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The above-described dosage form, after administration to a human subject under
fasting conditions, is (1) at least 65% of an AUC of a reference pharmaceutical composition;
(2) at least 70% of an AUC of a reference pharmaceutical composition; (3) at least 75% of an
AUC of a reference pharmaceutical composition; (4) at least 80% of the AUC of the

reference pharmaceutical composition; (5) at least 85% of the AUC of the reference
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nanely, g) after adm nj str&(sl o]n %IO h
least 85%nﬁﬁnemeﬂhm&e¢mﬁa armaget&@ﬁbqqmnﬂ%gwfﬂs £4 legst 90, the
% 0 uc of r ef &
AUC ogg)ﬁ.ﬁe)trg{epp%ﬂ ar?'%:e ca Q g)tog%ﬁ/é F (ﬁsdle AUC of the

of a reference
referen%ﬁfa%ﬁ@éﬂlhbﬂ%n@@@ﬂﬁ@ﬁ l (‘8) atrlzast 3()0%tof tl&a&UCKﬁ%@fefeinnmUC

a reference pharnaceuti cal lh é E’R tical
phannalceas:tal soBpasitionh ) atcagtl 06 el Be me@ Bﬁ%#n 2 I Y o |
compo§1‘g(?1:ggi taé?epaﬁt { b, BF heI bt ﬁ{%%efeientc@Sh:ﬁ*hﬁcé’lﬁtlchh&)mposﬂmn

ceu I'”cal conposition; (6) | east 90%
(11) at Rastt N8% Hiee HUC be tieatferane phqxhapm@elmommmon (12) at least
conmposition; (7) east 95% of th

120% QTgheABitbe! BhaTHRBE PR OGP I oh 8y Tk FEg 2% of the

0% é}% & gorﬁ afqgnce pharnmaceuti cal
t S .
AUC O%g'h‘peper?&cgﬁh Cgﬁl eas 105% of the AUC of the
ref erence phar rraceutl cal conposition; (10) at |east

glé%;/o 01;& ésggct/_\gcpresent Iven 1]:)rel SIS toD'cp &ﬁiﬁ%@égé fofth that comprises
an active agent, wherein the active agent is at least one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-
methyl-propanoic acid, a salt of 2-[4-(4-chlorobenzoyl)phenoxy] -2-methyl-propanoic acid or
a buffered 2-[4-(4—ch10robenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of
the dosage form dissolved in an in vitro dissolution at a single pH at: (a) one (1) hour is at

Jeast 7.0%; (b) two (2) hours is at least 16.0%; (c) three (3) hours is at least 24.0%; (d) three



(11) at least 115% of the AUC of the reference
phar maceuti cal conposition; (12) at least 120% of the
WQO\RB608548the ref erence pharnmaceutical conposi tiPCT/US2006/013121
(13) at least 125%of the AUC of the reference
pharmaceuti cal conposition. In another aspect, éﬂe
and onefHatf{B15) houre éndtileast 20 éeé four (4) kot B ¥ dpsslge- 0%; ¢ ppegfl) hour

O e

) hourrsn?st ﬁXéast@@%%'d%t ﬁﬁbed@) fosmlis atQéast 24, 0%, (h) one (1) hour is at least
4- (4-chl orobenzo phenoxg)] - net h % (fa/ano(ﬁ CI d d

7.0%, a‘otrwo () bafr ésras deast 16. %, at three ( hours is at ast ee an
one-haltzl@ 5§ hg%gl? lg ﬁgsk?(ig%)%/ %}%tﬁ@ Emr % éf‘fég@t}”}’ o RAIRARF hours is at

a percentag the dosage form
least 16@% %9 tht@éj(ﬂ) Ro@rn is & ledst 24,08, asthtastandonedalf (SiShhdurs st least

25.0% dneiaé St ot it 1obe Ao Yo oo 3 e bf B to 41.0%:

0o SO EPLOR
41.0% drdlas tw@ &) 0frs(ieJest than of 4yuah @ui’%O%s (rag onedg hoggs diggn (Pe to

hour. ji o 0
41.0%: 3 FoASL P tiohoin o5 R [ en BT adty WP fs Honl ik 10 A1.0%
0 t 16. O%and at three (3
mdatt{m%)sﬁcﬂs%%tfnzég?@%%%?ﬁ(h) one (1) hour is ag I)east

7.0% at two (2) hours is at Ieast 16.0% at three (3)

q’gg 8 0‘1’?2%%%“}? ?ads Osage] fo%ﬁ) (%g%?/;( (Sg r?gt@%j%—c}rﬁlﬂgsa@ﬁ{)lg toaa human

subject |uﬁ§@fas(%g1%%ﬁnéﬁ1oh§}@xm?)tls hm;;,ahatsio(?/ﬁ notlteeiamd 126%00% a Ginx 0f @
hr ee ours is at |eas a
referen@mghah@aepeupgalgxpn}p@gmgm SPeg ﬁqaéé{ tg @‘g}ggﬁ%ovgtc{jeﬁmed dosage

form (ngf ml h@k‘ z qil)J %Ftél{ &@%&%@%& ?%h%ﬂga)nt s‘vl?\%ﬁcﬁ aadﬁg ﬁé&n% gox}dgtg?s is (1)

less thatnhHénglx ofguteferdénoe PRarBarertithl c@mposlllpnh@) at ]egst|1g§% affh#Crax of
or equal to

the refq;@nc@q)bal[chgutm% gggﬁ)%qqitgorg k@t a\(tl\%agﬁ]z%ylﬁ #ét%F ﬁ% }t ?&che
pharma%%?t@céq cc(r{f% StltF‘l& (A%) at 'ﬂ:oc@tr BLsvsof the @mQXQJfQﬁ/@ ie@erg&e%rrﬁ?a[ceuhcal

is from7.0 %to 41.0% and at two
compoélﬂ))n I(G)Jatsleass 110% of 16 O 06the gef@%lcqw@r@a teoppopiign; (6) at

e 832 Bt Bl S P P sl oo

Cnax 081 %reh A hatagceuiod o@ﬁ?@ﬁdoﬂ,zsyatdéasa9w tlof Cigux Of the
reference ‘phar maceutica

conposition. Specific
refererich pha@raxewicat ¢ranpaseioa; ot lepH A8 uekihg & ma¢ad e T@?f‘éﬁ‘}é/i Cy

af.ter [ ition;

R R s
or (11)Pat 1RE€3000 6L RN, MBL iy réfemhce pirnmsddutioal,cofr@psition] east

125% of the Cmax of the reference pharnaceuti cal

conposition; (3) at least 120% of the Crax of the

s, jrk y4a) at(o))ediet

BT i ALl pamens gt )

administration to a human subject under fasting conditions is (1) at least 65% of an AUC ofa

h

reference pharmaceutical composition; (2) at least 70% of an AUC of areference
pharmaceutical composition; (3) at least 75% of an AUC of a reference pharmaceutical
composition; (4) at least 80% of the AUC of the reference pharmaceutical composition; (5) at

least 85% of the AUC of the reference pharmaceutical composition; (6) at least 90% of the



conposition; (5) at least 110% of the Crax of the

ref erence pharmaceutical conposition; (6) at | east
wae®esfssde he Cnax of the reference pharmaceut i BEI/US2006/013121

conposition; (7) at least 100% of the OCnax of the

ref erence pharmaceuti cal conposition; (8) at |east 95%

AUC of te &ib@@rt@.ﬁ@ham%ag;:ﬁt&al fcﬁfl}ﬁfsﬁgmg/ (@}a&teaﬂc%e(t ofthe AUC of the
, conposi tion; at st 0 t t
reference phasmapeicahrRRmIOSHION &l 1ee%rlqg i %ﬁﬁ%,ﬁﬁﬁﬁﬁj&%{ eq%&%%
8570 0f & BEiATa b BRTBRSNCE Pharmadéutical
phamac(’ ‘%i%a?g?ﬁlpgsé{sut%’z%%ﬂ g‘fedsfﬁgb@gx of the refer encg e .
composiﬁgﬂ;r (Tey atitast &10% @lﬁﬁ@sAUEcnf thevsfasencephamprscisal comf:osmon,
above- descri sa or n ~:
oy G5 ST ROE SR PR Py o
120% o ?‘A'GC BPdheirStefehbe fharhRasiticBEdngiosaion G 18) atdeast 125% of the
reference phannaceutical conposition; (2) at |east 70%
AUC ofdhe sefieraid@ phiarmacenfieal epiaposiiy®iar maceut i cal conposi ti on;
(3) at least 75% of an AUC of a reference
phar maceutical conposition; (4) at |east 80% of the
AYGIohotHRE adRE e iR IR G cpiavembartiaako € sotjodistgeform (Bt
~at  least 85%of the AUC of the ref?rencF
comprisohan peltverErRahersiBs pelGrageRigs aHEas QIS P GV Bt the 7
V0 2006 18 / i -chibeobeai@pReXy]-
chlorobwgyﬁghén%g?ﬁg l(i)néglg{ mg)p??ag,gfy aQi'd(g %)%Q-lg ?&1@4 @1 c eBrSIP v]

ceu osi tion; | east 95% of the

2-methy‘}lé€<|)1§£fnotd‘®id oef l];ﬁ.tf&nedaZM—?hlomhenmﬂmbm};ﬂtm@hﬂﬂ{rs}) anoic
at | east 100% the AUC of..the reference .. . .

acid, wineinARSERSPIREa P! RS IO PBn S0y o TURer a filuon 2 sinel
pH at: (é%eggghaﬁ i(%@tfl@ﬁs% QQ)QA);F{PEM(;?@? ubhe a at 16B0PDOYVYE; (Onhre¢ (B)hours

t 110% of the A he reference

is at leapleat.0Pc @) threa hndcomrpluadf (3. Dritours(is af least 3P Qe H(fpByfBhoTds at
ot a5 ot 5 DR0ERER RBETRS R CLIGPIRAEIAOA.438) one )

erence
hour is Qﬂ@ﬁﬂ%&%@} 4t 6@b (DUBRASE bi 1At 2010% 43) atahreb ERstouti5 46 st
t he

f the ref h tical it
34.0%1(1) i) hatigs Haresh 8980l TYhEBPESANE! 1Py BRDVBAT e bhowrs
is at leatgg%éﬁ Q%Oabe:%lgait gﬁ%@%ﬁl Jn%[}@lfv @%g hofi3TPLL 1848 3R 0VAEH bue glf) hour is at

e actli gent 1s at | east oOne

Jeast 9.8% 4 thv (25 hbwt G neaey2 1) pheaicinel (2 omtdip lat jspgPdhcat three and
one—hal%%rgi h;urrg Faﬁ:’% r},e;;b}zéé‘géi(né _agf})lug Eéﬁ 31?)?1%?1% la‘? 1%25% 19 .)f)y/l;_(j) one (1) hour
is fromg%(i{)‘%’fts \%}1 OB4. Rf(ﬂg\%@? ¥burR emens ol :084 1Be1918Y6; B @pédea(1y hour is from

eréin centage of the dosage form

9.0 % 1di43 0% ved ai twoa@) houry istram @il §§01ait.&n- at a single pH

at: (a) one (1) hour is at least 9.0% (b) two (2)

hours is at least 21.0% (c) three (3) hours is at

| 4 10% ibEHdosabE gmenecdyal(f)), (aBebadhimistiations tead human

I@%?t °§"9dg5<§31 (e)ofgur (4 holl??(sabi s(t)at | east  44..0%
subject(iidenfastifd yortitinns] exhiltits| acGas that dozs antiexgeed gy 70 95 2 ﬁ%’é?’r%f a

S phvrm eas%ca%clo'rggésitgo%). S%rég’lﬁ(:gﬁy, the Cpax of the above-described dosage

form (namely (a) — (0)) after administration to a human subject under fasting conditions is (1)

reference pharmaceut

fess than the Cynay of a reference pharmaceutical composition; (2) at least 125% of the Crux Of
the reference pharmaceutical composition; (3) at least 120% of the Cpax 0f the reference
pharmaceutical composition; (4) at least 115% of the Cux of the reference pharmaceutical

composition; (5) at least 110% of the Cmax of the reference pharmaceutical composition; (6) at



hour is at least 9.0% at two (2) hours is at |east
21.0% and at three (3) hours is at least 34.0% (h)
wop@etIushour is at least 9.0% at two (2) hourPGI/US2084/013121
| east 21.0% at three (3) hours is at |east 34.0% and
at three and one-half (3.5) hours is at |east 39.0%
least 105(% );f ﬂ’i@ @m(a 101 thetFereSicefpharrh&sticad cOtpositiort, (D) &t ashifiife of the

e Rt
Cax of tﬂﬂr @ncatp tm@@u COA ( a ast
reference( Rl}ar%/lggepu ic alt co, op%smg)ﬁ) @:)1 ijlr St '9@%3& th@ @%atx ofttheQ¥erdnics one

Hom 1 0% two (2) hours is

pharmacbht@R g(%lﬁ‘ﬁl (H))&%eastr%e/&a)f the eef@m)lcemdmrmp@euﬂp@@pmogtlon
%to 41. 0%

and at rs is.from?2l
or (11) ay pagof0%TREthg k%rve‘-’foté% E‘?férﬁé?!a 1819‘5‘5@05 fie &O]inﬁgsrlrg % (a)
(1)), after admnistration to a human subject under

fasting conditions, exhibits a Crax that doﬁﬁ %’G?ﬁ
Misgeed, 12AUCabove- Grrexibest desage rararaeygiar (RL & cal

adminis gUdo SSEHP I e s Yag SR (1) af 885t 5590 of an AUC of 2

referenc@gﬂkﬁ{a%ﬁtﬁral Sp&xitdort) (2VR0 1eattij0es bf amaAEIC cﬁfeesmtefemglce
trons is ess than the Coax of a refer enﬁ“éal

pharma@hacaTaomQDfBlbaﬂl, (@Lﬁﬁdé@lt 75%ot 2p AUG LI p geferencepiprigacay
composlgl?lr @g a leiggip ?fe 1%1% EAGL%ITHP@{ ﬁe‘ﬂEé g@irm‘é%ﬂ@i@ﬂ donfpositioR) (5) at

ference
least SSVMtH@AUG bEfk referepos pliarmaceutidil cmmploelasn, ()1 Bvlsast 9pHeof the

f th f h
AUC ofile efarsuceriusmeferiit cePRasings: o hi Pt 81 Bag e AULbr the)

eSS OB | s Sy ekl o goana
pharmaé&itieslenagopiiann@) etitebst D5 %arfpl@fsAUCcﬂf th¢ refergrcq phagpaceutical

composi-tg:?pz) 6]2({)@; ?ﬁgrst W(&f&lp ég.g({ g 1'6{1% e&%h’a %#E%l%ﬁposﬁmn
(11) at lre?;tqu SOCS R %WGP&&E 'r@@ﬂené‘@;ﬁﬂh@&h&duﬁﬂal c()ﬁlboatloh (A3} at 9O5%

he Crax of the reference_ pharnaceutic
120% of At dfdhe re@arel)cemharremn@m@poqlw OB 0D Bhleast 125% of the

har ceutl itio or (11) at |east 80% of
AUC OE cHP ?rﬁ’éc?"g’rggfe eg% far maceuti cal conpositi on.

Mor eover, the AUC above-descri bed dosage form (nanely,
(a) - (1)) after admnistration to a hu ubj ect
i stk yétaapihayaspest theinsessnt igventipn gelajes (g s r%@@)foéf‘éeaﬁ“ﬁﬁﬁt
efere G, | T at
compnpeéaggtac{:m%/a%ep eﬁ%@&ﬂ%ﬁ%h Ak 1 CR MRSl A2 [4()

ar e erence pharnmaceuti cal
chloro%ﬁ%ﬂﬁih%h&@] %ﬁbth&t-pfo@m&hc 156 ofaltanf 24U dathlerobatzeyldpheacxyl-

I
gy ro SR s Vel DRSO
acid, w reln sea‘ﬁ g 11%53/ SQ% éﬁ%lﬁ%lﬁ&f:ﬁ&%ét@é&f f%Sitro dissolution at a dual

|ca onposition; (6) at |east 90% of the

pH and%;’ﬁnﬁfitr& Hfswl&ﬁm mﬁhaHﬁé@thdh@ 1dhisi 10 bte, 9950y (©)-10. 0
0
to 2.0; 2‘}1(1 lfuert%ség w%gréqlr? galé H1ssolut1on at the &ual pH and at the single pH are each

determined at two (2) hours. The AUC of the above-described solid dosage form, upon oral
administration to a human subject in a fed state, does not differ substantially, when compared
to an AUC of said dosage form upon oral administration to a human subject in a fasting state.
Moreover, the AUC of said dosage form under fed conditions divided by the AUC of said
dosage form under fasting conditions is between (a) 0.7 and 1.43; or (b) 0.80 and 1.25.



ref erence pharmaceutical conposition; (8) at |east
100% of the AUC of the reference pharmaceuti cal
W@ ewpa3i4so on; (9) at |east 105% of the AUC of PEEUS2006/013121
ref erence pharmaceutical conposition; (10) at | east
110% of the AUC of the reference pharnaceuti cal

Additionai{fRRS hﬁdv@fﬂﬁscﬂbka)doﬁdgdfleﬂﬁ,taﬂbﬂ. sdministiatien #k;}(hmfl?rt siject under
ref'erence pharmaceutical conposiftion, 2) at le

fasting coRtitipws exitibitya Cmofhal Haes gt é?q%ﬁaé%f%é%f ﬁa@@ﬁ?f%ﬁfer@é&e
CoMmpSL L Qo Orsed St %p8fe-iEeribdl Hosage fdnm after

thac?%@f%%“&%‘%%h"% nsé’c(?é‘g%ua@% |ﬂl‘é§%“ﬁ% o ﬁ ﬁlt%i?gn " Th Still g? :

administie b haspa stbjetthmdpr fastarg conditions isdh) fess tep ghe (g Of 2

referenc;g]lé;r%agglft'}aq e@&%{c{%fogg@ @{: @gﬁgb?ﬁ}g{fe @%até iog?neg_gﬁ%nfi_
pharmac%{ﬁ!i%_rl F%_ﬁ?is?%%rf, PR eaxd 130oHBE i IC, R iR ifereituei pharmacsati¢al

or'obenzoyl ) phenoxy] - 2-met hyl - pr opanoi ¢
compositiohf(4pat laash it §%rod ¢he Cmaz o% t%e refere)1/1]ce phamaceu¥1calpco pom%on; (5) at

2-[4-(4-chl or obenzoyl ) phenoxy] -.2- i o of the
teast 1 @108 1 Groreh O SEPR o T Ao o TRP B PR AL RAPaL 1053
C.ooy of DB LUBRACAPhdiRadEutie sl Bixioeitivh (Matdtash 100%lof tieHCandf da

In vitro dissolution at a_ sin Io/e PH %{"Bx(cg) -10.0 to
referenct pharmachyticall gorapasiiiam; ¢8) %}eaﬁ'}%— 10t te e Teiygnce

fur.t her _wher.ei. i ' | ©&n 8¢ oidtraeshtiakl
Phanna‘i:ellfécagiCﬂﬁ’lpgslgﬂl’grgzﬁel gegﬂ%%gfﬁém@rﬁ% gf t&% Q?&%ﬂ ( 25) hour s.
compositith; AUFanikadt R8YadTaerdesnrd fimdngmiitichl dowpgsitiens om(1 Lsb east

oral  adninistration to a hunman s.%b' ect in a fed
80% of giedtey OHbE seiRRCHPRFERCHYGE SRHPCEMPY when conpar ed

to an AUC of said dosage form upon oral adm nistration

to a human subject in a fasting state. Myreover

.

. th
AUGIfet saothercspang,ehé preveni irientipr telaemigia 508A slogrspi ey that
by the, AUC of said ,dosage for. ' )
comprighARATHrEeHs BRI eyt o mner a3 B PR o g0
chlorob%\lgzg)iyg)ﬁaﬁélox?]gygtlcﬁﬂﬁq:{réﬁﬁl%ﬁpacﬂgﬁ/ sui$30064-94-3hRiobenzoyl)phenoxy]-

onal e above-descri hed dosgge form flt er .
2-methyleprppinsia asid ona befferch A4 shlorehenznlp no&yggfmﬁrgly -propanoic
: ondi ti ons, . exhibit : ot 125% +0.8;
i, GRS R ST D e SRR P g 5%
or (b) -f@@et%iﬁd.z athe/AUCHE theraboveidetdribed solid datage firlye dpeweidl e

ormafter admnistratjon tp a hu subj ect.. under
administeasion iga bumen sHYeE I § fgdyalpeiaes Pt e R0 s Wh compared
er en gl ﬁ?ﬂ!&?aqd hit® B hufndh sabjettdAgifasting state.
to m%%%(ffﬁgg%@g%q%# htoﬁé ag et erence ar maceut i ®

~_pharnaceut i cal )
MoreoRRIRONUE 6Nsaid dpsagt forenmtdet R%opfitivhediiiet byfthe A& C of said

reference pharnageutical, co [ tion,.,.(4)
dossee FammAroHcr FHOMEER BPI R G=PEB BEL i el EQFRE 125,
Additigii e 1 AR ddsb Al dosh @B tm 1R ¥a@hirtiieutiGH8Xa fimh eubject under

refetrence pharnaceutical conposition; (aﬁé at | east
fastingOhditiohs, _t:hhibitﬁrﬁ?)ﬁa,ahattdlqes neifeapeeddas T e QF 7 Egfprence
pharma(t:c%u 1<9a Icgrlnggs’iticgn?)Spae%itjlc%ﬂs,tthel 891;){00(?fthet ﬁ%v%@@&ﬁ%@d H&%ge form after
administration to a human subject under fasting conditions is (1) less than the Cyax 0f 2
reference pharmaceutical composition; (2) at least 125% of the Cpax of the reference
pharmaceutical composition; (3) at least 120% of the C,x of the reference pharmaceutical
composition; (4) at least 115% of the Crax of the reference pharmaceutical composition; (5) at

least 110% of the Cax of the reference pharmaceutical composition; (6) at least 105% of the

10



ref erence pharmaceutical conposition; (8) at |east 95%
of the CmaX of the reference pharnaceuti cal
W@ ewpa3i4so on; (9) at |east 90% of the CmaX of PEEUS2006/013121
ref erence pharmaceutical conposition; (10) at | east
85% of the reference phannaceutical conposition; or
Crnax oftﬁélﬂe)fer%ﬁcé SRsthaceBffal @Bmphmmm ifledsh eoo%bﬁrmre;ﬁx of the

t |
referencasgéunggggwéf o (0 ah s Bve hbe Crp (s T fpce
pharmacteﬁtz aag &1&5@13 3%) at ?&%O% e R ac &f e r&%ﬁéf ph&i’tﬁﬁ(&:luﬁcal

I's at | east one of 2-[4

(
compos1@1bh0(f1 Opﬁflézﬁsy BS%MMIM%W@M&C@W&W@O%I@ or gl 14 af least
[4- (4-chl or ohenzo gq Xl - met hyl - pr opanoi c
80% of @@,%a)oqf the Eﬁf@qe@qee arma eu ica comp 1t1on

2-[4-(4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi c
acid, wherein when said solid dosa e has a Pr icted .
IARet il ati@raypeaot, the presqubinvention qelﬁ esgo govelgral ?mqye‘gtlcal

O I e

ect In

2-[4-(4-%1Bﬁ%e§£@a)?hem?;a2ri@éthﬁLﬁrbpamwma an;hlt a.|f 125{4 (IG\;hen
onpar o an AUC of said doz & %WEI pon or al
chloroberchoy hpleanoay - amatleylpronmals asithpdufered 24 @sti ng state.

Mor -
oo SR R AFEPSpo e o
chlorobéﬁt@ Dg)ﬁégﬁ)g%]ﬂg-ngamﬁmromswl aid) etsakt ei2-(4)4-Ohiprebetzaypbenoxy]-
an

2 methinsopingssist) GEHOUESLE 4 GRS PR FBN RPpele

acid human subj ect under fasting conditions, exhibits a
" Cl"a. that does not exceed 125% of a Cmax of a
reference phar maceuti cal conposition. Specifically,
the the ab ve describ

Ystsh taP%\ PO PEG: ngﬁSl] %%%e‘i%t%%@rl{c%%f%‘xﬂﬁﬁﬁﬁ release oral

latidnd thht éo%ipi & heradthae are %ntawheleﬁeme mctive agent
phmnmﬁﬂﬂ%h%@ggﬁﬁéan conp03|?|on a(2) at Iggst 125% of th

is at 1ea@Mé off2-n@- ¢M¢®b@r¥@¥DPWQ¥YH&%@1ﬂhY&@Wﬂ?@%6’§1d& ?5?’# Of%i"' (4-

ChlofObﬁH%ﬁy% s é?n%t@t ‘E%%éal%u)%o%&d ?&165 Tt 1506 of the
chlorob@ﬂ@asd}gheﬁdsﬂo(y et 9{:%6 pafvic A eua ntaiureaigosond afi?-[4 G

| ‘east

Chlomh@mﬁh’b@m’%@fm@@ﬁbb@pm%acl@ﬁ) aﬁto%|2e@;@r§’3%§b%¥°¥?@en°xﬂ'
-meth%lg?r\é\ggrﬁogg gélé %?é%thﬁ’&&r/z;@?@%%&%ﬁ&%yl)ﬁ%xﬂfz Iﬂ&ﬁhyl—propanom

arnaceutic ositilon
acid. GfidHany, stalldefoﬁi‘lﬂﬁtlmfs daheompﬁﬁenémeommwg@ﬂlwemamsm at

0]
st o S o 85 St SR Sl miom e

he.$qlx of the reference pharmaceutica
atleasto%éeﬁIenIc oeﬁ 10) at |east 85%of the reference

phar maceut i cal conposition; or (11) at |least 80% of

thqea ﬁ?rtT}?e); ag{)ectt,q e gn%fdﬁ{e S %as%hoarlgln%%ﬁﬁcieﬁ@éal S&HBQﬂiédsthe
present invention can comprise at least one core. The core of the formulation of the present
invention can contain at least one active agent. For example, the core can comprise at least
one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, salts of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid. Alternatively, the core can comprise a
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In yet still another aspect, the present invention
relates to novel oral pharmaceutical fornulations
wWo b@b/13a8pri se at | east one active agent, wherBCTUS1966/013121
active agent is at |east one of
2-[4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c
mixture Qﬁl'e oﬁe §Pi-T4-@1-cl@lofcﬂneﬁi’ogll)phenoxy]-2-methy1-propano.1c acid, a salt of 2-
chl or obenzoyl ) phenoxyl - 2- et hyl - pr o%a oi 8 a[m& a
[4-(4-chhubeared)phepaKy(2-methyl-propanoic acid or a buffered 2-[4-(4-

chlorobq%lygﬁﬁp?grelgpfzyﬁ%’%%1%?&2—%@%?&5 gﬁgh ?&)}i‘&ﬁﬁﬁ%% Sor@64rhl® canprise at
least on& P QEERRNERY M} ¢haeaxy] - 2- net hyl - propanoi ¢ acid, a salt
of 2-[4-(4-chl orobenzoyl ) phenoxy]- 2-nethyl -propanoic
acid or a buffered
1d obds 4 b oPEddied with epleasdiogte non-rate
’g%e’l[ %).O(/ gg%(@ggpﬁ%ﬁggh%wpeg?, t he present )
controllin@g\ ey, & Meastdrad re-dontrobing meshainistnesf least epg@teRiGggoating or any

combine et T CHRRNE e L41E R Y QUi b o B FEREpBne

912\ be surrounded or coated with a non-rate-controlling layer.
Altemag{&?}é,f- 4RI or obenzoyl ) phenoxy] - 2- net hyl - pr.op. NOi ¢ .
Optionalkyi this monsmbet copfroflingdayes can be surrounded or coated with a rafe-controlling

mechangsgl:lf,f%rgr%g‘g:%g %Fl%ftlr? n ernaog(o%lﬁigétﬁtoqwrét@-rcgﬁf?gl‘ﬁhg nfehshisA and an
enteric ESHHAE O RERARNY P BB %] cad beBthyinded op ecre Wil datercontrolling
mxture at |east one of 2-[4-(4- , rate.
mechargsmh.o¥ bis exte syniyplies &@ﬂla@méﬁrhéﬁ sUSPEpdsbcCoRistaVithe By
control]glig é&%r? éxéé%t%ﬁ# géagigg N7 A%baBRENGX ¥T 2 nén-PREBYhtrAiAPAROhBIsT

and an éntbdc échtiapl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi ¢
acid. Optionally, said fornulati ons can conpri se at
| east one rate-controlling nmechanism at |east one

%‘%&fthé‘r agﬁé%'i,itﬂg cor@lcaR B¥mB9sdinNAék ibsthteatThisdast subseate can be
rate-control’ling mechanismand at | east one enteri

coated Gattat fegst dne of 2£[dr(@rbtoralsgaey])phenexytgdmethy i Propraaie écigl, salts of
oral phar eut i C 0Sitio f t
2o bR RS SR bl

core of
chloroﬁétaﬁ?ﬁ B8 120R el - bR aisie sl or anfivers itdeast ane afthia(h
a eds

t oné active agent. For exanpl [e t fﬁ core Cﬁnh
chlorotsmapyl)henaety]{2emsthyl-prepapgic acid, a salt of 2-[4-(4-chloro er.Lzoy phenoxy]-
2—meth§£—£>€?:pg€cg$ ?J%lgg)?% ]nlffgyelfl?? [h@{hgéﬁgrbgér%Sfﬁﬂlllehgiﬂpﬁﬁiyﬂ@l-prop an01'c
acid. %{1% f@@@éﬁgﬁggﬁé ?ﬁemmwadmﬁwatepmﬂmtdmt eitsi whnotategcontrolling

uffere -[ 4- (4- i . :
layer, @fiéast onsamteoyamypHingdRghanisme FHEIS! BROFURLT LOHEE 4T &Y
Al t erpative I - . e
combiisey Fathbor B ORK0N SIS ITT . Rrthoa: Gt Ehee o e

Alterngﬁ\[egy, (He aibkipate banzoyirjquindertbanydoaedrvtthg horprasprapriralling layer.
acid, a salt of 2

Optiorjally thisainapistsenEeling i s e Suiundsd orseaisd v tois-gpntrolling
Blsnf Giol al@mbination of a rate-controlling mechanism and an
el BBt S tp cac o

enoxy] - 2- net hyl - pr opanoi ¢ acj d,
enteriddatingalltyrnatihely,cbe euliséateaas be SugHnded opgoated with a rate-

controlling mechanism. This rate-controlling mechanism can be surrounded or coated with a

non-rate-controlling layer, an enteric coating or a combination of a non-rate-controlling

mechanism and an enteric coating.
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| east one rate-controlling nmechanism The

above-descri bed core can be surrounded by or coated
wWOwaok/13%480 east one non-rate controlling | ayerPCHUS2006/013121

| east one rate-controlling nechanism at |east one

enteric coating or any conbinations thereof. For

exanpl e, the core can be surrounded by an enteric

coatin%. Al ternatively,

t he b
Bsnned i (s om0 deEPEE PrG ageran LR 1.
phannac%:egg?%gro#wbépﬁg e E)?di’%i%@. |%ﬂaﬁﬁ%euﬁ@dll}b&p§;uéme gRelpidniothat is

a rate-con l'ing nmechanism an enteric
approprizesfor 0g Mrthaformuhition ol dre préseat insensionsan be PFIdRy included, such

nmechani.sm and an, enfer.i c,coating. i Vel e
o, but TGp BN oIS e PG5 Gp et (g1 Bt Rlggeld
suspendiri £reARNW Qhdes hd/SFEENBILS Bhentd) ipfeseBbttvaspbu fifab,| weigng agents,
nechani sm can be surrounded or coated w t(gl a non-rat e 3
distintegreting agenisy gfféragssent agantensusioriants oBMerREnGs SAUHERHRIHIEH 3R
. of atnonErate-controIIing mechani sm and an enteric
combinglippsthereol) - anot her aspect, the core can conprise an

inert substrate. This inert substrate can be coated
with at | east one of

Ph¢ at lcapt ORG BitOHRY LAY lﬁﬁ%m c_leggqiilﬁdme_h& P?}b‘&%‘éﬁe&i in a mixture

._aci d,. f . . .

t b rrounding the active agents. When used
conta1n1él_%[agt_1k762?%e%1fs00? Sbenzc ?sleprﬁ el %rcl)?()ys il 2- et %1 yl - prop agn oi C
as a midatectonaiting freraetiv@agets; the rate-controlling mechanism used in the

forrnulq%i:y;gt%r@ ?}geefgésoq%lggggr%&%%{b% %%}?gﬁhi:cparggﬁg, %/id%op%gjt)l% a%%nt@ or
combingﬁ&gftﬁgl{é% YA RBIRMO XML rdte 8B W ling BRI oftheresantsiabdntion

chl orobénzoyl ) phenoxy] - 2-net hyl - propanoi, ¢
may optionallydncladderfyf ghrasgaceutically acceptable excipient that can help modulate the

-[4-(4-ch| | }-ph ~2- - NQi
hydrop iy AP SR ISt Al S L A R A .
ExampkQ3t Birdplhilic agertemat care usedidchide, monte witlinitpd thednjoses
at | east one rate-controlling nepgagﬁin] a% I asttgqe
(such ashydrokyprepetmethyleelludesps, hydmxyREPY JserBORY oYY
cellulo%)ég{ﬂgi,}rg?hyﬁ%? toé(?dé%pﬁ)%ﬂ%}?e%%&%ﬂ% destnly gﬂﬁs,%‘[b’éeiﬁz{tésg polyvinyl

strate can
pyrroli@dHek Queied, abssclited hondphlymenomd apelyoems ebickylrgpcid and

| . ' [y, thi - [ 1 | .
combiraaAntsiersal r BENABE s 280k e SPes 150 e udedi fis o Rlpieed o
waxes g@%pﬁﬂ?jubﬁﬁg@%e Bk EmPRALE AEx & th& @ABBBAL infidefbuare not

e-contro ng nechanhi smand an enteric coating.
limitedAb} itinat andedyyithetit wases stohaitsecarmanbp avagbees iveepngelilla wax,

coated with a rate- controlli.n chani [ .
oty eSS, ST ARUE S MR weeg e
but areMot Dnfted RO RindrAdBomemhdr9latd digholyayeds (suainaePhdragio® ®id0Rgd

or

a conbi'nation of a non-rate-controlling mschanhS{nse
ulo

RS 1003 reellvlose ethyldelulosa tceliglose g etatysp ordlslosg 32 ef® butyrate, ce

acetate%%{)igrsla g,orgétg%c?f%ﬁcl ester copolymers (such as Eudragit® NE30D),

microcrystalline cellulose and dibasic calcium phosphate and combinations thereof. When
used as a coating (membrane) surrounding the active agent(s), the rate-controlling mechanism
includes, but is not limited to, ethylcellulose (such as Surelease® and Aquacoat® ECD),
ammoniomethacrylate copolymers (such as Eudragit® RL30D and RS30D) and methacrylic
ester copolymers (such as Eudragit® NE30D).
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The nodified rel ease fornul ati ons descri bed herein can

contain at |east one pharnaceutically acceptable
we@opsasd . Any pharmaceutical ly accept abl e exe¢pUs2wne/013121

that is appropriate for use in the formulation of the

present invention can be used or included, such as,

but not limted to, fillers, binders, |ubricants,

glidants, solubility enhan

A@@sp@be@m@pp@g bergiy fheefo Cllélg o0 %fStﬂs aéeﬁfl:ri Lill’?\Pe%Hgli‘l C%h contain
one or rrg)rr—g ﬁ?xﬁ}%’% c olhR%ifa erssmefﬂ?fahéé“& @38AES ' The location of the non-

egrati fervescent agents,
rate-con&bllin@Qhyen s the rfummwm is no’scn‘itu:al dforestapleethe ngpdate-controlling
conbi nations thereof. The at ast
layer mayhenressit PWG%@ S:qqgrﬂngﬁp él%rlﬁ eCPatl orara e-controllmg

mechanﬂﬁle dAl'téln?t ttﬁérlﬁ)n—ﬁ@jécﬁl%llﬁ@ 1@52& Iy sagethd oﬂdfoaaan entenc
t'i ng rane) surrounding the active agen

coating USEthte-asntwlhmg(m@c}@nwnt BhWQﬂgrai%@né@i mgelaiéﬁ‘géﬁleg ¢ nfaflg OP one
e-controlling,necha IS t

or moretpﬁ err@gg gvell aﬁv(gthﬁ metedien {"s1 1&%@% ih ﬁlﬁ{]?J}F Is%cﬂfa é@;iﬁ]ﬁsﬂo@ Nnffed to,

plastwﬂ'&’sd b%ﬁl@l@d/&pa@ﬁfb@é St fExaﬁ@[@SIdf @biyﬁ%s tlhhe(raﬁdfe used include, but are

dditional I'y, e rate-controlling mechani f.ihes
not 11m1|;ﬁdegelmdrq>xwecp11y|l m@th}ﬂwlulﬂg@,m(yﬁgpqy?rquﬁ g)sg,rﬁ}et ylcellulose,

ar m euI i BleBs th
B
be usedtlﬁ@udﬂa\{ Gﬁﬂm’ﬁi’céd o, gﬂﬂfémylehy gr}mplﬁs)bghyc%rge triasetin, Emgtﬂ‘qyj @trate,
drophilic a ent s Hﬁat can

diethy! phiepisacpimingaloty, emaleh S gaEnery bR it kP Sl fretuce
d
but e R BB e e s,
olyethylene gl ycol s, xanthan guns, al gi nates,

