SUMMARY -0~ FHE-REENTEHON-
In one aspectembediment, the disclosureinvesatier provides N-(4- {4-amino-7-[1-(2-hydroxyethyl)-1H-
pyrazol-4-yljthieno[3,2-c]Jpyridin-3-y1} phenyD}-N'-(3-fluorophenyliurea dihydrogen citrate in
solid crystalline form.
In one aspectembodiment, the disclosureinvention provides N-(4-{4-amino-7-[ 1-(2-hydroxvethyl)-1 H-
pyrazol-4-yljthieno[3,2-cjpyridin-3-yl} phenyl)-N'-(3-fluorophenylurea hydrogen citrate in
solid crystalline form.

In a further embodiment, the disclosureinvention provides a crystal polymorph of N-(4- {4-
amino-7-{ 1-(2-hydroxyethyl)-1H-pyrazol-4-yl]thienof 3,2-clpyridin-3-y1} phenyl}-N'-(3-
fluorophenylurea dikydrogen citrate characterized herein and designated dihydrogen citrate
Form L

In one aspect, the disclosure provides the compound N-{4-{4-amino-7-{ 1-{2-hydroxyathyl)-1 H-pyrazol-4-yl)thieno[3,2-

¢clpyridin-3-y1}phenyl)-N'-(3-fluorophenyljurea dihydrogen citrate in a solid crystalline form,

wherein the crystalline form is Form 1, characterized at least by a powder X-ray diffraction

peak at any one or more of the following positions: 11.80, 14.59, 15,95, 21.38, 26.12° 26, =
0.2° 28,

In a further embodiment, the disclosureinvention provides hydrated forms of dihydrogen citrate
Form I, including the monohydrate form.
in a forther embodiment, the disclosureinvention provides a crystal polymorph of N-(4-{4-
amino-7-{ 1-(2-hydroxyethyl}-1H-pyrazol-4-yljthieno[ 3,2-clpyridin-3-y1}pheny}-N'-(3-
fluorophenyhurea hydrogen citrate characterized herein and designated hydrogen citrate
Form II.

In one aspect, the disclosure provides the compound N-{4- {4-amino-7-{ 1 -(2-hydroxyethyl)- L H-pyrazol-4-ylithieno{3,2-

clpyridin-2-yliphenyl}-N'-(3-fluorophenylurea hydrogen citrate in a solid crystalline form,

wherein the crystalline form is Form I, characterized at least by a powder X-ray diffraction

peak at any one or raore of the fc_)llowing positions: 8.65, 15.18, 24.47, 28.02° 20, = (.2° 26,

In a further embodiment, the disclosureinvention provides hydrated forms of hydrogen citrate
Form T%, including the monohydrate form.

There is further provided a pharmaceutical composition comprising N-(4-{4-amino-7-
[1-(2-hydroxyethyl)- 1 H-pyrazoi-4-ylithieno[3,2-c]pyridin-3-yl}phenyl}-N'-{3-
fluorophenylyurea dihydrogen citrate Form I and one or more pharmaceutically acceptable
excipients.

There is furtber provided e pharmaceutical composition comprising N-(4- {4-amino-7-
[1-{2-hydroxyethyl)-1H-pyrazol-4-yllthieno[3,2-¢]pyridin-3-y!} phenyl}-N'-(3-
fluorophenyl)urea hvdrogen citrate Form II and one or more pharmaceutically acceptable

excipients.



There 15 further provided process for preparing N-(4- {4-amino-7-[1-(2-hydroxyethyl)-
IH-pyrazol-4-yljthieno[3,2-c]pyridin-3-yl} phenyl}-N'-(3-fluorophenyliurea dihydrogen
citrate Form I comprising providing a mixture comprising N-{4- {4-amino-7-{1-(2-
hydroxyethyl)-1H-pyrazol-4-yllthieno[3,2-c]pyridin-3-y1} phenyl)-N'-(3-fluorophenylurea,
water, acetone, and citric acid, and causing the N-(4-{4-amino-7-[1-(2-hydroxyethyl)-1H-
pyrazol-4-ylithieno[3,2-cipyridin-3-yi} phenyl)-N'-(3-fluorophenyl)urea dihydrogen citrate

Form [ o exist in the mixture.
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There is further provided process for preparing N-{4- {4-amino-7-[ 1-(2-hydroxyathyl-
1H -pyrezol-4-yTithieno(3,2-cIpyridin-3-yl}pheny}-N'-(3-fluorophenylursa hydrogen citrate
Form II comprising providing & mixture comprising N-(4- {4-gmino-7-{1-(2-hydroxyatoyl)-
1H-pyrezol-4-yljthienol3,2-¢ pyridin-3-yl  phenyl-N'-(3-flnorophenylurea, water,
tetrabiydrofuran, and citric acid, and causing the N-(4- [4-smine-7-{ 1-(2-hydroxyefhyl)- 1H-
pyrazol-d-yllinieno[3,2-clpyridin-3- yi}pnenyL}—N‘-f 3-fluorophenyliurea ydrogen citrate

Form I to exist in the mivture.

