro-2H-1,3-be
3-hydroxy-9H-xanthen-9-one;
4-[(E)-2-(3,5-dihydroxyphenyl)ethenylJbenzene-1,2-diol;
(3-chlorophenyl)methanimidamido 6-(2,2,2-trifluoroethoxy)pyridine-3-carboxylate;
5-phenyl-3-(pyrrolidin-1-y1)-1,2-thiazole-4-carbonitrile;
7-hydroxy-3-(4-hydroxyphenyl)-4H-chromen-4-one;
2-(4-fluorophenyl)-2H,3H,5H,6H, 7H,8H-{1,2 4]triazblo[4,3-a]pyrimidin-3-one;
(4-chlorophenyl)methanimidamido 2,6-difluorobgnzoate;
2-(2-amino-3-methoxyphenyl)-4H-chromen-4,0ne;
6,7-dimethoxy-2-phenylquinoxaline;
6-methoxy-3-phenyl-[1,2,4]triazolo[4,3,4]pyridazine;
5-[4-(furan-2-ylcarbonyl)piperazin-1,41}-3-(thiophen-2-y1)-1,2,4-thiadiazole;
(E)~{1-[2-(4-chlorophenoxymeth: 1/

N-[(2-chloro-6-fluorophenyl)c /
(E)-hydroxy[ 1-(2-phenyl-1,3-thiazol-4-yl)ethylidene]amine;

-1,3-thiazol-4-ylJethylidene} amino benzoate;
bonyl]-N'-(4-methylpyridin-2-yl)ethanediamide;

ethyl 1-{[4-(trifluorometloxy)phenyl]jcarbamoyl} piperidine-4-carboxylate;
3-(3-methyl-1H-indolA -y1)-N-[4-(morpholin-4-yl)phenylpropanamide;
6,8-dimethyl-1-methylidene-2-(4-methylphenyl)-1,4-dihydronaphthalene;
N'-[(2-methyl~1/3-thiazol-4-yl)methoxy]-4-(trifluoromethyl)benzene-1-

carboximidarhide;

loxy)phenyl}-3-{(3-cyanopyridin-2-yl)amino]urea;
2-phenylimidazo[1,2-alpyridine;
3-(pdorpholin-4-y1)-5-[4-(trifluoromethyl)phenyl]-1,2-thiazole-4-carbonitrile;
-(2-chlorophenyl)-2-[(3-cyano-6-acetylpyridin-2-yl)sulfanyl)acetamide;
3-[4-(4-methoxyphenyl)-1,3-thiazol-2-yl]-5-methyl-1,2-oxazole;
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N-(3-bromo-5-methylpyridin-2-yl)-4-ethylbenzamide;
2-(5-methyl-1,2-0xazol-3-y1)-5-[3-(trifluoromethyl)phenyl}-1,3,4-oxadiazole;
(E)-[1-(3-methyl-1-benzothiophen-2-yl)ethylidene]amino N-phenylcarbamate;
N-(2,3-dihydro-1H-inden-2-yl)-3-(3-methyl-1H-indol- 1-yl)propanamide;
1,3-dimethanesulfonyl-2,3-dihydro-1H-1,3-benzodiazole;

methyl 2-[5-methyl-2-(thiophene-2-amido)-1,3-thiazol-4-yl]acetate;
4-[(5~{[(4~chlorophenyl)sulfanyllmethyl} furan-2-yl)carbonyljmorpholin
2-0x0-2-phenylethyl 2,3-dimethoxybenzoate;

N-(4-chlorophenyl)-4-hydroxy-2-0x0-1,2-dihydroquinoline-3-carbokamide;

(2,4-dichlorophenyl)methyl N-[(2-fluorophenyl)carbonyl]jcarbardate;
2-[(4~chlorophenyl)carbonyl]-1-benzofuran;
4-chlorophenyl 2,3-dihydro-1-benzofuran-5-carboxylate;
2-[4-(dimethylamino)phenyl}-1,2,3,4-tetrahydroquinoljn-4-one;
[6—(ethylsulfanyl)pyridin-3—yl]methanimidamido thiéphene-2-carboxylate;
3-yDmethyl]-6-[2-(4-
methylpiperazin-1-yDpyridin-4-yl]-1-(propan4-yl)-1H-indazole-4-carboxamide
(GSK343);
N-[(4,6~-dimethyl-2-0x0-1,2-dihydro-3-

N-[(6-methyl-2-0x0-4-propyl-1,2-dihydropyridi

yridinyl)methyl}-3-methyl-1-((18)-1-

methylpropyl)-6-[6-(1-piperazinyl)-3-pyridinyl]-1H-indole-4-carboxamide
(GSK126); and
N-[(4,6-Dimethyl-2-0x0~1,2-dihydro-3-pyridinyl)methyl]-1-(1-methylethyl)-6-[ 6-(4-
methyl-1-piperazinyl)-3-pytidinyl]-1H-indazole-4-carboxamide (GSK926)

The use of any of the receding claims, wherein said inhibitor is (-)-1-[(1R,4R,58)-3-
(Hydroxymethyl ,5~dihydroxy—2-cyclopenten~1—yl]4-aminoimidazo[4,5~c]pyridine
hydrochloride, ZNep; 3-deazaneplanocin A).

o/according to claim 1 or 2 or 3, wherein said inhibitor is an EZH2-binding

The use according to claim 6, wherein said EZH2-binding protein is an antibody or

fragment thereof.
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The use according to claim 1 or 2 or 3, wherein said inhibitor is a nucleic acid

molecule or conjugate thereof.

The use according to claim 8, wherein said nucleic acid molecule is

interfering RNA.

The use according to claim 1 or 2 or 3, wherein said enhancer is inferferon-gamma
(IFN-y).

The use according to claim 1 or 2 or 3, wherein said inhjbitor is DZNep and said

enhancer is IFN-y,

The use according to any one of the preceding claims wherein said inhibitor is in
amount of less than 3 mg/kg, or less than 2mg/Kg, or less than 1 mg/kg, or less than
0.8 mg/kg, or less than 0.5 mg/kg, or less than 0.2 mg/kg, or between 0.1 mg/kg o 3
mg/kg.

The use according to any one of the/preceding claims, wherein said enhancer is in an
amount of less than 5x10° TU/kg,/or less than 10° IU/kg, or less than 5x10° TU/kg, or
less than 2x10° TU/kg, or in an/amount of between 1x10° TU/kg to 10° IU/kg.

The use according to @ny one of the preceding claims, wherein the cancer is a

metastatic cancer.
ing to claim 14, wherein said metastatic cancer is a prostate cancer.
The use #gccording to any one of claims 1 to 13, wherein the cancer is selected from

the gréup consisting of liver, ovarian, lung, acute lymphoblastic leukemia, breast

paypticularly luminal B breast, bladder, and lymphoma mantle-cell cancer.
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The use according to any one of claims 1 to 16, wherein said patient is characterized
by an increased level of EZH2 in a tumor sample and a decreased level of IFNGR1 in
a tumor sample.

An in vitro method for determining susceptibility of a patient suffering from canéer to

a treatment with a pharmaceutical composition as defined in any one of ¢l Iés 1to

17, wherein the method comprises:

a. comparing a first level of EZH2 selected from the group consigfing of EZH2
mRNA level in a tumor sample, EZH2 cDNA level made from/mMRNA from said
tumor sample, and EZH2 protein level from said tumor saihple, with a second

mRNA level from a

non-tumor sample from said patient, EZH2 ¢DNA levgl made from mRNA from

level of EZH2 selected from the group consisting of EZ,
said non-tumor sample, and EZH2 protein level fron said non-tumor sample;

he group consisting of IFNGR1
mRNA level from said tumor sample, IFNGR1 cDNA level made from mRNA
from said tumor sample, and IFNGR1 proéin level from said tumor sample with
the level of IFNGR1 selected from the group consisting of IFNGR1 mRNA level
patient, IFNGR1 cDNA level made from
le, and IFNGR1 protein level from said non-

from a non-tumor sample from sai
mRNA from said non-tumor s

tumor sample; and

¢. wherein a patient characterized by an increased level of EZH2 in said tumor

sample and a decreased Jevel of IFNGRI in said tumor sample is susceptible to a

treatment with said pharmaceutical composition.

