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In WO 97/49384 published December 31, 1997, J. McGinity and E. Zhang disclose
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There is provided a pharmaceutical composition for orally
administering 4-azidocytidine-2", 3°, 5’-tri-iso-butyrate hydrochloride which comprises,
based on the total weight of the composition, from about 250 mg to 500 mgof 4’
azidocytidine-2, 3°, 5™- tri-iso-butyrate hydrochloride (I). The compound is described
and claimed in US Patent 6,846,810 issued January 2, 2005. A process to prepare the
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i-Pr-C(OON3 OC(O)-i-Pr 25 There is provided a
pharmaceutical conposition for orally adm nistering
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It has now surprisingly been found that polyethylene glycol (PEG)/polypropylene
glycol (PPG) block copolymers provide a desirable matrix for solid suspensions of I and
improved bioavailability compared with other matrices. The compositions provided
herein are amorphous suspensions wherein the block copolymer is amorphous phase in
which crystalline I is suspended. The composition is prepared from a block copolymer
with a melting point below that of I and maintaining the heating zones of the extruder at

temperatures between the melting point of I and the copolymer.
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solid suspension of (I) and a poloxomer is contained in a compressed table or a capsule
which can also contain additional carriers, diluents and/or excipients.

In another embodiment there is provided a pharmaceutical

~ composition containing a solid suspension‘ of (I) and poloxomer 188. In yet another

embodiment there is provided a pharmaceutical composition

containing a solid suspension of (I) and poloxomer 188 where the solid suspension

contains 20-40% by weight of poloxomer 188.
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mERbvheR B Db eliuRrishe K AEORIBES Bbas ] e o PootBlda scon

digtide (reresiif’386), almriOso tbowt 40amg of qonngau:hs(of tadk), about 10 to

oot 8 L A iE RSt S B dhally be

.coagd wilyOpalyy I@EB‘G@_KWEPZOOW 069262 -6 I n anot her

- enbodi ment there is provided a conpressed tabl et
Conlnealfﬂiﬂ%eﬁb&ﬁhéﬂt&b@@%id@@a@&mﬁrésﬁe@nd pol oxormer

R Peepluaa el Ssproterke! & pBrioms 58 Wcemh Mecaid
su(s;mnsﬁ)alcm)namsmpgﬁ asommagt:ﬁgbﬂl and dboue?Blithp oﬂpbibmmer 188, about
IEHEF EERR R DS TondefAhRe Agat 18 Reof
crogpoiidoat;lapost #rmg rfeddidal ailicomdionige, avant24 alg ofcorn starch (or -
taf®} hid anet é@ﬂ%ﬁagﬁ@gﬁﬂﬂ ﬁ@a@ﬁte%ﬂ@fh%c’o é:ﬁésgéﬂ Q6 R o 1pt1011a11y

conpresse contalnlng a solid spensi on O

cogieyl Wk Opasirp xdllesr 0388244er ein the solid suspension

contains up to about 540 ng of | and about 175 to
abohitan2t6& eﬁ’@odifneﬁﬁh@eisqxarﬂiﬂ a:bﬁﬁprea;bdbut 125 nmg to

B0 8y B SR BB N8 i
sun;mnmohmbnt(aﬁ’ampete laBMROSH7, mg bHLiar ddonrg1 Tamabbpolodifer 138, about
AR SO R0k O 1
crespoulone sboutidong of colinjdadSilicon aloada;aimu( ¥ mezifeyrn starch and
abRROW mEQf bgnesium stearate and the compressed tablet is optionally coated with

Opadry yellow 03K 12429,

In another embodiment there is provided épharmaceutical composition containing
a solid suspension of I, poloxomer and a plasticizer. In this embodiment the plasticizer
increases flexibility, workability, or distensibility of the extrudate. In addition, a
plasticizer may reduce the melt viscosity and lower the elastic modulus of the product.
Plasticizers generally lower the glass transition temperature or softenin g point of the
block copolymer in order to allow for lower processing temperature, less extruder torque

and pressure during the extrusion process. Plasticizers also commonly lower the viscosity



about 25 ng of magnesium stearate. The tablet in this '
enbodi nent can optionally be 15 coated with Opadry

