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BACKGROUND OF THE INVENTION
[0002] The compound 3-[5-chloro-4-{(2,4-difluorobenzylyoxy}-6-oxopyrimidin-
1(6H)—yl]-N-(2-hydroxyethyl)-4-methylbenzamide having the structure (1) below
(referred to herein as “Compound 1”) is described in US patent application
No.10/808,146 (filed 3/24/2004) discloses a class of substituted pyrimidinone
compounds and related pharmaceutical compositions that are useful for the treatment
and/or prophylaxis of a p38 kinase-mediated condition, example of such include

inflammation and inflammation related conditions.
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[0003] A need exists for a crystalline form of Compound 1 that is physicallv stable
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manuf acture and/or purification of such crystalline

form There is now provided novel crystalline fornms of
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[0007] In another aspect, the invention provides a method for prophylaxis and/or
treatment of an inflammatory condition comprising administering to a subject a
therapeutically effective amount of Form A. A

[0008] The invention provides, in a second aspect, a hydrous crystalline form of
Compound 1(“Form B”). ‘ v

[0009] In another aspect, the invention provides pharmaceutical compositions
comprising Form B, and further optionally comprising one or more pharmaceutically
acceptable excipients.

[0010] In another aspect, the invention provides pharmaceutical compositions
containing about 0.1 mg to about 1000 mg of Form B.

[0011] In another aspect, the invention provides a method for prophylaxis and/or
treatment of an inflammatory condition comprising administering to a subject a
therapeutically effective amount of Form B.

[0012] Additional aspects of the invention will be in part apparent and in part
pointed out throughout this application.

BRIEF DESCRIPTION OF THE DRAWINGS
[0013] Figure 1 shows an illustrative X-ray powder diffraction pattern for Form A.

[0014]  Figure 2 shows an illustrative X-ray powder diffraction pattern for Form B.
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DETAILED DESCRIPTION

[0026] The present invention relates to crystalline forms of 3-[5-chloro-4-[(2,4-

difluorobenzyl)oxy]-6-oxopyrimidin-1 (6H)-yl}-N-(2-hydroxyethyl)-4-methylbenzamide.
[0027] Polymorphs are different crystalline forms of the same compound. Different
crystalline forms can have different physical properties such as different melting point,
powder x-ray and solid state NMR. The present invention relates to three different
crystalline forms of 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl)-
N-(2-hydroxyethyl)-4-methylbenzamide. .
[0028] More specifically, the present invention provides an anhydrous crystalline -
form of Compound 1(“Form A”).
- [0029] The invention provides, in a second aspect, a hydrous crystalline form of
Compound 1(“Form B”).
[0030]  The invention provides, in a third aspect, a hydrous crystalline form of
Compound 1(“Form C”).
[0031]  As with other pharmaceutical compounds and compositions, the chemical
.and physical properties of 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy)-6-oxopyrimidin-
1(6H)-yl}-N-(2-hydroxyethyl)-4-methylbenzamide. (*Compound 1) are important in its

commercial development. These properties include, but are not limited to: (1) packing
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the need for frequent inventory replacement, such as Form A, are desirable. For

(tjate forms of

example, selection of a solid-state form of Compound 1 that is physically stable during a
manufacturing process (such as during milling of Compound 1 to obtain a material with
reduced particle size and increased surface area) can avoid the need for special
processing conditions and the increased costs generally associated with such special
processing conditions. Similarly, selection of a solid-state form of Compound 1 that is
physically stable over a wide range of storage conditions (especially considering the
different possible storage conditions that can occur during the lifetime of a Compound 1
product) can help avoid polymorphic or other degradative changes in the Compound 1
that can lead to product loss or deterioration of product efficacy. Therefore, the
selection of a solid-state form of Compound 1 such as Form A having greater physical

stability provides a meaningful benefit over less stable Compound 1 solid-state forms.

Indications
[0034]  The solid-state form of Compound 1 described in this application is useful
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conpri sing Compound 1. Solid-state forns of Conmpound 1
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present invention, therefore, a new solid-state form
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sol i d- st gh?gtefaég’%ﬁ%l?&ggﬁgcﬁ %ﬁy g&tﬁﬂ%(tm Elgas beer’r& Sther mammal,

avhidvisexactrharal erdessed by anbgssive os unregslatid iciytokine @raduction by the

FRRAERH B SRR AT P 3Bl sHE s o Compound 1
ti1538 KiavetdnOiRoRiRPitee8$ of nﬁtirggmrﬁagzﬁuz@%mmg sdch aSMNF and

Form A possesses physical stabillity at afibi ent
teriperoteing; and/orduive thesibility td retard thef naBoalbeurss of jeihtadesttaction in

t ire.specia rocessing, or stotage.conditions,
i B RER B BedS A R et T aH Fpvides 8 Hethod of
fu%@l'iﬁ%@ BRBkine Thtdiht@Bcon@itiBn whith @ofpeisésHalfinisteRhg to a subject an
exanpl e,  sel ection of a solid-state formof Conpound

efaetiyeCyprkjrg-intarfeying pmonnt of arsohid-staterfonmfef Gompougd 1.
. i i |1 f d 1 to.
BRPST® FRLRTSn b T 135 PO At v, e

n a mate

- itteatheshs eflpiophiflagie ofir ea) can avoid the need for speci al
processi.ng condi tions and the increased costs
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SEELA ?‘fﬁ‘ﬂ“dftﬁ’é‘s’lifeti nme of a Conpound 1 product) can
hel p guPichraifiMARAEG;C or ot her degradative changes in
the Conpound 1 that can |ead to product |oss or

det er i(b} allern THE medistrdcdiseades; cacy. Therefore, the

2o o SPRGPI 2 5L e l SRIBEMed i i
meani (¥ fieverl{eachsetas auantipywsic)st abl e Conpound 1

sol i d_(§)t gu r%oflgrrylﬁ?s'orders or lung inflammation, including adult respiratory distress
syndrome, pulmonary sarcoidosis, asthma, silicosis, chronic pulmonary inflammatory
disease, chronic obstructive pulmonary disease (COPD), and asthma;

A ' (8) cardiovascular diseases including atherosclerosis, myocardial infarction
(including post-myocardial infarction indications), thrombosis, congestive heart failure,
and cardiac reperfusion inj'ury, as well as complications associated with hypertension
and/or heart failure such as vascular organ damage, restenosis;

(9) cardiomyopathy;

(10) stroke including ischemic and hemorrhagic stroke;

(11) ischemia including brain ischemia and ischemia resulting from
cardiac/coronary bypass;

(12) reperfusion injury

(13) renal reperfusion injury;

(14) brain edema;

(15) neurotrauma and brain trauma including closed head injury;
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I ndi cations [0034] The solid-state form of Conpound 1
described in this application is useful for, but not

wo povbhed4d 0, the treatnment of any condition i nP@I/IB20EEM03030
or other mammal, which is exacerbated or caused by
excessi ve or unregul ated cytokine production by the

manmal (16 pueRod@sgeddNitivedigoddrki nase production. The
solid-state fornms of Conpound 1 is p38 kinase

ant agdd seeqtrabmerequsisystem dispsdere6in¢lyding:t tay ool lmited to, central
C ' > INE and. LL-1 proteins, and/or have
APl e HNind i s e o B Siiondi Such as
dakheitet's didedsa, PHRMSGRTOdistasd, HinkihztdnRIDis@RE, myotrophic lateral
Accordingly, the present invention provides a net Rod
ofclerosin $PIRG Gord injwi #nsl nesigherekreucepattivt i on, whi ch

conprigg)sli@eqraiigfgidsseta%ing . a subj ect an effective

cytokine-interfering anount of a solid-state form of

Conpouifl) dastrb3fihal todisiohd heh bairflaf@iddgboweIBRENRE, Arohn's
iqqi useful for, but not ' limted to, the treatnent or
p

pHIERaR 1eastris. diritable powelsyndremeiapd uleepativacohisitis

i ncl “d(bﬁﬁulE&%H@&iQéagesasquﬂ‘Eé éésﬁic Spgndy! oar t hr opat hi es,
gouty arthritis, osteoarthrftis, systenmic |upus

er yt he@hl pesigdoniatidisenseni | e arthritis, osteoarthritis,

and ot rthriti.c conditions;. (3) .neurainflanmation;

() ol P2l s iSkase o oy BBASh ep@RRts (ngpdipe diabeti
L&%ﬁn@}ﬁﬂ'@ﬂ,_ Lﬁb’éﬁisgﬁéﬂﬁ%phbﬂﬁhé’lﬂh,r}ﬂmgléhc&ﬁﬁtohé 6Btfcer@r\'/'eoatrophy, and age
neuropathic pain; (6) fever (i.e., use as an

aistatqdypaquiar degqneyation| (ABMPY (indlsding &RMPBrattaphiy form);

infla ' i ncl udin dult respiratory.distress

synr ogg) e REl L St snd ARt REE RIS Souter
ateoeascalafizdtionntiiall itbb sscvRtigdtiondhS 8GHE ne6VHs O hgzation following

R B berfoh And ot fasiasiy D)+ and asthne;

(24) glaucoma including primary open angle glaucoma (POAG), juvenile onset
primary open-angle glaucoma, angle-closure glaucomé, péeudoexfoliative glaucoma,
anterior ischemic optic neuropathy (AION), ocular hypertension, Reiger's syndrome,
normal tension glaucoma, neovascular glaucoma, ocular inflammation and
corticosteroid-induced glaucoma; |

(25) acute injury to the eye tissue and ocular traumas such as post-traumatic
glaucoma, traumatic optic neuropathy, and central retinal artery occlusion (CRAO);

(26) diabetes; |

(27) diabetic nephropathy;

(28) skin-related conditions such as psoriasis, eczema, burns, dermatitis, keloid
formation, scar tissue formation, and angiogenic disorders;

(29) viral and bacterial infections, including sepsis, septic shock, gram negative
sepsis, malaria, meningitis, HIV infe_ction, opportunistic infections, cachexia secondary
to infection or malignancy, cachexia secondary to acquired immune deficiency syndrome
(AIDS), AIDS, ARC (AIDS relaied complex), pneumonia, and herpes virus;

(30) myalgias due to infection;

(31) influenza;



(8) cardiovascul ar di seases including atherosclerosis,
myocardi al infarction (including post-nyocardi al

w0 ndoanatckon i ndi cations), thronbosis, congestiPer/iB2a03003030
failure, and cardiac reperfusion injury, as well as
conplications associated with hypertensi on and/ or
heart ®2) ¢endotoxéadiaclasepsiscul ar organ damage,

r est e car opat hy; (10) stroke including
ische t%x S%éﬂ‘osrypﬁ%?ér?rgé stroke; (11) ischem a

inclu %mgaxhéxmmhﬂe&ﬁsféﬁm 1ﬂcl@8ﬂ§ o3 AN EIThastr&ubh @ alﬁé#é%t rejections;

cardi ac/ coronary bypass; (12) reperfusion injury
renal @ép@eatmentsd bprg igsgrptipn dipedses isucheasersteoprosis;

neur ot N trauma including closed head
|nJurJﬁ?#%$h gﬁ%%ﬁgbéneratlve di sorders; (17) centra

n er VOouS7pdisérdens Of gRIferanls répro@lcidt Bgsterd ldﬁcmtenhb{ﬁh&ﬁgls
central nervous system di sorders having an

| nf | arﬁﬁﬁkw %‘C*Hp%ﬂ]&hn@,ah@@mimdttyons Smh‘asdsmaglnomas including

sease, . Hunti.n 'S
%gaggjse;% g %yot&n% ga@gmﬁlgat er gﬁs orep é%rlygx a%%?‘f?&?m e&rosns of bone;
i njur y(39)abnﬂugm€mdpha§fgahntnembﬁmt)blyism (dchidihg ¥aicef]] |s§<§ﬁa%9colorectal
and nephritis; (19) gastr0|ntest|nal condi ti ons such

Ean i famF&PWybO&smceau?é%@ cell-gerived ngpplasia epithelial carcinoma)
%§ﬁ ﬁd bdsal ce:l)lrJafctuﬁmlae alWek cﬁ%ﬂlqr ﬁﬂéjsuHLlC %B?etrlsx& as lip cancer,

colitis; (20) ulcerative |sease
unhewh Cal(CZH,)eS%élagM omicat, suiall bawel c(ai’iﬂér amr]htdmdcmo@ncer colon cancer,

3}V§E§z§’n§§r, %Pa%geracsénée?tpaglcrtelass <‘:anr<:g"rt onr']:?r a%tclghgesf celr\%galll %g}xg]egr] lung
cancer, breast cancer and skin cancer, such as squamus cell and basal cell cancers,
prostate cancer, renal cell carcimoma, and other known cancers that affect epithelial cells
throughout the body; |

(40) leukemia;

(41) lymphoma;

(42) systemic lupus erthrematosis (SLE);

(43) angiogenesis including neoplasia; and

~ (44) metastasis.