The use of any ode of claims 1 to 17, wherein the patient is characterized by a
level of EZH2 mRNA, and/or EZH2 ¢DNA, and/or EZH2 protein
and IFNGRY mRNA, and/or IFNGR1 ¢DNA, and/or IFNGR1 protein in a tumor
d the level of EZH2 mRNA, and/or EZH2 ¢cDNA, and/or EZH?2 protein and
IFNGR1 mRNA, and/or IFNGR1 ¢DNA, and/or IFNGRI1 protein from a non-tumor

difference in

¢ at least 2-fold higher in the tumor sample and the IFNGR1 mRNA, and/or
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IFNGR1 cDNA, and/or IFNGR1 protein level is at least 2-fold lower in the tumor

sample.

The method of claim 18, wherein the cancer is selected from the group consisti
prostate, liver, ovarian, lung, acute lymphoblastic leukemia, breast partiCularly

luminal B breast, bladder, and lymphoma mantle-cell.

The method of claim 18, wherein the first level of EZH2 protein from said tumor
sample and the second level of EZH2 protein from said non-tdmor sample, and
wherein a first level of IFNGR1 protein from said tumor sa? le with the level of

IFNGR1 protein from said non-tumor sample is examined by finmunohistochemistry.

The method of claim 18, wherein the level of EZH2/ expression from said tumor
sample and from said non-tumor sample, and whereiy the level of IFNGR1 expression
from said tumor sample and from said non-tumbr sample is examined by g-PCR,

wherein q-PCR comprises selecting primers cofiprising SEQ ID Nos 1 to 4.

An in vitro method for determining susceptibility of a patient suffering from advanced
prostate cancer to a treatment with a/pharmaceutical composition as defined in any
one of claims 1 to 17, wherein the ydethod comprises:

a. comparing a first level of IFNGR1 selected from the group consisting of IFNGR1
mRNA level in a tumor gample, IFNGR1 ¢DNA level made from mRNA from
said tumor sample, and IFNGR1 protein level from said tumor sample with the
level of IFNGR1 sglected from the group consisting of IFNGR1 mRNA level
from a non-tumef sample from said patient, IFNGR1 ¢DNA level made from

mRNA from gaid non-tumor sample, and IFNGR1 protein level from said non-

tumor sample; and
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An in vitro method for determining susceptibility of a patient suffering from breast
cancer to a treatment with a pharmaceutical composition as defined in any one of
claims 1 to 17, wherein the method comprises:

a. comparing a first level of IFNGR1 selected from the group consisting of IF]

mRNA from said non-tumor sample, and IFNGR1 protein lgvel from said non-
tumor sample;

b. wherein a patient suffering from basal breast cancer is -characterized by an
increased level of INFGR1 in said tumor sample is wot susceptible to a treatment
with said pharmaceutical composition ; and

¢. wherein a patient suffering from luminal bréast cancer is characterized by a

decreased level of INFGR1 in said tumor s

said pharmaceutical composition.

An in vitro method for making a pro osis with respect to the clinical outcome of a

patient suffering from cancer compyising:

a. comparing a first level of EZH2 selected from the group consisting of EZH2
mRNA level in a tamor gdmple, EZH2 ¢DNA level made from mRNA from said

tumor sample, and EZH?2 protein level from said tumor sample, with a second
level of EZH2 selegled from the group consisting of EZH2 mRNA level from a
non-tumor sample from said patient, EZH2 cDNA level made from mRNA from

said non-tumet sample, and EZH2 protein level from said non-tumor sample;

b. comparing/ first level of IFNGR1 selected from the group consisting of IFNGR1

mRNA Aevel from said tumor sample, IFNGR1 ¢cDNA level made from mRNA
frony’said tumor sample, and IFNGRI1 protein level from said tumor sample with
¢ level of IFNGRI1 selected from the group consisting of IFNGR1 mRNA level
from a non-tumor sample from said patient, IFNGR1 c¢DNA level made from
mRNA from said non-tumor sample, and IFNGR1 protein level from said non-

tumor sample; and
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c¢. ‘making a prognosis with respect to the clinical outcome of a patient suffering from

cancer.

The method as claimed in claim 235, wherein said clinical outcome indicateg” the
susceptibility to treatment with said pharmaceutical composition as defined in gny one

of claims 1-17.

The method as claimed in claim 25 or 26, wherein the cancer is sélected from the
group consisting of prostate, liver, ovarian, lung, particularly small cell lung, acute
lymphoblastic leukemia, breast particularly luminal B breast, bladder, and lymphoma

mantle-cell cancer.
A pharmaceutical composition comprising a histphe-lysine N-methyltransferase
EZH2 (enbancer of zeste homolog 2) inhibitor and/an enhancer of interferon-gamma

receptor activity.

The pharmaceutical composition of claigg 28, wherein said inhibitor is DZNep and

said enhancer is IFN-y.
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Claims

Use of a histone-lysine N-methyltransferase EZH2 (enhancer of zeste homolog 2)
inhibitor and an enhancer of interferon-gamma receptor activity in the manufacture of
a pharmaceutical composition for treating a patient having cancer, wherein said
inhibitor is selected from the group consisting of (-)-1-[(1R,4R,5S)-3-
(Hydroxymethyl)-4,5-dihydroxy-2-cyclopenten-1-yl]4-aminoimidazo[4,5-c]pyridine
hydrochloride (DZNep);

3-deazaneplanocin A); 1-{[4-amino-5-(2,2-dimethylpropanoyl)-1,3-thiazol-2-
yl]sulfanyl}-3,3-dimethylbutan-2-one;
4-[4-(4-methyl-1,3-thiazol-2-yl)phenyl]-1,2,3-thiadiazole;
2-{[(3,4-dichlorophenyl)carbamoyl]amino } benzoic acid;
N-(2-methylquinolin-6-yl)quinoxaline-2-carboxamide;
2-[(4-tert-butylphenyl)carbonyl]-1H-imidazole;
1-(2-hydroxyphenyl)-3-[4-(methoxymethoxy)phenyl Jpropane-1,3-dione;
N-(3-acetylphenyl)-8-methoxy-2-ox0-2H-chromene-3-carboxamide;
1-{3-[4-(2-phenylethynyl)phenyl]-1H-pyrazol-1-yl } ethan-1-one;
3-(thiophen-2-yl)benzoic acid;

5-(6-methoxynaphthalen-2-yl)-1H-pyrazole;
4-methyl-5-[3-(methylsulfanyl)-1H-pyrazol-5-yl]-2-(thiophen-2-yl)-1,3-thiazole;
2-{[(2-chloro-6-fluorophenyl)methyl]sulfanyl }-1-(2,3-dihydro-1,4-benzodioxin-6-
yl)ethan-1-one;

3-(3-chlorophenyl)-5-(thiophen-3-yl)-1,2,4-oxadiazole;
2,3-dihydro-1-benzofuran-5-ylmethanimidamido thiophene-2-carboxylate;
N-(2,3-dihydro-1,4-benzodioxin-6-yl)[(furan-2-ylmethyl)carbamothioyl]formamide;
N-[4-(diethylamino)phenyl]-3-methylbenzamide;
3-[5-(1,2-0xazol-3-yl)thiophen-2-yl]-5-phenyl-1,2,4-oxadiazole;
ethyl(2E)-2-cyano-3-{[(E)-{[4-dimethylamino)phenyl|methylidene} arnino](rnethane)
sulfinirnidamido } prop-2-enoate;
(2Z)-2-(4-ethylphenyl)-3-(4-methoxyphenyl)prop-2-enenitrile;
5-tert-butyl-3-methyl-N-phenylthieno[3,2-b]thiophene-2-carboxamide;
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5-(1-butyl-2-0x0-2,3-dihydro-1H-indol-3-ylidene)-2-(piperidin-1-yl)-4,5-dihydro-1,3-
thiazol-4-one;

