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Beascription
FIELD OF INVENTION

5 {G881] The present invention relates 1o compounds of formula () below, or pharmaceutically acceptable salts thereof,
thatdestroy, inhibi, orpreventthe growth or spread of cells, especialiy malignant cells, into surrounding tissues implicated
in a variely of human and animal diseases.

{002 Especially, the invention relates to compounds that are useful in the treatment of diseases related to cell
profiferation, such as hematopoietic cancers including lymphoma, leukemia and mulliple myeloma, solid cancers including

10 head and neck cancer, melanoma, Kidnay carcinoma, stomach carcinoma, liver carcinoma, colorectal carcinoma, pan-
creas carcinoma, lung carcinoma, neuronal carcinoma, bone carcinema, breast carcinema, ovary carcinoma, and pros-
ate carcinoma.

BACKGROUND OF INVENTION
15
[00883) Canceris a generic ierm for a large group of diseases that can affect any part of the body. One defining featurs
of cancer is the rapid creation of abnormal cells that grow beyond their usual boundaries, and which can then invade
adjoining parts of the body and spread 1o other organs, the latter process is referred {0 as metastasizing. Melasiases
are the major cause of deagth from cancer.
20 {3084  Cancers figure among the leading causes of morbidity and mortality woridwide, with approximately 14 miliion
new cases and 8.2 million cancer related deaths in 2012, The most common causes of cancer death are cancers of
lung {1.59 million deaths), liver (745 000 deaths), stomach (723 000 deaths), colorectal (894 000 deaths), breast (521
000 deaths), esophageal cancer (400 000 deaths). Among men, the 5 most commeon sites of cancer diagnosad in 2012
were lung, prosiale, colorecial, stomach, and liver cancer. Among women the 5§ most common siles diagnosed were
25 preast, colorectal, lung, cervix, and stomach cancer.
[B005]  The number of new cases is expecied to rise by about 70% over the nex two decades (World Cancer Report
2014, WHO).
(8006} Despite extraordinary advances in our undersianding of the biology that underties the development and pro-
gression of cancer as well as potential molecular targets for iis freatment, more than 90% of all new oncology drugs that
a0 enter clinical development do not obtain marketing approval. Many drugs fail in late stages of development ~ often in
Phase Hi trials - because of inadequate activity, lack of strategies for combating resistance o these drugs, unexpected
safety issues or difficulties in determining efficacy because of reasons that include confounded outcomes of dlinical
frials. Moreover, an increased undersianding of cancer biology has shown that cancers are helercgeneous diseases,
which suggests that there is a high likelihood thal effective cancer treatmenis will need 1o address patient-spaciiic
35 molecular defects and aspects of the tumor microenvironment.
[880Y] The widespread occurrence of cancer and the high degree of heterogeneily of this disease underscores the
need for improved anticancer regimans for the treatment of malignancy. The recent use of large panel of cancer cell
lines agenis is becoming an important ool for the discovery and evaluation of potential new anti-cancer. indeed, large
panel of tumor-derived cell lines may recapitulate the genotype-response relationship of new therapeutic agents and
40 may be of utmost interest.
{3008} The present invention provides new compounds of formula (1) for the treatment of diseasas related o call
profiferation, such as hematopoietic cancers or solid cancers. Compounds of the Invention have an anttumoral activit
on a very large panel of cancer cell fines,
{000%] Compounds of formula (i) comprise a 8-mambared aryl moiely para-subsiifuled by A and B moieties. Com-
45 pounds comprising a 8-memberad aryl o helercary! molety mefa-substituted by helercaryt and helerocycle groups are
disciosed in WO2013/014170. Compounds of WO2013/014170 are tyrosine kinases inhibitors and may be used for the
treatment of profiferative diseases. Surprisingly, compounds of formula (1) the invention are notiyrosing Kinase inhibitors,
whiile having anti-proliferative properties. Therefore, compounds ofthe invention offer a new route oftreatment of diseases
related to cell proliferation.
50 (0040 WO2G12/186463 (NEQSOME LIFE SCIENCES LLC) discleses compounds that may be encompassed by
ceriain embodiments of formula {) of the present disciosure. However, the compounds of WO2012/186483 explicitly
treat cancer by means of kinase inhibition, by contrast with the compounds of formula (i} according to the present
invention.
[3011] WO2004/110350 (NEURCGENETICS INC) discloses compounds that may be encompassed by certain em-
hodiments of formula () of the presentdisclosure, However, WO2004/1 10350 does notdisclose norsuggestthe reatment
of anti-proliferative diseases without Kinase inhibition, even less that compounds of formula (D according to the present
invantion may have anti-proliferative properties without being tyrosine Kinase inhibitors,
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SUMMARY

{68121 The present invention relates o a compound of formuia ()

or a pharmaceutically acceptable salt thereof,

wherein &, B, Ry and R, are as defined in claim 1.

[3013] According o one embodiment, in compoung of formula (), & is 2-oxoimidazolidinyt or pyrazolyl group.
{8014]  According to one embodiment, in the compound of formula (1), Ry is methyl and R, is hydrogen,
[8018] According to one embodiment, the compound of the invention is selected from:

1-f{4-f2-(5-Tthoxymethyl-2-methyl-phenyiamino)thiazol-4-yil-phanyl-imidazolidin-2-one;
{(5-Ethoxymeihyl-2-methyl-pghenyh-[5-(4-pyrazoi-1-yhphenyihiazok2-yil-amine;
1~{4-[2-(5-Ethoxymethyi-2-methyl-phenviaming)-oxazol-5~yil-phenyi-imidazolidin-2-one;
1-{4-[5-(5-Ethoxymethyl-2-methyl-phenyiaminog)-[1,3 4joxadiazol-2-yil-phenyl}-imidazolidin-2-one;
(5-Ethoxymethyl-2-methyl-phenyb-[5-E-pyrazol-tylphenyi)-1,3 4joxadiazol-2-yil-amineg;
1-{4-{5-(5-Ethoxymethyl-2-methylphenyiamino)-[1,2 4]thiadiazol-3-yij-phenyi}-imidazolidin-2~-one;
1-f4-2-(5-Cthoxymethyl-2-methyl-phenyiamino)-thizzol-S-vil-phenyil-imidazolidin-2-one;
{5-Ethoxymethyl-2-methyl-phenyh-[4-{d-pyrazoi-1-yi-phenvi}-ihiazol-2-yll-aming;
1-{4-[2-(3-Ethoxymethyk-S-methyl-phenyviamino)-thiazok4-yil-phenyi-imidazolidin-2-one;
1~{4-[2-(3-Ethoxymethyh-S-methyl-phenviaming)-oxazol-5~yil-phenyi-imidazolidin-2-one;
(3-Ethoxymethyl-phenyl-[5-{4-pyrazoi-1-yl-phenvil-oxazol-2-yil-aming;
(~ Ethoxy'ne*h\v'i S-rmethybpheny-[5-(d-pyrazol- oyl pheny-oxazol-2-yll-aming;
(3,5-Bis~-{ethoxymethyh-phenyl}-[5-(4-pyrazoh1-yi-phenyi}-oxazol-2-yll-amine;
{5-Ethoxymethyl-2~-methyl-pheny-[5-{4-pyrazoi-1-yl-phenyi}-oxazoi-2-yl}-aming;
{5-Ethoxymethyl-2-methylphenyl-{5-(4-{1 .2 4hriazol-1-yi-phenyl}-oxazoi-2-yi}-amineg;
{5-Ethoxymethyl-2-methyl-ghenyl-[5-(4-{1 2, 3hriazol-1-yi-phenyl}-oxazob 2-yil-amine;
{&-Ethoxymethyl-2-methyl-phenyd-[5-(4-{1,2, 3}iriazol-2~yi-phenyl}-oxazoi-2-yil-amineg;
(5-Ethoxymethyl-2-methyl-phanyd-[5-4-imidazol- 1 -yl-pheny-oxazol-2-vil-amine;
(5-Ethoxymethyl-2-methylphenyh-[5-(§-thiazoi-2-yi-phenyi-oxazol-2-yi}-amine;
{5-Ethoxymethyl-2-methylphenyD-{5-4-3-methyl-pyrazokt-yh-phenyil-oxazol2-yi-amine;
{(5~-Ethoxymethyl-2-methylphanyD-{5-4-{4-methyl-pyrazobt-yh-phenyil-oxazol-2-vlil-amine;
{5-Ethoxymethyl-2-methyl-phenyh-{5-l4-{5-mathyl-oyrazol-i-yh-phenyil-oxazol-2-yil-aming;
{5-Ethoxymethyl-2-methyl-phenyD-{5-[4-{3-meathoxy-pyrazok-1-yh-phenyil-oxazol-2-yi}-amine;
2-4-[2-(5-Ethoxymethyk-2-methyl-phenyiamino)-oxazok-5~yil-phenyi}-2 4-dihydro-[1 2,4]triazol-3 ~one;
1-{4-[2-(5-Eihoxymethyl-2-methyl-ghenyiamino)-oxazok-5-yil-phenyl}l-3-methyil-imida _oi.dm ~2-0Ne;
1-(Z-Aminc-ethyi-3-{4-2-(5-ethoxymethyl-2-methykghenylamino)-oxazob-5-yik ghenvik-imidazolidin-2-¢ne;
N-[2-(3-{4-[2-(5-Ethoxymethyk2-methyl-phenylamine)-oxazol-5-vil-phenyilk-2-oxo~-imidazolidin-1~yh-athylj-aceta-
mide;
1-{4-[2-(5-Ethoxymethyk-2-methylphenyiaminoy-oxazolk-S-yvilphenyil-pyrrotidin-2-one;
{5-Ethoxymethyl-2-methyl-phenyD-[5-(4-pyridin-2-yvi-phenvl-oxazol-2-vi}-amine;
1-{4-[2-(5-Ethoxymethyl-2-methyl-phenyiamino)-oxazok-5-yi}pheny}~tH-pyridin-2-one;
3-{4-[2-{5-Ethoxymethyl-2-methyl-phenviamino)-oxazol-5-yil-phenyil-1 H-pyridin-2-one;
Ry-1-(4-(2-{(E-(ethoxymethy-2-methyiphenyhaminojoxazol-5-yhphenyh-5-methvlimidazolidin-2-one;
4-{4-2~{(5-(ethoxymethy-2-methyiphenyhaminoyoxazol-5-yhphenyl-5-methyl-2, 4-dihydro-3H-1 2 4-trigzol-3-
one;

,_,,_,._.(,__



DK/EP 3253749 T3

1-(4-(2~{(3, 5-bis{ethoxymethyhphenyhamino)oxazol-S-yiiphenyhimidazolidin-2-one;
1-{4-{2~{(3-{ethoxymethy-&-(2-methoxvethoxy)phenyDamino)oxazol-5-yliphanylimidazolidin-2-one;
5-{4-(1H-pyrazoi-5-yhphenvi}-N-{&-(ethoxymethy}-2-methyiphenyboxazol-2-aming;
1-{4-2-({3-{ethoxymethy}-5-(2-hydroxyethoxyiphenyilaminojoxazok S-yhphenyhimidazolidin-2-one;
5 5-{4-{1H-pyrazoi-d-yhipheny)-N-(B-(ethoxymethyh-2-methyiphenyvlioxazol-2-amine;
N-{&-{ethoxymethyh-2-methvipheny}-5-(4-{1-methyk1H-pyrazol-5-yhohenyhoxazol-2-aming;
1-{4-{2-{(3-{ethoxymethyiphenyaminooxazol-b-yhphenylhimidazolidin-2-one; and
1-(4-(2~{(3-{sthoxymethy)phenyhaminoithiazob4-yhphenyhimidazolidin-2-one,

10 {6818 The present invention further relates 1o a pharmaceutical composiiion comprising a compuound according the
invention and at least one pharmaceutically acceptable exciplent and/or carrer.
{G017] According to one embodiment, the pharmaceutical composition comprises a compound according 1o the in-
verntion as sole active pharmaceutical ingredient.
(8018} According to one embodiment, the pharmaceutical composition of the invention further comprises another
15 active pharmaceutical agent.
[0849] The invention also relates {0 a compound according to the invention for use as a madicameant.
{8207  The invention further relates to a compound according 1o the invention for use in the treatment of hematoiogical
disorders and/or proiiferative disorders,
{G821] According to one embodiment, the hematological disorder is selected from lymphoma; leukemia such as Acute
20 Myeloid Leukemia (&ML}, Acute Lymphoblastic Leukemia (ALL}, Chronic Lymphoid Leukemia {CLL) or Chronic Myeioid
Leukemia (CAMLY; multiple myeloma (M), myelodysplatic syndrome (MDS) and myelodysplasia with myelofibrosis,
[80822) According to one embodiment, the profiferative disorder is cancer. In one embodiment, the cancer is selected
fromn head and neck cancer, malanoma, kidnay carcinoma, stomach carcinoma, liver carcinoma, colorecial carcinoma,
pancreas carcinoma, lung carcinoma, neuronal carcinoma, glickiasioma multiform, osteosarcoma, Ewing sarcoma,
25 preast carcinoma, ovary carcinoma and prosiate carcinoma,
[3823] Theinvention also relates to a pharmaceutical composition comprising a compound according 1o the invention
and ancther active pharmaceutical ingredient as a combined preparation for sequential, simullanecus or separale use
in the treatment of a disorder selacted from hematological disorders and proliferative disorders.

3 DEFINITIONS

{6024] Unless otherwise specified, the below terms used herein are defined as follows.,

[3025] Unless indicated otherwise, the nomenclature of substituents that are not explicitly defined herain are arrived

at by naming the terminal portion of the functionality followed by the adjacent functionality toward the point of altachment.
35 For exampie, the substituent "arvialkyl” refers 10 the group {aryl-(alkyi)-.

[0028] As used herein the term "substituent” or "substituted™ means that a hydrogen radical on a compound or

aroup is replaced with any desired group that is substantially stable 1o reaction conditions in an unprotected form or

when protected using a protecting group. Examples of preferred substituents are those found in the exemplary compounds

and embodiments disclosed herein, as well as halogen, alkyl or aryl groups as defined above, hydroxy!, alkoxy group
40 as defined above, nitro, thiol, heterooycioalky! groups, heteroaryl groups, cvano, cycloalkyl groups as defined above,

as well as a solubilizing group, -NRR’, -NR-CO-R’, -CONRR’, -80,NRR’ group wherein R and R’ are each independentily

selecied from hydrogen, alkyi, cycloalkyl, aryl, heterocycioaliy! or heteroaryl groups as defined above.,

[0027)  As used herein, the term "halogen” means fluore, chiore, bromoe, or iodo.

f0028] As used herein, the term “alky!” means a saturated straight chain or branched non-oyclic hydrocarbon naving
45 from 116 10 carbion atoms, preferably from 1 io § carbon atoms, more preferably from 1 to 4 carbon atons, Representalive

saturated siraight chain alkyls include methyl ethyi, nepropyl, n-butyl, n-pentyi, n-hexyl, n-heptyl, n-octyl, n-nonyl and

r-decyl; while saturated branched alkyls include isopropyi, sec-bulyl, isobulyl, tert-butyl, isopentyl, 2-methyibutyl, 3-

methvibuiyl, 2-methyipentyl, 3-methyipentyl, 4-methylpentyl, 2-methyithexyl, 3-methyihexyl, 4-meathyihexyl, S-methyi-

hexyi, 2, 3-dimethyibuatyl, 2,3-dimethyipentyl, 2 4-dimethylpentyl, 2 3-dimethylhexyl, 2 4-dimethythexyl, 2 5-dimethyl-
50 hexyi, 2,2-dimethyipentyl, 2,2-dimethvthexyl, 3,3-dimethyipentyl, 3,3-dimethvihaxyl, 4 4-dimethylhexyl, 2-ethyipentyl, 3~
ethvipentyl, 2-aethvthexyl, 3-ethvihexyl, 4-ethyinaxyl, 2-methyl-2-ethyipeniyl, 2-methvl-3-athvipentyl, 2-meathyi-4-ethyt-
pentyl, 2-methyk2-ethyihexyl, 2-methyi-3-athythexyl, 2-methykd-elhvinexyl, 2, 2-diethyipentyl, 3 3-diethylhexyl, 2 2-di-
ethyihexyl, 3,3-diethythexyl andthe like. Alkyigroups included in compounds ofthis invention may be optionaily substituted
with one or more substituents, Alkyl groups included in compounds of this invention may be optionally substituted with
3 soiubllizing group.
[8029] Asused herein, the term "alkoxy” refers to an alkyi group as defined above which is attached to another moisty
by an oxvgen atom. Examplas of alkoxy groups include methoxy, iscpropoxy, ethoxy, ter-butoxy, and the like. Alkoxy
groups may be optionally substitutad with one or more substituents. Alkoxy groups included in compounds ofthis invention
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may be optionally substituted with a solubiiizing group.
[0030] As used herein, the term "heterocyele” refers collactively to heterocyoioalkyl groups and heteroaryl groups.
{G0831] As used hergin, the term “heterocycloalkyl” means a monocyclic or polyoyclic group having at least one
heteroatom selected rom Q, N or 8, and which has from 2 to 11 carbon atoms, which may be saturated or unsaturated,
5 but is not aromatic. Examples of heterocycloalkyl groups including (but not limited {o): piperiding, piperaziny!, N-meth-
vipiperazinyl, 2-oxopiperaziny, 2-oxopiperidinyt, 2-oxopyrrolidinyl, 4-piparidonyl, pyrrolidinyl, hydantoinyl, valeroi-
actamyl, oxiranyl, oxetanyl, etrahydropyranyt, ietrahydrothiopyranyt, 2-oxoimidazoliding, telrahydro-pyrimidinyt-2-one,
2-oxopyrrolidingl, tetrahvdropyrindiny, tetrahydropyrimidinyl, tetrahydrothiopyranyt sulfone, tetrahydrothiopyrany! subk
foxide, morpholing, thiomorpholiny, thiomorpholinyi sulfoxide, thiomorpholinyt sulfone, 1,3-dioxolane, tetrahydrofuranyl,
10 dihydrofuranyi-2-one, tetrahydrotiieny!, and fetrahydro-1,1-dioxothienyl, Typically, monogyclic heterocycioalky! groups
have 3ic 7 members. Preferred 3 1o 7 membered monocyclic helerocyeloalkyl groups are those having 5 or 8 rng atoms.,
A heteroatom may be substituted with g protecting group known o those of ordinary skill in the art, for example, the
hwdrogen on a nitrogen may be substituled with a terl-butoxvearbony! group. Furthermore, heterocycloalkyl groups may
he optionally substituted with one or more substituents, in addition, the point of atiachment of a heterooydlic ring to
15 another group may be at either a carbon atom or a heteroatom of a hetergoyclic ring. Only stable isomers of such
substituted heterocyclic groups are contempiated in this definition.
fG0832] As used herein, the term "hetergaryl™ or like terms means a monogyalic or polyoyclic heteroaromatic ring
comprising carbon atem ring members and one or more heteroatom ring members (such as, for example, oxvgen, sulfur
or nitrogen). Typically, a heteroaryi group has from 1 to about 5 heteroatom ring members and from 1 to about 14 carbon
20 atom ring members, Represeniative helercanyt groups include pyridyl, 1-oxo-pyridyl, furanyl, benzof1,3]dioxcivi, ben-
2ol 4]dioxinyl, thianyl, pyrroivl, oxazolyl, oxadiazolyl, imidazolyt, thiazolyl, thiadiazolyl, isoxazolyl, guinolinyl, pyrazolvi,
isothiazolyl, pyridazinyl, pyrimidinyl, pyraziny, triazinyt, triazolyl, thiadiazolyl, isoquinoiiny, indazolyi, benzoxazoiyl, ben-
zofuryl, indotlizinyl, imidazopyridyl, tetrazoiyl, benzimidazolyl, benzothiazolyl, benzothiadiazolvi, benzoxadiazoiyl, indolyl,
tetrahydroindoiyl, azaindolyl, imidazopyridyl, guinazolinyl, purinyl, pyrroic, 3lpyrimiding, pyrazolo[3 4ipyrimidiny, imi-
25 daze[1,2-alpyridyt, and benzob)thienyl. A heteroatom may be substituted with a protecting group known fo those of
ordinary skill in the art, for example, the hydrogen on nifrogen may be substituted with a feri-butoxycarbony! group. in
addition, nitrogen or sulfur heteroatom ring membears may be oxidized. In ong embodiment, the hetercaromatic ring is
selecied from 5-8 membered monccoyciic heleroarnyt rings. According to a specific ermbodiment, the hetercaryl group is
a five membaer ring heteroaryl group. The point of attachment of a8 heleroaromatic or heteroaryl ring to another group
a0 may be at either a carbon atom or 8 heteroaiom of the heleroaromatic or hateroary! rings.
{0833} As used herein, the term "aryl” means a monoevdlic or polyoyclic-aromatic radical comprising carbon and
hiydrogen atoms. Examples of suitable aryl groups include, but are not fimited 1o, phenyl, tolyl, anthracenyl, fluorenyt,
indenvl, azulenyl, and naphthyl, as weil as benzo-fused carbocyclic moleties such as 5,8,7,8-teirahydronaphthyl.
{3034} The term "eycioaltkyl group” means a saiuraled or pantiaily unsaturated, monooyalic, fused bicyalic or bridged
35 polyveyelic ring assembly conlaining the number of ring atoms indicated. This includes substituted or unsubstituled
oylcoalkyl groups. For example, cycicalkyi group may be C4-C 5 alkyl group, such as G, or C,, in particular a cyclopropyl,
cyciobutyl, cyclopentyl, eyciohexyl, cyclohepivl or cycloociyl group elc.
{0838} As used nerein, the term “solubilizing group” means a group which imgrove the sclubility of a compound in
water or agueous solution, as compared {o an analog compound that does not include the group. Non-limiting examples
40 of such solubilizing groups are groups that ionize under the conditions of use fo form charged moleties {e.g., carboxylic
acids, suifonic acids, phosphoric acids, amines, elc.); groups thatinclude permaneni charges (& .g., quataernary ammonium
groups), and/or hetercatoms or helercatornic groups such as Q, 8, N, NM, N-(CH;)LR, N-{CH,-COIR,
N-{CHo} ~CEDNOR, N-{CH),~8(0),R, N-{CH),~S {0y, 0R, N-({CH.),-C{OINRR', where z is an infeger ranging from G to
&; R and R’ each independently are selected from hydrogen, an alkyi group containing from 1 {0 10 carbon atoms and
45 optionally substituted with one or more heteroatoms such as halogen (selected from F, Gi, Bror ), oxygen, and nitrogen;
as well as alkoxy group containing from 1 to 10 carbon atoms; as well as aryl and heteroary! group.
[3836] in some embodiments, the solubilizing group is a heterocycloalkyl that optionally includes from 1 {0 5 substit-
uenis, which may themselves be solubilizing groups.
{8837 in a specific embodiment, the solubilizing group is of the formula:

50
B4 %
3N NeR
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wherein L is selected from the groug consisting of CH and N, M is selected from the group coensisting of ~CH{R)-, -CHo-,
~Chv, B, N, NECHR R, ~NECHZ) -CLOIRY, -NE(CH),-CIOYOR}, N-(CH S {0)R)-, N(-{CH),-S(O),0R)-
and -N{-{CH ~-C{OINRR'})-, where z is an infeger ranging from 0 to 8, R and R’ each independently are selected from
15 hydrogen, an alkyl group containing from 110 10 carbon atoms and optionally substituted with one or more hetercatoms
such as halogen (selected from F, Ci, Br or 1}, oxygen, and nitrogen; as well as alkoxy group containing from 1 {0 10
carbon atoms, NRR' group wherein R and R’ are each independently salected from hydrogen, alky! group as defined
abiove optionally substitited with at least one heteroatom, notably oxygen or nitrogen oplionally substituted with an aikyl
group containing from 1 to 10 carbons oplionally substituted; as well as aryl and heteroary! group, with the proviso that
20 L and M are not both simultaneously CH and CH,, respectively.
[B038Y in another specific embodiment, the solubilizing group is selectad from the group consisting of morpholing,
piperidiny, pyrrolidinyl, N-(C1-C8alkyl piperidinyt, in particular Nemethyl piperidinyt and N-ethyl piperiding, N-{4-pipe-
ridinyhpiperidinyi, 4-(1-piperdinylipiperidinyl, 1-pyrrolidinyipiperidiny, 4-morpholinopiperidinyl, 4~(N-methyi-1-piperazi-
nyhpiperidinyl, piperazinyl, N-{C,-Cglalkylpiverazinyl, in particular N-methy! piperazinyl and N-ethyl piperazinvi,
25 N-{C,-Cglovcloalky! piperaziny!, in particular N-cyciohexyl giperazinyl, pyrrolidingl, N-(C~Cayalkyl pyrrelidingd, in partic-
ular N-methy! pyrrolidiny] and Nesthyl pyrroliding, diazeginyl, N-{C~Claltkyl azepinyl, in particular Nemethnd azepinyl
and N-ethyi azepinyl, homopiperazing, N-methyt homopiperazinyl, N-ethy! homopiperazinyl, imidazolyl, and the like.
{3039 The lerm "solvate” is used herein 1o describe a molecuiar complex comprising the compound of the invention
and one or more pharmaceutically acceptable solvent molecules, for example, ethanol, The term "hydrate™ is empioyed
30 when said solvent is water,
{00487 The ferm "solvate isomers” is used herein 1o describe two or moere molecular complexes comprising the
compound of the invention and one or more pharmaceutically accepiable solvent molecules, for example, ethanol,
wherein said complexes differ by their number of solvent molecules per molecuie of compound of the invention. The
term "hydrate” is emploved when said solvent is water,
35 {80411 Theterm "melabolite” is used herein to desoribe a compound resulting from the bicchemical transformation
of a parent compound by metabolism.

DETAILED DESCRIPTION
40 Compounds

[8042} The present invention relates to compounds capable to show an anti-profiferative activily against a large panel

oftumor celi lines as single agent or in combination with other cviotoxic agents. The references to subject-matter indicated

in the following 1o be part of the disclosure includes subject-matier which is not part of the invention. The scope of the
45 invention and hence of protection is defined by the claims,

{6843 The present disclosure is almed at compounds of formula (), which may represent either free base forms of

the substances or pharmaceutically acceplable saits thereof

G
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witerain:
Ry, Ry, Ry, Ry and Ry are sach independently selected from:

5 -hydrogen;
-heterooycle;
~CYano;
-CFa4;
-NRR
4 O,
~halogen, preferably selected from &, Ci, Brand |
-alkyl group optionally substitutied by one or more group selected from heterocycle, NRR', OR and a solubillizing
group;
-atkoxy group optionaily substituted by one or more group selected from heterocycie, NRR, OR and a solubliizing
15 group;
~CO-NRR
~SO,-NRF;
-NR-CO-R’ and
-NR-SG,R"
20 wherein R and R’ are each independently seleciaed from hydrogen, cycioalkyi, helerooycie, solubilizing group
and alkyl greup optionally substituted by one or more group selected from OR", NR"R™, NR"COR™ and solubi-
lizing group; wherein R" and R’ are each independently selected from hydrogen, aliyl or cycloalkyl;

& is an heterocycle group optionally substitited, preferably A is a heterocyaie group oplionally substifuted by one

25 or more group selected from halogen, alkyl, aryi, hydroxyl, alkoxy, nitro, thiol, hetercoycloalkyl, hetercaryl, cyano,
cycioalkyl, a solubilizing group, -NRR', -alky-NRR' -NR-CO-R’, -alkyl-NR-CO-R', -CONRR' and ~-8C,NRR’ group;
wherein R and R’ are each independenily selected from hydrogen, alkyl, cycloaliyl, anyl, heterocycioalkyl and
hetercaryl groups;

a0 8 is an aryl or a heterocary! group;
Xis N or C-Rg, wherein Ry is selected from hydrogen, cyano, CF,, alky! and alkoxy.

{8044] The present invention is directed to compounds wherein Ry is a hydrogen.
35 [B048) Amongthe compounds of formuia (1), the present disclosure s direciad {o compounds of the following formula (1):

40
45
or a pharmaceutically acceptable salt thereof, wherein:

59 Ry R, and R, are each independently selected from: hydrogern; hetercoycle; cyano, -CF,; -NRR'; -OH; halogen
praferably selecied from F, Cl, Br and §; alkyl group optionally substiiuted by one or more group selected from
heterocycle, NRR', OR and a solubilizing group; atkexy group optionaily substituted by one or more group selected
from heterocydle, NRR’, OR and a solubiiizing group; -CO-NRR’; -80,-NRR’; -NR-CO-R’ and -NR-SQ.R,
wherein R and R’ are each independently selected from hydrogen, cycloalkyl, heterocycle, solubilizing group and

55 alkyl group optionally substitited by one or more group selected from ORY, NR"R™, NR'COR™ and solubiiizing

groug; wherein R" and R™ are each independenily seleciad from hydrogen, alkyl or cycloalio;

Ais selected from haterocycle group optionally substitutad, preferable A is a heterocycle group optionatlly substiiuted
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by one or more group selected from halogen, alkyl, arvl, hydroxyl, alkoxy, nitro, thiol, heterccycioalkyl, heteroaryl,
cyano, cycloalkyl, a solubliizing group, -NRR', ~alkyi-NRR', -NR-CO-R’, -alkyl-NR-CO-R’, -CONRR’ and -BO,NRR’
group; wherein R and R’ are each ndependenily selected from hydrogen, alkyl, cycloalioyl, aryl, helerocyeloaikyl
and heteroaryt groups;

5
8 is a five~-member ring heteroary! group.
[8048] Among the compounds of formula (), the present disclosure is directed to compounds of the following formula
{H:
10
15
20
or a pharmacewtically acceptable salt thereof, wharein
25

R, and R, are each independently selected from: hydrogen,; heterccycle; oyano; - CF ;) -NRR', -OH; halogen pref-
erably selected fromF, C, Brand | alkyl group optionaily substitited by one ormore group selected from heterocycle,
NRR', OR and a solubilizing grouyp; alkoxy group optionaily substituted by one or more group selected from hete-
rooycle, NRR, OR and a solubilizing group; ~-CO-NRR', -8C,-NRR"; -NR-CO-R' and -NR-SO,R’;

a0 wherein R and R’ are each independently selected from hydrogen, cycloalkyl, hetarocycle, solubiiizing group and
alkyl group optionally substituied by one or more group selectad from ORY, NR'R™, NR"COR'™ and solubliizing
group; wherein R" and R™ are each independently selected from hydrogen, alkyl or cycloalkyl,

A is selected from heterocyele group oplionally substituted, preferably A is a helerceycie group optionally subsiituted

35 by one or more group selected from halogen, alkyl, arl, hydroxyi, alkoxy, nilro, thiol, heterocycloalkyl, heteroaryl,
cyano, cycloalkyl, a solubiiizing group, -NRR' -alkyi-NRR';, -NR-CO-R’, -aliy-NR-CO-R', -CONRR’ and -BC,NRR'
group; wherein R and R’ are each independentily selected from hydrogen, alkyl, oycloaikyl, aryl, helerocycloaikyl
and heteroaryt groups;

40 8 is a five~-member ring heteroary! group.

{80471 According to a specific embodiment, in the compounds of the invention, Ry regresents a hydrogen or an alieyl
group, preferably Ry represents hydrogen or C1-C3 alkyl, more preferably R, represents hydrogen, methyl, ethyl or
propyl, even more preferably, R, represents hydrogen or methyl. According to another spedific embodiment, in the
45 compounds of the invention, Ry represents an alkyl group, preferably R, represenis C1-C3 alkyl, more preferably Ry
represents methyl, ethyl or propyl, even more preferably, Ry represents methyl
{0048] According to a specific embodiment, in the compounds of the invention, R, represents a hydrogen or an alkyl
group optienally substituted by an alkoxy, preferably R, represents hydrogen, methyl or -CH,-O-CoHs. According o
ancther specific embodiment, in the compounds of the invention, Ry reprasents a hydrogen.
59 {8049] According to a specific embodiment, in the compounds of the invention, R, represents a hydrogen.
{00307 According 1o a specitic embodiment, in the compounds of the disclosure, R, represents alkyl group optionally
substituted by one or more group selected from NRR’ and OR; alkoxy group optionally substiiuted by one or more group
selected from NRR' and a solubllizing group; or ~CO-NRR"; wherein R and R’ are each independently selected from
hwydrogen and alkyl group optionally substituted by one or more group selected from OR", NR"R™, NR"COR™ and solu-
bilizing group; wherein RY and R™ are sach independently selecied from nydrogen or alkyl, According o a specific
ambodiment, in the compounds of the disclosure, R, represents alkyl group substituted by OR wherein R represents an
alkyi group; or Ry represents an alkoxy group; preferably Ry represents -CH,~0-C Mg or -O-CH,.
{0081] in the compounds of the invention, Ry represents ~GH,-0-CoH;.
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[B082]  in the compeunds of the invention, Ry represents a hydrogen,

{0083} According to a specific embodiment, in the compounds of the disclosure, Ry represents an alky! group, R,

represents a hydrogen, R, represenis a hydrogen, Ry represents aikyl group substituted by OR wherein R represents

an alkyl group; or R, represenis an allkoxy group; and Ry represenis a hydrogen. According o a specific embodiment,
5 in the compoeunds of the disclosure, R, represents methyl, R, represents a hydrogen, R, ropresents a hydrogen, Ry

represents -CH,-0-C,H.: or -0-CHy; and R, represents a hydrogen. According to a specific embodiment, in the com-

pounds of the invention, Ry is methyl, Ry, Ry and Ry are hydrogen and Ry is -CH,0CH,,

{0084] According to a specific embodiment, in the compounds of the disclosure, X represents N or C-Ry, wherein Ry

is selected from hydrogen and alkoxy group. According 1o g specific embodiment, in the compounds of the disclosure,
10 Xrepresents N, CH or C{OCH,). In the compounds of the invention, X represents CH.

{G885Y] According to a specific embodiment, in the compounds of the disclosure, A regresents a helerocycioalkyl group.

Alternatively, in the compounds of the disclosure, & represents a hetercary! group. In the compounds of the invention,

A represents triazolyi, oxotriazolyl, imidazolyl, oxoimidazoliding, pyrazolyl, pyridyl, oxopyridyl, thiazolyl oroxopyrreliding.

According 1o a specific embodiment, in the compounds of the invention, A represents 2-oxoimidazoiiding or pyrazoivl,
15 more preferably A represents 2-oxoimidazolidinyl.

[0088] According o a specific embodiment, in the compounds of the invention, & is a helerocycle group substituted

by one or more group selacted from halogen, alkyl, arvl, hydroxyl, alkoxy, nitvg, thiol, heterocycioalkvl, heteroaryi, cyano,

cycloalkyd, a solubliizing group, -NRR’, -glkyl-NRR'; -NR-CO-R’, -alky-NR-CO-R’, -CONRR’ and - SO,NRR’ groug;

wherein R and R' are each independently selected from hydrogen, alkyl, cycloalkyl, aryl, heterocycloalkyl and heteroaryi
20 groups, According to 8 specific embodiment, in the compounds of the invention, A is a helerocycle group substituied by

alkyi, alkoxy, -alkyl-NRR' or -alky-NR-CO-R’, more preferably A is substituted by methyl, methoxy, ~-CHy-CH-NH, or

~CH-CH-NHCQ-CHa.

{0087 According 1o a specific embodiment, in the compounds of the disclosure, B represents an aryi group. Alierna-

tively, B represents a natercaryt group. In the compounds of the invention, B reprasents a five-meamber ring hetergarvl.
25 According to specific embodiment, in the compounds of the invention, B represents oxadiazolyl, oxazoivl, thiadiazoivl

or thiazoiyl, preferably B represents oxadiazolyl, oxazolyl or thiazolyl. According 10 a specific embodiment, B is not

selacied from 1, 2-diaziny, triazolopyridingt or triazolyl,

[BOBR} According 10 a specific embodiment, in the compounds of the invention, B represents oxazolyl or thiazoivl,

According 1o a8 specific embodiment, if B is oxazoiyl, & is not tetrazoiyl or tetrahydropyridinyl. According 1o a specific
a0 embodiment, if B is thiazolyl, A is not imidazolyl, triazolyl, piperazinyd, pyrrolidinyd, piperiding or 1,4-0oxazinyi,

{G889] According to a specific embodiment, in the compounds of the invention, X is CH and A is 2-oxoimidazolidinyg

or pyrazolyi group.

{0080 According to one embodiment, in compounds of formuia (I}, Ry and R, are each independently hydrogen or

alky! group {preferably C,-C, alkyl, more preferably methyl, ethyl or propyl), A is 2-oxcimidazolidinyt and B is heteroaryl
35 Qrougp.

{8081] According to a specific embodiment, in compeounds of formuia (I}, R, I8 methyl, R, is hydrogen, A s 2-

oxoimidazolidinyl or pyrazolyl and B is oxazole, thiazole or oxadiazole ring.

{6882} According o one embodiment, among the compounds of formula (i1}, the present invention is direclad 1o

compounds of the following Tormula {Wa) or (Vo)

40
k;
A
4 L §
"":‘;}fr’“\—
5 el o U
wherein B, Ry, Ry and Ry are as descoribed above.
{G083] According to one embodiment, among the compounds of formula (i), the present inverntion is directed to
compounds of the following formula {(Va) or (Vo)
55
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whargin &, Ry, R, and R, are as described above,
[8084}] According to one embodiment, among the compounds of formula (i), the present invention is directed to
compounds of the following formutla {Vla), (Vib), (Vic) or (Vid):

whorein Ry, R, and Ry are as described above.
{G6065] Examples of preferred compounds of the above formulas are depicled in Table 1 below, wherein the compounds
according 1o the present invention are only the compounds of formula (i) as defined in claim §:

11



DK/EP 3253749 T3

Table 1:
Ex Chemical structure MName TH NMRALCNMS

001 (5~Methoxy-2-methyl-pheny)-{5-&- TH NRMR (300 MHz, DMBC-08) 5
pyrazol-1-yl-pyndin-3-yi}-oxazol-2- 838 (s, tHh, 8688 (d, J=2.1 Hz,
vilamine THY, 802, J=2.4 Mz, 1H), 812
(dd, J= 8.8, 2.3Hz, 1H), 7.98 {d,
J=88Hz, 1H), 7.84 (s, 1H), 7.58
s, 2H), 7.09 [d, J= 8.3 Hz, 1H),
8.68-8.51 {m, 2H), 3.73 {s, 3},
2.23 {s, 3H).

T4

18

{802 {5-Ethoxymethyl-2-methyi- TH NMR (500 MHz, DMSO-d8) 5
$ phenyi-{5-(3-methoxy-4-pyrazobt-yl- | 833 &, 1H), 820, J = 2.3 Hz,
phenyi-oxazol-2-yil-amineg AHY, 7.85 (s, 1H), 7.74 -7.68 {m,
2HY, 755 (s, 1K), 7.38{d, J= 18
Hz, 1H), 7.29(dd, J=8.3,1.7 Hz,
THY, 718(d, Uy=7.7Hz, 1H), 8.85
(dd, J=76 12 Hz, 1H), 8.52 -

.45 (m, 1H), 4.43 (s, 2H), 3.85

{8, 3M), 2.48 (g, J= 7.0 Mz, 2H),
25 220(s, 3H), 146 {4, J= 70 He,

3H).

1-{4-[2-(5-Ethoxymethyl-2- TH NMR (500 MMz, DMSO-d8) &
{ca\,qfﬁ.iﬁe ,tj methyiphenvlaminey-thiazol-4- D28 (s, 1H), 8.05(s, 1H),7.81 @,

20

803

yil-phenyii-imidazolidin-2-one JEB8Hz 2H), V.58 {0, J=88
; Mz, 2M), 718 (d, J= 7.7 Mz, 1H),
*:“m“\ L. 7.12(s, 1M}, 5.98 (s, 1H), 5.93 (d,
& 1 Ju7.7Hz, 1H), 4.44 s, 2H), 3.1
i’%‘h; T -3.83¢m, 2H), 3 50 (g, J =7 O Hz,
P 2H), 3.45-3.37 (m, 2H), 2.27 (s,
Yo 3, 1.47 4, J= 7.0 Hz, 3H).

{5-Ethoxymethyl-2-methyi- TH NMR (500 MMz, DMSO-d8) &
pheny-{5-(4-pyrazol-1-yi- 9.42 {s, 1H), 850 {d, J = 2.4 Hz,
phenyi-thiazol-2-vil-amine THY, 783, J=8.7 Mz, 2MH), 7.7
3 (s, 1H), 7.75 {d, J= 1.8 Hz, 1H),
;-:“ M 787 (s, 1H), 76806, J=8.7 Hz,
Q‘% & ? ZHY, 7.20(d, =7 7 Hz, 1H),8.88
& o, {d,J=7.7Hz, 1H),8.80-8.52{m,
2=t 1H), 4.42 (3, 2H), 3.48 (g, J= 7.0
45 im,-;;‘ Mz, 2H), 2.27 {5, 3H), 115 &, J =
7.0 Mz, 3H).

4-Methyl-N-(2-morpholin-4-yi-athyi)- TH NMR (300 MHz, DMSO-08) §
3-[8-{d-pyrazol-t-ylphenyi-oxazol2- | 241 {5, 1H), 8.54 {d, J = 2.4 Mz,
viaminol-benzamide THY, 832 (s, 1H), 8284, J=587
He, 1H)y, 7.82 (d, J= 8.8 Hz, 2H},
7.78(d, J= 1.8 Hz, 1H), 7.88 {4,
JE8THz, 2H), 747 (s, 1H),7.45
dd, J=7.9,1.7Hz, 1H), 7.28 (@,
J=T7.8He, 1H), 8.58 - 8.53 (m,
THY, 281 -3.52 (m, 4H), 3.42 -
333 (m, 2H), 2.47 {m, 2H), 242
{m, 4H), 2.34 {3, 3H).

804

H e
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{continued)

Ex Chemical structure Name TH NMRLCMS

{08 1-{4-{2-(5-Ethoxymeinyl-2- TH NMR (500 MHz, DMSO-¢g8) 8

M S, methyiphanylamino}-oxazol-5- S8 {5, 1H), 7.84 (s, 1H), 7.83 (d,

{%‘,«é N j yvi}phenyl}-imidazolidin-2-one JEROHz 2H), 752, J=88

$ - Hz, 2H), 7.28 (s, 1H), 716 (d, J=

10 § "‘“ 5:\\&\_ T TH), T.00 (s, 1H), 8,83,

s’awjﬁf T\ J=T 6 Hz, 1My, 4 42 (5, 2H), 3.91

D W e ~3.85(m, 2H), 348, J=7.0Hz,

Py 2HY, 3.45-3.38 (m, 2H), 2.2B (s,
A M), 145 (1, 4 = 7.0 Hz, 3H).

= {8e7 s {5-Ethoxymethyl-2-methyi- T NRIR (500 MMz, DMSC-d8) 5
M., ?,,A\,i phenyi-{5-(8-pyrazol-1-yi-pyridin-3- 839 (5, 1H), 887 (d, J= 2.0 Hz,

Tj\v ) yi-oxazol-2-vlii-amine THY 882 J=2.5Hz 1H), 8,12
f‘“*‘*" g (ad, J= 8.6, 2.3 Hz, 1H), 7.98 (@,
= L JEBE Mz, 1), 7.84 {0, J= 1.1
20 N, & e Mz, 1H).7.80(s, 1H), 7.57 (s, 1H),
}*‘““" 3\‘ 7B (d, J= 7.7 Hz, 1H), 8.86 (d,
2 M J= 7.8 Hz, 1H), 6.61 - 856 (m,
J\,_,Q TH), 4.42 (5, 2H), 348 (g, J= 7.0
Mz, 2H), 2.28 (s, 3H), 118 (L J=

25 7.0 Hz, 3H).

808 1-{4-[5-(5-Ethoxymethyl-2- TH NMR (500 MMz, DMSO-g8) &
methyiphenviamine)-[1,3 4joxadiazol- | 858 (s, 1H), 7.84 - 7.81 {m, 2H),
2-yl}phenyikimidazolidin-2-one T84, J=3.0Hz, 1H), 7.78 -
T.75{m, 2M), 7.20({d J=7.7 Hz,
THY, 747 (s, 1H), 8,98 (dd, U =
7.7, 1 4Hz, 1H), 4.44 (5, 2H),3.82
(dd, J = 9.0, 7.0 Mz, 2H), 3.54 -
i 347 {m, 4H), 2.30 (5, 3H), 1.21 -
25 142 {m, 3H).