In one aspest, the disclosure provides 2 process for preparing N-(4- {4-amino-7-{ 1 -(2-hydroxyethyl)- | H-pyrazoi-o-

yitthieno3,2-¢lpyridin-3-y1} phenyD-N'-(3 fruorophenyures dilrvdrogen citrate in a solid

crystaliine form, wherein the crystaliine form is Form I as defined herein, comprising:

2} providing & mixture comprising (1) W-{4-{4-amino-7-[1-(2-kvdrozyethyl}-1H-

pyrazol-4-yiithieno] 3, 2-cjpyridin-3 -yl } phenyl}-N'-(3-fuoropheny!iures,
water, ietrelyydrofuren, and citnie acid;

by causing N-{4-{d-amino-7-[1-(2-bydroxyethyl)-1Hopyrezol-4-yTithieno]3,2-

clpyridm-3-yhpheny - N'(3- -fruorophenyljures hyaraszen citrate crystaliing

Form Il to exist in the mixture.

I a further embodiment, the disclosureisventien provides a method for treating cancer in a
maznraal ucmnnsmﬂ adminigtering to & subject having the disezse therapeutically effective
amount of citrate salts of N-{4- {4-amino-7-[1 -(2-bydroxvethyl}- IH-pyrazol-4-yijthieno! 3.2~
clpyridin-3-yl}poenyl-IN'-{3-fluorophenyvinrez in a solid crystailing form, wherein the
crystalline form 18 Form I or I, or (b) & pharmeaceuiical composition comprisimg citrate salts
of N-(4~{4-amino-7- 1 -2-bydroxyethy}- LH-pyrazol-4-viithieno 3,2 ¢ lpyridin-3-yi} phenyl)-
N'-(3-fivorophenyliursa in 2 solid crystaliine Form, wherein the crystaliine form 18 Form I or
II, one or more pharmacewfically acecepiable exciplents. Examples of such cancers inciude
myelodysplastic syndrome, acute myeloid leulcemin, colorectal cancer, non-small cell iung
cancer, and OVAran Cancer.

“here is still further provided 2 method for treating cancer in 2 mammal comprising
solving N-{4-{4-amino-7-{1-2-hydroxysthyv!)-1H-pyrazol-4-yl]thieno[ 3, 2-clpyridin- 3-
yi}phenyl}N‘ S{A-fhuorophenyluree diiydrosen cirate m a solid crysialiine form, wherein the
crystalline Tarm is Form I, iIn 2 pbarmaceutically acceptable solvent or mixture of solvents,
and administering the resulting schuiorn in 2 therapeunically effective amount to subjec

having the disease,



There is still further provided 2 method for treating cancer in 2 mammal comprising
dissolving N-(4- {4-amino-7-{1-2-hydroxyetnyl)- 1 H-pyrazol-4-yiithieno!3,2-cjpyndin-3-
vI}phenyh)-N'-(3-fluorophenyliurea dihydrogen citrate in a solid crystalline form, wherein the
crystalline form is Form 1, in 2 pharmaceutically acceptable solvent or mixture of solvents,
and administering the resuling solution in a therapeutically effective amount to subject
having the disecase.

There 15 still further provided a rmethod for treating cancer n a mammal comprising
dispersing N-(4-{4-amino-7-[ 1 -(2-hydroxyethy!}- 1H-pyrazol-4-yljthieno[3,2-cjpyridin-3-

vl phenyl)-N'-(3-fluorophenyluree hydrogen citrate in & solid crystalline form, wherein the

crystalline form is Form II, in & pharmaceutically acceptable polymeric carrier, and
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administering the resniting solid dispersion in a therapeutically effective amount to subjec
having the disease.