(2E,6E)-2,6-bis(thiophen-2-ylmethylidene)cyclohexan-1-one;
2-[(E)-2-(3,4-dimethoxyphenyl)ethenyl]-1,3-benzothiazole;
2-chloro-N-[3-hydroxy-4-(5-methyl-1,3-benzoxazol-2-yl)phenyl]-5-nitrobenzamide;
6-chloro-2-phenyl-4H-thiochromen-4-one methyl 2-(3,4-dihydro-2H-1,5-
benzodioxepine-7-amido)benzoate;

3-chloro-N,N-dimethyl-4-[(1 E)-[2-(quinoxalin-2-yl)hydrazin-1-
ylidene]methyl]aniline;
(2E)-1-(2-methyl-1H-indol-3-y1)-3-(thiophen-2-yl)prop-2-en-1-one;
N-(2,3-dihydro-1,4-benzodioxin-6-yl)-2-(thiophen-2-yl)-1,3-thiazole-4-carboxamide;
4-[(E)-2-(1-methyl-1H-1,3-benzodiazol-2-yl)ethenyl]-1,3-thiazole;
3-(4-bromophenyl)-3,4-dihydro-1,2,3-benzotriazin-4-one;
N-(2,4-dichlorophenyl)-3,4-dihydro-2H-1-benzopyran-2-carboxamide;
N,N-dimethyl-4-[(E)-2-phenylethenyl]aniline;

2-(3,4-dichlorophenyl)quinoxaline;
N-(3-tert-butyl-1H-pyrazol-5-y1)-2,3-dihydro-1,4-benzodioxine-2-carboxamide;
(2E)-2-(1,3-benzothiazol-2-yl1)-3-(4-chlorophenyl)prop-2-enenitrile;
(4-tert-butylphenyl)methanimidamido 2-(thiophen-2-yl)acetate;
5-[4-(3-methyl-1-benzothiophen-2-yl)-1,3-thiazol-2-yl]-1,2-oxazole;
1-(4-fluorophenyl)-3-(1-phenyl-5-propyl-1H-pyrazol-4-yljurea;
2-[(2Z)-2-phenyl-2-[(2E)-2-(thiophen-2-ylmethylidene)hydrazin-1-ylidene]ethyl]-1H-
1,3-benzodiazole;

N-{7-0x0-8-0xa-4-thiatricyclo[7.4.0.0"{2,6} Jtrideca-1(9),2,5,10,12-pentaen-5-
yl}thiophene-2-carboxamide;
2-(2-chlorophenyl)-1-[4-(dimethylamino)phenyl]ethan-1-one  ethyl 4-cyano-1-(4-
methylphenyl)-1H-pyrazole-3-carboxylate;

3-hydrazinylquinoxaline-2-thiol;

1-[(5-tert-butylthiophen-2-yl)carbonyl |piperidine;
3-[5-(2-phenylethynyl)thiophen-2-yl]-1-(thiophen-2-ylcarbonyl)-1H-pyrazole;
2,5-dichloro-N-(2,3-dihydro-1,4-benzodioxin-2-ylmethyl)thiophene-3-carboxamide;
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1-tert-butyl-N-(2,3-dihydro-1,4-benzodioxin-6-yl)-5-methyl-1H-pyrazole-3-
carboxamide;

4-(5-propylpyridin-2-yl)benzonitrile;
5-(4-chlorophenyl)-3-(2,2-dichloroacetamido)thiophene-2-carboxamide;
(4-methanesulfonamidophenyl)methanimidamido thiophene-2-carboxylate;
ethyl 7-methyl-2-phenylpyrazolo[1,5-a]pyrimidine-6-carboxylate;
6-(4-chlorophenyl)-3-phenylthieno[2,3-¢][1,2,4]triazine;
1-{1-phenyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl }-2,3-dihydro-1H-indole;
5-(4-chlorophenyl)-2-(4-methylphenyl)-2H-1,2,3 4-tetrazole;

4-[(1 E)-[2-(3,5-dichloropyridin-4-yl)hydrazin-1-ylideneJmethyl]-N,N-
dimethylaniline;

3-(5-tert-butyl-1,2-oxazol-3-yl)-1-phenylurea;
(4-chlorophenyl)methanimidamido 3-chlorothiophene-2-carboxylate;
N-{4-[(E)-2-phenyldiazen-1-yl]phenyl }acetamide;

methyl 4-[(pyrimidin-2-ylsulfanyl)methyl]benzoate;
2-phenylimidazo[1,2-a]pyridine;

6-chloro-2-phenyl-4H-thiochromen-4-one;
2-{[(4-methylphenyl)methyl]sulfanyl}-5-(pyrazin-2-yl)-1,3,4-thiadiazole;
5,7-dihydroxy-2-(4-hydroxyphenyl)-4H-chromen-4-one;
(E)-[I-(1H-pyrrol-2-yl)ethylidene]amino N-(4-chlorophenyl)carbamate;
1-benzoyl-3-2,3-dihydro-1H-inden-5-ylthiourea;
1-{1-phenyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl}-2,3-dihydro-1H-indole;
N,5-diphenyl-1,3,4-oxadiazole-2-carboxamide;
(37)-3-(2,3-dihydro-1-benzofuran-5-ylmethylidene)-2,3-dihydro-1H-indol-2-one;
[(3-methylbutyl)sulfanyl]-N-phenylformamide;
2,4-dihydroxy-5,7-diphenylpyrano[2,3-d]pyrimidin-8-ium perchlorate;
ethyl 7-hydroxy-9-ox0-9H-xanthene-2-carboxylate;
[({[3,5-Dimethyl-1-(2-methyl-2-propanyl)-1H-pyrazol-4-

yllmethylene} amino)oxy]{[3-(trifluoromethyl)phenylJamino } methanone;
5-[(4-iodophenyl)amino]-3-phenyl-1,3-thiazolidine-2,4-dione;
N-(furan-2-ylmethyl)-2-[methane(4-phenoxyphenyl)sulfonamido]acetamide
N-(3-methoxyphenyl)-6-phenylpyridazin-3-amine;
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ethyl (2E)-3-[(2-chlorophenyl)amino]-2-cyanoprop-2-enoate;
1-[3-chloro-1-benzothiophen-2-yl)carbonyl]-1H,2H,3H,4H,6H, 1 0bH-pyrimido[2,1-
alisoindol-6-one;
2-(4-chlorophenyl)-5-[(cyclopropylmethyl)sulfanyl]-1,3,4-oxadiazole;
1-[6-(benzyloxy)-3-tert-butyl-2-hydroxyphenyl]ethan-1-one;

3-[(1 E)-1-[(2,2-dichloroethenyl)imino]-2,2-dimethylpropyl]-1-(4-
methylphenyl)thiourea;

6,7-dimethyl-2-phenylquinoxaline;
5-(2,3-dihydro-1-benzofuran-5-yl)-3-(4-fluorophenyl)-1,2,4-oxadiazole;
2-{4-[(4-methylphenyl)methoxy]phenyl } acetonitrile;
1-cyclohexyl-3-8-oxatricyclo[7.4.0.07{2,7 } Jtrideca-1(9),2(7),3,5,10,12-hexaen-5-
ylurea;