H ) {5-Ethoxymethyi-2-methyl- TH NMR (500 MMz, DMSO-d8) &
' ,% pheny-{5-(4-pyrazol-1-yi- Q.87 {5, 1H), 883 {d, J = 2.4 Hz,
\ﬁ b phenyi-{1,3 4joxadiazol-2-yi}-amine iHY, 8,10 - 8.05 (m, 2H), 8.03 -
7.85{m, 2M), 7.83({d J= 1.8 Hz,
THY, 7.78(d, J=1.0Hz, 1H), 7.22
,_ e (d, J=7 7 He 11, 701 (ad, d =

£ L% 7.7, 1.4 Hz 1H),882 (dd, J=2.5,
‘*i‘*’ﬁ 1.8z, 1H), 4,45 (s, 2H), 3.50 (g,
hjh\:g) J=7 0Hz 2H), 2.31(s,3H),1.20
45 - 1,12 {m, 3H).

810 1-{4-{5-(5-Ethoxymethyl-2- THNMR (300 MHz, CDCL) 5 8.08
L. N methyiphenylamino-[1,2 4ltniadlazoh | & J= 89 Hz, 2H) 757, J=
N &1 3-yll-phenyikimidazolidin-2-one 8.9 Hz, 2H), 7.47 (s, 1H), 7.29 (s,
. sl AHY, 7224, J=T7.7Hz 1H) 708
;*-“*‘%} a\ o, J = 8.7 Hz, 1H), 4.48 (5, 2H),
"%ﬁé’* 3 4.00-3.62 (m, 2H), 3.55 (m, 4H),
88 o 234 (s, 3H), 1.22(dd, = 9.0,5.9
Py Hz, 3H).
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Ex

Chemical structure

Name

TH NMR/LCMS

811

{5-Methoxy-2-methyi-pheny}-{5-(4-
pyrazol-1-yl-phenyi-thiazol-2-
yij-amine

TH NMR (500 MHz, DMSO-¢g8) 8
938 (5, 1H), 851 (d, = 2.5 Mz,
‘H),?%-“’f}Z(m 2H), 7.75 {d,

=1.8Hz, 1H), 788, 1H),7.64
-TGC{ﬂ M), TET{d, J= 2.1 Hz,

T, 711 (d, J= 8.4 Mz, 1H) 8.81
{dd, J= 83, 286 Hz, 1H), 8 “6~
&.54 (m, 1H), 3.73 (s, 3H), 2.21
{s, 3H).

812

[5-{d-imidazol1-ylopheny-thiazoha-
yil-{&-meathoxy-2-methyl

phenyil-amine

T4 NMR (500 MHz, DMSO-¢6) 5
342(3,1»& 8.27 (s, 1H), 7.78 1,

=13 Mz, 1H), 7.71 (s, 1H), 7.67
-78&3‘{'11 4H), 787 (d, J= 1 6 Hz,
1H), 7.43-7.08 (m, 2H), 8.61 (dd,
J=8.3, 2.6 Hz, 1H), 3.73 (s, 3H),
2.24 (g, 3H).

813

1-{4-[2-{5-Methoxy-2-methyiohenyl
amino}-thiazok-5-
yi}-phenyli-imidazolidin-2-one

TH NMR (500 MHz, DMSQC-d8) 8
927 (s, 1M}, 7.58 (d, J= 2.2 Mz,
M), 757, J=8.9Hz 2H), 7.8

(s, 1H), 7.44 (d, J= 8.8 Mz, 2H},
TAY, J= 8.4 Hz, 1H), 8.87 (s,
1), 8.58 {dd, J=8.3,2.6 Hz, 1H),
3.88{(ad, J=8.9,7.0Hz, 2H),3.73
{5,3H), 3.45-3.39 (m, 2H), 2.21
{5, 3H).

o4

1-{4-[2-{5-Ethoxymeihyl-2-
methyiphenyl amino)-thiazok-5-
yi}-phenyli-imidazolidin-2-one

1 NMR (500 MHz, DMSO-06) 8
9.20 (s, 1H), 7.81 (s, 1H), 7.56 (d,
J=88Hz, 2H), 751 (5, 140, 7.43
@ J=88Hz 2H), 719 J=
7.7 Hz, {H), 7.04 - 8.80 (m, 2H),
4.42 (s, 2H), 3.81 - 3.78 (m, 2H),
348 (g, J = 7.0 Hz, 2H), 3.45 -
3.39 (m, 2H), 2.27 (s, 3H), 1.15
@, J= 7.0 Hz, 3H).

818

{5-Ethoxymethyl-2-methyi-
phenyi-{4~-(4-pyrazol-1-yi-
phenyi-thiazol-2-yil-amine

1 NMR (500 MHz, DMSO-06) 8
9.36 (5, 1H), B.54 (8, J = 2.4 Mz,
1H), B.OT (s, 1H), 7.99 (¢, J= 8.7
Hz, 2H), 7.87 (d, J= 8.7 Hz, ZH),
78 (d, J= 1.5 Hz, 1H), 7.33 (s,
TH), 7.19(d, = 7.7 Hz, 1H), 6.95
(6, J= 7.6 Hz, 1H), 6.80-6.51 {m,
1H), 4.45 (5, 2H), 3.52 (g, J= 7.0
Mz, 2H), 220 (5, 3H), 118 4 J =
7.0 Hz, 3H).

14




T4

18

20

25

45

G
Gy

{continued)

DK/EP 3253749 T3

Ex

Chemical structure

Name

TH NMR/LCMS

818

{4-Methyl-3-{4-(4-pyrazol-1-yk
phenyi-thiazol-2-
ylaminol-phenyi}-meathanol

14 NMR (500 MHz, DMSO-¢8) 5
9.35 (s, 1H), 8.54 (d, J = 2.4 Hz,
1H), 7.99 (d. J= 8.8 Hz, 2H), 7.95
(5, 1HY, 7.85 (d, J = 8.8 Hz, 2H),
776 {d, Jd =16 Hz, 1H), 7.31 (s,
TH), 7.19(d, = 7.7 Hz, 1H), 6.99
(@, d=7.7Hz, 1H), 6.58-6.54 (m,
THY, 818 (1, 4= 5.7 Hz, 1H), 4,50
(@, J = 5.9 Hz, 2H), 2.28 (5, 3H).

3}

817

{5-Ethoxymethyl-2-methyi-
phenyi-{4-(4-imidazoi-1-yi-
phenyiy-thiazol-2-yi}-amine

14 NMR (500 MHz, DMSO-¢8) 5
9.38(s, 1H), 8.30 (s, 1H), 8.06 (d,
J=0.9Hz, 1H), 8.0% (d, J=87
Mz, 2H), 779 4, J= 1.3 Hz, 1H),
789 {d, J= 87 Hz, 2H), 7.37 (s,
TH), 7.20(d, =7 7 Hz, 1H), 7.12
(s, 1+)), 8.95 (dd, J= 7.6, 1.4 Hz,
THY, 4.45 (s, 2H), 3 51 (g, J= 7.0
Mz, 2H), 228 (s, 3H), 147 (L J=
7.0 Hz, 3H).

818

1-{4-[2-{3-Ethoxymeihyl-5-
methyiphenyl amino)-thiazol-4-
yi}-phenyli-imidazolidin-2-one

1 NMR (500 MHz, DMSO-06) 8
10,15 (s, 1H), 7.85 (d, J= 8.8 Hz,
2H), 7.81 (4, J= 8.8 Hz, 3H), 7.38
(s, 1H), 718 (s, 1H), 8.97 (5, 1H),
8.72 (5, 1H), 4.43 (s, 2H), 3.92 -
3.84 {m, 2H), 3.31 (g, J= 7.0 Hz,
2H), 3.48 - 3.39 (m, 2H), 2.31 (s,
3HY, 119 (¢, 4= 7.0 Hz, 3H).

818

1~{4-[2~(3-Ethoxymethyl-5-
methyiphenvliamine-oxazol-5-
vil-phenviimidazolidin-2-one

1 NMR (500 Mz, DMSO-d8) &
1018 (s, 1H), 763 (d, J = B.9 Hz,
2H3, 7.5 (d, U= 8.8 Hz, 2H), 7.41
(s, 1H), 7.38 (5, 1H), 7.31 (5, 1H),
7.00 (s, 1H), 8.71 (s, 1H), 4.38 (s,
2H), 3.91 - 3.83 (m, 2H), 3.48 (g,
3= 7.0 Hz, 2H), 3.45 - 3.40 {m,
2H), 228 (5, 3H), 14T (L =70
Hz, 3H).

820

H
".{::_ d 3
d 8
e ;
d S e
e L.
s

{3-Ethoxymethyl-phenyh-[5-{4-
pyrazobi-yhohenyh-oxazob 2.
yij-amine

1 NMR (500 Mz, DMSO-d8) &
10.33 (s, 1H), 8.53 (d, J= 2.4 Hz,
1H), 7.92(d, J = 8.8 Hz, 2H), 7.76
@, J=1.5Hz 1H), 7.70(d, J =

8.8 Haz, 2H), 7 .64 {5, 1H),7 55 {dd,
J=80 1.4 Hz, iH), 751 (s, 1H),
720, J= 7.8 Hz, 1H), 8.91 (d,
J= 7.5 He, 1H), 8.58 - 6.53 (m,

TH), 4,45 (s, 2H), 3.50 (g, U= 7.0
Mz, 2H), 1.17 (&, J = 7.0 Hz, 3H).

18
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821 {3-Ethoxymethyl-S-methyi- T NRIR (500 MMz, DMSC-d8) 5
renyi-{S-{d-pyrazol-{-yi- 10.25(s, 1H), 853 (d, J=2 4 Hz,
1enyiy-oxazol-2-yil-amine THY 7.93(d, J=8.8Hz 2M),7.78
d Jd=16Hz 1H), 770, J=
B8 Hz, 2H), 7.50 (s, 1H), 742 {5,
THY, 7.38 (s, 1H), 8.73 (5, TH),
6.58-6.51 {m, 1H), 4.40 (s, 2H),
348 g, J=T.0Hz, 2H), 2.28 (5,
3H), 147 (¢, J= 7.0 Hz, 3H).

ol
pk

T4

8 822 {3 .5-Bis-{athoxymethyi-phenyd-{5-(4- | TH NMR (500 MHz, DMSG-d8) &
pyrazol-1-yl-phenyl}-oxazol-2- 10.34 (5, 1), 853 (d, J=2.4 Hz,
yil-amine THY, 783, J=8.8Hz, 2MH), 7.78
d J=18Hz, 1H),770d. y=

88 Hz, 2H), 7.54 (s, 2H), 7 .51 (s,
1H}, 6.88 (s, 1H), 8,58 -8.53 (m,
THY, 4.44 (5, 4H), 3.50(q,J=7.0
Hz, 4H), 117 {, J= 7.0 Hz, H).

{5-Methoxy-2-methyl-pheny~[5-(4~ TH NMR (500 Mz, DMSO-d8) 8
pyrazol-1-yl-phenyl}-oxazol-2- 8.24 (5, 1H), 8.52(d, J= 2.5 Hz,
yll-aming PHY, 7.92(d, J= 8.8z, 2H), 778
d J=18Hz 1H), 788, J=
8.8 Mz, 2Hy, 781 (d, J= 2.6 Mz,
HY, 7.47 (s, 17, 7.00(d, J= 8.4
Hz, 1H), 8.58-8 .54 (m, 2H), 3.73
(s, 3H), 2.23 {5, 3H).

20

25

25 824 w4 [5-(2-Amino-ethoxymethyh-2-methyl- TH NMR (300 MMz, DMSO-d6) &
phenyi-5-(4-pyrazoi-1-yi- B.53(d, J=24 Hz, 1H), 7.81 {,
phenyi-oxazol-2-vil-amine JEB B Hz 2H), 7.8 (5, 1+),7.76
{s, 1H), 7.88 {d, J= 8.8 Hz, 2H),
748 (g, 1H), 747, 4= 7.7 Hz,
1H}, 8.95(d, J=T.5Hz, 1H),8.58
(s, 1H), 4865 (5, 2M), 340 ¢, J=
5.8 Hz, 2H), 3.27 {s, 2H), 2.88 §,
J=58Hz, 2H), 2.28 {5, 3H).

825 oo d N-(2-{4~-Methyl-3-[5-(4-pyrazol-1-yi TH NMR (300 MHz, DMSQ-d8) &
S " N phenyi}-oxazol-2- 830 (s, 1H), 854 {d, J= 23 Hz,
% : g :] viaminol-benzyloxykethyh-acetamide | 1H), 7.81 (d, J=8.8Hz,3H), 7.84
g {s, 1M}, 7.78 (d, 4= 1.5 Hz, 1H),
K ' 768 (d J=8.7 Hz, 2H), 7.48 (s,
THY, T8, = 7.7 Hz, 1H),8.98
{d,J=7.8HMz, 1H), 8.80-8.53 {m,
PHY, 4.44 (5, 2H), 342 (1, /=52
Hz, 2H), 323 dd, J= 115 88
Hz, 2H), 2.28{s, 3M), 1.78 (5, 3H).

45

G
Gy
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028

2-{d-Meathyl-3-{5-(4-pyrazol-t-yi
phenyi-oxazol-2-
ylamino}-benavioxy}-ethanot

14 NMR (300 MHz, DMSO-¢8) 5
9.30 (s, 1H), 8.53 (d, J = 2.4 Hz,
1H), 7.91 (d. J= 8.8 Hz, 2H), 7.83
(ors, 1H), 7.78 (8, y= 1.8 Mz, 1H),
788 {d, J = 8.8 Hz, 2H), 7.46 (s,
THY, 7T, J= 7.7 Hz, 1H),6.96
{dd, d= 7.6, 1.3 Hz, 1H), 8.50 -

651 (m, 1H), 4.83 (, J = 5.4 Hz,
THY, 4.46 (s, 2H), 3.81 - 3.48 (m,
2H), 3.46 (m, 2H), 2.28 (s, 3H).

B2y

{4&-Methyl-3-[5-{4-pyrazol-1-yh
phenyi- axa&ai 2-
ylaminol-phenyi}-mathano!

1 NMR (300 MHz, DMSO-06) 8
9.26 (s, 1H), 853 (d, J= 2.1 Hz
1H), 7.91 (d, J= 8.8 Hz, 2H), 7

(s, TH), 7.78 (s, 1H), 7.88 (g, J-
8.7 Hz, 2H), 7.46 (s, 1H), 7.14 (d,
J=T7.5Hz 1H), 6,94 {d, J=T7.6
Hz, 1H), 656 (s, 1H), 545 ¢ J =
5.7 Hz, 1H), 447 (d, J = 5.4 Hz,
2HY, 2.27 (s, 3H).

028

{2-Methyl-5-{{Z-marpholin-4-yi-
athylamino)-methyilphenyi}-[5-{4-
pyrazol-1-yl-phenyl}-oxazol-2-
yil-amine

14 NMR (300 MHz, DMSO-d8) 5
9.25 (5, 1H), 8.53 (d, J= 2.4 Hz,
1H), 7.91 (d, J= 8.8 Hz, 2H), 7.78
@ Jd=1.2Hz 1H), 778 J =
18 Hz, 1H), 787 (d, J= 8.7 Hz,
2H), 745 (s, 1H), 713 (4, J= 7.7
Hz, 1H),6.94 (dd, J= 7.8, 1.3 Hz,
THY, 6.60 - 6.52 (n, TH), 3.66 (s,
2HY, 3.57 - 3.48 (m, 4H), 2.58 ¢,

= 8.4 Hz, 2H), 237 ¢, J= 63
Hz, 2H), 2.34 - 2.28 (m, 4H), 2.28
(s, 3H).

828

[2-Mathvi-5-(2-moroholin-4-yi-
ethoxy-phenyil-[5-(4-pyrazob-i-yi-
phenyioxazol-2-yil-amine

TH NMR (300 MHz, DMSO-08) §
9.25 {5, 1H), 8.53 (4, J = 2.5 Mz,
1H), 7.92(d, J= 8.7 Hz, 2H), 7.76
(d,J=18Hz 1H), 769 (d, J=86
Mz, 2H), 7.62 (d, J= 2.5 Hz, 1H),
748 (s, 1H), 7.07 (8, J = 8.4 Hz,
1H), 8.80 - 6.54 (m, 2H), 4.05 (t,
J= 57 He 3H), 3.81 - 3.54 (m,
4H), 2.89 (, J= 5.7 Hz, 2H), 2.50
- 2.44 {m, 4H), 2.22 (s, 3H).

030

[5-(2-Dimethylamino-elhoxy»-2-
methyiphenyl-[5~(d-pyrazoi-i-yi-
phenyi-oxazol-2-vil-amine

TH NMR (300 Mz, DMSO-d8) §
9.28 (s, 1H), 8584 (d, J= 2.4 Mz,
T}, 7.92(d, J=8.8Hr, 2H),7.76
{d,J=18Hz 1), 769, J=88
Hz, 2H), 782 (d, J= 2.5 Hz, 1H),
748 (5, 1H),7.07 {d, = 8.4 Hz,
iHY, 8.83 -6.48 (m, 2H), 4.01 (4,
JEE58H 2H), 284 J=58

Hz, 2H), 2.23 {5, 8H).
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R

4 N-Dhimethyl-3-15-{d-pyrazol-1-yi-

phenyioxazol-2-vlaminohbenzamide

14 NMR (300 MHz, DMSO-¢8) 5
9.40 (s, 1H), 8.54 (d, J= 2.4 Hz,
1H), .34 (s, TH), 8.32 (d, J= 1.3
Hz, 1H), 7.92 (d, J= 8.8 Hz, 2H),
776 {d, J= 1.8 He, 1H), 7.69 d,
J=8.7Hz, 2H), 748 (5, 1H), 7.44
@d, J=7.8, 1.8 Hz, 1H), 7.27 (@,
= 7.9 Hz, 1H), 6.60 - 8.53 (m,
1), 2.77 (4, J = 4.5 Hz, 3H), 2.33
(s, 3H),

832

4-Methyl-N-[2-(4-methyl-piperazin-1-

yi-ethyl}3-[5-(4-pyrazol-1-yi-

phenyil-oxazol-2-ylaminol-benzamide

TH NMR (300 MMz, DMSO-d8) 8
9.41 (s, 1H), 8.54 (d, J= 2.5 Mz,
iHY, 8.3 (5, 1H), 827 (1, J=5.5
Hz, 1My, 7.82(d, J= 8.7 Hz, 2H},
778 (d, J= 1.8 Hz, 1H), 7.88 {d,
J=87Hz, 2MH), 748 (s, 1H),7.44
{ad, J= 7.8, 1.5Hz, 1H), .28 (g,
JET9Hz, 1H), 6.59-8.53 (m,
HY, 3.34 (m, 2H} 2.48 - 2.38 {m,
B8H)Y, 2.33 (s, 3H), 231 -2.23 (m,
4Hy, 2.13 (5, 3H).

833

{&-Ethoxymethyl-2-methyil-
phenyi-{5-(4-pyrazol-1-yh
phenyioxazol-2-yil-amine

TH NMIR (500 MHz, DMSO-08) §
9.27 {5, 1H), 8.52 (4, J = 2.4 Mz,
1H), 7.91 (d, J = 5.8 Hz, 2H), 7.83
(s, 1H), 7.78 (d, J= 1.6 Hz, 1+),

768 (d, J= 8.8 Hz, 2H), 7.48 (s,
), T8, = 7.7 Ha, 1H), 6.94
@d, 4= 7.8, 1.2 Hz, 1H), 6.57 -

8.53 {m, 1H), 4 42 (s, 2H), 3 .45

(G, J= 7.0 Hz, 2H), 2.28 (s, 3H),

145 { J = 7.0 Hz, 3H).

034

(5-Ethoxymethyl-2-mathyk
pheny-{5-(4-[1,2 4}triazol1-vi-
phenyioxazol-2-vil-amine

1H NMR (300 MHz, DMSO-08) &
9.34 (s, 1H), 8.32 (5, 1H), B.25 (s,
1H), 7.93 (d, S = 8.7 Hz, 2H), 7.82
(,d=1 1 Hz 1), 773 {0, J= 8.7
Mz, 2H), 7.53 (5, 1H), 717 (d, U=
7.7 Hz, 1H), 6.94 (dd, J=7.8,1.3
Hz, 1H), 442 (s, 2H), 3.48 (q, J =

7.0 Hz, 2H), 2 28 (s, 3H), 1.15 ¢,
J= 7.0 Hz, 3H).

838

{5-Ethoxymethyl-2-methyi-
phenyi-{5-(4-{1,2, 3riazol-1-yvl-
phenyi-oxazol-2-yil-amineg

14 NMR (500 MHz, DMSO-¢8) 5
9.35 (s, 1H), 8.88 (d, J = 1.1 Hz,
1H), B.O3 - 7.97 (m, 3H), 7.82 (d,
J=09Hz M), 7774, =88
Hz, 2H), 7.57 (s, iH), 7.18 @, d =
7.7Hz, 1H), 8.96 (dd, J=7.8, 1.4
Hz, 1H), 4.43 (s, 2H), 3.49 (g, J =
7.0 Hz, 2H), 2.30 {5, 3H), 1.16 ¢,
4= 7.0 Hz, 3H).

18
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R

{5-Ethoxymethyl-2-methyi-
phenyi-{5-(4-{1,2,3}riazol-2-vl-
phenyiy-oxazol-2-yil-amine

T NRIR (500 MMz, DMSC-d8) 5
924 (s, J=203 Hz, 1H), 8.14 (5,
2H), 8.08({d J=88Hz 2M),7.82
(s, 1H), 7.75 {d, J= 8.8 Mz, 2H),
752 {5, 1), 718 {d, J= 7.7 Hz,
THY, 8.98 {dd, J=7.8,1.2Hz, 1H),
4.43 (s, 2H), 348 (g, J = 7.0 Hz,
2H), 2.28 (s, 3H), 118 (1, J=7.0
Hz, 3H).