[0036] The crystalline form of Compound 1 disclosed in this application is also
useful for preventing the production or expression of cyclooxygenase-2, or

cyclooxygenase-2 activity.

Definitions

[0037] The term “crystalline form” as applied to Compound 1 herein refers to a

solid-state form wherein the Compound 1 molecules are arranged to form a

distinguishable crystal lattice (i) comprising distinguishable unit cells, and (ii) yielding

diffraction peaks when subjected to X-ray radiation.

[0038] The term “crystallization” as used herein can refer to crystallization and/or

recrystallization depending upon the applicable circumstances relating to preparation of
- Compound 1starting material.

[0039] The term “direct crystallization” as used herein refers to crystallization of
-7-



retinopathy), uveitis, ocular photophobi a,

nongl aucomat ous optic nerve atrophy, and age related
woremahars4degener ation (ARMD) (i ncludi ng ARVD- abCDHR0E5/003030

form; (23) ophthal nological conditions such as

corneal graft rejection, ocular neovascul arization,

Ceamppeand A disscaly divinaa isuitablosol vene Wiibitgformation and desolvation of an

b A ion and desolvation
RBAREH: BV raDel S8 Bl ot crmppved Tl ng
0004031 y DRERANGbAPShRLE &%sﬁg’%ﬁ)&y ad 18¢8 ety 3% Compound 1

primary open-angl e gl aucons . osure g .
pseititequpiiiedby the cghtaxiciomdictathe eerirois ubak; hsdiedh R ks

Al . ocul.ar hypertensi on, Reiger's
RBPRRLG it o7 et G siefen of s
phameos®icabeompsitionf | ammat i on and corti cost eroi d-

i nduced gl aucoma; (25) acute injury to _the_eye ti ssue
ML cul ﬂpe terR (pAkicls izh” asused ditrein mieratd parttle viee BB measured by

SRR RS A HL T s T Ry ko 30 & oo g
negieringatdiyien(aéidy fiskdi flow ﬁlaé{‘i(ﬁﬁtiﬁﬁ),'}ﬁlbwn%ﬁeﬁgs}? spettroscopy or

riasis, eczemn, burns, dermatitis, keloi _ '
g%?r‘iﬁ’ﬂ‘?‘é‘f%‘ﬁ‘“%a@ﬂ% nendieiting exgmpleof asevlinigng o eari e used to measure |

PRt 430 NG S S R s
ﬁ@phazera,T%qé‘mgmgﬁrﬁctl_s sizEll M d preelt 528 suRRATI0YBb Wefght of the
AHEER a0y EEERE e s Gairanye a-omRstisbyaushemventionl partce
siet nehaniny t&%ﬁdﬁ]@d’m (ADDS), Al DS, ~ARC (AIDS rel at _ed
onpl ex) . pneunoni a, and herpes virus; (BQ) nyal gi as
&Qggl o iHrdemm dASC gpny differeptialesciiBig edoamersy.c shock,
ﬁﬁﬂgj S The term “HPLC” means high pressure liquid chromatography.
[0044)] The term “IR” means infrared. ‘
. [0045] The term “msec” means millisecond.
[0046] The term “purity” herein, unless otherwise qualified, means the chemical
purity of Compbund 1 according to conventional HPLC assay.
[0047] The term “phase purity” herein means the solid-state purity of Compound
1with regard to a particular crystalline or amorphous form of the Compound 1 as
determined by X-ray powder diffraction analytical methods describedAherein. The term
“phase pure” refers to purity with respect to other solid-state forms of Compound 1 and
does not necessarily imply a high degree of chemical purity With respect to other
: compounds.

[0048]  The term “PXRD” means X-ray powder diffraction.

[0049] The term “TGA” means thermogravirhetric analysis.

Characterization of Crystalline Forms A,B,and C

L X-Ray Diffraction

[0050] Powder X-ray Diffraction (PXRD) was performed using a Bruker D-8
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(33) toxic shock syndrone; (34) autoi mune di sease
i ncluding graft vs. host reaction and all ograft
w0 gjoeotticons; (35) treatnment of bone resorpti onPCT/IB2005/003030

di seases, such as osteoporosis; (36) multiple
sclerosis; (37) disorders of the female reproductive
HAdsanes éllffmm?netem(dm#002@6;0%&a&)gh1nﬂbh_blllﬁ@(m@bl,us bodO and

- Ign : itiqns such as hemagi nonmas,
7R AT e o ks i 0B o sewree
NAGARRREXNX0 RVDnAUGHEA kS, Af s8N é A
beni gn and nal i anag?ﬂtyu r&?ﬁ?&;’?‘?&@é@ﬁf&%ﬁ“ﬁ ?IKOLZ(I'SM” A)
cadiatéon with ah imensitp hWeightddadve R2B 6E(K oLl 2153 184 AC &K ciﬁmﬁm
cancer, epithelial cell-derived neopTasia (epltﬁe Ia

CaPRIPT Y ARYSed forrdetastipm sBeane epdrturawas oanteolled using primary 2° Soller
LRt est i cancer such as lip

r&l noa ast.r oi i nal
ggﬁg@?% %g%ﬁve&eﬂge&l}t of gaﬂaﬁ‘e%ffrml&a{n glﬁﬁqth%m was used to
a6 s K PRadisd N maTixe@D Gt anG QLA SRBGRIary 29 ¥&iler SARSES tnm
bl adder cancer, pancreas cancer, ovari ar cancer,
eeangclramataanae Q.6 umdeteaiocsits whieeagtloymn dhna Btk @hlkdted using a
cancer @% as siﬂua s cell and basal cell cancers,
| B%B&f%{{ o G F PoibWHh aOcd fecent/poinbeRuNting Hmstaver a kangewf 3 to
Ranger. ' Ljal. cell roughout t )
3305 P bR By AL S LR ok P
labpuisumrinderts iveldds BsukeBpRajtic {Aiple aijohslgens SerSutiliel $&H dilanalyses.
eﬁﬁla5|a' and . 442 nﬁtasta5|s._[0036] The crysta!llne
gS SV E PRI ARonAfisr ghidgad erindingi s appl i cation is
p0051] usetadle { PrestHt€¥RAbbAhek I?gr P%a?%‘& bt ROmPA.

expressi on of "cycl ooxygenase- 2,
Table 1: X-Ray Diffraction Data

Intensity .
Angle (2-theta degrees) d-value (Counts) Intensity (%)
6.74 13.111 78 18.7
1038 8.515 214 512
10.59 8.347 88 21.1
11.34 7.799 : 63 15.1
13.49 6.559 344 82.3
15.2 5.825 - 27 6.5
15.51 5.708 87 20.8
. 15.78 5.611 95 22.7
16.18 : 5.473 170 : 40.7
17.58 5.041 299 71.5
17.68 5.013 297 71
18.11 4.893 275 65.8
18.47 4.799 46 11
19.46 4.557 40 9.6
20.3 4.371 248 59.3
20.73 4.281 238 56.9
21.08 4.21 385 92.1
21.9 4.055 193 46.2
22.76 3.904 345 82.5
23.76 3.742 77 18.4




cycl ooxygenase-2 activity. Definitions [0037] The term
"crystalline fornf as applied to Conpound 1 herein

wo sfoengeto a solid-state formwherein the ConpeammB2005/003030
nol ecul es are arranged to form a distinguishable

crystal lattice (i) conprising distinguishable unit

cel and ield F actipn pe whet

sub TR = .é3r4[ 003q P, opem 13.6
"cristalliza#8on" as u Be¥8di n_chn ref4 to 9.6
crygtal l i zap§.¢n and/ or recryg al I'i zati onsglependi ng gp 4
uponthe ap abl'e Cifcunst gnces (efating to

pr epatr-at+en— $§Cﬂrrpc'u. j xa-t-ex-:l—é& [0039] Fhe
term "direc?6.tyystallijzati @#05as used héein réf ers23.e
cryptal I i zagd ogn of Conpjound 31319'3rect ly frema sujtablg,s
sol jent Wt bog./[ formation rLui desofvatiogr of—an :
i Nt baediate=Sol vated lor VIS |6| ne sol.id- ate form 296
Conpound 1.27.0940] The tern328:onpomd 1418 ug 100
subptance” ggyyised herein mpans Cofipoungsd per fse R
qualjified € Contex rch—thetermt+s—tised;
and cah rofz7 édja ||nfi1r mvlr!_a_éplrgl (‘nrrn und Il to ; ﬂbozj%a
1present as28%38 i ngr edi ent &f142 pha maceumitcal 34.4
conmposi ti omg §0041] The tenmggparticle sdzze ag$ useg, ¢
hergim refer O partifcie reasured—by -
con i 23'_%;“ cle lsj 7n:§r@§m|r1 g te ?‘rﬂl ques wel 19-1
knolwn in tHR9.%t, such as RB9r |ight seteri ng, 19.1
sedf mentatigpggfiel d fljow fQQ@bI onati on, é%hot onl 163
coryel atl Or, . SPECtTOSTOpPYy OfT Sk—centrfugatton—ene
no Nt 31 _a__t__érE i gue t hat 184n he uqed33§
measure pardli® e size fis a2l79Gui d di spersi on t echni g2
enpl oyi ng & 3ypat ec Harti elgeSi ze| Anal yger. The 17.2
" Do[Upar tt ¢l Ze 15 [@a part e stze such—that—96% by
wei jght—of f" fe particlgs aFé'Z‘EBJI et tharP$ he DOO 16-5
particle siPBebdas neasur ed By62uch tonverési onal 16.3
particle 3391 2.642 100 23.9
[0052] Form A typically has an X-ray powder diffraction pattern comprising at least

one peak selected from the group consisting of 13.5+0.2,17.6 £0.2,17.7 +0.2, 21.1 +
0.2,22.8 £0.2,25.4+ 0.2, and 27.2 + 0.2 degrees 2 theta. In one embodiment of the
invention, the solid-state form of Compound 1 is Form A having an X-ray powder
diffraction pattern comprising peaks at 13.5 £ 0.2, 21.1 £ 0.2, 22.8 +0.2, 25.4 + 0.2 and
27.2 £ 0.2 degrees 2 theta. In another embodiment, the solid-state form of Compound 1
is Form A having an X-ray powder diffraction pattern comprising peaks at 13.5 + 0.2,
21.1 £0.2 and 27.2 + 0.2 degrees 2 theta. In yet another embodiment a crystalline form
of 3?[5-chIoro-4-[(2,4-diﬂuorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-
hydroxyethyl)-4-methylbenzamide having a melting point in a range from about 138.5
°C to about 142.5 °C, and an X-ray powder diffraction pattern comprising peaks at 13.5
+0.2,21.1 £0.2 and 27.2 + 0.2 degrees 2 theta.