5-(1,2,3-thiadiazol-4-yl)-3-[4-(trifluoromethyl)phenyl]-1,2,4-oxadiazole;
N-(2-methylquinolin-6-yl)-2-phenylacetamide;
3-(piperidin-1-ylcarbonyl)-5-(thiophen-2-yl)-1,2-0xazole;
N-(3,4-dimethylphenyl)[ (E)-N'-(thiophen-2-
ylmethylidene)hydrazinecarbonyl|formamide;
2-(2,3-dimethoxyphenyl)-2,3-dihydro-1,3-benzothiazole;
2-methyl-5-(naphthalen-2-yl)-1,3-thiazole hydrobromide;
(cyclohexylcarbamothioyl)-N-(4-fluorophenyl)formamide;
4-(1,3-benzothiazol-2-yl)-1-methyl-1H-pyrazol-3-amine;
(4-tert-butylphenyl)methanimidamido 5-methyl-1,2-oxazole-3-carboxylate;
N-[2-(methylsulfanyl)-1,3-benzothiazol-6-ylthiophene-2-carboxamide;
N-(5-cyclopropyl-1,3,4-thiadiazol-2-yl)-2H-1,3-benzodioxole-5-carboxamide;
(2E)-3-(2-chlorophenyl)-N-(2-methylbut-3-yn-2-yl)prop-2-enamide;
I-naphthalen-1-yl-3-8-oxatricyclo[7.4.0.0"{2,7} Jtrideca-1(13),2,4,6,9,11-hexaen-5-
ylthiourea;

3-methyl-N-phenyl-1-benzothiophene-2-carbothioamide;
5-(2,5-dichlorophenyl)-N-[2-(trifluoromethyl)phenyl|furan-2-carboxamide;
3-(5-methyl-1,2-oxazol-3-yl)-5-(thiophen-2-yl)-1,2,4-oxadiazole;
N-(1H-indazol-3-yl)-3-methoxybenzamide;

2-(4-tert-butylphenyl)-5-[ (propane-1-sulfonyl)methyl]-1,3,4-oxadiazole;
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1-[2-(4-chlorophenoxymethyl)-4-methyl-1,3-thiazol-5-yl]ethan-1-one;
(4-methanesulfonamidophenyl)methanimidamido N-(4-methylphenyl)carbamate;
N-phenyl-4,5,6,7-tetrahydro-1,3-benzothiazol-2-amine hydrochloride;
7-nitro-N-(2-phenylethyl)-1H-indole-2-carboxamide;
2-{[(2E)-4-(pyridin-2-ylsulfanyl)but-2-en-1-yl]sulfanyl } pyridine;
4-[(E)-2-(3-methylthiophen-2-yl)ethenyl]-2-[ (3-nitropyridin-2-yl)sulfanyl Jpyrimidine;
4-(4-chlorophenyl)-2-[(4-methoxyphenyl)methyl]-1,3-thiazole;
(3Z)-3-{[5-(thiophen-2-yl)thiophen-2-ylJmethylidene}-2,3-dihydro-1H-indol-2-one;
N-(4-bromo-2,5-difluorophenyl)-2,3-dimethylbenzamide;

sodium N-phenyl(phenylamino)carboximidate;
2-(benzylsulfanyl)-N-(2,3-dihydro-1H-inden-2-yl)acetamide;
(5Z2)-5-[(5-methylfuran-2-yl)methylidene]-3-phenyl-1,3-thiazolidine-2,4-dione;
N-{4-[(3-chlorophenyl)carbamoyl]phenyl } thiophene-2-carboxamide;
N-[(3-chlorophenyl)methyl]-5-(methylsulfanyl)-1,3,4-thiadiazol-2-amine;
(E)-2-(phenylamino)-3-(phenylimino)guanidine;
(2Z)-3-methyl-2-[2-(3-methyl-2,3-dihydro-1,3-benzoxazol-2-ylidene)hydrazin-1-
ylidene]-2,3-dihydro-1,3-benzoxazole;
3-[2-(2H-1,4-benzothiazin-3-yl)hydrazin-1-yl]-2H-1,4-benzothiazine;
3-(3,4-dimethyl-1,2-oxazol-5-y1)-1-[4-(dimethylamino)-3,5-
difluorophenyl]carbonylurea;
(32)-3-[2-(2,5-difluorophenyl)hydrazin-1-ylidene]piperidin-2-one;
N'-[(E)-[1-(1-benzofuran-2-yl)ethylidene]amino](methylsulfanyl)methanimidamide;
(2Z)-3-(9H-fluoren-2-ylcarbamoyl)prop-2-enoic acid;
4-[2-(2,3-dihydro-1,4-benzodioxin-6-yl)diazen-1-yl]-N,N-diethylaniline;
4,5-dichloro-N-(3-chloro-4-fluorophenyl)-1,2-thiazole-3-carboxamide;
5-[4-(4-methoxyphenoxy)phenyl]-1H-pyrazole;
1-cyclohexyl-3-[(Z)-(1H-pyrazol-3-ylmethylidene)amino]thiourea;
[5-(4-chlorophenyl)-3-methyl-2-sulfanylidene-1,3,4-thiadiazinan-6-ylidene]Jamino  5-
tert-butylthiophene-2-carboxylate;

N-(2-phenylethyl)benzenecarbothioamide;
5-amino-3-methyl-2-N-phenylthiophene-2,4-dicarboxamide;
3-amino-5-(thiophen-3-yl)thiophene-2-carboxamide;
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(2E)-2-{[4-(trifluoromethoxy)phenyljimino}-3,4-dihydro-2H-1,3-benzoxazin-4-one;
3-hydroxy-9H-xanthen-9-one;
4-[(E)-2-(3,5-dihydroxyphenyl)ethenyl]benzene-1,2-diol;
(3-chlorophenyl)methanimidamido 6-(2,2,2-trifluoroethoxy)pyridine-3-carboxylate;
5-phenyl-3-(pyrrolidin-1-yl)-1,2-thiazole-4-carbonitrile;
7-hydroxy-3-(4-hydroxyphenyl)-4H-chromen-4-one;
2-(4-fluorophenyl)-2H,3H,5H,6H,7H,8H-[1,2,4]triazolo[4,3-a]pyrimidin-3-one;
(4-chlorophenyl)methanimidamido 2,6-difluorobenzoate;
2-(2-amino-3-methoxyphenyl)-4H-chromen-4-one;
6,7-dimethoxy-2-phenylquinoxaline;
6-methoxy-3-phenyl-[1,2,4]triazolo[4,3-a]pyridazine;
5-[4-(furan-2-ylcarbonyl)piperazin-1-yl]-3-(thiophen-2-yl)-1,2,4-thiadiazole;
(E)-{1-[2-(4-chlorophenoxymethyl)-1,3-thiazol-4-yl]ethylidene}amino benzoate;
N-[(2-chloro-6-fluorophenyl)carbonyl]-N'-(4-methylpyridin-2-yl)ethanediamide;
(E)-hydroxy[1-(2-phenyl-1,3-thiazol-4-yl)ethylidene]amine;

ethyl 1-{[4-(trifluoromethoxy)phenyl]carbamoyl}piperidine-4-carboxylate;
3-(3-methyl-1H-indol-1-yl)-N-[4-(morpholin-4-yl)phenyl]propanamide;
6,8-dimethyl-1-methylidene-2-(4-methylphenyl)-1,4-dihydronaphthalene;
N'-[(2-methyl-1,3-thiazol-4-yl)methoxy]-4-(trifluoromethyl)benzene-1 -
carboximidamide;