wozobfﬁdéc g/eosK 12429. In a further enbodi nent tﬂmr,rgm&;mggzgz
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rovided a conpressed tablet_containing a solid
suspen3|on of (1) and poloxbﬁer 188 wherein the solid

suspensi on contai ns_up to ahout 537 g of . |- and dabout
of tiapoliep eftrysisteo,Examiples o8 plogliders th [%“6‘? m accordance with the

mvéﬁ'tl%ﬁ QY L: ﬁh&daﬁ@ 8hibhOsigool qiwg&thﬂaaergcofhmﬁ fholecular

bout 120 0
weighof 81208 0 o 1@82@5 VEOR0D. SRt phali fiouy seppoate
triefh8T citrh@| ﬁégeﬁﬁlé 2@ 8 ih et olly fafy aviig ety anid glyearides of End fatty
e@; é}%qﬂff is optionally coated with
‘%p“a @% 429. In another enbodi ment there
is provided a conpressed -tabl et containing a solid
SU%&H%QHJ Decdrd)aspRd (R ipomaEd 4 B8csbpiei n the solid

oxamner bout

s imes Wendont (yégltr%dalsmg thoresphiin %MF mtoa

7 pre%%nfﬁjasﬁg%n%%nggﬂ B?t A EPE?@I@%E]& égﬂolgﬁeﬁonlprﬁsﬁ% the steps

of(ﬁnnnngﬂxﬂ@
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ol da

si|1con dloxl abouyt 24 orn arc
rangnthov BRRIRSHB E RGNS o Rl UK v sneey Sy Hyayaeiing Skt of
(HPERARHSE g résﬁ meélE a0 P} (ronmailling the adlelsuspdnzion@p ad:ra;mcle gize ~Ff

yel | ow O I n ap ootnggxrnbm{fooql ment there.is
bﬁ%ﬁ%@?ﬂ% 31 %F Tﬂqogj CORPOSIt10n containing a

thegattidlt Sxesipetiliddote etwden abohoKifrte mbeutd08 mukeaassi ci zer .
I n t hi s enbodi nent the pl asticizer increases

Xi bi,lit wor kabi I|tyofthe-
g’t Fe° ‘X‘?"rﬁ"m“’d‘aﬁ’t“' {’%Vld&{zf@*s?ﬁ}tl%?%grm may_reduce, t he
oomp¢9.1uan gy oén@olucbmpertsm filaad pelaxsmnst §38 wherepgthe solid

| @E&ﬁ’dﬁ% betvieAShbiEl BohY BERET®L bYT [vaNe! abolies & ﬂ‘fcﬁxt 2% -
ransition tenperature, or Soglﬁlﬁm rﬁb&gl%\ﬂ,@oé hb %?2%
mann@elkamdﬁmboqtﬁﬁ% BGrOEryStRKING G } ¢ to abou
croSp RGeS £I:det QV{B@baﬁtUﬂB collcigs sihcon didaidet aijlfoﬁpmé to abwhit 3% corn
essu n e si on C Pl astici zers
s(sr@iqﬁﬁaﬁab to]v\g) fe%‘%%%&?%‘&%%?%ow 068615
PCT/ EP2006/ 069262 -7 of the nolten extrudate.
Exdnrpthmnhwﬂmmn‘a@@ saidzsespsntitrealongatitthe used in
carBigrsOd \?f iy pﬁé?l%s ¢ etc‘?ﬁgdrﬁféd'lﬂﬁl al&%lprﬁisécﬁ%lé(t NExcipients are

propy yco ene gl yco havi ng

- mmmct@d alongweﬂgme SR BBERSITE %’a%* gifal emeﬂ(tlés gUseful

excﬁ’lrﬁ&tté QAG ard b@ﬁkﬂdnlﬁﬁ'&:ﬁﬂ'&éﬁ@mﬁpx@sﬂe& kabget b’@l@ﬁ\ilﬁnons include

eth citrate, et abl e apd.m ner al y
bingerss W‘tt%r diuis GOYREIgR ST dlé.ﬂf%ﬁﬂﬁ%@f'b sghggZh p{fstabilizers,
an §-oBkidan f\E$10ra8 e, w%t‘tﬂlgtafgenﬂs k@ lubAeants.dCagier dﬁuaﬂsmnﬂcxpmp ients

i BrRpeerBh et g o B Bl R O Ghcribed in

Remivgpon: Sha§civhe asd @mamﬁPh(zMacleQSq gd][t¢deb}gE| aptin, Mack

| Puﬁ,llﬁ}ngge m%:faﬁo} 1off LRGYUE HaGoh NBernlsitkidih "Olaf @t giStients can used for

several purposes even within the same formulation and the excipients and diluents
included herein can be substituted for, or altered, without departing from the spirit of the

invention.