[0053]  Figure 1 shows an illustrative X-ray powder diffraction pattern for Form A.
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Si ze measuring techniques. [0042] The term "DSC' neans
differential scanning calorinetry. [0043] The term

WO b Cloemeans hi gh pressure |iquid chronmat ogr apty1B2005/003030
[0044] The term"IR' nmeans infrared. [0045] The term
"msec” nmeans mllisecond. [0046] The term "purity"
heo3d1n, mﬁﬂ163$r&5ﬂ§ﬂ%%ﬁtaw|fb{é% 16BERSmt Be cheni cal
purity of Conmpound 1 according to conventl onal HPLC
assay. [0047] The term "phase purity"” herein neans the
solid-state purity of Conpound Iwith regard to a
particul ar crystal | Tahde 3r XeRay PifttsstibwDataf t he

Conmpound 1 as determ ned by X-ray powder diffraction
angl ytical methods degcribed hereiln. ﬂ',h&,sii@,r mT phase
puneAnpRf(2/theta@epteb) Y W Hmaﬁ?es peqt (@ Intensity (%)
solfid-sStareg s of ¢onmpau artd—does ot
ned i 3y hitgh r*9 e aof| chenf4al nuh ity?24.1
wi tth respedi.83 o ot her com:laL&st [l0048]10The term 289
"PXRD" neangog-ray poywder 4 lfzt)ractl on. §9049] [The LR
" TER—TTEan ETTIograyi et —anatysis:
Chcl-f—@-@-(—@-‘—l—ié—p on_of ﬁ\lefH . g%@ Edr ns A6SB !IJd C |186
X-RRav _Diffdaddi on [ 0050] Pnugker X-[ray DQFfractji on 662
(PXRD) was 1pegf ormed usi n rukgr D- vance
di fifTact OIIS §h (sertat #G%g%’f) upcn at 18{%% tHIe e 47.3
DI EERACRHud49800 and M cr 2288 W rddows Bf(tm) 4.0 74
sofft ware. Th&lsystem used :6@Ddpper| X-raps9gsour cle 48.4
mailnt ai nedg%540 kV and 405mh to prow dg6Cu Koff T 189
(1W ; raot-attot—w—th—at
i nlensity Wt nlihf ed _aver ;1994-7\$9 (Ka P\ 1. 43184 A A 12.3
scilntil | atiBAScount er [was usad for| det ecty on. Beam3y s
aperture wagigontroll ed usjgg; primary 2,golTer 226
20.97 4.232 61 17.5
21.38 4,153 151 43.3
21.89 4.056 - 134 384
22.22 3.998 105 30.1
22.69 3.915 66 18.9
23.21 3.828 81 23.2
23.67 3.756 106 304
24.41 3.644 107 30.7
25.2 3.532 78 22.3
26.23 3.395 112 32.1
26.89 3.313 349 100
27.52 3.238 53 15.2
28.3 3.151 129 37
29.83 2.992 94 26.9
31 2.882 61 17.5
3242 2.76 57 16.3
32.83 2.725 46 13.2
33.57 2.667 42 12
34.09 2.628 58 16.6

[0055] Form B typically has an X-ray powder diffraction pattern comprising at least
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slits and a fixed divergence slit of 2 nm A
di ffracted beam nonochromator was used to renove Kb
w0 z2s/at06on and fixed 2 mm anti-scatter, secondaryIB2005/003030
Soller slits, 0.2 nm nonochromator, and 0.6 nm
detector slits were enployed. Data were coll ected
usiergaka seleaed SomnhogroGp 6dhsixeing POl N8 0.2 37 80k, 1%58 +02,21.4 +

Secao [ ountin ime over a range of 3 to
AR m&%@? %G degraeh hivetas lapa¢ embodimest of the

: C ; in:
SPURBnC0308 sLR15 of CnBE PUTOERSER Sl 18- powcer
adiffrastioh pstesgn c@apriding peaks et TL§ +d52,i13.70¢ 0.2 188 +10.2/%1.4 + 0.2 and

(3150 drerei ghete, T sa0thes mbodiment oy sobrfate Garmoat Compound 1
Catrath Bodvidgoin™ £af Yo ded dl¥rabidch a[t?a'i‘:]e% éo?yprﬁﬂ'}%ge%ﬂgs at11.80.2,

di ffraction pattern conprising east ‘one
skl & 0eklarfdr 269 + 0 dpgorep 2 dlonta.i Ia tyenapotfer #Mibbdinen?a cAyftafline form

0.02, rl?.7 , .1.0.2 22. 0.2, .25.4 0.2 d
_201%2[5-?_7311%%@B?é-efﬁﬁgorphwwo’nﬁ@ﬂ@w@mﬁw-a}]—ﬁ%
e e h b b B s R B L6 1 TP hnd an
C¥rpY povdry difémkiiongiattét @mistg Bdakd at 01.8 + (22.13.8 902, and 26.9 +

0. nd 27.2 0.2 degrees 2 theta. In another
éﬁ%éﬁrm’f%,&e?he solid-state formof Conmpound 1 is Form

ing_an X-ray powder diffraction pattern
ﬁBﬁ% i si higupehRoWstanpHustratiye X-ray poydendiffragtign pattem for Borm B.
degrees 2 theta. In yet another enbodi nent a
dPOR%la) | TARleBgresents data obtained for a sample of Form C.

~15-chl or 0-4-[ (2, 4y | | - - i mi di
55 6n1 oo (2. Sl gt guovopye i

hayrmg—a metting—potrni—t+Ar—arange—ropabqut—138-50C
tola ‘?lg{e &iﬁﬂgéﬂ(g:#egns angx‘;ariay pome&t&!’?‘m action
patt-Ere~corBE RSB Sk s Lrvajue o 2(County) (| Intensity (%)
27.]12__ 0.2 ddftees 2 theta.22l&053] |Fi gur219 shols amo.9
i I'llustratives-ray powder (qijdsractjon pgidern for FHeydn
A. [[0052] Iagb‘f 2 p.r(—,‘btnib e obtjaied ,‘5;:: aw_ﬁr
of HermB—Table2 X{R 14 on
104 8.496 47 8.8
13.51 6.547 47 8.8
14.61 6.06 91 17
15.36 5.762 299 55.9
16.06 5.515 137 25.6
16.91 5.238 167 . 31.2
18.18 4.874 46 8.6
19.21 4.617 81 15.1
21.55 4.12 174 32.5
22.52 3.944 94 17.6
23.1 3.847 40 7.5
24.49 3.631 120 224
25.15 3.538 111 20.7
26.25 3.392 99 18.5
27.03 3.296 99 18.5
28.36 3.144 219 40.9
28.62 3.117 115 21.5




[0055] Form B typically has an X-ray powder

diffraction pattern conprising at | eastone peak
w@edoeotmwa f rom t he group consisting of 11.8 OPQI/IB2805/003030

0.2, 15.8 0.2, 21.4 0.2, 21.9 0.2, 26.2 0.2, and

26.9 0.2 degrees 2 theta. In one enbodi nent of the

i nJention, the solid-state form of Co]mmm; 1lis Form

B hadnple @thetaldegrqepder divaiweact ilon @dunR)N | Intensity (%)
cornpr n ks at 11.8 2, 13.[7 OU. . 02;
ST o 09289858 S o1n°uea0m ol Ju0 SO e
Confddund 1| i s A5
n paghern 10.1.
U. &4

id
emodi nent 30ttHe sol i d{st at29drm df
B Ravi ng amiX9ray powder dixfgsracti|o
conprising peaks at 11.38 0.2, 15. 0 2—=and—26—%
degrees 2 theta. In yet another enbodi nent a

Il f f . . ST ..
T2, G PR dlystiatve Samp Py dss A fiction gytsfen Fprm C.
-1 (6H) -yl ]-N-(2- hydroxyethyl)-4-nmet hyl benzam de
havi ng a dehydration point prior to 1200C, and an

-ray poﬁfr diffraction pattern conprising peaks at
1k 8" 0. Aiffergntial Sganni irgetr grees 2 theta.
| A : ’ - i
T ot R DSCRR RN MRS BRI (9N 515) was
psekermoledabahabflavnedut eamperaarplae fof theaemvfGxpdamksts. The

3; X-Ray Dif j Dat a[ 0058] Fj 3

SiRief P el bigh it i poaed SEnksnnra A crpvigs for te
Expédrimeret fisQUsSet indthis RGN A Ful§ie) RidrdBficriw sl (PR aid

Mettl er DSCB822e heat flux differential scanning

SEMPATRINER entrobpiNh B iBgtrumRent. 3y ditregep @t H@ c¢/mtimavakesed as the purge

fl ver,sus t era data for th f

0 SRR TSR3 ot ihPa’ B0 Mot e s
go WirsdoalsedIT adustdas SoRéce e sighsl ) arfepRthEdath OThd Rénperature
experinments discussed in this report. "A Jul abo

iaR¢ Beat Slomeaxisvyere palibraied ustigipdium- t enper at ure cont r ol

i S r ) is m-n_.wa sed
fhodoR < EASKAE0A an s R QA TR, Y horam
200@m A.2000C. The Mettler Star software for W ndows

s used to.colle the signal and anal yze the
E{l{{@i‘? THEEpE, %‘P&’ts &Pg] ustratelve dlgt[érentla scanning %a]orimetry thermogram
of Form C. :

[0062] DSC can also be used to characterize Form B.

1I1. Thermogravimetric Analysis/Simultaneous Differential Thermal Analysis

(TGA/SDTA)

[0063] A Mettler TGA/SDTA851e thermogravimetric analyzer simultaneous
differential thermal analyzer (S/N 286) was used to collect the weight loss and sample
temperature versus temperature data. The samples were sealed in 40uL. pierceable
aluminum capsules. The instrument robot was used to pierce the samples before
insertion into the furnace. A Julabo circulator was used to maintain temperature control

of this instrument. Dry nitrogen at 50 cc/min was used as the purge gas. Samples were
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and heat flow axis were calibrated using indium
[0060] Figure 4 shows an illustrative differenti al

WG eanniaeg cal ori netry thernogram of Form A [ OPGI1iB2005/003030
Figure 5 shows an illustrative differential scanning
calorinetry thernogramof Form C. [0062] DSC can al so
Iheatdd ads : i : ' (ic
o B P B Mt frid R AL B WIRROMENT was
(UsevosDItegt thOSIgRl and Metl ydeahe d4t4) ‘PhY A@petature and simulated heat flow
t her nogr avi metri.c anal yzer sinultaneous differential
taﬁlérwgcafpéf"ﬁéﬁmggd%’%%) was used to collect the
wej E]t | 0ss and sanpl e tenperature versus tenperature
&%Q‘fg{ ThElguEafshosrs\aariBusiiative Ghermograyimesrie Aralytsiseof Form A.
al um num capsul es. The instrunment robot was used to
10Q85d e t Rigursshylions apelwstrativerTkertriogravimetoictAmalyisisrof &oem C.
A Jul abo circul ator was used to nmintain tenperature

~ ¢e066] ol 'Bhertrioigravimeatic Amalysis chi ¥1s0 bt OGO cAbrabRrieCFornB.
was used as the purge gas. Sanples wereheated at
5 mn from2QC to 4000C. The Mettler Star software-
for Wndows NT was used to collect the signal and

qual yze B,mréagéctra&gp% enperature and sinul ated heat
flow axis were calitbrated using indium [0064] Figure
00 dws Tfrarad Spsetrescopmewahdoneogr aVhersor Nicokeh GoymraionfNexus 670

r ’ 0 Lgur. shoqws an tJlustrative ) .
FReR Qi P 2t GEATR GumeSiheRl Hocd ¥ 8o/ it 2 4 e resoution
Wees avegageditorRddutEndisal A KBt teamspiktted ah@ a MEW A Setector were
cha[ acterize FormB. |IV. Infrared Spectroscopy [0067]

FRPIOYELd Spectroscopy was done on a Ther mo- Ni col et
Cor poration Nexus 670 FT-1R using an Avatar Ge ATR
@ﬂ@%- ] sanfirlle 4 popsents daip abtzined faor aisample of Fotmresol ut i on

Table 4
Position Intensity
1070.37 0.196
773.03 - .0.153
1503.92 0.146
1640.83 0.14
1655.18 ‘ 0.137
960.15 0.122
805.24 0.117
1330.79 0.109
1311.43 0.108
1462.76 - 0.105
1094.36 0.103
1514.67 0.102
870.28 0.0998
1276.64 0.0939
1593.56 0.0913
1545.85 0.083
969.8 0.0828
1139 0.0803
1221.84 0.0777
1418.17 0.0777
723.97 0.0751
750.18 0.0685
1568.53 0.0631
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were averaged to reduce noise. A KBr beansplitter and
a MCT/ A detector were enployed. [0068] Table 4

wEemsenics dat a obtai ned for a sanple of Form ACTVEH2E/003030

4[ 0069] Table 5 presents data obtained for a sanple of
Form B. Tabl e5[ 0070] Figure 8 shows an illustrative

infrred (TR ppaRbAUM OF FOT M B V. RolARnsity .

Spec roscopy Raman speqtTa were 0 et—ot—&
W?M 3 9.030

ET Do H ana The
T O T

b_Lbé_EE:EDGASQ E;nrh A

CaF2 heannm.nl&ilé}m a Ge detlector were QRHd. Up to

128 scans with R4rlésol uti on off 2 cm 1 wePd38bne on

each| sanpl e. BaM.8Instrunents {were contr glozgs by Omic

6. OA sof tware. 3363 3% mapping §. 0 soTTwar g ggas Used 1o

contyor tne Harﬁa %I EW STage: 21— Tab Otbz%p. esents

RY
dat afobtarrred—F 5.6 sanpte—oftFo 00433
Tabl ‘e—Fpresents—tat-a—obtatlned for 10289} Form B

‘DT D

_Tabl e 7[0074] Figure 9 shows an |Ilustrat|ve Raman

691 I UaBle FRELNA dat LS 2th &
EDIBI ?J]tst r atal \?e R’ ma§ dsape(%:)otzr u?ﬁl:c??ld k]gﬁ%%m %ynarri c
Vapor Sorption (DVS) [0076] @bfa carried out on a
“Surface Measurenent Systens D %S/N 990909, Bal ance

#81317) oper at Pogtiomder DVS W[n version IntehSitnd
Wlndovvs 2000 sggdi\gg €. The sygtem was Pr &y pUsTy
cal 1 {prat eo USI Wﬂ reratTvyehumdrt
sat %al ed bal t ng; Fofrs—at—+4—8%%—33- 1%’0%3.3 +50%
r el aft--ve—hurel H)—TFwo °fans_\AeLe_d§::Qé_£1 250C
fr orh0-90- 0% RIP%8-3h 2 st ep silze of 10% B3486d a dnf dt
of 0,005 Quar#43%2hp| e pans Vere used f 610434
anallyses. 1641.82 0.0409
, 1426.43 0.0328
1509.71 0.0299
1246.63 0.0294
1549.33 ~ 0.0286
1268.15 : 0.0254
1596.06 - 0.0213
1558.33 0.0186
1457.12 0.0178
1373.24 0.0161
962.65 0.0134
1092.33 ' 0.0125
1618.08 0.0104
1575.82 0.0079
3346.22 * 0.0062
1683.99 0.0053
887.48 : 0.0045
1142.82 0.0023
1384 0.0019
3653.34 0.0014
1700.49 0.0011
3048.87 -0.0046
1185.05 -0.0046
1044.46 -0.0064
926.78 -0.008
1718.15 -0.0097

-15-



[0077] Figure 11 shows an illustrative DVS of Form A
[0078] Figure 12 shows an illustrative DVS of Form B.