There 1s still further provided a method for treating cancer in 2 mammal comprising
dissolving N-(4-{4-amino-7-[1-(2-hydroxyethy1}-1 H-pyrezol-4-yllthieno{3,2-cJpyridin-3-
vl phenyl)-N'-(3-fuorophenyljurea hydrogen citrate in a solid crystalline form, wherain the
crystalline form is Form II, in 2 pharmaceutically acceptable solvent or mixture of solvents,
and administering the resulting solution in 2 therapeutically effective amount to subject
having the disease,

In another aspect, there is provided the use of a therapeutically effective amount of (&) N-(4-{4-amino-7-[1-(2~

hydroxyethyl)-1H-pyrazol-4-yijthieno[3,2-cjpyridin-3-yl} phenyl)-N'-(3-fluorophenyljures

dihyrogen citrate in a solid crystaliine form, wherein the crystalline form 1s Form 1,

characterized at least by & powder X-ray diffraction peak at any one or more of the following

positions: 11.80, 14.59, 15.95, 21.38, 26.12° 28, = 0.2° 28 or (b) a pharmaceutical

composition comprising N-(4- {4-amino-7-{1-(2-hydroxyethyl)-1 H-pyrazol-4-yIjthieno[ 3,2-

cipyridin-3-yl} phenyl)-N'-(3-fluorophenyljurea dihydrogen citrate in a solid crystalline form,

wherein the crystalline form is Form I, characterized at least by a powder X-ray diffraction

peak at any one or more of the following positions: 11.80, 14.59, 15.95, 21.38, 26.12° 26, =

0.2° 26 and one or mors pharmaceutically acceptable excipients in the manufacture of a medicament for

treating cancer in a mammal.

In amother aspect, there is provided the use of N-(4- {4-amino-7-

[1-(2-hydroxyethyl)-1H-pyrazol-4-yljthieno]3,2-¢ Jpyridin-3-yl jphenyl)}-N'-(3-

fluorophenylurea dihydrogen citrate in a solid crystaiﬁne form, wherein the crystalline form

18 Form I, characterized at least by a powder X-ray diffraction peak at any one or more of the

following positions: 11.80, 14.59, 1595, 21.38, 26.12° 20, = 0.2° 28, dissolved in a pharmaceutically

acceptable solvent or mixture of solvents in the manufacture of a medicament for treating cancer in 2 mammal,

In another aspect, there is provided the use of N-{4-{4-amino-7-

[1-(2-hydroxyethyl)-1H-pyrazol-4-yljthieno[3,2-c]pyridin-3-yiiphenyl}-N'-(3-

flucrophenyliurea dinydrogen citrate in 2 solid crystaliine form, wherein the crystalline form

is Form I, characterized at least by a powder X -ray diffraction peak at any one or more of the

foliowing positions: 11.80, }4.§9, 15.95, 21.38, 26.12° 28, «+ 0.2° 20, dispersed in a pharmaccutic;gl}é{ ‘

acceptable polymeric carrier in the manufacture of a medicament for treating cancer in a mammal.




In another aspect, there is provided the use of = therapeutically effective amount of (@) N-(4-{4~-amino-7-[1-(2-
hydroxysthyl)-1H-pyrazol-4-yljthieno{3,2-¢]pyridin-3-y1} phenyl)-N'-(3-fluorophenyljurea
hydrogen citrate in a solid crystaliine form, wherein the crystalline f;fm is Form II,
characterized at least by a powder X-ray diffraction peak at any one or more of the following
positions: 8.65, 15.18, 24.47, 28.02° 28, = 0.2° 26 or (b) a pharmaceutical composition
comprising N-(4-{4-amino-7-{1-(2-hydroxysthy}-1 H-pyrazol-4-yithieno[3,2-¢lpyridin-3-
yvirphenyl)-N'-(3-fluorophenylurea hydrogen citrate in a solid crystaliine form, wherein the
crystalline form s Form 11, characterized at least by & powder X-ray diffraction peak at any
one or more of the following positions: 8.65, 15.18, 24.47, 28.02° 268, £ (.2° 26 and one or

more pharmaceutically acceptable excipients in the manufacture of a medicament for treating cancer in a mammal.

in another aspect, there is provided the use of N-(4- {4-amino-7-

[1-(2-bydroxyethyl)-1H-pyrazol-4-yljthieno[3, 2-¢lpyndin-3-yliphenyl)-N'-(3-
fluorophenylyurea hydrogen citrate in a sohd crystalline form, wherein the crystaliine form is
Form II, characterized at least by 2 powder X-ray diffraction peak at any one or more of the
following positions: 8.65, 15,18, 24.47, 28.02° 28, + 0.2° 26, dissolved in a pharmaceutically acceptable
solvent or mixture of solvents in the manufacture of a medicament for treating cancer in a maminal.