{5-Ethoxymethyl-2-methyl-
phenyi-{5-{4-imidazoi-1-yi-
phenyiy-oxazol-2-yil-amine

T4 NMR (300 MHz, DME0-08) 5
9,31 (s, 1H), 8.30 (s, 1H), 7.82 (d,
J=12Hz 1H), 7.78 ¢ J = 11

Mz, 1H), 7.75 (d, J = 8.9 Hz, 2H),
788 {d, J = 8.9 Hz, 2H), 7.50 (s,
MY, 7 AT (=7 7 Hz M), 7,12
(s, 1H),s.94<dd 1=7.8,1.3 Ha,
1HY, 4.41 (s 2H), 3458 (g, J= 7.0
Hz, 2H), 225 (5. "H‘: 1AG 8, d=
7.0 Hz, SH)‘

0838

{5-Ethoxymethyl-2-methyi-
phenyi-{8-{4-thiazok-2-yi-
phenyi-oxazol-2-yil-amineg

TH NMR (300 MMz, DMBC-¢8) 5
940 (5, 1H), SQC(d J = 8.2 Mz,
2H),7.83(d, =31 Hz, 1H),7.84
-?.76{.}1,.4-{),!,68@,.! 8.3Hz,
2Hy, 7568 (s, 1H), 747 {d, y= 7.8
Hz, 1My, 8,84 (d, J= 7.5 Hz, 1H},
4.41 {3, 2H), 3.47 (g, J= 7.0 Hz,
2HY, 228 (5, 3H), 118 (g, J=68
Hz, 3H).

{5-Ethoxymethyi-2-methyl-phenvi)-
{5-14-{3-mathyi-gyrazohi-
yi-phenyil-oxazol-2~yi}-amine

T+ NMR (300 MHz, DMSO-d8) 5
9.25 (s, 1H), 838 (d, J = 2.4 Hz,
1H), 7.85 (d. J= 8.8 Hz, 2H), 7.83
(5, 1H), 7.65 (d, J = 8.8 Hz, 2H),
743 {5, 1H), 7. 16{d =77 Hz,
TH), 6.94 (dd, J=7.6, 1.3 Hz, 1H),
6.34(d, J=23 .»iL, 1H), 4.42 (5,
2H), 3.48 (q, 4= 7.0 Hz, ZH), 2.28
(5, 3H), 2.28 (5, 3H), 115 @, J =
7.0 Hz, 3H).

840

{5-Ethoxymethyl-2-methybphenyl)-
{5-14-{4-methyi-pyrazobi-
yi}-phenyil-oxazol-2-yi}-amine

T4 NMR (500 MHz, DMSO-¢6) 5
9.25 (s, 1H), .28 (s, 1H), 7.87 -
7.80 (m, 3H), 7.66 (d, J= 8.3 Hz,
2H), 7.57 (s, 1H), 7.43 (5, 1H),
7AS(d, 4= 7.7 Hz, 1H), 6.94 (g4,
J=T.6,1.3 Hz, 1H), 4.42 (5, 2H),
349 (g, 4 = 7.0 Hz, 2H), 2.28 (s,
3H), 211 (s, 3H), 115 (L J= 7.0
Hz, 3H).
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{441

{5-Ethoxymethyi-2-methyl-phenvi)-
{5-14-{5-mathyi-gyrazoli-
yi-phenyil-oxazol-2~yi}-amine

TH NMR (800 MHz, CDICL) 6 8.00
W, =11 He i), 783 ( J =

8.7 Hz, 2H), 7.59 (d, J = 1.8 Hz,
1H), 7.45 (d, J= 8.7 Hz, 2H), 7.20
(s, 1H), 7.18 (d, J = 7.7 Hz. 1H),

7.02(dd, J=7.6,1.3Hz 1H),8.77
(s, 1+), 8.21 {dd, J= 1.6, 0.7 Hz,
THY, 4.54 (s, 2H), 357 (g, J= 7.0
Hz, 2H). 2 38 (5, 3H), 2.34 (5, 3H),
126, J= 7.0 Hz, 3H).

842

{(5-Ethoxymathyl-Z-methyl-phenyl)-
£5-14-(3-methoxy-pyrazoki-
yii-phenyil-oxazol-2-yit-amine

1 NMR (500 MHz, DMSO-06) 8
9.25 (s, 1H), 837 (d, J = 2.6 Hz,
1H), 7.83 (s, 1H), 7.79 (4, J= 8.3
Hz, 2H), 7.84 (d, J= 8.8 Hz, ZH),
741 (s, 1H), T8 (d, J = 7.7 Hz,
1H), 6.93 (d, 4= 7.6 Hz, 1H), 8.04
(6, J = 2.8 Hz, 1H), 4.41 (s, 2H),
3.89 (s, 3H), 3.48 (g, J = 7.0 Hz,
2H), 2.28 (s, 3H), 115 (4, J=T7.0
Hz, 3H).

~{4-[2~{5-Ethoxymethyl-2-
methyiphenvliamine-oxazol-5-
yi-pheny-2 4-dinydro-[1,2 4jtriazol-
3-one

14 NMR (500 MHz, DMSO-d8) 6
9,25 (s, 1H), 8.11 (s, 1H), 7.95 (d,
J= 8.9 Hz 2H), 7820, J= 11
Hz, 1H), 7.84 (d, J= 8.8 Hz, ZH),
738 (s, 1H), 718 (d, J = 7.7 Hz,
THY, 8,93 (dd, J= 7.8, 1.3 Hz, 1H),
4,41 (s, 2H), 3.47 (q, J = 7.0 Hz,
2H), 227 (5, 3H), 144 (L 4= 7.0
Hz, 3H).

044

1~{4-[2~(5-Ethoxymethyi-2-
methyiphenvliamine-oxazol-5-
vil-phenyli-3-methvlimidazolidin-2-one

11 NMIR (500 MMz, DMS&Q’@) 6
9.45(s, 1H), 7 8215, 11, 7
J=8.8Hz, 2H), 7.51 (d, J 89Hz,
2H), 7.27 (s, 1H), 7.15 {d, J= 7
Hz, 1H),8.92 (dd, J=7.8,1.3 Hz.
TH), 4.4% (s, 2H), 3.83- 376 (m,
2H), 3.52-3.41 (m, 4H), 2.77 (5,
3M), 2.27 (5, 3H), 114 (t. J= 7.0
Hz, 3H).

048

1-{Z-Amino-ethyh-3-{4-[2-(5-
ethoxymethyl-2-
methyiphenylaminey-oxazol-5-
vil-phenviimidazolidin-2-one

11 NMR (500 Mz, DMSO-d8) &
9147 {5, 1H), 7.83 (8, J= 1.2 Hz,
TH), 788 (. J=8 8 Hz, 2H), 7
(d, J= 8.9 Hz, 2H), 7.27 (s,

4.5 Hz, 1H), 745 (d, 4 = 7.7 Hz,
1H),8.82 (dd, J= 7.6, 1.3 Hz, 1H),
4.41(s,2H), 3.81 (dd, J=9.3,6.7
Mz, 2H), 3.50 (dd, J= 10,1, 8.1
Hz, 2H), 3.48 (q, J= 7.0 Hz, 2H),
B L85 He 2H), 269 (L J
= 6.5 Hz, 2H), 2.27 (s, 3H), 1.56
(5, 2H), 145 (1, J = 7.0 Hz, 3H).
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MN-[2-{3-{4-[2-{5-Ethoxymethyi-2-
methyiphanylamino}-oxazol-5-
yvi}-phenyl}-2~oxe-imidazolidin-1-
yiy-ethyil-acetamide

14 NMR (500 MHz, DMSO-¢8) 5
9.15 (s, 1H), 7.82 (s, 1H), 7.82 (br
s, 1H), 7.62 (d, J = 9.0 Hz, 2H),
7.52(d, J = 8.9 Hz, 2M), 7.27 (s,
TH), 715 (d, J=7 7 Hz, 1H), 6,02
(dd, J= 7.7, 1.4 Hz, 1H), 4.41 (s,
2H3, 3.84 - 375 (m, 2H), 3.54
348 (m, 2H), 3.47 (3, J= 7.0 Hz,
2H), 3.23 {1 J = 5.4 Hz, 4H), 2.27
(5, 3H), 1.79 (5, 3H), 114 ¢, J =
7.0 Hz, 3H).

047

1-{4-[2~(5-Ethoxymethyl-2-
mathyiphenylamino)-oxazol-s-
yvil-phenyli-pyrolidin-2-one

14 NMR (500 MHz, DMSO-d8) 6
9.21 (s, 1H), 7.82 (brs, 1H), 7.74
@ d=89Hz 2H), 757 J=

8.8 Hz, 2H), 7.34 (s, 1H), 7.18 (d,
J=7.7 Hz, 1H), 8.92 (dd, S = 7.8,
14 Hz, 1H), 4.41 (5, 2H), 3.85 ¢,
J=7.0Hz 2H), 3.48 (g, J= 7.0
Mz, 2H), 2.56 - 2 48 (m, 2H), 2.27
(s, 3H), 2.12 - 2.01 {m, 2H), 1.14
@, 4 = 7.0 Hz, 3H).

848

{&-Ethoxymethyl-2-methyil-
phenyi-{5-(4-pyridin-2-yi-
phenyioxazol-2-yil-amine

TH NMIR (500 MHz, DMSO-08) §
9.31 {5, 1H), 887 (4, J = 3.8 Mz,
1H), 818 (d, J = 5.4 Hz, 2H), 7.99
@ J=7.8Hz 1H), 788 (d, J =
76,1.8Hz 1H),7.83 (s, 1H),7.68
(0, J = 8.3 Hz, 2H), 7.52 (s, 1H),
7.35(dd, J=7.2,5.0Hz, 1H), 7.47
@ J=7.6Hz 1H), 685 J=

7.0Hz, 1H), 4.42 (s, 2H), 3.48 (g,
J=7.0Hz, 2H), 2.29 (5, 3H), 1.15
@&, J= 7.0 Hz, 3H).

049

1-{4~[2-(5-Ethoxymethyi-2~
methyiphenvlamine)-oxazol-5-
vif-phenyl}-1H-pyridin-2-one

TH NMR (500 MHz, DMS0-06) 5
9.32 (s, 1H), 7.81 (d, J = 1.1 Hz,
THY, 7.71 - 7.88 (m, 3H), 7.55 -
7.48 (m, 2H), 7.47 (4, J = 8.8 Hz,
2HY, TAT [ J=T7.THz, 1H),6.95
@d, 3= 7.6, 1.4 Hz, 1H), 6.49 (@,
J=88Hz 1H), 8.32 (1, J=67,
1.3 Hz, 1H), 4.42 (s, 2H), 2.48 (g,
J=7.0Hz, 2H), 2.29 (s, 3H), 1.16
A, d = 7.0 Hz, 3H).
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Ex

Chemical structure

Name

TH NMR/LCMS

H3y

3-{4-{2-{5-Ethoxymeihyl-2-
methyiphanylamino}-oxazol-5-
yi}phenyl}~1H-pyridin-2-cne

14 NMR (500 MHz, DMSO-¢8) 5
11.80 (5, 1H), 9.27 {5, 1H), 7.90 -
7.78 (m, 3H), 7.71 {dd, U = 6.9,
2.0 Hz, 1H), 7.57 (d, J = 8.5 Hz,
2H), 7.44 (s, 1H), 7.38 (dd, J =
6.4,2.0Hz, 1H), 746 (d, J=77
Hz, 1H),6.94 (dd, J=7.8, 1.0 Hz,
THY, 8,30 (1, 4= 8.7 Hz, 1H), 4,42
(5, 2H), 3.48 (9, J = 7.0 Hz, 2H),
228 (s, 3H), 1.15 (1, = 7.0 Hz,
3H).

0851

(R~ 1-{4-(2-({&-{athoxymethy}-2-
mathyiphenyhamin o)oxazokS-yl
phenyi-S-methylimidazoelidin -2-one

TH NMR (500 MHz, Chioroform-
oy 8 8.03 (s, 1H), 7.59 - 7.48 {m,
403, 7.20(d, J=7 7 Hz, 1), 742
(s, 1H}, 7.06 - 8.97 {m, 1H},8.83
{s, 1H), 4.58 (s, 2H), 454 - 4 .48
{m, 2H), 3.80-3.73 (m, 2H), 3.58
{g, J = 7.0 Mz, 2H), 2.35 {5, 3Hy,
1.37{dd, J=8.2,4.1Hz, 3H), 1.28
{t, J=7.0 Hz, 3H).

052

4-{4-(2-{(5-(ethoxymethy[-2~
methyiphenvhamin o)oxazok-S-yl
phenyi-S-methyi-2,4-dihydro-3H-
1.2 4-triazol-3-one

14 NMR (500 MHz, DMSO-dg) &
1162 (s, 1H), 8.33 (5, 1H), 7.81
(s, 1H), 7.73 - 7.88 {m, 2H), 7.53
(s, 1H), 7.50 - 7.44 {m, 2H), 7.18
(@, d=T7.6Hz, 1H), 6.99-6.93 (m,
THY, 4.43 (s, 2H), 3.53-3.33 (m,
2H), 2.29 (s, 3H), 2.10 (s, 3H,
146 (4, J = 7.0 Hz, 3H).

1-{4-{2-{(3,5-bis{athoxymethyhp
henyhaming)oxazo 1-5-yhphenyl
imidazoli din-2-one

T4 NME (300 MHz, DMSO-dg) §
10.28 (s, 1H), 7.67- 7.58 {m, 2H),
7.53(dd, J=5.2, 3.7 Hz, 4H), 7.33
(s, 1H), 7.01 {5, 1H), 8.85 (5, 1H),
4.44 (5, 4H), 3.87 - 3.85 (m, 2H),
3.51 (g, J= 7.0 Hz, 4H), 2.43 (m,
2H), 148 8, J = 7.0 Hz, 8H).

054

1-{4-(2~({5-(ethoxymethyl)-2-
mathyiphanyiamin o)oxazol-5-yh
phenyiy-3-{2-methoxyethyliimid
azolidin-2-one

TH NMR (500 MHz, DMSO-d,)
9.18 (s, 1H), 7.84 (d, J = 1.7 Hz,
1H), 7.87 - 781 (m, 2H), 7.53 (d,
J=8.9Hz, 2H), 7.29 (s, 14, 7.18
(@, =78 Hz, 1H), 6.86-8.50 (m,
1M, 4.42 (5, 2H), 3.83 (dd, J

9.2, 6.8 Hz, 2H), 3.57 - 3.44 (m,
SH}, 3.37 (1, J = 5.5 Hz, 2H), 2.28
(5, 3H), 148 (1, J = 7.0 Hz, 3H).,
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Chemical structure

Name

TH NMR/LCMS

H3

1-{5-(2-({5-(ethoxymeihyl-2-
methyiphanyhamin ojoxazok5-yh)
pyridin-2-ylirmnidazoelidin-2-one

T NMR (300 MHz, Chioroform-
B3840 dd, J=2.4,0.9Hz, tH),
8.32{dd,J=98.0,0.8Hz, 1H),7.98
d, JJ=18Hz 1H),7.78 {dd, J=
8.3 24 Hz, 1Hy, 748, J=77
Mz, 1My, 711 (5, 1H), 7.01 d, J=
T.0Hz, 1H), 887 (s, 1H), 453 5,
2H), 420 (dd, J= 8.8, 7.3 Hz, Z2H),
3.83-3.583 (m, 4H), 2.33 (5, 3H),
1.26 {4, J=7.0 Hz, 3H).

086

1-{4-(2-(3-(ethoxymethy-3-(2-

methoxyethoxphe nyhaminojoxazol

S-yliphenyliimidazotlt din-Z-one

TH NMR (500 MHz, Chloroform-
H3T781{d, J=88Hz, 2H), 7.53
d,J=8.8Hz 2M), 721¢, J=23
Mz, 1H), 7.08 (s, 1H), 7.02(s, 1H),
6.97 (s, 1H), 8.65 (5, 1H), 4.51 {5,
2ry, 422 - 417 (m, 2H), 4.03 -
3.88 {m, 2H), 3.78 (dd, J= 5.6,
3.9 Mz, 2H), 3.66 - 3.54 {m, 4H),
349 (s, 3H),1.280d J=71,18
Hz, 3H).

887

S-{4-{1H-pyrazol-3-vi)
pheny-N-{5-{ethoxymethyi}-2-
methyiphenyhoxaz ol-2-amine

TH NMR (500 MHz, Chioroform-
N3787, J=4a2Hz, 1H), 7.78
{dd, J=8.4 2.8 Mz 2H) 7.84 {,
J=2.3Hz 1H), 7.57 (dg, J=8.3,
25 18Hz 2:0, 723 - 747 (m,
20, 7.04 (dd, J=7.7, 1.8 Hz, THY,
8685 { J=23Hz, 1H), 4.55 (5,
2H), 380 (g, J=7.0Hz, 2H), 2.35
(s, 3H), 1.28 (¢, J = 7.0 Hz, 3H).

058

{(Ry-1-{5-(2-{{5-(ethoxymethy[}-2~

methyiphenvhamin o)oxazok-S-yl

pyridin-2-yi}-5-methylimidazolidin -2-

gne

TH NMR (500 MMz, Chioroform-
s 842, J=2.4Hz, 1H), 818
{d, J=88Mz, 1H), 780 J=
1.8 Mz 1H),7.87{dd, J=8.8,25
Hz, 1), 747 -7.08 {m, 1H), 7.03
{5, 1H),884 (dd, J=7.7, 1.7 Hz,
1H), 8.83 (s, 1H}, 482 {dad, J=
8.7,8.2, 3.8 Hz, 1H), 4.46 (5, 2H),
3863d,J=68.5,1.1Hz, 2H), 3.50
{g, J = 7.0 Mz, 2H), 2.26 (s, 3H},
1.38{d, J=8.2Hz 3H), 1184, J
= 7.0 Hz, 3H).

059 1-{4~-(2-{(3~{ethoxymethy-3-(2- TH NMR (500 MMz, Chioroform-
N hydroxyathoxy)phe nylaminoioxazol | )8 7.52 (d, J=8.8 Hz, 2H), 7.44
\f\ s-yhhenyiimidazoli din-2-one (d, J= 8.9 Hz, 2H), 740 (5, 1),
I, Q, 7.00 (s, 1H), 8.88 (s, 1H),8.585 (s,
. K\g_gs’? 1 THY, 442 (s, 2H), 4.08 (dd, 4=
“%f*-s{ o 9.5,5.4 Hz, 4H), 3.91 (1, J= 7.8
i Hz, 2H), 3.57-3.48 (m, 4H), 1.23
~1.18 {m, 3H).
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Ex Chemical structure

Name

TH NMR/LCMS

H3y

S-{4-{1H-pyrazol-4-y}
phenyi-N-(5-(ethoxymethyi)-2-
methyiphenyhoxaz gl2-amine

T NMR (300 MHz, Chioroform-
ST 63 @, J= 1.6 Hz, 2H), 7.60
- 7.85 (m, 2H), 7.41 (5, 2H), 7.38
-7.30 (my, 3H), 7.08 (s, 1H), 6.28
(d, J= 1.8 Hz, 2H), 4.47 (s, 2H),
3.50 (g, J = 7.0 Hz, 2H), 2.27 (s,
3H), 118 (L U= 7.0 Hz, 3H).

081

N-{5-{ethoxymethy)-2-methyiphenyh-
5-{4-{1-methyl-1H-pyrazobk-5-yl}
phenyiioxazol-2-amine

TH NMR (500 MMz, Chioroform-
37924, J=1.7Hz, 1H), 7.64
759 (m, 2, T 45 (5, 1H), 7.42
~7.83(m, 3}, 7.21-7.08(m, 2H),
6.95(dd, =77, 1.THz 1H),8.286
{d, J=18Hz, 1H), 447 (5, 2H},
3.85 (=, 3H), 3.50 (g, J = 7.0 Mz,
2HY, 227 (5, 3M), 118 ¢, =70
Hz, 3H).

082

4-{B-(1H-pyrazol-1-yhipyridin-3-
yi-N-(S-(athoxymethyi}-2-
methyiphenybithiaz ol-2-amine

14 NMR (500 MMz, DMEO-dg) &
9.47 (5, 1H), 8.97 (dd, J=2.3,0.9
Hz, 1H), 864 (dd, J= 2.6, 0.5 Hz,
1H), 8.40 (dd, J= 8.5, 2.2 Hz, H),
8,08 (d, J= 1.8 Mz, 1H), 7.96 (dd,
J=8.5 0.9 Hz, 1H), 7.85 (dd, J =
17,0.8Hz, 1), 7.48 (s, 1), 7 .21
(d, J= 7.7 Hz, 1H), 6.97 (dd, J=

7.7,1.7Hz, 1H),6 60 (dd, J=2.8,
18 Hz, TH), 4.47 (5, 2H), 3.53 (q,
J= 8.9 Hz, 2H), 2.30 (s, 3H), 1.20
&, J=7.1 Hz, 3H).

0863

1-{4~-(2-{(3~{ethoxymethylphe nyl}
aminoioxazok-S-yiiphenyhimidazoli
din-2-one

1M NMR (500 MMz, DMSO-tlg} 8
10.28 (5, 1H), 7.84 (4, J= 8.9 Hz,
3H), 7.53 (d, 4= 7.7 Ha, 3H), 7.33
(5, M), T.28 (1, J = 7.8 Hz, 1H),
7.02 (s, 1H), 8.90 (d, J= 7.5 Hz,
1H), 4.45 (s, 2H), 3.8% (s, 2H),
2,51 {d, J = 7.1 Hz, 2H), 3.43 (s,
2H), 148 {t, J = 7.2 Hz, 3H).

064

1-{4-(2~(3~(ethoxymethyhphe nyh)
aminojthiazol-4-yhiphenyimidazol
din-2-one

TH NMR (500 MHz, DMSO-d 8
10.24 (s, 1H), 7.87 (d, J= 8 8 Hz,
2HY, 779 (s, 1H), 781 {1, =82
Hz, 3H), 7.314,J4=78 Hz. 1H),

T.20(s, 1M}, 8.98 (s, 1H}, 6.80 @,
JrT. oMz 1H), 448 (5, 2H), 3.83

~3.868 (m, 2M), 3.54 {g, J= 7.0 Mz,
2Hy, 3.47 - 3.40 (m, 2H), 3.30 (s,
2HY, 1.24 - 1.14 {m, 3H).