WO 0Dé0Jo6kd gure 13 shows an illustrative DVS of PEDIB2005/003030
C. Phar maceuti cal Conpositions [080] The present
invention is further directed to pharnmaceuti cal
ClO0PRIsi t iFiguse 8 GRGWS &i iligstidtEe hifySERHR) BfeciromBForm B.
Compound 1. [081] In one enbodi nent, the
pharmaceuti cal conposition conprises FormA and (ii)

e or ] jcally acceptable carriers

and/ or ditue ulﬁégpf%/g%l adj uvants (collectively
r @021)r ed Ramahep&itta vasge Obtdiie iof AFT'-R afel modle wififd FY-Raman
(ili%) one or nore_active ingredients other than
CHIFOVTY stage; ddeFT-Rampbmgdple svas atiaghed to the Nexns 630 Bynch. A CaF,
t - gRind QP d ' 1.0 the .. 1
c%?fg%glﬂt{r%ﬁal S precteéé}gorft asgé;g&bsqpat%ﬁ ?tgl%':{/}ﬁgﬂas%reﬁﬂlnugm of 2 cm
Feermdane ) 8&h shmphen Beirhndiuments wedd contdiitd By Orhigs 6N & ftware.
% ction . of §on‘{)ound lis present in the formof Form
Alvsyaanping, 0.0 seftware wassised esantrobthe Raman vigw s&ageer cent
(509%. of._Conmpound 1 is present in the formof Form A
[[@Qa] | n Tablstoriseseatsisiatn ehstined for asample ofiFemmnA.per cent

(90% of Conpound 1 is present in the formof Form A

[086] In yet another enbodi nEable 6a phar maceuti cal

]

conposition conprising 3-[5-
chl or|o- 4-[ (2, 4- Boditioror obenzyl ) gxy] - 6- oxopiyfensitg N- 1 (6
)=yl N-(2-hydr ogmegnyl ) - 4- netfhyl benzam dgg@gnd one or
nor e [phar MaCeut BGRg 7§/ accept abl|e€ excl Pl eMtgS gaMTETer T =
det eqtabte dnuuw‘il g 1 tre 5004 o
3- [ 5-fcttoro=—4 [\832:%5di HHHoereberzy-exH—6 C$‘I,C§yrl ri-din
| ( 6Hy—yH—N—2-3He®0xyet hyl V. 4. et hyl benAabli de i g
presgnt—as For mlifq“‘Z/qt alline 3-[5- 3.871

1331.95 3.596

661.95 3.363 -

1301.64 _ - 3.187

2927.48 3.116

1273.48 3.1

1251.69 2.994

725.58 2.829

1638.1 2.756

2966.89 2.552

1455.18 2.457

1284.12 2.366

1417.57 235

785.78 2.338

1426.06 ' 2.223

581.69 2.23

1666.31 2.073

1549.95 1.998

969.66 1.982

926.48 1.916

751.68 1.728

891.22 1.672

2998.34 1.649

2905.82 1.581

493.36 1.585

1376.98 1.504

-16-



chloro-4-[(2, 4-difl uorobenzyl ) oxy] - 6-oxopyrimdin-|(6H
)-yl]-N(2-hydroxyet hyl)-4- nethyl benzam de, wherein
wdo-znoamfeias a nmel ting point in a range from abewr/1B28&/3030
OC to about 142.5 0C, and an X-ray powder diffraction
pattern conprising peaks at 13.5 0.2, 21.1 0.2 and
217. 0.2 degrpgsgtient heta. [087] | n onelstehsity nent,
t he phar maceut j4¢4 55 0NPpOSI t1 0ff conpr i ses jgsm B and
(ii)omeor nml%g.;é TTTECEUT T Tt +y acCeEPt gbjgy carTiers
and/ pr—e-dents “r".r ot—ath-tvaft-s—(eottect sz -y
(iii)_one or nb3%-Eetive ingrddients ot hdr3®han
Conpiound 1. [088093 n anot her dnbodi nent, le¥ldential ly
the entire anowuss.16f Conpound |1 cont ai ned.286 t he
conpsSTtion 1S PregeNt as subgtantral Ty phpge pure
For : fu?@T i874%'3i embod et —at TeaSthg4det gctabte

B [ 0801 o anos Bl armbodiront 1ot oast fiTAy oorcont ]
(50%_af Conpo 3634 | s present! in-the for Eorm B
[091] I n_anot heM9dé®bodi nent . dt | east ni ne®3d percent
(90% of ConpouBfb.a7is present| in the forin0df Form B.
[092] In yet anopher enbodi nent, a phar mexesg i cal

~conppsTTTONn conpgley Ng 3-[ 5 0.949

chl ofro4=ft(22d=-fuorobenzyoxy="6-0X0 o6

Y-yl NI 7 T A N IR AL E RS
y ™ \L |1yu| y L ||y| / = LILJ LY ||y| UC'.lL.Cllll 2fl|ru Tll? Ul

nor e -5

det ect abl e amount of the ,

3- %5- chl oro-4-[(2, 4-di fl uorobenzyl )oxyf] - 6- oxopyrimdin
[Q078H) - yliaplen presemsidasa Getaingd fora sampleoffiosmndin de i s
present as Form B crystalline 3-[5-

chl oro-4-[ (2, 4-di fl uor obenz{abtex¥] - 6- oxopyri m di n-1 (6H

)-yl]1-N(2-hydroxyethyl)-4- nethyl benzani de, wherein
Form B has a d®bsitibati on poi nt| prior to IhBSityand an
X-ray 1621.36 - 12.21
1329.64 8.292
1271.06 - 7.127
845.6 ' 6.976
2930.54 6.653
1514.53 . 6.52
730.17 6.452
243.72 4.6
1665 4,088
335.71 4.041
3083.93 3.886
112.52 3.863
1419.75 3.709
157.14 3.505
1646.24 3.466
3050.99 3.398
891.3 3.338
1436.11 3.31
1247.4 3.287
592.4 3.169
223.76 2.857
1555.17 2.767
1234.46 2.387
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powder diffraction pattern conprising peaks at 11.8
0.2, 15.8 0.2 and 26.9 0.2 degrees 2 theta. [093]
wa bweoaspound of the present invention can be PCT/IB2005/003030
adm ni stered to the subject as the neat conpound
al one. Alternatively the conpounds of the present

i nveftion Can DEysRjggScNt €d W LT One or TRy sity
f ov o ~Ff

phar aceutrttat 12/3%(8(56[.” abteexpprents—in fForm—of
a phgrrreceut eal "f;”‘-"pOSi tHHeor—P—useftH—ex 'éie.p,t_aan_
be, f-e»r—e-x-auqcpJ_e.,_7g_§:.aer--r-t-erL The carrier nquf

courgehe accep8 e in the sense of bei Ad6@onpati bl e
with|the other iA¢redients of [he conposi2ildB and nust
not We del eteri Qu&g76 0 the reciplient. The @gniier can
be afsolid or adop@gi d, or botfr, and IST)Tf@gEraDIy

for 1 al eo Wit llld.sgquUIlpUUHU d ot uu&%
conpestttonm—foetfranpte—a—taplet; ﬁ—eh—g%é—eem-a-u__
f r om-O—05%-to 0 %fﬁf: wel nhf oflthe act] \/c\ f‘mnllnd

Ot hel_phar macol 883241 Ly active| subst ances k% al so_be
present . incl udi®¥4.28t her _conpolinds of t hel@28sent

i nvention. The @éhé3raceuti cal fonpositiong.7da8 the

i nvention can bmgprgpared by ahy of the wgl72known

-techml ques o1 pml_grggcy, CONSi S[TNg EeSSent |165|2§y ol
adm T caf—oet
ITlg e Lug 97'“5 |_UUL+J mMeST— ConpP :ﬂégm

P~ Y n— ooy nnt

adm III OL CI Cu lJy \JUIIVL,III.: Gn ! rmgns ’J” T
use ia r-nnjn ||nr~f]3 Abén th hha_r_n_‘a_ I~ Asﬂﬁpr as

i ndi vidual therl A8:52i ¢ conpounfls or as a d@ARi nation
of tHherapeutic 299638unds. [ 095] The anmpunil.586 conpound
which is requiré6D.8d achi eve the desired hi4gogi cal
effe¢t wll, oforposse, depend|l on a nunben3gg factors
such[as the SpegeF 8¢ CONpoUNd LNOSEn, TIe U3 for

whi ¢ 1S T 933} Lne rmode aonT s Eﬁ“; otr—and

t he rntcat—cot ror—of—the ce%p: ert—iF Fhe
1 n'F 4 19 H 2’4KJ

1
L1

Con'p ho ! + 1 8RS | n\/anfj on_hnNener
PoT UT UIT TC I OrT orreT

pres din a8 Zﬁmf arm cont fi ni ng _ahn|1t1-2(341 ny

4

{
aboui_1000 ny o285 crystallihe form of &d@found 1.
633.97 0.863

D
j4))

)
"
9

[0074] Figure 9 shows an illustrative Raman spectrum of Form A.
[0075] Figure 10 shows an illustrative Raman spectrum of Form B.

VI Dynamic Vapor Sorption (DVS)

[0076] DYS was carried out on a Surface Measurement Systems_DVS 1 (S/N
990909, Balance #81317) operating under DVS Win version 2.18 and Windows 2000
software. The system was previously calibrated using known relative humidity
generated by saturated salt solutions at 11.8%, 33.1% and 75% relative humidity (RH).
Two scans were done at 25°C from 0-90-0% RH with a step size of 10% RH and a dm/dt

of 0.005. Quartz sample pans were used for all analyses.
[0077]  Figure 11 shows an illustrative DVS of Form A.
[0078] Figure 12 shows an illustrative DVS of Form B.

[0079] Figure 13 shows an illustrative DVS of Form C.
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In other enbodi nents, the dosage form contai ns about

0.1 ng to about 500 ny, 0.2 ng to about 600 ny, about
w®2@60%p6t0 about 250 ng, about 0.4 ng to aboutrPdBB20@5/003030

about 0.5 ng to about 100 ng, about |Ing to about 100

ng, about 0.6 ng to about 50 ny, about 0.7 ng to about

25 ng, about 0.8 ng to about 15 ny, about 0.9 ng to

about 10 ng, or about 1ng to about 5 ng of the

@hyshakettidye CogipbtiGénsConpound 1. In still other
i% di rrents the dosage form contains | ess than about
ny, besgresqmamvammtls ﬁgﬂm dire@ed tot plarmadsotical §6mpositions

cSﬁl ribi P€| é g{{mlggjf:orl‘[%oof@on]lrpg)s%dtlhan about 10 ng of the

crysta ormo This total daily dose

¢e8i]be abhoreienibodistnt,ahd ﬁlﬁrﬁa&élﬁ‘]@&l dofpds o 8bRpHES Form A and
Z in proportionate mul ti pl e subdoses. Subdoses can Bm

’dl)rﬁ”ﬁl °§ IRHTE @hf}_m%aéel{sw@hlweb@blemlerww@r dilwents end/or adjuvants
ve 1 t al.n

resu %§9i ?%Ie épatfé F({:/l eh(i)nf ?mﬁ‘lo?{) llaoglg)g@efﬁ fore active
ﬁngrcdaemﬁ otlieemmmbmpo&mdlcal conpositions can typically

ain, for exanple, 0.1, 0,2, 0.5, 1, 2, 3, 4, 5, 6,
M 9 I{l@no%r erggoduglent gs?exylalldohe emire amountay Conpund 1
&5ftaindd  th
8 aéltrrmal m nnggxg 3§9@n eseﬁ"c%g gﬁstffg%gﬁ&g ptug%fo%{\y of
{ I conplowmg Cm‘bodlm?np raebestta demaceabie fractivarpfiCuedpedad 1 is present in

fﬁH as are well known in the art, to provide
prolo n%éggg?%ust ai ned delivery of the drug to the

ﬁl&ﬂj r oi NMihesbiheAémbddGEntONM ]é‘i&y fil t)'f;@ﬁrenp(fSO%%F@‘B Bfind 1 is present
i ncl ude, but are not to, pH'sensitive

Pb‘?‘% L TRfM Ae dosage form based on the changi ng pH
fjssy he SIHBa%thExnérﬁl%dugg ¢ oW §hg pgeg%eog(%j )tq?é‘,eompound 1is

capsul e, retention he 's onac
pmtmatherfonmememsAof the formul ation, bioadhesion of

L LR W M AL
S a1y RN LS b o«
methylbenzamide and one or more pharmaceutically acceptable excipients, wherein a
detectable amount of the 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin- »
1(6H)-y1]-N-(2-hydroxyethyl)-4-methylbenzamide is present as Form A crystalline 3-[5-
ch]oro-4-[(2,4-diﬂuorobenzyl)oxy]-6-oxopyrimidin-l(6H)-y1]-N-(2-hydroxyethyl)-4-
methylbenzamide, wherein Form A has a melting point in a range from about 138.5 °C
to about 142.5 °C, and an X-ray powder diffraction pattern compriSing peaks at 13.5 =
0.2,21.1 £0.2 and 27.2 + 0.2 degrees 2 theta.