In another aspect, there is provided the use of N-(4- {4-arpino-7-
[1-(2—hydroxyethyi}-lH—pyrazoi—tl-yi]ﬂxieno{?:,2~c]pyrid'm-3-yl}pﬂényl)wN‘-( 3-
finorophenyl)urea hydrogen citrate in a solid crystalline form, wherein the crystalline form is

Form II, characterized at least by a powder X-ray diffraction peak at any one or more of the
following positions: 8.65, 15.18, 24.47, 28.02° 26, = 0.2° 28, dispersed in a pharmaceutically acceptable

polymeric carrier in the manufacture of a medicament for treating cancer in 2 mammal.
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Additional embodiments of the disclosureinvestien, including more particular aspects of those
provided above, will be found in, or will be evident from, the detailed description that
follows.

BRIEF DESCRIPTION OF THE DRAWING

Fig. 1 18 a PXRD scan of crystal polymorph Form I N-(4-{4-amino-7-[1-(2-
hydroxyethyl}-1H-pyrazol-4-yljthieno[3,2-clpyridin-3~yl} phenyl)-N'-(3-fluorophenylurea
dihydrogen citrate.

Fig. 21s & PXRD scan of crystal polymorph Form I N-(4-{4-amino-7-[1-(2-
hydroxyethyl)- 1 H-pyrazol-4-ylthieno] 3, 2-c]pvridin-3-v1} phenyl)-N'-( E—ﬁﬁorophenyl)urea

hydrogen citrate,

DETATILED DESCRIPTION

The mvention encompasses crystaliine forms of chirate salts of N-{4-{4-amino-7-] 17—
(2-hydroxyethyl)-1H-pyrazol-4-ylithieno{3,2-clpyridin-3-y1 }phenyl - N'-(3 -
fluorophenylurea. N-(4- {4-aminc-7-[1-(2-hydroxyethyl)-1H-pyrazol-4-y1]thienol3,2-
¢lpyridin-3-y1}phenyl-N'-(3-fluorophenyljurea free base is prepared, illustratively, as
described in Example 1 of above-cited U.S. Patent Application No. 12/632183, the entire
disclosure of whick 1 incorporated by reference herein. The term “free base” is nsed for
convenience herein to refer to N-(4- {4-amino-7- 1-(2-hvdroxyethyl)- |H-pyrazol-4-
ylithieno[3,2-c]pyridin-3-ylipheny-N'-(3-flucrophenyljurea parent compound as distinct
from any salt thereof.

Those skilled 1n the art will also understand that the term “monohydrate”™ when
referring to N-(4-{4-amino-7-[1-(2-hydrozyethyl)- 1 H-pyrazol-4-vl]thieno[3,2-c]pyridin-2-
v1i phenyl}-N'-(3-fluorophenyljurea means that there 1s one watzer molecule for every
molecule of N-(4- {4-amino-7-[1-(2-hydroxyethyl)- 1H-pyrazol-4-yljthieno[3,2-clpyridin-3-
v1} phenyl)-N'-(3-fluorophenyljuree,
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8. The process of claim 7, further comprising isolating N-(4- {4-amino-7-{1-(2-
hydroxyethyD-1H-pyrezol-4-yilthiens3,2-clpyridin-3-yl} phenyl)-N'-(3-fluorophenyijurea

dihydrogen citrate in a solid crystalline form, wherein the crysmlline form is Form L

. .. .
3 i v Yo sanmoamnacs AT A
9, A-methed for-freatins eancerino-maEmEn-COmMPRIRE-SamIHenRg

disesselise of a therapeutically effective amount of {a) N-(4- {4-aminc-7-[1-(2-

hydroxyethyl)-1H-pyrazol-4-yijthienof3,2-cIpyridin-3-y1} pheayl}-N'-(3-fluorophenyliurea
dihvrogen citrate in 2 solid crystaliine form, wherein the crystalline form is Form I,
characterized at least by & powder X-ray diffraction pealk at any one or more of the following
positions: 11.80, 14.59, 15,95, 21.38, 26.12° 26, £ (.2° 28 or (b) 2 pharmaceutical
composition comprising N-(4- {4-amino-7-[1-(2-hydroxyethyD)-1H-pyrazol-4-vilthieno[3,2-
clpyridin-3-y1iphenyl}-N'-(3-fluorophenyljurea dihydrogen citrate in 2 solid crysialiine form,
wherein the crystalline form is Form [, characterized at least by a powder X-ray diffraction
peak at any one or more of the following positions: 11,80, 14.5%, 1395, 21.38, 26,12° 28, =