Thé tablets containing the solid suspension are optionally coated. The membrane
coating may further contain other coating excipients such as opacifiers, pigments,
colorants and the like. The choice of such materials and the amounts to be utilized are

con31dcred to be within the art,



10

15

20

25

30

35

heati ng zone of a hot nelt extruder wherein the
tenperature of the heating zone is in a 10 range

wo aiBNgseihie mel ting point of said block copol yrermpsflensezs?
t he

bel ow the nmelting point of I; _(iii) extruding t
resulting melt; and, (iv) mII8|ngthe solid
susgfﬁnsi on to.a artl le siz . betvveen a lﬂ: 20
and ' 8b U0 ZEHEN IETgi I %“Qﬁ‘b%’innar{é?ﬁta Steden tmpart

szniafat:ioejr prozesi gi add fﬂfbhﬂp&dSlbﬁ) chehwednicabnothelfotntitiabovimpart
nt there is provided
d%snﬁﬂg;:bﬁg%aiimr%%?n 1§S ﬂﬁpggﬂ%{nﬁg()m“ sed of a solid

suspensi on of | and pol oxomer 188 wherein-the solid -
sus pelnsite areigedb grgredientaivdsier t68dsicha bulitin podey ¢¢ produce a size

phatd ’fma& JresdiohO C%Q%Bn aﬂléntg'ﬁi'&md@:ﬁ oalcﬁﬁﬂ?hoékﬁafeocalmum

about crocrysta I ne cel ] ul ose, . abou

l&ﬁ%ﬂ%@% cclylgss kol Aanniplosrdigmichlogids starduand powdered sugar.
Dil@.k:ﬂlt@ sk asshAdneon 16btexs] sdebitolbtosd ad Dindkiedl tin QMG tuantities

Bi5ekion P R @ﬁ@%%ﬁﬁ%ﬂ#%ﬁg&é%lcﬁawﬁ%ﬁﬁéﬁu on

' Nabmgrsw]]iﬂe ceBurlpseaAYICHLT) thambeenarsad esai gricipirng iradiesct compression

porated into a conpressed tablet. Excipients are
I'ncorporated along with the solid suspension to
i mpart desirabl eproperties. Useful excipients which
ar e Bistenone gddoddp pawders fo BBpgit eahssiye gualites to the powder which

aﬁ@&mb%ﬂngfb%sednsﬂﬂa% retRin"ielah fegrifl M ACHAR bSmm@n iy U8B s binders
!Igi ressi on aid di sint egr ants, nt| -adherent s

arohy 2Elatip gnd M EAITRERAR RICTO% XtropgIpPlagpes and lactose.
Nageal shdyithetid gmmaﬂkh;du@atdame;@mm b]lgmates panehr gum, ghatti gam,

carﬁeﬁ?g LEﬁItoSé 1\(/)\@4 & ethg?\c/e?lu osgvegyv%%gp }oh%rc)ﬁ%\elt\e%!y:l ﬁeﬁﬂl?c‘)’gg have also

ceutl escri
bRerdd g ders i¥emeJoireniatiomnd Practi ce of Pharmacy 1995; -
edited by EE W Martin, Mack Publishing Conpany,

19t pypdidnkOfte eﬁwy@@ to f@@&ﬁﬁhﬂ&mrﬁof heRYck REESH &IYhE surface of
can used for _ sevéral goses even W.thin the sane

dyes o TRERRS. SomPARY s IpParAnss iRk dg falg Skpgacsgm siearate, calcium
steﬁﬁlltd;l degrideidihpdiasndiel Ggbableloils asd PBG., WdtetdolhbleRibricants

out.. departing from S inven
T BEESREEPITHE: Phe B b ls lSoghBLRgS Soaium
chipridealdine gwatetowdhd)0enbr ane coating may further
contain other coating excipients such as opacifiers,