[087] In one embodiment, the pharmaceutical composition comprises Form B and
(i1) one or more pharmaceutically acceptable carriers and/or diluents and/or adjuvants
(collectively referred to herein as “excipients”) and, optionally, (iii) one or more active
ingredients other than Compound 1.

[088] In another embodiment, essentially the entire amount of Compound 1
contained in the composition is present as substantially phase pure Form B.

[089] In one embodiment, at least a detectable fraction of Compound 1 is present in

the form of Form B.
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nol ecule is delivered to the site of action by

mani pul ati on of the dosage form Thus, enteric-coated
w@anueonicay i c- coated controlled rel ease for mul B¢T/IB2805/003030

are within the scope of the present invention.

Sui tabl e enteric coatings include cellul ose acetate

[0%0y hal ahenoddet Md&fﬂneﬁ?@tﬂ@ds@fiﬁ??@@leﬁt(%%) of Compound 1 is present
opyl met hyl cel | ul ose pht hal ate and ani oni c

“hydr oxypr
i %Pﬁm%ﬂ&mﬂét hacrylic acid and nethacrylic acid
hyl , 9] e Lnistered, i a ousl: .
B e B mPRT BIBEE ML L P B Sy 13
pfes@mimthefbrr) ol Fof By body wei ght to about 20 ng/ kg
body wei ght, preferably from about 0.25 ng/kg body
[Q%2] ght Ipyebanather smbadinkat. Balprmasentical compesitioregamprising 3-(S-

e S e
nethylbehzanioe aod ofi¢ onmatemhiarifcengddtly abospyables ghjieiitd, wherein a

AFRGIE AeaDehBe $05 Lok T DavuoE Rk -A-orppyrimidin-
1ﬁfgm]-ﬁ»(zfﬁ@@;gla?gl)-ﬂnﬂeﬁﬁgoé&arﬂﬁglfé prrln&:lnl | F&*iﬁa%"rﬁ?atmfne 3-[5-

m about about "200 ng per Iiter.
chlome4-[@ahdifluntabienzylYosy]-60anpyranidin- bieHayblN- (2Agdraxyethyl)-4-

200. th d,of th [ toi i on.
RO en 2RI Wacrt B oF R R BRS e BB DI FEIon Bri2Enanfiflan X-ray
pbWaEP BRRET ol PHeh? cARMMiInZ BBt 11 8109D, FNRLBLGHE b6+ 0.2

conposi tions accordinhg to'the present invention
degredsilobetahose suitable for oral, rectal, topical,

85 ot Bt pLAR bR bt AR GERfrinforth to e subect s
tHeMeh®RIRUEN aRAB] Allinaflel9the @nipdAb@& oflthe pféBsH: invention can be

suitable route in any given case will depend on the
Presgnipdwih @ne ay@ere Bhappageyicalyrigrentabie exdipignts indiedermaatia
t £. th ' , i IS,

o815 O R SEBILAIE) ier. c
cadnat mustt ofatouose, besacepthble i e kEndewf eing cbmpatitsie imtichlthe other
.for .topical adminjstration to t eye al so inc|ude_eye .
eI RPE PRI U AGE i dri U Tk Gl rrier
cAHSPLAIRDrIaNiGost, bRBO®, &R i§ bRferably formulated with the compound as a

unit-dose composition, for example, a tablet, which can contain from 0.05% to 95% by

weight of the active compound. Other pharmacologically active substances can also be
present, including other compounds of the present invention. The pharmaceutical
compositions of the invention can be prepared by any of the well known techniques of
pharmacy, consisting essentially of admixing the components.

[094] These compounds can be administered by any conventional means available
for use in conjunction with pharmaceuticals, either as individual therapeutic compounds
or as a combination of therapeutic compounds.

[095] The amount of compound which is required to achieve the desired biological
effect will, of course, depend on a number of factors such as the specific compound
chosen, the use for which it is intended, the mode of administration, and the clinical
condition of the recipient.

[096] The compositions of the invention generally can be presented in a dosage
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especi al ly an aqueous solvent for the active

ingredients. The anti-inflammuatory active ingredients
w@emopsosiier abl y present in such formnul ati ons iPCEIB2005/003030

concentration of 0.5 to 20% ~advantageously 0.5 to 10%

and particularly about 1.5%w w. [0102] Pharmaceuti cal

dori eshthin@pSabdui 6.2 grofabouta08d n?ggdmu &Y §@flin FolrBf ESmpound 1.
u

presented in discrete units, such as capsul es,
dnoHer smbpdimentsethe depage denmeeantainnatiout O trag 19i abyunsS00 mg, 0.2 mg

30 B BOE PR ey 87, AP HTREIS 130, s
<08 nigitoabeut 180 3y ABAS1a1p tb ADAN 180 #EQ B0 ro.mﬂgtégb’&ﬁ 48 mg,
iquid; or as an oilin- water or water-in-oi

|
ehowtd b me tagbpwdSang.ahoutd) & mede sbmi il6ing beutd. Hmg to about 10

y. ' of .pharqmcy whi.ch .
PhERDGES DB Ry a5 FY &t AR rERR T pdiRaty din il other
aatbiodenemsypiadudge) forn dotithins G35 tHalfabow100hng adks than about 75 mg,

onstityte one or npre accessory |ngred|ents%. In
E%sﬁ &hagy abopi D mgnigesdthan ghout 23 mgpPrlssrtban wiout A g ofithe crystalline

, S S ol 1t h ' .

o bFCORBOEIY ST Kul)gh] BpRCHah b€ SATRALRA Wi bafiepy in a single
dhem ,glr irf pmpertissae yultiea gimlgsds h&utgiosswai be Edihirlﬁsg_éﬁﬂ 1280 6 times
at t can be.prepare conpressing or nolding a
Bt 1 Bl D el 23 bt S Yo g s,
POPTIOr NDREUARLHDANriting A6RPE Gk FormS B{eeﬁéfl%éeﬁghﬁt S
can be prepared b]y conpressing, in a suitable machine,
compevtiprsasd tymcallyfooatir, ferixampleof ) 0.2uGH, R, 8, 4FM6ET, 8, 9 10,

20,8 3047 R0 I0L 475D i RoB BT 35 gPH00 A o e
apsnll{rz)fornvol Cethpbalkd £t s can be nade by nolding, in a

Eggﬁabl e. L ne, ‘lthe powder ed conpound noi stened W th
ner t 014 a Y40 e Aemperng3yf thpresfat BYentden can include

SETRASIAE Sy A 1y e B BN kg o
dfe drag tqpthe g@moimtn;;mqt rant by anpnimbercf entchasiems. UEHesd inglude, but
AP Beg O B BB ekt R PR P droBf S B o dne changing pH
geihatsinalldmestitley s16wiefosidn GFUCEBIECorafAPsIAE 36teAtion in the stomach based
on the physical properties of the formulation, bioadhesion of the dosage form to the
mucosal lining of the intestinal tract, or enzymatic release of the active drug from the
dosage form. The intended effect is to extend the time period over which the active drug
molecule is delivered to the site of action by manipulation of the dosage form. Thus,
enteric-coated and enteric- coated controlled release formulations are within the scope of
the present invention. Suitable enteric coatings include cellulose acetate phthalate,
polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate and anionic
polymers of methacrylic acid and methacrylic acid methyl ester.
[099] When administered intravenously, the daily dose can, for example, be in the
range of from about 0.1 mg/kg body weight to about 20 mg/kg body weight, preferably
from about 0.25 mg/kg body weight to about 10 mg/kg body weight, more preferably
from about 0.4 mg/kg body weight to about 5 mg/kg body weight. This dose can be

conveniently administered as an infusion of from about 10 ng/kg body weight to about
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[ 0104] Pharmaceutical conpositions suitable for
parenteral adm nistration conveniently conprise
WG r@sims4aqueous preparations of a conmpound of P¢TIEB2005/003030
present invention. These preparations are preferably
adm ni stered intravenously, although adm nistration
QA0 apkg bbéy evfefgc pﬁdmlnytenhlfumomﬂuﬁlsl bmtdbmﬁﬂﬁs purpose can contain,
-nt r am [ ntrader i njection.

?3‘5%’?? 3 1 bt Q.0 P8R RS 9 % P&fs@h}yefaowb% Hing tagbout 200
’ tﬂ*fgapé? RIAHEd Ui ddschh g Eoﬁgﬁ f&%ﬂ%ﬁbfé%&%%b&@%%& & Sbout 200 g of

ution sterile and Isotonic W
Ithe easepovind of trepossent ioventinoc B, agpouied foe irjevvien tch®Bontain, for
will eera}‘IDb contalnf28 Olto 5% w w of a

EONPBaNG O 8‘0‘5’@3“?1@?0@? M$105] Phar maceuti cal
¢O1G0)S tPl@d?ﬁla&\thﬂl%ﬁlpBQﬁoﬁste&gé}du?gd@tﬂé %e?ﬁ rn einglé]de those

preferably presented as uni 0se suppo ories.
suitablefos ol ancetal, bmlcathrhumaige 8., subtingualy] anﬂ pmleﬁter)aﬂ esgnt

th t
BB, Ml R EL  Faveno s s gueh the

h’ﬁﬁt SL&ﬁbletrbﬁR@ Vbt %Wéh cds@ MQheﬁ’é?ﬁfdﬁBtﬁ@ HitbfeBind severity of the
|l e for topical application to the

r‘[ﬁOSI tions suit
§R1i‘ tign beiag kpatyd engdan thh@atuoe of e pamicuiancorepriund ovidetnis being

| . Ca
8 oo 8 A Ao B
pOrO &t hycha'mBlaylloys:stdlt&ble&bﬁ@pﬁiasadrﬂiﬁ%u@ﬁ&btd’tﬂé bﬂe"‘zﬂscpfnclude eye

t.wo or. thereof. The active conpound is generally
Braps Sherelp the aChyBEReAiEnisHe Gisselvehplspanded BomNable shirier,

bR cRNYRR %hﬁéoﬁ@ sol V@t FERERFve 15%1%&%9& S 'ﬁlg Iagli{(inf[a%)a?tl)ry active

Transdermal adm nistration is a
Presedienteareipeeferablympessit incueh ﬁommtdnioas froa cdncemsation @80.S to 20%,

b resent e screte patches
adap[bggél{s&sbgﬁ%?@% 8?5?1‘:}1’%{‘]]@{ GHt ]ag%] ™h the
E!nlﬂdlar M Bhafthadelifical €6ihPosaiidnsf sAiftable %r@r&"hﬂﬁﬂm@l‘?ﬁddﬂ%aﬂfbe presented
(gecé Such patches suitably contain a conpound of