0.2° 28 and one or more pharmaceutically acceptable excipients_in the manufacture of a medicament for

fTeatine cancer in 8 mammal,

10. The usemethed of claim 9, wherein the crystalline N-{4- {4-amine-7-[ 1-(2-hydroxyethyl}-
1H-pyrazol-4-yljthieno[3,2-c]pyridin-3-yl} phenyl-N'-(3~fluorophenyljurca dihydrogen
citrate Form I or pharmaceutical composition is to be administered by an oral, parenteral,
sublingual, buccal, iiranasal, pulmonary, topical, transdermal, intradermal, coular, otic,

rectal, vaginal, intragastric, intracranial, intrasynovial, or intra-articular route,

11, The usemethod of claim 9, wherein the cancer is myelodysplastic syndrome, acute

myeloid leukcemia, colorectal cancer, non-small cell lung cancer, and ovarian cancer.

12 Use of4

Sn-e-amssal-compRsine-disselving N-(4-{4-amino-7-
[1-2-hydroxyethy-1H-pyrazol-4-yiithieno]3,2-c]pyridin-3-yI} phenyt)-N'-(3-

fluorophenyljurea ditrydrogen citrate in a solid crystalline form, wherein the crystalline form

1s Form I, characterized at least by & powder X-ray diffraction peak at any one or more of the

following positions: 11.80, 14.59, 1595, 21.38, 26.12° 28, = 0.2° 28, dissolved in a phannaceuticaﬂv
acceptable solvent or mixtore of Solvents—&n&%mgﬂﬁﬁg%es&kmmm

se in the manufacture of 2 medicament for treating capcer in. a mammal,
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g seing-dispersing N-(4-{4-amino-7-
[1-(2-hydroxyethyl)-1H-pyrazol-4-yljthieno{3,2-cpyridin-3-y1} phenyl)-N'-(3-
fluorophenylurea diliydrogen citrate in a solid crystalline form, wherein the crystaliine form
is Form I, characterized at least by a powder X-ray diffraction peak at any one or more of the

following positions: 11,80, 14.59, 15.95, 21.38, 26.12° 28, £ 0.2° 20, dlsperqed ina pharmaceuncally
acceptable polymenc carrier;-and-administer ; ie-e |

amount-to-subjecthavine the-disease in fhe manufacture of a medicament for freating cancer in & mammal,

14, The compound N-(4-{4-amino-7-[1-(2-hydroxyethyl}-1H-pyrazol-4-y1jthieno[ 3,2~
clpyridin-3-yljphenyl)-N'-(G-fluorophenyhurea hydrogen citrate in a solid crystalline form.

15. The compound N-(4-{4-amino-7-{1-(2-hydroxyethyl)-1H-pyrazol-4-ylithieno[3,2-
clpyridin-3-y1} phenyl)-N'-(3-fluorophenyl)urea hydrogern citrate in a solid crystalline form,
wherein the crystalline form is Form I, characterized at least by a powder X-ray diffraction

peak at any one or more of the following positions: 8.65, 15.18, 24.47, 28.02° 26, 4 0.2° 26.

16. The compound of claim 15, wherein the crystalline form is Form 11, characterized at

ieast by a powder X-ray diffraction peak at each of said positions.

17. The compound of ciaim 15, wherein the crystaliine form is Form 11, characterized at
least by a powder X-ray diffraction peak at cach of said positions: 5.71, 6.30, 7.27, §.65, 9.80,
13.06,14.31, 15,18, 15.62, 16.68, 17.71, 20.17, 21.98, 23.30, 24.47, 26.11, 28.02° 206, £ 0.2°
26.