1-[4-(benzyloxy)phenyl]-3-[(3-cyanopyridin-2-yl)aminoJurea;
2-phenylimidazo|1,2-a]pyridine;
3-(morpholin-4-yl)-5-[4-(trifluoromethyl)phenyl]-1,2-thiazole-4-carbonitrile;
N-(2-chlorophenyl)-2-[(3-cyano-6-acetylpyridin-2-yl)sulfanyl]acetamide;
3-[4-(4-methoxyphenyl)-1,3-thiazol-2-yl]-5-methyl-1,2-oxazole;
N-(3-bromo-5-methylpyridin-2-yl)-4-ethylbenzamide;
2-(5-methyl-1,2-oxazol-3-yl)-5-[ 3-(trifluoromethyl)phenyl]-1,3,4-oxadiazole;
(E)-[1-(3-methyl-1-benzothiophen-2-yl)ethylidene]amino N-phenylcarbamate;
N-(2,3-dihydro-1H-inden-2-yl)-3-(3-methyl-1H-indol-1-yl)propanamide;
1,3-dimethanesulfonyl-2,3-dihydro-1H-1,3-benzodiazole;

methyl 2-[5-methyl-2-(thiophene-2-amido)-1,3-thiazol-4-yl]acetate;
4-[(5-{[(4-chlorophenyl)sulfanylJmethyl } furan-2-yl)carbonyl]morpholine;



10

15

20

25

30

79

2-ox0-2-phenylethyl 2,3-dimethoxybenzoate;
N-(4-chlorophenyl)-4-hydroxy-2-oxo-1,2-dihydroquinoline-3-carboxamide;
(2,4-dichlorophenyl)methyl N-[(2-fluorophenyl)carbonyl]carbamate;
2-[(4-chlorophenyl)carbonyl]-1-benzofuran;

4-chlorophenyl 2,3-dihydro-1-benzofuran-5-carboxylate;
2-[4-(dimethylamino)phenyl]-1,2,3,4-tetrahydroquinolin-4-one;
[6-(ethylsulfanyl)pyridin-3-ylJmethanimidamido thiophene-2-carboxylate; and
N-[(4,6-Dimethyl-2-0x0-1,2-dihydro-3-pyridinyl)methyl]-1-(1-methylethyl)-6-[6-(4-
methyl-1-piperazinyl)-3-pyridinyl]-1H-indazole-4-carboxamide (GSK926).

The use of claim 1, wherein the interferon-gamma receptor is interferon-gamma

receptor | (IFNGR1) encoding for interferon-gamma receptor (IFNGR1) subunit 1.

The use according to claim 1 or claim 2, the pharmaceutical composition further

comprising one or more pharmaceutically acceptable excipients, vehicles or carriers.

The use of any of the preceding claims, wherein said inhibitor is (-)-1-[(1R,4R,58)-3-
(Hydroxymethyl)-4,5-dihydroxy-2-cyclopenten-1-yl[4-aminoimidazo[4,5-c]pyridine
hydrochloride (DZNep; 3-deazaneplanocin A).

The use according to claim 1 or 2 or 3, wherein said inhibitor is an EZH2-binding

protein.

The use according to claim 5, wherein said EZH2-binding protein is an antibody or

fragment thereof.

The use according to claim 1 or 2 or 3, wherein said inhibitor is a nucleic acid

molecule or conjugate thereof.

The use according to claim 7, wherein said nucleic acid molecule is a small

interfering RNA.
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The use according to claim 1 or 2 or 3, wherein said enhancer is interferon-gamma

(IFN-y).

The use according to claim 1 or 2 or 3, wherein said inhibitor is DZNep and said

enhancer is IFN-y.

The use according to any one of the preceding claims wherein said inhibitor is in
amount of less than 3 mg/kg, or less than 2mg/kg, or less than 1 mg/kg, or less than
0.8 mg/kg, or less than 0.5 mg/kg, or less than 0.2 mg/kg, or between 0.1 mg/kg to 3
mg/kg.

The use according to any one of the preceding claims, wherein said enhancer is in an
amount of less than 5x10° IU/kg, or less than 10 [U/kg, or less than 5x10° 1U/kg, or
less than 2x10° [U/kg, or in an amount of between 1x10° IU/kg to 10° IU/kg.

The use according to any one of the preceding claims, wherein the cancer is a

metastatic cancer.
The use according to claim 13, wherein said metastatic cancer is a prostate cancer.

The use according to any one of claims 1 to 12, wherein the cancer is selected from
the group consisting of liver, ovarian, lung, acute lymphoblastic leukemia, breast

particularly luminal B breast, bladder, and lymphoma mantle-cell cancer.

The use according to any one of claims 1 to 15, wherein said patient is characterized
by an increased level of EZH?2 in a tumor sample relative to the level in other tissues
and a decreased level of IFNGR1 in a tumor sample relative to the level in other

tissues.

An in vitro method for determining susceptibility of a patient suffering from cancer to
a treatment with a pharmaceutical composition as defined in any one of claims 1 to

16, wherein the method comprises:
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a. comparing a first level of EZH2 selected from the group consisting of EZH2
mRNA level in a tumor sample, EZH2 ¢cDNA level made from mRNA from said
tumor sample, and EZH2 protein level from said tumor sample, with a second
level of EZH2 selected from the group consisting of EZH2 mRNA level from a
non-tumor sample from said patient, EZH2 ¢cDNA level made from mRNA from
said non-tumor sample, and EZH2 protein level from said non-tumor sample;

b. comparing a first level of [IFNGR1 selected from the group consisting of IFNGR1
mRNA level from said tumor sample, [FNGR1 ¢cDNA level made from mRNA
from said tumor sample, and IFNGR1 protein level from said tumor sample with
the level of IFNGRI1 selected from the group consisting of [IFNGR1 mRNA level
from a non-tumor sample from said patient, IFNGR1 cDNA level made from
mRNA from said non-tumor sample, and IFNGR1 protein level from said non-
tumor sample; and

c. wherein a patient characterized by an increased level of EZH2 in said tumor
sample and a decreased level of IFNGR1 in said tumor sample is susceptible to a

treatment with said pharmaceutical composition.

The use of any one of claims 1 to 16, wherein the patient is characterized by a
difference in the level of EZH2 mRNA, and/or EZH2 ¢DNA, and/or EZH2 protein
and IFNGR1 mRNA, and/or IFNGR1 cDNA, and/or IFNGR1 protein in a tumor
sample, and the level of EZH2 mRNA, and/or EZH2 ¢cDNA, and/or EZH?2 protein and
IFNGR1 mRNA, and/or IFNGR1 ¢DNA, and/or IFNGR1 protein from a non-tumor
sample, wherein the level of EZH2 mRNA, and/or EZH2 ¢cDNA, and/or EZH2 protein
are at least 2-fold higher in the tumor sample and the IFNGR1 mRNA, and/or
IFNGR1 ¢DNA, and/or IFNGRI1 protein level is at least 2-fold lower in the tumor

sample.

The method of claim 17, wherein the cancer is selected from the group consisting of
prostate, liver, ovarian, lung, acute lymphoblastic leukemia, breast particularly

luminal B breast, bladder, and lymphoma mantle-cell.
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The method of claim 17, wherein the first level of EZH2 protein from said tumor
sample and the second level of EZH2 protein from said non-tumor sample, and
wherein a first level of IFNGR1 protein from said tumor sample with the level of

IFNGR1 protein from said non-tumor sample is examined by immunohistochemistry.

The method of claim 17, wherein the level of EZH2 expression from said tumor
sample and from said non-tumor sample, and wherein the level of IFNGR1 expression
from said tumor sample and from said non-tumor sample is examined by g-PCR,

wherein g-PCR comprises selecting primers comprising SEQ ID Nos 1 to 4.