I I h
e ﬁ%ﬁ?cﬁf pa%vgo%gbﬂqerglﬁe@g S za‘zt ro? i) ér%@h@igvennon can also
1ncludeca9 T%bt‘@lte' ARsictcBg SO Anfdedphpling c@(gbcﬂﬁﬁdtlﬂﬂ dte presenbi@vention,
I nclude, but are not limted to, a & .
1nclud1n@foat notriswiteddd eSCé‘g@ﬂS or dspersigneef @Fthﬁﬂi(g% agf gpd pghaggylic
ester ccgay I %‘ Icclgﬂ&g§( %ce ate élﬁhﬁgtte Ié}édrrs%?&:b%)ﬁ ﬂletﬁﬁéél'ﬁlﬁise %Hﬂﬁalate

bees wax,
hydrox?%‘&ﬁ?l' métlh?}\\gﬁﬂtnose qratasd fuctinwexgsyenyl acemttﬂ pimhalajn,sethyl
r eof ter insoluble agents that can #g use

srylatt e adusfi sk copp Bmtet, PTGt AR FoTEl R fogfhinations
thereots 2?@&%0&@? ti1§ Eﬁt{g g??%%%rlggd in(thé fRHRRi0AD B thBP2&Et invention

Iulose acet at es,
can be E&thled a8 ael@wmahelt@mwm eThe::‘élhdkmbsssé thea@@tlag gan be readily

detenng;r@g,blygﬂqas%r%yﬂgggg%er% fct?lg% ¢ C CF‘? eg:ﬁ %I?oﬁ”ﬁlkglon in the

OSG an

mmhc%@@éﬁhﬁn? ik WanReRsphat e and conblnatlons t her eof .

used as a coating (nenbrane) surrounding the
active agent(s), the rate-controlling nechani sm

o %léggxgﬁlggglgst(q%tﬁ%ﬂ%g% ii(g']g%ti%t <t:a)% fgg%%ycloﬁfaln{ é@tﬂé %gélﬁé' Gfher than

e&g) Gtk §1-2-rE IR OB i RalassofRudi-@gi t (1)
2[4 (@@g%lb tygg:%OD) §}alnd net r?ggﬁ/l iC
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or buffered 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid. The location of these other agents within
the formulation is not critical. Alternatively, the formulations of the present invention can be

co-administered with one or more separate dosage forms that contain one or more agents

14



ester copolyners (such as Eudragit(r) NE3OD). 13 WO
2006/ 135480 PCT/ US2006/ 013121 As descri bed previously
wheeilss48d he fornul ati on of the present i nventPORUSANG/013121
contain one or nore non-rate-controlling |ayers,
menbranes or coatings. The |ocation of the non-
other thah - r-C0HIEBbbi-BIN b4 Sky ] DntoliR pesymubiatacia silts af B+ (-
critical. For exanple, the non-rate-co Er I 1ing |ayer
chlorobemayyl)heprag Srmetbgl-Dropanaif émﬁtan‘ll/é%\]é‘fff%ﬁ‘g 'c[g'r(‘é‘ and an
enteri.c_coatyn .2 cantr ol i isAher than 2-[4-
chlorob g BURIEET Sy RSP B T Bl ProfFE AR her than 2
(4-chlorShEnz O iheRdx G Qo etyl-propendic acidpatts nh2-¢h-(&

rate-control i ng nmechani.sm, Th on-r.at.e-control ling
chlorobdnag@ipheneryie-watl-Bropapgic agid %5}@6&98 P%“é, as wel |

as. 08 hr N3 iditRatlch® batibed, Bletldedsut afiiot
Cmomber?&? ylﬁ ﬂrlﬁg{n@g r?%l%ﬁfygpg@ta@??@rd sﬂ?a pi rrentesi opacief_ iers,.
limited %‘; ?pidEX@mirggsiggﬁt_s {Qﬂigh {mrtallg ngfdnmt topatorras@tinfamYeRatin,

)ut are not limted.to, .hydroxypr . ‘o ac
fluvastafpimigyasiefip oyestatny, 9@}@%9{}?,&8%\7%%{1@ﬁ%f%\szelés’tatm, clofibric acid,
niacin/nffRH L1 tdtbARSiD, BBl irhdtac@id pidlesiany| cbwotia,

and pol yet hyl ene gl ycol. Exanpl es of plasticizers thag
cholestyraminebezetisgle, MI210126, gemfibrozihenrzebucsl); pl-harsipngypascnts

gl ycol (.s). | yceri.n, tri j ' 1
e T
carvedill, GRS SAS RAGhLdne dazoRidle, daxazdiin, esaldpriln epladepne, lprosantas,

not limted to, water sol uble ‘g%eéiif iaglvrren%@. aﬁd Jinipine
felodipinatfgncdﬁomm;d‘@ﬁgm@nlﬁ@aﬁp@e@zdﬂ% . S%F 155 196, g Hl pine,
oI APL AL Sh oL Q5 SRBEL AR oo cancptsadivns
omapatfiRatjhegox3denAaenitks @ehziosing quengprid sreserpingnsenotiadil, sitaxsentan,

including, but not limted to, solutions o T
terazosip, GhmisaOh OERIoloY ettt Femicti PHEPh ARy ops g

it j halof HehdBaeai £idd)ystseanidpy opy !
omes LA FepihtShongy ions ekt cugddanser
hydrocheidiyiagiét, lspinosmlateteapeinsiopt], hadielazps) bawryol. fresimide,

pht hal ate, ethyl,  acryl ate/neth ' i
perio B0 e, B BSEEL PAPE R A5t poprngl
timolo%{lﬂtagﬁﬁﬂ%ﬁ%h%ﬁm,taﬁﬁroaaé,.m&a@&mn eprldzpne tdreraksatier); anti-

oa

ng used in the formulations of t]gq? pregent 4
diabeti¢ agantd (soch ascbwt Tioé limdterse) agarbases Prag sV, AGgIOREYsEAe,

| ayers. .The thigk of,. ar , ;
corp3USih sithSeip FERER e bRt SR, LhgAa0 hpriahituon
olyburidef dimbgRte iRightd] woglithhumef mateglinide, pimagedinherepagliniflee

environment of the stomach. The forpul ations of. t he
rosiglitprasetalszamidsn oy, FHPPEIC Q5RO RZAR); VB edglgh Gents (such
LN AN i imetrazine, benzphetamine, diethylpropion,
as, butprﬁr-ntti@%’l PR B PP R ooy 1 2 et Py pr opan.yoll? c
sibutra@fihel orlssadt tos riefon@bgd); tiretroviral agents (such as but not limited to,

amprelgjagflihg gg;ggp%;? alg}%.iph_qu)%&ihgx;i%}nqxclsﬁa%no ) A2k 1r,ae%hgfi1‘?irde, saquinavir,

lopinavir, ritonavir, fosamprenavir, delaviradine mesylate, zidovudine, atazanavir, efavirenz,
tenofivir, emtricitabine, didanosine, nelfinavir, nevirapine, or stavudine); anti-platelet agents
(such as, but not limited to, aspirin, cilostazol, or pentoxifylline); or vitamins, minerals or
combinations of vitamins and minerals (such as, but not limited to folic acid, calcium, or

iron).
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. The
| ocati on of these other agents within the fornulation
WO 2000085480 i tical. Alternatively, the fornul atipPeEUSH006/013121

the present invention can be co-adm nistered with one

or nore separate dosage forns that contain one or nore
agents 14 WD 2006/ 135480 PCT/ US2006/ 013121 other than

Brief Dedcdigtidn’of@hd Bigakenzoyl ) phenoxy] - 2- met hyl - pr opanoi ¢
acid, salts of 2-[4-(4-

ﬁg#@g:}’%g@% ‘ﬂ%/é AQrEJﬂ@mMﬂ m iRt Ly fodar FRanebe iaciih dissdidion

d1fferen@dslamﬂdbé@mﬂl2)(b}mm®m}q pomtget hyl - propanoi ¢ aci d.
Exanpl es of other agents other than 2-[4-
(4- chl orobenzoyl ) phenoxy] - 2- net hyl - propan0|c aci d,
Bighte® showdthéprediction of in vivo Chax food effect from in vitro dissolution
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or
differenpesfZ.@ hewrs2- [ 4- (4-
chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d t hat
can be used, include, but are not limted to, lipid
Figgtd REHONG tH@&fStcﬂut(cﬁUprbﬁEs of Boimulatiorisi 1l 3 esdng asingle pH
atorvastatin, sinvastatin, fluvastatin, pravastatin,
methodj gyastatin, cerivastatin, rosuvastatin, pitavastatin,
clofibric acid, niacin/nicotinic acid, torcetrapib,
col estipol, omega-3 acid eth esters, col esevelain
Bivoteos thyavas the dissoletiet p‘)mﬁb:'@,of atfonsgletd MR dpalgt method.
probucol ); anti-hypertensive agents (such as, but not
limted to, am odi pine, benazepril, benidipine,
Detaile§ PRIGEAhIF theC@RPERPRNI | . carvedilol, darodipine,
diTitazem diazoxide, doxazosin, enalapril
éplerﬁﬁﬁnﬂg@&prosartan f el odi pi ne, fenoldopam
f OS| n u , Wy 11 Mg
S B i PR e BREARe ISR IR forme "

and "th& m@mue pluralr}efétembs)dmlesaltloeaminqmt nkarln dfomjcsmth@'wwe Thus, for
ni snodi pi ne, nlsoldlplne

onmg,
examplpTeFBRAnTEACHL ogino B G REIPI S d5e0b e pphio or more
' | itisaéd @iktures of two or

st SR bl SpRBFREN AL MU
more eX@Epidyts & pail alsamrpgﬁe ¢xcipientpmsidhe &ikg. ti nol ol , verapam |,

cl oni di ne, nadol ol , bendronet hi azi de, torsenide,

hydrochlorothiazide spi nronol act one, perindopri

i e%&%lgfdgjﬁd c@ﬁﬁlﬂ?&qhé’ breséiiRfdnfibAlahe faRMib '&hﬁin.ology will be

u

atenolol, " bi soprol ol , nadol ol, penbutol ol,
used inpicoetdbunde, wigis tipr@ﬁnitlons setopheslew, i ndapam de,

trandol opril, am | oride, noexipril, metolozone, or
valsartan) anti- di abetic agents (such as, but not
z%snﬂlsteﬁ Ghefeth, tRERER 9FKOUL Olsaked mldhylﬁouﬂﬁ elithhbx@mide,
| or propami de, ciglitazone, farg dZ i liohtl
"approgimam@mwamt@@velgx the paepifhe teym ab@ilt iegtgsdhg gglues slightly

outs1degtb¥ é?ﬁ?‘ii HziﬁH%sg n%mn?rl&g@gg &r mith@! 150! Suog' d%gigeg @?ectﬁﬁs encompassed by

I ne, repaglini rosiglitazone,
the sco{p@ loazrBIslts réatingihanirds, "abasut'ammﬁ 'éappmmmately "
roglitazone); weight-1loss agents (such

As used herein, the term “AUC” refers to the area under the plasma concentration
time curve of the active agent and which is calculated using the trapezoidal rule. The term

“AUC,” means the area under the plasma concentration time curve from time 0 to 120 hours
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as, but not linmted to, phenternine, phendimetrazine,
benzphetam ne, diethyl propion, sibutramne, orlistat
woroosiisasmbant ) ; antiretroviral agents (such aBChUS2000013121
limted to, anprenavir, tiprinavir, |am vudine,
indinavir, entricitabine, abacavir, enfuvirtide,
after adnglﬁ%{fhﬁ@lv lalrumts LORE PN Tas dEletBined using fchrsmnezmdal\mle The term
) avi radi ne nesyl ate, zidovudi ne, atazapavi.r
AUCw”eﬁ@?cns therrzea undsh Bieinlasna GORERIUEIPR B UrY AR GLRS to infinite
in V|r ne [ kd
time. AQfe it SRR ATAUCTE G, PAEY EMID)s (R o eb Oplasma
concentralibPSiEF Rl the fimpahpleast kliminatie rate ponﬂtetnarrUnl?ss pitherayisg roted

or conbinations of vitamns and m
herein, therepaided valng fosghe QUL the ¢e8 fal ag%ﬁ (Itfqﬁeﬁ%@ ( SIU(r:gn?S 15
WO 2006/ 135480 PCT/ US2006/ 013121 Brief Descri pti on of
the Figures Figure 1 shows the prediction of in vjivo
Igs 1%1sfed)helfeﬂg dheetefrec tactivoagant " Upharoaerilegieallit aciine agent and
. , differences at 0.5, .1 0
drug" 5% wpop arore s DR bt B o a1 g s B2 ety
propanoﬁcf JC?&: t ’[EE @éﬁﬂs@ls\’)'e‘h&&ﬂﬁés‘é saltsUind o ffecbidfX-Bi-@hces 2. 0
Igure 3 shows the dissolution profiles of

ch1orobaaoymmmmyisz-meﬂ@1mmmgma agidn gVerpihe terahacivereglre 4
"pharmqj:gforgéca y a&fg‘;' ss9l ﬁgpﬁ (cjier mfislt (il qgls Qﬁgﬂfl@érét%@thlttz& hcants

scrlptlon of t
intend tb ‘iﬁéﬁﬂfe'?.opl @ckﬁ&%béﬂzbyl)ﬂ&néﬁy]%ﬁﬁthym-pmpasowpe@ fear sans Wﬁll as

and the appended cl ains, the_s f " "
salts snd e alhohisaebopran Bherendrenels BPRLE: erE: SERTEA 14
ear
(a-chiofpfoalpbiEl T S ShIRE YAl sHRHRcluE byl BEAD IS to cholne
ethanol &G ineV @ ctgRslhmate, dleyélohmlammnmrmethﬂmme;lyﬁﬁe Pipgragane, calcium
agents in conbination, ref

and trompibpyinss Dxeoplss cglfnt?wn% ee ng% 13 p;i)r%{scde Rlufled 2] -[4-(4-

sas

chlorob%i’i‘zo%?rpifﬂlélgblxﬁla -82 )Hfétﬂiflﬁ% arﬁ[l:dac‘ich endlhdeg bul 4te deslimitéd mgcaiadm

rese i nvention, the follown
hydroxidef crhohﬁé hg@tomde dibthylethsdlamine é@@?a@g}@g‘gn%e{hy?qrﬁ@amme

guan1d1%§,&%€érfeﬁ%§f@§€%u§m b ‘iﬂ%\g& %'%ﬁan%? h%{lggir }?érgzmé Iil)gpérﬁﬁl'i@ sodium

hydrox;,d% eﬁf&'ldﬁh@l tYorﬁethérhiﬁ%t Beakatiilky beideae-vtenahinehalenmem
I ndi cat es that values slightly
alummum hydrox1de ammonium hydroxide, cytosine, diethylamine, glucosamine, guanine,

nicotinamide, potassium hydroxide, zinc hydroxide, hydrabamine, tributylamine, deanol,
epolamine, lithium hydroxide, procaine, pyridoxine, triethanolamine, ornithine, glycine,
lysine, arginine, valine, serine, proline, aspartic acid, alanine, isoleucine, leucine, methionine
or threnine. The solid state form of the active agent used in preparing the solid dosage forms
of the present invention is not critical. For example, active agent used in preparing the solid
dosage form can be amorphous or crystalline. The final dosage form contains at least a
detectable amount of crystalline active agent. The crystalline nature of the active agent can
be detected using powder X-ray diffraction analysis, by differential scanning calorimetry or

any other techniques known in the art.
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outside the cited values, nanmely, plus or mnus 10%
Such dosages are thus enconpassed by the scope of the
W@b@srss48@®ci ting the terns "about"™ and "appr oxPeEUS1096/013121
As used herein, the term"AUC' refers to the area
under the plasna concentration tinme curve of the
CHds V@RGSR AR prbdiets, bslidcddsags forae ousiethgds e considered to

be “bmehaéeﬁﬁ?’h%ﬁ{m9222/41&%@%2@%?&%%10@5% o Gaptoeng P O e
two fornétﬁ?té?ns 198&(’\’%61} .50 Wy %Q@%&%@rﬁ@ &ﬁ@@@f&%@;&&mlso and 1.25.

adm ni stration inunits of ngh/nL as detennined
usi ng the trapezoi dal ruI e The term "AUCD' neans the

area under the pl, , ntrat| rve -
i wesengnae b SR, RE AR oPfa] (el P area by
dividingWE Gbse BY thekece " is the |ast measurable pI asma
concentration and (3 is the term nal phase elimnation
rate constant. Unl ess otherw se noted herein, the
eported.val ue faqr the of the
sed fer ‘?}@3 EPe e trﬁfALétqg rﬂ?r% i vte)ﬁ%l’ve\ﬁ?J Lt

concentrdi’xlaﬁro'f'ﬁﬁ[ﬁl(ﬂgzhﬁ%ﬂeﬁz@sﬂ}ph‘éﬁo@g@qﬁwﬁhyhpﬂ)paﬂcdc agd. Andess othgrwise
i nterch ang eab ﬁ@ erein to refer to

noted h@e{mth(wemrtedrva Aoloiie éb@ﬁen?alrﬁ@tlwf theFomsanoi ¢
acid. The terns al so enconpass salts and buffered
2-[4-(4- chl orobenzoyl) phenoxy] - 2- net hyl - pr opanoi c
AS used MRER, the erinefdekyédeddase’ E@rmo a'type of modified release wherein

" phar macol o |caII ive agent" an dru S
a drug dosagesforrg eghl gﬁagpyget %g’ﬁ' hehwee AHE)]I a[dgr& gatlc?rﬁ?f tﬁ% Slfug d%gage form
and the 5& éflé?’i tléehc}rg% from said ?osa%e form. Pulsed release systems (also known as

obenzoyl) phenoxy] - 2- net hyl - pr opanoi c acid
pulsatil® dfug&eleaﬁ”y\md thasise eﬁdrit@'lqm)dtmgﬁ, tvaichigire well known to those skilled

o Shere ot LENASHSE T 1 1 opan

(4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid
i nclude, but are not limted to, cho

1LNe, 29 :
@Ishmnd)ha’mnnéle phiiase fidelts! cheﬁohglond]néey (ﬂroﬁg?’fﬂl fesdo the following
t romet ham ne, |ysine, piperazine, calcium and
formulg:, o et hani ne. Exanpl es of counter-ions that can be
used dpsPInavh geidel (ueingdh@dial pfémethod) — dissolution at time t (using

chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d,
the singlapHudethodut are not limited to, calcium hydr oxi de,

chol i ne hydroxi de, diethyl et hanol am ne,

di et hanol am ne, ethyl enedi am ne, guani di ne, magnesi um
For exditsle kel €:”)roag bu 01 rigure3aniobises), i d) hqyirgbe houmeetc.

peperi di ne, sodium hydroxide, triethylam ne,

tromet ham ne, benzat hi ne, benzene- et hanam ne, adeni ne,

g&%ﬁ YAy dﬁgféfodsf?ﬁ rSRRE e Dby otiined I‘fﬂ@m the difference

yl'am rie ucosam ne, guanine, nicotinand
in releafsetaa&ﬁﬂasured]ysing)m tevitre |dm@oliq§1@[m tegt @t@ dup,ypﬁfl @bgﬁm@}rs (30 minutes)

D | 11 0ea | or sai
TN I Y i
same (ﬁgé/é‘e' Bfm.

As used herein, “Adiss; o refers to the value or number obtained from the difference

in release as measured using an in vitro dissolution test at a dual pH at one (1) hour fora
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| ysine, arginine, valine, serine, proline, aspartic
acid, alanine, isoleucine, |eucine, nethionine or
wa booensyagl The solid state formof the active BUBNS2006/013121
used in preparing the solid dosage forns of the
present invention is not critical. For exanple, active
dosage 886 3hd WS HLhilD dRs6RELH BiGa sihgle pH dtdne (Dsmye fdroridse@A dpeage
anor phous or crystalline. The final dosage form
form. contains at |east a detectable amount of crystalline
active agent. The crystalline nature of the active
agent can be detected using powder X-ray diffractio
Adadey] Siefein, W\ dikis] & refiatsita theswdirmirmyndwt obteinsd fippthe dﬁﬁrence
i ot her techni.ques known.i .he, art,. 17
inroleasper masBBLRENE £ 11 VRE UrseEPn il fia BARIR LR Bt dor o
i f 1oh afBtineRSRitwoqDphsles & shid shme dosage
dosage 1) [ ggg%ﬁ\?’g grr?t(ﬁgsigii’ijl the 90% CosPnf [ denge)sl nterval ("d")
form. for conparing the AUCs between two formulations is

between 0.70 and 1.43, nore preferably, the C is
between 0.80 and 1.25. As used herein, the term

Aé:lhééai'he[r&féﬁgé phlgséifdg@bﬁjﬁbﬁ at aﬁuzﬂlpﬂg’: mﬁml @Eﬁré or @ “dual pgl
cal cul ate y i viding the dose, t he ' .
system”rasrugedhinterpleangeatly hergix feferg futhe W%h?‘%@esﬁﬂ%%rﬁﬂrﬁ aﬁﬁ%@@%‘é{'

pl asma concentration of

2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi c
acid. Unless otherwise noted herein, the reported
value for the Cmax is the central value of the Crax As
used herein, the term"del ayed rel ease" refer to a
type of nodified release wherein a drug dosage form
exhibits a time delay between oral adm nistration of
the drug dosage form and the release of the drug from
sai d dosage form Pul sed rel ease systens (al so known
as pulsatile drug release") and the use of enteric
coatings, which are well known to those skilled in
the art, are exanples of del ayed rel ease nmechani sns.
As used herein, the phrase "delta dissolution tine" or
"Adisst" refers to the following formula:

Adi sst=di ssolution at tine t (using the dual pH

met hod) - dissolution at tinme t (using the single pH
nmet hod). For exanple, tinme ("t") can be 0.5 hours (30
m nutes), 1.0 hour, 2.0 hours, etc. As used herein, "
Adi sSO. 51,r" refers to the value or nunber obtained
fromthe difference in release as neasured using an
invitro dissolution test at a dual pH at 0.5 hours
(30 m nutes)
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for a dosage formand an in vitro dissolution at a

single pHat 0.5 hours (30 mnutes) for said sane
waelowagss48orm As used herein, " L\dissl.Chr" redBUS2000013121

t he val ue or nunber obtained fromthe difference in

rel ease as neasured using an in vitro dissolution test

at a dual pH at one (1) hour for a 18 WO 2006/ 135480
PCT/ US2006/ 013121 dosage form and an in vitro

di ssol ution at a si ngl e pH Fahle dne (1) hour for said

Satfe uig,?lgﬁpﬁtgu ormT—As used] Nerein, ~ AfGRuten’

refers val ue or nunper obt ai ned fromthe

Apparat@é 11 €rence in rel ease as nﬁﬁBwr@dralusi%@J%ZQNFvZ‘l’()ro

dissolution test at a dual o 2)—hotrs—for—a
Agltatlodosags 1:9,{ mkand an in vitr 5'(213?%%% on at a single pH

Nodpet_two—2)—frours—for-sard age form As used
Wherein, the phrase "dissol [ |onsqa a dual pH', "a dual

pH' or a "dual pH systent| Asidfege:i nt erchangeably
herein, refers to the nmethod siesmi i df&d S M sbebineplosphate
bel ow. 19 WO 2006/ 135480 PEI#&/S2000 0g1 2500 shappié 31 =+ 0.05

Paranmet er Condition Appar alastAinE Ayar etses fér 1 hésirs 29
NF 24) Agitation 50 RPMA% Medi um Two Stages: Acid

Stage: 500 nL of 0.05 Msn_'é sphate buffer +

]

0.2 MNaCl, 500 nm., pH 3.5
0.5C for 2 hours Buf?er St a Qa'lﬁf g&?ﬁxs dlum
0.05 M sodi um phosphate (p gﬁ’ tg? R §dged to
to the Acid Stage media foiheAtI§rssBId total v umeOf
900 mL and a final p maintained at 37 +
0.5°C
Sampling Time Points 2.25 — 12 hours (Sampling times start from
dropping of the dosage forms in 0.05 M
sodium phosphate buffer + 0.2 M NaCl (pH
3.5))
UV Spectrophotometry Analysis At 300 nm

For an avoidance of a doubt, in a dual pH system, the measurement of the percentage
(%) of an active agent dissolved in said system begins after a dosage form or composition has
been exposed for two (2) hours in the acid stage medium, pH 3.5. For example, the amount
of active agent X dissolved at 30 minutes in a dual pH system is measured two (2) hours and
thirty (30) minutes after the acid stage medium was added. The dosage form or composition
containing active agent X spends an initial two (2) hours in the acid stage. After the dosage
form has been exposed to two (2) hours in the acid stage, pH 3.5, 400 mL of 0.05 M sodium
phosphate (pH approximately 11.5) is added to the 500 mL of 0.05 M sodium phosphate
buffer +0.2 M NaCl (pH 3.5) yielding 0.05 M sodium phosphate buffer, pH 6.8 +0.05. The
amount of active agent dissolved (namely the percentage (%) dissolution) is measured thirty
(30) minutes after the buffer stage medium was added. The percentage (%) dissolution

measured under this dual pH method was normalized to the strength of the dosage form.

As used herein, the phrase “dissolution at a single pH”, “a single pH” or a “single pH

system”, as used interchangeably herein, refers to the method described in Table 2 below:
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900 nL and a final pH 6.8 maintained at 37 0.5C
Sanpling Tinme Points 2.25 - 12 hours (Sanpling tines
wae@sti3f4som dropping of the dosage forms in OPOBUS2006/013121

sodi um phosphate buffer + 0.2 MNaCl (pH 3.5)) W
Spectrophotonetry Analysis At 300 nm For an avoi dance

of a doubt, in a dual pH system the neasurenent of

t he percent age (9% of an active agent dissolved in

said system begins after a é‘b@gge formor conposition

ha
Ras—begn—exposed for two (2) hours in ghgqigehd Stage
medi um aﬁﬂnﬁ.%. For exarrpl P, the anpunt of1 active

Apparat@@ent X di ssolved at 30 ni nUSEPApparaud dUSHEO .
PP neasured two (2) hours-andithi rlfl?‘r/'z élU b W%m I'S

||| ||u |
Agitationhe aci d stage medi um was aé%&? é dosage ;;?mao:m

A Aol

COpPOSt t+oerm——contaimi ng daC
Mediun} hitial two (2) hours in th b;g%gg tﬁltl I%Eﬁﬁ;fgnf%er%OOmL » PH

dosage form has been expose ours in the
acid stage  pH 3.5 400 m

..... il pHprHalC

Samphr(go'l"-lnmibnm}%l mat el y 11. 5) is é@@é‘&“ﬁeﬁt‘} ﬁ(gﬁ%ﬁ m. of 0.05

UI Hm buffer C (pH 3.5
UVSPe;‘?JFrgP %yéélgr\%sodl um phos ﬂ{gtég ffer, pH 6 )8 0.05

Tﬁ@pe@éﬁtb)gﬁ (PY digsotiitio nagsmed dn&ao]mz ddal(pFhmethpdtwas normalized

percentage (% dissolution) is neasured thirt 30
to the sti¢ngth eSthgidosaget@-buf f er st age nmedi um was add)ed (The

percentage (% dissolution neasured under this dual
pH met hod was normalized to the strength of the dosage

B@rram"eﬁSctu&eﬁhd‘mt’ eorra, "thdn@quhcfelbfeeffe@tlg@g ahountoaf ap ackive agent is
sin

meant l)pp, g’&l @ﬁ@%@%éﬁ} nhgtlr_’ée ﬁétw?e&ggrrltntg lp(r)oxp {1} thg ?%&? effelf The

0] e
s ) 0o L RNROGS, S35l on

age andﬂmmrabousdmlspoﬂth anrdavideal pthe pspicplar an\@@)gent@,agg}ts SRd i like.
0,

Thus, iAo PO o e ho g oL RS AL o i w0 afl-

appropriate "effective amount” in any individual case may be determined by one of ordinary

skill in the art using routine experimentation.

As used herein, the term “extended release” or “sustained release” refers to a drug

formulation that provides for gradual release of a drug over an extended period of time.

As used herein, a “fasted” patient, “fasting conditions” or “fasting” refers to a patient
who has not eaten any food, i.e., who has fasted for at least 10 hours before the
administration of the oral formulation of the present invention comprising at least one active
agent and who does not eat any food and continues to fast for at least 4 hours after the
administration of the formulation. The formulation is preferably administered with 240 m] of
water during the fasting period, and water can be allowed ad libitum up to 1 hour before and

1 hour after ingestion.
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Sanmpling Time Points 30 mnutes to 10 hours W
Spectrophotonetry Anal ysis At 300 nm The percent age

W@ 206dsa8®| uti on measured under this dual pH nRCTOS2006613121
normalized to the strength of the dosage form By an
"effective amount” or a "therapeutically effective
D heren], adfedasdicne, “ge binditbonsitentiedarafen tox patidpywho has

ffi t f [ ' e .
fated fagblersd OQIPRERTIEE 5 oS BTSHEER. AL G P ofedine 30
minutes Bg%fé%@llte & Iin?,l@tshén YAfY tdk AIRRURIoRS  ThOfoPtiia€i6h of the present

dependi'ng on age and general condition of the
inventioh hmﬁadltmiﬁlmwred itk 2p@miliof wasr vethin § eringfenefteconpiaiton of frgmeal.
the like. _Thus, it is not alwa 0SS SPEC
No foodp s alpned fraklsonidt BUARLoHG W 95T 3L QP Ph wp o
1 hour bgﬁ)fré 663 | USuRIRY Moestidh. 30 MighTel tedtanill pRoavides apyroRamately 1000
eterm ned by one of ordinary skill in the art .usdgg
calories totheipatemaf avhictesrpaenimatelynd0% ob therralasicrontenbisydsried trom fat

"ext ended, rel ease". gt . " sust.ai . " s
content 8? {glﬁ m grﬁme%tpfe ative &Eghpfrﬁt(s’)l{l}g g@g?% ?ésgt?l%glucgfmﬁ{rg&sz% E;gegsg?ed in
butter, ?Hsetlsfééllg %g@ﬁ,fzgﬂitcééé@ﬁﬁﬁ% _dvithﬁitt@? ﬁqnbéﬁha?;?mmbotatoes and 8

: ste atient, "fa i n
ounces ¢fwilsele nylk togrevide { groﬁé@ sdepgles, éﬂiga%‘gél%%s%te Igé?néﬁs ag‘{quOO to

600 fat {30s, i Tar I LAR HoAREEE diffcaRLrréc? 8B fool ity T 2-[4-(4-

( nl_stratlono e.ora fOTI'.TU atlon_o
chlorobti¥yDpRSRRY]-2-Mveihglipropanoivpacids i A gatdnt mdgecaiyas saeh ¢ bigh fat

agent and who,does .not eaf, . f.ood and contin
tost meqi geteroree taercish St Do uce et St TEhEor iR AP YRk speal

i ' iheroftRE Patlcdt bOWhich appekiiabllyB0% of the caloric
providel ASrbRTBIZE00 alorilel it patl batar i ng AlyB0% of th
contentpedérdad frm favebwentadithdmeal] Lopastentghp resietvighsigy & lgwifat test

. hour before and .1 hour .after . i Q- 21 WO
meal is 3¢fgrPd BN B ?%%g%/&%f%{e$%§1%Jgogl ‘herein, a "fed
patient”, "fed conditions" or "fed" refers to a

patient who has fasted for at |east 10 hours, overni ght
Ascisedhbereinathedenmsy arandationn: ifpran 't @s1dosags) O g‘FW?Fﬂ g 30
. m nut.es before t b [ St e .o of . 4 i
otre A B oSk o B SRl obioditt vt contins an
amouni ST4@HV4 S¥ent Sufidizghniosickiceeitheidetiriberapeusic sffecer Th fragquency of
5 mnutes after conpletign of th

. meal ... No food i
adminittrionaAhdt U e e TPRAEHECHVR SRS Bot et mngiges bt
be al. i ki o, t . hi
e YA BB Pt gt s
pharmAPRIpl e £dtetistiofend iaplosicelclamctduistipmt i ent of whi ch

approxi mately 50% of the caloric content is derived
fromfat

As used herein, the term “inert substrate” refers to (a) water insoluble substrates or
seeds comprising different oxides, celluloses, organic polymers and other materials, alone or
in mixtures; or (b) water soluble substrates or seeds comprising different inorganic salts,

sugars, non-pareils and other materials, alone or in mixtures.

As used herein, the term “membrane” refers to a film or layer that is permeable to

aqueous solutions or bodily fluids and may also be permeable to the active agent.
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content of the neal. A representative high fat high

calorie test neal conprises 2 eggs fried in butter, 2
W@ R635486 bacon, 2 slices of toast with buttePCT/WS2006/013121

ounces of hash brown potatoes and 8 ounces of whole

mlk to provide 150 protein calories, 250 carbohydrate

AahQAiReeiHe fBE "hdiffdO réfats tcaldoug miaﬂﬂmg Horztlatipmgn gvhich

e e AR e o B S
Modified cﬁe%aséA‘S&% ORI \M?%e F&9R1 ¥&3e- d@d&k@prcﬁ@l C'h&ﬁg&k

'S Tererred herein as bei ng under " h f at
Chemzszfrﬁd\/.f@mﬁdd:mn'mg]sdhd (antrolw; fratittaeRissqfutadn, Tﬁf’ﬁ’*&@ n Vivo

Bzoequz@%&%%@}zi}zt %Ig? hﬂ Sgr}tg)lf Hg:altlg H{n Pglyeg ITogd and

Drug A&ﬁlﬁgétfﬁtonceéﬂt&%r Plud PealnRdh. an&\mééalr@ﬂ@‘ C\mz:R 1 eSapitanstser 1997
suc low fat test neal is referredtotgereln as

CMC 8jymign G4vinetein itidopperhigd by seferenpel-t bagedifed fguaglaietej n,

for mul at.i Fay W]/ i
iyt SF R RTRA e S e RsRas, dspatr e
agent b 8 BBetidnGRb]. CTesh i wsed ﬁﬂtaﬁchmg&hlﬂyw@tldmonamngdlategelease

active agent sufficient to achigeve the
as define én Rpaingten: dire Setenceriid frideq ;ﬁab’?mcyagﬁﬁ‘ %‘?‘? Bl Gston,
Pa. MacP Lptidd; g 85 ﬁ&gﬁ @ﬁ ':E&SL{se@flér%ﬁlt ’Lﬁé%xrn?slﬁb&ﬁeﬂ Relédde" includes

| clen out overdosing wll vary with
extendddneleada E@Btztlﬁdfd 1stehss delbyddrelepse, tnd odmrollad r¢loase fgrantlations.
including both its pharmacol ogi cal characteristics
and its physical characteristics. As used herein, the

DQMRd h&ei (RWRsdsE 8b8serV&f &Efil O aQ(’fﬂl}ef&&@&(ﬁ?\‘fheIﬂiilfkﬁidvllﬂ@|fermula
Substrates’ or = seeds conprising different oxides,

cellul oses, organic polyners and ot her material s,
al one qr m xt S
or se 616’8 flagye g%r FFfé'l g%?mmlr%%gﬁ%éggﬁ i SRR

Underﬁmﬁggonagﬁnpar eils and other materials, alone or in
m xtures. As used herein, the term" rrenbrane refers

to a fllmor | ayer that is perneable to aqueous

?Agsl liJSFﬁlg SC{ Pg‘géegﬁ Pfl%g‘lav%tggg\é ?&égﬁ%ﬁi& J36h REfBERIRation of

a "pharifatéiza09 66&%&1;&16xcﬁﬁerms ed a fiphamaceutioally mcnpfahbdtddutléé" 18
refers to a drug contalnlng W?F[éﬁu'at on [ VYh

meant g glageaiad thef Ismee-taKiG QT PRICHEEE P girdlysse al? &r
exanpl e, Quidance for Industry SUPAC-MR  Modified
Rel ease Solid Oral Dosage Forms, Scale- Up an

nd
Rostip e thdeamn g‘ﬁerenﬁ;é}maqeytlca\]/gﬁmpg@tlm i 9y Refgrence”

s S S o0 RO Sk Py LBy 2 propanc

acid, 1 HE&1dn r@teﬁ“@‘ﬁ@r&&%ﬂé&ﬁﬁmﬂé@ﬁczﬂ REmPo&Igon is orally administered to
m-ni s ratl on, Center for Drug Eval uation and

a hum&Resbgact hndet GDERL Yed @aditempe ﬂ“hq@g‘qrence pharmaceutlcal composition is
TRICOR®, Abbott Laboratories, Abbott Park, Illinois.