Pr:a? gﬁ&gﬁm a&gk&ﬁgﬁgﬁl‘) %n%il }&% thé KEw cﬂ!}l‘ﬁct‘éﬁ&icg Bf ﬂ’l tSt1&bowder.

be utillzed are

Cobhiibietan tocitn ARG e cCammongsdant Hbuaey e as
cBebileRI00%/LA69R64:. -8 The term excipients as used

herein refers to inert materials which inpart

charStraieen Be R E B BTG FaRBite) aggp fo aciltate breakup
od dintegtatphjisi ahinchatiact Bried tnd powdertd eorhi stirgthetdpotato starch are
p'i)ﬁ'ﬁ’]!agd @tééﬁﬁﬁg S’I‘l?éy%akr@?fl d,h'aﬁﬁ{iﬁq'b?@/h%r A& hAdhYRfened

der "to
leading to rupture of the tablet, A group of materials known as super-disintegrants

include croscarmelose, a cross-linked cellulose, crosprovidone, a cross-linked polymer
and sodium starch glycolate, a cross-linked starch. Crosprovidone (POLYPLASDONE®
is a synthetic, insoluble, but rapidly swellable cross-linked N-vinyl-pyrrelidone
homopolymer.

The following examples illustrate the preparation and biological evaluation of
compounds within the scope of the invention. These examples and preparations which

follow are provided to enable those skilled in the art to more clearly understand and to



5 practical for conpressi on. Conmon diluents include
di cal ci um phosphate, calcium sulfate, |actose,

woeflloksease, kaolin, mannitol, sodium chl ori depgirgpsdbsnceze?
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and powdered sugar. Dil uents such as mannitol,
| act ose, sorbitol, sucrose ana9 inositol in suffl ci ent

E&#gtgéj@:ii?%i{%é&efﬁz iﬁg\kﬁg r at Zﬁg‘%ﬁ&%nizgr%hﬁ ) %E;ijtgg gcope of the
cinof Ihys ymsa uktog e @E&s niaase edof.u skalded
p Fﬁgﬁ%&%@gf g'}egggkgghlﬁ)%%%vafwer XC1 1%18 dﬂu%gtsfa%ﬁmirr%rs which can be

uerdlainterdhas geablyt dnel tpgmd/enatwmscih noa Idbwsﬁomethe eripit eisthe divention.
tablet to retain its integrity. Materials comonly

used as binders include stargQ,mggi@tin and sugars

such as sucrose, glucose, dextrose, nolasses and

| act 0s Nat ural and s nt het i ) )

acad s OIeHRE FATAPONRR 8 reﬁ%mm?w%wﬂﬁtwgﬁ&md R, bypgcight basis.

1 h\/l cellul gse net h\/l cellulgse

carhoxyne
pTélIngilQQ)‘fl pyrrol i done, et hyI ceI | ul ose ha\@%P%sglo%@V/W)

e 8 i t 3 X
npl oyed to pr event adheS| on of he t abl et mat er | aI
teolexpnesdBBace of dyes and punches. Commonl ylKéd
I tal c,, magnesi um st ear at e, um
s%e%?&?&&ﬁg%%%lﬂ%gam d, hydrogenated veget ablgﬁéogl@%s
amanpEd,  \Water sol ubl e Iubricants 20 include $88%um
b&h Hnem xtures of sodi um benzoate and so
acetate, SOdI um chloride, |eucine and CarbowaXx 000.
Gallgidal slieancdipridor porated to i nprove the flow2.00%
&ﬁl ARt&ristics of the tablet powder. Colloi Q%EF%

Icon di oxide (AEROSIL) is a comon glidant al c
napgussivvestearalg  combi ned | ubricant/glidant. 25.58%