An in vitro method for determining susceptibility of a patient suffering from advanced
prostate cancer to a treatment with a pharmaceutical composition as defined in any
one of claims 1 to 16, wherein the method comprises:

a. comparing a first level of IFNGR1 selected from the group consisting of IFNGR1
mRNA level in a tumor sample, [IFNGR1 ¢cDNA level made from mRNA from
said tumor sample, and IFNGR1 protein level from said tumor sample with the
level of IFNGRI1 selected from the group consisting of [IFNGR1 mRNA level
from a non-tumor sample from said patient, IFNGR1 ¢cDNA level made from
mRNA from said non-tumor sample, and IFNGRI1 protein level from said non-

tumor sample; and

b. wherein a patient characterized by a decreased level of IFNGR1 in said tumor

sample is susceptible to a treatment with said pharmaceutical composition.

An in vitro method for determining susceptibility of a patient suffering from breast
cancer to a treatment with a pharmaceutical composition as defined in any one of
claims 1 to 16, wherein the method comprises:

a. comparing a first level of IFNGRI1 selected from the group consisting of IFNGR1
mRNA level in a tumor sample, [IFNGR1 cDNA level made from mRNA from
said tumor sample, and IFNGR1 protein level from said tumor sample with the
level of IFNGRI1 selected from the group consisting of IFNGR1 mRNA level

from a non-tumor sample from said patient, IFNGR1 ¢DNA level made from
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mRNA from said non-tumor sample, and IFNGR1 protein level from said non-
tumor sample;

b. wherein a patient suffering from basal breast cancer is characterized by an
increased level of INFGR1 in said tumor sample is not susceptible to a treatment
with said pharmaceutical composition ; and

c. wherein a patient suffering from luminal breast cancer is characterized by a
decreased level of INFGR1 in said tumor sample is susceptible to a treatment with

said pharmaceutical composition.

An in vitro method for making a prognosis with respect to the clinical outcome of a

patient suffering from cancer comprising:

a. comparing a first level of EZH2 selected from the group consisting of EZH2
mRNA level in a tumor sample, EZH2 cDNA level made from mRNA from said
tumor sample, and EZH2 protein level from said tumor sample, with a second
level of EZH2 selected from the group consisting of EZH2 mRNA level from a
non-tumor sample from said patient, EZH2 cDNA level made from mRNA from
said non-tumor sample, and EZH2 protein level from said non-tumor sample;

b. comparing a first level of IFNGR1 selected from the group consisting of IFNGR1
mRNA level from said tumor sample, IFNGR1 ¢cDNA level made from mRNA
from said tumor sample, and IFNGRI1 protein level from said tumor sample with
the level of IFNGRI1 selected from the group consisting of [IFNGR1 mRNA level
from a non-tumor sample from said patient, [IFNGR1 cDNA level made from
mRNA from said non-tumor sample, and IFNGR1 protein level from said non-
tumor sample; and

c. making a prognosis with respect to the clinical outcome of a patient suffering from

cancer.

The method as claimed in claim 24, wherein said clinical outcome indicates the
susceptibility to treatment with said pharmaceutical composition as defined in any one

of claims 1-16.
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The method as claimed in claim 24 or 25, wherein the cancer is selected from the
group consisting of prostate, liver, ovarian, lung, particularly small cell lung, acute
lymphoblastic leukemia, breast particularly luminal B breast, bladder, and lymphoma

mantle-cell cancer.

A pharmaceutical composition comprising a histone-lysine N-methyltransferase
EZH2 (enhancer of zeste homolog 2) inhibitor and an enhancer of interferon-gamma
receptor activity, wherein said inhibitor is selected from the group consisting of (-)-1-
[(1R,4R,5S)-3-(Hydroxymethyl)-4,5-dihydroxy-2-cyclopenten-1-yl]4-
aminoimidazo[4,5-c]pyridine hydrochloride (DZNep; 3-deazaneplanocin A) 1-{[4-
amino-5-(2,2-dimethylpropanoyl)-1,3-thiazol-2-yl]sulfanyl } -3,3-dimethylbutan-2-
one;

4-[4-(4-methyl-1,3-thiazol-2-yl)phenyl]-1,2,3-thiadiazole;
2-{[(3,4-dichlorophenyl)carbamoyl]amino } benzoic acid;
N-(2-methylquinolin-6-yl)quinoxaline-2-carboxamide;
2-[(4-tert-butylphenyl)carbonyl]-1H-imidazole;
1-(2-hydroxyphenyl)-3-[4-(methoxymethoxy)phenyl]propane-1,3-dione;
N-(3-acetylphenyl)-8-methoxy-2-0x0-2H-chromene-3-carboxamide;
1-{3-[4-(2-phenylethynyl)phenyl]-1H-pyrazol-1-yl} ethan-1-one;
3-(thiophen-2-yl)benzoic acid;

5-(6-methoxynaphthalen-2-yl)-1H-pyrazole; ’
4-methyl-5-[3-(methylsulfanyl)-1H-pyrazol-5-yl]-2-(thiophen-2-yl)-1,3-thiazole;
2-{[(2-chloro-6-fluorophenyl)methyl]sulfanyl }-1-(2,3-dihydro-1,4-benzodioxin-6-
yl)ethan-1-one;

3-(3-chlorophenyl)-5-(thiophen-3-yl1)-1,2,4-oxadiazole;
2,3-dihydro-1-benzofuran-5-ylmethanimidamido thiophene-2-carboxylate;
N-(2,3-dihydro-1,4-benzodioxin-6-yl)[(furan-2-ylmethyl)carbamothioyl]formamide;
N-[4-(diethylamino)phenyl]-3-methylbenzamide;
3-[5-(1,2-0xazol-3-yl)thiophen-2-yl]-5-phenyl-1,2,4-oxadiazole;
cthyl(2E)-2-cyano-3-{[(E)- {[4-dimethylamino)phenyl|methylidene} arnino](rnethane)
sulfinirnidamido }prop-2-enoate;

(2Z)-2-(4-ethylphenyl)-3-(4-methoxyphenyl)prop-2-enenitrile;
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S-tert-butyl-3-methyl-N-phenylthieno[3,2-b]thiophene-2-carboxamide;
5-(1-butyl-2-0x0-2,3-dihydro-1H-indol-3-ylidene)-2-(piperidin-1-yl1)-4,5-dihydro-1,3-
thiazol-4-one;

(2E,6E)-2,6-bis(thiophen-2-ylmethylidene)cyclohexan-1-one;
2-[(E)-2-(3,4-dimethoxyphenyl)ethenyl]-1,3-benzothiazole;
2-chloro-N-[3-hydroxy-4-(5-methyl-1,3-benzoxazol-2-yl)phenyl]-5-nitrobenzamide;
6-chloro-2-phenyl-4H-thiochromen-4-one methyl 2-(3,4-dihydro-2H-1,5-
benzodioxepine-7-amido)benzoate;

3-chloro-N,N-dimethyl-4-[(1 E)-[2-(quinoxalin-2-yl)hydrazin-1-
ylidene]methyl]aniline;
(2E)-1-(2-methyl-1H-indol-3-yl)-3-(thiophen-2-yl)prop-2-en-1-one;
N-(2,3-dihydro-1,4-benzodioxin-6-yl)-2-(thiophen-2-yl)-1,3-thiazole-4-carboxamide;
4-[(E)-2-(1-methyl-1H-1,3-benzodiazol-2-yl)ethenyl]-1,3-thiazole;
3-(4-bromophenyl)-3,4-dihydro-1,2,3-benzotriazin-4-one;
N-(2,4-dichlorophenyl)-3,4-dihydro-2H-1-benzopyran-2-carboxamide;
N,N-dimethyl-4-[(E)-2-phenylethenyl]aniline;