As used herein, the term “Relative Cpx” refers to the following formula:

Observed Cmax
Cmax Observed in a Reference Pharmaceutical Composition

Relative Cmax =

23



CMC 8, page 34, herein incorporated by reference.). In
a nodified fornulation, admnistration of said

w0 oooa3a80 on does not result in inmedi ate rel eBGEUSH006/013121
the drug or active agent into an absorption pool. The
termis used interchangeably with "noni nmedi at e
rel ease" as defined in Rem ngton: The Sci ence and

Practi ce of Pharmacy, Ni neteenth Ed. aston, Pa.:
THecObBeyEd Shixdidn tb@rﬁéavﬁ/f,or%]@w ‘.fhexénau g)étge st a?ﬁ%,ge ?‘Wél (such
term - modifjed 1 ¢ phdd&d tioR 4 eNsietadnghRB8®on under
as, butngh];‘P&F dardgfafégsfgx{lfglgﬁﬁgye% rtg ease, and control I ed
fed or fak@hLanRitfakyiul ati ons. As used herein, the phrase
"Cbserved ARel ative Crax" refers to the foll ow ng
formul a: QObserved ARel ative Chmax = Rel ative Crax
nder, £ I e larity Rl Rt ¥ fers tdnte ffollaghg figmula:
&%S flthlegeg%’%]%use ﬁll?1earne35%, t he phrase
"pharmaceutically acceptable,” such as in the
recitation. o aph utical ly acceptabl e
%fé%@ﬁtﬁ“&? zgl'(gh'gﬁ‘ggce’ﬁwdéal |y acceptabl e
additive," is nmeant a material that is non-toxic or

ot herwi se physiologically acceptable. As used herein,
where L)Grlogaitbmendesphhnirheaymbenst @S%%itltnileol?f"mté’?é N

"Reference". refers to,. k R of
sumatey 9 SEEOGY b g By RSO SrEPhE) OLAG 1eh e
pharma@&itidal formaBEsY kel T¥im@atdéssolutibe af tirhe peint eof the test dosage form

phar maceuti cal conposition ig orally admnistered to
(such asa bhiumagAinsitad teca saliddtosagedarmg a? thedeseBHaY P1UeRL. The

ref erence pharmaceutical conposition is TRICOR(r),

Abbott Laboratories, Abbott Park, Illinois. As used

herfeivaine bbeveer SMahRedGsiggestOimktwa difslgtianprpfilss are similar. A
_following formula. Relative X_ T
SetilodchegusEER OF VST AR e G NL LI Ko et P hdustr
SUPAQ?@Q@?@%%?%%&M%@?}@ HBABF Pk, I8RO0 1:Ad Bb2hpprobe

in the above formula is the Cyax of

ChangdsheClessittrid dbmmyachiavng (udi€hniagls; Tk iradPisyaltare destiyg agd In

dosage fo of the presept | [ :
o 5 S et D SSEub VG PR A R sevigs Food
and DriS 8885 @itdn, tBSet R Drug Evdllistidrnt andfResearch (WDERD) September

refers to the following fornula; f2 = 50 LOG {[1+l/n
1997 CHE 8: pagees 3T13p2hergingnsornayated Ry apleraiess=| ogarithmt o base

10, n--the nunber of sanpling time points, E _

summati on over tinme points, Rt= nean dissolution at

tAdRe@Bbfin, thedferrh eubjf 'eefne® an animal, preferably a mammal,

including a human or non-human. The terms patient and subject may be used interchangeably

herein.

As used herein, the term “Tpyy” refers to the time to the maximum observed plasma

concentration.
As used herein, the terms "treating" and "treatment" refer to reduction in severity

and/or frequency of symptoms, elimination of symptoms and/or underlying cause, prevention

of the occurrence of symptoms and/or their underlying cause, and improvement or
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pharmaceutical fornulation and Tt= nean dissol ution at
time point t of the test dosage form (such as, but
wooiosliss¥st ed to, a solid dosage formof the prEGENS2006/013121
invention). An f2 val ue between 50 and 100 suggests
that two dissolution profiles are simlar. A detailed
remediaflbs 608&hae. Dhud, e examplealti¢aying'aa patienbinvbves areviertiqnoafrid

paﬂlculﬁgilégggg%égggg%l&%{o&g%g = % A sus§8%t%§e w%f?v&crl]%al G8well as
e t f
reamef AR o SRANRE S T ity Dk At oot
disordeBiraBspaseval ence Docunentation, U.S. Depart rrent of
Heal th and Human servi ces, Food and Dr ug
Adm ni stration, Center for Drug Eval uation and
Bﬁ@ﬁ@ééﬂﬂ 11(ve%ﬁelatesﬁ©&bﬁﬁf’des’age 1Q9i6 OMpriBingpatrast diJB-aBti?Ye

herei n i ncorporated by reference. As used her
agent. Ty mlldsi@bﬁl prmy ef e prosentanveaHPRars 16‘&%%?%66@ Elects First,

I
the SOllgg?Tagﬁ Fo SHF injhg%in?ﬁgfg gfshglg Q{Trlg]ltﬂg%fgtﬁg rt]ag- E gﬂlﬁﬁﬁ B¥bject under

fasting B&@{detidhs, zﬁﬁnebvs adChethat diloesmbEe}toeedrthéTl’mg(df a wefesersepbamppseutical
time to the nHXI m obser,

oL 18IS T b (e B s concent L0
pharmaESItﬁEl 5o%ﬂo§ﬁf6‘ﬁt IS@Bold) scﬁﬁé’ 8f fhb Xohcﬁﬂ@s’a%é frinB @8 ﬁ{thteééﬁt

i'm nat1on of tons an under l'yi n
1nvent1mawhen a(hnmvsdmed tora hphart 31@3 Qgt g}dnlpléméuﬁ t@yﬁﬁs differ
substangy Gy B kD O PP HES0 6 bAoA pLSTROSRE TS stih sotid

dosage ?&*ﬁ?&%mﬂmxsefﬁé&ry tBaaeEhSlar {d thewsfitRgref@ematghanhaceutical
i nvol ves prevention of a particular disorder, or

composatimer §]srcb lsgsiic @lfd@ sokifl desagniforms of thepisemt iyjeation do not exhibit a

slgnlﬁc§9}|%10|8 %ﬁ%}t Wai?eﬁl\é\ﬁ%\rﬂnalb%fedgg %ashﬁ%gtt nl(a%rg ﬁg‘rﬁhg g%sgl?% lc¥nditions. Such

solid dé$agé @c%ﬁit sQéthlf) nf’creefibd; Slﬂijiﬁft g@ﬂévedlmeawhlch'ﬂbmlsm wmaﬁmg subject
invention relates to so f

compliiaseincs fee sBitoy Bocsdgi Reed tyESo gy SiryeLPE he et fogm

either Jﬁlécsn? fth%lﬂgg 'ﬂﬂ; i n%lﬁﬁ 2 e wieh tﬁé% ?scﬁo%n sitjéctt |

t’he present invention, when
compliaflys, thesh&lied cblﬁh’amhfmrmhldutﬂlp dotg inheag pr¢SaQb¢(hlglay not be properly
condi tions, achieve a Chmax that does not exceed the
managerax of a reference phar maceuti cal conposition. Such
solid dosage fornms provide a conparable safety profile
to the reference pharmaceutical conposition. Second,
STireepredent Ingerstivini alscmroviges 4 todsl for detpanipmggihfther a newly

developed solid dosage form is likely to be bioequivalent to a reference pharmaceutical

composition based on a correlation between in vitro dissolution and bioequivalency.
Additionally, the present invention further provides a model for determining whether a newly
developed solid dosage form is likely to exhibit a significant food effect when administered
to a human subject. Moreover, the present invention also provides a model for predicting the
Cumax Of @ newly developed solid dosage form based on a correlation between in vitro
dissolution and Cpax. The models described herein reduce the time and resources needed to

develop such solid forms.
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i nvention when adm nistered to a human subject exhibit
an AUC that does not differ substantially fromthe
WORIG6038548the ref erence pharmaceutical conpositiPCT/UTN06013121
such solid dosage forns exhibit an efficacy that is
simlar to that of the reference pharnmaceutica
I  DRDeskbt Fefns Jithe Bressnirveafionhe sol i d dosage forms of
‘fhe present 1nvention do not exhibit a significant
Aobtissehti®at when admini stered to a subject under fed
fl{] Wl s%ﬂtiorﬁgv GRAG W PRGeinSMGDE deRRhindd 4eBa0@nh eitithal @Rege
PRoreased subj ect conveni ence which | eads to
form cohtAlfeasiteg 130 hjgantl 35 augpl dctime egesit,roéess htheswiss sefeddoes
not need to ensure that they are taking the dosage
form either with or without food. This is
fil g a&%&s@ Nhe R*@éiﬁ %%nﬁ@?fblét&ﬁb@obaﬁgeﬁ@ﬁﬁs Solyprésig at least one
conpl i'ance, the nedical condition for which the dr
active agantjoeherg ﬂmmmnntage “araf thectipragsnbplibe fosagg ﬁp‘é@éelss#% in an

i nvent.i 0 als Vi r
i BB SRR e B SRS, S0E L o opion
values sﬁa@ﬁvﬁhh Tablekeek¥reldetchfinbll asigy Ith/a’ﬂd1@‘lé pHanaho@ fvithernoeventional
phar maceuti ca composi tion ba orrel ati on d
capsulelsenipdng 1%5 wigtod 8- [&r(é%lqy@‘?e@ﬁoﬁél eB‘PWé%Lﬁ“G’é’D’ﬁHWamw act
di. Iy 79 t &
(hereumﬁée& eﬁe? ge)( eI%el%ngc}] B a% s kﬁ}rﬂ%’]ﬁl V\}efs Y5 32)512 tlgi)%drfsi’%?sl 3 e

Crnax Of RS G Urag 8 expettiok ed eyxohed thelUhi of the &e@aneﬁqe&éamrnm@@cal
ef fect when adm n

Compogjtipo VB UPRE; Ay} %’é‘gﬁ &SFﬂ%‘m Y%mesgﬁa%nﬁﬁ‘ﬁéﬁa &ds fropptiie 3
The lov&ds? NinRifs e(g"tﬁé BiRG1ENE, vaR%h&im fh TN ¥ vitey edtoReteSbdsed on the

orn1 ased on a correlation between in vitro
similaridy Estdr ehicolhtiendusGrsForniTipsions d6) anddet? (deswiberdn ShepExamples).

reduce the tine resources
The diss g FUH TR BN 2008 T Siras Rt ChoDe] SSIESR B for
the aboJ@%e%@@@oEﬁﬁlHﬁmﬁf the Present Invention A
Di ssol ution The dissol ution val ues shown herein were
determ ned with a conventional dosage form containing
either 130 ng or 135 ng of active agent, unless
ot herwi se noted. In one aspect, the present invention
relates to dosage fornms conprising at | east one
active agent, where the percentage (% of the active
agent of the dosage formdissolved in an in vitro
di ssolution at a single pHis as shown below in Tabl es
3 and 4. The dissolution values shown in Table 3 were
determ ned using the single pH nethod with a
conventi onal
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capsul e containing 135 ng of

2-[4-(4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi ¢ aci d
W@ bh@oessasdt er "Neat Drug"). Based on the Cnax REI/USD06/613121

Tables 25-30 in the Exanples, the OCnmax of the Neat

Drug is expected to exceed the Crax of the Reference

Pharmaceutical Conposition. The upper limt of the

di ssol ution values shown in Table 4 is from Tabl e 3.

The lower linits of the dita®edti on val ues shown in

\AOE

Tabloa A a Ao+ : 1 ! x . .
oo Were aetrerm ned ba nmtnme simlarity
Percentpgg.(%) d V@XE‘F ations using ngr{nrrélil ations 1-2 and 5-13

Less thanQOF eGtdl BEGhd 70 Exanpl es) At abldue thditg $30) whinotes val ues
représent the | owest valuel of all the caleulated

Less thasiomietyeal to godwa80%r s for  t heAkBRESHELED) BlRtes

+1 P

Tess thangcgial tbghabebage (% i sbat Qe T PoLaippen o,

equal to about 70% At about thirty (30) mnutes Less
than or equal to about 80% At about sixty (60) m nutes
Less than or equal to about2bBed At about ninety (90)

A least Tt B8y T b e T o 3 S AR e U oY e o R b q A BT Hbduf 7 6% Yat about
thirty(ﬁ%mﬁﬁﬁ%\,g(ﬁgoyzi%ﬁ?ﬂ or equgl to %L%out 70% at

At Teas ok T Q%6 FoAROF HONDFBE B thd 1ESa PP BTA g0 o ebout sty

(60) migeut 80% at about sixty (60) minutes At o hout

Y ) | east—abeyt .
At leastObBab 9%z abioutithirtyt(§O) Bltes lass than of gl qowgﬁu’b}O‘Véa‘iquout thirty
(30) mihte®ROlshst ABdLER. 0% sbout ixty (60) (rém)tendnsuessshaer gquakto about 80%
at aboubd¥Riyt(60) Aifueds about sixty (60) minutes and Iess than

At leasﬁoiboﬁfw. 9%, 4t AbaRAHEtyR0) mafuteaaPless then st squabid)aboiin1%st dtout thirty

(30) mlPﬁég‘ Lt ARGUE 00 PO 28R Wt (50) Windt3é) ettt @ ®qudles about 80% at
about s t}?&%og énﬁ%??l ecfa@%salg br %0 1dtab8RBH/, hUbolynineFQP0) minutes

. out—7 0% at—apout” STXty (00)
m nutes, |ess than or equal to about 80% at about

T i¥sdef Wil dedbsedamdvé, ager ddainistati@guead ntnoaredubiect @A
~at about ninety (90) mnutes The dosagfe farns
fasting desbvise all BBOAE i 0BT SKGEALS P ltiee Gl reference

pharmE R Blon, FAEELDR, R Mbe e Bl b ok e TR e
adminiPRAIORAS & Wininealsuljecieset fasting denéitiengbillyhave A& rdotbaige less than
the Cm:xgg mni rgfeefe%[:Ie gﬁgnn%tcgg}/tﬁhl caofngpeorsition. Additionally, the dosage forms
described above can have a Cmay that is about 125% of the Crax of the reference
pharmaceutical composition, a Cmgy that is about 120% of the Cpax of the reference
pharmaceutical composition, a Crax that is about 115% of the Crax of the reference
pharmaceutical composition, a Cpay that is about 110% of the Cpax of the reference
pharmaceutical composition, a Conax that is about 105% of the Crax of the reference
pharmaceutical composition or a Cpnay that is about 100% of the Crax of the reference
pharmaceutical composition. Moreover, the dosage forms described above have a Cax that is
about 95% of the Cyax of the reference pharmaceutical composition, a Ciax that is about 90%
of the Cpx of the reference pharmaceutical composition, & Crax that is about 85% of the Cmax

of the reference pharmaceutical composition, or a Conax that is about 80% of the Ciax of the

reference pharmaceutical composition. Thereupon, the dosage forms described herein would
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adm nistration to a human subject under fasting

conditions, all have a Crax that is |less than the
w@rmk/18%48¢ he reference pharmaceutical conposi t PORUS2006/013121

Additionally, the dosage forns described above can

have a Crax that is about 125% of the Cmax of the

be expebiBll & FloTRie AXAR 6 ihaeds coppRaBicttb onbetter Graxthe referense
about” 120% of t Cmax of the reference

pharmagswsicaleosposisian. con‘posrtl on, a Cmax that is about 115%
of the Crmax of the reference phar maceut i cal
conposition, a Cnax that is about 110% of the Cmax of

Flhehdrebed, ﬂmsagﬁrfamdmnb@cha\bwemf@s pdrinirigtratioTie hyman
is about 105%.0of the

Cma
subject ppdar FatiBgrBdiliory ﬁ;ﬁlggrtlapgﬂj)(g Fhag tffe’a’s 0 %ﬁg he, AU of 61 e
referenéegglé%ﬁgcehﬁgal %}Soﬁfloﬁ hﬁlo&@ﬁﬁﬁ‘ﬁﬁ@l@y tIRN@SSABE Rk @adcribed above,

osition eover, the dosage forns described
after adarmeatm/re azhu@rmesubjeatturider fastieg rongBmnafexhihit andWChat is at

least 7q @gﬁ{mhsg?e %rglggezp#)gi}%%lfeuf %ag'%?lil#)é%@%hd eﬁhm Alh‘étthat is

at least QPWE§ W8 the eiBRALd pitimaceulio@otnpatitibs, =8 st 3(B5 % the
he Crax of the reference pharnmaceut.i

AUC oﬁmnpef@rernp@pharmaoelt@nles@mmattwnsaté%?éh%% ST AV T egpference
r ef ereng
s R AGS SO iy
compodz, QO Bhd3B486F REKUSA006/ER12d phivmasxyieat @anptasition, at least
oo fherige s eat ey prartle et Loteaparal e b oo
the refdr %Hcte %ﬁﬁ{ﬁ?ﬁc@utﬂaﬁ‘ gorggogsﬁt%, £0AS 19emdriiReAUahOMBe rebrfide
adm ni stration to unman

subj ect under fasting
pharmageittbial b@ﬂﬁqsﬂ&)ﬂﬁ hiblietst & h5%UCE thehAtV G af thQ Telf@@@(te BBomeateutiprd

AUC of th t
compoggbak e 1297 pHBE ACa Db O OF e e ST BEd ko 6 o
t BrnSdé SstR t
st g e ) T Gast 70% of

the AUC of the reference pharnaceutical conposition,

xhi bit . an A
oL B il £88Ls S0 lo g (AL Dot e
releasetdhﬁract‘éﬁ%&foftah%aﬁt&fn@ Refeeagehaf-onmceidtsotid dosgaiosis folows a
| east 85% of the AUC of the reference

square pmatrqf@@‘@ﬁt) reafiledn #p és Vifoghssoltiop gha singlsnths D{Sﬁ%lug\wr&ﬁles
that fo@ %efes‘f bt &&wgﬁ %%{B G the%&%'kﬁﬁ%é §QBrib &, f&ee?éfnple inT.

e re erence pharmaceuti cal
HigucKi OOl S, Saﬂlhiael%:%) Peppasct ak, riyzmuc/mm ek, 60:110-111

19553 e o thdre i htio T 13as 230 The eEEt e POGS:
proﬁleq%eéi ﬁg%}n}ga.} Qfmkfie AUC of the reference

rmaceu conposition, at |east 115% of the AUC
of the refer ence phar maceut i cal

% Dissolved = A + B(t")
where A is the estimated Y-intercept in units of % dissolution. B is a constant related

to the rate of dissolution. A and B are characteristics of a specific solid dosage form

containing at least one active agent. t is time (in hours). nisa diffusional exponent. For the
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conposition, at |east 120% of the AUC of the reference
phar maceuti cal conposition; or at |east 125% of the
WO\RIG6038548the ref erence pharmaceutical conpositiPCT/US006013121
second aspect, the present invention relates to solid
dosage forns where the release characteristics of at
solid do&a%]é%rr@sﬂﬁ‘ tBE bie¥ént agRAtiof, hdmfivai abosiod 4do dbsees, porfersbly from
lows a square root of tine (t) profile in an in
about 0.¢ite sloudOs/sol uti on at a single pH Dissolution profiles
that follow the square root of tinme are known in the
art and are described, for exanple in T. Hi guchi, J.

‘Papdrfent 3@ %) 05 ﬂiela'bﬂﬁe 6436 8§ the Bopgerdom dgbolvecbﬁmnnn Vitro

Aata. Helv - and J.L. Ford et a
dissolutjomat 2 singpe il i |1§135 8 ?Yné’@iloi‘bl&ll?a%g%ﬁ) The square root of

time profile used herein has the fornul a: % Di ssol ved
= A + B(t) where Ais the estimated Y-intercept in
units of @6d|ssolutipn.'EMﬂ§5a constant related to

the rata._of

SSOHt+oh A and B dl © bl LlEfiSIiCS
o?er&e%tﬂé%((° EhséB]IVF@ dosage form contaihi'ng at | east

At least talob»{ (*)%eouf‘gﬁmhan'br Egual T Bt &bdut 0BUHoRYs (30 mhisiuis)
to abou S|ona exponent For the 28 WD 2006/ 135480

faYaVall N a¥:|

AtleastI \9 ﬁ(?;%ﬁ’utﬁesis%ﬁ%r%rrﬁ‘ﬁg% Rg 4[ﬁltI)Q)ra u?T Ot ge present

toabou’p1 a y from about abe

a)
uuuuu tU uuuut U l IHC

percentage (%9 of the actlve agent of the dosage form

‘ﬂlg ﬁ%&é’lﬁﬁoﬁ bet%P abtly VAt adi 16 ©4d Bt vidoiREluEoR

s as s ow I n Tabl e 5.” Table 5 Percentage (% /
measured sisomirgahuili ofithvde (B)et@ne peibtsuhat e Sedias bafergdhe pripenbiee

dlss"lvgé %ﬁ‘léﬁ‘éttg()%oﬁ f%ea@g?xg{?fméagg@rrp[eﬂ ; es%“a(eié gna %ﬁtte 70]f aQ%JaSt 3
(althou%h thgﬂéf nurhQer@f? %ﬁhc%tles 04 Ddesed) aaitheltrican (4lfo kﬂt@vram thv e

at asingle pHin said in V|tro di ssol ution
averaga)Efmslm thede micasurerentausaddn therquarergqt afitime foampkes & tQhﬁélf)sage

o BB G R BBt o

have a CeBJ thatadoesneifexated B4 oSthé @ fud lﬂ@lre&rénaglphammmhtmal of

replicates can be used) and the nmean (al so kn
compositien. Preferably, the dosage for)ms described above, atter admmls’?r\l\ponato a human

subject under fasting conditions, all have a C\ax that is less than the Cpax of the reference
pharmaceﬁtical composition. Additionally, the dosage forms described above can have a
Cpnax that is about 125% of the Cpex of the reference pharmaceutical composition, a Cax that
is about 120% of the Cay of the reference pharmaceutical composition, a Cmax that is about
115% of the Cpnax of the reference pharmaceutical composition, a Cpax that is about 110% of
the Cpa Of the reference pharmaceutical composition, a Cax that is about 105% of the Cpax of
the reference pharmaceutical composition or a Cpay that is about 100% of the Cpayx of the
reference pharmaceutical composition. Moreover, the dosage forms described above have a
Conax that is about 95% of the Cpax of the reference pharmaceutical composition, a Cmax that is
about 90% of the Cpmax of the reference pharmaceutical composition, a Cmax that is about 85%
of the Cpy of the reference pharmaceutical composition, or a Crax that is about 80% of the

Coax O the reference pharmaceutical composition. Thereupon, the dosage forms described
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average) fromthese neasurenents used in the square

root of tinme fornmula. The dosage forns described
w@bwea3s4sdt er adm nistration to a human subj eceCT/IS®N6/013121

fasting conditions, all have a Crmax that does not

exceed 125% of the Cmax of the reference

i Bl ' fildRngfie cabpatablehe orlbstimg than the
heremw?)gglrrs gg%%(?@eprog%gegﬁfew?gr adm ni sti?ati on to a human
referencs phjremtewtivdeconipusitiong condi ti ons, all have a Cmax that

is less than the Cnmax of the reference pharnmaceuti cal
conposition. Additionally, the dosage forns descri bed
FRAMEN SR thE AY e g8 forkHiedeséritaid alevea fiat adhAiGBgratiort toet Iomesn

f th f h
subjoct wist faslike AnSUOTB2O0GH 1 oL CAPRLS O N LR B AL B the
referencgﬁ) el CI)%P Qz#m}%gsﬁ&%s 'Nlbx%rkgeé}ﬂ%x tHelRkadeSforRO8dscridddbdove,

e referente pharmaceuti cal
after adﬁﬁﬁﬂﬁ&bh t® B hudalsubedt atler fastaigcmndlllgzm/oe@mblttan AFqthat oy at
he reference phar maceuti c

least 7 Of/goféb@w G ods ssicrenee phasa Bqutlc%:lﬁ}ég}%g%l 0 Bt BAttahat is at

’nce

least 75%)@1{)}&??‘%}{ng% %@Qéhﬁdrﬁlﬁcé?ﬁlcﬂ Hpositibat exihibiedoAUC that is at

ref erence pharmaceuti cal AUC
least S020RS ATIGNS thivireferones pharmecuisalgemmopikisn.rédeast dv of the

of the rqfﬁ@n?%ﬁq@f@ﬁ%ﬁ@tl )IC()FPE)ESUPP i agt%O"/gg ?h%fAItJ@ of %fe?énce

nposI

pharmab‘ﬁ.l ticAIRRH oI, Oit 16329 5%®X tIQ:fAlU@Q)f tief efereme pharmaceutlcal
armaceutl cal” conposition, a Crax that i.s_ about ? ¢ Teast
composuniort, hle@ta R0 fofithpALST efithe ﬁerﬁﬁ%m%ﬁqug%ﬂl compos1 101, %at leas

105% o%%%’&@bt Igg‘% ecrgnceﬁﬁmaceg‘@?dé g?lﬁﬁé’s%org g%e@ét 110% of$FBAUC of

osi ti on.
the refeldiRb ?Hﬁﬁﬁceﬁtﬂ:@l @tﬁﬁ sgeidnoatisast él;i% |ot5&d: AUCwthe reference

2006/ 135480_ PCT/ USZOOG/ 01
pharmagsiisel @(ynnqgltlfgpo@t, legpst 42Q40 gf]il}f qu e lieﬁeg?nce é)l%annaceuncal

COMpos ﬁgﬁ) o bl sttlg?‘Q of 1L AEfC 4Ma8 réf&‘%ncer $HaBh 8 cal composition.

rmaceut1 cal " conposition. Furthernore, the dosage
forne descri bed above, after adm nistration to a human

,ngj gél;l(‘:(:{ @sggc?ce%)gfp?%t‘mlﬁp r%@%eﬁlﬂldéslfa%? ﬁcgms bg)'n%mgrét fbt dRaktive
agent, go agd'?ﬂé:ﬁéén@éﬁe (YDA ckiQ8 agdWb bEhS BSH dei formh H},ssoltfétbm an in

rns descéri bed above, after admnistrati 0{1 h
vitro dﬂs&wmmmtszwh}mpHumthfV@sheﬂwgﬂb Batde 61 Hesdissolion;vlugs shown

below (B 6T SATUBTORERY § S CRnECE o KO FREp Y eRe?

I's at

dissoltiBAThéS HhoHn TMEbRCwefe ddh@niiniderassicen mbanmeu factexl
conposi tion, exhibit an_ AUC

t 80%
calculations Wi Bonmm@uqr@flez émﬂ:érlah Jbﬁaéé@ﬁl%}’all%%%%%ﬁ?q %‘he lowest

o~/EfiRES1HCE Formulations. The upper
vatue Ghath fEEpHREL Py Sifins R Al € AP ERER Tormylations T

limits M‘t‘ﬁe ﬁ{%&&ﬁﬁmealumbmaﬁ Table# ware dpeshined hasedton| thegimilarity

5% of the AUC of the reference armaceutj ca
factor calcglatlons using Neat Drug. The disso ut{:on J%T ues represen{ {h8 Ilower value of the

calculated similarity factors for the Neat Drug.

Table 6

Percentage (%) dissolved Time

Less than or equal to 56.0% About 0.25 hours (15 minutes)
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conposition, at |east 100% of the AUC of the reference
phar maceuti cal conposition, at |east 105% of the AUC
wo@Roobhss4sef er ence pharmaceuti cal conposition, BECT/USME/013121
110% of the AUC of the reference pharmaceuti cal
conposition, at least 115% of the AUC of the reference

At leasphizmr@Gétibutdeds tbamposjual on Ataut 0.8deurs 30mintte)he AUC
to abowdb2i0ke ref erence pharmaceyti cal conposition; or at

Less thaf 88 bqub2 B%6@0%t he AUC of t dboued.o5 doas (phatineegut i cal

At least 2R 'OT% Bk 1edsMhéh &Hqhel as %%t otd\@) BH@SB0 imihedt €S O

toameQ§Qgﬁ‘korns conpr|S|ng at | east one active agent

Toss ﬂ;g}a' 3 cgﬂaa;' % g,y::;,d\w A AP ST qa Sl ued L1

sobved—+n (N V1t 10 uroou gttrom—at—=a
singl e pH |s as shown below in Tabl e

dihe<desege fgrmsy egsgaedsabovs afise Pfawnﬂ%traﬁt% foa gll%fﬁ ghbject under
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m nut'és) The dosage forms described above, after
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be expected to provide a safety profile that is comparable to or better than the reference

pharmaceutical composition.

Furthermore, the dosage forms described above, after administration to a human
subject under fasting conditions, exhibit an AUC that is at least 65% of the AUC of the
reference pharmaceutical composition. More specifically, the dosage forms described above,
after administration to a human subject under fasting conditions, exhibit an AUC that is at
least 70%, of the AUC of the reference pharmaceutical composition, exhibit an AUC that is
at least 75% of the AUC of the reference pharmaceutical composition, at least 80% of the
AUC of the reference pharmaceutical composition, at least 85% of the AUC of the reference

pharmaceutical composition, at least 90% of the AUC of the reference pharmaceutical
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adm nistration to a human subject under fasting
conditions, all have a Crax that is |less than the
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above have a Cmax that is about 95% of the Cnmax of
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i I axfowith ases, o presrat whiss ofdosags foaneeampising at least one active

agent, %h% %ﬁ%%n% eﬁt%%ff’ eﬁ?lé %Léet?\feén C%;f‘%lif n%%géﬁf acﬁss% Ve§ ?1/%11 in
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phar maceuti cal conposition. Mre specifically, the
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Formfy P2 SHESE5 THEBG o ES AbsrReaAS RA Vb Blute

calculﬁb@ﬁli’fﬁl‘aﬁw faeflrs foR MROHolE-ABscriB¥dM FHinfulabnAUC that is at
| east 75% of the AUC of the reference pharnaceuti cal

conposition, at |east 80% of the AUC of the reference
pharmaceuti cal conposition, at |east 85% of the AUC of
the reference pharmaceutical conposition, at |east
90% of the AUC of the reference pharnaceutical 31 WO
2006/ 135480 PCT/ US2006/ 013121 conposition, at | east
95%'of the AUC of the reference pharmaceuti cal
conposition, at |east 100% of the AUC of the

ref erence pharmaceutical conposition, at |east 105% of
the AUC of the reference pharnmaceutical conposition,
at least 110% of the AUC of the reference

phar maceuti cal conposition, at |east 115% of the AUC
of the reference phannaceuti cal
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conposition, at |east 120% of the AUC of the reference
phar maceuti cal conposition; or at |east 125% of the
WORIG6038548the ref erence pharmaceutical conpositiPCT/US2006013121
fourth aspect, the present relates to dosage forms
conprising at | east one active agent, where the
percentage (% of the active agent of the dosage form
dissolved in an in vitro dissolution at a single pH
is as shown below in Tabl egal?!378, 9, 10, 11 and 12.
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Percentage (9 dirsyO east about
Atleas%a%@gf%g one (1) hour At I‘%taag)?ut Hﬁlto)?% % About

two (2) hours At |east about 24.0% About three (3)
hours At | east about 28. 0% About three and one half
(3.5) hours At |east aboutTade 8oy About four (4) hours

At leasﬂab,g 71),,/ ﬁ'\tna%u Nt ijioﬁi /é?nﬂ“at i aboy T 16%% A afHD houdt T east

Ac easSebayh A0 SAbRpL Lot o1 B ALY 20 VAL 21 ALy 2 RRE E g 2001t

24.0% ﬂ&abﬁ%%ho‘#f@n (10\ hours T i
At leashioout 707 afuaborh b hour, pideast abas e O%a@fﬁa@ R fé@lﬁf?ﬁ%‘f

24.0% At atoars howispantd a1 168t ahoutdbdle at abeiid.S BAurs east  about

At loasl 8o Ve A% ababott P hbmy pisleashdbaitt 16846 8t abbuld hours, at least about
24.0% at about 3 hours, at least about 28.0% at about 3.5 hours and at least about 29.0% at
about 4 hours

At least about 7.0% at about 1 hour, at least about 16.0% at about 2 hours, at least about
24.0% at about 3 hours, at least about 28.0% at about 3.5 hours, at least about 29.0% at about
4 hours and at least about 31.0% at about 5 hours

At least about 7.0% at about 1 hour, at least about 16.0% at about 2 hours, at least about
24.0% at about 3 hours, at least about 28.0% at about 3.5 hours, at least about 29.0% at about
4 hours, at least about 31.0% at about 5 hours, and at least about 32.0% at about 6 hours

At least about 7.0% at about 1 hour, at least about 16.0% at about 2 hours, at least about
24.0% at about 3 hours, at least about 28.0% at about 3.5 hours, at least about 29.0% at about
4 hours, at least about 31.0% at about 5 hours, at least about 32.0% at about 6 hours, and at
least about 35.0% at about 8 hours

At least about 7.0% at about 1 hour, at least about 16.0% at about 2 hours, at least about
24.0% at about 3 hours, at least about 28.0% at about 3.5 hours, at least about 29.0% at about
4 hours, at least about 31.0% at about 5 hours, at least about 32.0% at about 6 hours, at least
about 35.0% at about 8 hours and at least about 37.0% at about 10 hours

Table 9

Percentage (%) dissolved Time
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24. 0% at about 3 hours At | east about 7.0% at about 1

hour, at | east about 16.0% at about 2 hours, at | east
w@abwati35480. 0% at about 3 hours, and at | east abOLIUS2006/013121

28.0% at about 3.5 hours At |east about 7.0% at about
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At leas{ 2outld 56 i tbsT ilme or 3quiM® 2 00GIbLEEEEN(5) hours
about 166004/S2006/ 013121 Less thgn or equal to about 41.0%
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-4 Ir\

At leas %[g t3§ gty"t%tgg%ssﬁ;tgnoq};g g@ﬂg%ﬁ@ﬁﬁ%g@@%&%s than or

about 1

At least about 37.0% but less than or equal to | At about ten (10) hours
about 100.0%
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Tabl e 11 Percentage (% dissolved Tine At |east about
7.0% but | ess than or equal to About one (1) hour
w@bwat3480 0% At | east about 16. 0% but | ess t haPCDUS2006/013121

equal to About two (2) hours about 79.0% At | east

about 24.0% but | ess than or equal to About three (3)

hour s iaboutAéOO. 0% At | east about 28.0% but | ess than

or equal to out three and one half (3.5) hours

about 100. 0% At | east abomﬁabi@ﬁ)% but(l es; t han or

oL

A Toast Sattat o TP BT odiil 1o TG4 1. GR QW Ebot Y HOYR AMd dre@st about
16.0% bgp ess}wt&aﬁ)g@iéﬁﬁfb%ﬁﬁﬁ il R QHtyd 0 AL about five

At least et 710 GyLIses 60 2 S8 i500 &% g 1oty A Teply 80y
16.0% bp lesethgn Ogb‘&ﬂﬂl togahogty %S‘i/o gt @E%ut aié‘;aﬁd}cﬁ &%E‘dag’g’ug ‘SOB b
less tharasorsuakiocpyout H0.-Woat 3howBout  100_0% At | east about

SooUtT

At least aBo@% Whtbut Essthahancaial cphabt 4100%¢at abeiitl hosh af kst about
16.0% B0 s than o btual 69aldnt 29, 0%t 200621185486t least about 24.0% but less
than or &fahl 14528061 (I1G%24 abolablheurkant atlleratbaabd8i0 ¥6rbwddess than or
equal tol DOt dvamy, af sl 8l5 Hoarsabout 41. 0% at _about 1 hour and

At least Jhonf T BAPRES thart or Q;Zﬂaw alo8B 51D aBsuteGhbal, dt Ceagiabivint
16.0% Y 1o s/gq% 220 tc?a 2BRU78. 088 ot BBH2 AARY Lt Foalk 08Ut 24. @A Dut less
than or gwﬁ fo e[%glgér .?)Jé?at B c?utsf tlﬁ)i'lrs?{? lgﬁest %’cﬁ“ t28.300/g91'1'trlessacha1£ &agJual to
T e

about4@puﬁﬂual to about 100 0% at-—-3 hour c. At a Al

=4

|l aact it

At eastbouh D tubdsss (e afuaddpiaton 61 Sogiabadt bge ey gbopt
16.0% o diess tlaen dregsal tabbaut 79.0% at about 2 hours, at least about 24.0% but less
than or equal to about 100.0% at about 3 hours, at least about 28.0% but less than or equal to
about 100.0% at about 3.5 hours, at least 29.0% but less than or equal to about 100.0% at
about 4 hours and at least about 31.0% but less than or equal to about 100.0% at about 5

hours

At least about 7.0% but less than or equal to about 41.0% at about 1 hour, at least about
16.0% but less than or equal to about 79.0% at about 2 hours, at least about 24.0% but less
than or equal to about 100.0% at about 3 hours, at least about 28.0% but less than or equal to
about 100.0% at about 3.5 hours, at least 29.0% but less than or equal to about 100.0% at
about 4 hours, at least about 31.0% but less than or equal to about 100.0% at about 5 hours,
and at least about 32.0% but less than or equal to about 100.0% at about 6 hours