(80868} Where one or more chiral centers are present in a compound, mixtures of enantiomers or diastereomers may
he present. Such compounds may be used as pharmaceuticals in enantiomerically or diastereoisomerically pure form,
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8% racemic mixtures or rmixtures enriched in one or more sterecisomer, The scope of the gresent invention as claimed
describes the racemic forms of such compounds as well as the individual enantiomers, diastereomers, and sierecisomer-
enriched mixture
{GB8TY A single sterecisomer of a chiral compound is commonly prepared from an optically pure precursor, or by
separation of enantiomers by chiromatography, forexample chiral high-pressure liguid chromatography (HPLC). Racemic
mixtures may also be converted into separable diastereomers by reacting with a suitably reactive chiral compound for
isolation by chromatography. Allernatively, separation may be achieved by converling into a chiral salt. Forexampie, a
racemic chiral compound containing a basic group may form a diastereomeric salt with a chiral acid such as malic acid.
The mixdure of diastereomeric salls 50 produced may then ba separated by fractional crystaliization. The pure synthetic
diastereomers produced by thase methods may then be converied 10 the desired slerecisomer by classical chemical
means known to one skilled in the art. In the present invention, chiral racemic compounds may be separated by chiral
HPLC on a suitable chiral stationary phase eluting with a mixture of heptane / ethanol or with 3 pure alcohol (methanol
or ethanol). Slerecisomer conglomerates may be separated by conventional tachniques kKnown to tho skilled in the
art. See, 2.9, "Slereochemistry of Organic Compounds™ by Ermest L. Bliel (Wiley, New York, 1994).
{6068 The compounds of formula () may be used in the form of salts derived from pharmaceutically accepiable
fnorganic or organic acids. Unless otherwise indicated, "pharmaceutically acceptable salt” refers 1o a salt prepared by
combining a compound of formuia (I} with an acid whose anion, or a base whose cation, is generally considered suitable
for human consumption. Fharmaceutically acceptable salts are padicularly useful as products of the methods of the
present invention because of their greater aqueous solubllity relative o the parent compound. For use in medicing, the
salis of the compounds of this invention are non-toxic "pharmaceutically acceptable salis.” Salls encompassed within
theterm"pharmaceutically acceptabie salis" refer to non-toxic salls of the compounds of this invention which are generally
prepared by reacting the free base with a suitable organic or inorganic acid. Suitabie pharmaceutically acceptable acid
addition salis of the compounds ofthe present invention when possible include those derived from inorganic acids, such
as hydrochloric, hydrobromic, hydrofiuoric, borie, fluorohoric, phosphoric, metaphosphoric, nitric, carbonic, suifonic, and
sulfuric acids, and organic acids such as acetic, benzenesulfonic, benzoic, oitric, ethanesulfonic, fumaric, gluconic,
glycolic, isothionic, lactic, lactobionic, malaic, malic, methanesulfonic, trifiioromethanesuifonic, succinic, 1oluenesuifonic,
fartaric, and irifluoroacetic acids. Suitable organic acids generally include, for exampie, aliphatic, cycioaliphatic, ammat-»,
araliphatic, heterocyelic, carboxylic, and sulfonic classes of organic acids. Specific examples of suitable organic acids
include acelate, trifluoroacetate, formate, propionate, succinate, glycolate, gluconate, dighiconate, lactate, malate, tar-
taric acid, citrate, ascorbaie, glucuronate, maleate, fumarate, pyruvate, aspartate, glutamate, benzoate, anthranilic acid,
stearate, salioylate, p-hydroxybenzoate, phenyiaceiale, mandelate, ermmbonate (pamoeate), methanesulfonate, ethanasuk
fonate, benzenesulfonate, pantothenate, toluenesulfonate, 2-hydroxyethanesulionate, sufanilate, cyclohexylaminosul-
fonate, B-hydroxybutyrate, galactarate, galacturonate, adipate, alginate, butyrate, camphorate, camphorsulfonate, oy
ciopentanepropicnate, dodecyisuifate, glycoheptancale, glycerophosphale, naplanoate, hexangale, nicotinale, 2-naph-
thalesulfonate, oxalale, palmoeate, pectinale, J-phenyipropionate, picrale, pivalate, thiocyanate, and undecanoate. Fur-
thermore, where the compounds of the invention carry an acidic molety, suitable pharmaceutically acceptable salls
thereoi may include alkali metal salts, i.e., sodium or potassium salts; alkalineg earth metal sails, e.g., calcium or mag-
nesium salts; and salts formed with suftable organic figands, e.¢g., qualernary ammonium saiis, In another embodiment,
Dase salts are formed from bases which form nontoxic salts, including aluminuam, arginine, benzathine, choling, diethyl-
amineg, diolamine, glycine, lysine, meglumineg, olamine, tromethaming and zing saits, Qrganic salts may be made from
secendary, tertiary or quaternary amine salls, such as iromethamine, diethvlaming, N A -dibenzylethyienediamine, chio-
roprocaing, choline, diethanclamineg, ethylenediamine, meglumine (N-methyiglucaming), and procaine. Basic nitrogen-
containing groups may be quaternized with agenis such as lower alkyl (CrCe) halides (e.g., methyl, ethyl, propyl, and
butyi chiorides, bromides, and icdides), dialkyl suliates {.e., dimethyl, digthyl, dibuiyl, and diamyi sulfates), long chain
halides {e.q., decyl, lauryl, myristyl, and slearyt chilorides, bromides, and iodides), arylatkyl halides (e.g., benzyl and
phenethyl bromides), and others. Hemisalls of acids and bases may also be formed, for example, hemisuliate and
hemicalcium salis.
[B089Y) The language "compounds of formula {H" include ali subformulae and specific embodiments herein disclosed.
Moreover, unless otherwise indicated, the language "compounds of formula ()" include all forms of the compound of
formula (1), including hydrates, solvates, isomers, and crysialiine and non-crystalline forms thereof. For example, the
compounds of formula (1), or pharmaceutically acceptable sails thereof, may axist in unsolvated and solvaled forms.
When the solvent or waler is tightly bound, the complex will have a well-defined sioichiomelry independent of humidity.
When, however, the soivent or water is weakly bound, as in channe!l solvates and hygroscopic compounds, the wa-
ter/solvent content will be dependent on humidity and dryving conditions, In such cases, non-stoichiometry will be the
norm. Sterecisomers of the compounds of formuia () include ¢is and trans isomers, optical isomers such as (R) and {8)
enantiomers, diastereomaers, geomaetric isomers, rotational isomers, conformational isomers, and tautomers of the com-
pounds of the invention, including compounds exhibiting more than one type of isomerism,; and mixturas thereof (such
as racemates and diastereomaeric pairs). Unless otherwise indicaied, the language "compounds of formula (1) include
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the tautomeric forms of compounds, Where structural isomers are inferconvertible via a low energy barier, tautomaeric
isomerism (tautomerism’) can oocur, This can take the form of proton fautomerism in compounds of the invention
containing, for example, an iming, keto, or oxime group, or so-calied valence lautomerism in compounds which contain
an aromatic molety. { folicws {hat a single compound may exhibit more than one type of isomerism. The various ratios

5 ofthe tautomers in solid and liquid form is dependent on the various substituenis on the molecule as well as the particuiar
crystallization technique used to isclate a compound.

Pharmaceutical composition, medicament and use

10 {6870} The invention also relates o a pharmaceutical composition comprising a compound as depicted above.
{G871Y]  Accordingly the invention relates 10 pharmaceutical comnposition comprising at least ene compound of the
invention and an acceplable pharmaceutical excipient.

[3072Y  According to one embodiment, the invention relates 1o a pharmaceutical composition comprising a compound
of formula (1) or a gharmaceutically acceplable salt thereof and art least one phamnaceutically acceptable carrder and/or

15 excipient,

[O0873] Asis known 1o the person skilled in the art, various forms of exciplenis can be used adapted to the mode of
administration and some of them can promole the effecliveness of the active molecuie, 2.g. by promoting a reiease
profife rendering this active molecuie overall more effective for the desired treatment,

{G874] The pharmaceutical compositions ofthe inverntion are thus able 1o be administered in various forms, forexample

20 a8 injectable, pulverizable or ingestible form, for axample via intramuscular, intravenous, subcutaneous, intradermal,
oral, topical, rectal, vaginal, ophthalmic, nasal, transdermal or parenteral route, The prosent invention notably covers
the use of a8 compound according to the present invention for the manufacture of a composition, particularly a pharma-
ceutical composition,

[GO78]  Such medicament can take the form of a pharmaceuwtical composition adapied for oral administration, which

25 can be formulated asing pharmaceutically acceptable carriers well known in the art in suilable dosages. Such carriers
enable the pharmacautical compositions 1o be formulated as tablets, pills, dragees, capsules, fiquids, gels, syrups,
siurries, suspensions, and the like, for ingestion by the patient. in addition {0 the aclive ingredients, these pharmaceutical
compositions may contain suitable pharmaceutically-acceptable carviers comprising excipients and auxiliaries which
facilitate processing of the active compounds into preparations which can be used pharmaceutically. Further details on

a0 techniques for formuiation and administration may be found in the latest edition of Remington’s Pharmaceutical Sciences
{Maack Publishing Co., Easion, Pal.

{G876] The composition ofthe invention can alsoe take the form of a pharmaceutical or cosmetic composition for topical
administration.
{8077)  Such compositions may be presenied in the form of a gal, paste, ointment, cream, lotion, liguid suspension,

35 agquecus-alcoholic or olly solutions, or dispersions ofthe [otion or serum type, or anhydrous orlipophilic gels, oremulsions
of fiquid or semi-solid consistency of the milk type, oblained by dispersing a falty phase in an agueous phase or vice
versa, or of suspensions or emulsions of sofl, semi-solid consistency of the cream or gal type, or altematively of micro-
emuisions, of microcapsules, of microparticles or of vesicular dispersions 1o the fonic andfor nonlonic type. These
compositions are prepared according to standard methods,

40 [B078Y] The composition according 1o the invention may comprise any ingredient commonly used in dermatology and
cosmetics, It may comprise at least one ingredient selected from hydrephilic or lipephilic gelling agents, hydrophilic or
lipophilic active agents, preservatives, emollients, viscosity enhancing polymers, humectants, surfactants, preservatives,
antioxidanis, solvents, parfumes, fillers, screening agents, bactericides, odor absorbers and coloring matier,

[GO79]  As oils which can be used in the inveniion, mineral oils {iquid parafiing, vegetable olis {liquid fraction of shea

45 putier, sunflowar olf}, animal oils, synthetic olis cone oils {cyclomethicone) and fluorinated olls may be mentioned.
Fatty alcohols, fatty acids {stearic acid) and waxes {paraffin, carnauba, teeswax) may aiso be used as fally substances.
[B080Y Emuisifiers which can be used in the invention include, for example, glycerol stearate, polysorbate 80 and the
PEG-6/PEG-32/giyeol stearate mixiure.

[860G81] Hydrophilic gelling agents which can be used in the invention include, for example, carboxyvinyl poiymers

50 {carbomer), acrylic copolymears such as acrylate/alkylacrylate copolymers, polvacrylamides, polysaccharides such as

hydroxypropylceliulose, clays and natural gums. Lipophilic geliing agents which can be used in the invention include,

for example modified clays such as bentones, melal salts of fatly acids such as aluminum siearates and hydrophobic
silica, or alternatively ethyleellulose and polysthviene.

[B082Y As hydrophilic active agents, proteins or profein hydrolysates, amino acids, polyols, urea, allanioin, sugars and

sugar derivatives, vitarnins, starch and plant extracts, in paricuiar those of Aloe Vera may be used,

[B0G83] As lipophilic active, agents, retinol (vitamin A) and its derivatives, tocophero! {vitamin E) and its derivatives,

essential fatty acids, ceramides and essential oils may be used. These agents add exira moisturizing or skin softening

feaiures when utilized.
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{084} in addition, a surfactant can te inciuded in the composition so as (o provide deeper penatration ofthe compound
capable to show an anti-profiferative activity against & large panel of tumor call lines as single agent or in combination
with other cytotoxic agents.

{6885} Among the conlempialed ingredients, the invention embraces penelration enhancing agenis seleciad for ex-

5 ample from the group consisting of mineral oll, water, ethanol, triacetin, glycerin and propylene glveol; cohesion agents
selected for example from the group consisting of polyiscbutylene, polyvinyt acetate and polyviny aicohol, and thickening
agents.

[60388] Chemical methods of enhancing topical absorption of drugs are well known inthe arl. Forexample, compounds
with penetration enhancing properties include sodium laury! suifate Dugard, P H. and Sheuplein, R, J., "Effects of lonic

10 Surfaciants on the Permeability of Human Epidermis: An Electrometric Study )" 4. vest, Demmatol, V.80, pp. 283-89,
1873}, fauryl amine oxide (dohnson ot. al, US 4 ,411,8983), azone {Rajadhyaksha, US 4 405 618 and 3,988,818 and
decyimethyl sulfoxide (Sekura, D. L. and Scala, J., "The Percutanecus Absorption of Alkyimethy Sulfides " Pharmacoiogy
of the Skin, Advances In Biclogy of Skin, {Appleton-Century Crafty V. 12, pp. 257-69, 1872). it has been observed that
increasing the polarity of the head group in amphoteric melecuies increases their penetration-enhancing properties but

15 at the expense of increasing their skin irritating properties (Cooper, E. R, and Berner, B, "Interaction of Suriactants with
Epidermal Tissues: Physiochemical Aspecis,” Surfactant Science Serjes, V. 18, Reiger, M. M. ed. (Marcel Dekker, Inc)
pp. 185-210, 1887},

{GB8TY] A second class of chemical enhancers is generally referred 1o as co-selvents. Thase materials are absorbed
{opically relatively easily, and, by a variely of mechanisms, achieve permeation enhancerent for some drugs, Ethanol

20 {zale et al., US Pat. No. 4,615,690 and Campbell et al,, US Pat. Nos. 4,480,372 and 4,378,454}, dimethyi sulfoxide (US
3,740,420 and US 3,743,727, and US 4,575 515), and glvcerin derivatives {US 4,322,433 are a few examples of
compounds which have shown an ability to enhance the absorption of various compounds,

{00388 The pharmaceutical compositions of the invention can also be intended for administration with aercsolized
formuiation io targel areas of a patient’s respiratory tract.

25 {G088] Devices and methodologies for delivering aerosolized bursts of a formulation of a drug is disclosed in US
5,808,202, Formulations are preferably solutions, e.g. aguecus solistions, ethanolic solutions, agueous/ethanolic soiu-
fiens, saline solutions, colloidal suspensions and microcrystalline suspensions. For example asrosolized particles com-
prise the aclive ingredient mentionad above and a carrier, (€.4., a pharmaceutically active resgiratery drug and carrier)
which are formed upon foreing the formulation through a nozzle which nozzie is preferably in the form of a flexible porous

a0 membrane. The parlicles have a size which is sufficiently small such that when the particies are formed they remain
suspended in the air for a sufficient amount of tirne such that the patient can inhale the particles into the patient’s fungs.
{G880] The invention encompasses the systems described in US 5,558,811:

- lguid gas systems {3 liquafied gas is used as propellant gas e.g. low-boiling FCHC or propane, butane in a pressire
325 container),

- suspension agrosol (the active substance particles are suspended in solid form in the liquid propeliant phase),

= pressurized gas system (a comprassed gas such as nitrogen, carbon diexide, dinfirogen monoxide, or air is used).

{G881] Thus, accordingto the invention the pharmaceutical preparation is made in that the active substance is dissolved
40 or dispersed in a suitable nontoxic medium and said solution or dispersion atomized to an aerosol, Le. distributed

axiremely finely in a carrier gas. This is technically possible for example in the form of aeroso! propeliant gas packs,

purng aeroscis or other devices known per se for liguid misting and solid atomizing which in particular permit an exact

individual dosage.

{68821 Therefore, the invention is also directed to aerosol devices comprising the compound as defined above and
45 such a formulation, preferably with metered dose valves.

{G883] The pharmaceutical comnpositions of the invention can also be intended for intranasal administration.

[3084] in this regard, pharmaceutically acceptable carriers for administering the compound o the nasal mucosal

surfaces will be readily appreciated by ihe ordinary artisan. These carriers are described in the Remingion’s Pharma-

ceutical Sciences®™ 16th edition, 1880, Ed. by Arthur Osol
50 [0088] The selection of appropriate carriers depends upon the particiar type of administration that is contamplated.
Foradministration via the upper respiratory tract, the composition can ba formulated into a solution, e.g., water orisoionic
saling, bufferad or unbuffered, or as a suspension, for intranasal administration as drops or as a spray. Preferably, such
solutions or suspensions are isotonic relative 1o nasal secretions and of about the same pH, ranging o.g., from about
pH 4.0 to about pH 7.4 or, from pH 8.0 1o pH 7.0, Buffers should be physiclogically compatible and include, simpiy by
way of example, phosphate buffers, For example, a representative nasal decongesiant is described as being buffered
to a pH of about 8.2 (Remingion's, Id, at page 1445). Of course, the ordinary artisan can readily determine a suitable
saline content and pH for an nnocuous agueous carrier for nasal and/or upper raspiratory administration.
{6098] Commoniniranasal cariers include nasal gels, creams, pasies or ointmenis with a viscosity of, 2.g., from about
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10 to about 3000 ¢ps, or from about 2500 10 8500 ¢ps, or greater, may also be used to provide a more sustained contact
with the nasal mucosal surfaces. Such carrier viscous formulations may be based upon, simply by way of example,
alkyicelisioses and/or oiher biocompatible carriers of high viscosity well known to the arl (see o.g9., Remington’s, cited
supra). A preferrad alkviceliviose is, e.g., methylceliuiose in a concentration ranging from about 5 to about 1000 or more
g per 100 mi of carrier, A more preferred concentration of methy! celiulose is, simply by way of example, from about
25 to about 150 mg per 106 mi of carrier.

{8087} Other ingredients, such as known preservatives, coloerants, lubricating or viscous mineral or vegetable ofis,
perfurnes, natural or synthetic plant extracts such as aromatic oils, and humectants and viscosity enhancers such as,
2.g., glycerol, can also be included {o provide additional viscosily, moisture retention and a pleasant texiure and odor
for the formulation. For nasal administration of solutions or suspensions according 16 the invention, various devices are
available in the art for the generation of drops, droplets and sprays.

{0098] A premeasurad unit desage dispenser including a dropper or spray device containing a solution or suspension
for de..very as drops or as a spray is prepared containing one or more doses of the drug 10 be administered and is
ancther object of the invention. The invention also includes a Kit confaining one or more unit dehydrated doses of the
compound, together with any required saits and/or buffer agents, preservatives, colorants and the like, ready for prep-~
aration of a solution or suspension by the addition of a suitable amount of water,

{6099  Anotheraspact ofthe invention is direcied to said compound for use as a medicament. Especially, the invention
refates to a compound according 1o the invention or a pharmaceutically acceptable sait thereof for use as a8 medicament,
in other words, the invention embraces a compound for use in the treatment of a disease by inhibiting the proliferation
of tumor cells comprising administering an effective amount of al least one compound as defined above o a subject in
need of such treatment.

31080 Advantageously, the compounds according to the invention can be used in an efficient amount. These quantities
are generally comprised between 8.1 mg and 2 g of the compound ofthe invention per day per Kilogram of body weight.
{0101  in another aspadt, the present invention is directed {¢ a compound for use in the treatment of cell proiiferation
by modulating, regulating andfor inhibiting cells proliferation. Said use comprises administering to celis at least ong
compound of formula () as defined above, such as a compound of formula (1) or (i), or a pharmaceutically acceptable
sail therecf.

[8182] The uses presently disclosed may be for reating 8 hematoloegical and/or a proliferative disease or disorder in
asubject in a specificembodiment, the disease ordisorderis a proliferative disease ordisorder. In a specificembodiment,
the disease or disorder is a hematological disease or disorder. In a spacific embodiment, the disease or disorder is a
profiferative hematological disease or disorder. In a specific embodiment, the disease is cancer,

{3183] in one embodiment, said subject has been diagnosed as having a profiferative disease or disorder, In one
embodiment, said subject has been diagnosed as having a hematological disease or disorder,

31841  in one embodiment, the uses presently disclosed do not induce nor lead 1o inhibition of protein kinases.
(3108} Diseases and disorders known to be associated with these hemaiclogical and prod ctigve diseases include
for exampie:

- hemalclogical disorders such as lymphomas and leukemias including Non-Hodgkin Lymphoma, Diffuse large B-
cell iymphoma (DLBCL) Follicular iyrnphoma (FL), Mantle cell lyrnphoma (MCL), B-celi chironic lymphooytic leukemia
(B8-CLL)ysmall iymphooylic Ivmphoma (SLL), Waldenstronvs macrogibulinemia (WA, Marginal zone lymphoma
(MZL}, Burkiitivmphoma and peripharai T-celliymphomas (PTCLY, as well as multiple myeloma (MM}, myelodysplatic
syndrome (MDE)Y, myelodysplasia with myelofibrosis;

- proliferative diseases such as mastocytosis including urticaria pigmentosa (UP), talangieciasia maciilaris eruptiva
perstans {TMEP), indolent systemic mastocyiosis, aggressive sysiemic masiocytosis and Leukemic systemic mas-
tocyiosis;

- proliferative diseases such as solid turnours including head and neck cancer, melanoma, kKidney carcinoma, stomach
carcinoma, liver carcinoma, colorecial carcinoma, pancreas carcinoma, lung carcinoma, neurcnal carcinoma, glich-
lastoma muliiforme, bone carcinoma, osieosarcoma, Ewing sarcoma, breast carcinoma, ovary carcinoma, prostate
carcinema.

{6108 A compound of formuia {1}, such as a compound of formula (1) or (1}, or a pharmaceutically acceptable salt
thereof may be used for treating a disease or disorder as disclosed above such as hemaitological disorders and/or
proliferative disorders. Proliferative disorder may be cancer.

[M071  inone embodimeant, a compound of formusia {1}, such as a compound of formuia (1) or (1), or a pharmaceutically
acceptable sall thereof is for use in the reatment of a disease or disorder as disciosed above such as hemaislogical
andfor proliferative diseases or disorders. In a specific embodiment, the disease or disorder is a proliferative disease or
dssmder in a specific embodiment, the disease or disorder is a hematological disease or disorder. In a specific embod-

ment, the disease or disorder is a profiferative hematological disease or disgrder. n a specific embodiment, the dissase
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is cancer.
{0188 in a specific embodiment, compounds of formula (I} are for use in modulating, regulating, andfor inhibiting

hematopoielic tumor cell iines proliferation. In a spedific emboediment, compounds of formula (1) are for use in modulating,
reguiating, and/or inhibiting solid tumor cell fines proliferation.