2-(3,4-dichlorophenyl)quinoxaline;
N-(3-tert-butyl-1H-pyrazol-5-yl)-2,3-dihydro-1,4-benzodioxine-2-carboxamide;
(2E)-2-(1,3-benzothiazol-2-yl)-3-(4-chlorophenyl)prop-2-enenitrile;
(4-tert-butylphenyl)methanimidamido 2-(thiophen-2-yl)acetate;
5-[4-(3-methyl-1-benzothiophen-2-yl)-1,3-thiazol-2-yl]-1,2-0xazole;
1-(4-fluorophenyl)-3-(1-phenyl-5-propyl-1H-pyrazol-4-yl)urea;

2-[(2Z)-2-phenyl-2-[ (2E)-2-(thiophen-2-ylmethylidene)hydrazin-1-ylidene]ethyl]-1H-
1,3-benzodiazole;

N-{7-0x0-8-0xa-4-thiatricyclo[7.4.0.0"{2,6} Jtrideca-1(9),2,5,10,12-pentaen-5-
yl}thiophene-2-carboxamide;
2-(2-chlorophenyl)-1-[4-(dimethylamino)phenyl]ethan-1-one  ethyl 4-cyano-1-(4-
methylphenyl)-1H-pyrazole-3-carboxylate;

3-hydrazinylquinoxaline-2-thiol,

1-[(5-tert-butylthiophen-2-yl)carbonyl]piperidine;
3-[5-(2-phenylethynyl)thiophen-2-yl]-1-(thiophen-2-ylcarbonyl)-1 H-pyrazole;
2,5-dichloro-N-(2,3-dihydro-1,4-benzodioxin-2-ylmethyl)thiophene-3-carboxamide;
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1-tert-butyl-N-(2,3-dihydro-1,4-benzodioxin-6-yl)-5-methyl-1 H-pyrazole-3-
carboxamide;

4-(5-propylpyridin-2-yl)benzonitrile;
5-(4-chlorophenyl)-3-(2,2-dichloroacetamido)thiophene-2-carboxamide;
(4-methanesulfonamidophenyl)methanimidamido thiophene-2-carboxylate;
ethyl 7-methyl-2-phenylpyrazolo[1,5-a]pyrimidine-6-carboxylate;
6-(4-chlorophenyl)-3-phenylthieno[2,3-e][1,2,4]triazine;
1-{1-phenyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl}-2,3-dihydro-1H-indole;
5-(4-chlorophenyl)-2-(4-methylphenyl)-2H-1,2,3,4-tetrazole;

4-[(1 E)-[2-(3,5-dichloropyridin-4-yl)hydrazin-1-ylidene]methyl]-N,N-
dimethylaniline;

3-(5-tert-butyl-1,2-oxazol-3-yl)-1-phenylurea;
(4-chlorophenyl)methanimidamido 3-chlorothiophene-2-carboxylate;
N-{4-[(E)-2-phenyldiazen-1-yl]phenyl}acetamide;

methyl 4-[(pyrimidin-2-ylsulfanyl)methyl]benzoate;
2-phenylimidazo[1,2-a]pyridine;

6-chloro-2-phenyl-4H-thiochromen-4-one;
2-{[(4-methylphenyl)methyl]sulfanyl} -5-(pyrazin-2-yl)-1,3,4-thiadiazole;
5,7-dihydroxy-2-(4-hydroxyphenyl)-4H-chromen-4-one;
(E)-[I-(1H-pyrrol-2-yl)ethylidene]lamino N-(4-chlorophenyljcarbamate;
1-benzoyl-3-2,3-dihydro-1H-inden-5-ylthiourea;
1-{1-phenyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl }-2,3-dihydro-1H-indole;
N,S-diphenyl-1,3,4-oxadiazole-2-carboxamide;
(37)-3-(2,3-dihydro-1-benzofuran-5-ylmethylidene)-2,3-dihydro-1H-indol-2-one;
[(3-methylbutyl)sulfanyl]-N-phenylformamide;
2,4-dihydroxy-5,7-diphenylpyrano[2,3-d]pyrimidin-8-ium perchlorate;

ethyl 7-hydroxy-9-oxo-9H-xanthene-2-carboxylate;
[({[3,5-Dimethyl-1-(2-methyl-2-propanyl)-1H-pyrazol-4-

yllmethylene} amino)oxy]{[3-(trifluoromethyl)phenyljamino } methanone;
5-[(4-iodophenyl)amino]-3-phenyl-1,3-thiazolidine-2,4-dione;
N-(furan-2-ylmethyl)-2-[methane(4-phenoxyphenyl)sulfonamido]acetamide
N-(3-methoxyphenyl)-6-phenylpyridazin-3-amine;
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ethyl (2E)-3-[(2-chlorophenyl)amino]-2-cyanoprop-2-enoate;
1-[3-chloro-1-benzothiophen-2-yl)carbonyl]-1H,2H,3H,4H,6H,10bH-pyrimido[2,1-
aJisoindol-6-one;
2-(4-chlorophenyl)-5-[(cyclopropylmethyl)sulfanyl]-1,3,4-oxadiazole;
1-[6-(benzyloxy)-3-tert-butyl-2-hydroxyphenyl]ethan-1-one;

3-[(1 E)-1-[(2,2-dichloroethenyl)imino]-2,2-dimethylpropyl]-1-(4-
methylphenyljthiourea;

6,7-dimethyl-2-phenylquinoxaline;
5-(2,3-dihydro-1-benzofuran-5-yl)-3-(4-fluorophenyl)-1,2,4-oxadiazole;
2-{4-[(4-methylphenyl)methoxy]phenyl }acetonitrile;
1-cyclohexyl-3-8-oxatricyclo[7.4.0.0"{2,7} Jtrideca-1(9),2(7),3,5,10,12-hexaen-5-
ylurea;

5-(1,2,3-thiadiazol-4-yl)-3-[4-(trifluoromethyl)phenyl]-1,2,4-oxadiazole;
N-(2-methylquinolin-6-yl)-2-phenylacetamide;
3-(piperidin-1-ylcarbonyl)-5-(thiophen-2-yl)-1,2-oxazole;
N-(3,4-dimethylphenyl)[ (E)-N'-(thiophen-2-
ylmethylidene)hydrazinecarbonyl]formamide;
2-(2,3-dimethoxyphenyl)-2,3-dihydro-1,3-benzothiazole;
2-methyl-5-(naphthalen-2-yl)-1,3-thiazole hydrobromide;
(cyclohexylcarbamothioyl)-N-(4-fluorophenyl)formamide;
4-(1,3-benzothiazol-2-y1)-1-methyl-1H-pyrazol-3-amine;
(4-tert-butylphenyl)methanimidamido 5-methyl-1,2-oxazole-3-carboxylate;
N-[2-(methylsulfanyl)-1,3-benzothiazol-6-ylJthiophene-2-carboxamide;
N-(5-cyclopropyl-1,3,4-thiadiazol-2-yl)-2H-1,3-benzodioxole-5-carboxamide;
(2E)-3-(2-chlorophenyl)-N-(2-methylbut-3-yn-2-yl)prop-2-enamide;
1-naphthalen-1-yl-3-8-oxatricyclo[7.4.0.0"{2,7} ]trideca-1(13),2,4,6,9,1 1 -hexaen-5-
ylthiourea;