At least about 7.0% but less than or equal to about 41.0% at about 1 hour, at least about
16.0% but less than or equal to about 79.0% at about 2 hours, at least about 24.0% but less
than or equal to about 100.0% at about 3 hours, at least about 28.0% but less than or equal to
about 100.0% at about 3.5 hours, at least 29.0% but less than or equal to about 100.0% at
about 4 hours, at least about 31.0% but less than or equal to about 100.0% at about 5 hours, at
least about 32.0% but less than or equal to about 100.0% at about 6 hours, and at least about
35.0% but less than or equal to about 100.0% at about 8 hours

At least about 7.0% but less than or equal to about 41.0% at about 1 hour, at least about
16.0% but less than or equal to about 79.0% at about 2 hours, at least about 24.0% but less
than or equal to about 100.0% at about 3 hours, at least about 28.0% but less than or equal to
about 100.0% at about 3.5 hours, at least 29.0% but less than or equal to about 100.0% at
about 4 hours, at least about 31.0% but less than or equal to about 100.0% at about 5 hours, at
least about 32.0% but less than or equal to about 100.0% at about 6 hours, at least about
35.0% but less than or equal to about 100.0% at about 8 hours and at least about 37.0% but
less than or equal to about 100.0% at about 10 hours
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pharmaceutical composition, at least 90% of the AUC of the reference pharmaceutical
composition, at least 95% of the AUC of the reference pharmaceutical composition, at least
100% of the AUC of the reference pharmaceutical composition, at least 105% of the AUC of
the reference pharmaceutical composition, at least 110% of the AUC of the reference

pharmaceutical composition, at least 115% of the AUC of the reference pharmaceutical
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At leasphimumﬁd:@%| cal conposition,| Ab@Hdso (Pdours about 85%
Atleas{:%?ﬂ%gflﬁigbn, or a Cmax that Eg{ ?@8’@0 of t he Cmax
At 1eas$ bddi89.068T erence phar maceut Apalt t6@BBRS biid 18f (3.5) hours

her eupon, the dosage fornsl described herein would be
At lease it 4dd% o pr ovi de a saf et yApewiprd4) hers | s
"‘”"‘"""’"""Lu or—better—thapnthereferst
Atleasbﬁ%‘?‘ﬁﬁ?@tfl cal conposition. ‘étt?\?or%f @h‘éﬁte dosage
ribed above, aftefApgbBubkixi(bphid@® to a human
Atleasrt%@gtgﬁﬁ/ﬁder fasting conditiaons pxh(u ﬁ.r an_AUC-t hat
Atleast sbatt 6086t 65% of the AUC oAt@b@ltetgbf@r)@ﬁE@

nharnmcaiit i r\o| onrmmmoct

At 163%5%%&7@%% 'deuu"*’um tom. A’f’abou“t'bt’e L’('105 Ly thE

scri bed abov
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after admnistration to a human subject under fasting
conditions, exhibit an AUC that is at |east 70% of
wo bwe/AsiZsf the reference pharmaceuti cal conmpoRCT/USI906/013121

exhibit an AUC that is at |east 75% of the AUC of the
ref erence pharmaceutical conposition, at |east 80% of

the AUC of the reference pharmaceutical conposition,

at | east 85% of the AUC of t e_reference

pharmaceutical conpositi ont able 1 east 90% of the AUC of

At 1eastt§j§'§)n FORTET egg&t &P o OB oI b2 furd east

the Al e reference pharnaceuti cal

At leastGBOMAIB0%I ad Bhowatl Hoeast leadtGbetitaf] Q% at oot dthontsand at least about
34.0% dtab&itetemrphar maceuti cal conposition, at |east 105% of

At loastlabEut 6540k abdil@ HoRE e BRI NG Ebaab hoorspaisiedst amut
34.0% A% b&ﬁ%%{ou}& 91{ Qtf 1eb R 8bAG7RH, at%oﬁfeé ShemGe

At leastoa;b %ﬁf b bone3 1.0 %% Lhott 2 Yofits Eﬂ@asﬁh&l‘)ﬂ.
540% Sy e g SRR N s 20l T
of _the reference n mocattical ceman oo

At Toasi abast O TR O RIE 156! DR § it ﬁ%‘&l‘fé 8@8%%*
34.0% gahpasi hovsn at leastabpit 0% ghahaut 3 oHhoups aklentt %lrtéf‘é) %about
4 hourschnd agleastaboet 490000k ghavg S dpulseast one active agent

At leastdboue9. 0tieat powtelnticam eat (184st about Ble0%ct abeut 2dwhts, of f leash @bout
34.0% £0536E hArEN 8 iasiibvarsd.0vanabaut 3\5 Houes, di lessslaboutaid. % atabout
4 hours étrlgis? alEBﬂt '49 O%'atscib@\!iDS helrowint At Taklabsut1s3, 0% 4t atidut amdurs

At leastleﬁoou 8% 19t' 1“1‘1&9”21‘[‘1958#‘2?0%@@90% hebow 2 tbutalt Rast bBout
34.0% %[a le\éﬁ{ ?8’?5‘91 65% a§leH§t|a%lhttM 0% at about
e

4 hoursg ti"ﬂﬁ tl 0 ﬂg 1(1% attl & 9 rs, and at
Least aboREOW)% 3t 2 @u\ %;_ogg idca! C’nﬁ?, geterm ”eg %ase

At leastjabogt 9. § % icpbotty Bhourypideasi dhayf 4 p%{%at\;tgplb 32 6a'bout
34.0% titrboliohbersiaillenst FrouhpT- 0t abeit Su) BAWSH 3k feas P}“t jU% at about
4 hourd, acleaxt sbéwsr9.0% et alivoy & howscatilesstirboyt #iP %t at ghut ortiqwrs, at least
about 60H)%6 Bt Aok 8 hoofs antiet agsbouttG7d)ye wbahess 1Ghaws i n

Tables 15 and 16 were determ ned based on the
simlarity factor calculations using Fornulations 1,
5, 8 and 9-13. The dissolution val ues represent the

hi ghest value of all the calculated simlarity
factors for the above-descri bed Fornul ati ons. Table 13
Percentage (% dissolved Tinme At |east about 9.0%
About one (1) hour At |east about 21.0% About two (2)
hours At |east about 34.0% About three (3) hours
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At | east about 39.0% About three and one half (3.5)
hours At | east about 44.0% About four (4) hours At
wo emwsti3about 49. 0% At about five (5) hours AtPCBES1006/013121

about 54.0% At about six (6) hours At |east about

60. 0% At about eight (8) hours At |east about 67.0%

At about ten (10) hours 37 WO 2006/ 135480

PCT/ US2006/ 013121 Table 14 At |east about 9.0% at

about 1 hour and at | east ABbI§t1S21. 0% at about 2 hours

at—abougt— I hour, apout
ZFGG%DJ?g%WEPIS?lﬁ rs and|at | east aboutfﬂ@4 0% at

At leas%%ﬁi9@‘Vﬂﬁiﬂ@ss'ﬁ{an'cﬁ%qﬁala@mtA&u@%eﬁ@l) abaut 1 hour, at
about4,1%@§t about 21.0% at about |2 hours, at |east about

At leastjztbo‘ti{ %I;b é’aﬁ P Yess ﬂl&ﬂ%?’ a%l%‘c Rouk 8BS 12)ABAME 67. 0% at

nhour s hout 9.0% at about 1 hour,
about Pr\ﬁr\f

At leasgqpoe\%%;p% e E‘ﬁss giaﬂ&éregualg? I‘% S}lttﬂi"r%éogt) héw;r 'o(";od; gggﬂ;

about 19080%\0urs _and at |l east abodt 44-0% Shaout HE-S

At loashabaub 3% 07/t dess G0 A4 00 L0 JHFS At onegialy R
about 120.0086 at about 2 hours. at |l east about 34 0% at about

At leasBatvavn4.0%atut llesa slianadreqtal 67 . |0Abat fabdéxh@®@rs hours, at
about lloe@st about 44. 0% at about | 4 hours and at | east about

At leasPab Va9 0PRA Y ss PhdhWeguditto | leasiboabiud (5) hofitsat about 1
aboutl'?)@‘U'/ﬁ at | east about 21.0%|at about 2 hours, at | east

At leas‘g% Cljlt 5%6;Buﬁl@s§fhaﬂgf 9(}1 a‘?td"'o t a‘tﬁ)‘ilt élﬁ?@)t hoypout 67. 0% at

44. 0% at about 4
about At | aact. alhat An 09

At Teast gyt 699%butdess Soanar eqpel e %g‘hﬂ%?%‘gel Pt ﬁgégﬁrﬁ’abg{]? 5. 0%

about 190.%0out 1 hour. at least about 21.0%at about 2

At leasheloms 67 806 bedess thavorrtequalo opdhebobtsn(1® it s, at
about 108a¥6 about 67.0% at about 3.5 hours, at | east about

44, 0% at about 4 hours, at |east about 49.0% at about
5 hours, at |east about 54. 0% at about 6 hours, and at
| east about 60.0% at about 8 hours At | east about 9.0%
at about 1 hour, at |east about 21.0% at about 2
hours, at |east about 34.0% at about 3 hours, at

| east about 67.0% at about 3.5 hours, at |east about
44. 0% at about
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4 hours, at |east about 49.0% at about 5 hours, at
| east about 54.0% at about 6 hours, at |east about
wW®00043:80 about 8 hours and at | east about 67.POk/HS$2006/013121

about 10 hours 38 WD 2006/ 135480 PCT/ US2006/ 013121

Tabl e 15 Percentage (% dissolved Tine At |east about
9.0% but | ess than or equal to About one (1) hour

about 41.0% At | east about é)]l goo but | ess than or

equal to About two (2) hol¥®EIout 79. 0% At | east

At loast SHOH9.0%% k‘g)gtc/ ]egi‘%%ﬁ 8}1? LRt £00% at heoudd Aélur bt ftdedsBabout
21.0% bu Pe‘rgg,’phgg o;otél‘tu,ainqlgb ﬂ‘t .0%%‘%50&%%@9- 0% but | ess than

O

At loast ahoutd Babut loss than oF. equar (o ahoub Akt b SR THoul QT &t about
e et DAl %gb;i@géf (AR o
less tham pioegualip abpophl(0.0% ekahWh 3 NGWSaqal 1o At _about _five

| (ma~avav gy

At least(@bputrfoitedut ks than DDeqd4orbob AL 0% abeutd Aayr s feapicabout
21.0% Yl dess dranex equal toabut ADOU atsbrui(Bhouis @t teastabe 34186 bybless
than or égual @sHou baM0%66H 2096t Bitoutseaisd atHeast ghoub3RaYse hus lggs than or
equal toPddRUE 100.@htat Gi8Jut BElcrs about 100. 0% At | east about

At least@bol0. G bul B8 tHah R e%lal esiatdut HD.0%¢ ataboutt] licem, ot 1)t about
21.0% lg%sglg%%tbgfg %i%;@%’t go\ﬁpatza%’é{ AB&AE it least about 34.0% but less
than or %aé ex 021 é oualab Tl% lal"gmils6 aﬁiagt %%&t 3894 buQe S MBlbr equal to
sbout 107 Bl R o P Wyl b R 18931 i A

100.0%6 abopt AhOUES 1t 2 hours equal t'o about

At least about 9.0% but less than or equal to about 41.0% at about 1 hour, at least about
21.0% but less than or equal to about 79.0% at about 2 hours, at least about 34.0% but less
than or equal to about 100.0% at about 3 hours, at least about 39.0% but less than or equal to
about 100.0% at about 3.5 hours, at least about 44.0% but less than or equal to about 100.0%
at 4 hours and at least about 49.0% but less than or equal to about 100.0% at about 5 hours

At least about 9.0% but less than or equal to about 41.0% at about 1 hour, at least about
21.0% but less than or equal to about 79.0% at 2 hours, at least about 34.0% but less than or
equal to about 100.0% at about 3 hours, at least about 39.0% but less than or equal to about
100.0% at about 3.5 hours, at least about 44.0% but less than or equal to about 100.0% at
about 4 hours, at least about 49.0% but less than or equal to about 100.0% at about 5 hours,
and at least about 54.0% but less than or equal to about 100.0% at about 6 hours

At least about 9.0% but less than or equal to about 41.0% at about 1 hour, at least about
21.0% but less than or equal to about 79.0% at about 2 hours, at least about 34.0% but less
than or equal to about 100.0% at about 3 hours, at least about 39.0% but less than or equal to
about 100.0% at about 3.5 hours, at least about 44.0% but less than or equal to about 100.0%
at about 4 hours, at least about 49.0% but less than or equal to about 100.0% at about 5 hours,
at least about 54.0% but less than or equal to about 100.0% at about 6 hours, and at least
about 60.0% but less than or equal to about 100.0% at about 8 hours

At least about 9.0% but less than or equal to about 41.0% at about 1 hour, at least about
21.0% but less than or equal to about 79.0% at about 2 hours, at least about 34.0% but less
than or equal to about 100.0% at about 3 hours, at least about 39.0% but less than or equal to
about 100.0% at about 3.5 hours, at least about 44.0% but less than or equal to about 100.0%
at about 4 hours, at least about 49.0% but less than or equal to about 100.0% at about 5 hours,
at least about 54.0% but less than or equal to about 100.0% at about 6 hours, at least about
60.0% but less than or equal to about 100.0% at about 8 hours and at least about 67.0% but
less than or equal to about 100.0% at about 10 hours

The dosage forms having the dissolution values shown above, after administration to

a human subject under fasting conditions exhibit a similar AUC (namely, they are
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At | east about 9.0% but |ess than or equal to about
41. 0% at about 1 hour, at |east about 21.0% but |ess
wao b@o/1ssequal to about 79.0% at about 2 hour SPERUSADG/013121
| east about 34.0% but |ess than or equal to about
100. 0% at about 3 hours At | east about 9.0% but |ess
bioequivialtaf) 16 EhecUE oftie alﬁ@amceéphaﬂ%cautuaab QQmpqﬂm rThezguppaale

bout 21.0% hut th t
dosage fgg%qlesgnlpﬁguregelg g%oufcilzg?xpggtg fo %r U%ﬂ% cRTP ggésefﬁ?aﬁg B ﬁ{e

referencggﬂﬁ{-ﬂ g@t%?ﬁgﬁnﬂoggwg% at about 3 hours, and at Ieast

l ess than or -equal to about 100.0%
at about 3.5 hours At | east about 9.0% but | ess than

or equal to about. 41. % t SERSEn
@ggﬁpnorg,l’&x@(%)mgp f?ré%s %ned%r%8g% &gtlmh%fﬂﬁm sﬁ"étttl Ly %rréa%n
subject Eﬁlﬂf&" Fasﬁn@ SdHdtiond! eﬂﬁ\ﬁﬁ in ADGUThaBié 20BE 5% efthe AlHant Ge
qual to about 100. 0% at about

referenc@@h@t%dgamtldabg@npcwamprbr gmpm{l%a lyagglfosagycfogg/s i?scrgg e%bove,
after ad@&m%ﬁa @é%%sgﬁ?ﬁﬁ i%lg@%g% n389Y t1n 4ol dhiBHS, kBB ah ADC Bliat is at

at a t 4 hours At | east about
least 70%, Q¥R UC @I $hd fefdterne peqnmaacemtmahmmosa_n_om%lablt anHHC that is

our, at |east abqut . 0% but. Iless { ha le ﬂhe
at east At FOATIGhchbargEns Mhanpeceuiga! Fane Al 5 5k Bl
AUC Ogttﬁé? ggllse{}@;%}%%g&gﬁl:altcgnﬁgﬁ%n 10 ©at%584 oo WUG oficter rsference

0% b | ess than or equal to aboui
pharmad@fficf%oatpoaition] at edst $e9a0$ thea%UC@égﬂne rgEsenRce Phamoacaifica

compon et a8 el oBE AR Rl o e

100% olf%é Rfcads tﬁ@&%re&e%uﬁﬁace&ﬁcdl eadposbiay bt Ba@UObUL ofites 4UC of
an or equal to about 41.0% at abaqut

the refeadma pharBacosdeLicompasifionnatieast 1 Eaof ﬂ%eoAHEcﬂ%ttth’iS’%f‘d@/mgt
hour s | east, ab % Bt ¢l Bl Bhrm Ruiddal
phamag gL Bo I RL bt O HR A TE ol IEPRIGRR (Pl RGRl
compoﬁ’d&n laefeasitinan Srtheaurt of the aéfemhce ﬂlﬁﬁm@%uacala:bummlgog, or at
hour's, at |east about 44.0% but ]ess than or equal to
least 12836 af theddJOu Hie refepuge PhaRBGFEICabionRSEOahout  49. 0%
but | ess than or equal to about 100.0% at about 5
hours, and at |east about 54.0% but |ess than or
eméallosatg@ faﬁﬁmesamamm aflopadmiistretiers tors hyragisgublgsh wader
9. 0% but | ess than % a
fastingiconditions, all 5q @ Gpeibat d59s W%%&?e%b@@é ‘?‘ﬁggé&?* é%&#*@f‘gm

ARty TR Ssag@foring dsdcridbd tbovadat®dyo but
pham?acgﬁ%al gﬁnﬁo%@nequal ztl oy about %00 0% at. about 3 hours, ha
adminigfraticpasta ImkrmutsuBﬁct(l%dbUfasill@@nﬂﬁmsml Ty 8| Crmothaiyis dest than

100. 0% at about

h
the Crind i per PBECC SOt ooh Pk A G S s
2 bod QSS%tdfallib @‘qme thal ﬂemnabo t
descrl@egcfhgffgﬁnqggggt@g tﬁ%@ul ?g A east i y

g %ut g 00/$ﬁa
pharmhc&sﬂacatl hamposltlel@}waﬂ:mak @aats@b?utll@@ 700%the Capdht OUFE,

pharmgceutlcél composmon, a Cpax that is about 115% of the Cax of the reference
pharmaceutical composition, & Crmax that is about 110% of the Cpax of the reference
pharmaceutical composition, & Crmax that is about 105% of the Cyax of the reference
pharmaceutical composition or a Cnax that is about 100% of the Crax of the reference
pharmaceutical composition. Moreover, the dosage forms described above have a Crax that is

about 95% of the Coay of the reference pharmaceutical composition, a Cmax that is about 90%
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about 60.0% but | ess than or equal to about 100. 0% at
about 8 hours At | east about 9.0% but |ess than or
we@owal133480 about 41. 0% at about 1 hour, at | easPCHDS2006/013121
21. 0% but |l ess than or equal to about 79.0% at about 2
hours, at |east about 34.0%but |less than or equal to
of the C2D8¥ Ehe]rgf%ré?lc/% pharplabeiiticadl duduositioal a Caashat dbanout 80 0Fshe Crax
blt I'ess than or equal .to about_ 1Q0.0%

of the refigans prarmAEHEEA SERLSon, 096 Bats HE4S 2Rk Q0% q@ﬁ%gwa@g‘h‘?
100. 0% ut £ fstins A iMHbed Qe would
referenc&y?la%aésgut 2 co@osgtg)%a Th%r ggﬁ Sthe é&saﬁo 5 ats e f :
be expefted tSprovidle al safesy plaﬁhijhaiﬁé c@ﬁdpm‘blelte osbettea thasrthewpierpneco
about. 100. 0% at about 6 hours, at |east about 60.0%
pharmagsyficaleeEpPsiliAlor equal to about 100.0% at about 8
hours and at | east about 67.0% but |ess than or equal
to about 100. 0% at about 10 hours The dosage forns
B. Lachef/$iggifichet Riioddiffagt omPral Admeigisgrbolm above, after
mnistration t.o hurran | t
Dharepes e eafih 1t ity T SRS ot Pl L p st o active
agent th\ﬁﬁagﬁgéfg%m39fog@ﬂfb§2@@ﬁb&l adﬁlimstfutmﬁ@lﬂ kaldldesugp foro to one

UC of the reference harmaceutlca1 np]ﬂ i tion
or moreHubjeetspn need dfdreatinesd fereddr My uied BeEBe the Ignifjgant

food efﬁ)ét?gﬁéeaﬂe?g &a)g%zﬁrw%en%esf) gpgar g%r‘?n &f b ?é%éfntﬁﬂvénﬁ%n contaltnhng an

armaceu osition. Furthernore
active a‘é@@tﬁg Brall9aaEmitleseditd e dualn ‘$Eb] eatfunder fad romdigensahatoniddpsage

man _subj ect, under fastin nditions hi
form emw%tMUCghgtls q;lgg]g{ todgs %qslr{oﬂ di %ﬂ@lﬁan; ﬁlgy o glil e‘%@g of
said dogags g&g{; ?Hér A 2 GRSl 18- hu?ﬂ%h%u&@@t%nﬁbﬁﬁkﬂlﬂg cdnfRions

or ns c?escrl above, after adm nistration to
(meanidg, hllhaml{b AU the dxmlge fdrmsdf] th@pl@em‘d invieotien afgstiera)iadmaggstration

b e e Sl R P L P o

the soh'd%%%ge?ér{ﬁ of ffﬁesé\%ﬁéndohqhérslfn@ft@nmapmwm lcbtalc al
Sitlon, | east 80% of the AUC of the refe
adm1n1$1t'£monm): elninea |sub; ovipodetfedar fagting eensitiasds dipidef YA?ER,BW of the

referentg%g}é\agga{%@g%fﬁngp%&ﬁg g LR €ONPRY & l”? @hat ‘fﬁe 1e§&ABhg ratio is

erence ar nace
less tha&lqwmaiﬂew [c%};( plie@sd o9f8tedyf/ Che RAPIC. Glowt ﬂaefede:badlennsa] <

har maceut’i ca

conpaosition, at least .100% of th "
1.25). Brefeibly: énreespbqh desagh Sarrscd (g RE&TCTE BYSBII, FBET © ‘f@ﬁ)‘%won ©

105O Q 0.70
o manh S o Pl o6 A B s el e

andl@@*rﬁ&%@lﬂéfhﬁaly, pewpeesDR0and 185. | east 115% of the AUC

of the reference pharmaceutical conposition, at | east
120% of the AUC of the reference pharnaceuti cal

SRR %Eﬂéce Bhe ﬁ@se‘m invention relates to dosage forms comprising an active

agent, where said dosage form exhibits a Adiss, gy of between -10.0 to 17.0, preferably
between —10.0 to 9.0, more preferably between —10.0 to 2.0. Dosage forms exhibiting a
Adiss, o of between  -10.0 to 17.0, preferably —10 to 9.0, more preferably, -10.0 to 2.0
(hereinafter referred to as the “A dissolution ranges”) have been found to lack a significant
food effect upon oral administration to a human subject under fed conditions. Not only do
dosage forms exhibiting the A dissolution range exhibit a lack of a significant food effect

upon oral administration, but the hereinbefore described correlation, namely, the difference in
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| east 125% of the AUC of the reference pharmaceutica
conposition. The dosage forns descri bed above, after
wW@evbn3Bsr ati on to a human subject under fastPemUS2006/013121
conditions, all have a Crax that does not exceed 125%
of the Crmax of the reference pharnmaceutica
release &xQHRRt ueihg A e goaidkya pﬁeﬂ&:tlde sage! thatr ¢z bdased foistsgeribe the

b ft d h
relationgia beihig ok R Vih GREODeAD| Ty SeoRHRD) P he SpiE flseb® fifn end
an in vz\k o %@ glfxaefyhf‘oﬁﬁ%gfeﬁtenﬂﬁs RBAINEE BHLi&Rb AORNRE H&Vempment of

osage fornms described above can
new solhﬁ(ﬁa@s@bﬁ]prlsimgtthe sctiath mgrecmarﬁ%gpfzmﬁm;}lms(m@fleltqlﬂ@ws a

formulatme;gg gagr%%%%l gqﬂatpﬁ ceut ?na . z‘r? ﬁgs:p&ls# %St to%e%ﬁlet\bﬁ&hér%r not a

&P ERce
ly d8 aslﬁ@f&% &ﬁ'nn(‘c@ﬂﬁﬁﬁh {heRctive i 1 idnbtlikeby taleahibitbisgnificant
newy ? e Cma% of the reféer ence rmaceuti cal

food effecimposioraladminisiciion to Ratbieet LI PODGHIBRS VR REATSE to
conduct @01&[532(%%&5?%@) Vb\f%rt%a'l Lﬂl‘fdaﬁ? efsﬁse o | thisQRodeR doREee Hhitad

erence
identifiA NRGELHI 6 BkhibR mg,ﬁilﬁdaﬁﬂfo@d eﬁfe@mntommmnm@n can be
100% of” the Cmax of the r g ar ma % % likelv t
targetectfmﬁl@ﬁiqr pensucivavelopaient whide ag Eﬁﬁi@ g,fgeglgl ied) aglikely to
u%d ﬁ%ﬁ%ﬁ R devbldpnichBXx
exmblt%fﬂéﬁ écllﬁ%éﬁé)?g%gc g?r?g%gﬁﬂ cal rrpy05| ti one a9Cmax

that is about 90% 41 WO 2006/ 135480 PCT/ US2006/ 013121

of the C x of e referen ceut.i cal,:

dBRBbRVerdeshr %@é\“ﬁ V?@%ﬁ’é’pﬁ aTeray g gty for gach of
seven CfOE% rf81fr§§ EfininB At Iéﬁﬁedﬁ% 'a@t@sl'e RAP@8inkiy) Hosage @SR, 5, 6,7, 8

I's a ut 80% of the Cmax of the reference

and 10 phéchroae described m:mn’{m@taﬁ ﬁhe Examelepod heiisseoseRjaned for each

forne descr

dosagedRg* rBeral ik e EBhEal 4 BGRAR PUPFBIER® one

etter
the reference pharnaceutlcal conposition. B. Lack of

Significant Food Effect on Oral Adm nistration The
pr esent invention also relates to solid dosage forns

aﬁﬁlflglpi gcg h%:Adl ast ]ﬂ?@?bﬁwe'dvﬁiel gent .t hat aétasindd for each of

upon oral admnistration of
the sev%fil HQsa@@ $a9e deséribeabone leObﬂBr\e:dsAqum@mamvai@@dab@‘med for
treat nent thereof her ei.n

each desagn farmowiene thef“d@afeé?eﬁé@té‘g?ﬁé%ngsuﬂ%ﬁm{ f‘a@n%ﬁ ‘é?%f%Fs’é’Bﬁ? gotain
the 1ea§toﬁggfgs ;eg{é%lgfl g}ga‘?ctﬁ)ﬁeeﬁﬁmorﬂ 1HV&0fngQﬁhl)9@ Elbﬁt Mdgiteddept. This

orally 'adm nistered to a human subj ect
regressiditiprediceian eqummon v sis¢ctatobszin theduwedigted MRstatve Qmaﬁ.h@rgmafter

w an_AUC t hat mlar to r _does | 1

Predi§igh ARGV e g™ £ A OES BT e ARElstive Gy

were teﬁfeﬁ Ao ﬂ@ﬂc@éﬁ&ﬁl@?d@@ £5,0P R itETBYR e3atBjeaT;fax. lmﬁeu@sofcaasddl awgeptable
t1ons

ranges for the Adissy.on (namely, the A dissolution range described above) were obtained by

solving the regression prediction equation for Adiss; onr at the minimum and maximum range

for the Predicted ARelative Cnax (See Figure 2).
In another aspect, the present invention relates to dosage forms comprising an active
agent, where said dosage form has a Predicted ARelative Cax of -0.2 to +0.8, preferably from

-0.2 to +0.2 (hereinafter referred to as the “Predicted ARelative Cmaxrange™). In order to
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(nmeani ng, that the AUC of the dosage form of the
present invention after oral admnistration to a
wheovan3sebj ect under fed conditions is not affRCT/Es200§013121
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formof the present invention (hereinafter "Cmax
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In addition to Adissg sur, Adiss:one and Adiss o described above, the Observed
ARelative C.x was determined for each of the seven dosage forms above. The Observed
ARelative Cpx for each dosage form was then regressed on Adisso.shr, Adissy onr and Adiss;.onr

using multiple linear regression to obtain the least squares regression prediction equation.
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exhibit a significant food effect can be discontinued
fromany further devel opnent. The above-descri bed
woreael13348E devel oped by first determ ni ng Adi SBRI/052006/013121
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m has a Predréted ARel ative Crax of -0.2 to +0. 8,

York (2008), @nd|(lipaidnTeftbrenn Goriteplled ddug Blediverat 6@1@%715«14 ve
Optzmz@ztf%z?@ig? é@zcgﬂonwg 6{8 (e:kq(cg rnrl]%ulg %\#ﬁgﬁg 1 ZI%!: at ev(fYork New

York (¥$2hative Cmax that fall within the above-described
Predi cted ARel ative Cmax range (nanmely, -0.2 to +0.8,

preferably -0.2 to +0.2), lack a significant food
S [ { 8 of th
v ERE s BRDTIRED IR o Sk hdihe HOIRE forRe of the
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powder, a granule, bead, pellet particulate, a tablet, a mini tablet or an agglomerate. The

present invention also contemplates that the dosage form, such as, but not limited to a
powder, a granule, bead, pellet, particulate, a tablet, a mini tablet or an agglomerate, can be
sprinkled on to food or dissolved in an appropriate drink for subject consumption. The
present invention also contemplates that after said dosage form is made that it can be
optionally surrounded or coated with one or more rate-controlling layers and/or one or more

enteric coatings, which will be described in more detail herein.
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between the in vitro property (nanely, dissolution) of
the solid dosage formand an in vivo property,
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calcium phosphate and combinations thereof. Examples of a rate-controlling mechanism
used in the form of a coating or membrane include, but are not limited to, ethylcellulose (such
as Surelease® and Aquacoat® ECD), ammoniomethacrylate copolymers (such as Eudragit®

RI130D and RS30D) and methacrylic ester copolymers (such as Eudragit® NE3 0D).

One skilled in the art would be able to determine the types and amounts of

pharmaceutically acceptable excipients that would be suitable and appropriate for such matrix
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[11. Conposition and Methods for Mking the Dosage
Forms of the Present Invention The benefits of the
waelowagss48or ns of the present invention can be PUOI/ESIVEE013121
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anhydréis @08 PULmk BE¥e S@E ladibakiu balnmlm phasphate stah, as@mgmmjgss@

a granul e, bead, pellet, particulate, a tablet, a mni
tabl et or an aggl onerate. The present invention also

%?ﬁe?%gt?éa‘ﬁsoetugéﬁ Linth t{he pfﬁ:@éﬂ G ch@bMnchide! hblﬁsare e to,

granul e, bead, pellet,
cellulos@él Elﬁdh%ﬂl@ﬂmxyﬁrobghhetﬂlylcalluﬂbm, hy@ig[xgpropyl C@Hulose microcrystalline
gl onerate, can be

d f.
eSSBS i R e ol R, et

Lpyention also contenplates that after said
Wﬂhcoﬁ%ﬁiﬁ@%Porn1ls made that it can be optionally

surrounded or coated with one or nore rate-controlling
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mlxtur%‘stt 1exiegg§1?df %th S}lgftéﬁc\ég Hv?t%gﬁl%méaﬁﬁggf E’ﬁdlﬂ grife@r m  The

ing anl eneral ly
conprises an inert, non-toxic material that is at

| east rtially, and generall n
b e o She bbb SR 0 b imited o, o

solven}% SP(gl’? %g,oér)]cpar%ﬁ Iop'ﬁlfoﬁgeﬁ%] glg\%'l' LaRlcBint Omdtd®ymeric substances such as

Ismof the present invention
polysorbates, polyalkylene glycols poloxamers or polyvinylpyrrolidone, and oily fatty acids

and their mono- or diglyceryl esters such as linoleic acid or glyceryl monolaurate.
Suspending agents that can be used include, but are not limited to,

carboxymethylcelluose, veegum, tragacanth, bentonite, methylcellulose and polyethylene
glycols.
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wi || depend upon the desired period for the rel ease of
the active agent fromthe dosage form which is well
whpwen34eo t hose skilled in the art. The PCT/US2006/013121
rate-control ling mechanismused in a matri x dosage
formcan be a hydrophilic agent, hydrophobic agents
Stve&RdRs 0t EANSe 1R8 e dk prédeali ihi@itiah laye arfyhertural or artificial

rate-control ling mechanism may optionally inglude ana/
sweetngyisasnass bwitnqt élmlsﬁdé@,cs@moa% pyliobsogivahsacein, ezéﬁianﬁ Upyfispartame
ul at
o o ST AL b s ERALBE U ORBBN ik ol i

flavors l;b@lt}@pimel | c agents that can be used include, but are
not limted to, hydroxypropyl nethylcellul ose,
hydr oxypr opyl cellul ose, hydroxyethyl cellul ose,
PRls ﬁ%@éﬁﬂﬁ Q.TE bP8sed 1H‘%lllé/ﬁ{e§1=¥1|t fReniY@ehde,(buPEfe not limited to,
xanthum gum al gi nates, polyvinyl pyrrolidone,
potassiwh aoxbas metlglmsabeni pﬂopdph@h@‘p beyanag @Cléﬁ@ﬂ 3bﬁﬁéﬂsy¢fb?r§s@rs of

lic .aci d t|c
parahy GGt et TR & BT PR Paharar g et i chgr BPRATHEonol
phenolié %Gn@eaims%&h Q@ﬁhefnb%ﬁﬁlfatemdfb’ deapbiatdis suctpmenzdlkatimman
be used include, but are not limted to, waxes and
chloridevat er - i nsol ubl e agents. Exanpl es of waxes that can be
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thereof. Water insal uble_ agents |E§Iude but are not
to, phosphate; aeptate, citrgip.Avesindaand BEHINS OB Spol yners (such as
Eudragit(c) RL100, RS100), cellul ose, ethylcellul ose,
cellul ose acetates, cellul ose acetate butyrate,
O ttiug @gmtﬁﬁﬁt @atnéoeprseqb lrmhalpmsentnﬂvdmaon yidledegbuteare not limited

copol y E30 m crocrystalline
to, am%%‘lﬂ}lﬁll 16% gﬂgtwrﬁ@fiﬁnﬁ @l)%tf)hosphat e and
conbi nati ons thereof. Exanples of a rate-controlling

mechani sm used in the formof a coating or nenbrane
i Suithbid eljsitbagrating agents uhatmané»d upes ingheypresalt iyepen mslyds, but are
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(such udragit(r) NE3OD), One skilled. in the

carmelinsa Fofling, ssflemistar glapatptacnicrrorysipine setilosvsns fiRigpes thereof.
pharmaceutically acceptabl e excipients that woul d be
suitabl e and appropriate for such matrix 46 WO
2006bLIFBEs ol A5H2006! GhIbAiked ﬂﬂﬁa geesérdrimeentiBn arguffesvescent

of pharmaceutically accept abI ents that, can .
couplegsuqh FnbY ! ligdfed ST RG] P %@%‘Fﬂge PIRIEHPIBIE Sitable

orgam% Q&gygl%lud]g ut3FEndtd }édg‘b L&t ﬁrtaﬁ@ nfllc, MRAAId bdibR! Succinic,
ers ubricants ants, solubility enhanci ng

and algigienicils aad apleydtideg aragmndl saltss Wedthie sarbanat¢soand bicarbonates

include, but are not limited to, sodium carbonate, sodium bicarbonate, potassium carbonate,

potassium bicarbonate, magnesium carbonate, sodium glycine carbonate, L-lysine carbonate

and arginine carbonate.

The term “surfactant” is used in its conventional sense in the present invention. Any

surfactant is suitable, whether it is amphoteric, non-ionic, cationic or anionic. Examples of
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flavoring agents, preservatives, buffers, wetting

agents, disintegrating agents, effervescent agents,
w@obasusmt s, hunectants, solution retarders, PCT/US2006/013121

absorbents, solvents, other pharmaceutically

acceptabl e additives and conbi nations thereof. Fillers
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l[imted to, co- solvents such as ethanol or propyl ene
urfactants
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2006/ 135480 PCT/ US2006/ 013121 Sweeteners that can be
used in the present invention are any natural or
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polymers that can be used include, but are not limited to, hydroxypropyl methylcellulose,

hydroxypropyl cellulose, methylcellulose, polyvinyl alcohol and polyethylene glycol.
Examples of plasticizers that can be used include, but limited to, polyethylene glycol(s),
glycerin, triacetin, triethyl citrate, diethyl phthalate, and mineral oils. Examples of
pigments/opacifiers that can be used include, but are not limited to, water soluble dyes (for
example, sunset yellow, quinoline yellow, erythrosine, and tartrazine), pigments (for

example, aluminum lakes, titanium oxides, iron oxides and talc), and natural products (for
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Preservatives that can be used in the present
i nvention include, but are not limted to, potassium
W@ ebasago met hyl par aben, propyl paraben, benzoi BCHUSZH06/013121

and its salts, other esters of parahydroxybenzoic

acid such as butyl paraben, al cohols such as ethyl or
examplD $be¥hvia! GRMhoids, RARAPhT, SehqYuIids aadchmase)pBranpleppf a

quat ernary conpounds such as benzal koni um chl ori de.
wax thaSednt ebised id perEinWialk can be used in the present

invention include, but are not limted to, phosphate,

acetate, citrate, succinate and histidine buffers.
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extrusictysphsrohizakien] bpliing\dr nyinpressiow andoersiongldy; Foating: dfpr example, such
otato starch, i ze.starch and ..nodifi . .

dosage fpgae.cap Be Prepied el Lo %eélzltir ?g%é@%*}&é controlling
mechan@ajlng,' a@llklfbg)ﬁ%ﬁﬁb, alClef%$ 8ne fl@drﬂiﬁbéﬁ&ﬁlﬁﬂﬂbptﬁble&@dpiem wtabtaih a

g e,

ycol a m'crocrystalline cellul ose and m xt urgf.
powderftarde Fhe rRwdeablead edrf e be SUAT indg a sersulafcopmressed tigblets.