PN HEPHE-Y S~V ) =
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urorTrroyrarit I =] u. OUUOL arrve, Ul a 1Tl /\l. ur C UI

sub$imankitled audedrt wold eedogniac thabaethkgpantgy of I can be easily
il ik t%g{ (% eIk o?@z{Es{i‘Ie§ B{lcﬁﬁh‘&ﬁt stidhl gﬁﬂ b%'}gplﬁ’&é{@&{n?@of the AI

corn st or potato’'starch are

~ vathsadeiticgabdiuent arbihahaliesing the gpandiy Pﬁi qrythe grlid digpsysion of T does

ndPgepayEtdm e HiADoShe BRentidieadi ng to rupture of the
tabl'et. A group of materials known as

super - di si nt egr.ant i n¢l ude scarnel o

o od8e FRAEJRSTEUER A BekpOlegen 56 R ReTonaly p plitifirgnppgmined in
afpidnyioe r Tigblamttd sotld was &ﬂ amtola I@ﬁsymmtwhrescrav extruder. The heating

S,
z8£e%%§? Jhdé?éi&{jto %]sggﬁ ‘bg pfoo’r{% gi?% %ﬁ%@ﬁg@%ﬁ% virfation was
n@mg@cd iahk &4 Q\Lmeﬁﬁwonéytm meoﬁeﬁ%nem @?rm@blﬂywloxqmer and
e%&fn'eﬁ’ﬁé"“ﬁ@lloﬁi(ﬁféﬁ t 29, Thé e};ﬁh &b®s WeR dyee@afh at nogn AN@volutions per
1 ‘0l ogi ca ion o in

o R L el S S X Sy #Pyﬁawfa R beReen 10 and
18fefaih. (Bidet dldsovoratigorthy polgthet meitnaid foriok ad@nsigehdddoating

L0 hng% g%ltfgt 1%%2 8@%%%%@%«2 gsecro 580 at%ggmttgm\ﬁ\gature (15 to 30°
() in double lined polyethylene containers. The extruded material is passed through a
Fitz Mill and the milled material was blended with AVICEL PH 101, mannitol,
POLYPLASDONE XL and corn starch (optionally with talc in place of corn starch).
Finally magnesium stearate is added to the blended material. The milled particle size to a

particle size is between 100 and 2000 microns. The resulting mixture is fed into a

tabletting machine and compressed into kernels..

A coating suspension can be prepared by combining Opadry and purified water and

mixing for 45 min until the Opadry is completely dispersed. The kernels are placed into a



practice the present invention. They should not be
considered as limting the scope of the invention,

wo BatoB®iel Yy as being illustrative and represeptippyRe069262
thereof. The skilled phar mac?gtl cal chem st will be
awar e of excipients, diluents*and carriers which can

b used i nterchangeahl e v ns do. not
PB‘%‘H& PHFHE R e ?f‘é e r¢a W%f E}éﬁﬁ?ﬂrtsn&agﬁaﬂon
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c&ﬁH %ﬁﬁ%&lé{l PEo aggﬁg uglah ﬂﬁn@&{ﬁxr&é&%ﬁﬁ\{d 1@%%&9%0&%; which
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wégsuasm@ﬂ@arpmamd 559%1@1 8 tlék'i dquile Hq%ythéer&rlen%p@mer
recogni ze that as the quantity of | can be easily
nodiekimgle20 produce tablets or capsul es of different
strengths by replacing sone of the Al wth
ad P‘k?ﬁoqlawg‘a)%gﬁ&ﬂ%’%%arenpreP%F&erI ng the quantity of

sper3|o ‘does 10 not depart

'Fvnmi-lf\r\ nn v; t ot oot IThao oot oo

|ngred| eTter édlaﬁd pol oxaner 188 and opt | onaltlvoyllnposmon

pl asti ci zer are mxed in a bl ender Exihgld2endeld Example 2b

solid was fed int a leistritz twin screw extrl

‘ﬁ‘ﬁéldﬁéﬂ%ql?f'gz %oﬁeémé?@ltm%@%d 167080 M5 g5, ,rﬁ'-SOmg

1 One tenper at Bse.[Vald at | on w00 mg
rTHI nt al hed at B8 C These conditilons are sufficl ent

AYIGHRY PHiIRG pol oxoner and 15 exci g 2h? @8 t hout| -

A@L&mulozme W T STrews Were operated at 100 1300 mg
revolutions per mnute and the powder flow ratle was