HE “F‘H%ﬁéH‘Eh %fr?apwl%ceﬁbﬂ%mfews,m:ftalécte,ctaclaqmaumg a
ﬁl‘?:hé’t(ehﬁﬂed gl'néuc‘rﬁlo‘f Gl ¢he Eorqbgﬁ% &afle | bidsét irfy mventlon ¥§a powder or

di spersed in
granules as a solution or a suspension in an aqueous or non-aqueous liquid; or as an oil-

in-water or water-in-oil emulsion. As indicated, such compositions can be prepared by
any suitable method of pharmacy which includes the step of bringing into association the
active compound(s) and the carrier (which can constitute one or more accessory
ingredients). In general, the compositions are prepared by uniformly and intimétely
admixing the active compound with a liquid or finely divided solid carrier, or both, and
then, if necessary, shaping the product. For example, a tablet can be prepared by
compressing or molding a powder or granules of the compound, optionally with one or |
more assessory ingredients. Compressed tablets can be prepared by compressing, in a
suitable machine, the compound in a free-flowing form, such as a powder or granules
optionally mixed with a binder, lubricant, inert diluent and/or surface active/dispersing
agent(s). Molded tablets can be made by molding, in a suitable machine, the powdered

compound moistened with an inert liquid diluent.
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pol ynmer. A suitable concentration of the active
conpound is about 1% to 35% preferably about 3%to

WA BMs/0Ms4oONe particul ar possibility, the conmpoR@mIB2a05/003030
be delivered fromthe patch by el ectrotransport or
i ontophoresis, for exanple, as described in '
ROB037ac e BharglceRRa B H0sitid0S3uitaBit Sol RS (sul-AA28N) Adgninistraﬁon
any se, the ampunt of active ingredient that can be
da%ﬁ?@@ae%eﬁ ROBARYINS? COPANd-f thetpressnbiyertion iniafidvered base,

. 1.nJ red,will. vary dependi n .
EAREERRELDO BT Sy e P SRE I Shpoun na
dnlert bass snett ix)gelz{tih]iﬁﬂgliﬁhﬁn 8Phictbse Afidaéacir ns for oral
i ng capsules, tablets, pills,

g ' istﬁation i nclu J
a mﬁﬂr s, Pharmageutical compesitiens sieble ferpasentere] administration e

: . l.nvent i.on Lxed wi.th at
FERFHEY gk PR BieRala B L onl gl o pypsen:
stentibn. Bhestiprbpaagensi ¢ prefarably alihnigeep intten@sly, Although
narnaI&FractlcF, ad%;tl nal substances other than
iSRSyt onsap also be sttected By means of subgznesus iatranuscular, or

i ] ets... .
RSl LR S picParaliths A BolenleARF e BFepabdd by dchnining e
lsampevndyith getdrsnd Teidesnsthamesuping| selution seetile dndisadohit with the

repared-wth enteric coatings. [Q110]. Liquid )
il DRIl SrhPosions ShhmiRe Ly RS sHOGANM Aerdiuby contain from 0.1
b 8 e 4 Edthpotind @eRIséPh&emmul Si ons, sol uti ons,
suspensi ons, syrups, and elixirs containing inert

d9103¢nt sPhasmasswtigal sompositionshavitable forsgetal adminstmtion Segineferably

bt 5 QALY Lse.adiuvants, such_ as .
REPABh b IR AR Bh R HE RS TR B BIEAISR g A8 2 capmpound of
sheegeent ingentidnawinhi bngor rao@ PaVENIGhAIGoHd eftriers, Fé&tlekddnple, cocoa
Ibn ect%‘:he reparations, for exanple, sterile
iH{“’erc? Englﬂﬁ’ _36‘?5“]6!“3&1@}?‘“’6%3 suspensi ons may be
foroay! ateithrMmecRtiedl RO mpBsitibEs KRB &b ilégll ﬂ%ﬁééﬁ&% e skin
di spersing or setting agents an suspgn | agents.
Predergblytakedhe fyracefnl aintprenp areatn, tmiomapastd, gol, sprag, aerosol, or oil.

' i 0 Ssol ytion,.or,.suspension in a

s fnl B bE 0 PO L ERH OB GEELspiEne elycols, alcohols,
and combinations of two or more thereof. The active compound is generally present at a

concentration of from 0.1 to 15% w/w of the composition, for example, from 0.5 to 2%.
[0107] Transdermal administration is also possible. Pharmaceutical compositions
suitable for transdermal administration can be presented as discrete patches adapted to
remain in intimate contact with the epidermis of the recipient for a prolonged period of
time. Such patches suitably contain a compound of the present invention in an optionally
buffered, aqueous solution, dissolved and/or dispersed in an adhesive, or dispersed in a
polymer. A suitable concentration of the active compound is about 1% to 35%,
preferably about 3% to 15%. As one particular possibility, the compound can be
delivered from the patch by electrotransport or iontophoresis, for example, as described
in Pharmaceutical Research, 3(6), 318 (1986).

[0108] In any case, the amount of active ingredient that can be combined with carrier
materials to produce a single dosage form to be administered will vary depending upon
the host treated and the particular mode of administration.
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solvent, for exanple, as a solution in 1, 3-butanediol .
Anmong the acceptabl e vehicles and sol vents that may be
weEnpboyedt are water, Ringer's solution, and i SEtDIBE2605/003030
sodium chl oride solution. In addition, sterile, fixed
oils are conventionally enployed as a sol vent or :
J030ndi Mhe 5816t dosugeorms fir ord) ubmGEGrator imdladidg bAgsals, tablets
oi.] may be. enployed inc|uding synthetic nono-"or- ’ ’
oﬂlgﬁ’y&’éﬁﬁa ead grafudesaiotsdabove serprisgcing or smoshcerspaings of the

gryct . _ . C iLi actabl oo
a1 nlfhlehhibred\GPhaBRE Bd B BiotitsiE £ ufsmaese, or
atdrch. ISach dosage formsand didvecdnpeBe, dvBh hodgal giacﬁ_t:@,%ml%hal

and/ or Prtglph | axi s [0113] The present. i nvention al so
SHBHaRES 0 eﬁ%‘@ﬁéﬂﬂ’“f luents g nhuhticating/agents seghirasi magnssiof stearate.

j - [ it t hod conpri Si .
fin ittt BASRSTRG (MG 8BSt 62 dosdel ol MRP o 58 Rfnbrise Bhttering
@gents { Tabietoandpilocaberdditionbl pbé prepape whthcakdric @bfifst | ve

t OL. a.solid-state form of Conpound 1 or a
EMHCe H“&‘g&sé 585 19T oal _dpinis tratiog can insludg-pheemaseutically
fagedpi e &RABRHOdotktiohd .]r%si)langi&so TR04LIR tc&npa(ie%igg’ Sert diluents

ki nase- nedi ated condi ti I's rheunatolrd arthriti
[compBinlSussH im thestrt outhi s weset Sichf @mposiziahsrmiay aRdGbMprise
rophyl axi.s_of condition. in.asubj ect where
g‘ Q‘Qﬁ‘?{‘%ts?ﬁ% F%‘He‘glf‘g 42H%S CRUSHYINg 30 SHSREPAINE a2ERis apd swgetening,
iffaebrtinti, Agd pbifiimiMtagbatsi ted to, treatnment of those
Eonditions previously disclosed above. [0116] Besides -
g]ﬂé usBysstablepreparatgenst fos gxarpple, sterfle injedtable squebes or oleaginous

i : eut i cal conposi.tipns - .
SRR T B R0 B AR Bl o OBY RbleGRspersiog o
setipg agams arebsnspendmgchgbas. IMRINETHE $njedtable preparatibn may also be a
horses, dogs,.and cats. [0117] The solid-state foris
B?Cr‘%olﬁi?&i‘ﬁ% Splution oF SYSPERSIeN Brisnnkexie parentcedly @seeptable diluent or

g?le%rt“(hfeo% eéﬁ?l@?&ﬁ?{%‘gﬁnﬁao?gé 3!331%&&56%?95019&{5%@%%' a%cé.ﬂ?ab% P&ficles and
solvents that may be employed are water, Ringer's solution, and isotonic sodium chloride
solution. In addition, sterile, fixed oils are conventionally employed as a solvent or
suspending medium. For this purpose any bland fixed oil may be employed including
synthetic mono- or diglycerides. In addition, fatty acids such as oleic acid find use in the
preparation of injectables.

[0112]  Pharmaceutically acceptable carriers encompass all the foregoing and the
like.

Methods of Treatment and/or Prophylaxis

[0113] The present invention also embraces a method for treatment and/or'
prophylaxis of a p38 kinase-mediated condition, the method comprising treating a
subject having or susceptible to such condition or disorder with a therapeutically
effective amount of a solid-state form of Compound 1 or a pharmaceutical composition
containing a solid-state form of Compound 1.

[0114) In one embodiment the p38 kinase-mediated condition is rheumatoid arthritis.

[0115] Such a method is useful for treatment and/or prophylaxis of a condition in a
-24 .



and/or (ii) in conbination therapies wth other drugs.
Such anti-inflamuatory and ot her drugs may i ncl ude,

whiocasms4not limted to, steroids, cyclooxygenaSE2005/003030
i nhibitors, DMARD s, inmunosuppressive agents, NSAI Ds,
5-lipoxygenase inhibitors, LTB4 antagonists and LTA4
hyubjedt aderd ddmibistr@ich of B3 SRS MhisiRTN Maicken, ih@l%ﬁﬂ%yﬂut not
epbraces admini stration of each drug in a sequential®
neied 19, fregtmeat phibpserqoaditigns preyioysly diischnsed abavieal

e S ] i S | I

CIO8) 5, ldat 0By AR oo Bl foms of Compoune
sil amd phareavautialrgdaiposisidadthafeof Brelsdl uRfuf fot 3RRYINGryAfeatment of
injection having a fixed ratio of these active agents

oFOPAMRN: erpicandfanmmanimalsd & £gamplsrhesesrdogajand cabns,
OfA17P" ﬁ%glof}%gﬁkx fofrd Ot é&%gl)lgr#ilﬁ%r[ T%gﬁooljrtilogmhrégeof also can be

cont al n escription

pueedd(i)dt thwnapids patiallgroy sbmbletdls irf laceofUthéeaiRehMhatory drugs,
desgribed herein, This detajled descriptions fall

mfﬁ?fn(" Hecamhipatiogtherapies Witk qthes Arugsd Sheh ansi-inflammanery and other
[ ' ' tod - B i G GQpe.

B e Anchbdcl it ard RorfnctBty SERNds, el yblitle. $Rfivors,

i PMARDE irBuangruppressiveqgenst NSAIDS, Slipsxygense inhibitors, LTB,

g R A DI THERRoD SroTabPeRon therapy” embraces
[ 8dkdiD]strivionIoNREE UAMR iRt sEduentidOmBnriér in7§re§§ngﬂ]i§|z@ wilp%r vide
mL h 9 drops P

di chl or omet hane (300 nlL) was treated w
Dhgoefigial effcts afyheodmg gpmbkiationcrs Wellias@o-agmigis@@ion of the drugs in a

1 : i, i d. . .
0B s e TR S v v

f ratioedl theshactive lagéritoor inasulGiples Suphfatd ésbagdiforms f AY&Rioh® one for
an off-white solid. The solid was treated again

giv
V\?atcﬁaﬁﬁﬁrox. 300 ni of dichloronethane (the solid was
not conpletely soluble) and added to an ice-cold
sol ution of ethanolamne (21.0 g,
EXAMPLES

[0118] The following contain detailed descriptions of methods of preparation of the
crystalline forms of Compound 1 described herein. This detailed descriptions fall within
the scope of the invention and illustrate the invention without in any way restricting that

scope. All percentages are by weight unless otherwise indicated.
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360 nmmol ) in dichloromethane (300 nL) in one portion.
The m xture was then stirred at roontenperature for 30

WOorRa6/040649 ndi cat ed conpl ete reaction (2). The PEEIB20€003030

m xture was then washed with 3N HO (300 nmL). The
| ayers separated. The organic |a er was washed with
wat er (300 m.), Once again EWBP Isepar at ed. Addi ti on

ol@ﬁ)zﬁ]ﬁgwﬂedemmﬂah‘hdmt assi um car bonat e

and dried over anhydrous sodium sul fate. The sol vent
was evaporated and the residue was flash
chr omat ogr.aphed over 350 g of silica gel and el uted

wi th dichljoronethane (1.0 lit) Followed by 10% i

met ha@ol di chl or onet han (t). Fractions 0/\©\

c@hﬁw e desired gproduc re conbi ned, C'I/kN F
entr :

co ated and dried un erN vacmﬁn,.tda"guwiath J

pr %Hdi ssolving 3 of anor ploons n

3-[5- ChI%‘P 4-1(2, 4- cocl OH
di f1 umobenzyl ) oxy] - 6- oxopyggm di n-1 (6H) -yl ]-N-(2-h &
oxyraw hapb y7 4- met hyl benzam de 4%120 5 m of methyl et}l% 83
ketone. The mixture was al'l oW&d to air. dry in aho
resulting in FormA. [0121] Form A can al so be
prepared by the recrystallization fromnethyl t-butyl

i"?gﬁ]c h % %’gag{sm’@%pgiﬁ. BP0 shdn By iy fickloreghane Q0 mL) was

l tfeq X
s ol LIS A0 v . o

gemgl,ileheq)s ThE niviott vas ssmd at mmmtexhpememufdrllﬂglours A clear

oﬁﬁioﬁ'&aﬁ&ﬁﬁfﬁ% {;lgnlre fi{gg%%ggf:@rifreﬁtgar\tlsgf gﬂraﬁgtglv%t% nge an off-white
slolidr Fhegoldwinrrétedaigainpigigpptot. 300 B0 6Pd#hloromethane (the solid

was not completely soluble) and added to an ice-cold solution of ethanolamine (21.0 g,

prodildt as a wRrCE amorptoys solid (31.76 g, 9
Ex 2 Prepaoai | on of. FlrmA [01207 Form A
€ 4

360 mmol) in dichlorométhane (300 mL) in one portion. The mixture was then stirred at
roomtemperature for 30 min. LC indicated complete reaction (2). The reaction mixture
was then washed with 3N HC1 (300 mL). The layers separated. The organic layer was
washed with water (300 mL), Once again layers separated. Addition of iso-propanol was
used to clarify the organic layer. Approx. 75 mL of iso-propanol was added and the
organic layer was washed with 1M potassium carbonate and dried dver anhydrous
sodium sulfate. The solvent was evaporated and the residue was flash chromatographed
over 350 g of silica gel and eluted with dichloromethane (1.0 lit) followed by 10%
methanol in dichloromethane (2 lit). Fractions containing the desired product were
combined, concentrated and dried under vacuum to give the product as a white
amorphous solid (31.76 g, 95.7%).