5 {3188] inthe uses presently disclosed, the compound of formuia () or 8 pharmaceutically acceptable sait thereof, may
be used as sole active pharmaceutical ingredient or in combination with another aclive pharmaceutical ingredient. in
one embodiment, the compound of formula (i} or a pharmaceutically accepiable sall thereof, is used as sole active
pharmaceutical ingredient. In one embodiment, the compound of formula () or a pharmaceutically acceptable saltthereof,
is used in combination with anothar active pharmaceutical ingrediant.

10 {61101  The presentinvention relates o compound for use in preveniing or treating a disease or disorder selected form
hematological disorders and proliferative disorders, that use comprising sirmuitaneously or segquentially administering to
a hurnan or animal subject in need thereof at least one compound of formula () or a gharmaceutically acceptabie salt
thereotin combination with ancther active pharmaceutical ingredient, in sufficient amounis to provide atherapeutic effect.
3114} The present invention is directed to a pharmaceutical composition comprising a compound of formula (I such

15 as a compound of formula (i) or (i), or a pharmaceutically acceptable sall thereof, and another active pharmaceutical
agent as a combined preparation for sequential, simultanaocus or separate use in the freatment of a disease or disorder
selected from the group consgisting of hematoiogical disorders and profiferative disorders.

{8112] Abthough methods and uses disciesed above refer to a compound of formula (1), such as a compound of formuia
() or (i, or a pharmaceutically acceptable salt thereof, whenever technically compatible, they are 1o be understood to
20 aquaily refer i¢ pharmaceutical compositions including the same compounds.

General Synthetic Procedures

{0113} Compounds of the invention can be prepared by several methods ingluding methods cutlined in Schemeas 1-2,
25 wherein the substituents are asdefined in formuia (), above, exceptwhere further noted. The synthetic methods described
below are merely exemplary, and the compounds of the invention may be synthesized by aliernate roules as appreciated
by persons of ordinary skitl in the art.
3114} Accordingly, the synthesis of the aminooxazole derivatives ¥ were undergone by firstly reacling aromatic ak
dehydes | with p-ioluenesulfonvimethy! isocvanide (TosMIGC) {o prepare the corresponding oxazole derivatives H using
a0 the method of Van Leusen et al, (Tetrahadron Lett,, 1972, 23, 2389) (Scheme 1), The non-commaercial aldehydes wera
prepared using ierature methods o introduce the aldehyde group either from the corresponding trominated arematic
compound using an organormetallic reagent and DMF or from the oxidation of corresponding toluene according the
method of Frey et all (Tetrahedron Left., 2001, 38, 8815) or from the reactlion employing the dibromination of bromo-
picolines followed by hydrolysis using an agueous solution of calcium carbonate used in the method of Bombrun ef al.
35 {Telrahedron Lett., 2005, 368, 8033). Secondly, those compounds B were then further funclionalised by deproionation of
the oxazole molety by a suitable organic base and subseguent electrophilic chiorination was used o prepare the 2-
chiorooxazole coumpounds i A direct nucleophilic displacement reaction by aniline compounds IV (wherein R’ is
hydrogen), in the presence of a suliable solvent such as alcohol and with heating in elevated temperature, should
generally afford the final target compounds ¥, Compounds ¥ can also oblained by reacting compounds IV (wherein R’
40 is an acetylgroup) and compounds H in the presence of sodium hydride and in a suitabie solveni such asietrahydrofurane
or dimethyiformamide (WO/RZCOT/131853).
8118} The synthesis of the aminothiazole derivatives VIl were undergone firstly by reacting aromalic aldehydes |
with {methoxymethyiftriphenyl phosphonium chioride to prepare the corresponding enole ether drivatives ¥ using Wittig
reaction described by lwao et al. (J. Qrg. Chem, 2008, 74, 8143). Secondiy, a cyclisation was performed with the enole
45 ether Vi, ihiourea derivatives Vil and Albromosuccinimide (NBS) using the method of Zhao et al. (Tetrahedron Leit,,
2001,42, 2101). The thiourea derivatives Vil was synthesised by reacting aniline 1X and ammoniurn thiocyanate.
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{3116} The synthesis of the amincihiazole derivatives Xl were undergone using Hantzsch reaction by a cyclisation
with the 2-bromoketone X and {hiourea derivatives Vi under basic conditions in the gresence of g suitable solvent such
as aicohol and with heating in elevated lemperature.

81171  Compounds offormula {1} may allernatively be prepared through copperor paliadium coupling reaction according
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{o scheme 2 below, by reacting compound Xl and optionally substituted heterocyie A-L, where Y can be |, Bror Cland
L is hydrogen, boronic acid, boronic ester or trialkyl stanyl. Person of ordinary skill in the art is able 1o recognize that
compounds XH may allernatively be prepared according to the protocot outlined in scheme 1 above.,

EXAMPLES

Sl

[3118] The invention is now Hlusirated by Examples which represent currently preferred embodiments which make up

a part of the invention but which in no way are 1o be used to limit the sCope of i

A COMPOUND SYNTHESIS

{3118] The invention will be more fully understood by reference to the following preparative examples, but they should
not be construed as limiting the scope of the invention. Genarall All chemicals used were commercial reagant grade
products. Solvents were of anhydrous commercial grade and were used without further purification. The progress of the
reactions was monilored by thin laver chromatography using precoated silica gel 80F 254, Merck TLC plates, which
weres visualized under UV light. Multiplicities in TH NMR spectra are indicated as singlet (8}, broad singlet {(br s}, doublet
{dy, triplet (4, quadruplel (@), and mulipiet (M) and the NMR specirum were performed either on a Bruker 300 or 500
MHz spectrometer,

Abbreviations

16120}

n-Bu
£Bu0H
Cally
CCly
CaClg
CDCl,
5,00,
Cul
DCC
DCM
AR
Dadr
DMSO-dy
EDCH
EtOAC
EtOH
Et, O
Et.N

i

H,Q
HaNs

a-Buthyl ithium
Tert-Butyl alcshot
Calolum carbonate
Carbone tetrachloride
Hexachioroethane
Deuterochloroform
Cesium carbonate
Cupper lodide
Dicyclohexylcarbodiimide
Dichioromethane
4-Dimethyiaminopyridine
Dimethylformamide
Hexadeuterodimethyl sulfoxide
1-Ethyl-3-(3-dimethylaminopropyiicarbodiimide
Eihyt acetate

Ethanoi

Diethyl ether
Tristhylaming

Hour(s)

Water

Hydrazine monohydrate
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HCI Hydrochioric acid

Conc, HCH Concentrated hydrochioric acid (37%)
HOBt Hydroxybenzoiriazoie

iPrCH 2-Propancd

KGO, Potassium carbonate

KHCO, Potassium hydrogen carbonate
LiHMDS Lithium bis{tnimethylsilvilamide
MaQOH Methanol

MgS0, Magnesium suifate

Mins Minutes

NaCl Sodium ohloride

Nah Sodium hydride

NaHCO, Sodium hydrogen carbonate
NaNQ, Sodium niirite

NaOEt Sodium sthoxide

NalOH Sodium hydroxide

NBS N-bromo-succinimide

NH,CI Ammenium chioride

NH,SCN Ammoenium thiocyanate

PA/C Palladium on carbon 10 wt.%
Fds(dba), Tris{dibenzylidenacetoneidipaliadium(®)
PE Petroleum ether

{PhC O30, Benzoyl peroxide
SnCl,.2H, 0 Tindhchlords dihydrate

RT Room temperature

TFA Trifluoroacetic acid

THF Teiranydrofuran

TosMiC p-Toluenasuifonyimethyl isocyanide

Xaniphos 4,5-Bis{diphenyiphosphine)-8,8-dimethyixanthene

A1, Compound 0G1:

Synthetic approach of compound 041

15124}
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Preparation of Z-bromo-S-{dibromomethyllpyridine {ia}
{0122}
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{01231 To a solution of 2-Bromeo-5-methykpyridine (3.000 g, 17 .44 mmol) in CCl,; (30mi) were added N-bromosucein
imide {6.828 g, 38.36 mmol) and benzoyliperoxide (506 mg, 2.08 mmol). The reaction mixiure was siirred at 80°C for 16
hours under darkness conditions. The reaction mixiure was cooled down and PE was added. The resulling solid was
fillered off and washed with more PE, The cooled mixture was evaporated 1o dryness, diluted with waler and extracted
with EtOQAc. The combined organics were dried over Mg80,, filtered and evaporated. The final product was purified by
silica gel chromatography using 10 % EiCAcd/oyciohexane as eluent to give intermediate ia (4 .8g, 80%). TH NMR (500
Mz, CDCLY S 846 {d, J= 28 Mz, 1H), 7.87 (dd, J= 8.4, 2.7 Hz, 1H), 755 (d, J= 8.4 Mz, 1M}, 8.81 (s, 1H).

Preparation of §-bromonicotinaldehyde (b}

{0124}
Caliy i
St w“\s\ : ar—i _i}mﬁHQ
e ; EI’ N R
QR
ia Ry

[3128] A solution of intermediate Ia (3.650 g, 11.07 mmol), calcium carbonate (2.437 g, 24.35 mmol} in water (80mi)
was stirred at 108°C for 16 hours. The cooled mixiure was diluted with water and exiracted with EtOAC iwice, The
combined organics were washed with water, with saturated solution of NaCl, dried over MgSQ,, filtered and evaporated
to give intermeadiate b {1,880 g, 829%). "H NMR (500 MHz, CDCL) 3 10.05 (s, 1H), 8. 78 (d, J= 2.2 Hz, 1H), 7.98 (dd, J
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= 8.2, 24 Hz, 1H), 7.85 (d, J= 8.2 Hz, tH).
Preparation of §-{&-bromopyridin-3-yhoxazole {ic}

16126]

N ToabHG, ROy

. &7 ) . = =
¢ EReR

b

{0127] To asolution ofintermediate b {1.800 g, 8 60 mmol) in MeOH (35ml) were added K,CO4 (3,887 g, 25 80 mmol)
and ToshIC (2.015 g, 10.32 mmol). The reaction mixture was stirved at room temperature for 18 hours. The cogled
mixture was evagorated to dryness, diluted with water and extracted with EXOAC twice. The combined organics were
washed with water, with saturated solution of NaCl, dried over Mg8Q,, fillered and evaporated. The final product was
purified by silica gel chromatography using 30 % EiQAc/cyclohaxans as eluent to give intermediate e {1.371g, 71%).
Th NMR (500 MMz, CDCIL) S 888 (d, J = 2.4 Hz, 1H), 7.98 (5, 1H), 7.78 (dd, J= 8.3, 2.5 Mz, 18, 7.58 (4, J = 8.3 Mg,
Y, 7.48 (s, tH

Praparation of 5-{8-{1H-pyrazol-1-yilpyridin-3-viloxazole {{id}

10128
N
o P Ny x\eNE%
?"iH L -»L e
C‘ Y, BBy E E RN &g
- - u‘?‘,& : " \A‘_‘“ a‘;e' ig
=T e \§ R
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3129  in a sealed tube, o a8 soluion of intermediate i {1.000 g, 4.44 mmol) in dry toluens (8 mbi) weare added
successively pyrazole (454 mg, 8.66 mmol}, potassium carbonate {1.228 g, 8.88 mmol), rac-trans-N, A -dimethyicy-
ciohexane-1 2-diamine (137l, 0.88 mmol} and copper lodide (42 mg, 0.22 mmol). The reaction mixiure was stirred at
13°C for 3 days. The cooled mixture was diluled with water and extracted with EIQAG twice. The combined organics
were washed with water, with saturated solulion of NaCl, dried over Mg8Qy, filtered and evaporated. The final product
was purified by silica gel chromatography using 0 to 30 % EtQAc/oyclohexane as eluent 1o give intermediate id (817
g, 87%). TH NMR (300 MHz, DMBO-dg) 5§ 8.85 (d, J= 2.3 Hz, 1H), 8.65 (dd, =26, 0.5 Hz, 1H}, 855 (s, 1H), 831
(dd, J=88,23Hz, 1H), B.02(dd, J=88,07Hz, 1H), 7.87{d, J=18Hz 1H), 7.84 (5, 1H), 881 (dd, J= 2.8, 1.7 Hz, 1H).

Preparation of §-{8-{1H-pyrazol-1-yijpyridin-3-yi}-2-chiorooxazole {le}

{0130}
§ LMD - -~
o N‘“\ k% .i’.i'):\\N s L 3 o R FI? \
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. emd LY T —————— e 1;:%’ somme Ul 4
8 _ §
ot i Gl s

{81311 To a stirred solution of intermediate Id (817 mg, 3.85 mmol) indry THF (28mi) was added a solution of LIHMDS
indry THF (4.23 mi, 4.23 mmol} dropwise al -78°C over 10mins. The reaction mixture was siirred at -78°C for 30mins.
Then, C.Clg (1.084 g, 4.82 mmoel) was added and the reaction mixture was stirred at room temperature for 18 hours.

The mixture was diluted with water and extracted with Z10AC twice. The combined organics were washed with water,
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with saturated solution of NMaCl, dried over MgS0,, filtered and evagorated. The final product was purified by silica gel
chromatography using 0 to 30 % EitOAd/sycichexane as sluent to give intermediate le {(738mg, 78%). TH NMR (300
MHz, DMSO-d8) 3881 {d, J=22He, 1H), 8858 (d, J=28He, 1+, 827 (dd, J= 88, 23 Hz, 1H), 8.2 (d, J= 8.7 Hz,
Y, 7.92 (s, tH), 7.87 (d, J= 0.8 Hz, 1H), 8.72 - 8.55 {m, 1H}.

Preparation of N«{S-methoxy-2-methyiphenylacetamide {if}

16132

{3133] To a sclution of &-Methoxy-2-methyl-phenyiamine (4.000 g, 28.18 mmaol) in dry DCM 80 mi} were added
successively dry ELN (12.2 mi, 87 48 mmol} and acety! chioride (4.2 mi, 58.32 mwmol} dropwise at °C. The reaction
mixture was stirred al room temperature for 2 hours, The mixiure was diliied with water and extracted with DCM twice.
The combined organics were washed with water, with saturated solution of NaCl, dried over MgSQ,, fitered and evap-
orated. The final product was purified by sitica gel chromatography using 40 to 80 % EtOCAc/cyclohexane as eluent o
give infermediate I (4.952 g, 85%). TH NMR (300 MHz, COCI) 8749 (d, J= 2.2 Hz, 1H), 7.05 (d, = 8.4 Hz, 2H), 5.83
(dd, J= 8.3, 23 Mz, 1H}, 3.77 (s, 3H), 218 (s, 3H), 217 (s, 3H).

Preparation of 5-(8-{1H-pyrazol-1-yiipyridin-3-yi}-N-{f-methoxy-Z-methyiphenviloxazol-Z-amine {881}

161343
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{3138] To a soigtion of sodium hydride 80 % dispersion in mineral oil (182 mg, 4.08 mmeol) in dry DMF (& mil) was
added a soiution of intermediate i (383 mg, 2.03 mmol} in dry DMF (& mi) dropwise at §°C. Thea reaction mixiure was
stirred at room ternperature for 1 hour and a solution of intermediate fe (300 mg, 2.03 mmol} in dry DMF {5 mi was
added dropwise at 8°C. The reaction mixture was stirred for 3 hours at 0°C. The mixture was diluted with water and
axtracted with E1CAC twice. The combined organics were washed with a saturated solution of NaHCQO, {2 times), with
water, with saturated sclution of NaCl, dried over MgS0,, filtered and evaporated. The final produst was purified by
sifica gel chromatography using 10 to 30 % EtOAc/ovolnhexane as eluent to give 801 (480 my, 88%). TH NMR (360
MMz, DMSO-dg) 3938 (5, 1H), 8.88 {4, J= 2.1 Hz, 1M}, 882{(d, /=24 Hz, 1H), 812 (dd. J= 88,23 Hz, 1H), 798 (4,
J=88He, -, T.84 {5, 1H), 7.58 {5, 2H}), 7.08 (d, J= 8.3 Hz, 1H), 886 - 8.51 (m, 2H), 3.73 {5, 3H), 2.23 {5, 3H).

A2 Compound 002;

Synthetic approach of compound 062

10126}
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Praparation of 3-methoxy-d-nitrobenzalkidehyde {Hia}

19137}

{0138] To a solufion of 3-hydroxy-4-nitrobenzaidehyde {2.000 g, 11.88 mmel) in DMF (24 mi) were added K.CO,
{1.687 g, 12.22 mmol} and iodomethane (1.52 mi, 24 .44 mmol}, The reaction mixture was stirred at room temperatire
for 4 hours. The mixture was diluted with water and extracied with EIOAs twice. The combined organios were washed
with a saturated solution of NaHCQ, (2 times), with water, with saturated solution of NaCl, dried over MGSO4, fillered
and evaporated io give intermediate Hla (2,137 g, 88%). TH NMR (500 MHz, CDCL) 5 10.08 (s, 1H), 7.83 (d, 4 = 8.1 Hz,
H}, 760 (s, 1H), 7.54 (dd, /= 8.1, 1.4 Hz, 1H), 4.04 (s, 3H).

Preparation of 8-{3-methoxy-4-nitrophenyijoxazele {iib}

{8139}
. x"\ ot N 22 oot \"'\\“\“ {?‘Q N
§3§ﬁ*“*§ Jf RN i T {-R S "syﬂg
e e : )
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i My

[0148] Prepared as for intermeadiate ¢ above from intermediate Ha to give intermeadiate Hib (2.708 g, 100%). 'H NMR
{500 MHz, CRCL) 3 8.00 (s, 1M}, 7905 (d J=84 He, 1H), 752 (5, 1H), 735 (d, J= 1.5 Hz, 1H), 731 (dd, J= 84,17
Hz, 1H), 4.05 (s, 3H).

Preparation of 2-methoxy-d-<{oxazol-5-yhaniline {lic}

(6141}

38
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{6142] To g seiution of intermediate ith (2.708 g, 12.30 mmol) in EtOH/DCM (104/48 mi), were added &nCl,.2H,0
{13.875 g, 61.50 mmol) and conc, HCHI0 mi). The reaction mixture was stirred at room temperature for 18 hours, Wataer
was added and an agueous solution of NaOH (2.5 W) was added untilto get a basic pH. The crude product was extracted
with DCM twice. The combined organics were washed with water, with saturated solution of NaCl, dried over MgSQy,,
fitered and evaporated. The final product was purified by silica gel chromatography using 0 to 40 % EiCAc/cyclohexane
as aluent fo give infermediate fie (1.972 g, 84%). TH NMR (500 MHz, OMSO-dg § 8.28 (s, 1H), 7.37 (3, 1), 710 (. J
= 1.8 Mz, 1H), 7.08 (dd, J= 8.0, 1.8 Hz, 1H), 888 (1, = 8.1 Hz, 1H), 5.07 (5, 2H), 3.83 (5, 3H).

Preparation of §-{d-hydrazinvi-3-methoxyphenylioxazoie {iid}
{0143)

LYy 0o o
= BBl SO H:N

& & WAy, SRR
q fa\
He ik

{8144] To a suspension of intermediate He {1,872 9, 10.37 mmol) in HCI 8N (25 mi) was added a solution of NaNO,
(787 my, 11.47 mmol) in Hy0 (10 mi) dropwise al 0°C. The reaclion mixture was stirred at 0°C for 18 mins, Then,
SnCL.2H,0 (8.784 g, 30.07 mmol} was added and the reaction mixiure was stirred at 8°C for 2 hours. A solution of
NaOH 2.5N was added until o get basic pH and the crude product was extracied with EUOAC twice. The combined
organics were washed with water, with saturated solution of NaCl, dried over Mg30,, filiered and evaporated o give
intermediate Hd (1.834 g, 38%). TH NMR (800 MMz, DMBO-dg) S 8.27 (5, 1H), 7.41 {s, 1H), 7.20 (dd, J = 8.2, 1.7 Hz,
AHY, TA0d, J= 17 Hz, M), 7.05(d, U= 8.2 Hz, 1H), 6.28 {s, 1H), 4.05 {s, 2H), &.31 {s, 3H).

Preparation of §-3-methoxy-4-{1H-pyrazobl-1-yiiphenyiioxazoie {lie}

16145}

AsD., ﬁ\rm&e

@M“ GiMe

[31468] Toasuspension of inlermediale Hd {1.834 g, 8.84 mmed) in EIOH (30 mi were added malonaldehyde bis{dime-
thyl acetal) (1.83 ml, 8.84 mmel) and conc. HCH{1 mi). The reaction mixture was stirred at 70°C for 2 hours. The cooled
mixture was evaporated to dryness, diluted saturated selution of NaHC O, and exiracted with ElOAc iwice. The combined
organics were washed with water, with saturaied solution of NaGl, dried over MgS0,, filtered and evaporated. The final
product was purified by silica gel chromatography using 0 to 30 % EtQAc/cyclohexane as eluent to give intermediate
He (1.380 g, 54%). TH NMR (800 MMz, CDCI) 88.42(d, J= 2.1 Mz, 1H), 7.94 (s, 1H), 7.85 (d, = 83 Hz, 1), 7.72 (d,
JEA4H M, T 40 5, 1H), 7.36 (dd, J = 8.3, 1.8 Hz, 1H), 7.32 {d, J= 1.7 Hz, 1H), 8,48 - 8,43 {m, 1H}, 3.97 (s, 3H}.



T4

18

20

25

G
Gy

DK/EP 3253749 T3

Freparation of 2-chiore-§-{ -methoxy-4-{1H-pyrazel-t-yliphenyiloxazole {{if}

16147}

B e

[3148Y Prepared as for intermediate le above from intermediate He followed by silica gel chromatography using G to
20 % ExGAc/eyclohexane as sluent o give intermediate i (1.380 g, 88%). "H NMR (500 MHz, CDCL} 6§ 813 (4, J

25 Hz M), 786 (d, S =83 Mz, TH), 772 (d, J= 18 Mz M), 733 (5, 1H), 730 (dd, /=83, 18 Mz, 1M}, 724 {d, J =
1.7 Hz, 1H), 8.48 - 8.42 {m, 1H), 3.88 (5, 3H).