B@R"‘?\E@KZQUand 20 g/m n, preferabl y298meen 10 anpt3.208ng

SO P ASYORE 3 BT, mettST o
orns a oanenous coati ng ar ounc} ?He@ct |ve me

ArROSHdi8nt . The extrudate is coll ééi()édngt room 24.00 mg

moratire (165 + A 20

e O Ao o |
C CI1T w3 T C \ LJ laa v LAY \I} LI UUUWYT | |Cu
P BIRY | ene cont ai ners. The ext 10450 "Mt eri al_j &0 me

pagseant fteanmgh a 20 Fitz M1 and 1806 omng | [ ed naf H.0Ging

L PH 101 fapnit ol
PO_YPLAS%E Qﬁ e%ﬁ‘?& corn starch 33?‘?%% ly wit ht3%8%me

Tl RIoaFCoRboGRbR St ar Ch) . FInallly nmagnesr um stgar at e
is added to the blended material | The milled particle

@P&‘E)’t‘fﬁﬂ%w%féﬁ%%? e size is betweSA-Y9®E and 200D

édlwatelllle IEbUI lI llg III Xture I N ]B?QSh-H 0O 4ad
ta etting machi ne and conpressed into Kernels.|

Film Coat Weight 35.00 mg

Total Film Coated Tablet Weight | 1235.0 mg

The features disclosed in the foregoing description, or the following claims,

10 expressed in their specific forms or in terms of a means for performing the disclosed
function, or a method or process for attaining the disclosed result, as appropriate, may,
separately, or in any combination of such features, be utilized for realizing the invention

in diverse forms thereof.

The foregoing invention has been described in some detail by way of illustration
15 and example, for purposes of clarity and understanding. It will be obvious to one of skill
in the art that changes and modifications may be practiced within the scope of the

appended claims. Therefore, it is to be understood that the above description is intended



25 A coating suspension can be prepared by conbi ning

Qpadry and purified water and mxing for 45 mn
wouTidesdife Opadry is conpletely dispersed. TheckgiphsleMsoz62

are placed into a WD 2007/0683}5 PCT/ EP2006/ 069262

-10 perforated coating pan and"heated with inlet air

of ¢ Cwth intermttent agitation [
t%&%ﬁ@?#‘ﬁ”ﬁ”? BaLHELIChYC- @COR%@‘E%\F{"S?U%Q‘ Hf Elfefef"fe be
deenpared not @ith seferenceasthd aboveGidscriphiofs, mrtdhodld ike¢addles

‘ Wi- 1 h nt i . St i
oI R i oRe G010 MERIToNInT ibo B EGRL, M MRS HE K Scope of
eqiivalhets t¢ Which sech daines ade gntiSledi s per tabl et. The 5
coated tablets are dried by jogging until the

mo L%ll—ﬂa?en@so ﬁ&t@ﬁ‘tt ap citf‘{ﬁl% ah@ ﬁﬁb]@cﬁhofﬁ &iRH iViHi§ Qpp]fé:@t@onl are hereby i

| et's are cool e in a_tight e
“ﬁ‘é’lf%@‘i‘?f}l EHRCIent t@@ﬁ?%‘i’%ﬁ‘&? or ”ER%WBF*‘@ to thefgme extent as if each
il dilid 03 pagenC, PaRas hp platom bepilRpad e terelst gidididesly denoted,
Conposition Exanple 2a Exanple 2b
4' -azidocytidine-2', 3, 5 - triisobutyrate HC

- 536.80 ng 536.80 ng pol oxaner 188 230.11 ng 179.00
nmy AVICELPH 101 175.09 ng - AVICEL PH 102 -- 175.00
ng PARTECK 200 72.00 ng 123.20 ng POLYPLASDONE XL
120.00 ng 120.00 nmg AERCSIL 80 24.00 ng 24.00 ny
corn starch 24.00 ng 24.00 ng nagnesium stearate-
18.00 ng 18.00 ng Kernel Weight 1200.0 ng 1200.0 ny
Fil m Coat Conposition Opadry Yell ow 03K 12429 35. 00
mg Purified Water 183.75 ng Fi'lm Coat Wi ght 35.00
ng Total Film Coated Tabl et Weight 1235.0 ng The
features disclosed in the foregoing description, or
the followi ng clainms, 10 expressed in their specific
fornms or in terns of a neans for performng the
di scl osed function, or a nmethod or process for
attaining the disclosed result, as appropriate, may,
.separately, or in any conbination of such features,
be utilized for realizing the invention .
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in diverse fornms thereof. The foregoing invention has

been described in sone detail by way of illustration
15 and exanple, for purposes of clarity and
understanding. It will be obvious to one of skill in

the art that changes and nodj.fications may be
practiced within the scope of the appended clains.
Therefore, it is to be understood that the above
description is i ntended WOCRHZ/ 068615