. in.t rese inventi 8. \
o e BO G Ml I e Bl o
granula€Pé At fe @hn b Estea Metb @.talifeti draiiled intoagapsute, aisinggoutine
~include, but are not |linmted to, citric, tartaric 1 th
techniqped koWt inrihe P, Sueh HrEix A5 fATes Candgiogtan 2 achve:giogin the
amountg{}dfroq'@ g%a 111988 a@ﬁﬂg gg%' %1 §@fle%gﬁt-toswefgﬁpb;%i%s@@@@ﬂ%ihﬁ[‘@eight

I"car es 1nc ut are not Iimted to, sodium
of the dossgeofoah e The eehhainddriof dretipsagessanpontagstha abover drspraled, ingredients

it AL S ey PRI B0 g B et
Ofwm&agrpgﬂg\ggmﬁl@%g erm"surfactant” is used inits

conventional sense in the present invention. Any
surfactant is suitable, whether it is anphoteric,

n-ionic, cationic or anioni | :
oeresstieRicn e son i ot oE SRR 855 fort dRribed
herein,icaf) $6E as Br R MR ihiordap&dest 7 cofipekissen inavtaylets, be

icag!
sul fate, pol ysorl%bates such as. polr[%%xyet,hyl ene

subseqsorthi catedmpiffoeteenaore FBiFHr £07tHIE, ThE RBISHS fPatEes that can be used

nst ear at [ ’ tef.. of I b
o R o S ST AP0 B o
prepar&HEPnEing FREN 0N} adtfcamdnt Bndan(eadt 86 phinGiacggeella lagqeptable

Ch | , di di [, syl f ' ,
oL gl by Lot ceienae (ROl G,
comprggggéi 635 €5 RNet PRI NOYY &1t E8ed d1%a be filled into a capsule which can

be enteric coated. Also, the powder blend can be subjected to further granulation using

routine techniques known in the art and the resulting granules enteric coated. The resulting
granules can then be filled into a capsule and the capsule coated with at least one enteric

coating, using routine techniques known in the art.

Another system that can be used to make the dosage forms of the present invention is

a reservoir system. In this system, at least one core containing or comprising at least one
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oi |, polyoxyethylene fatty acid glycerides, poloxaners
(e.g., Pluronics F68(r) and F108(r), which are bl ock
weopohssrer s of et hyl ene oxide and propyl ene oxPCEYS2006/013121
pol yoxyet hyl ene castor oil derivatives or mxtures
t hereof. Exanpl es of hunectants that can be used,
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coat.j el
L
both ofCPRER hRkShePebyARcd] I@tedwtréfefdnbﬂgieh(&}bersucls éd)szige forms and their
non-rate-controlling |ayer, can be pade,L of one ar, nore

methoqssoqumlsumaslwtér fogigs TRaH Ui RjPEat BRERQth S FOrsi X 78 be @
granulc?rbte H?ff?t& 01%1 errgﬁ? Ssphbrd] 1rni‘°n(ii tatb‘?et h‘%ﬁﬂn‘ §gg¥&ﬁ§fa’ce The core

waxes’ Exanpl es 0f pol yners
can be trrhﬁb iic anaety 0f ifferent wage, quwbcampb thetcokd eantaothprise a mixture of

R NG TR M . T

YAn@NEt UG at leaFRRBRI 8 pHarRhRetitAlyZREStidIatxcipients
prevmmg'M%gﬁudse 81? nél u%)fea egut limt e}glfat 0, po 1I ygt hyiepene P

- descritgld ypeotigus]y herginy gﬁdtematlvpkyg ﬁ)@@ptqpantcpm@pﬁgl pt least prg active agent

and nera
and, o g Rt rraral it 0 S el S AR B B forer
surrouf@d dricBht@ dithQut 1848t &He reteldsbirellidy esechirdsm. axaﬂ’,(mltleely, the core
sunset yel |l ow, quinoline yellow erythrosine, and

can comrise ez ineE pubIHagmentie S/hiehgh apRlicdibicast oRe kiR MeRARS optionally,
itaniu

e R A P50 ) Bl A he m
surrouf&cinge|ceated Wit dt aeaismnecrafea:toﬁﬂollmg machhmsmpzkt;lbdst one non-rate-

ant hocyani ns, and carm ne). es of vv?x t hat
controg 1Ty S depsy YL TFAICAORRE ey ng{bﬂri%‘?oa%g‘&beg forns can

be prepared usi.ng standard techniques well known to

those skilled in the art, direct blending, dry

gOptiatatiy] tha céreahdyealse oo'qb%an ohon) movmwglraaaﬁmmﬂlmg lgyﬁrg ps
descn%qﬁ%ylggq?% Hleri%tgll. &g%&?cggt%on of gneonron§rla Véorr]l olhng 1r§ Jc lulation

is not critical. For example, the non-rate-controlling layer may be present between the core

and an enteric coating or other polymeric coating. Alternatively, the non-rate-controlling

layer may surround or coat an enteric coating or other polymeric coating.

The core can contain the active agent in the amount of from about 10 to about 99% on
a weight-to-weight basis based on the final weight of the core. The reminder of the core can
contain the above-described ingredients in amounts that can be adjusted to achieve the

desired active agent release profile, techniques of which are known in the art.
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ext rusi on/ spheroni zati on, balling or conpression, and,
optionally, coating. For exanple, such dosage forns

W@ 2006h85480 epar ed by mi xing at | east one acti vePEmES1006/013121
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1
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coating, using routine techniques known in the art.
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l.n .t hi . . i 0 d
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coatzngsefyé Pharmacg,agmg? gmiéz_?osﬁw.ézs,c 51 \&QMCK“E?}@* ig?rc%gﬁ%cﬁ{g% té.\{lcn g]ew
York, RBY Y&k rg[@ﬁ?} A8 DI b iric @ doRipdsiBiony; TuBlesy Vb ded. H. A.

>Tesistance to act'ive agent diffusion fromthe
Liebermaa gl Moichntan ahd & Bylishweitnt dew¢ehBlekker, Inc. New York, New York pp.

77-287, (1990).

Another coating, layer or membrane that can be applied to the core is at least one
enteric coating. One or more enteric coatings can be applied on to the core (the core may or
may not contain one or more rate-controlling layers, non-rate-controlling layers or

combinations of rate-controlling layers and non-rate controlling layers). For example, an
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tract. Thus, the active agent is gradually rel eased
fromthe core into the gastrointestinal tract,

W0 b@nabisspr ovi di ng a desired sustai ned rel easeP@f/Us1906/013121
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If one or more enteric coatings are used, a coating between the core and the enteric
coating can also be used (such a coating is frequently referred to as a “subcoating”). Any
film forming polymer can be used as a subcoating. For example, polymers such as polyvinyl

alcohol, hydroxypropyl cellulose, hydroxypropyl methyl cellulose can be used.
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not limted to, direct blending, dry granul ation

(roller conpaction), wet granulation (high shear
w@e@enbsasi on), mlling or sieving, drying (if BL/US2006/013121

granul ation is used), extrusion/spheronization,
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coati gs tor pharmaceutical conpositions, ed. J. W
McG nity, Marcel Dekker, Inc. New York, New York

1997); and ii armaceuti cal [.td ’
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For exanahBaut S Pabdik SRk, ode®a4, 4/1200,098)and 60573, 7 Mg all ¥bwhichpre hereby

77-287, (1990). Another coating, |ayer, or merrbrante
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enteric coating. One or nore enteric coatings can be

applied on to the core (the core may or rmay not

CQQdHedd1ly, 6880ty puiliscars Btpieatleidmedd| Hynppripagssing, a tablet of an

non-rate-controlling.layers or canbi n‘gti

osmoriaieactsn Brl (O AYOPBSSLY A ROATEAD SORBREADR PiRgn oswoticall
active {;}?{%1? re%%;%q %§§ gﬁ%h%oa% {Be 120t 2AR64 dBHA&Pheable membrane that is

permeable to an exterior aqueous-based fluid but impermeable to the passage of drug and/or
osmagent. One or more delivery orifices may be drilled through the semipermeable
membrane wall. Alternatively, orifice(s) through the wall may be formed in situ by
incorporating leachable pore forming materials in the wall. In operation, the exterior aqueous
based fluid is imbibed through the semipermeable membrane wall and contacts the at least

one active agent to form a solution or suspension of the active agent. The active agent
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enteric coating may be dispersed or dissolved in
either water or in a suitable organic solvent and
wao b@n/133s@yed on to the core or applied as a dpgT/US2006/013121
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T

substitution up to 1 and an acetyl content up to 50%, cellulose diacetate having a degree of

substitution of 1 to 2 and an acetyl content of 21 to 35%, cellulose triacetate having a degree
of substitution of 2 to 3 and an acetyl content of 35 to 44.8%, as disclosed in U. S. Patent No.
4,160,020.
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atm, or@ighefmedi at e rel ease and extended rel ease. Miltiple

configurations are suitable for pul sed rel ease dosage
fornms of the active agent. Gsnotic punps are well

&M hilie hich
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dogreei usaalﬂy oxhibifing a121o S6feid AT IRToRFF. aTeRaRBFIE 4P e cross-linked
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be of pl, e oy bR B ARG IR S BRhast W e pesen
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aloohogriﬁvﬁl L] 146 RIGH rebiBuiiOF Oy HRU Wittoglyexal sfasnsidehyaie, af

tive agent. The active agent 54

glutaraldehyde and having a degree of polymerization from 200 to 30,000; a mixture of
methyl cellulose; cross-linked agar and carboxymethyl cellulose; a water insoluble, water
swellable copolymer produced by forming a dispersion of finely divided copolymer of maleic
anhydride with styrene, ethylene, propylene, butylene or isobutylene cross-linked with from
0.001 to about 0.5 moles of saturated cross-linking agent per mole of maleic anhydride in

copolymer; water swellable polymers of N-vinyl lactams, and the like.
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3,916,398\ ‘dh@|d@s‘3:ﬁ>sa1€e€bﬁbvﬁwmhirdﬂﬁicatperaterbhdrelhdwereﬁmm e met hyI
carbamate, cellul ose acetate succinate, cellul ose
acet ate di net hyI am noacetate, cellul ose acetate ethyl

g%%% 3 r%lﬁg uﬁﬁg t&ltfe Q@hﬁfq%@@h%v@n toGBbdeHka®d in the

ul ose dioctanoate, cellul ose
art. Fodiexanply) iatoae embbdmmehedatdeast amd attlefe agwit] afllepseongaeteat e

T ORI T T
be hougéﬁelh%tn@ aRalo? e apasttlchoRBhRnt fbeché idb@@g%v@@eﬁ@tp@essed into a solid

rate, cross-linked selectively sem ?er meabl e
havmgplahmmsnsn flot eatesporydsttp checivisrrad dpmmitqn@ AL B aseardfithani on

compagipnotB o165 opd o B bR AN of thedpiERERL 8%ontrolling
mecha&s&%gﬁg ggﬁlﬁ'ﬁrnﬂ%fdmt &re m’bcydrm’t@a aslid o s%ﬁiisnﬂidcfomy by
aj an i

converjtioghl myth@ds)g@h las, e got 1ggqt%tpybzgmﬂégg,lc@§pﬁ% stlmng or roll

cro I
winio 558 S B YFRREHAE CoRe e apet Ehyaroniic ot
placedGEbith@seitiade latee ohdmg iy a kel egneer, afd ths inwe {ayers suoounged with
to 1 and an acetyl

a semippranseblareihAena inge e ithubfagend wionthe Pvpgr gan be
fabrlca?&pbf&r@%ﬁﬁ%lal Rx%“iag/@f dpl%s t%élhntl e35%ne Galilchh 88 @?phed by moldlng,

cetate avi ng egree substltutlon
sprayi@ol capplag emquresseah sleapees ofto Bﬁvaﬂlcfomng%at%rsald Agethss Eeahmue that

can be use<§ for applymg thb iwall is the air suspension procedure. This procedure consists of

suspending and tumbling the pressed agent and dry hydrophilic polymer in a current of air
and a wall forming composition until the wall is applied to the agent-hydrophilic polymer
composite. The air suspension procedure is described in U. S. Patent No. 2,799,241, J. Am.
Pharm. Assoc., 48:451-459 (1979). Other manufacturing procedures are described in Modern
Plastics Encyclopedia, Vol. 46, pp. 62-70 (1969); and in Pharmaceutical Sciences, by
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. to swell in water. and r in a significa
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sctive e Kot ARy ROLTHE I BN SRR 0l (eETBoDi
experitantatims e\ ctiid eopageyensisofwahviegent indhe farpdations pf thapresspt

. .b - 1. ...1h | | abl hyd N
1nvent1etgﬂ1%£§ g)% ISV@B%:}‘? che/o 13 gg _afsnlvé:ﬁﬂteog? acﬁgﬁ%%enlé &xgl{s]fgekl %tE\geJ tée@'qﬁaagn a
desiredftgcfrﬁﬁé{ltfé)fe@%ﬁ%. eTe deRiicd dosdrddewdl dpedogesh theddsred Therapeutic

polymers can be of plant, animal or synthetic originp..
effect, tgdpaip loif Rilwinistapionr the ppisncyafthp actireegentpdppuisisreds E’%dzmed
. inyention, include (hydroxy al kyl methacryl ate)
duratiop 94 i mbenﬁ%‘il‘g%tgl“afra&\%suy ght from 30,000 to 5,000, 000:
kappa carrageenan, polyvinyl pyrrolidone having
V. OB BEhaceuiBAIGNA cQiptdblcvtivE0A 86 drdl GOhiafKn Binirami c
and cationi ¢ Aydrogel's; polyel ectrol yte conpl exes;

l . . i ' aceutic
pﬂleys%ﬁ{i ?é%(agg qfé\n&%ﬂ&ﬂ éc?le):/ @%ﬁn@ ﬂlv%nﬁ&}’\%éﬁcﬁic%&nﬂrﬁé% ipHstMaceutically

Cross- , ftormal dehyde, or )
accept@lelh@tvel agelty dtheaticin 2ol (dechiordegred)mfenpxy lydrmethydprapanoic

.. from 200 to_ 30, 000; m xture af - nmethyl cell ul : T4
acid,selfsd - roraB-oYHh TS B e proned e g Sl Riffpred 214
(4-chldr5‘l§691|ZU§?lbﬁlen¥‘?§]@Z-methyl-propanoic acid (said active agents other than 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, salts of 2-[4-(4-chlorobenzoyl)phenoxy]-

2-methyl-propanoic acid and/or buffered 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-
propanoic acid are collectively referred to herein as “other agents”). Additionally, these other
agents can be co-packaged with the dosage forms of the present invention or co-administered
as one or more separate and distinct dosage forms along with the solid dosage forms of the
present invention. These other agents can be from the same therapeutic class as the active

agent (e.g., lipid-regulating pharmaceutical agents) or can be from different therapeutic
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or the active agent, rate-control | ng. nechani sm and

‘ehxdrpcplécprpﬁnm@r: spiseplastong, rermderdl, hysiralagingdietaxolgl, furosimide,
i d |
B e I S L B Ll

ﬁl‘olpranﬂldl Jtim@lo], amdhphi&le, tilmefbmﬂlammh)ralepme&abﬂbhmﬂolozone or
ape. Next, a layer of a hydrophilic polyner is
pralsatinin contact with the layer of drug in a Iike

+ TR O (R R SR GSA B
ancktdhedsalla) d:hl&ppnqiaym&é, ciglitazoRe, farglitazar, glibenclamide, gliclazide,
glipizide, glucagon, glyburide, glymepiride, miglitol, pioglitazone, nateglinide,
pimagedine, repaglinide, rosiglitazone, tolazamide, tolbutamide, triampterine or
troglitazone);
o weight-loss agents (such as, but not limited to, phentermine, phendimetrazine,

benzphetamine, diethylpropion, sibutramine, orlistat or rimonabant);
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fabricated by conventional two-l|ayer press techniques.
The wall can be applied by nolding, spraying or
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; s B® administered in a
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Phar maceutical ly Acceptabl e Active Agents and
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peripheral vascular disease (including symptomatic carotid artery disease) and metabolic

disorders (such as, but not limited to, obesity, diabetes, hyperphagia, endocrine abnormalities,
triglyceride storage disease, Bardet-Biedl syndrome, Lawrence-Moon syndrome, Prader-
Labhart-Willi syndrome, hypophagia, anorexia and cachexia). Moreover, these formulations
can be used as adjunctive therapy for the reduction of low density lipoprotein cholesterol
(hereinafter “LDL-C™), total cholesterol (hereinafter “total-C™), triglycerides, and

apolipoprotein B (hereinafter “Apo B”) in adult subjects with primary hypercholesterolemia
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propanemailcdrffpl'mulépmeﬁb apthEd) cepled SEAnplen CORTAIERE b (414
enol OSi i
ool SOSULSRRI 2RI oo QRG0SR R O8kn ), pormations
3 and 4 @6Rhindd} a chulimeXkhld bf 2- [m-febbhlefdﬂenzcml)@herw)@]—ﬁemethyl—propanom
ni f edi pi ne, ni nodi pi_.ne, nisol dipine, %mapgag’é ﬁ?h tot
acid) ngy‘g@ﬁgﬁ@c}ﬂnn@tmmlgggg‘qeﬁed thpq;g%} gubjec Pﬁ gn, a prototype
hyl-propanoic
L T e
acid whEkfiyd gopao, Buwaemot testedlimbsmensan, tinol ol , verapamil,
cl oni di ne, nadol ol , bendronet hiazi de, tor seni de,
hydr ochl or ot hi azi de, spi nronol actone, perindopril,
hydr al azi ne, betaxolol, furosimde, penbutolol,
aﬁ%?éfng] oSttion@beMelaBbve BLHARMre liRtad Bk, inflAblytI6ltoR4 (these
I ndo

formulat1ons are referred to in subsequent examples as “Formulation 1” or “Form 17,

“Formulation “5” or “Form 57, or “Formulation 10” or “Form 10”, etc. respectively). All
formulations are manufactured using a similar manufacturing process, except for the coating
process. Specifically, a high shear granulation process is used to incorporate the active
ingredient and pharmaceutically acceptable excipients into the granules. The granules are
sieved, dried, sieved (or milled) and mixed with the remaining ingredients to form the final

powder blend. From there, various processes take place. For all the formulations with the
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propranol ol, tinolol, indapam de, trandol opril

am | oride, noexipril, netolozone, or valsartan);
W@iobAsH48bet i ¢ agents (such as, but not |inm teRCT/US2006/013121

acarbose, oral insulin, acetohexam de,

chl orpropam de, ciglitazone, farglitazar,

exceptl&ﬁ dERuBoA g, telfinel pawde, ,blen@ww fﬂtthiﬁ cogipuesagbusing a rotary
gl yburide, glynepiride, maglitol, églltao

n
compresrégregyhetinelio, ro@icRaddels- nBor ea%qtmﬁé siglt ﬁ? tahl5Heare
azaf d b [ ha der blends
coated yfiy B LGS vodthe” ShAfEEonc { 7 THAEE MR At conted, Powder
from Fdrhﬁlelt@ﬁ Ttand t]@dnmlrrheabtets ef thmﬂdmcvreat wars aveled with a rate-controlling
benzphet am ne, d|e hyl propi on, sibutramne, orlistat
mechangsm (Mamsia A consel %PQ k35480 PCT/ US2006/ 013121
antiretroviral agents (such as but not limted to,
anprenavir, tiprinavir, |amvudine, indinavir,
entricitabi ne, abacavir, enfuvirtide, saquinavjr
Aoghitaitedi descripitioo & ell of tHeosanvicaiEng Procesaasay Proxifichdelow.
nmesyl at e, zi dovudi ne, atazanavir, efavirenz,
tenofivir, entricitabine, di danosi ne, nel fi navi r,
nevirapine, or stavudi neJable dhti - pl atel et agent s (such

as, but not limted t spirin, cilostazol
Compoplélﬁp@i Epgpmlptg@yl (migi-tablets Jﬁt:hﬂgt enfaric coating 161rcapsules) The size of
each taﬁl%frg a??fo!x&ﬁ%el Wlﬁrﬁlﬁﬁe@n dryd gé %élg(ﬁé@hcﬁﬁapsmﬂls 130 mg
no mte olic acid, calcium or iron).
free acidldquivatént.o briefly herein, the other agent(s) can be
i nvent i onn&1E¥br eci se | odati o

n of th
other agent(s) to be included .Gbasq%mcm‘&@hj tW,Qg,%.L)

ooty o UI

Gdre present |nvent| on _can lbe readily determned by one |
skilled in the art andlntva—gﬂanuﬂepend upon the ot her
agenid-sllofcbeRpyliphincared- as wel | as the3f%eat nent to
bﬁeﬁg,pﬁoggﬁiomwmn the othef agent(s) is included in
lﬁ_ng@quﬁrorrrs of "The priesent i nventi oy, then t he
’}Al nt \dl Iedbl one of 12%

orobaoanzaovd

4—C OO0 eZ oY1 ) pucu )\yJ =—2="et lly|2 ﬁo})deOI C
aBVH30sa 1t s of

2-[ 4- (4-chl or obenzoyl ) FREASEIAWa

afdilairalnilicosdiekide [ 4- 0.5%

(APMC BI16MeNZOY| ) phenoxy] - R- net hyl - propdf%i c acid) an
Om@ﬁes@ﬂﬁ@teéﬁ)e are admnistered in a d.Xgbe
Eongration. Al'ternatively| the otherNagsplieé) and the
actTve agent can each be contained 1n separate dosage
forms and then admi ni stered sinultaneously or
successi vel y.
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V. Methods of Using the Dosage Forns of the Present
I nvention The oral fornul ations of the present
WO povensi48n can be used in treating a variety oPCT/US2006/013121

conditions. Wen the oral fornulations of the present

i nvention contain at |east one active agent and

conbi nations thereof, such fornmulations can be used in

treating conditions such as hyperchol esterol em a,
Manufaegweing Prrogtegs fori Elemudationt di ovascul ar di sorders,

coronary heart disease, peripheral vascul ar disease
Step (1 ncluding synptonatic carotid artery di sease) and

metabolicd disorders (such as—but pet e

1 obesi ty, |dWVsight g ap @?tﬁ féé ﬁ@p&)clpgqqglent 'Cflarge intra-
abnor mal i|tgresylar 1ngnegle;zt§enfp 1&‘% eagerenyigion gad dry mix for
Bar det - Bi |embpragundieyneminew ence- Mbon _syndr one, Pr ader -

D) Cabhar t - WAHdd agsirostineemolmtpd phasgiiep tenahoes highshdar
cachexi a)|. o/Maf1geY #id stiesaufagiofiul ations can be used

3 as_adjunc $t\5 vJa'ﬂ% a@fﬁoﬁ Qﬁd E(ﬁﬁlnﬁlg %ﬁlaﬁﬁn @dr dnQyypeiphiaict y
| i popr ot eo:%}n ?o?ﬁﬁrg% Wt 11 ab e({e%% édeénd- poik(Forkexarhpleal

chol est er tr| I ceri des,
and gnnl qerI% g y

aG o Ot C1T T )

4 subj ect's V\p’c 1'135 ﬁ@?@ﬁ@@f“ enrlng%1 Sé%féel\%q&lbface -
2006/ 1354 ‘F)ﬂp’d'lbedi@m PISHB1  or mixeddyshHpi-deria——

5  (Fredri cksBievathsaky peanulaon| h) . These conpositions can—

6 al so be ubSctecrasxtmdgramden HBMhE1 sMyand selloidabsibigomndigide
adul t subj gesuphvi hbshhyreent dhiagdeyivtera blemdea agd-bledd faids on

Types |V phrghuvednyperl i pi dem a). Markedly el evat ed
7 evers of | EREAMPEY M4 JGRE IgfamIdtiof frodx 8P b entotRIBender and
ng/ dL) ”HbeeH&E&%Slﬁu]?u'E@ risk of devel oping

n-aB-Ai

anctrcatt T
8 'fJ urther be Sffgeé‘r?biﬁ%?é I {ﬁﬂ I;Xratg Jf;‘l% h an‘i’ésﬂ"é&l%éﬂ QH2rgk Mio the

|ilf1ir‘|.|rar*||i1 Vie N
—pro —C g LI} L,I =4 TAT

9 exanpl e, hRéchEEedie ‘fhoﬁ? P%‘f’fl?mﬂéi % B%o]fltot%léomﬁ%re%b
present | mv@ﬁhman(}@mpresslmﬂetmt%t Aarget&amﬁbi@g L.

10  Phar maceut EoedpsForemobtetitdnies e consmlesnwCRBdYCH FetAl etestien
were prepapécapanids tebdiechrd rejedited eaparlas. Reckesk lacepptable
heal t hy  hyspanles tnzp ®ottles fqralintcal ppliemi - t abl et
fornulations (each having no enteric coating)
cont ai ni ng
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- et hyl - propanoi ¢ aci d
(Formulations 1, 2, and 8); (b) six (6) enteric
coated mni-tablet fornulations containing choline
salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d
(Formulation 5 and 9-13); (c) single-unit enteric
coated tablet containing choline salt of
2-[ 4-(4-chl or obenzoyl ) phenoxy] - 2- net hyl -

AL n
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propanoi c acid (Formulation 6); and (d) coated
granul es containing 2-[4-(4-

w@ hdoenzdaemnzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci BICT/IIS2006/013121

capsul es (Formulation 7). Fornulations 3 and 4
(containing a choline salt of

2-[4-(4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c
acid) were prepared, tes q ip vitro, but not tested
i n human subjects. In ad g??é a prototype osnotic

CompgéiFPn %pmrﬁiu'iﬂtﬁ)ﬁ mﬂﬁ-ﬁﬁle%&bﬁh&ft enteric coating in capsules). The size of

4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi c

each tahlzit @ ammmmauech 2 mnyiin diemetsnt Thadosestrengs oégadhrrapsule is 130

he conpositions of the above formulations are

mgﬁe?ﬁgﬁéamﬁ @ in Tables 15 to 24 (these formul ations

are refernpediént! N subseqbent exarrpl es, RgW For nul ati on
1" or "Form 1" "Fornmul ati on l?a'sed)!’)n c&@&gﬁl& weighit)

|_

élluldll()ll 10" —or “For lu, erc. respecuvely) Al

|U|| Brrtf red—ustng—a S tat
rr% ?m Sygﬂé%lgx%x*ept for the 2@ ting

'Pl@r}?é i gh shear gra anul-ation

or%é@gcalgmmsvhﬂt@ nmrmrmp fhe actilode i ngredient

andiviptlfHi@deut i cal | v_accept abl e exci pi edts | nto the

grEvikiIBe@s. The granules ar¢ sieved, dri &%, sieved (or

mldcesty nivddhydr¥ed with the remai ning ingeedients to

T VA AdiRind &tBahte POWDEr bl énd. Fromthergy various

QEO%BCI SEeS T aKe pl ace. fFor(alt thne TOWhﬁ}HeQHS Wlth

oOal NAa

the— 61T WO2006/-135480—PCTHUS2006/ 013121 BXLBpLI omof

or myl a i on owder bl end was further
Man“@&ﬁ‘brr“é% E%eﬁ%ﬁoﬁ&raa“\“&qw conpr essi on nmachine to

Step tablets afe coated with an enteric coating

produce tablets For Formulations 5-6 and 9-13  the

rFoOT1Tiur datvrg « L
1 bl ends f1 O'Wﬁlg tt F}g%ro%natg af@fﬁgfft félu éa@h‘fﬂér?&é?r % Oée all
For nul at i gA"&A° Hgﬁd%?téﬁa eflﬁmaswfaa? %) 1883n IS| enaé
nechani sm tQ/r KX PP Haly,
2 detailed (éyisrappransistesmennt offater élt?rﬁ}ﬁ’lﬁﬂ)%? g,],gh ﬁbear
processes |igsanytaber apddtasegremplationabl e 15 Conposition of
3 For mul at i QrStdp atienadditid atdscontinhogianelntien for an eppropgaten
capsul es) .| affeenséZzemeh preedetbntiadl @id-paint(figrexsinpte pbyer2or
nmin di ameey). The dose strength of each capsule is
4 LSU Mg TNgg.a6t _tgﬂhﬁgdﬁgﬁﬁuladoﬂ%ﬁﬂgﬁ Bimcéh Wrdéd hasslbee in
on core tahl et Do re
5 Mill the dry granulation and discharge into blender.
6 Screen magnesium stearate through a mesh screen, charge into the
above blender and blend for an appropriate amount of time.
7 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.
8 Manually encapsulate coated tablets into capsules. Conduct metal

detection of capsules and discard rejected capsules. Package
acceptable capsules into bottles for clinical supplies.
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Intra-granul ar 2-[4-(4-chlorobenzoyl) phenoxy]-2- 35%
nmet hyl - prop anoic acid HPMC K1 5M 10% Avicel PH 101

WA 206/183¢B 30 2. 25% Extra-granul ar Col | oi dal

SPAT/TRV06/013121

di oxi de 0.5% HPMC K15M 40% Magnesi um stearate 0.25%

Coating Not applied 62 WO 2006/ 135480

PCT/ US2006/ 013121 Manufeapieir7 ng Process for
Forrmul ation 1 Step 1 Wi ght the apag{egsgrjate anpu

Compgsgtioneefdtoringiptienddppgle e AfeMCriased

Wwithqut coa’cmgS].t The dose

strengtli% ggéa%girg%o?%tils Irlrgﬁ %g?‘ré%iagmﬁnﬁg\.%?gr anul ator and dry m x

Add appropri ate anmount

of water Ingtedidnpe above hiigh shear grarWltor and
start granulation. 3 Stop [wat er(bagdioni cofe bt weight)nue

cgranutarion for an appropriiate amount of tine until a

1 a -

pre-deternrmed end=poi ﬂﬁa(ér%ulﬁf(a”p' €, power or

Ny h
LIl

L) A Y onlbhhar 1 " 1 1
S REC SETia e —giogve—granuratt I N ATTOUgIT a
bk ?%Qéfi)gig“%\‘féﬂ a fluid bed digd for
4 ToRangl d meSall lonil At i AR A6 Crroan
Ty 3' =XTTOT - CAC 1T OUT T, \YJ fw \wa |
SPMCRASMUl ar HPMC K15M and col | o dal 3&23%

con dioxide

T

tAvicelHH B Inesh screen, charge into a bl'®Bder and bl end

fRVP30 m nut es. 3.0%
Extra-granular
Colloidal silicon dioxide 0.25%
Magnesium stearate 0.5%
Coating
None

Manufacturing Process for Formulation 3

Step

1 Weigh the appropriate amount for each ingredient. Charge intra-
granular ingredients into a high shear granulator and dry mix until
uniform.

2 Add appropriate amount of water into the above high shear
granulator and start granulation.

3 Stop water addition and continue granulation for an appropriate
amount of time until a pre-determined end-point (for example,
power or time).

4 Discharge the above granulation through a mesh screen and place in
an over for drying.

5 Pass the dry granulation through a mesh screen. Mill granulation
retained on the screen.

6 Charge screened and milled granulations into a V-blender. Screen
colloidal silicon dioxide through a mesh screen and charge into the
same V-blender. Blend until uniform.

7 Screen magnesium stearate through a mesh screen and charge into
the above V-blender. Blend until uniform.

8 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

9 Package tablets into bottles for clinical supplies.
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7 Charge dry and sieved granulation fromstep 5 into

the bl ender and blend for 5 mnutes. 8 Screen
wore@nasi4em st earate t hrough a nmesh screen, chap@eUSWE013121

the above bl ender and blend for 1 mnute. 9 Discharge

t he above powder blend fromstep 8 into a rotary press

rrachi ne. Conpress tabl etsableit® the target tabl et

ht. 10 Encapsul ate coat ed tabl ets into, capsul es.
Comp@m@ﬁF%ﬂl&ltloaé‘t(é%%‘f%wmlﬂﬁ eféb%ﬁﬁpéglsébnﬂhf‘dﬁl%sééfslanﬁﬁ of each
| ckage acceptable capsules into
capsuld 8135 hE HEART cﬁljgﬁﬁva@ﬁsupm ies. 63 WO 2006/ 135480
PCT/ US200migelizhi21  Tabl e 16 Conposi ti o¥h WfWFor nul ati on
2 (mni-tablets w thout enteri c(basdtanngré tabkhpsighds) .

dfte size of each fablet ijs approximately 3.2 nmin
UI aneter-. The oose sumg&@rﬁﬁlapach Capsul e 1s 130 ngy

oy V griearet 7o VW VV ed om core
t%ﬁ;ﬁl ‘E%@ ého‘x%/ (4 chl or obenzd'gg)la/fsphenoxy]

Cld ]'pie"s ci-d—bB-baste—eal 0/ulll plluspha €
1Avicel R pH1Q1 24% PV 30 5% L

1Ewlcmnb@sphnﬁest earate 1% Coating Not 1885 ed

Mhaniéseanemohydra®r ocess for |[Fornul ati on 258%p 1 Wi ght

tPePappropri ate anount for| each i ngredi 8% Charge all
Extra-granular

Magnesium stearate 1.0%
Coating

Surelease E-7-19010 (solid content) 6.0%

Opadry Clear ' 1.5%
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i ngredi ents (except nmagnesium stearate) into a high

shear granulator and dry m x for approximately 1
worewat1as48® Add appropriate anmount of water i ntBCT/H82006/013121

above high shear granulator and start granulation. 3

Stop water addition and continue granul ation for an

appropriate anount of tine a pre-determ ned end- poi nt

Manuléthﬁmg;ﬁrfgges%tfﬁ x\ﬁhuﬁhonw me). 4 Discharge the above

nesh screen and place in an

oVer 'F or r‘lr \II a¥al L_\ [\ +thae rlr NV Al 1 neal
g~ =2 A A B B | LIIL oy Yl u.llul alIUII u.llu

Step schar ge |nto bl ender. 6 Screen nagnesi um stearate

1 Nrougi AEsdh (e besBprikE ahidtnd AF ea&lnﬁgreafeay@hmg%aﬁ%
and bl end %ﬁuﬁﬂo ;ﬁi% ﬁn Hgﬂggr lg? fnuldtdBmd Gry mix until

Di scharge|t r ot ary press

nrnr\hi na Acc

2. weight. 8 ”aﬁr‘@ ‘ﬁéﬁ%@?jﬁ%ﬁf@dyo ol Fedi e e

capsul es exsnpiator start srapation; on of capsules and.

3 di scard reftptvedergdgiiogneand cpat@n@@an%@@@pf@am gbpropriate
capsul es | amoutsaf tinesintidp ped-fletewahed enslspdint(forskapple,
2006/ 13548PoW&Tor tisR)06/ 013121 Table 17 Conposition of

4 Formul ati OWisthirgt AW @okd gtantdalbn taseth 4 mbilescsean dnlpldce in
coati ng). Iﬁgvé}q&edryﬁ;gr ength of each tablet is 130 ng

fTee acid | 0
5 tablet we iff;ffo rﬁ% i&?g_ecgfgo? frll S{ﬁaéré\ﬁ\é\ﬁ‘egﬁsﬁﬁll Sftintif2ti6n

21 A (Aep M |

A 1 04 5 gt s o el

7 Screen magnesium stearate throug ‘a mesh screen and charge into
the above V-blender. Blend until uniform.

8 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

9 Charge water, talc, and triethyl citrate into a container and mix, and
then mix well with the Surelease and Opadry.

10 Charge above compressed tablets into a Wuster coater and start

coating using the pre-mixed coating solution. Stop coating when
the target coating level is achieved.