18. The compound of any of clatms 14-17, wherein the crystalline form is a hydrate.

19. A pharmaceutical composition comprising the compound of any of claims 14-18 and

one or more pharmaceutically acceptable excipients.
20. A process for preparing N-{4-{4-amino-7-[1~(2-hydroxyethyD)-1H-pyrazol-4-

yilthieno[3,2-clpyridin-3-yl}phenyl)-N'-(3-fluorophenyl)urea dihydrogen citrate in a solid

crystalline form, wherein the crystalline form 18 Form I of any of claims 14-18, comprising:

27
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) providing a mixture comprising (1) N-{4- {4-amino-7-[1-(Z-hydroxyethyl)-1H-
pyrazol-4-yiithieno{3,2-clpyridin-3-y1} pheny!}-N'-(3-fluorophenylyurea,
water, tetrabydrofuran, and citric acid;

b) causing N-(4-{4-amino-7-[1-(2-hydrozyethyl}-1H-pyrazol-4-ylithienol3,2-
clpyridin-3-yliphenyD-N'-{3-fluorophenylurea hydrogen citrate crystaliine

Form T to exist in the mixfure,

21. The process of claim 20, further comprising isolating N-(4-{4-amino-7-{1-(2-
hydroxyethyl)-1H-pyrazol-4-ylithieno{3,2-¢c]pyridin-3-y1} phanyl}-N'-(3-fluorophenyliurea

hydrogen citrate in 2 solid crystailine form, wherein the crystaliine form is Form 1.

22, Use oth-method f-eptine-cancerip-pmammal-comprsing adminigtoring fo-a-su
éisease & therapentically effective amount of (a) N-(4-{4-amino-7-{1-(2-

hydroxyethy)-1H-pyrazol-4-yliithieno[3,2-clpyridin-3-y1} phenyl}-N'-( 3-fluorophenyljurea
hydrogen citrate in 2 solid crystalline form, wherein the crystalline form is Form 1T,
characterized at leagt by a powder X-ray diffraction peak at any one or more of the following
positions: 8.65, 15.18, 24.47, 28.02° 26, + §.2° 26 or (b) 2 pharmaceutical composition
comprising N-(4-{4-amino-7-{ 1-(2-hydroxyethyl)-1 H-pyrazol-4-ylithieno[3,2-c]pyridin-3-
yitphenyl)-N-(3-fuorophenylyures hydrogen citrate in a solid crystaliineg form, wherein the
crystalline form is Form I, characterized at least by & powder X-ray diffraction peak at any

one or more of the following positions: 8.65, 1518, 24.47, 28.02° 20, = 0.2° 26 and one or

more pharmaceutically scceptable excipients in the manufacture of a medicament for freating cancer in 3 mamumal.

13, The uscmethed of claim 22, whereln the crystalline N~(4~ {4-arrino-T7-{1-(2-
hydroxyethyl}- 1H-pyrazol-4-yilthieno! 3,2-cipyvridin-3 -v1} phenyl}-N'-(3-fluorophenylurea
hydrogen citrate Form IT or pharmaceutical composition is to be administered by an oral,
parenieral, sublingual, buccal, intranasal, pulmonary, topical, transdermal, intradermal,

oculer, otic, rectal, vaginal, intragastric, infracranial, intrasynovial, or intre-articular route.

24, The usemethad of claim 22, wherein the cancer is myelodysplastic syndrome, acute

myeloid leukemia, colorectal cancer, non-small cell lung cancer, and ovarian sancer.

1 eamprisins-dissebwng N-(4- {4-amino-7-

SoS

{1-(2-hydroxyethyl)-1H-pyrazol-4-yljthieno[3,2-c]pyridin-3-yl}phenyl)}-N'-(3-
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fluorophenyljurea hydrogen citrate in a solid crystalline form, wherein the crystaliine form is

Form I1, characterized at least by a powder X-ray diffraction peak at any one or more of the
following positions: 8.65, 15.18, 24.47, 28.02° 26, = (.2° 28, dissolved in a phermaceutically acceptable
solvent or mixture of solvents—and-admindsteringtheresuling—solaton—in—u-therapeutiesly—effestive
wmount-o-sublesthavine the-disease in the manufacture of a medicament for treating cancer in a mammal.

26. Use ofA-methed-for-reating-cancerins-mannmal-comprising-dispersing N-(4-{4-amino-7-
| 1-(2-hydroxyethyl)-1H-pyrazol-4-ylithieno[3,2-¢]pyridin-3-y1}phenyl)-N"-(3-
fluorophenylurea hydrogen citrate in a solid crystalline form, wherein the crystalline form is
Form II, characterized at least by a powder X-ray diffraction peak at any one or more of the

following positions: 8.65, 15.18, 24.47, 28.02° 28, + (.2° 26, dispersed in a pharmaceutically acceptable

polymeric carrierss tE
subjeet-having-the disease in the manufacture of a medicament for treating cancer in a mammal.
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