PCT/ EP2006/ 069262 -11 to be illustrative and not

rest i1 £ phat@aceliiRl &SIt confpeising ¥ ed1id saspesdidifiréhared by hot melt

therefore, be determ wth reference.t h }
PR OB P B PR RbAT LT HL LR P e A ef7ido-3.4-
bMdidotbutyR§ 18X LREShyHR-fuk8-2f @k @y 3@ RPpRAEEe ltql)aBd a polyethylene
al oglg%(\lévlth the full sc}gpe gf e% i val ents to which
glyerd ¥pokwropyenedly o (¢ PECFPPORMeENt s, pat ent
applications and publications cited in this

application are hereby, . incorporated refer. '

t hei r2- SrATTRESHLEY COBPASition ARG tpaﬁt%gx@afﬁ@ S P ErHPiplock
cdfoly@re ft a golstbmbdual patent, patent application or
publication were so individually denoted. -12- O ains

1. A pharmaceutical conpositign copprising a solid
sus pendi RbAmeribigs! cgmpgpit Btacﬁ?ﬁi“ig ' Cgﬁ{‘ &fgﬂ%’i CQypPIsing at least one
dil AL AMEd dREEipient. S :
(2R 3S, 4R, 5R) - 5- (4- am no- 2- ox0- 2H pyri m di n- 1-yl ) - >
2-azi do- 3, 4- L .. . . . e
bi s-i% é—&?&ﬁﬂcwﬁﬁé;??‘flﬁqsftﬁ’ﬁ%CP&“?ﬁ}Pﬁ}ﬂ‘% Ay Fheeyrd gypRgsition is
MARQIGH b @4gsEle oS A dmprdshedanietanPlid/ Qb8 Y QRFap@ledpabnally contains
(PEGQ) / pol ypr QE‘%‘:‘ ene glycol (PPG block copol yner. 2.
one IHRETREREEtT $ gt apdA3EPtron according to claim 1
wherein said PEG PPG bl ock 10 copolyner is a
POl 0XN MB¥harmbceicARemPEG R bt Al in CORPAS | 4 WikieiR SO BEpension
to claim?2 further conprising at |east one diluent,.
cempriseel angd palogemedyd@8-pi ent . 15 4. A phar naceuti cal
conposition according to claim2 wherein said
CONPOSiAl fHafndcSuticSIABMPbIMASA abddbrdin€RREih €5 Wheréln said solid suspension
_coq$r§ssed tabl et and sajid table or said capsul e
o0k pightersaghai neloxonedd 88 nore carrier, diluent

and/ or excipient. 5. A pharmaceutical conposition

accordigighatracttRhIBohpWdi@in@bdbrdad @ chihi dwhdi&h G361 buspension is

20 conprises | and pol oxgner 188.. 6. A pharnmaceutica
PSP AicBMPEEES PRIENY Y BRI SPUiRRUbE PRGN oF g
eRUSBRO SRR flof (ROzr8Gh donkieiz @i iiokBirgiillineRoll e MinniksS .

25 7.. A pharmaceutical , conposition according to claim
crpspRBetencqligialdlicon dOEEREAY; S (Or ey Magnesai figjrate sodium
bEIIREAS 385hikd BlaRbdes@indnd 2RdaBhe fbketiiier optional Iy

conpri sing one or nore

8. A pharmaceutical composition according to claim 7 wherein said compressed tablet

comprises:
Ingredient - | Quantity
Compound I _ .| about 540 mg
pdloxamer 188 175 mg to 260 mg
microcrystalline.ceBulose (AVICEL PH 101) | 125 mg to 225 mg
mannitol | - | 70mgto 125 mgr
POLYPLASDONE XI. 00 mgto 150 mg
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exci pients selected fromthe group consisting of
m crocrystalline cellulose, mannitol, crosprovidone,

col loidal silicon dioxide, corn starch (or talc),
magnesi um st earate sodi um bi carbonate, arginine,.
mal todextrin and a coating npterial. 30 8. A

pharmaceutical conposition atcor di ng toclaim?

wh OIS e S
QJZL? ﬁoﬁm@%@ E?&%&? Ga@oﬁu@‘ﬁ d 103505 o

175 nPcdre sBbdh drgalem crocrystal i neceI]JOlmhpmeﬂf{)(n@gll CEL .