11 Manually encapsulate coated tablets into capsules. Conduct metal
detection of capsules and discard rejected capsules. Package
acceptable capsules into bottles for clinical supplies.
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Avi cel PH101 "5.0% PVP 30 3.0% Extra-granul ar

Col |l oidal silicon dioxide 0.25% Magnesi um stearate
wO2®%133@8@t i ng None Manufacturing Process forPCT/US2006/013121

Forrmul ation 3 Step 1 Wi gh the appropriate anmount for

each ingredient. Charge intra- granular ingredients

into a high shear granulator and dry m x unti |

uniform 2 Add appropri aTeblaiBunt of water into the

above hi gh shear ranul at or, and st art ati.on
Compeaiiap. alioBiiian 51 BB LRI RIRIGS ShiAPRIE D Hisa oach

t e
tablet 1@@@&8 nlrlﬁél?fzor exgl r%fﬂ%et%ﬂ B%v‘\ﬁ{r&% %tr?llgpr{e §f &gh %éﬁs'ﬁ'g[bglg 130 mg fre
ac1deq1m1aiuove granul ation through a nmesh screen and pl ace
in an over for drying. 5 Pass the dry granul ation
through a nmesh screen. MII| granulation retained on
The screefg&ihar ge screeped and m I T egdwgwanul ations

| nto a V- bl ender Screen col | ojydal & {dr6 b1 XA

¢||| ougn—a mesh STTEEN and—ctrar germo tne sale

prﬁl oandaor Rl AnAd Arma 7 QA
CTTIOCTT ™7 DT UIILI | UIII UT 11

| stearate through a mesHISEEE B2 e har ge iAo —the
abbdréd-ghiorehsaedyDoBeeBdldnt | | uniform &98%char ge t he
_amsiwl-pempdeeicgridngholinesali rotary press machine
CHRp@EI5MVabl et s into the target tabl et35@ght. 9
PaelcepgeHl@bl ets into bottlps for clinicdll%upplies.

ef—fragrestum
nt-o th

.‘
»)

PVP 30 3%
Extra-granular
Colloidal silicon dioxide 0.5%
Magnesium stearate 0.5%
Coating
Eudragit® 1.30 D55 10.4%
Talc 5.2%
Triethyl Citrate 1.6%
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65 WO 2006/ 135480 PCT/US2006/ 013121 Table 18
Conposition of Fornmulation 4 (coated mni-tablets in
weapsusa3o The dose strength of each capsul e PGI/LSBOGIY3121

free acid equivalent. Ingredient %WW (based on core

tabl et weight) Core Ihnitr granul ar

g;}giél;:( ;1- pgl g}ob.enzoyl I) phenoxy] -2- 40.0% nethyl -prop

] Ci i ne salt _Avicel PHLO . 0% Di '

Manufagiuping Rxoeess 51 }ﬁmﬂﬁﬁﬁ%‘gé rmnohydraté ig 802 B'Vgalsgl o

5.0% Extra-granul ar Magnesium-stearate

1 NOf s
t+Carate—1—0o70— COdll Ilgj
r

Step Sur el ease E-7-19010 (solid content) 6.0% Opadry C ea

1504 6 \AD. ONALL 43 2AEASA—B : ”
T Manuf actl ie@’%s‘é;a”rs%@ﬁﬁtgra*@gﬁ% Sipbgndint, Chaee pe
the apprloBPParEmERATREs F9° }élglgﬁt eI%%l 5‘?‘@3@%‘%%@ ghr}grglggfog "

intra- gr@fWer ingredients—in

-

R i e
appr opr i pgrengapuatd ghrt\geanatationt ot he

3 gr anul at pSioprehtatadditiograad aprtitivg rgranulation for an appropriate

amount of time pre-determined end-point (for example, power or
time).

4 Discharge the above granulation through a mesh screen and place in
an over for drying.

5 Pass the dry granulation through a mesh screen. Mill granulation
retained on the screen.

6 Charge screened and milled granulations into a V-blender. Screen

colloidal silicon dioxide through a mesh screen and charge into the
same V-blender. Blend for 5 minutes.

7 Screen magnesium stearate through a mesh screen and charge into
the above V-blender. Blend for 2 minutes.

8 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

9 Charge water, talc, and triethyl citrate into a container and mix, and
then mix well with the Eudragit® 130 D55 suspension.

10 Charge above compressed tablets into a Wurster coater and start

coating using the pre-mixed coating solution. Stop coating when
the target coating level is achieved.

11 Manually encapsulate coated tablets into capsules. Conduct metal
detection of capsules and discard rejected capsules. Package
acceptable capsules into bottles for clinical supplies.
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3 Stop water addition and continue granulation for an

appropriate anount of tinme until a pre-determ ned
wepaepsisge (for exanple, power or tinme). 4 D BCITESTPE6/013121

t he above granul ati on through, a nesh screen and pl ace

in an over for drying. 5 Pass the dry granul ation

through a nmesh screen. NdbleZp anul ation retained on

the screen. 6 Charge screened and njlle ranul ati on
Compogitipn ofFumplatitich (smglosap p@Hen gt %Hegt &Q% Spge it’fﬁ“g@‘gq} each
tabletlsB} hﬁsegr?%rb ﬁ&qleﬁpar ge into the above V-bl ender.

Sant orm 8 Discharge the above powder
bl end into a rotary press nachi ne. Corrpress tabl ets

and tri etlﬁﬂeﬁiﬁiﬂ%rate into ja Cbnébal ner #n ’
then mix well with the Surlel eas®2asgdPIERE R et’w

Catzove conpressed tablets into a Wister coater and
start coating using ther Autiixed coating sol ution.
SlaR4cA®rbhGzofiRhendig-2-ar get coating | 65%l is

}qsfﬁgpang,pe Bdliné semcapsul ate coated tablets into
HIISISSML,OHGUC[ metal  detection of capgules and

AQL’T:PBJIOFJ ectead L.apbw €S, ﬁ-’d(..Kagle acq&gggolg

O N\
At-o—bott+es— HACar SUPPTES 67O
ol 1 n

\w e ) C

Ul

PYE530 35480 PCT/US2006/013121  Table 10

vvvvvvv = =y ~y= = 4 wnpn :
Formilation 5 (enteri cErsareeuH ni -t ablets in
dapslPE)L02The size of each| tablet is apf¥oximately
T loidnl kilicoh diogider . The dose strength di7¥ach capsul e
MaghdQufbstésrge acid equivalent. 1ngredostd % WW

CoR@sed on core tablet weight) Core

Eudragit® L30 D55 9.5%
Talc 4.8%
Triethyl Citrate 1.4%
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I ntra-granul ar

Tri et hyl

2-[4- (4-chl or obenzoyl ) phenoxy] - 2-

49.9% nethyl- ro anoic acid Choline salt HPMC K1 5M
wW@2000968548wi cel PHL01 11.1% PVP 30 3% Extra- geemubmne/013121

Col | oi dal silicon dioxide 0.5% Magnesium stearate

0.5% Coating Eudra it(r) L30 D55 10.4% Talc 5.2%

Ctrate 1.6% 68 WO 2006/ 135480

PCT/ US2006/ 013121 Manufacturing Process for
Manufgsnning Rrpesss fordfapnulatigppgnt t he appropriate anmount

for each

i ngr edi ent

Charage intra-_qranular
7 ~

Step |f ngr fdi ents into aAEi gh shear granulator and dry m x
or mlinut e 2 A annr-aEE— + y 1o £ + . N
T e anovd Ve Graaos LA QR e i
gr anul at i logranagngrsdigaisdpioadu el Fisar g’i‘?ﬁ‘ué%’ﬁtapﬂ iy mix until
granul at i jomifs®. an appropriate amunt of tine
2 pr e- det er juhdé dpernpkigto pmourtfos wagstante|the ahsawdighothear
time). 4 Dpaniaiogend stert glrovkatignanul ati on t hrough a

3 mesh scr eestopRehidilad@RionAnd ashtive granotatidnfora appratamts
the dry gor anshiof ametunkios pfe-etdtatRedsaidemint (Kbrldxample,
granul ati oﬁbwér%?i‘rﬂ@.d on the screen.

4 Discharge the above granulation through a mesh screen and place in
an over for drying. |

5 Pass the dry granulation through a mesh screen. Mill granulation
retained on the screen.

6 Charge screened and milled granulations into a V-blender. Screen
colloidal silicon dioxide and Avicel® through a mesh screen and
charge into the same V-blender. Blend until uniform.

7 Screen magnesium stearate through a mesh screen and charge into
the above V-blender. Blend until uniform.

8 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

9 Charge water, talc, and triethyl citrate into a container and mix, and
then mix well with the Eudragit® 1.30 D55 suspension.

10 Charge above compressed tablets into a coater and start coating
using the pre-mixed coating solution. Stop coating when the target
coating level is achieved.

11 Package acceptable tablets into bottles for clinical supplies.
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6 Charge screened and mlled granulations into a
V- bl ender. Screen colloidal silicon dioxide through a
wore®h/13@8ken and charge into the sane V-bl endeeT/UBtoesiol3121
for 5 mnutes. 7 Screen magnesi um stearate through a
mesh screen and charge into the above V-bl ender.
Blend for 2 mnutes. 8 Di scharge the above powder
blend into a rotary press nmachine. Conpress tablets
into the target tablet wejpghys 9 Charge water, talc,
and triethyl citrate into a container and m x, and
Compo§1h6ﬂ offF a(rrmﬂhtlomﬁ (cbatbﬂl graaults agrapenles) JoeNBEe sirnsEnef gph
0. Charg ove ressed tablets into a Wirster
Capsuleé%é%%?“ ec?a&da‘?‘im ting using the pre-nixed coating
solution. Ingteggnpoatl ng when the targef womti ng | evel

I s achi eve 11 Manual ly encapsul a8 ORtiBWdigty) ets

Hto \,apam €s: uunuuu erection of capsules
nd._di cear II'IF nulé}

cZaB%Gll @gorloﬁ?l}? ?H@%ﬁ%r ::ribnl gngggzp ﬂgcpégm\/\%

Us2006/ 013121 Tﬂh| e 20 f"nnr‘nncw + i oR

UoT U1 UTI

Hiltdmgl‘@ iNfrB(H) (single unit] enterjc- coat”e%%t ahl et). The
dogeKsSOrength of each tahlet is 130 n2.T%ee aci d
equi val ent. | ngredi ent ErddMhlaased on core tablet wei

Nhgnebit sifhfoa-anur ar 1.0%
4= \4 chior Uuenzoyl)pn Mé-z- 165%
fr*et hH—propanorec—actd—Chotpne satt |-||-'|VL,7|«0L BSM1I5%
B A NS A,
Talc 7.0

£
T
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Extra- granul ar
di oxi de 0. 75%
WO eos)133480 D55 9. 5%
70 WD 2006/ 135480 PCT/ US2006/ 013121
Process for
appropriate anount for

gr anul ar

Avi cel PH102 5.0% Col | oi dal
Magnesi um stearate 0.5%
Talc 4.8% Triethyl

silicon
Coati ng Eudra

Manuf act uri ng
Formul ation 6 Step 1 Wigh the

each ingredient. Charge intra-
ingredients into a high shear granul ator and

Manufafityripg Proepss for Kgrmyation 2 Aqd appropri ate anount of

wat er

into the above high shear

gr anul at or

and.start

Step gr anu! ati on 3 St op wat er addition and continue
aranil - at g H
1 Er o det ern er tg% sggﬁqﬁ‘fé’ ﬁﬁi efg;r}é'?‘é ' s gré’cheﬁt ﬁﬁargé‘ brdtha- 2
tine). 4 [PERHATIETiE d BBl ARG i vl
nesh screelﬁn -place in an over for drying. 5 Pass
2 the dry g r Addi hprropuiate pnowy et FudeagH®NEZQ suspengion into the
gr anul at i jcabove &ighi shedt granufdier andrs¢arhgragulatiet-ge screened
3 and i | I edStgp BudtagitRONE3 0D udditio/ainl emtiane gBankson for an
col | oi dal | gighbpsifife Sheusit deumilch phvideriiined tehd-uiil (fr mesh
screen an exaﬁﬁgg BwenbQithé)e sane V-blender. Blend
4 ot iq' arTi a%g{;ls ﬂ%ﬂﬁﬁﬁ% %’tfg‘ﬁaarlﬁés@l stcf'éreﬁldﬁ@ phce in
resh scr bl 0% . (P 00V VBl Snder
5 ~ 7 Sieve the dry granulation.
7 Charge dry and sieved granulation from step 5 into the blender and
blend until uniform.
& Screen magnesium stearate through a mesh screen, charge into the
above blender and blend until uniform.
9 Charge water, talc into a container and mix, and then mix well with
the Fudragit® NE30D suspension.
10 Charge above granules from step 8 into a coater and start coating
| using the pre-mixed coating solution. Stop coating when the target
coating level is achieved.
11 Encapsulate coated granules into capsules. Conduct metal

detection of capsules and discard rejected capsules. Package
acceptable capsules into bottles for clinical supplies.
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8 Discharge the above powder blend into a rotary press

machine. Conpress tablets into the target tabl et
waoweioghss4s® Charge water, talc, and triethyl ciPCEHUS2006/013121

into a container and mx, and then mx well with the

Eudra it(r) L30 D55 suspension. 10 Charge above

conpressed tablets intoTabreater and start coating

using the pre-nixed coating solution, Stop coati

Compositien of Fernzlatt 8 (miatabhes Methayt costing i c@pete)- 11 ersgzgkf’é&@’h
ot 5555 A SEUEL e HREHLHER sh3fe HBiAOR g e

acid eqPAB@SI tion of Formulation 7 (coated granules in
CHpSlJl PQ) -I-h(3 anQ Qt rargt h Of each cancl a 1o 192N

my free dBg@diesiui val ent. |I ngredi ent ‘%"WWU% Eals% L;\rJl
fill wei ht) Intragranullar  (based on core table welgg

2-[4-(4-chl orobenzoyl ) Imbrergoaydlar2- 91.4% neth |- ro
anqi g4 aBiotoderes ) phehdxy] NE 30D 4. 9% PYP.SKB0 2. 7%
Eﬁ;ﬁ&hﬁ&ﬁf)ﬁdrﬁ[o Magnesi umistearate 1. 0% Coating Eudra

g%ﬁy&f&%ﬁ@ﬁ%?éag« rarc 7.10 72 WD 2006/3.5%480
E6Y

| W, £ A Y r3
OororoxIZ1 verratraqcturT11g- Fr OC o/1 OF
E uation—7—Ste "E3%

T

N
14

q

Extra-granular
Magnesium stearate | 0.5%

Manufacturing Process for Formulations 8

Step

1 Weigh the appropriate amount for each ingredient. Charge intra-
granular ingredients into a high shear granulator and dry mix until
uniform.

2 Add appropriate Eudragit® NE30D into the above high shear
granulator and start granulation.

3 Stop Eudragit® NE30D addition and continue granulation for an
appropriate amount of time until a pre-determined end-point (for
example, power or time).

4 Discharge the above granulation through a mesh screen and place in
a fluid bed dryer for drying.

5 Sieve the dry granulation.

6 Charge dry and sieved granulation from step 5 into the blender.

7 Screen magnesium stearate through a mesh screen, charge into the
above blender and blend until uniform.

8 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

9 Manually encapsulate tablets into capsules. Conduct metal
detection of capsules and discard rejected capsules. Package
acceptable capsules into bottles.

74



1 Weigh the appropriate amount for each ingredient.
Charge intra- granular ingredients into a high shear

w@er@onssasor and dry mx until uniform 2 Add PCT/US2006/013121

appropriate amount of Eudragit(r) NE3OD suspension
into the above high shear granul ator and start
granul ation. 3 Stop Eudragit(r) NE3OD addition and
conti nue granul ation for an appropriate anount of
until a pre-determn ned 9 nt (for exanple, power

1
compogfot bCEV R LI LTS g a0 By, e

size of HcH itdWlet iSarSpirexienatdte 3 diry iigdameteat The do sGlength®fdagh capeiile is

sieved granulation fromstep 5 into the bl ender and
135 mgiftasrigidetvivaleti f orm 8 Screen magnesi um stearate

t hrough a nmesh screen, charge into the above bl ender

and blend until uniform 9 Charge water, talc into a

cont ai n€ongpuditiinxef Furdhdidonsfl, 10wadi1lwi t h t he Eudra

it(r) NE3 OD suspension. 10 Charge above granules fro

step 8 ilﬂér@di@htscoat er apGostudkibn € Qabdrm@atiodS| M@rrdbegion 11
pre-m xed coating sol ufi o wSHop |caatwe) when (vdvew)

target coating level Is achieved 11 Encaj
coated granul es into calpsugreslar Conduct net al

CeTECT EON 0F SARsHleS Pnd gyscarq rejesst ed| capsules.

o

9 acttptaoTr= e apSsStUres—Mtg ;JUt‘- [S3S) Ol Cl ”i (,a.i
suppl i eBPMEXIGY 2006/ 185480°PCT/ IS20087 013121 '&;_b_l_g_
22 Conpogivrikan of Formul atien 8 (|mi ni 3tabl ¢ts wiihout

coattng Tn capsule). 1 E(H;_lgéﬁﬂagf each tablet is

P pr-exratet-y—2—0—mHi—atatreter— Tilcsl,ich StTengtiT of]
each cap$BCESFs 130 nylfree® acid equPval a+r
Colloidal Silicon Dioxide 0.5 0.5 0.5
Sodium stearyl fumarate 1 1 1
Coating
Eudragit® L.30-D55 9.9 9.9 9.9
Talc 4.55 4.55 4.55
Triethyl citrate 1.36 1.36 1.36
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Manuf{dd@rifp Pt 6isd firFarimilifiodsd, 160t 1ngr edi ent .

I ngredi en

I ntra-granul ar
WQ 209811 55480

K30 2. 8%
Manuf act u

t % WW (based on core tabl et weight)

2-[4-(4-chl orobenzoyl ) phenoxy] - 91. 8%

ro anoic acid Eudra it(r) NE 30D 5. PO%/URMP6/013121

Extra- granul ar
ring Process for

Magnesi um stearate 0.5%
Formul ations 8 Step 1 Weigh
Char ge

Intra- granular ingredients into a high shear
Step granut cl_l r—and dry m x unti | uniform 2 Add
approprigte Eudragit(c) NE3OD into the above high
1 shear  gr|aNeigatt appmeprist@aoutt dongash ingedigntSChgree intra-
Eudr agi t (|rgraE2QR:didintsiino adtigh dwat granelatyr and et miomuntil
for an  gRpAPRALI at e amount of time until a

2 pre-aeter &F a@@hrﬁBur{tTo%vate@&ﬁH'@lheﬁaboF}Sm sDear
LLLTE);,\? g Bt anuI atl on through a
LLA XA 1L SUT al |u

3 dryi ng. 5%})9 ﬁl@éﬁﬁp anc}cgcl),] H%gl'o eing % aél)ra% E r1ate
si eved gra?ﬁ%f?"é‘ltf’ HOE MG %Pr&f g & rﬁé %er
Screen mﬂa&quqrnﬁmelm ate through a' pesh-sereen

4 char ge i ntRischasge thisabevagend ationpiepugh érfesferaen and place in
uni f orm |SarDdwoHar dvitghe above powder blend intao a

5 rotary prieRss tradry meanulafoniresgh & misklesa@edmtMilt granulation

target t dbﬂeﬁﬁné&&hgthb scr8erdVBnual |y encapsul ate tablets

6 MO CapsSiERage (RB&HtaTaniRliRéd grefileEddsantoaf V daqriet. eScreen

and di scar golfo?daer’ clii26n GRRRIYIRE HPCAEXK&GRrough a mesh screen and
charge into the same V-blender. Blend until uniform.

7 Screen magnesium stearate through a mesh screen and charge into
the above V-blender. Blend until uniform.

8 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

9 Charge water, talc, and triethy] citrate into a container and mix, and
then mix well with the Eudragit® 130 D55 suspension.

10 Charge above compressed tablets into a Wurster coater and start
coating using the pre-mixed coating solution. Stop coating when
the target coating level is achieved.

11 Manually encapsulate coated tablets into capsules. Conduct metal

detection of capsules and discard rejected capsules. Package

acceptable capsules into bottles for clinical supplies.
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acceptabl e capsules into bottles. 74 WO 2006/ 135480
PCT/ US2006/ 013121 Tabl e 23 Conposition of

wo-o00a3a80 ons 9, 10, and 11 (enteric-coated  PCT/US2006/013121
mni-tablets in capsules). The size of each tablet is
approximately 3 nmin dianeter. The dose strength of
each capsule is 135 ng Tanke24ci d equi val ent .

Conposi tion of Fornulations 9, 10 1 L n red\ﬁn ¢
CompoFisiomeF BeToHaPI P i 45 (BHOFF AT LT ﬁa qfs 1 GANRE € 5iz6 0

o Y L5 LIRS MIL AR iy e

135 mgKB&: aiBedhivdtitr a- gr anul ar HPC EXF 3 3 3 CoI | oi dal
Silicon Dioxide 0.5 0.5 0.5 Sodiumstearyl fumarate 1
11 Coati ng EudragitO L30-D55 9.9 9.9 9.9 Talc 4.55

Compdsi nhtiGhdd afid 13ate 1.36 1.36 1.36 75 WO
006 135480 PCT/ US2006/ 013121 Manuf acturing Process

for FermotatTons s 10, and [LL =6 Bnlzl AN | ST
appropriate am)%ndf ?or each | ng(rn:,]/e‘g qgﬁ@gvg@ intra-
granulfar ingredients into a hig shear gr anul at of and
dry m{X untiT —uniform s granular
Fenofibric acid, choline salt 65.5 65.5
HPMC K15M 5 27
HPMC K100LV 22 0
PVP K30 3 3
Extra-granular
HPC EXF 3 3
Colloidal Silicon Dioxide 0.5 0.5
Sodium stearyl fumarate 1 1
Coating
Eudragit® L30-D55 9.9 9.9
Talc 4.55 4.55
Triethyl citrate 1.36 1.36
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ManufaSu?ity Bloc6s fbhFenatilaioneshasd18en and place in

2 Add appropriate anmount of water
ar granul ator
waodasti3sas0 and continue granul ation for an apprPEr/Us10e6/013121
amount of tinme until

shear

exanpl e,

oven f or

into the above high
and start granulation. 3 Stop water

~a pre-determ ned end-point (for
power or tinme). 4 Discharge the above

an
drying. 5 Pass the dry granulation through a

Step

ol
meS1TTr SUI

6 Charge

cCIl.

M1 granuration retained on the screen.
screened and mlled granulations into a

1

V-bl endef weseH genppoptikieiadmiunsior badringiedient eClhgige e
EXF t hr olghnalaPBffediaiiemio ahigh shbapgmulatorandhiey shxmuntil

V- bl ende

ungg@mq until uniform 7 Screen magnesi um

stearateTt '&l'dgl
above V- blAsnu

top la{éed URESBRReAND HBAbeR Hiph eheat he
or aga SR JAbdidtdeni form 8 Di scharge the

above por
Conpr ess
Char ge

cont ai nef

apifator aftd St

Ratar addition and coRtintie gri Stron Tor #h BSpropriate
e e L e e
PAFEr 95 809and  t hen i wekl—wi th—the

it(r) L3(
tabl ets

) IisGarasshe Asiveranpiption Aigestup BIFED SR g5ife m

nhoven Wrrdsyieg. coater and start coating using

the pre-r

ipsedihe day pragulstonthiargh sSnesh sctesti AGllgranlatioRe

target cogbimgdlogvied sce&nachi eved. 11 Manual |y

encapsul at®, ¢

nmet al
capsul es.

f or
I-Of

de tc glé dgf]siﬂtf:o

e bR EhalddHrshutapat s a Vobkddat Screen
CADSHL 851 AP EKS GR6ELH £Mest ®feen and

ShAres 18 ths

clini
A~ ] T LR}

PCT/ US200

For mul at i

nEGGRPY IR CC I Bl uhrGmROt L] es
Qe gg'n'eca' stearate tHrous {S; ff‘{ﬁi%ﬁéég?en and charge into

na +

capsul es)
and 4 mm

N0
dhe ahoveayrplepder BIgnd WO WG i i+ abt-ets—n
Dirplarss the abpve roader PiBH 810 AIOERHPE AT, 3

Cespest fablstsyintothe tasget eablgt eepglith of each

capsul e i

SCharge water, talc, and triethyl citrate into a container and mix, and
then mix well with the Eudragit® L30 D55 suspension.

10

Charge above compressed tablets into a Wurster coater and start
coating using the pre-mixed coating solution. Stop coating when
the target coating level is achieved.

11

Manually encapsulate coated tablets into capsules. Conduct metal
detection of capsules and discard rejected capsules. Package

acceptable capsules into bottles for clinical supplies.

The dissolut

EXAMPLE 2: Dissolution Methods

ion data from Formulations 1-2 and 5-13 as described in Example 1 was

collected and is depicted in Figure 3 using the single pH method.

The dissolution data from Formulations 1-2 and 5-13 as described in Example 1 was

collected and is depicted in Figure 4 using the dual pH method.

bioavailability of the Formulations 1-2 and 5-13. These utilized a Phase 1, single-dose, open-

Example 3: Human Biostudies

The purpose of the studies described in Examples 4,5, 6 and 7 was to determine the
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135 ng free acid equivalent. Conposition of
Formul ations 12 and 13 Ingredients Formulation 12

wo-ormssasd on (% ww) L 13 (% w I ntra-granuPer/us2006/013121
Fenofibric acid, choline salt 65.5 65.5 HPMC K15M 5
27 HPMC K100LV 22 0 PVP K30 3 3 Extra-granular HPC

label st coﬁd&té@ﬁdc@f&i‘l@é to érbé‘s@ﬂe&e@?ghd &he nbmBerSof sﬁbﬁbﬂs marled from
stearyl funmarate 1 Coatin Eudraglt(r) L30-
study toostigdy. The uumb@'fpfzsubrscts“rhat &nisiad the studicgand agnpletgg at IF?St\?@

portion 108816 I'—Sé}’ 81%{1"::’:%0%%3 %%9%?@9%1& M@W& ilﬁlreirp Bt QeE&tered the

study aﬁpWE&rﬂ’Sslgﬁéﬂ ta Ii‘gwikte drerof ekaa:fmllbwgrgeﬂgmmS 1mhga1d|yrptenad (1)
ranul ar ingre t

e e e i s KU Shest, om0 i

under fXg‘?ﬁlgr PI'I({H:I&]S h1§1 %leye%cég HeSHRAS wekl ﬁ@h‘ ki Q:pr@ﬂ@{eﬁﬁﬁéd

I on p wat er addition and continue
numb ergffanbgleett reeivied ralla)m‘ tlepepinpms apen cqnpigmn of the stwdy.umiailg others

re-det
recelveg P P?th%rrgclgﬁq%g % 81'1tnltnteg'va? yplc boutqgvéﬁgls QJparated the
dosing in two (2) consecutive periods. Adult male and female subjects in general good health

were selected to participate in the study.

For a typical study, subjects were confined to the study site and supervised for
| approximately 6 days in each study period. Confinement in each period began in the
afternoon on Study Day -1 (1 day prior to the dosing day) and ended after the collection of
the 120-hour blood samples and scheduled study procedures were completed on the morning

of Study Day 6. Strenuous activity during the confinement was not permitted.

With the exception of the breakfast on Study Day 1 in each period, subjects received a
standard diet, providing approximately 34% calories from fat per day, for all meals during
confinement. For those subjects receiving a test Formulation under fasting conditions, no
food or beverage, except for water to quench thirst, was allowed beginning 10 hours before
dosing and continuing until after the collection of the 4-hour blood sample on the following
day (Study Day 1). No fluids were allowed for 1 hour before dosing and 1 hour after dosing.
For breakfast on Study Day 1 in each period, subjects received a meal or no meal,
corresponding to their assigned regimen. Subjects assigned to receive the test formulation
under fed conditions received a high-fat breakfast that provided approximately1000 Kcal and

50% of calories from fat beginning 30 minutes prior to dosing.

On Study Day 1, all subjects were served lunch following collection of the 4-hour
blood sample, dinner following collection of the 10-hour blood sample, and a snack
approximately 4 hours after dinner. The meal content with the exception of breakfast was

identical on the intensive pharmacokinetic sampling days (Study Day 1) of all four periods.
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4 Di scharge the above granul ati on through a nesh

screen and place in an oven for drying. 5 Pass the
walegsgsasul ati on through a nesh screen. M1 PCT/US2006/013121

granul ation retained on the screen. 6 Charge screened

and mlled granulations into a V-bl ender. Screen

colloidal silicon dioxide and HPC EXF through a nesh

screen and charge intg the same V-hl ender.

Tymipally hloodsamples Sereenientsd fost tinsubigds ater f[oB gﬁ%ﬁng at 0.5,
1,2,3, gﬁs;ﬁ(ﬁ,ﬁ%?f ?0,312?' 115 I’@r Q% 4 nt72 o6t 428 120N Ers\iriet in each period.

. or scharge the above powder

The blobl eafiplesitvereacennifagsd tprsesatatichplaena. Tonplasessangieswere stored

into the target tablet weight. 9 Charge water, talc,
frozen wyytid awalyzsdny| citrate into a container and nix, and

then mx well with the Eudra it(r) L30 D55 suspension.

10 Charge above conpressed tablets into a Wirster

Ph:.ame conrettrstianstof fewdibringeidsyarg detammined using a yalkdred hignd

sol ution. Stop.coating when. the.target coating |evel
Chroma?;cgl‘ @\‘7@8& “%E’P Wﬁggﬁw%ﬁﬁr %%egﬁ‘it%’ 'egcoat ed tagl ets

into capsul es. Conduct nmetal detection of capsules

and di scard rejected capsul es. Package acceptable .
Yapwss fershe nhasmiseekinesis rasrmetpss of &iolibhp psif aeere psimpdeusing

2. Dissol uti on h ' '
roncofir TP, SFAAL3oa0,0 QR BB AEAE (o)
the tim¥VBSC & Opdaktings TanY wiese dtegimineiditaotlFifigur te Plassiarngnedneration-
) singl e pH nethod, The dissolution data from .
time daftor SRepRitemEalte of A {Prounel PR FUBERIAdale FORSF(l- Wps obtained

from th%%%peg)ﬁltﬂe tg%fg gqﬁg%ghn%fﬂejl%gfegé 88lof fhe ’f&@iﬁ'ﬂﬁns’loﬂ%% gﬂlsfnﬁe

e I—lluman Bi ost udi es
concenfibitfiqosesaftichddats frodi ths tetescal idgelindan pEsaf theprafiles A ginimum

A T RN e
eliminaHol Haf- 10 $6) WaR ealeuldRd WOREPE/ T8GR Bed hhif2 AR5H1A4R 21
concentration-time curve (AUC) from time 0 to time of the last measurable concentration
(AUC,) was calculated by the linear trapezoidal rule. The AUC was extrapolated to infinite
time by dividing the last measurable plasma concentration (Cy) by A, to give AUC from time

0 to infinite time (AUCy).

An analysis of variance (ANOVA) was performed for Tmax and the natural logarithms
of Cpax and AUC. The model included effects for sequence, subject nested within sequence,
period and regimen. The effects of sequence, period and regimen were fixed, while the effect
of subject was random. For the test on sequence effects, the denominator sum of squares for
the F statistic was the sum of squares for subject nested within sequence. For the tests on
period and regimen effects, the denominator sum of squares was the residual sum of squares.

The statistical tests were performed at a significance level of 0.05.

The bioavailability of the high-fat meal regimen relative to that of the fasting

regimens was assessed by the two one-sided tests procedure via 90% confidence intervals.
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| abel study conducted according to a crossover design.
The nunber of subjects varied from study to study.
wab@onssaRer of subjects that entered the studi BGT/ESIH06/013121
conpleted at | east a portion of the studies is noted
in each of the exanples described herein. Subjects
entered the study and were assigned to receive one of
the follow ng regimens in each study perjod: (1 th
ﬂxémr:leméard(@)uaaon 6SD) et the mikinsn aRdbBaxEE, VAles qhsgrved for
ondi ti
the phegBta S por-Hirst3 bg GuhBite S8 My ke iRk, LRl hTe Tables

shown B ExAg16d A1 3)&chr My rrb éite Tdblsuhpea s Eranpley 605, & dnddf thehep value
regi mens upon conpl etion of the stu

shown jrpeash el isshe megp 2t He yndess pEerwise %@gogbe chcﬁ? g}pe Blfo“m m
each C%lgl? eak Dm0 ufheﬁéw@?&’ﬁuéﬁm&%@ﬁ eaH &8 is gfésrh&gmhﬁl t wo

consecutive peri ods e and fenmal e

subjects in general good health were selected to

|0a[J ti GURANMPLE 4t f?o&lﬂdﬂb’ct -mﬁrmaldt%jopb dal, 36ulund 8

subj ects were confined to the stu site an .

ﬁ%@ﬂwlg%ll piast 2, 2Rt O x| tSeWVeéesaf‘zs&yﬂé ?WHS&E& fed hglfhy subjects

ell ach sample.

os descfpd e 35?‘555‘1*‘&"‘&0‘?@9%% b PR 35 e B Lo each samp
The dattaffom dinde ctuded aaf Mnarhmddxeldwem'fab&ﬁscﬁ ihe 120- hour

bl ood sanpl es and schedul ed study procedures were

conpleted on the norning of Study Day 6. Strenuous

activity during the confinenent was not permtted.

Wth the exception of the breakfast on Study Day 1 in

each period, subjects received a standard diet,

provi di ng approxi mately 34% cal ories fromfat per day,

for all neals during confinenment. For those subjects

receiving a test Fornul ation under fasting conditions,

no food or beverage, except for water to quench

thirst, was all owed begi nning 10 hours before dosing

and continuing until after the collection of the

4- hour bl ood sanple on the following day (Study Day

1). No fluids were allowed for 1 hour before dosing

and 1 hour after dosing. For breakfast on Study Day 1

in each period, subjects received a neal or no neal,

corresponding to their assigned regi nen. Subjects

assigned to receive the test formulation under fed

conditions received a high-fat breakfast that provided

approxi mat el y1000 Kcal and 50% of calories fromfat

begi nning 30 mnutes prior to dosing. On Study Day 1,

all subjects were served |unch follow ng collection of

the 4-hour bl ood sanple, dinner follow ng collection

of the 10-hour blood sanple, and a snack

approximately 4 hours after dinner. The neal content

with the exception of breakfast was identical on the

i nt ensi ve pharmacoki netic sanpling days (Study Day 1)

of all four periods.
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79 WD 2006/ 135480 PCT/ US2006/ 013121 Typically, bl ood

sanples were collected fromthe subjects prior to
walowcngs4smd at 0.5, 1, 2, 3, 4, 5 6, 7, 8, 9,PADPSHIG013121

12, 18, 24, 48, 72, 96 and 120 hours after dosing in

each period. The blood sanples were centrifuged to

separate the plasnma. The plasna sanples were stored

frozen until anal yzed. Pl as concentrations qf ..

Table 26cRbammAqaKingicck axBmeters ok FRAQIRT TG AP am it rpdptigps 1 and 2
liquid chromatographic ith ;
detection. Values for the pharResew neti c paraneters
of fenofibric aci dpnesigua®hi Mat ed usi ng E: Formulation
nonconpar \Magtrale, Metih@gsrat Fi CShormiilkien max Famimtbhser ved

Pharifdcat@¥e CONGRME Ml ON Mesl, , ax) BRdtingt he2, HighABatMBalCrra ¥ asting
Paranfe@Balaitd) i e, WFABX) werge= et er i ee3oi r ect Iy=18 om t héN =30
T prasna cona¥x@ti onsokilse datss+=Sgcond, 94 heoival ueb.of3.8
™% the ternmnal jphase el i49 nation r&te constayg (Xi) wesl
obtained frgmpthe sl dpe of thelpast squages |inear?*0
regression logari thms of, £ hepl aggmu 174" 296+ 159"
Cmax  coh&@ht r at ?'g;{)gebresug%?% ﬁ\ggdat 5a)lhfl,rgighﬁn t he temsm nal 0.86
| og- | i near p%a e of tﬁéiprofilesvﬁ mi ni mug720f thre
concentrati dh?ti ne dath?lpojnts was used to determne” .
AUCEX, uehh) t eripd mal 3 phbidé + 8@ ni $afts Tt hal P74+ p@s’(t ~3)7£433
was cal cul atecs as | n(3p6XZ. Thi 82 the ardaéunder t@%@
pl asma concensrati onitddre cur ved40AUC) fradatinme 0 t0°
¢t of the |ast nmeasuypable conc&sgit rati on 144AUCt) was.1
calcul ated by,the |linegy trapezoldal rule.gdhe AUC was
extrapol ated,§p infinike tinme B93dividingibhe |ast 26.1
£ RegimelBREW ADE QerPliRBiBeGONBeRn] fdtitrio Rrid(cégsyle. RgimMyA ¥/ adgiiniseredIC
a 200 mgfidheiate kap@le. O to Iinfinite tine SAUG ). An anal ysis of

*Smmmvbﬁmaﬁ@@ygﬁkﬂmmwﬂVQ@mﬁéﬁW ed%"$Pr Trmax and the

§ Statistigally sigpifigantly Aiffergn SimenC ( -BRg gguc The nodel
;gffﬁiﬁ??g?ﬁfﬁé o lsirféi% Se iﬁ?iﬁé&u@ngg e Blibj ect nested within

sequence, period and reginen. The effects of
sequence, period and reginen were fixed, while the
effect of subject was random For the test on
sequence effects, the denom nator sum of squares for
the F statistic was the sum of squares for subject
nested w thin sequence. For the tests on period and
regi men effects, the denom nator sum of squares was
the residual sum of squares. The statistical tests
were performed at a significance |evel of 0.05. The
bi oavail ability of the high-fat neal reginen relative
to that of the fasting reginens was assessed by the
two one-sided tests procedure via 90% confi dence

i nterval s.

ty
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80 WD 2006/ 135480 PCT/US2006/ 013121 Mean standard
deviation (SD) and the m ni rum and maxi nrum val ues
wob®enywaso f or the pharmacokinetic paraneters oPCT/US2006/013121
fenofibric acid after adm nistration are listed in the
Tables shown in Exanples 4, 5, 6 or 7. In the Tables
shown |hn Elxiarrpl esh4 5 6 and 7, the top value shown
in each ce is the nean SD, _un
Table 20 Riarirdbiinetis Berunesers g engibrccud todh F Wé‘%ﬁ} ARy ana 6
The | ower _val ue shown in each cell s t..e FreoHFra
EXAVPLE 4: Food Effect - FormuRstieis 1, 2. 5. 6, 7 and
8 For rru! ations 1 agdpedmusgeand 6, 7 and 8 were t estReghulation
in fasting @pduded Bemhirhy Subjoaalson as Mestinbed i rf
PharnEXRIRIcE Buowk@N@di bri cvaci d coBfresing i n 6pligleimeMyghs ~ Fasting
ParamBBa@HEEd f @r=each sagpi®  TheNdana fron®Nise st udied

ar.e surmmari ber o fsabl +
Tinax 5 W, 4 Iy shabl ess 25727, Bk 5\ o*t 7933
28067 135486 °PEY US2006/,013121  1gbl e 25 59 40

Phar macoki nefl c Para ers of Fg nofibric d from
Formul ati ons®® and 2 Ogl nmens For nul at'| on E: 50
Cmx  Fapgiuihat i b3 +A27 Ref &flerics’ 1 61‘%*@%?3 Fat €467 mul aﬁf’“‘“
D: Fornul atixn 2, PharSrlmcokl net #80 Low Fat %fkal Meal !
Fasting 2, Hbgh- Fat Meat Fasti n§ol Par amet B8 (unltsf43

AUC, ('\Jgg.h/ﬁé) (%4}1@2 (N1361§9z02 (N 1-43;8):4(N 30 + s2Bmax  (oB)x34.0"
.5 2.99.6 ;39 6.1 338 2.0 44l

205030;[ 090%0180%0 OB, g/ M) 5. 89
,1.67 7.62 455 3 92 55%t 5 f1.741°2°96 1

AUC. 3. @@WBLU3 159.00467 5114938856 11. ¥541#427 8”?%*%6972 7“23*349
AUCco$ (gh/ s 112.2 fo81.3 11178 31.4 9816 37.4t °
97.7 40.317%197 43.3%00 51.3 6238 31.2 4898 23.7 1742

o 55 23(;1) 5 175. 2?224961500 187477 5304. 8213417(3151) 1509+347°4 148.8%5.14'
14.4 15.1 "9.4,8.4 26,3,8.8 8.4, R9. 4 22. 5 @1. 9 26. b

47.07 35.58 34.83 69.46 25.01

CL/F (L/h) NA 0.99+0.29 0.95+0.29 1.36 £0.54 1.29+0.38
0.61 0.55 0.54 0.75
1.84 1.65 2.53 1.99

£ Regimens B and C were administered as a single capsule containing fenofibric acid choline salt mini-tablets equivalent
to 130 mg fenofibric acid. Regimens D and E were administered as a single-unit tablet containing fenofibric acid
choline salt equivalent to 130 mg fenofibric acid. Regimen A was administered as a 200 mg fenofibrate capsule.