Preparation of N-{§-{ethoxymethyi}-2-methyiphenyi-5-{3mmethoxy-4-{1 H-pyrazoi-i-yiljphenyiloxazol-2-amine
{002}

10149}

SFROE, IR HGLS efter, veflug

[01808] 7o = solution intermediate He (300 mg, 1.08 mmol) in dry iPrOH (2 mi) were added intermediate g (171 mg,
1.04 mmol) and sciution of HGHN ather (220 wl, 0.22 mmel}, The reaction mixiure was stirred at 90°C for 16 hours. The
cooled mixiure was evaporatad to dryness, diluled with water and extracied with EHOAC twice, The combined organics
were dried over MgSQy, fitered and evagporated. The final product was purified by silica gel clivomatography using ©
40 % EtOAc/oyciohexane as eluent to give intermediate 802 (230 mg, 55%). TH NMR (500 MHz, DMSO-dg) 6 9.33 (s
My, 820 (d, J= 23 Hz, 1H), 7.85 (5, 1H), 7.74 - 7.688 (m, 2H), 7.85 (5, 1H), 7.38 (d, = 186 Hz, 1H), 7.28 (dd, J= 8.3,
1.7 Mz, M), 748, J=7.7 Hz, 1H). & 9" {dd, J=7.8, 1.2 Hz, 1H), 8.52 - 84“*(m 1), 4.43 (s, 2H), 3.85 (s, 3H), 3.49
{g, J=7.0Hz, 2H), 2.30 (s, 3H), 118 ¢, J = 7.0 Hz, 3H).

Synthetic approach of {iigh

10151}

38
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Preparation of §-ethoxymelhyl-Tnethvi-2-niro-banzene {ik}

101821
5 .
e DN
NaOEt * ;{““H
10 SHON RT
\,\_ P
by

15 3183} To a solulion of sedium ethoxide {75 mi, 248.42 mmol} in dry ethano! was added 4-chicromethyi-i-methyi-2-
nitro-benzena (15.006 g, 82.14mmoi}. The reaction mixture was stirred at room femperature for 16 hours., Waler was
added and sthanol was removed under reduced pressure. The crude product was exiracied with DCM fwice, The
compined organics were washed with water, with saturated solution of NaCl, dried over MgSQ,, filtered and evaporated.
The final product was purified by silica gel chromatography using 0 to 30 9% EtCAc/cycichexane as eluent to give

20 intermediate Hh (15.384g, 98%). TH NMR {300 MHz, CDCI,) § 7.95 (d, J = 1.0 Mz, 1H), 7.48 (dd, J= 7.8, 1.5 Hz, 1H),
T31{d, J=78Hz, 1H), 452 (5, 2H), 3.88 (g, J= 7.0 Hz, 2H), 2.58 (5, 3H), 1.28 (1, J= 7.6 Hz, 3H}.

Preparation of S-ethoxymethyi-2-methyl-phenyiamine {iig}

25 {9154]
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[0188] To a soiution of intermadiate #th {15.364 g, 78.70 mmeol} in ethanol (500 mi) were added succeassively PdiC
{5.405 g, 0.33%wt) and nydrazine monchydrate (10,7 mi, 212.48 mmol) dropwise at 8°C. The reaction mixiure was
stirred at 80°C for 2 iours. Then, the hot mixture was filirated over celite® pad and washed with ethanol, The filirate was
40 concentrated to give intermediate lig (13.778 g, 100%). "H NMR (500 MHz, CDCI) 5 7.01 {d, J= 7.4 Hz, 1H), 8.88 (s,
iHY, 887 (d, J= 7.8 He, 1H), 4,41 (s, 2H), 3.58 (s, 2H), 3.51 (g, J= 7.0 Hz, 2H), 215 (5, 3H), 1.23 {1, J= 7.0 Hz, 3H).

A3, Compound 003;

45 Synthetic approach of compound 683
{01586]

50

55
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Preparation of 1-(8-{ethoxymeathyl}-2-methyighenylithicurea {ilia}

(s
3

18157}
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{G188] To a solution of potassium thicoyanate (2.834 g, 33.28 mmol in acetone (35 mi) was added dropwise al room
temperature as selution of benzoyl chioride (3.5 mi, 30.28 mmoel). The reaction midure was stirred for 15 minutes at
50°C. Thern, a solution of intermediate Hg (5.000 g, 30.26 mmol) in acetone (15 mi) was addad and the reaction mixture
was stirred at 58°C for 15 minuies. Water was added and the solid was fillered, washed with more water and ether to
give a white solid, A solution of the latter with potassium carbonate (7.248 g, 57.48 mmol) in MeOH (27 mi) was stirred
at room temperature for 3 hours. Methanol was removed under reduced pressure ang the solid was washed with water
and ether {o give intermediate fla (5.800 g, 78%). TH NMR (500 MHz, DMSO-dg) 5 3.20 (5, 1H), 7.21 (d, J = 7.7 Hz,
THY, T4 (s, 1), 710 (d, J= 7.7 Hz, M), 4.40 (s, 2H), 3.47 (g, J= 7.0 Mz, 2MH), 217 {s, 3k, 114 {4, S = 7.0 Hz, 3H).

Praparation of 4-{4-bromophenyli-N-{5-{ethoxymethyl}-Z-methyiphenyithiazol-2-amine {Hib}

16159}

4G
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10 {0188]  To a solution of 2 4-dibromoacetophenone (1.500 g, 5.38 mmol) in EOH (54 mi)y were added intermediate tHa
{1.211 g, 5.39 mmeod) and potassium hydrogen carbonate (1,821 ¢, 16.02 mmol). The reaction mixiure was siirred at
80°C for 16 hours. The cooled mixture was evaporated o drvness, diluted with water and extracted with EIQAC twice.
The combined organics were dried over MgSQ,, fiitered and evaporated. The final product was purified by silica gel
chromatograghy using 0 to 30 % EiQAc/cyciohaxane as eluent to give intermediate Hih (2.000 g, 52%). TH NMR (500

15 Mz, DMED-dg) 8 8.37 {5, 1H), 801 (s, 1H), 7.82 (d, J= 88 Mz, 2H) 758 (d =80 Mz 2M), 730 (s, 1M}, 718 (d, J=
T.7Hz, M), 885 (d, J= 7.7 Mz, 1H), 444 (s, 2H), 3.50 (g, J= T.0 Mz, 2H), 2.27 {s, 3H), 148 {t, y = 7.0 Hz, 3H).

Preparation of 1-{4-{2-{8-Ethoxymethyi-Zunethyl-phenviaminojp-thiazob-4-y§-phenyil-imidazolidin-2-one {883}

20 [0181]
SR
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[3M82] in a3 sealed tube, 1o a solution of Bib (800 mg, 1.28mmol} in dry dioxane {7 L) were added successively 2-

35 imidazolidinone {558 mg, 8.45 mmaol), cesium carbonate {(1.052 g, 3.23 mmal, Xaniphos (75 mg, 8.13 mwmnoi), The
reaction mixture was degassed with nitrogen for 20 minutes before the addition of Pd{dba), (35 mg, 0.04 mmeol). Then,
the reaction mixiure was stirred at 110°C for 16 hours. The cooled mixure was diluted with water and exdracted with
EtCActwice. The combined organics were washed with water, with saturated solution of NaCl, dried over MgBQO,, fitered
and evaporated. The final product was purified by silica gel chromatography using 80 1o 80 % ElQAc/cyciohexane as

40 eluent to give intermediate 803 (260 myg. 52%). "H NMR (500 MHz, DMEO-d) 6 8.28 (s, 1H), 8.05 (s, 1H), 7.81 {d. S =
BB Hz 2H), 7538(d, J=88Hz 2M), 718 (d, J=7.7 He, 1H), 712 {s, 1H)}, 8,88 (s, 1H}, 8693 (d, = 7.7 Hz, 1H), 444
(s, 2H), 3.91 - 3.83 (m, 2H}), 3.50 (g, J= 7.0 Mz, 2H), 3.45-3.37 (m, 2H), 2.27 (5, 3H), 117 ¢, J= 7.0 Hz, 3H).

A4, Compound 004,

45
Synthetic approach of compound 84
{0483)

50

55
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Preparation of {(E/Z}M {4-{2-mathoxyvinyliphenyii-i H-pyrazole {IVa}
{3184)
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{3188] To a solution of (methoxymethyDiriphosphonium chioride (5.972 g, 17.43 mmol) in dry THF 40 mL) was added
asolution ofn-Bubllindry THF 4.7 mi, 11.62 mmod dropwise at 0°C. Thereaction midure was stirrad at roomiemperature
for 1 hour. Then, a8 soiution of 4-(1H-pyrazoi-1-yiibenzaldehyde (1.000 g 5.81 mmol) in dry THF (20 mL) was added
dropwise al 0°C. The reaction mixture was stirred at room temperature for 16 hours, The cooled midiure was diluled
with a saturated selution of NH,Cl and extracted with EtOAG twice. The combinad organics were washed with water,
with salurated sclution of NaCl, dried over Mg8Q,, fillered and evaporated. The final product was purified by silica gel
chromatoegraphy using 0 to 20 % EiQAc/cyciohexans as eluent to give intermediate (&/2) 50/50 IVa (758 my, 85%). 'H
NMR (500 MHz, CDCI) 3 7.90 (d, J= 24 Mz, 1H), 7.88 (d, = 2.4 Hz, tH), 7.71 (s, 2H}, 785 (d, y= 8.8 Mz, 2H), 7.82
- 756 (m 4H), 7.30(d, J=85 Mz, 2H), 7.07 (d, J= 130 Hz, 1H), 847 - 843 (m, 2M), 847 (d, S = 7.0 Hz, 1H), 583 (4,
J=13.0Hz, 1H), 524 (d, J= 7.0 Hz, 1H}, 3.80 (s, 3H), 3.70 (s, 3H).

Preparation of §-{d-{1H-pyrazol-1-yijphenyl}-N-{8-{ethoxymethyl}-2-methyighenyiithiazol-2-amine {§84}

{0168}
.ﬁl
D
P
(\::‘N a

{3187} Toasciutionofintermediate Wa (200 mg, 1.00 mmel) indioxanefwater (1/1mbl) was added N-bromosuccinimide
{188 mg, 1.10 mmeh. The reaction mixiure was stirred at room temperature for 1 hour. Then, intermediate Hla (224 mg,
1.00 mmol) was added and the reaction mixiure was stirred at 80°C for 18 hours. The cooled midure was diluted with
a saluraled solution of NH,C! and exiracted with EtOAG twice. The combined organics were washed with waler, with
saturated solution of NaCl, dried over MgB80C,, filtered and evaporated. The final product was purified by silica gel
chromatography using 0 to 30 % EtQOAd/cvsiohexane as eluent to give intermediate 884 {270 mg, 88%). TH NMR (500

42
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Mz, DMSC-dy) 5 9.42 (s, 100, 8.50 {d, J = 2.4 Hz, 1H), 7.83 (0, J = 8.7 Mz, 2H), 7.78 (5, 1H), 7.75 (d, J= 1.8 Hz, 1H),
787 (s, 1H), TB0(d, J= 87 Hz 2H), 720 (d, J= 7.7 Hz, 1H), 6.98 (d, J= 7.7 Hz, 1H), 6.60 - 6.52 (m, 1H), 4.42 (5, 2H),
348 (g, J = 7.0 Hz, 2H), 2.27 (s, 3H), 115 (t, J= 7.0 Hz, 3H).

A5 Compound 005:

Synihetic approach of compound 845

19168}
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Preparation of §-{4-{{H-pyrazol-i-yilphenyiloxazole {(Va)

{0189}
S *95 e G T
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3170} Prepared as for intermediate fe above from 4-{1 H-pyrazokt-yibenzaidehyde followed by silica gel chromatog-
raphy using 40 % EtCAc/oycichexane as eluent to give intermediate Ya (23.837g, 98%). 'H NMR (800 MHz, CDCL} 8
7.87(d, J= 25 He, 1H), 7.83 (5, 1H), 7.78 (4, J= 8.9 Hz, 2H), 7.78 - 7.72 (m, 3H), 7.38 {s, 1H}, 7.26 (5, 1H}, B.54 - 8.47
{m, tH).

Preparation of 5-{4-{1H-pyrazol1i-yilphenyil-2-chioreoxazole {VWh}

19171}
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va Vi
{3172} Prepared as for intermediate e above from inlermediate Va followed by silica gel chromatography using 30 %
EtOAc/cycichexane as eluent to give intermediate Vi (g, 100%). TH NMR (800 MHz, CDClL) 8 7.87 {d, y= 2.5 Mz, 1H),
778(d, J=89Hz 2M}, 775, J=18Hz, 1H), 788 (@, J=8.8Hz, 2H), 7.31 {5, 1H}, 8.53 - 6.48 (m, 1H).

Synthetic approach of (Vo)
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Preparation of tert-butyl d-methvi-3-nirobenzoate (V)
{0474)

p=ite
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3178} To a solution of 4-methyl-3-nilrobenzoic acid (8.000 g, 33.12 mmol) in dry DCM, were added successively
DMAP (404 mg, 2.312 mmol), +BuOH (2.948 g, 27.602 mmel) and DCC (8.200 g, 27.602 mmeol) at 8°C. The reaction
mixture was siiived at room temperature for 48 hours. Then, the reaciion mixiure was fillered, washed with more BCM,
and the filtrate was concentrated. The final product was purnified by silica gel chromatography using G 1o 20 % EtOA/cy-
clohexane as sluent {o give intermadiate VE (6.793 g, 38%). "M NMR (300 MMz, CDCL) 8 8.51 {d, J = 1.8 Mz, 1H), 8.08
(dd, J=8.0,1.7 Mz, 1H), 7.40 {d, J= 8.0 Hz, 1H), 2.84 (s, 3H), 1.60 (s, gH).

Preparation of terf-butyl 3-amino-d-methylbenzoate (Vg)

16176}

44



T4

18

20

25

45

G
Gy

DK/EP 3253749 T3

P \“wi*“’*\‘*%:x
gieaﬂiﬂ*iexmﬁ
- N%“F\T‘r‘ \3\\
b & »
¥y

[177]  To asolution of intermediate V{8,793 g, 28.84 mmol) in EtOH (80 mi) and degassed with nitrogen were added
PA/C {1.200 g) and cyciohexene (80 mi). The reaction mixiure was stirred at 80°C for 18 hours, The reaction mixiure
filtered over Celite® pad, washed with more EiOH and the filtrate was concenirated o give intermediate Vg (8.200 g,
100%3. TH NMR (300 MMz, CDCI) 8 7.32 (d, J= 7.8 Mz, 1H), 7.20 (s, 1H), 7.07 (d, J = 7.8 Hz, 1H), 3.88 (s, 2H), 2.20
(s, 3H), 1.57 (s, 9H).

Praparation of fert-buty! S-acetamido-d-methyibenzoate (Vo)

16178]
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{3179} Prepared as forintermediate  above from intarmediale Vg foliowed by purification by siiica gel chromatography
using 25 to 40% EtOQAc/cyciohexane as eluent to afford intermediate ¥e (8.296 g, 84%). 'H NMR (300 MHz, CDCL) 8
47 (5, 1H), 771 (d, J= 7.7 Hz, 1M}, 7.21 (d, J= 8.0 Mz, 2H), 2.27 (s, 3H), 2.18 (s, 3H), 1.57 (5, gH).

Preparation of tert-butyl 3{5-{4-{1 H-pyrazol-fyijphenyioxazol-2-ylamino4-methyibanzeate {Vd}

10120}

{3181] Prepared as for 801 above from intermediates Vi and Ve foliowed by purification by silica gel chromatography
using 10 to 40% EtOAc/cyclohexane as eluent to afford intermediate ¥ (1,100 g, 65%). TH NMR (300 MHz, DMSC-dg
5947 (g, 1H), 884 (d, J=23Hz, 1H), 881 (d, J=18Hz, M), 7.82(d, J=88Hz 2H), 7.78 {d, J= 1.8 Hz, 1H), 7.70
(d, J=8.8Hz, 2M), 7.53 ¢, J= 1.0z, 1M, 7505, 1H), 7.32(d, J=7 8 Hz, 1H), 8.58-8.52 (m, 1H}, 2.36 (5, 3H), 1.54 (s, 8H).
Preparation of 3-{8-{d-{1H-pyrazoi-{-yhiphenyiloxazal-2-yviamino}-4-methvibenzoic acid {Ve}

16182
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3183} To a solution of intermediate ¥d (1.100 g, 2.84 mmol) in DCM {13 mi) was added dropwise TFA (2.7 mi}. The
reaction mixdure was stirred at room temperature for 18 hours. The reaction mixiure was concenirated, the solid was

triwurated in Bi,0 and fitared to give infermediate Ve (1.200g, 88%). 'H NMR (300 Mz, DMSO-dg 6 8.55 (5, 1H), 8.57

(o, J= 1.3 Hz, 1H), B.54 (o, J= 2.4 Mz, 1H), 7.93 (d, J= 8.7 Hz, 2H), .78 (d, 4= 1.8 Hz, 1H), 7.71 ¢, J = 8.7 Hz, 2H),
757 (dd, J= 7.8, 1.5 Hz, 1H), 7.53 (s, 1H), 733 (d, J = 7.9 Hz, 1H), 6.82 - 8.48 {m, 1H), 2.37 (s, 3H).

Praparation of 3-{8-{4-{tH-pyrazal-{-viiphenyiioxazol-2-viaminokd-methyl-N-{Z-morphalinosthylibenzamide
{005}

10184}
o~
N ST TS o
gty WS R NS
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N S bd
\:S*‘N & NE

[01858] To a solution of intermediate Ve (200 mg, .42 mmol} in dry DMF (2 mil) were added successively HOBt (83
myg, 0.81 mmol), EDCH158 my, 0.83 mmel), ERN (484 i, 6.32 mmol) and 2-morpholincethanamine {72 wl, 8.55 mmol}.
The reaction mixture was stirred al room temperalure for 18 hours. The mixture was diluted with water and extracted
with EtQAc twice. The combined organics were washed with a saturated solution of NaHCO4 (3 times}, with water, with
saturated soiution of NaCl, dried over Mg8Q,, filtered and evaporated. The final product was purfiied by silica gel
chromatography using 0 to 20 % MeOM/EICAC as eluent to give 885 (165 my, 83%). TH NMR (300 MHz, DMEO-dy) 8
941(s, M), 854 (d. J=24 Mz, 1H), 832 (s, 1H), 828 {d =57 Mz, 1H), 702 (d,J=8.8Hz, 2H), 7.78 (d, J= 1.8 Mz,
THY, 788, J=87 He, 2H), 74T (s, 1H), 745 (dd, J= 7.9, 1.7 Hz, 1H), 728 d, J= 7.9 Hz, 1H), 6.58 - 8.53 {m, 1H),
3.681-3.82 (m, 4H), 3.42 - 3.33 (m, 2H), 2.47 (m, 2H), 2.42 (m, 4H), 2.34 (s, 3H).

AG. Compound 008:

Synthetic approach of cormnpound 808

16158}
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Preparation of 8-{4-bromophenyljoxazole {Via}

10187}

15188)

,z;!

ToshMIC, K004

8

"""" faOH, BY

EETERaY

Ty, Bvoxane

Prepared as for intermediate e above from 4-bromobenzaldenyde (o give inlermediale ¥Yia (15.000 g, 85%).
TH NMR (300 MHz, CDCI) 8 7.82 (s, 1H), 7.56 {d, J = 8.8 Hz, 2H), 7.51 {d, J = 8.8 Hz, 2H), 7.38 (5, 1H).

Preparation of §-{d-bromoghenyi}2-chivrooxazols (Vib}

10129}

10150}

& ¥ ) s‘}‘s\*‘ NN
i

S sn.\-\-\-«iw \1}_\~
e’

Wil

Prepared as for intermediate le above from infermediate Via followed by silica gel chromatography using 5%
EtQAc/cycichaxane as eluent to give intermediate Vik (9.000 g, 88%). "H NMR (300 MHz, CDCI) 8 7.57 (d J= 8.8 Hz,
2Hy, 748 (d, J= 8.8 Mz, 2M), 7.28 (5, 1H).

Preparation of §-{d-bromophenyi}-N-{§-{athoxymethyli-2-methyiphenyijoxazol-2-amine {Vic}

10191}

16182

=g YR 3
3‘}“ Q‘&Xw--n&g ::\g jﬁ .
S S T N N
= son N o N
[
Vig

Prepared as for 602 above from intermediates Vib and Hg followed by silica gel chromatography using § 16 20
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% EtDAc/eyclohexane as eluent 1o give intermediate Vie (4.234 g, 88%). TH NMR (300 Mz, DMSO-dg) 39,32 (5, 1H),
{d S=88 Hz 2H), 7.0 (d, J=88 Hz, 3H), T8 {d, J=T7.7 Hz, 1H), 883, J=7.6 Hz, 1H), 440
G Hz, 26, 2.27 (s, 3H), 114 ¢, J= 7.0 Hz, 3H).

Preparation of 1-{4-[2-{§-Ethoxymethyi-2-methyl-phenylaminoj-oxazol-b-yii-phenyi}-imidazolidin-2-one {008}

10193}

{0194] in a sealed tube, to a solution of ¥ic (500 mg, 1.28mmol) in dry dioxane (7 ml) were added successively 2-
imidazolidinone (558 mg, 8.45 mmol), cesium carbonate (1.052 g, 3.23 mmol), Xaniphos 78 mg, .13 mmoi}). The
reaction mixiure was degassed with nifrogen for 20 minites before the addition of Pd,(dba), (35 mg, 8.04 mmol). Then,
the reaction mixiure was stirred at 110°C for 16 hours. The cooled mixture was diluted with water and exiracted with
EtQAciwice. The combined srganics were washed with water, with saturated solution of Nalll, dried over Mg8Q,, fitered
and evaporatad. The final product was purified by silica gel chromatography using 10 1o 50 % EiOQAc/cyciohaxane as
eluent to give intermediate 8088 (260 myg, 52%). TH NMR (500 MHz, DMEQ-dg 6818 (5, 1H), 7.84 (s, 1H), 783 (d U=
BO Mz M), 752(d, J=88Hz 2M), 728 (5, 1H), 718 (d, J= 7.7 Hz, 1H), 7.00 (s, 1H}, 8.93 {d, J = 7.8 Hz, 1H), 4,42
(s, 2H), 3.81-3.85 (m, 2H), 3.48 (g, J= 7.0 Mz, 2H), 3.45 - 3.38 (m, 2H), 2.28 (s, 3H), 115 (1, J= 7.0 Hz, 3H).