Example 2

Preparation of Form A.

-26-



[ (2, 4-difluorobenzyl)oxy]-6-oxopyrimdin-1(6H)-yl]-N(

2- hydroxyet hyl ) -4- net hyl benzam de in 0.5m isopropyl
werdvenso6dihe resulting solid is filtered and ai PCTIIB20a5/003030

resul ting i n Form A [0123] Form A can al so be prepared

el o FormA HagprepdB b QIS PE RO aiap B iy Phlgpy -2

dmhbro’seﬁ;?yﬂa,xsir @)63(8;5)‘i‘ﬁhﬁlhm4t(6HT-S’HVNQ%%xWxg&hyI')‘-ﬂEﬁEthyﬂbenzarmde
et hyl ket'one: 5- chl

i §.5 ord rof iestinyy) Ieyhaklyf]tor& Jmmmuw wan alllwd) toir]driir( 2hegdiresulting
Wéy et hyl ) -4-nmet hyl benzam de is dissolved in Im of
on recrystallization the material is filtered

I21RI I Fhringd cir?zﬁéﬂ bd prepdred b thd réeryft@liZdlontesingte@ - butyl

al so be prepared by urry fromthe follown

b g aormens [ biRem (b eitbwgabenzylowah-canpyrimidin-
flsTBLA - AR E Ry ARl o BP R o B 028 i Byt t-buryl

aney. m&tbﬁllﬁmb% glfdwaxdQo 4rand and the resulting prechltate is filtered and air

%2 4-di fl uorobenzyl ) oxy] - 6- oxopyri mdin-1(6H)-yl]-N-(
@F‘é)‘%?étmrjnﬂ met hyl benzam de in 3 nl of water

@ﬁ r es E% z?igé it—éj?%ga Fgﬁlfﬁ?ﬁ}ggjr‘ﬂr# E c analgﬁ %—é5-0h10r0-4-

Haﬂpdaﬂadrobynzgrl)uxy]y& mgo;@mm@inol{éH}y[]H\J €2rhgdoxgeth13-44 -

BelitpRymie ST BoRR Hbetor g b ol Bl and i dried

petsmggmp&qnp@ter m Xxtures W|th a water activity of
d above. Exanple 4 Preparation of Form C
[0123] Form A can also be prepared by direct crystallization of amorphous 3-[5-

chloro-4-{(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydroxyethyl)-4-
methylbenzamide in methyl ethyl ketone. 100 mg of 3-[5-chloro-4-[(2,4-
difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide
is dissolved in 1m] of MEK. Upon recrystallization the material is filtered and air dried
resulting in Form A. ’

[0124] Form A can also be prepared by slurry from the following solvents: ethanol,

dioxane, tetrahydro furan, and dimethyl! formamide.

Example 3

Preparation of Form B.

[0125]  Form B was prepared by the slurry of 185.mg of amorphous 3-[5-chloro-4-
[(2,4-diﬂuorobenzyl)oxy]-6-oxopyrimidin-1(6H)—yl]—N-(2-hydroxyethy1)-4-
methylbenzamide in 3 ml of water for 7 days. The solid material was filtered and air
dried resulting in Form B.

[0126]  Form B can also be prepared by slurrying amorphous 3-[5-chloro-4-[(2,4-
difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide
or crystalline Form A in ethanol and water mixtures with a water activity of 0.4 and

above.
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[0127] Form C was prepared by slurrying 31ng of
anor phous 3-[5-chl oro-4-

W ¢@dpsA4@ied | uor obenzyl ) oxy] - 6- oxopyri m di n-| ( 6HeHIB2008/003030
2- hydroxyet hyl )-4- nethyl benzam de in 1m of water.
The resulting solid was filtered and air dried. [0128]
The exanpl es her ei n can beExample4ed by substituting
% ener i aI |y or specifically described reactants

ﬁ‘iﬂa%’r“o&? conditions of this invention for

d g, ' sexanl
‘f‘?‘ﬂﬁ’ﬁe“ZEove iR PG IR T ime bEAGORD K Sthioro-4-
oR2, 4—ﬂéluombem1yl)@ny]aﬁexqm}lmnadmdl(6H}yﬂaN+(ngdfdxgemgg_4_
i be ng n :nge aboye met hods, conbi nations and
E‘t?#by benzpmgie ind mlipl watezs The resulpingisplid was filtered and air dried.
it f
O ea i aples BeRAPOR 1 peliSfméd M Nt filiving tnd Fenerically or

dwcﬁmamy idescribed reattantsmrd/edopesating aontiitivhs vEthisidverionifr those
i.mtin docunents nentioned in this

, sgnse. Atl I
é{fﬁﬁil lf’éléetli’rgﬁedé?gecx@% @ssly incorporated by reference as
[6120y! | yInSgéw bPiht RbéVe, ltONUtHR sedPhaCthe YRR 0B é'c&ddfgﬁ@igventlon

el enents of the present invention or the pr e1{ erre
exetashienedht As yaridye chafges cowdd he miade estheabove mathpds, tchmbinations

BB B B B e 255 S

invendior ing intaridd tHaa Wil AgitteAEitdinddEindBelab e k@l@sdrﬁ‘)@lbﬁ $E Yerpreted
and nean that there nmay be additional elenents other

Ehidhsira{eve|and peting) laniing senapaill docamantymmsrtigned in this application

%{J&bigﬁ% E;Q{r%@ﬂy (rff?rleﬂ%eraosﬁgguzu IS)et % aé!e&%opyri rni di

hﬁ)l(j_()]s H) \yh]:n N&I@ﬂudnygielemgm%s;mf kHe-ptesent iinyblhmﬁlz(ﬁm'ldprefened

ayi a er_djffragtio 1 conprjsing
SRl Bl IRiEs. BRSRRInG gr G "Hsnahd ! 2 w5r mindsd o Mean tha

Qmex?e aré 6néor fork of e dlemBntd. Tﬂé tekms O¢ Zpr?sgngg' "19c]%d1n%5an4t1

0.2, and 27.2 0.2 degrees 2 theta. A Crystalline
thsviRgofare intended to be inclusive and mean that there may be additional elements

ﬁ?}%ﬁﬂlﬁﬂh@lﬁte‘b c[lén%en‘%s.d' fl uorobenzyl ) oxy] - 6- oxopyri m di n
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6H) -yl ] - N- (2- hydr oxyet hyl ) - 4- met hyl benzam de havi ng an

X-ray powder diffraction pattern conprising a peak
wa@edosotmay f rom t he group consisting of 13.5 Op@r/iE24051003030

0.2, 22.8 0.2, 25.4 0.2 and 27.2 0.2 degrees 2

theta. 3. A crystalline form of

3- [ 5- oo Aﬁﬂ%D kf | uor obenzyl ) oxy] - 6- oxopyri mdin
I ( 6H)-yl] ﬁfl?i? y rgxyet hyl ) - 4- net hyl benzani de havi ng
an X-ray powder diffraction pattern conprising a peak

elected fromthe qro onsjsting.of 13.5 0.2, 21.1
0 5, DB Tl LBk s aimicin
f1e61m)- -N-(2-hydm)zyithl_l)A-methylbenzamide havin]g_ag X-r:«gf pg/owder glifﬁraction

3-[5-chloro-4-] di f1 uor obenzyl) oxy - OX rim
Ipatiér)cogriptisinNg (@ petly stiataddirom the gronp tonsistieg v 18 Gex @2, 17.6 + 0.2,

133 $06c T8 n e Babos 2 A2, bl PReeseeid ey

3-[5-chloro-4-[(2, 4-di fl uorobenzyl ) oxy]-6-oxopyrimdin
I ( 6H)-yl]-N(2-hydroxyethyl)-4-nethyl benzam de havi ng
a melting point in a range fromabout 138.5 C to about
242, 5 ADEysHmeprmot =5 giorsed- (@4 fifbierdbonzyherybroropyrimidin-

] : 2 apd 27. 2 . .
JETREN B RERER B pputoton fltehay o3 305ey o foer ditfaction
?)a[tgma:bhilpﬁ@ii’\ll_é-a[zp(eﬁk aéei«ﬁxéd mﬁhlcm;w%twb bﬁmlyégmgnﬁxggﬂ d).fm' Zi.n+0.2,

- - - roxyet hyl ) -4- et hyl benzam de o
ﬁ&\ﬁ %%ﬂéf(%éﬁ a?fﬁ%%# R féareestd Batapat t ern
substantially as shown in Figure 1.7. A pharmaceuti cal
conposition conprising 3-[5-chloro-4-[(2, 4-

di fl uor obenzyl ) oxy] - 6- oxopyri m din-1(6H) -yl ]-N-(2-hydr
Axyet HyFyysallmetfory ofchiaohldew-4:6@.bddluorobenzyd)oxy]-6-oxopyrimidin-
gg@gﬁg@*{?-gﬁ%{oj)\r(%eﬁléﬁ)@?-}ﬁ%%yel‘been)fzgr'npdeehnatvtc’ﬂg an -rrz%ll Sogder diffraction
Paftérnaahmprising-a[peak deletidd fuomahesoyb Lovsiding-of Xy £iom, din + 0.2
- | é6H) -_g/l & N- (2-_hydroxyet hyl ) -4-nmet hyl benzani de is

PPeLét* U< degrers Aty st al 1ine’ 3-[5-chl oro-4-[ (2, 4-

di fl uor obenzyl ) oxy] - 6- oxopyri mdi n-1 (6H)-yl]-N-(2-hydr
oxyet hyl ) - 4- met hyl benzami de,

4. A crystalline form of 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-
1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide of Claim 1 having a melting point in
a range from about 138.5 °C to about 142.5 °C.

5. A crystalline form of 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-
1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide having a melting point in a range
from about 138.5 °C to about 142.5 °C, and an X-ray powder diffraction pattern
comprising peaks at 13.5 +£0.2,21.1 £+ 0.2 and 27.2 + 0.2 degrees 2 theta.