Statistically significantly different from Regimen A (ANOVA, p < 0.05).
Statistically significantly different from Regimen C (ANOVA, p < 0.05).
Statistically significantly different from Regimen E (ANOVA, p < 0.05).
Harmonic mean and pseudo-standard deviation. Harmonic mean evaluations of t, were based on statistical tests for Az.

For Regimen D, N = 20 for AUCw and ty,.

8B 6. —k W ¥
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Reginmens B, C, D and E were adm nistered as a 130 ng
fenofibric acid capsule. Reginen A was adm ni stered as
W@2@6035980 f enof i brate capsule. * Statistical | yPCT/US2006/013121
significantly different from Regimen A (ANOVA, p <
0. 05). Statistically significantly different from
Regi men C (ANOVA, p < 0.05). t Statistically
Table %’) %aihﬁ@tﬂéhé’tl@l’&fa%&@ﬁs JEFRALE Lt MR Frol BoMAulaBiofis 7 and 8

rmoni ¢ nean, evaluations of t1/2 were based

on statistical~tests for XzZ. 20067 135480
PCT/ USZOQ@LO&%%H%}H@—%—P#S@&&?&HW

of Fenof i tyr Referoaes oBf Pasmylntion nil Eprpeiien 5P a’FPam'éaf gl g ation
B: For nul FetoBate: F6T}H$J‘I'Féf ion” W““‘Ref b Big 0&5“ Mgal g
Pharmpgeqkipeticat  Tew-RapMenly| ot IE‘EIH WD For M ion ™20 Fasting

ParameserS (AR ok | r{gf'ﬁr) Lowe /ga_l_we_aﬁ 5 Fasti Ag—6; . (N=18)

H gh- Fat Medl=0Bast i i = Pdr anet é’r‘ﬂs2‘(un| ts%“(if\f = 41)9*{#\?6
= 21) (N =24) (N = 210 (N = 21)30 Tmax (h)504.611.3 40
Toay i%)8422*05 0}2.1 18.51402*t 7.938 3.0 7.058.0 5.0 430
2.0,18, Do OMa ) 2.27 353 5
1.54* 6. 4049&9453* ilg p% 2. 4é§i f%s 1§4ﬁ§?§ 19 351%3”
o 460089 1 12. 48 % 78 8.01 i 68 8. 4% AU,
ma (GEPRL) 154.4% 43.2 198'1 34.27™43.5 1 4171 106, 9°%
52. 3* 108. 495+ G4, 0% 12324750, 212172+88.138. 812842887 24311g4 305
205.6 224.7 1.1 170589 AUC,, $0§gh/m) B59.6 46. P96
AUC; ldigeh@ar) 35. 6241148, 4 44443 115.2 286. 9% 110186.1f 34. 9* 179.7

79.5 70.8 1483 8551. 4,:344862571R92325'0 238344289. 91176326’

174, 2 ;¥3$%§Q;152123q io 20. 475, 98+ 21. 347, 36 05
79 12. 871 11.

AUC= 48‘%;3é5 58 234 83 69 i% 25.01 §&6 %8 50 971 1on
20.29 £ 6.50 20.18 £ 8.22 20.18+8.79 18.73 £ 4.27™ 19.91 £4.33

10.70 9.80 9.96 13.33 14.18

tl/2¢ (h) 62.47 51.07 64.19 39.11 31.00
NA 1.18 £ 0.53 1.15£0.46 1.1840.40 1.19£0.33

0.44 0.48 0.66 0.68

CL/F (L/h) 2.43 2.52 1.96 1.84

£  Regimens B and C were administered as one capsule of 130 mg fenofibric acid as granules. Regimens D and E were
administered as one capsule of 130 mg fenofibric acid as mini-tablets. Regimen A was administered as a 200 mg
fenofibrate capsule.

Statistically significantly different from Regimen A (ANOVA, p <0.05).

Statistically significantly different from Regimen C (ANOVA, p < 0.05).

Statistically significantly different from Regimen E (ANOVA, p <0.05).

Harmonic mean and pseudo-standard deviation. Harmonic mean evaluations of t;, were based on statistical tests for
Az

G = O %

NA = Not applicable.

Example 5- Food Effect of Formulation 10

Formulation 10 was tested in healthy subjects under fasting and high fat fed
conditions. The formulation was utilized in a single dose, open-label, randomized, crossover
study as described in Example 3. Fenofibric acid content in plasma was measured for each

sample. The data from these studies are summarized below in Table 28.
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CL/F (L/h) NA 0.99:L 0.29 0.95 0.29 1.36 0.54 1.29
0.38 0.61 0.55 0.54 0.75 1.84 1.65 2.53 1.99
wRe@s/eas0 B and C were adnministered as a si ngl BCTHS06/@13121
containing fenofibric acid choline salt mni-tablets

equi valent to 130 ng fenofibric acid. Reginmens D and E

were administered as a single-unit tablet containing

f enofi bri

c acid

choline salt u
f enfabie@mHzlaaeace!uneﬂea?rﬁ@ﬁerﬁwmgofgumwd&%‘r%’6“‘

ng fenofibrate capsule,  *

flcflr\:\ll\l ol

ivalent to

g\lﬂ“‘ﬁ‘r@oo

different| from Reglﬁfﬁ?f"‘bﬂc(*ﬁ\wmaﬁ“kk“eﬁc %*gfmaers w“‘ta)m Y
StatistigalTy shgnificantly @ifferjent afvcpm Regiawam, C ti!
R@W@/A g < N.0B). wf St|at I(§§/lh1;)al lly @ie@m)i cjagighh/mL) (11/12)

giferent—from II ( b 19) 0 L Iic
FonﬁMDthq ps%do ]t% dlard d@%l on. T2 E‘)énllc #%Igggw 1118_'146
gom et o 01 [v2 g besgihan s atfaitgoll Loniderr i
ForrR04 135480 PCT/ U é_g&é/ 013&%1;*02- abfw 73‘91 695'9 2375 oy
b illel Al el
R;gr nul atilon C Fof B8 o B3 2 EATE | 6232496 | 190
PR3l at i pn 2*Fenof i bY at e, 7,9%f gh- Fat 74933 4 11.98
H gh- Eat_Meal 8] Bhrn nu.lml.gp SLpssa ool E@%%% (s 3058

T

open—lélo%p

Harmd@)me¢aNl = 20) Fasting Paraneters (units) (N = 39) (N
=19) (N 18) 48099914*47209726*9836*

ol ol 4, 1
35,80 R S R, A e

t&%ﬂg&%@zﬁfzssgggrogu&as%é&;&dﬁﬁ E&aﬁﬁleﬁ% Fenofibric

3.0 7.
7.53

1. 13*
fogfu}ﬂﬂ?

rghdoﬁﬁ%e?ﬁ)

04.0 .T
’%m{e b Bipegyyalg

186.1 179.7 156

1

acid coﬁzbnmmma_sr@a wagmeasutezigfog eadhagle; sEheglatayfromithese ?tuéles are
summanzeg below in Table 29.

Table 29 Pharmacokinetic Parameters of Fenofibric Acid from Formulations 9, 10 and

11
Fenofibric Acid Pharmacokinetic Parameters
(units)
Re imen N Tmax max AUct AUCoo t1/2
& . (h) (pg/mL) (ngeh/mL) (pgh/mL) ()
47+12 9.86+244 163 +49 166 + 51 19.3
, 40 3.0 3.81 89.9 90.6 12.30
f .
Reference 9.0 1521 308.3 315.6 35.00
Formulati 46+15 7.56+197 141 + 44 143 £ 45 17.5
°m“; ation 40 3.0 4.06 71.5 71.9 12.58
12.0 12.10 242.8 246.8 34.48
. 43+12  8.08+237 142 + 45 144 +47 17.9
Formulation
10 40 3.0 2.82 73.5 73.9 11.07
9.0 14.72 249.7 254.9 35.54
Formulation 43+13  9.14+278 143 + 45 145 + 47 17.3
11 40 3.0 3.84 65.6 66.3 12.27
8.0 15.96 247.0 254.5 34.73
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41.6 53.6 51.7 66.4 70.5 AUC. (gh/mL) 277.5 294.9
272.6 197.4 192.6 20.29 6.50 20.18 8.22 20.18 8.79
wa 3006335440 27*t 19.91 4.33 10.70 9.80 9.96 13rGBUSM0d/B13121
tyz (h) 62.47 51.07 64.19 39.11 31.00 NA 1.180.53
1.150.46 1.180.40 1.190.33 0.44 0.48 0.66 0.68 CL/F
(L/h) 2. #3ampk?7 1B¥eqhitdence BEFormenktidnaid, 12 awt 13
adm ni stered as one capsul e of 130 enqgfibric aci.dg.
Bempati 40, 1 Hone e lsan oo BT Ore e S g
&gﬂi L eRef dRE | fpeRtitdl, d8ndbntlked, aR)ss3ver study as
Each fo egl érfr(\gelﬁw%&%%%gg}?ﬁanﬁ tered dg)_se a 200 mg fenofibrate
describ&BipnAample 3. Fatdfibtit eeldl cpnishigmiplassenyisymenstredfangach sgpple-

Regl n A N()\/A, <.0.05). . t.at i,st i " 29
U Y
productQefifd to in B 36 1si ¥k ¥ntnginiabil@bértyinthcf 1361mpdf 240

egl nen E (ANOVA, p < 0.05), Har noni c neanjgnd .
chlorobpsmyt)phetoayihameetdvirapansis, ackhevrich basdsobesy &8 Gaeq toerein as
q§ Iﬁ%.$l/2 were based on statistical tests for KkZ NA =

eat g)applicable. Exanpl e 5- Food Effect of Fornul ation

10 Formul ation 10 was tested in healthy subjects under

fasting and high fat fed conditions. The fornmul ation

was utilized in a single dose, open-label, random zed,
crossover study as described in Exanple 3. Fenofibric
acid content in plasma was neasured for each sanple.

The data fromthese studies are sunmarized bel ow i n

Tabl e 28. 84 WO 2006/ 135480 PCT/ US2006/ 013121 Table

28 Phar macoki netic Paraneters of Fenofibric Acid from

Fornmul ati on 10 Fenofi bric Acid Pharmacokinetic

Paraneters (Units) Tmax Cmax AUCt AUC- tint Reginmen N

(h) (g/M) (gh/m) (gh/nm) (h) Fornulation 10 10.3

4.8 6.85 1.91 140.4 38.1 143.0 40.1 18.4

86



24 5.0 3.299 86.236 86.909 11.16 (Fed) 24.0 11.225
261. 952 272.830 30.02 Formulation 10 4.3 1.2 8.01
wWQ2®4813:3%08 46.1 139.9 47.6 18.0 (fasting) ZBCBUS2006/013121
5.207 56.173 56.938 12.22 8.0 13.268 283.220 291.581
28.84 4.6 0.9 9.81 2.21 159.2 47.5 162.3 49.6
. okDEd . t#6s HokrnRflations0L0, 12

Tables:JLOg 22%5{5 1:%2“%[‘;9&(%~§ g%éggaggﬂéf%&ﬁgﬁmm c nean. Exanple
and 136 - Bi oequi val ence of Formulations 9, 10 and 11

Formul ations 9, 10 and 11 were tested in fasting

heal thy subjects in a single dose, open-I|abel,

random zed, three period, crossover study as described

I'n Exanpl e 3. Fengdbiiric® cid@bhiheiteabParhietplsasm was
measured for each sanple. Theufigfa fromthese studies
are -—sunmari 46(,1, betowi E Table AU

dabre 29 ts
Regifdaar macaki net i c(hfar anet ugjini) of FQEQX/}HETI C A@dgg{i/lﬁlg)om (h)

Formul ations—9 0—and Feroef

Phar macol ci nelfe OBar aketérds (u}ﬁ6t°s— 7. 3Trrax16?3?r§>§970\ 204

Neat AWEC~ tv24Regi nelS N (h) E4f M) (. t¥H/ nl) (4dRPAL) (h23-27
4.71.2 9.862. 44446349 18361 19.3 32482 3.0 3.832.99.9 2819
90.6 12.30 Rghiengnceg9o9235. 2115308.43.6315. 6935500 4265
Formulhtidn 7. 524 1.97 2’].611 44 148 45 1799 For mul ajglzon 40 1367
13.0 4.0 7157%9125%5%12012%.}@2428 28.46
34.48 For mul atl on 4. 2 5 %Q }é4 %5
7.9 10 40 33@+2>882 ?ﬁlslff% 9 16_115&7501 ‘o562 -

Formutbfon 24 91.19 13.85
10 s.o 11.26 271.94 289.99 3178
60425 5594131  147.9%455  1520+482 215

Formulation 2 3.0 2.84 78.54 79.14 14.12
B 12.0 7.99 238.46 249.80 35.65

EXAMPLE 8 — Summary of Pharmacokinetic Parameters
Table 31 below provides a summarized point estimate of Cmax and AUC for

Formulations 1, 2, 5, 6, 7, 8, 9, 10, 11, 12 and 13 for the studies described in Examples 4-7.
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9.0 14.72 249.7 254.9 35.54 Fornulation 4.3 1.3 9.14

2.78 143 45 145 47 17.3 11 40 3.0 3.84 65.6 66.3
wa2008/13880 15.96 247.0 254.5 34.73 85 WO 2006PABBELB06/013121

PCT/ US2006/ 013121 Exanple 7 - Bi oequival ence of

Formul ati ons 10, 12 and 13 Fornul ations 10, 12 and 13

were tested in heal thy subjects under fasting

conditions. Each fornulation was utilized in a single

Table 3°8fim rbfl ﬂnacf!ﬂﬂ&@é}éﬁﬂmet@fs?%ﬂlggﬁgbﬁ% lA?:Yd fl‘i)m
id content in
Formuf E‘ggﬁgl s ﬁeasured’etfho}{eg% ésarrpl e. The data from
EH;;CtrLelj'bl téafté %‘ﬁce iﬂfés J %éw ?ern't Es 1h‘"i'aﬁé¢ r%@%ﬁate
is a cg i YEY clal %Ttalgf 5rTg
2- [ 4- (4-FoErtigidbenz ﬁé‘ﬂ’& ly! - prcﬁg fygto
aci d (vHiastnglas al sp(f éﬁlala%?érl 8V tRer ei r| TEETNCReat
Dr ug") .| EBLVWDI2006/ 1BEAETePCT/ US2efoBnes 3121 | Tabl e 30
- Phar neefekémmet i ¢ Paraneters of |Fenofibric Acid from
Formule@éanul dt i onxn.d0, 12| andi.A8 Fenofi br 0B5Aci d 1.04
Formulbh& MBCoKI nej.44 Parhnmet epg6 (unilts) 0Bsax Cn ax A
Formulgiton 5L V2 el 88N N [h) (9goM) gg9- hiprds) (ggh/ nl)o.4()
Formulafign 6 oo |0 o 543 2 2f To%0da 57 % 108g%7 99 7 20 .68
Formulen 35 1332 2050 10] 4 106 g glzo 0785 sog 5 9764
Formulpion§ 50 2 ®#25 Eprmul Q7900 2. 2. 06-}?_5%9 ogl 29 g(é_ggg
Formulb§o? [12 10.7$513. 59 297. 56 297 |56 28848
Formulation 10 0.808 0.862
(Example 6)
Formulation 10 0.814 0.69 0.857 0.89
(Example 7)
Formulation 11 0.911 0.868
Formulation 12 N/A N/A N/A N/A
Formulation 13 N/A N/A N/A N/A

N/A: Not tested against the 200 mg fenofibrate capsules.
+Antilogarithm of the difference (test minus reference) of the least squares means for logarithms.
* AUC values equivalent to the 200 mg fenofibrate reference.

Example 9 — Osmotic Pump Formulation

This example describes how to make an osmotic pump formulation comprising
fenofibric acid choline salt. The size of each tablet is approximately 2 mm in diameter. The

formulation contains the ingredients listed in Table 32 below.
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3.9 0.8 8.01 1.59 161.5 50.1 165.6 53.9 20.5

Formul ation 24 2.0 4.81 90.19 91.19 13.85 10 5.0
w(a2008633%1. 94 289.99 31.78 6.0 2.5 5.59 1. 38CTUF2086/013121

45.5 152.0 48.2 21.5 Fornulation 24 3.0 2.84 78.54

79.14 14.12 13 12.0 7.99 238.46 249.80 35.65 EXAMPLE

8 - Summary of Pharnacokinetic Paraneters Table 31

bel ow provi des a sumari zed poi nt estimte of Cmax and

AUC for Fornulations 1Table®2 6 7 8 9 10, 11, 12

ana— 13— todies degcribed Tn EXgRphgs 4-7. 87
n
_pha“‘)?ii’ﬂ???}fg%}“’ LS2006/ 013134 Toh et SUTHBRY O
........... C—raraftttrerS3—Or—TcnorroTrTCACT U [T TOIMN
Cpmmllatlnnc1 2 5-13_ relative to-theReferenece

< O CI1IC I\\,ICI CTIUC

Point estimte Point Ptmliar ﬁwl@nl nt_estin

sl (@adhdorobdnzopphenpxyledt [of CmaX of t&30%f AUCO of
ALY 1(ffrephnoid amidrehdine salt f gr nul ation (fasting) relative
toicalliuasPhdighaté ftdydroes atiive to rel ati ¢80V reference
relied|Preoh0 reference refarence referende% Formul ation
> 0‘514UU6blU4 l—orrrulatlon2054(4%086058

X

Laﬁfpsgﬁfﬁopo y&t{zncg 083 L.. 70 095 0.9 30b78r|’m| ation 6

CAavr A A = A~a

O O oS 68 Aty T 060 0756 0 76T
MaETremnS B eE or mul at L on 110 0808 0._8820% TN
Coating
Opadry Clear 2.0%
Eudragit® NE 30D and Talc ~26.6%

A hole was created using a push pin on the above coated tablets.

Manufacturing processes of the above-described osmotic pump formulation is as follows:

1 Charge intra-granular ingredients into a high shear granulator and
dry mix until uniform

2 Add appropriate amount of water into the above high shear
granulator and start granulation.

3 Stop water addition and continue granulation for an appropriate
amount of time.

4 ' Discharge the above granulation through a mesh screen and place in
an over for drying.

5 Pass the dry granulation through a mesh screen. Mill granulation
retained on the screen.

6 Screen magnesium stearate through a mesh screen and charge into
the above blender. Blend for an appropriate amount of time.

7 Discharge the above powder blend into a rotary press machine.
Compress tablets into the target tablet weight.

8 Charge water, talc, and Eudragit® a container and mix.

9 Charge above compressed tablets into a Wurster coater and start
coating with Opadry Clear to the target weight. Continue coating
with Eudragit® to the target weight.

10 Drill a hole using a push pin on each coated tablet.

Dissolution values (the dissolution values were determined by taking the mean of two
(2) replicates) of the above-described osmotic pump formulation obtained above from a

single pH dissolution medium at stirring speed of 100 RPM as shown below in Table 33. As
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(Exanmpl e 6) Formul ation 10 0.814 0.69 0.857 0.89
(Exanple 7) Formulation 11 0.911 0.868 Fornmul ation 12
wWORAMMNBASN/ A NV A Fornul ation 13 NNA N A - ~- - NPGI/BEM06/013121
N A: Not tested against the 200 ng fenofibrate
capsul es. +Antilogarithmof the difference (test m nus
can be s%@r&%rc B3, the &15‘5%1&%%&5(%@1@56)@&@ shef pﬁbtot}q)@msmbhc@ump

ues equi val ent to the 200 enaf i br at,
would noebe emwwd t@dnweéh@m w&na@pﬁlélewﬁﬁn%oﬁoﬁﬁ igrpmgtiepygfrective

ibes ho
i ST, ST P T A R i
and/or op %11§é.t17dﬁs @Iml@ de htitizdd tetlml_pﬁova fipe dixsofmtosl rgted it dsmotic pump,

including, buGp Ui NS GRS BE Ee GoE ST 0r Bol O ihoreasing
the d1am C?e? %%g%ﬁgs{sgéﬁg a% }so-fé}g) Qheg@lmlﬂ‘}@ o8 ﬁbﬁﬁ‘)t orYadiMin ds edclatess of

I ntr granular
one or lirtlﬁ 4f {hé-catekio moﬁergmﬁlr)tmmnmﬁljﬂ]lg nechanigw
nmet hyl - propanoic acid c |ln salt Dical cium
Phosphat e, anhydrous 15. icel PH101 24.0% PVP 30

Timeﬁ" 0%0 Carrose nohydrate Afls. 0% @&xtra-gganul ar12 16
Magnesi um stearate 1.0% Coatiing

(hr)

% 0 11.6 6.6 15 26.1 38.6 62.5 80.7

Release

Example 10 — Dissolution Values for Formulations 3 and 4
Dissolution values for Formulations 3 and 4 were determined by taking the mean of
six (6) replicates from a single pH dissolution medium at stirring speed of 75 RPM (for
Formulation 3) or 100 RPM (for Formulation 4) as shown below in Table 34.

Table 34

Time 0 1 2 4 6 8 12 16 20
(hr)

Form 3 0 18.4 31.1 52.4 68.8 80.9 97.2 1053 | 107.2

Form 4 0 64.0 79.1 90.6 95.3 98.2 101.8 103.8 | 105.1
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Qpadry Clear 2.0% Eudra it(r) NE 30D and Talc -26.6%

A hol e was created using a push pin on the above
weombass4s@bl et s. Manufacturing processes of thBCT/US2006/013121

above-descri bed osnotic punp fornulation is as ‘

follows: 1 Charge intra-granular ingredients into a

hi gh shea[ gr anul at 0|fr and dry mx until uniform 2 Add

appropriate anmount of water into [

@gq: ddﬁedaindhe ot v ol chrepdiliy anpEECALS &Jﬁft the I%?%\éte'\ﬂg%rg{]‘m%p well
ditio ngd, . ' r j '
sdaptedJi iy S A PEO0phENBAIBOUE A RL Bla B8 nRBRORRE hobell o
those inh&eRi@Breth. MRS Bompogtonsafuimplatioss, inmetheds, oroegdutesy treatments,

rying. 5 Pass the dry,granul ation throu

g ‘
moleculggrspenific kpIPOYIds HGPHIbPS RCr e s PHEEN BT ePngﬁ%%Vgg’zgreéeﬂed
embodix?g%f&?,eﬁe RANERLY The b HoRrferldBd QY BitatiSiRSIh the bepd of il

. ge into t'he above blender. Blend for an
inventicap firvoitl ieatadibrappatentfo aniekilled ifhearheferar yiag sErstigitions and

.. powder bjend.into a rotary. Qr j:
wouiscfgpener et R IrsBiel bR s i g AR B e
scope ah@bgirit 8Ne EudhAoAl (r) a container and m x. 9 Charge
above conpressed tablets into a Wirster coater and

start coating with Opadry Clear to the target weight.

tinue coati.ng. W : A i .f Q. tar:
%]in%aﬁ nf%s rﬁf) Iﬂbﬂﬂc%loan\éﬁﬁ% 1 ggHU% 121 éch% g%e)ﬁlsf{?g%(?ﬂ]n%g rllﬁrielgagfﬁfe of the levels
of thos&ﬂ?ﬂ&ﬁinttﬁb hieto whichsehd wvestionymirtams. Alllpetedissedipubliestions are

s
. . 1 H
S b S

shown below in Table 33. As 89 WO 2006/ 135480
PCT/ US2006/ ?13121 een in

o toe AR SRR BB BTG b n o e
of any ORARhS & dMHHEhts, limitation or limitations which is not specifically disclosed
herein. Thus, for example, in each instance herein any of the terms "comprising," "consisting
essentially of" and "consisting of"' may be replaced with either of the other two terms. The
terms and expressions which have been employed are used as terms of description and not of
limitation, and there is no intention that in the use of such terms and expressions of excluding
any equivalents of the features shown and described or portions thereof, but it is recognized
that various modifications are possible within the scope of the invention claimed. Thus, it
should be understood that although the present invention has been specifically disclosed by
preferred embodiments and optional features, modification and variation of the concepts
herein disclosed may be resorted to by those skilled in the art, and that such modifications
and variations are considered to be within the scope of this invention as defined by the

appended claims.
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woul d not be expected to achieve the in vivo

properties suitable for a therapeutically effective
waolosd3desage form Nonet hel ess, one skilled iPCT/82086/013121

woul d recogni ze that nodifications and/or

optim zations could be utilized to inprove the

di ssolution rate of the osnotic punp, including, but

not limted to, increasing the area of holes (nanely,
WHABIES 65AAMED ISicreasing  the di ameter enconpassed by

the holes or the nunber of holes) or nodifying the
t hi ckness of one or both of the enteric coating and
1.at e- £Qblid 6bdaie formecharisiry: dfizstive AFnTiwhergn 1hezacmve agent is

e i B el s

ch1orob5&f gﬁ{) o e pogansi Qlid dr‘hrbwf&ké&}l[lf-(ﬂ-

atlo s 3 and 4 were determ ned by takin tge
chlorobemaxyl)leenoxy]xZ-@r&)h}ﬂ@pq)pa@;tglcéiglqc Paeiean gp@r@plga%q_p he dosage form

i.ssol.utjon,.medium r iRty (30
dissolvaeljp 3 sy rfhsosffj%lronfgﬁ %H\E;]Iﬁ e gﬁ% qlu%ﬁO?B%as sh gvgn)
minutedd€! OW in Table 34. Table 34 T| m 012468 12 16 20

(hr) Form3 0 18.4 31.1 52.4 68.8 80.9 97.2 105.3

107.2 Form4 0 64.0 79.1 90.6 95.3 98.2 101.8 103.8
05.1, 9
G 1 & R P R P R gt geent
at least Bh€ 8L 4 (mvlﬂﬁfdb@ﬂzdﬁ)phEﬂdxy]&ﬁamthyi—propam)ncr acidasatties 2-[4-(4-
obj ects and_obtajn the ends. ﬁ&t %qug ment i oned,
chlorobastaxbpRereS - BGE HTHBHEH; S8t L 45osi i ons,
chlorob H%%ﬁéﬂog( .- ﬁ&?@g&g oarf@)'ico&ﬁ’&j WiiRFein hipeRfei®BE 81 the dosage form

peC| unds descri bed herein are
dissolved as@nk htra élpsoéu;tmn atai suelﬁopﬂ s atfleast 8% ety (F@hmzutes and

are e .not intended as limtations on
less thapyqa egﬁ@gn@%@f% #HBRYK%WWSE It will be readily
apparent to one skilled in the art that varying

substitutions and nodifications, may be nade %hlg t he .
i3nventA sriddlosageoforT cREWEFHSHRR REiNe 4B8Ba MIERR! T GRI{qABCnt 1S

at least one of 2-[4-(4-chlorobenzoyl)phenoxy]—2-methy1—propano1c acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH is less than or equal to 80% at sixty (60)

minutes.

4, A solid dosage form comprising: an active agent, wherein the active agent is
at least one of 2-[4-(4—chlorobenzoyl)phenoxy]-2-methy1-propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH is at least 7.0% at sixty (60) minutes and

less than or equal to 80% at sixty (60) minutes.
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scope and spirit of the invention. Al patents and
publications nentioned in the specification are
w0 paboad4Bve of the levels of those skilled i nP€ESBNE/013121

to which the invention pertains. Al patents and
publications are herein incorporated by reference to
she sANBIi@Nb&Rk f@ ¢dmmsihp: i dchctive ugdnt pulldréinahs antiveagent is
specifically and individually i n)ﬂi cat ed.to.cPe It of 2-T4-(4

at least pmrof HiA-6i-eltlotapenzoy Bplksnosy ] thylviprangis acid,  salt of 2-[4-(4-

Ll lustrative Cr : L s aPb Y4y be
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) di sclosed herein. Thus, faqr.e o N .each, | nst
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6 hahinvite@tind RNE 1680Vt Més Ban JFR¥udleo BEW Asidy (60)
70% at\%ﬁf[ﬁ@%(?)t lclre%itegfan(tlﬁe oetaher two terms. Théi ternms and
minute€Xpr essi ons whi ch have been enpl oyed are used as terns

of description and not of I|imtation, and there is no

intention that in the use of such terns and

BXPr e9sidHasiRhgErsEh WeinPHsingNin ectiic\wgbrtnivherefn thhective agent is

features shown and descri bed or _ portions thgreo , B%ﬁ 4
at leastione b§2+{é¢bghlorehgnzayhmhenclduBethydpropents s, amal of 2-14-(4-

entorotpRg brEn Sl UE B RARS R b FRbPUERZBTAE! &) o

chlorotRheSE hehdWa 2 ety ha®p hednadpechdréinal Heycediage lof §wdiosgge form
preferred enbodi nents and o tifnal featur

dissolveb il 1 5t oA BB AR DHS (o UEB AEEHL T PP af pinety (0)
minutegi scl osed may be resorted to by those skilled in the
art, and that such nodifications and variations are

considered to be wthin the scope of this invention as
defi ned by

he pended. cl ai s, .91 2 . :
PeT) U ol Sesso PO 8sor AR Je PHER LT v asent i
at leastdRR 90 - QU BHERORLZSV1NShen 8Ly | AC el 1-papahoic wbid] £5alt 6im[4-(4-
active agent Is at east one of

chlorolnzdyljpheabkydr B hnefiybyiopphein esiglar 2 byderd 2 fr@panoi ¢
aci d, salt. of 2-14-(4- . . . d f
ehloro iy RO oy BN R 2e ka1 s retagof U dopeee o
dissolvedfifi &% 8Pvidoldssbthtion at a single pH is at least 0.9% and less than or equal to
chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi

id, .
70% atihitye(3R) mipdes ehleayid- B and lesyBign ge 1Y 1A S a0 pyinutes
in vit issal ut a.single pHis | th
and 1o orsg G5 60 Bt B N e 2 A sor i

dosage form conprising: an active agent, wherein the
active agent is at st . on

I . f . .
25, 4- (TRRHGIS5ITABYR PRGHR 12 3: st Ay pP Bifufeid solid dosage
form, Qi%r%dm?n@t%t{onqr) adiuhfin @ﬂbj ect under fasting conditions, exhibits a Cay that

does not exceed 125% of a Cyax of a reference pharmaceutical composition.
9. The solid dosage form of claims 1,2, 3,4, 5,6 or 7, wherein said solid dosage

form, after administration to a human subject under fasting conditions, exhibits a Cpayx that is

less than a Cpy of a reference pharmaceutical composition.
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4-
w@ hdoenzdaenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci BICT/US2006/013121
wherei n a percentage of the dosage form dissolved in
an in vitro dissolution at a single pHis at |east
1@- 9%7ak, shiil Hbdeb Bt & bR, 2781 4, beGSr Thehemsin the Gakx of the
0% at thi rty.gso). mnutes. 3. A solid dosage.form . ...
solid dosagenforivsafiny adminisieationdo aduren sy estanfer fshng ko s o
' at l.east .on : 4
125% Ofli-ﬁf gl“("i?-f gkf’ﬁ rSFeg%neﬁ%%Wl}aﬁ ‘é‘h"%&ﬁn} O-Sﬁt\lsotnhyl - propanoi c
acid, a salt of 2-[4-(4-

l&m‘ ]9 ;flg;gég{dgg%)gg%g% Xl’ (-tlgi-rnn?(S,WIjLe-l‘glla %Pe n?aix &t f%%isglic? Hos‘:é’tge form
after adGi0RE BF Q¥hhBD t&ﬂgé@f hinder TRIRY coRdigpR @ iaCleasti1d0% of the Crmax
er el a

n a percen e of the dosage form dissolved in
of the refétende phiatrhacediisd obmposiomt a single pHis | ess than or

equal to 80% at sixty (60) mnutes. 4. A solid dosage
formconprising: an active agent, wherein the active

jent ”{lilec‘solﬂthsﬁg%sfbrrﬁ R€clafm 11, wherein the Cpey of the solid dosage form
”[ 4-

4- chl or obenzoyl ) phenoxy] - 2-net hyl -pro [
after admiisiratimnga b thugfan gulgjzct%uglder fast%/ng condltlong/ 18 a[g liea’sjtaﬂ%l%:of the Crax
of the r%ér}ﬁ%éq?@%%?{e&&iga_ecrc])%)fy\éli'tigﬁ.rmt hyl - propanoic acid or a

chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d,
wherei n a percentage

f the_d [ L.ved i
| T b0l GHSaBOURICQRIAE 14 PAGITGT b T4 ARG Al form

7. 0% at  sixt LNHIESF80h cdnfftfont ad 164t BNYabS the Crax
after adfjigstitionioant MipILOUHECL Sk cdifl I 0
of the rElebhtSERAH04R L llconfpositiosol i d dosage form conpri si ng:

an active agent, wherein the active agent is at |east

one of

220 4- Ghe 95’*@&6’5?@5‘?&%{ IfRIEMOPY IvhereiethB ) Lo fahasslidodosage form
acid, a salt of "2-[4-(4- _ o o
after adniihitrabenoayiymdnenibjep] wrlen kg corddiRnids 8t laast 4O of the Cmx
buf f er eg 2-[4- Eﬂ% tion
of the refsrgice B ?F?B\g?‘)‘t LIRSS et hyl - pr opanoi ¢ aci d,
wherei n a percentage of the dosage form dissolved in
an in vitro dissolution at a single pH.,is | ea
159% &t sbbié dosaga forer ol 14; avhe?%n/&%%mah?ﬁlﬁ Sﬁ?‘é‘@é"sage form
mnutes and is at | % i 4t 100%aS thedCax
after a‘g%%siﬁaagl? Eci %/h‘ﬂr%%} Subﬁ'ne%?l{d?%eg Qa/%ﬁg g\oé(gﬁ%glg gglggé form

of the e RFR{dephBfhaceiti@L bomposient , wherein the active agent

is at | east one of
2-[4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c

a]% d, ess%lli'd %Ear%%fgén %14 (‘zlaim 15, wherein the Cay of the solid dosage form
cnroro n20y|d) prrenoxy] - 2- met hyl - propanoj ¢ acid or a
after aldifdi@Fa6i6n 20 h Aufdn subject under fasting conditions is at least 95% of the Conax OF

chl or obenzoyl)) phenoxg. .- 2- met hyl - propanoi ¢ aci d,
the refoisneephirmagidticehfORPSHP t he dosage form

17. The solid dosage form of claim 16, wherein the Cymax Of the solid dosage form
after administration to a human subject under fasting conditions is at least 90% of the Cpyax 0f

the reference pharmaceutical composition.
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dissolved in an in vitro dissolution at a single pHis
| ess than or equal to 90% at ninety (90) mnutes. 7.
wo®ehsdsdosage form conprising: an active agePCT/US2006/013121
wherein the active agent is at |east one of
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi ¢
18C1 d,71@ 58 Bos@be Brindof(cfeim 17, wherein the Crmax of the solid dosage form
I b ) ph - 2-net.hyl - pr ' [
after adngiufs?rreg@gtgg)}{u@)n%m%%j%)é l]mder ?anting conditions 18 at 1eddt Egg%od'f e
chl or obenzoy 0xy] - 2- met hyl - propanoi ¢ aci d,
referenc%hléarrgiaﬁeuélcgleé% ntgiglg}es' of the dosage form dissolved in
an in vitro dissolution at a single pHis at |east
0.9% and | ess than or ual, t 709 t hi (B8 f
195 nurid,sofif dpesas form DO T aersR e o O otk sgee form
after adrtfnishaiiby d %Hllrglgﬂ Qi &8 unded dakias SohdiAensE aBigee80Y00 DY max Of
at ninety (90) mnutes. 8. The solid dosage_form of
the referehad pharrhacedticd compogiiosafer apminipEatem Pl saidde Sy
dosage for. after adm nistration to a human subj ect
pharmageited! cPRRPTRY condi ti ons, exhibits a Cmax that does

not exceed 125% of a Cnax of a reference
pharmaceutical conposition. 9. The solid dosage m
2. cl Bhewolidl dogagegorm of glaings b2, 7, ‘Ev%groéﬁnw %ﬁe@g%%‘ﬁ of the
.1 q.dosage form .afl ek | S @b e@urider fhs dstiddis @€t least
solid doaz}ﬁgzz’tgnpgé?ri a%m%lg{ﬁgthnla%n@s, ex ibjlét_s a Cmax that is
65% of hE 23T banrdderen@phaimacautta cempesipbar maceut i cal
conposition. 93 WO 2006/ 135480 PCT/ US2006/ 013121 10.
The solid dosage formof clains 1, 2, 3, 4, 5, 6, or

% Wh%fl? L&'cﬁ&%a@%ﬁn%ff clai 280thélemhomage Cfafithe eflidetosage form
%Im nistration to a human subject under fastl,?@/ ) ¢
after adfnRgiritionns ailsman shigjasttund¢f3gking conkBiogfisat dgast Y& of an'AUC o

reference h%r maceut.i cal conposition. 11. The solid
afefefe&%%@ba&n@?ﬁuﬁf fCOBPAP}0, wherein the C, ,,ax of the

solid dosage form after adm nistration to a hunan

subj ect under fasting conditions is at I&a%t 120% of f
phe Crfta solpd dashge fasmerfatims Bhay ReB i A {oggge torm

after adé%}'gi)gt-l;htﬁoqs tﬁlé:tl }gxaxga[%gs%gj(%g; %gcf% ﬁfstiﬁé g(%ﬂ@iti&rs éméﬁ‘k n59.F an AUC of

orm°after adm nistration to
arefer&c@?ﬂﬁﬁlaﬁéiﬁicﬁpdomﬁwgronf asting conditions is at |east
115

0 of the Cmax of the reference pharnmaceuti cal
conmposition. 13. The solid dosage formof claim12,

er el ol Ko Aind 816 321 WHRAAD el QU ofakd &lid dosage form

m ni on 0 a human subj ect under fasti nao
after adiRREiHaONt 4 Burain subjst uided Pesting comliGmsds ableast §B% of the AUC of

ref erence pharnaceuti.cal conposition.
the reference pharmaceutical composition.