A7, Compounds 007-084:

{6188] Compounds 007-050 of Table 1 were synthesized according 1o methods described above and general syathetic
proceduras,

B. PHARMACOLOGICAL EXAMPLE - ANTE-TUMORAL ACTIVITY

B.1. Introduction:
{6198] By the mid-1880s, many tumor cell lines had been established woridwide, and many were avallable from
repositories such as American Type Culture Collection. in the iate 1880s, the ‘US National Cancer Instituie 80 human
tumor cell line anticancer drug screen’ (NCIB0) was developed as a screening ool of compounds for growth inhibliory
aclivity. Consisting of 80 human tumor celllines that represent @ cancertypes, the NCIBG has been a compound evaluation
resource for the research community (Sharma et al,, Nature Reviews, 2010, 10, 241, Shoemaker, Nature Reviews,
2008, 8, 813).
[0187] This high throughput cell-based profiling approach was crucial to the discovery of seaveral agents that have
subsequently been found 1o demonsirate therapeutic aclivity, Perhaps the most notable contribution of the NCI65 1o
current chemotherapy was the development of the proteasome inhibitor Bortezomib which was approved by the FDA
i 2003,
{3188} Although the physiological relevance and usefulness of this approach for assessing drug efficacy remain con-
froversial, most investigators agree that this remain our best {eols for identification and characterization of medicinal
agents that can potentially produce clinical benefit in cancer patients.
[0189] Compounds of formula (I} were festad against a panel of about 34 human tumor cell lines representing 17
cancer type, namely leukemia (mpresenied by 1 cell ling}, lymphoma 4 cell lines), myeloma (1 ceff line), colorentat (2
cell fines), head and neck {3 cell fines), iung (3 cell lines), melanoma (2 cell ines), pancreas (2 cell lines), prostate (2
celllinas), ovary {2 celllines) breast (2 celilines), kidney (2 celliines), stomach (2 celilinas), liver {2 celllines), gliohlastoma
2 ceil lines), ostecosarcoma (1 cell ling), Ewing Sarcoma (1 cell ling).
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B.2. Methods:

Cell-based proliferation screening of compounds

{G2080] CellTiter-Blue cell-based survival/proliferation assay (Promega G8080) was performed on turnor cell lines. A
fotal of 1,104 cells/iwell/530u! were seeded in a 86-wells plate. Treatment was injtiated by addition of a 2x drug solution
of 1/10 serial dilutions ranging from 0 (o 10pM. Celis ware grown for 48h at 37°C and then incubaled with 10 wliwell of
Promega CeliTiter-Bleus reagent for 4 h at 37°C. The amourt of resorufin dye formed was quantified by its fliorescence
arnission at 580 nm using & scanning multiwell specirophotometer (OPTIMA, BMG labtech, France). A blankwellwithout
cells was used as a background control for the specirophotometer,

Examples of cell lines tested

{02011 A375, A4513, Ad488, AB49, ACHN, AGS, BT20, BXFC3, CALUS, CLS354, DLDY, DU14E, H1289, HCT118,

HEPZ, HEFGZ, HGGC27, HLSO, HUTTS, KARPAS29S, MDAMBZ31, MELWGC, MESSA, OFM2, FANCHY, PC3, PLCPRFS,
ECT, RL, SW3ETS, TOV112D, U118, U208, UsTMG.

B.3. Resulis:

Anti-fumoral activity of compounds of formula (i}

16202}

Tabie 2: Anti-lumoral activity of cornpounds of formula () on hematopoietic tumor cell lines (measured IC50).

Example Leukemia Lymphoma Myeloma
HL8O HUTT?8 KARPASZ8S RECH RL OPM2
801 + + 4 +4 N.D. +
882 + + + + N.D. +
883 it 4 b b N.D. b
804 + + + + N.D. +
808 + + + + N +
308 bt reebt g oot NGO g
Q07 4 ekt R At N.D. bt
308 +gb b R ot N.D. R
) + N N.D. N.D. N.D. +
818 it 4 b b N.D. b
811 + + + + N.D. +
812 N.D. N.D. NI N.D. N.D NI
343 b ++ e ++ N.O. o
314 + + bt + N.D. +
815 +gb b R ot N.D. bt
816 + + + + N.D. +
817 + + + + N.D. +
§18 et R Ft bt N.D. Ft
818 N.D. N.D. N N.D. N3 N
20 Ft bt i Ftt N.O. i
821 4 ++ bt +++ N.D. bt

49



T4

18

20

25

45

G
Gy

{continued)

DK/EP 3253749 T3

Leukemia Lymphoma Myeloma
Example

HLB0 HUYTT8 KARPASZEG R&CH RL QP2
g22 + + o ++ N.O. e
323 4 +t bt +++ N.D. bt
0824 + + + + N.D. +
828 + + + + N.D. +
826 + + + + N.D. +
827 + + + + N +
028 N.D. N.D. N N.D. N3 N
429 + + + + N.DL +
030 + + + + N.D. +
031 + + oot + N.D. +
832 + + + + N.D. +
$433 et R Ft bt N.D. Ft
#34 + ot ++t +4f N.O +
335 4+ b b +4 NGO +
338 b bt i Ftt N.O. o
037 + + + N.D. + +
038 + + + bt N.D. oot
839 ++ ++ + e N.D. +
840 + + + + N.D. +
841 Eas N.D. NI N.D. N.D ++
842 N.D. N.D. N N.D. N3 N
043 ++ N.D. N.D. N.D. N.DL ++
344 + +4 bt 4+t N.D. 4
045 + + + + N.D. +
846 + + + + N.D. +
847 N.DL N.DL N.D. N.D. N.D. N.D.
848 +t ++ ++ +4 N ++
049 + + + + N.D. +
050 ++ + +4+ ++ N.D. ++
051 Tt N.D N.D. N.D. N.D. bt
0882 + N N.D. N.D. N.D. +
8583 bt N.DL N.D. N.D. N.D. bt
854 + N.D. N.D. N.D. N.D. +
) debd N.D. N N.D. N3 b
iR T N.D. N.D. N.D. N.DL LR
057 T+ N.D. N.D. N.D. N.DL o+
058 Tt N.D N.D. N.D. N.D. bt

LY
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{continued)

Leukemia Lymphoma Myeloma
Example
s HL80 HUTT3 KARPASZES RECH RL QP2
059 T MN.D. N.D. N.D. N.D ot
060 ++ N.D. N.D. N.D. N.D. ++
881 + NLD N.D. N.D. N.D. +
0 082 it N.DL N.D. N.D. N.D. bt
883 N.D. N.D. N.D, N.D. N.D. N.D,
884 N.D. N.D. N.D. N.D. N N.D.
7 {82031 The IC50 given in Table 2 above are expressed as:
++++ 1C50 < 100 nid
+++; 100 < 1050 < 500 nM
) ++: 500 < [C30 < 1000 nM
» #1050 > 1000 nM
N.D.: Not Determined
25
a0
a5
40
45
50
55
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N3

MR

{G204] The IC5G given in Table 3 above are expressed as:

+++4+ {C50 < 100 nM

+++; 100 < {CE0 < 5300 nM
++1 500 < |C50 < 1000 nld

+ ICE0 > 1000 nM
N.D. Not Determined

{G205] The inventors obiserved a very effective antiproliferative effect on the cell lines listed above by the class of
compounds of formula (O of the invention. The listed compounds in Tables 2 and 3 are well representing the class of

compounds of formula (1),

C. ABSENCE OF PROTEIN KINASE INHIBITION

{G208] An in vilro Kinase profiling was conductad in order to avidence the absence of protein kinase inhibition by the

&g
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campounds of the invendion.
[287] DiscoveRs {Ambil Blosclences) has developed & high-throughput systent (INOMEscan™) for sersening of
compounds aguing large raimbers of human kinases (458 kingses).
{268  The conpounds of e invention were screermd at the conceniration of 1ub, and resulls for priraty seresn
.\;mﬁma interaciions were regorted as percent control (96 O, where lower numbers indicate stronger hits. DMSQO is
used as & negative conbral {100% Cily while a high affinity compound is used a3 & positive contrel (0% Cil), Wi s
a:aia‘; iated as foilown

£

(02007 Selecthdly Score or S-store {s & quantilalive measure of compound salectivity. It iz caltulated by diviging the
rafnber of Kinases that compounds dind o by he olal number of distingt dnases fested, excluding mulant vadants.
SUINY= {number of Kingses with %O <10 number of Kinases teated), S{11= {(numberof kinases with %60 1 Y{number
of kinases feshad).

(2981 By way of exampls, the S-acores of compounds 683, 808 and B33 are shown in Table 4 balow.

Table 4 Z-score {abis for examples DO, 808 ang §33 festad at 1pd

Lpd | S-score Type | Mumbsr of Mtsfnumber of kireses | Sscore Kinawe targets
&1 14458 {002 PDGERE
083 e e - o e s N
S 4] 4i458 3509 KIT, WIT VBASD, KIT LB SR
St 24458 4.000
808 - More
210 0458 0.000 ’
™ = )
31 GiASG O.000
033 - . . o
10 144588 LOG2 CO¥L3

{0211} Compounds of the inveniion, and sspecially campaunds 603, 806 and $33 as showrny above, do nat efficlently
interact with the 488 Kinases lested. The remaining Blls Kinass inhibitery acihvily cannol axplain the obaeread anll-
‘;;miifera fve action as compounds have no comman kinase fargel engyrass {compounds (83 and 033} and sl show

at-praiferative sctivity with na kinase inhibilion {compotnds BHE}.

¥ >

or @ prarmaceuatically accepiatie salt thereof, whersin:

B, and R, are sach independenty seiecled from: hydrogan; helerocyoles; oyang; -CF ) -MRR -OH| halogen;
alkyl group optionadly substituled by one or more group selested from hatarooycia, NHR", OR and & water-
wolubiizing group; atliowy group opliorally subsiiiited by e of more group sslected from helerogycie, NRR,

OR and & water-aoiuliizing groug ~CO-HRRT ~ SO,-NRR -NR-CO-F and -NR-SO,RT
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Patentkrav

1. Forbindelse med formlen (llI):

A
_N
B Ra

0
K (111

eller et farmaceutisk acceptabelt salt deraf, hvor:

R1 og Rz hver iseer uaftheengigt af hinanden er valgt blandt: hydrogen; heterocykliske
grupper; cyano; -CFs; -NRR'"; -OH; halogen; alkylgruppe eventuelt substitueret med én
eller flere grupper valgt blandt heterocyklisk gruppe, NRR', OR og en
vandsolubiliserende gruppe; alkoxygruppe eventuelt substitueret med én eller flere
grupper valgt blandt heterocyklisk gruppe, NRR', OR og en vandsolubiliserende
gruppe; -CO-NRR'"; -SO2-NRR'; -NR-CO-R' og -NR-SO2R";

hvor R og R' hver iseer uafheaengigt af hinanden er valgt blandt hydrogen, cycloalkyl,
heterocyklisk gruppe, vandsolubiliserende gruppe og alkylgruppe eventuelt
substitueret med én eller flere grupper valgt blandt OR", NR"R", NR"COR" og
vandsolubiliserende gruppe; hvor R" og R" hver iseer uafhaengigt af hinanden er valgt
blandt hydrogen, alkyl eller cycloalkyl;

A er en heterocyklisk gruppe, valgt blandt triazolyl, oxotriazolyl, imidazolyl,
oxoimidazolidinyl, pyrazolyl, pyridyl, oxopyridyl, thiazolyl og oxopyrrolidinyl, eventuelt
substitueret med én eller flere grupper valgt blandt halogen, alkyl, aryl, hydroxyl,
alkoxy, nitro, thiol, heterocycloalkyl, heteroaryl, cyano, cycloalkyl, en
vandsolubiliserende gruppe, -NRR', -alkyl-NRR'; -NR-CO-R', -alkyl-NR-CO-R', -
CONRR' og -SO2NRR'-gruppe;

hvor R og R' hver iseer uafhaengigt af hinanden er valgt blandt hydrogen-, alkyl-,
cycloalkyl-, aryl-, heterocycloalkyl- og heteroarylgrupper,;

B er en femleddet ring-heteroarylgruppe; hvor hver vandsolubiliserende gruppe
uafhaengigt er valgt blandt:

(i) carboxylsyrer, sulfonsyrer, phosphorsyrer, aminer og kvaternzere

ammoniumgrupper,;
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(ii) -N-(CH2):zR; -N-(CH2):-C(O)R; -N-(CH2):-C(O)OR,; -N-(CH2):-S(O)2R; -N-(CH2)z-
S(0)20R og -N-(CH2)-C(O)NRR';

hvor z er et heltal i intervallet fra O til 6; og R og R' hver iseer uafhaengigt af hinanden
er valgt blandt hydrogen; C1-C1o-alkyl eventuelt substitueret med mindst ét
heteroatom, der er valgt blandt F, Cl, Br, I, O og N; C1-C1o-alkoxy; aryl og heteroaryl;
¢

(iii) en hvilken som helst af formlerne:

—§ %é_\N R —gCN—R ,—;—L/\:/\M ,

R R
V/fACN—R , ijACM ; \f{’\‘IQN—R ) »/L;LPCN_R j

R
hvor:
L er valgt fra gruppen bestaende af CH og N;
M er valgt blandt -CH(R)-, -CH2-, -O-, -S-, -NH-, -N(-(CH2)z-R)-, -N(-(CH2).-C(O)R)-, -
N(-(CH2)z-C(O)OR)-, -N(-(CH2)z-S(0)2R)-, -N(-(CH2)z-S(0)20R)- o0og -N(-(CH2)z-
C(O)NRR")-;
z er et heltal i intervallet fra O til 6;
R og R' hver iseer uafhaengigt af hinanden er valgt blandt hydrogen; C1-C1o-alkyl
eventuelt substitueret med mindst ét heteroatom, der er valgt blandt F, Cl, Br, |, O eller
N; C1-C1o-alkoxy; NR"'R"'-gruppe, hvor R" og R™' hver iseer uafheengigt af hinanden
er valgt blandt hydrogen og Ci-Cio-alkyl eventuelt substitueret med mindst ét
heteroatom, der er valgt blandt F, Cl, Br, I, O eller N; aryl og heteroaryl;
med det forbehold at L og M ikke begge samtidigt er henholdsvis CH og CHz;
med det forbehold at:
B ikke er triazolyl;

hvis B er thiazolyl, er A ikke imidazolyl eller triazolyl.

2. Forbindelse ifalge krav 1 eller et farmaceutisk acceptabelt salt deraf, hvor A er valgt

blandt 2-oxoimidazolidinyl og pyrazolyl.
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3. Forbindelse ifelge krav 1 eller krav 2 eller et farmaceutisk acceptabelt salt deraf,

hvor R1 er methyl, og Rz er hydrogen.

4. Forbindelse ifalge krav 1 eller et farmaceutisk acceptabelt salt deraf, valgt blandt:
1-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-thiazol-4-yl]-phenyl}-imidazolidin-2-
on;
(5-ethoxymethyl-2-methyl-phenyl)-[5-(4-pyrazol-1-yl-phenyl)-thiazol-2-yl]-amin;
1-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-imidazolidin-2-
on;
1-{4-[5-(5-ethoxymethyl-2-methyl-phenylamino)-[1,3,4]oxadiazol-2-yl]-phenyl}-
imidazolidin-2-on;
(5-ethoxymethyl-2-methyl-phenyl)-[5-(4-pyrazol-1-yl-phenyl)-[1,3,4]oxadiazol-2-yl]-
amin;
1-{4-[5-(5-ethoxymethyl-2-methyl-phenylamino)-[1,2,4]thiadiazol-3-yl]-phenyl}-
imidazolidin-2-on;
1-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-thiazol-5-yl]-phenyl}-imidazolidin-2-
on;
(5-ethoxymethyl-2-methyl-phenyl)-{4-(4-pyrazol-1-yl-phenyl)-thiazol-2-yl]-amin;
1-{4-[2-(3-ethoxymethyl-5-methyl-phenylamino)-thiazol-4-yl]-phenyl}-imidazolidin-2-
on;
1-{4-[2-(3-ethoxymethyl-5-methyl-phenylamino)-oxazol-5-yl]-phenyl}-imidazolidin-2-
on;
3-ethoxymethyl-phenyl)-{5-(4-pyrazol-1-yl-phenyl)-oxazol-2-yl]-amin;
3-ethoxymethyl-5-methyl-phenyl)-[5-(4-pyrazol- 1-yl-phenyl)-oxazol-2-yl]-amin;
3,5-bis-(ethoxymethyl)-phenyl)-[5-(4-pyrazol-1-yl-phenyl)-oxazol-2-yl]-amin;
5-ethoxymethyl-2-methyl-phenyl)-[5-(4-pyrazol-1-yl-phenyl)-oxazol-2-yl]-amin;
5-ethoxymethyl-2-methyl-phenyl)-[5-(4-[1,2,4]triazol-1-yl-phenyl)-oxazol-2-yl]-amin;
5-ethoxymethyl-2-methyl-phenyl 4-[1,2,3]triazol-1-yl-phenyl)-oxazol-2-yl]-amin;

4-[1,2,3]triazol-2-yl-phenyl)-oxazol-2-yl]-amin;

o~ e~ e~ e~

5-ethoxymethyl-2-methyl-phenyl 4-imidazol-1-yl-phenyl)-oxazol-2-yl]-amin;

5-ethoxymethyl-2-methyl-phenyl

(
(
(
(
(
(
(
(
( (4-thiazol-2-yl-phenyl)-oxazol-2-yl]-amin;
(

)-
)-[5-
5-ethoxymethyl-2-methyl-phenyl)-[5-
)-[5-
)-[5-
)-{5-

5-ethoxymethyl-2-methyl-phenyl)-{5-[4-(3-methyl-pyrazol-1-yl)-phenyl]-oxazol-2-yl}-

amin;
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(5-ethoxymethyl-2-methyl-phenyl)-{5-[4-(4-methyl-pyrazol-1-yl)-phenyl]-oxazol-2-yl}-
amin;
(5-ethoxymethyl-2-methyl-phenyl)-{5-[4-(5-methyl-pyrazol-1-yl)-phenyl]-oxazol-2-yl}-
amin;
(5-ethoxymethyl-2-methyl-phenyl)-{5-[4-(3-methoxy-pyrazol-1-yl)-phenyl]-oxazol-2-
yl}-amin;
2-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-2,4-dihydro-
[1,2,4]triazol-3-on;
1-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-3-methyl-
imidazolidin-2-on;
1-(2-amino-ethyl)-3-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-
phenyl}-imidazolidin-2-on;
N-[2-(34{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-2-oxo-
imidazolidin-1-yl)-ethyl]-acetamid;
1-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-pyrrolidin-2-on;
(5-ethoxymethyl-2-methyl-phenyl)-[5-(4-pyridin-2-yl-phenyl)-oxazol-2-yl]-amin;
1-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-1H-pyridin-2-on;
3-{4-[2-(5-ethoxymethyl-2-methyl-phenylamino)-oxazol-5-yl]-phenyl}-1H-pyridin-2-on;
(R)-1-(4-(2-((5-(ethoxymethyl)-2-methylphenyl)amino)oxazol-5-yl)phenyl)-5-
methylimidazolidin-2-on;
4-(4-(2-((5-(ethoxymethyl)-2-methylphenyl)amino)oxazol-5-yl)phenyl)-5-methyl-2,4-
dihydro-3H-1,2,4-triazol-3-on;
1-(4-(2-((3,5-bis(ethoxymethyl)phenyl)amino)oxazol-5-yl)phenyl)imidazolidin-2-on;
1-(4-(2-((3-(ethoxymethyl)-5-(2-methoxyethoxy)phenyl)amino)oxazol-5-
yl)phenyl)imidazolidin-2-on;
5-(4-(1H-pyrazol-5-yl)phenyl)-N-(5-(ethoxymethyl)-2-methylphenyl)oxazol-2-amin;
1-(4-(2-((3-(ethoxymethyl)-5-(2-hydroxyethoxy)phenyl)amino)oxazol-5-
yl)phenyl)imidazolidin-2-on;
5-(4-(1H-pyrazol-4-yl)phenyl)-N-(5-(ethoxymethyl)-2-methylphenyl)oxazol-2-amin;
N-(5-(ethoxymethyl)-2-methylphenyl)-5-(4-(1-methyl-1H-pyrazol-5-yl)phenyl)oxazol-
2-amin;
1-(4-(2-((3-(ethoxymethyl)phenyl)amino)oxazol-5-yl)phenyl)imidazolidin-2-on; og
1-(4-(2-((3-(ethoxymethyl)phenyl)amino)thiazol-4-yl)phenyl)imidazolidin-2-on.
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5. Sammenseetning, der omfatter en forbindelse ifalge et hvilket som helst af kravene

1 til 4 og mindst ét farmaceutisk acceptabelt hjeelpestof og/eller beerestof.

6. Farmaceutisk sammensaetning ifglge krav 5, der omfatter forbindelsen ifalge et

hvilket som helst af kravene 1 til 4 som eneste aktive farmaceutiske bestanddel.

7. Farmaceutisk sammensaetning ifalge krav 5, der endvidere omfatter et andet aktivt

farmaceutisk middel.

8. Forbindelse ifglge et hvilket som helst af kravene 1 til 4 til anvendelse som et

medikament.

9. Forbindelse ifelge et hvilkket som helst af kravene 1 til 4 til anvendelse ved

behandling af haematologiske lidelser og/eller proliferative lidelser.

10. Forbindelse til anvendelse ifalge krav 9, hvor den haematologiske lidelse er valgt
blandt lymfom; leukeemi sasom akut myeloid leukeemi (AML), akut lymfoblastaer
leukeemi (ALL), kronisk lymfoid leukeemi (CLL) eller kronisk myeloid leukeemi (CML);
multipelt myelom (MM); myelodysplastisk syndrom (MDS) og myelodysplasi med

myelofibrose.

11. Forbindelse til anvendelse ifalge krav 9, hvor den proliferative lidelse er cancer.

12. Forbindelse til anvendelse ifglge krav 11, hvor canceren er valgt blandt hoved- og
halscancer; melanom; nyrekarcinom; mavekarcinom; leverkarcinom; Kkolorektalt
karcinom; pankreaskarcinom; lungekarcinom; neuronalt karcinom; glioblastoma
multiforme; osteosarkom; Ewings sarkom; brystkarcinom; ovariekarcinom og

prostatakarcinom.

13. Farmaceutisk sammensaetning ifelge krav 7, der omfatter en forbindelse ifalge et
hvilket som helst af kravene 1 til 4 og en anden aktiv farmaceutisk bestanddel som et
kombineret preeparat til sekventiel, simultan eller separat anvendelse ved behandling

af en lidelse, der er valgt blandt heematologiske lidelser og proliferative lidelser.
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