6. A crystalline form of 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy}-6-oxopyrimidin-
1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide of having an X-ray powder

diffraction pattern substantially as shown in Figure 1.
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wherein Form A has a nelting point in a range from

about 138.5 C to about 142.5 0C, and an X-ray powder
walzdobnassd on pattern conprising peaks at 13.5 pPOL/E2005/003030

21.1 0.2 and 27.2 0.2 degrees 2 theta. 8. The

phar maceuti cal conposition of Claim?7 wherein at |east

a;bout ﬁ@ﬂfalﬂ{acélﬂﬁ:aﬁcomposmon comprising 3-[ chloro-4 [(2,4-
5- chl or o- (12 4-di f1 uorobenzyl ) oxy] - 6- oxopyri m di n- |
2y

(dsﬂyorybqnzw)e k@»qxqunmlﬁw IY6H)-ykjaN- h%ﬁhbtb'nzmﬁlylememylbenzamme

mA ¢ 3-[5-ch
GRS s BRrE Ol b hE a i Fri Y BF AgeisSiahjegmount of
QK 84 Bhord-4mes, mdifRanagtai vk ]
co%pgg?ct ?ogn (r)[FZ Cl)dal m 7 mg?gly%Ga%&BFeas?lgtgout %1822 02f
tl}yérog_yethyl) 4-methylbenzamide is present as Form A crystalline 3-[5-chloro-4-[(2,4-

L oA Ar R PO SR P,

PrIRSER Foad ARisa ﬁemhg@bah ki M'inge fromCdbodt Q3§5[°f22to4about 142.5 °C,
di f | uor obenzyl )ox ] oxopyrimdin-I(6H)-yl]- hydr

g @nRt-Fay-prvrdsr Hifiraasionaaticm. comprising peghsat daéeuo QcZﬂ 1+0.2 and

?9'%.9 Ir%tde%peegfz[‘%gl m 7 wherein the

di fI uor obenzyl ) oxy] - 6- oxopyri m di n- I (6H) -yl ]-N-(2- hydr
oxyet hyl) - 4-net hyl benzam de present in the conposition

iS su tantl al IX ghase pure Form A _crystalline
38 [ 5- Jhgrmacettical composition of Claim 7 whierein at least about 50% of the 3-

f
g%hgorr %I;(‘y[lé%J ﬁ;%éﬁ(éﬁ:%ﬁzé(ﬂ E)e nz a%ﬁﬁ(mi Clil(&iﬂngﬁ N Hldr&)(emyl)_“_
mﬁﬂh@mmldfais presepas iForo A afyst@lliame 3 [3-ckbaoeai-f(2 ghe
Aoty B Gk i kA P vt yymhy bgpaamice.
- (2- hydroxyet hyl ) -4- nethyl benzam de present in the
corrposi tion is between about 0.1 ng to about 1000

h I f im7
\r% er el%atp%ég%%rﬁnac géxilggs{tﬁr{) (?lzntl ’|7 (\)N%e?cin g lgiasrtnabout 90% of the 3-
ibjcﬁfo?o-a 2, U-Ql'ii‘l’tm?&;%k l) «Wéfgip%lﬁlu nM 6H %]'.;l -N- FZ hydroxyethyl)-4-

H pyrazol -5-yl | pi per
pretkdhenzamidenie pcezsnrms |FprmrA crystobmeSdn- cﬂnﬂmum [(2.8- ng to

adbf? or?l?e%%ﬁg?xa}]- -%Xor?afl %Hdl(@a)egrm%ggdroxy&ﬂﬁy etﬁsglbenzamxde.

lO The pharmaceutical composition of Claim 7 wherein the 3-(5-chloro-4-[(2,4-

difluorobenzyl)oxy]-6-oxopyrimidin- 1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide

present in the composition is substantially phase pure Form A crystalline 3-[5-chloro-4-
' [(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydrox yethyl)-4-

methylbenzamide.

11. The pharmaceutical composition of Claim 7 wherein the amount of 3-[S-chloro-
4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydrox yethyl)-4-

methylbenzamide present in the composition is between about 0.1 mg to about 1000 mg.
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conprising admnistering to a subject having or
suscepti ble to such condition or disorder a
wo besapewt i cal |y or prophylactically effecti veP@EnmB2ds/003030
of the conposition of Aaim7. 14. The nethod of C aim
13 wherein the inflanmmtory condition is rheumatoid
arZ hr i Thephatmacebiiealetiposition ofdCRimM7hdhetbiarikd Smbiif of 2-{4-[3-4-
irfg'Il amt ory condition js osteoarthritis. 16. The
K¢ 151orephenyl)fepXrimaitEr4r v He-RyRizokdrd indpeyidemhail }-i on

R e (56 YA UM o o m gt e
I ( 6H)-yl]-N(2-hydroxyethyl)-4-nmethyl benzam de havi ng
an X-ray powder diffraction pattern conprising a peak

| ected f.ram.the, group consi stj of 11.8 0.2, 13.7
332, f5mgthog of ,treétin?&xor ngt—‘zntl@&%m?k%mat%@n@ixizp, thpanethod

. Al for . ‘
Sorb R Lo 8kl & SRS SR 0T oo
|a(thgrpenyicall \or( sroplyylaatic sl ¢ffdc)ivelammtunydf tiencompadionax iOMm 7.

an X-ray powder diffraction pattern conprising a peak

sel ected fromthe group consisting of 11.8 0.2, 13.7
0.2, 15.8 0.2, 21.4 0.2 and 26.9 0.2 degrees 2

tlket a. THSmethod by €lanh| 13Neheré@lh Medthflammatory condition is rheumatoid
3-[5-chloro-4-[(2, 4-di fluorobenzyl)oxy]-6-oxopyrim éxlln
Ia('LEFﬂ-- yl ]-N(2-hydroxyet hyl)-4-met hyl benzam de havi ng

an X-ray powder diffraction pattern conprising a peak
selected fromthe group consisting of 11.8 0.2, 15.8

0.2 and 26.9 0.2 degrees 2 theta.20. A crystalline

fldr m dihe method of Claim 13 wherein the inflammatory condition is osteoarthritis.
3-[5-chloro-4-[(2, 4-di fl uorobenzyl ) oxy]-6-oxopyrimdin

I ( 6H)-yl]-N(2-hydroxyethyl)-4-nmethyl benzam de of

Caim1l having a dehydration point prior to 1200C 21.

AéCr y Thalndtingi dfa@lamdi3 wherein the inflammatory condition is asthma.
3-[5-chloro-4-[(2, 4-di fl uorobenzyl ) oxy]-6-oxopyrimdin
| ( 6H)-yl]-N(2-hydroxyethyl)-4-nethyl benzam de havi ng
a dehydration point prior to

17. A crystalline form of 3-[5-chloro-4-[(2,4-diﬂuorobenzyl)oxy]-6-oxopyrimidin-
1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide having an X-ray powder diffraction
pattern comprising a peak selected from the group consisting of 11.8 +0.2, 13.7 £ 0.2,

15.8+0.2,21.4+0.2,21.9+0.2,26.2+ 0.2, and 26.9 + 0.2 degrees 2 theta.

18. A crystalline form of 3-[5~chl0ro-4-[(2,4-diﬂuorobenzy1)oxyj-6-oxopyrimidin-
1(6H)-y1]-N-(2-hydroxyethyl)-4-methylbenzamide having an X-ray powder diffraction
pattern comprising a peak selected from the group consisting of 11.8 £0.2, 13.7 + 0.2,
15.8£0.2,21.4 £ 0.2 and 26.9 + 0.2 degrees 2 theta.

19. A crystalline form of 3-[5-chloro-4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-
1(6H)-yl]-N-(2-hydroxyethyl)-4-methylbenzamide having an X-ray powder diffraction
pattern comprising a peak selected from the group consisting of 11.8 +0.2, 15.8 +0.2

and 26.9 + 0.2 degrees 2 theta.
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12Q0C, and an X-ray powder diffraction pattern

conprising peaks at 11.8 0.2, 15.8 0.2 and 26.9 0.2
wolegspaw4® theta. 22. A crystalline form of PCT/IB2005/003030

3-[5-chloro-4-[(2, 4-di fl uorobenzyl ) oxy]-6-oxopyrimdin

I ( 6H)-yl]-N(2-hydroxyethyl)-4-nmethyl benzam de of

havi ng an X-ray powder diffraction pattern

substantially as shown in Figure 2. 23. A

?bag mé)ﬁ {a‘l"]?rle[t%gﬂgp §I51cRIr SRR A -3 Brobenzyl)oxy]-6- -oxopyrimidin-
di (BHD}gr] db2-hylroryethylp4anabylbenvadiide 6f @kim ¥ hhviNg (a2dehydiation

oxyet hyl ) - 4- net hyl benzam de and one or nore

proantpaioetR 12801 y” accept abl e exci pi ents, wherein a

det ect abl e anmount of the

3-[5-chloro-4-[(2, 4-di fluorobenzyl ) oxy]-6-oxopyrimdin

-1 (6H)-yl]-N(2- hydroxyethyl)-4-methyl benzam de is
@lesenA castaiarefotn of y$5ahlomne [@.4-difbiorehenz il ¢xy2-6Aoxopyrimidin-
di £].uor.o x;?enzyl)ox‘% oxopyrimdin-1(6H)-yl]-N(2-hydr
HGEFalIrY-(ahydionyethrd Ansthibengagrids having #fleydgasion point prior to

SO AIR R BT ATRE 0P, ety PRS2, 155

152 &nd@62D 202 deGreds 2the?a.degrees 2 theta.. 24. The

phar maceuti cal conposition of C aim23 V\herel n at

| east about 50% of the

3-[5-chloro-4-[(2, 4-di fl uorobenzyl ) oxy]-6-oxopyrimdin

-1/ 6 I")A361')]stzm'lr(ezft)f:l'}ff df 92[5-%51&‘4) A [%fll Wﬁid&&lgﬁgﬂwg% 6)§)pyr1m1d1n- |

present as Form B crystalline [ oro-4-](

di(ﬁHQrdHdﬁémmil)oaxv]lylar4sncxpyhbcmamldp b leiijngydr] X ixay povigetr
oaclyfgacpx? %aue anp}g Z%%%@pép i‘_%ﬁrh?ephar maceut i cal

on o ast about 90% of
the

3-[5-chl or 0- 4- [(2, 4- di f | uor obenzyl ) oxy] - 6- oxopyri m din
N (2-hyd t hyl ) - 4- net hy d
Feserts PHE PRl G o HEPS TS iR R EOA [P 4.
lﬁhwaba% aw])@asyapyﬁnﬁmpunggﬂlmt %ghpox édlylwl%e:pyﬁfemmlde

oxyet net hyl bénzam de har fraceuti ca
Cemdpmg |0[ mme phar@aedutic@ly avgeptabln extipients, wherein a detectable amount of

h
bt 1SR OB A ionctsrm PSPy P B SR R
chyMiedAyethyl Yd-rethy dpeaaidetidgresent as Form B crystalline 3-[5-chloro-4-[(2,4-
difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydrox yethyl)-4-methylbenzamide,
wherein Form B has dehydration point prior to 120°C, and an X-ray powder diffraction

pattern comprising peaks at 11.8 £0.2, 15.8 £ 0.2 and 26.9 + 0.2 degrees 2 theta..

24.  The pharmaceutical composition of Claim 23 wherein at least about 50% of the
3-[5-chloro-4-[(2,4-difluorobenzyl)ox y]-6-oxopyrimidin-1(6H)-yl}-N-(2-hydroxyethyl)-
4-methylbenzamide is present as Form B crystalline 3-[5-chloro-4-[(2,4-
difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl}-N-(2-hydrox yethyl)-4-methylbenzamide.

25.  The pharmaceutical composition of Claim 23 wherein at least about 90% of the

3-[5-chloro-4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydroxyethyl)-
-32.-



present in the conposition is substantially phase pure
Form B crystalline 3-[5-chl oro-4-

W ¢@dpsA4@ied | uor obenzyl ) oxy] - 6- oxopyri m di n-| ( 6HeHIB2008/003030
2- hydr oxyet hyl ) - 4- net hyl benzam de. 27. The
pharmaceuti cal conposition of Caim 23 wherein the

m@m IRhzatnilie 1sGie@hPas Form B crystalline 3-
(2ty dlzflluors‘c:)ﬂgenzyls)o())?;]-gr-yg»?og]frl C1omld'(glgi)‘i yl]-N

d(' argbimayertylyf-gxopyrimedinl (BERyldN-(2eh wiresyertiyl)-o- memeylbenzamide.
conposition is between about 0.1 ng to about 1000 ng.

28. The pharmaceutical conposition of Caim 23 wherein

t he amount of 3-[5-chl oro-

26l (2, Phe A (2,4-
S oo

%y4-Oexopsemidind (AH)BY11-Nv(2-hydrakyethyl 5@anetyylbenzamide
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§(24-difluohsbenig)oxy]- swepﬁmi@hrelmmph &%‘r&d;@ﬂmﬂﬂ-

di sorder a. therapeutically or prophylacti'call
&petybenzamidesunt of the conposition of Caim 23

217. The pharmaceutical composition of Claim 23 wherein the amount of 3-[5-chloro-
4-[(2,4-diﬂuorobenzy])oxy]-6-ox0pyrimidin-1(6H)-y1]-N-(2-hydroxyethyl)-4-

methylbenzamide present in the composition is between about 0.1 mg to about 1000 mg.

28.  The pharmaceutical composition of Claim 23 wherein the amount of 3-[5-chloro-
4-[(2,4-difluorobenzyl)oxy]-6-oxopyrimidin-1(6H)-yl]-N-(2-hydrox yethyl)-4-

methylbenzamide present in the composition is between about 0.1 mg to about 500 mg.

29. A method of treating or preventing an inflammatory condition, the method
comprising administering to a subject having or susceptible to such condition or disorder

a-therapeutically or prophylactically effective amount of the composition of Claim 23.
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