3-methyl-N-phenyl-1-benzothiophene-2-carbothioamide;
5-(2,5-dichlorophenyl)-N-[2-(trifluoromethyl)phenyl]furan-2-carboxamide;
3-(5-methyl-1,2-0xazol-3-yl)-5-(thiophen-2-yl)-1,2,4-oxadiazole;
N-(1H-indazol-3-yl)-3-methoxybenzamide;
2-(4-tert-butylphenyl)-5-[(propane-1-sulfonyl)methyl]-1,3,4-oxadiazole;
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1-[2-(4-chlorophenoxymethyl)-4-methyl-1,3-thiazol-5-yl]ethan-1-one;
(4-methanesulfonamidophenyl)methanimidamido N-(4-methylphenyl)carbamate;
N-phenyl-4,5,6,7-tetrahydro-1,3-benzothiazol-2-amine hydrochloride;
7-nitro-N-(2-phenylethyl)-1H-indole-2-carboxamide;
2-{[(2E)-4-(pyridin-2-ylsulfanyl)but-2-en-1-yl]sulfanyl } pyridine;
4-[(E)-2-(3-methylthiophen-2-yl)ethenyl]-2-[ (3-nitropyridin-2-yl)sulfanyl|pyrimidine;
4-(4-chlorophenyl)-2-[ (4-methoxyphenyl)methyl]-1,3-thiazole;
(3Z)-3-{[5-(thiophen-2-yl)thiophen-2-ylimethylidene}-2,3-dihydro-1H-indol-2-one;
N-(4-bromo-2,5-difluorophenyl)-2,3-dimethylbenzamide;

sodium N-phenyl(phenylamino)carboximidate;
2-(benzylsulfanyl)-N-(2,3-dihydro-1H-inden-2-yl)acetamide;
(5Z2)-5-[(5-methylfuran-2-yl)methylidene]-3-phenyl-1,3-thiazolidine-2,4-dione;
N-{4-[(3-chlorophenyl)carbamoyl]phenyl } thiophene-2-carboxamide;
N-[(3-chlorophenyl)methyl]-5-(methylsulfanyl)-1,3,4-thiadiazol-2-amine;
(E)-2-(phenylamino)-3-(phenylimino)guanidine;
(2Z2)-3-methyl-2-[2-(3-methyl-2,3-dihydro-1,3-benzoxazol-2-ylidene)hydrazin-1-
ylidene]-2,3-dihydro-1,3-benzoxazole;
3-[2-(2H-1,4-benzothiazin-3-yl)hydrazin-1-yl]-2H-1,4-benzothiazine;
3-(3,4-dimethyl-1,2-oxazol-5-yl)-1-[4-(dimethylamino)-3,5-
difluorophenyl]carbonylurea;
(37)-3-[2-(2,5-difluorophenyl)hydrazin-1-ylidene]piperidin-2-one;
N'-[(E)-[1-(1-benzofuran-2-yl)ethylidene]amino](methylsulfanyl)methanimidamide;
(2Z)-3-(9H-fluoren-2-ylcarbamoyl)prop-2-enoic acid,;
4-[2-(2,3-dihydro-1,4-benzodioxin-6-yl)diazen-1-yl]-N,N-diethylaniline;
4,5-dichloro-N-(3-chloro-4-fluorophenyl)-1,2-thiazole-3-carboxamide;
5-[4-(4-methoxyphenoxy)phenyl]-1H-pyrazole;
1-cyclohexyl-3-[(Z)-(1H-pyrazol-3-ylmethylidene)amino]thiourea;
[5-(4-chlorophenyl)-3-methyl-2-sulfanylidene-1,3,4-thiadiazinan-6-ylidene]lamino  5-
tert-butylthiophene-2-carboxylate;

N-(2-phenylethyl)benzenecarbothioamide;
5-amino-3-methyl-2-N-phenylthiophene-2,4-dicarboxamide;
3-amino-5-(thiophen-3-yl)thiophene-2-carboxamide;
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(2E)-2-{[4-(trifluoromethoxy)phenyl]imino }-3,4-dihydro-2H-1,3-benzoxazin-4-one;
3-hydroxy-9H-xanthen-9-one;
4-[(E)-2-(3,5-dihydroxyphenyl)ethenyl]benzene-1,2-diol;
(3-chlorophenyl)methanimidamido 6-(2,2,2-trifluoroethoxy)pyridine-3-carboxylate;
5-phenyl-3-(pyrrolidin-1-yl)-1,2-thiazole-4-carbonitrile;
7-hydroxy-3-(4-hydroxyphenyl)-4H-chromen-4-one;
2-(4-fluorophenyl)-2H,3H,5H,6H,7H,8H-[ 1,2,4]triazolo[4,3-a]pyrimidin-3-one;
(4-chlorophenyl)methanimidamido 2,6-difluorobenzoate;
2-(2-amino-3-methoxyphenyl)-4H-chromen-4-one;
6,7-dimethoxy-2-phenylquinoxaline;
6-methoxy-3-phenyl-[1,2,4]triazolo[4,3-a]pyridazine;
5-[4-(furan-2-ylcarbonyl)piperazin-1-yl]-3-(thiophen-2-yl)-1,2,4-thiadiazole;
(E)-{1-[2-(4-chlorophenoxymethyl)-1,3-thiazol-4-yl]ethylidene}amino benzoate;
N-[(2-chloro-6-fluorophenyl)carbonyl]-N'-(4-methylpyridin-2-yl)ethanediamide;
(E)-hydroxy[1-(2-phenyl-1,3-thiazol-4-yl)ethylidene]amine;

ethyl 1-{[4-(trifluoromethoxy)phenyl]carbamoyl}piperidine-4-carboxylate;
3-(3-methyl-1H-indol-1-yl)-N-[4-(morpholin-4-yl)phenyl]propanamide;
6,8-dimethyl-1-methylidene-2-(4-methylphenyl)-1,4-dihydronaphthalene;
N'-[(2-methyl-1,3-thiazol-4-yl)methoxy]-4-(trifluoromethyl)benzene-1-
carboximidamide;

1-[4-(benzyloxy)phenyl]-3-[(3-cyanopyridin-2-yl)amino]urea;
2-phenylimidazo[1,2-a]pyridine;
3-(morpholin-4-yl)-5-[4-(trifluoromethyl)phenyl]-1,2-thiazole-4-carbonitrile;
N-(2-chlorophenyl)-2-[(3-cyano-6-acetylpyridin-2-yl)sulfanyl]acetamide;
3-[4-(4-methoxyphenyl)-1,3-thiazol-2-yl]-5-methyl-1,2-0xazole;
N-(3-bromo-5-methylpyridin-2-yl)-4-ethylbenzamide;
2-(5-methyl-1,2-0xazol-3-y1)-5-[ 3-(trifluoromethyl)phenyl]-1,3,4-oxadiazole;
(E)-[1-(3-methyl-1-benzothiophen-2-yl)ethylidene]amino N-phenylcarbamate;
N-(2,3-dihydro-1H-inden-2-y1)-3-(3-methyl-1H-indol-1-yl)propanamide;
1,3-dimethanesulfonyl-2,3-dihydro-1H-1,3-benzodiazole;

methyl 2-[5-methyl-2-(thiophene-2-amido)-1,3-thiazol-4-yl]acetate;
4-[(5-{[(4-chlorophenyl)sulfanylJmethyl} furan-2-yl)carbonyl jmorpholine;
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2-0x0-2-phenylethyl 2,3-dimethoxybenzoate;
N-(4-chlorophenyl)-4-hydroxy-2-ox0-1,2-dihydroquinoline-3-carboxamide;
(2,4-dichlorophenyl)methyl N-[(2-fluorophenyl)carbonyl]carbamate;
2-[(4~chlorophenyl)carbonyl]-1-benzofuran;

5 4-chlorophenyl 2,3-dihydro-1-benzofuran-5-carboxylate;
2-[4-(dimethylamino)phenyl]-1,2,3,4-tetrahydroquinolin-4-one;
[6-(ethylsulfanyl)pyridin-3-ylJmethanimidamido thiophene-2-carboxylate; and
N-[(4,6-Dimethyl-2-ox0-1,2-dihydro-3-pyridinyl)methyl]-1-(1-methylethyl)-6-[6-(4-
methyl-1-piperazinyl)-3-pyridinyl]-1H-indazole-4-carboxamide (GSK926).

10
28. The pharmaceutical composition of claim 27, wherein said inhibitor is DZNep and

said enhancer is IFN-y.