PH 10L)_125_0g t o 225 #g 40 ABARH OH-—20 rH 46125 Ay
P'OLYPL EeBHe g to 150 g 13- PSP | i cop
Di oxi (AERUSI L 500) 10 ng corn starch or

wheyein sz&lé cﬁ@pweﬂh@blﬁﬁs @%@Wéﬁiﬁﬁ%‘b Qaﬁ%w elloy §3 1242%5

nmg wherein said conpressed tablet is optignally
coat ddAghprmagyydien! gorpeasition 2gariingia sgim Sgomprising:
phar maceutical conposition according to claimS8

conprj sing: 10 Irlggf@éleé‘ht Quantity %ﬁ*ﬁi%nd 1 537 ny

15 po 8—230ng—mcrocrystdigzigg cel Tyl ose
175 n eaﬁgﬁ%??gl 72 mg PO YPLASDONEXL 120 ny 20

col | of plelbxasndril8dn di oxi de 24 myg cdrddlzmearch ¢r talc
24 rTg 1TC JI1 |||A+ €a LT J.U Ilg 2: - i (il d 7
conprie W%WI‘?&FIEES% ionally codt 1e§ With Opadry
yel | ovm@atdl2429.  10. A phar maceut i@ahg conposgition -

accor gy ' eorpr-stRg—3G-HRa-etei
Quant WX} 537 ny 120%g
colloidal silicon dioxide ' 24 mg
corn starch or talc |24 mg
magnesium stearate 18 mg

wherein said compressed tablet is optionally coated with Opadry yellow 03K 12429,

10. A pharmaceutical compdsition according to claim § comprising:

Ingredient Quantity
Compound I 537 mg
| poloxamer 138 179 mg
microcrystﬁ]}jne cellulose 175 mg
mannitol 123. mg
POLYPLASDONE XL 120 mg
Colloidal Silicon Dioxide 24 mg
* corm starch or talc 24 mg '
Magnesium Stearate 18 mg

wherein said compressed tablet is optionally coated with Opadry yellow 03K 12429.

11. A process for preparing a solid suspension of I and a PEG/PPG block copolymer
said process comprising the steps: '

(1) mixing the solids in a blender;



10

pol oxamer 188 179 ng 35 m crocrystalline cellul ose

175 nmg mannitol 123. nmg POLYPLASDONE XL 120 ng 40
Colloidal Silicon Dioxide 24 ng corn starch or talc

24 ng Magnesium Stearate 18 ng 45 wherein said
conpressed tablet is optionally coated with Opadry"

yel l ow 03K 12429. 11. A pr ockss for preparing a solid
suspensi on of | and a PEG PPG bl ock copol ynmer = said

pr oc 89dntEseipg he agguitingsadidppmiaturg info fhegtipgzope af ahot mght extruder
whBrefh th RRPGhture Pehehbaking Gbe)is fH aRRWELVANS M8tk Bttt bF §8 block
solids mxture into a ﬁeatlng zone of a hot nelt

cepelymeg ard beyy Bp mofting ppighgfdr at ure of the heating zone

IS 1 '@iii?e}&l%ﬁﬁigﬂﬁzb@s\ﬁﬁin%%ltﬂﬁlld:[! ng point of said block

copol ymer and below the nelting point of I; 5 (iii)

extr gﬁb AdlitBe §fRhdpERbnBL barti@B Size &1 bédwedd AHoui® FnB 8bout
solid suspension to'a particle size of between about

29% mistPnabout 2000 microns. 10 12. A process

according to claim 11 wherein the solid suspension is

m |1 e, hAQrRedsWeERdin@RQHim 10 Ahaash tRDOME sBBGhs#¥h &'1AN&d to between

about 100 and about 600 microns.