24.  The solid dosage form of claim 23, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 85% of the AUC of

the reference pharmaceutical composition.

25, The solid dosage form of claim 24, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 90% of the AUC of

the reference pharmaceutical composition.
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14. The solid dosage form of claim 13, wherein the Cax

of the solid dosage form after admnistration to a
wheovan3sebj ect under fasting conditions is at PEEES2006/013121

105% of the Chmax of the reference pharmaceutica

conposition. 15. The solid dosage form of claim 14,

wherein the C,,,ax of the solid dosage form after

admnistration to a hunan subject, under i ng.

Hondh Theosgdidosese Daaot o 3Aoriersia TrRkC gfibg Agid dosage form

ref.erenc ar np ' it . §@le AUC of
e oSSBTy DPRALL Sr AR A0 iBospeb e AC o

x of the solid
the refeéféSSitirmatdnticalf dogtposidon.ni stration to a human subj ect

under fasting conditions is at |east 95% of the C,,, ax
of the reference pharmaceutical conposition. 17. The

| | dTﬂ? %ﬁ'%edofsg%%% of LRl & SwhMbRtBE RUMES the soldkdahge form

e so osa orm after admnistration to a humallx
after aditijeaiontodéuntiastbieg voderdistingreoniisions is a lagst K9 ef the AUC

the Cmax of the refer.ence pharmaceutical conposition.
of the refaropgs s PIE48FOPEYFHR2>006/ 013121  18. The solid

dosage formof claim17, wherein the Cnmax of the solid

dosage form after admnistration to a hun$n supégct f
pader Thastlihdpsegnipirmiofetaimg Tawhershthe g8 of theysalid dosage form

reference pharnmaceutical L A
R R L e S o T
of the rERRAIE phahcedichBdong@eitiohst rati on to a human subj ect

under Tasting conditions is at |east 80% of the Crax
of the reference pharnaceutical conposition after

m nistrat | i i r tHeCRlid dosage form

A modrt FEd 8plt Rl & JARCAE MEpIEIABC R Idsmd dosag

after adBainftraBon © Diiuntan sshipceimlenfasfyCcafditions is stdpast 1 WP eg ehe AUC
formafter adm njstration to a human subj ect under

of the rpfeserics ghagrgriiGhOMROSHON ea5t 65% of an AUC of a

ref erence pharmaceutical conposition. 21. The solid

dosage form of claim 20, wherein an AUC of the _oléi'@g
d0s ageTHeaotil dasage foradef cidint 2R twhsrein heaAHGRE] rﬁh%iPiljd age form

der fasti diti i s at | east 70%p0f
after admipgapignias Rt P T sRRlig 184 eadil Siqrte AUC
ofthe%@é&&%ﬂh%ﬁac@ﬁﬁ&ah%rﬁﬁos;ﬁon,mher ein an AUC of the solid

osage form after admnistration to a hunman subj ect
under fasting conditions is at |east 75% of an AUC of

31.  The solid dosage form of claim 30, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 120% of the AUC

of the reference pharmaceutical composition.

32.  The solid dosage form of claim 31, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 125% of the AUC

of the reference pharmaceutical composition.
33. A solid dosage form comprising: an active agent, wherein the active agent is

at least one of 2-[4—(4-chlorobenzoyl)phenoxy]-2-methyl—propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-

96



a reference pharnmaceutical conposition. 23. The solid
dosage formof claim22, wherein the AUC of the solid
waelo®agss48orm after adm nistration to a hunan BCDOUSD6/013121

under fasting conditions is at |east 80% of the AUC of

t he reference pharmaceutical conposition. 24. The
chlorobeﬁéHyu)gh%%wQ-xﬁ&hmp}B?a:riow 4oL Iyherdie ngerventage AUGe @psagrdorm

soli dosa&g form after adm gl trat.iaqn tg a gggap ut less
dissolvedsinjnein vitemdissolvtion atagimakneil of o diopes is fropuatdsashB e, a P

the AUC of the reference pharmaceutical conposition.
thanoreggzﬁtq—hgogm id dosage form of claim24, wher g.ipn the AUC

of the solid dosage form after adm nistration to a

h bj ect upder fastj di ti j | 9%
36:"I mta&ieg u: eq%pgeufgﬁgrcpgggﬁlégg @1({ 8% Vlierégglgtz %V:hsraeﬁ{ the 8fVe a%gr{? is
at least @%g?gg%%(g%@lorg&%l ﬁé}é‘ﬁ@‘-‘lﬁ@thggﬂ'fo%]&?&@ 64iQ,1:8datlof 22[8-(4-

osage fonn of "Claim erein the AUC of
chlorobénbeyibleh ok y@smgthyt-propeadic esid gt abrifstcdZti4di-t o a human

subj ect under fasting condi.ti I S t YaRhee fi
chlorobqnﬁ@ylmhen@fycj_-%*W@%YLP@%&WE% a?}ﬁa‘?ﬁ%ééluat ﬁ?ef:‘%%n?%gr% e form
dissotved fn s 180 didoRiRsAGes §inglepel atoha( ey inghen ef katifie) AUt
of the solid dosage form after adm nistration to a
less tharhamagoalstobjlé®h. under fasting conditions is at |east
100% of the AUC of the reference pharmaceuti cal
conposition. 28. The solid dosage formof claim27, )
yher eh Rolidl@oALEf@in édneprivdlg: dindotingegdnbrwhereif the active agent 1s
adm nistration to a_human subject under. fastin
at least mmdi2t~i%ﬂschl@roa@MOéIQEl@en?éﬂoi-ﬁe%pﬁ'é’f%ﬁ&Olcoafl‘# st of 2-[4-(4-

ref ex.en uti cal; | «(&h lid
chlorob oS B S i R R B e - e sl

chlorob @m0 hdnoRry]-2-aidieyl-padpannicsicidatiberein & percAAgmolsiip fletage form
_ under fasting conditions.isg, at ast. % 0
v Sen Sl bR SR S BT A 24 s
than or é@*aﬂ gy %é%%dfa@ b2 @) el ModPat 1wlxer @pNbiitlessAbin afeqhiigo
|

sage form after admnistration to a human
71.0%.subj ect under fasting conditions is at |east 115% of
the AUC of the reference pharnaceutical conposition.
31. The solid dosage formof claim 30, wherein the AUC
2&. t heys Qblidldsias@aRmf SHomima B8 34 @adif, mihsteimsaidsliddasage form,
uman subj ect under fastj n? conditjons i S a{ Iéas%h
after adhSiOB4ratiorn foe Mw@n subject under fasting conditions, exhibits & Ciax at does not

exceed 125% of a Cay Of a reference pharmaceutical composition.

37.  The solid dosage form of claim 33, 34 or 35, wherein said solid dosage form,
after administration to a human subject under fasting conditions, exhibits a Cpay that is less

than a Cyax Of a reference pharmaceutical composition.
38.  The solid dosage form of claim 33, 34 or 35, wherein the Cpax of the solid

dosage form after administration to a human subject under fasting conditions is at least 125%

of the Cynax of the reference pharmaceutical cornpositiori.
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of the reference pharmaceutical conposition. 32. The

solid dosage formof claim31l, wherein the AUC of the
waelobd3desage form after adm nistration to a PCIES2006/013121

subj ect under fasting conditions is at |east 125% of

the AUC of the reference pharnmaceutical conposition.

333, Asabiddsiasagsnt e oy mhstegthedhnaut the eolidydasage form
wherein the active agent is. at |east .on

£ 1000
after aduin]stratioh ot IsroBesPisg] yisise Rssps soudetiyi Aeh 1AL f the Crox

cid, sal f12=14-£4-
of the re%ﬁ‘?riﬁe8@%@8&‘?@%@0&%&%}]{@& net hyl - propanoi ¢ acid or a
buf fered 2-[4-(4 96 WD 2006/ 135480 PCT/ US2006/ 013121
chl or obenzoyl ) phenoxy] - 2- hyl - pr oi IO
Aner dity savg bppBaTagO b atieih AR SR bihd dopope orm
an.: . N\ ' i @fasting icBadiBomiHs at 1e8s5t3 16%UITIhe Emax
after ad?‘?‘égr%&g%(h?c{eg}s@h%@%l /odlct)git?dl ess gt han or equal to 62.0%
of the reBekench phatmatedosdgempen@onpri si ng: an active agent,
wherein the active agent is at |east one of
2-[4-(4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c
@ﬁi d, Tlge SilatdoefoeZofd of draim 40, wherein the Cpax of the solid dosage form
o

| or obenzoyl enoxy] - 2- net hyl - propanoi ¢, aci
after adirfi§teatiod tQaﬁ/m%lgnsubjegfc]under fastin)é COlpldltlgnS 1s at least 1d1 O% ofathe Crax

| or ohenzoyl ).phenoxyl.::2- met hyl - pr opanoi ¢ aci d,
Ofther‘%wﬁ‘@]n%q agnﬁ%gll%gﬂtcgrééx%%l 'he dosage form dissolved in
an in vitro dissolution at a single pH at one (1) hour

is fromat least 7.0 % put |ess than_or ual 4
#2.. 0o hasplidrosags feraed aﬁwarwﬁmﬂﬁ? ﬁﬁ?gtéengoggﬁoﬁaée form
agent .. Wher g Act onditioak id #asdkst 10595 of the Crax
after adﬁ"%[“ tr%tf\-{)dgtﬁ ?o %&E%%ﬁ%grn%%g% et hyI1 - pr opanoi ¢
of the réeidiice phmhteuitalbojpofidion.

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4-

&E.‘ or qieaZiaY HdRRe RARYIr-cRrimet N Wheriopa Ty, cofahé shlid dosage form
erein a percentage of the dosage form c{i ss?{)]q\;o/edfi n -
after adatinistratiart toa ldi cowndar fasting eRAAiIoNS 15t leask 1y P e Cmax

fromat, |least 0.9 % but.less than or equal to 62. 0%
of the rsf?aeng? pg?@afiﬁtlcﬁgwn Ogiq‘orn om at |east 7.0%but |ess

than or equal to 71.0% 36. The solid dosage form of
clainms 33, 34 or 35, wherein said.sqlid do e f
it er Todrsphid desage fam ‘?@@mﬁﬁm‘ﬁw%f c@lmaaﬂ%gg S?lécgéol@ﬁ%e form
ondi ti.ons, exhiDi HatoB8snsNObt 1% O8O FkRE, .\ of
after a‘ﬁ?métgtréﬁ%l}(%oo% ﬁ%m%g#%fegﬁgg%%ﬁlﬁgc%ut i cal cor?‘posi tion.

the refeténcelpRrbleuticalosmgesifiar.m of claim 33, 34 or 35,
erein said solid dosage form

45.  The solid dosage form of claim 44, wherein the Cmax of the solid dosage form
after administration to a human subject under fasting conditions is at least 90% of the Cpax of

the reference pharmaceutical composition.
46. The solid dosage form of claim 45, wherein the Crax of the solid dosage form

after administration to a human subject under fasting conditions is at least 85% of the

reference pharmaceutical composition.
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after admnistration to a human subject under fasting

conditions, exhibits a Crax that is less than a Crax
w@booa/18@8E&r ence pharnaceuti cal conposition. 38PCTE82006/013121

solid dosage formof claim33, 34 or 35, wherein the

Cmax of the solid dosage formafter admnistration to

& hungp s%H@st@tge whelest dlaist 46)gvinedniltd Gpgof the aolid dassge form

25% -,
e st o b A SRR o
the referyﬂ% é%%rpace&ﬁgajggmgxgﬁ%r? %1 1§§atlo‘f’{‘1§frs§i'd'}efelﬁ%cmx of

orma mnlstratlontoahurmn
phama&u{ibeﬁ@bm@agﬁdsnfastl ng condl t| ons is at |east 120% of
th

e Cmax of the reference pharnaceutical conposition.
40. The solid dosage formof claim39, wherein the
Arex g 1] Atge%lgﬂ AgGIAOIE 34%frt3§rw1@é}emrahs&matdfm dotid

er

a hunan subj ec astlng conditions is at |eas .
dosage tbibo%4fef adrhinisBatun tood hurhan W@ﬁ@t undss fasting gerditiensdapt least 65%

CONpPoSi %I on. 41. Thlte; Sf qsage form of claim 40,
of an Ak aiTatergge pharmagetgica ?Pén%og} %" dosage form after

adm nistration to a human subject under fasting
conditions is at |east 110% of the Cmax . of thoi‘ P
#2f er Ehe olishimsageclouniof alain dfpubereingm AYE, o fhsalig) ogage form

s eS0T P Py DR e Aol oo

man subj ect

a refereHO S arhASHutioa c@ﬁﬁbdklﬁbﬁ?ns is at least 105% of the Cmax
of the reference pharmaceutical conposition. 43. The
solid dosage formof claim42, wherein the Chmax of the

i d on%f&f% U5 YSiefrdd RUC SF tBe BlitBdbsage form
§@bj eg?lg ecrkfsgéé? Eaugl tions Fs at | easteloo% g?ge
after adiuk1BisteREon to@fhutnhﬁ‘i smbjeenameequmag ecenslisiomis ¢t leastposiod ppUC of

44, The soljd dosage formof claim43, wherein the
a referegpaRNBMAEHICIAOMPOIEORge form after administration to

a human subj ect under fasting conditions is at |east

95% of the Crax of the reference pharmaceuti cal

senpositicisolid désage Tre efaildioh Hbsdgesin herAldE of g splid glosage form
wherein the Chm

e 5 5B B T Sl A Bl o e vt

AR eliScalbohBaatio?0% of the Crax of the
theref&&?&l}gnce Shar rracegtl cal conposition. 46. The solid
dosage form of claim45, wherein the Cnmax of the solid

dS?ZS agel“]r{eost)ﬂh dosage form of claim 51, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 85% of the AUC of

the reference pharmaceutical composition.

53,  The solid dosage form of claim 52, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 90% of the AUC of

the reference pharmaceutical composition.
54.  The solid dosage form of claim 53, wherein the AUC of the solid dosage form

after administration to a2 human subject under fasting conditions is at least 95% of the AUC of

the reference pharmaceutical composition.
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after admnistration to a human subject under fasting
conditions is at |least 85%of the reference
w@b@sisagut i cal conposition. 98 WO 2006/ 135480PCT/US2006/013121
PCT/ US2006/ 013121 47. The solid dosage formof claim
46, wherein the C,,,ax of the solid dosage formafter
adm nistration to a human subject under fasting
conditions is at |east 80% of the Cmax_of . the.
55 ef eThasstidpiaageafornof elaim S4nyBaF; tB?IAi%C? gfthe SGlid dosage form
adm nj stration of. .sai iRl A 10984 of the AUC
after ad gy HREFODLIP Gt :Subﬂﬁ% @8?&8&3{?‘;‘%&1 %or mof clains 33,
ofﬂmxeé%&ﬁ%pﬁ%ﬁmﬁﬁﬁkgkmn@bﬁﬁﬂﬂ of the solid dosage form
after admnistration to a human subject under fasting
conditions is at |least 65% of an AUC of a reference
har gaceut | gal iS5, $Rerekhe SANE &f esalié dbsupmform
ng C@Fﬁﬁl’ﬁlf%&s\%ﬁéé?%%%&é’%wc’ of erteh(_e.sol.i d dosa(();(% fggrm uc
Jfrer adn@hisBht GO dThshdnatbieot tralenfastingeonslifigns dt atlersel 0T ASF vy
conditions is _at |east, 70% of an AUC of a reference
of the refshencapbamacedicabetRaSINMon. 50. The solid dosage form
of claim 49, wherein an AUC of the solid dosage form
after adm nistration to a human subj ect ggder iﬁ;tin form
sgondiTHeanld dssaat forenst claansoivhersimtic APC of thesoliddos
phar maceutical conposition, ..51. S0k L th689320% JreRdMUC
after admnistaippisph Wfé?”gﬁ)er?§%éeeriﬁ8néip O% go%glf, :ad “dosage form
B NeglidAtbRPoditorda human subj ect under fasting
Qﬁhe“%%%%%@@%ns Fs at Ieg%t 80% of the AUC of the
ref erence pharmaceutical conposition. 52. The solid
dosage form of claim 51 weereideh g AUC 6fthé hetidddshge form
%sag&?@lﬁ:d%ﬁ?gte P“%aﬁ&%ﬁg??’a‘?‘? on to a human subj ect
after adiiftifatfoRSS b MGmEABatjEdtanderi fostite dosdisiongB% tspsttHE VneitheAUC
the reference pharmaceyti cal conposition. 53. The
of the refeienct plosagesutiedl SPBPORNAPm 52, wherein the AUC of the
solid dosage form after adm nistration to a hunan
subj ect under fasting conditions is at |east 90% gf R
she AGe aflid ddiege etmoénken pRawhersibe S41C 96%6%#1‘3 igee form
54. The solid dosage form of .cl aj : | (bdeher A UC
after admnlls%%,tl@df)iadm&}%‘éﬁ e‘Ft&F‘ﬁfr %Fttu?ﬁ co_élgl r#%? é%g%algion t)g a
ofther%@ﬁgﬁ%i@%ﬁu&m&%@hng conditions is at |east 95%

the reference pharnmaceuti cal
composi tion.

60.  The solid dosage form of claim 59, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 125% of the AUC

of the reference pharmaceutical composition.

61. A solid dosage form comprising: an active agent, wherein the active agent is
at least one of 2—[4-(4-chlorobenzoyl)phenoxy]-2-methy1—propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2—methy1—propanoic acid or a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methy1—propanoic acid, wherein a percentage of the dosage form

dissolved in an in vitro dissolution at a single pH at one (1) hour is at least 7.0%.

100



99 WD 2006/ 135480 PCT/ US2006/ 013121 55. The solid

dosage formof claimb54, wherein the AUC of the solid
welomages4gor m af t er admi nistration to a human sPWf/E82006/013121

under fasting conditions is at |east 100% of the AUC

of the reference pharmaceutical conposition. 56. The

630l g sgﬂa A06ach 96 Bdmptidhan HbactivbegeitywhirenAUaive paet is

soI [ osage fo ft d
ot last onelt] Bp4-(rterobFRBDDRLSEBH P TROPY TEPHPR HaLe HSsE ot

b Sileod] S PR e sl eompes o
I

chlorobeﬁ%onyg)%ﬁerﬁgtbﬂ -Qtrﬂétﬁjg]g&of)mom acad, tvarereid gipaiosniage phiedgsage o
su
dissolved mOo®b lafvztrcjhglgmjé?orgz;t a{ o qgﬁ éxf & Qt) E}ﬁ 1§ 3t lgzgst h €854

APhaceut cal
conposi tion. 58. The solid dosage form of cI aim57,

wherein the AUC of the solid dosage form er _
adm n sdlidaddsege jtouna;ompmamgg ab Ja@t@fe agsHle herett ‘{hﬁ ctive agent 18

w1 ST b e P B

The solid
chlorobeglgéﬁgﬁl %\ 10fhefilyBh fBgﬁ&no Midroe hibuffared ALB-@F the solid

AR N T
r .
oSy WL TGP LR g oL

solid dosage form after adm nistration to a hunan
subj ect under fasting conditio

Ghe ANGolidflogage foraT PRRTEE I,?élraﬁﬁxl% %gq% avi/he?éci}l tﬂez;f_bt'ﬁlg Egent is

conposi ti

at least Q\We?fg a4o {%geiilgrgﬁo?lgzgyg eﬁoﬁﬂ%&hﬁ@ro@ﬁoﬁ@cid{e salg ef]I [4 -(4-

S | east one of

chlorob'e’nz[offt)ﬁlﬁenﬁhypzmmmwpqnbwmmr-@uf@ﬁ?@/? -4fbpanoi ¢

a salt of

chlorobgmﬂoair)gh@w%&?méﬂ(ngéanglcna&dn V\fherem a ercenta% e of the dosage form

prop nol c or a
dlssolve(ﬁp o8if gzt?v &1? oﬁtﬁlon at a single pH at three and one-half (3. 5) hours is at least
orobenzoy 3 phenoxy] - Z- net hyl - pr opanoi ¢ aci d,
zggg&mheyeln.a percent age of the dosage form dlssolved in
an in vitro dissolution at a single pH at one (1) hour
is at least 7.0% 100 WO 2006/ 135480 PCT/ US2006/ 013121

83 Aﬁ@hd‘ho@&%%ﬁﬁﬁnfc@ﬁl isiapp L S¢tivg: agant, wbeneuetha glifte agent is
vﬁerel n the active ageg |gpat hooe ¢ &

at least2np 4f 244-&#0b}0@@@112@5});)119w&-%¢}16@yﬁ§i0ﬂ91’1101?) P%B»dahsalt of 2-[4-(4-
chlorobenzoyl)p%enoxyt] 2-met%y{-prog>é"now acid or a buffered 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methy1-propan01c acid, wherein a percentage of the dosage form

dissolved in an in vifro dissolution at a single pH at four (4) hours is at least 29.0%

66. A solid dosage form comprising: an active agent, wherein the active agent is
at least one of 2—[4-(4-ohlorobenzoyl)phenoxy]-2-methy1—propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2—methyl—propanoic acid or a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH at one (1) hour is at least 7.0% and at two
(2) hours is at least 16.0%.
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4-

w@ hdoenzdaenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ aci BCT/US2006/013121
wherei n a percentage of the dosage form dissolved in
an in vitro dissolution at a single pH at two (2)

62 our i §o§1d %{)sdgg %Qfm é&n}@rf&n@ 3an Ativehpehtdohage thoaanve agent is

n active agent, wherein the activ ?9?4 4
at least oh@ of 21{4 Kéealﬂbrobnmzoofl)phenoxy] -2-methyl-propanoic acid, a salt o (4-

chlorobea%qy@)p 1%110%2}— -n&q % ac?ci( ¥ 2 gafigEdy |[4«Qﬁ opanoi ¢

chlorobegﬂ# ﬁ erﬁaﬁﬂnﬁksydno?c a63d, wHergin epeareiiegac thedesage form

dissolved il mmtvafnzélyssc)hgmémi)aﬂng}ge PR ehye ) BB‘éﬁ}B at.legst 700%, at two (2)
hours is éﬂeg&ﬁﬁgo%%ﬁr %glg%?g&?lhgfxrs De dasagesf.orm dissolved in

on at a single pH at three (3)
hours is at least 24.0% 64. A solid dosage form

ﬁi%g n’pra& gc{ﬂn an a%tglfc\c/)%p% f%gt an\{a\t@t%eeag%n% I@v%exae?ﬁ {h\é%cﬁ%eégent is

at least 05’&[ EZ(@ (g%?d’r% %25}? g}%ﬁ&%ﬂ@ﬁﬂkt@‘l PRIphaidic peidpasei af 2-[4-(4-
chlorob&ﬂbﬂmﬂia:m@qw npthetrprophndc aeidiey a-byffeisdRoi4c(daci d or a

buf f er ed

fthe d form
chlorobq;ﬁpﬂ,)@@gﬂ@@yq Wﬁ‘é@l Bman%tc ﬁ‘%’tthPerem a ercentage 0 & e dosage

nol ¢ acl

dlSSOlV@‘AA}S Eﬁ‘ LDyido gsﬁﬂbﬁlgﬁa ghgle el @tmagts) Hoor s at dhas’s?)D%edt tiwie (2)

vitro dissolution at a single a
hours 1th[1 Eabta1|6f 0%,3at ﬂ)reh(ﬁ)rh@ufssis atlepsh 3@10 ?@D'ﬁ@bre% @ﬁd@ 5)
age farm conprising: an active agent, wher e| n the
hours 15&?&? L% Yent is at |east one of

2-[4-(4- chlorobenzoyl)phenoxy] 2- et hyl - propanoi c
acid, a salt of 2-[4-(

691| or Alrelid dysaes ﬁ@mmprzs_l%t q:[wctlblp 8%%“ I&er in. ﬂae actwe agent is
at least BH‘T’ SE %—Eég—ﬁg 81[1%0%% g)&)ﬁler&ox%2-methy1—propan01c acid, a salt of 2 [4-(4-

ropanoi c aci d,
chlorobWh&SBhRerdxpEL arathyigropdnoidveidosabefdret Al4dfssol ved in
an in vitro_dissolution at a

chloroblqmyg)phgnogy] Panethy 2@0B:@,};(1)06<‘6ac1qx v%l‘b@??% %Wc%{lt ? Uf the @)sage form

osage-rorm

d1ssolv13c§{H3 an | S ?1@&1&% MG SAQRNHH avbRy @) Rotitie a’akehstﬂe()"/agaé two (2)

|'east one

hours i2at14ast 46 0%, at ihber(2 plydurp ket doeg] 248 hedtiiliee ﬁp@, BaG Balf(3.5) hours is

acid, a salt

afbaﬂ@ﬁﬂb@é@%%%@?ﬁ@%H@W%%@%ﬁﬁﬁﬁ%%RYT-propanoic acid or a
buffered 2-[4-(4-

\(/:Virl;)le?re?Akn) (:;f%s)eg&lhfoatg@enox%%fpasggt %{éa@{%eo g(ar;]g% (fmeé%g\e\?g%ve %gent is
at leasq Q\;’leé{ @g(ré?chg)rég %lgﬁ%l pqi%n V%az I?EEME o%'éhéﬂ: a@i’dea fald off O[-(4-

Is at | east

ch1oroﬂé1z9ybpr9eﬁax94@ _2RA61-pAPABSC laaa/d@smmre@psmz@ 67. A

osage form conpri sl ng active entdfﬂ\{\@(?({sgé@form
Chlorobmomhwexsdg?emethyi—ps&pan@a@fﬂdowgef&fn a poresiiagh
dlssolvgél ipy a1(12(1 glg’lﬁ 1&?&3{6{?%{ % %B@%Wit e TBf Hbak igegnamoocequal to
41.0%.

71. A solid dosage form comprising: an active agent, wherein the active agent is

at least one of 2-[4—(4-ohlorobenzoyl)phenoxy]-2-methy1—propanoic acid, a salt of 2-[4-(4-
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4-

w@ hdoenzdaenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ aci BCT/US2006/013121
wherei n a percentage of the dosage form dissolved in
an in vitro dissolution at a single pklgi one (1) hour
' L£RS12 Tndifg1-Rbpdnol 4c8) or diouffesed 3-[444H east 16. 0%
ChlorObe%Z:?gggt t h?}ee (%ﬁ’y hours s at | east 24.0% 68fth’§‘d8?%$le%nn
chloroben}ng/a)ghexfowhﬂcmﬁ%}‘l'rﬁpl?@m%l SYhepRAn 3 PETFFIRGRAT SN R T fe
) ctive ent IS | RewRS (2) hours is less than or equal to
dlSSOh’e(gl-n[aﬁ‘-l(lﬁ}g%fh(g?oggueoﬁl?éﬁ Isﬁﬁ%%}gxy] - 2(- r)ret hyl - pr opanoi ¢
79.0%. acid, a salt of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4-

hi or o E’oq{hzcﬁ%h%eoﬁﬁﬁ%%bﬁgihﬁﬁtaﬁﬁbﬁwmﬁﬂj aihereicihd active agent is
eréin a percentage of the dosage form dissol veﬁh@n4
at least GR8 off 0-[¥(t+ohlatolsemod y)rhenosxy-2amethy P@Pglpiplgflmgﬂaesa(ltﬁ |4 (4-
is at least 7.0%.at two (2 1S @t east 16. 0%
Chlorobwoﬂmhé@°>z>§)2-wstﬁefkpﬁ°§awc pl op BT U o0 o g
chlorobeglgggg(glepgyg)ﬂ;ﬂnethls}pyf@an&c akid| wAatin2Bp@eént3e. of thesdsispgp form

dissolveddi b & @ge rdus(éggltjlg]laztl EP sg:aglg ?)g?étoigg ?1)%%%? }s’ 1es§gqﬁz{neci)rneqtugleto
41.0% agé ,[aﬁmgaj(é B%"?f@g% egszt%lll %ﬁ&ﬁﬂpﬁ&’ﬂg@%nﬁt hyl - pr opanoi c

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi c acid or a

%r ];Erégghé é[yq?agé %‘%ﬁbmp@j%tmcﬁﬁ? B%Gélltf (ﬂ/}%:er%i% iﬂ%ﬁ active agent is
at least gﬁeeét?.—&— r—oqélﬁ)gg%ﬁ%ggPﬁnok?FZ-W%réﬁlﬁic adlds aGghivefl2i[4(4-

on at” a single pH at one (1) hour
chlorobbzodt)phaisy]-Z-nddhylatopanoic(2)d orredurEreds2-4d-(4-east 16. 0%
at th

ree (3) hou is at.|east ,24.89% f
chlorobowsshERTt ] B Lo o e Ptk S é‘%ﬂﬁi -
i ; J & a5t 2O aFéhe (A) Bolridfirdoshgs tbdi H%.
dlssow%g%%pa:ﬂ?g?%é &gﬁﬁlg%ﬁ ve Sg%eér)ll?? avvheer(ei) n the active agent
is at |east one of

ééi[ 3 (I{a‘r‘glgl d?)rs ob etgl_;rﬁ ﬁgr}lﬁﬂgﬂgx&l a@[{d@%‘ggﬂd wRERRANG hEtive agent is
at least G BF OERE QKRR phoionyp Ohtterpl pppnciic acid asalfrof3-[4-(4-

chlorokzhbeyipbenaol ) prbrbrppaminatityr ¢ BREFaAdE-Geia,
chloro%ﬁwq%ﬁi@eﬁg@?&gﬁgﬁﬁgﬁoggn&ig' gcig,o\?ﬁ&@infacﬁe%enﬁﬁgé 90 theatbsage form

_ 0 n-at a single pHat one (1) hour
dissolvkd il 855 JifaRiseslugenal a dingle pH. D ¥o (2).honrsss fiom HoSade 72-07
formconprising: an active agent, wherein the active

agent is at |east one of

27'&[ a‘r ( 1§S§124 ?&g?@%&_o%ﬁ{?%l g%@gg%%é/ﬁlﬁg %ngfgg&imﬂm active agent is
at leasPSab d432000@/ il bRéanzoyl)phenoxy]-2-methyl-propanoic acid, a salt of 2-[4-(4-
chlorogg};’zgélsggepggg%g-g%ﬁg 3 }‘/c]p_arzléi%%tcﬂyc;r'aporu?fgmoi-f4-@ﬁi dor a
chlorobenzoyl)phenoxy]-2-methy1—propanoic acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH at one (1) hour is from 7.0 % to 41.0% and

at two (2) hours is from 16.0% to 79.0%.
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chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d,
wherein a percentage of the dosage form dissolved in
wW@eoobn3s4Ba r o di ssolution at a single pH at twoPCRPS2006/013121
hours is less than or equal to 79.0% 72. A solid
dosage form conprising: an active agent, wherein the

gCt ' ¥ o aRNdoshse forh of eREhs 6h&2063, 64, 65, 66, 67, 68, 69 70 71, 72,
4- chl or obenzoyl

73,74 ordé; Whelams@m soélfd dpsgge f) phe I}t%%( Xglmlms%tuox 5 DEARAD Qﬂbgect under
fasting c%{gllﬁt? robe 'fqib %/ 4?2 (?h CRAK Xcles%of‘?ﬁd%&ll 1P4°0RRAQ, G, ¢FCi réfetdnca

phamacamcermm) phenoxy] - 2- et hy! - pr opanoi ¢ aci d,
wherei n a percentage of the dosage form dlssolved in
an in vitro dissolution at a single pH at one (1) hour

72 | 938 shRRfoBks SaHALF diims 61, @536k, 6, 60v57( @, ROt I, 72,

|sless ano equal to 79. 0% 73. ASO|Id dos

73, 74 of 19, Rheouipedid sasigi dmg@@mlv@ftﬁgléﬁnmst@ﬁ@pép & human é@% £ctamder

agent is ast h tical
fasting cgncpgol(isAr G@H&& %geﬁi%@ |13elﬁﬁs th%l‘)l( '§1/ ]Cm?( oéeatre%reng? 8p%rm)aicgu ica
Compomﬁﬁlor oa salt of 2-[4-(4-

benzoyl ) phenoxy] - 2- et hyl - propanoi ¢ acid or a
buffered 2- [4 (4-

z%hh'efg‘l}?e”fg %{gﬁﬁnﬁﬁ%?&gﬁ?&% & BRAR66, G 68,69, 70, 71, 72,

dosagé f orm di $solved in
73, 74 of“?s 'vl}héf&h e Q,lngwthasbbm dedaga fcmmag’tee agieindstrasion 1@ 3 NURGY

from7.0%to 41.0% 74. A solid d 1
subject wmhpfasgn& gondafionscs FBAsh R, O Mt b Resiefbd hapmaceutica
at | east one of

4- (4- chl or obenzoyl ) phenoxy] - 2- met hyl - pr opanoi c
acid, a salt of 2-[4-(4-

’(E:)ijlf ? (re]%gqejsnoi&%/ )s%)g}e oan)’(L)(/)]f c%mrm% %ker@motﬁgﬁmax%f ﬂféj s@h@ doghge form
after adév%\ﬁllug’t’fﬂi%%ric% QRRe RS thmden @iy copdnjoani 4 lasi 180% of the Crax

n-a percentage of the dosage form dissolved in
of the réference pharmocaitisslolontriositioat a single pH at two (2)

hours is from16.0%to 79.0% 75. A solid dosage form
conprising: an active agent, wherein the active agent
g@ atrpl §QIRt dAge Mrm of claim 79, wherein the Crmax of the solid dosage form

after adaunxdtrati)r;fg:a?ﬁl;?a%%igjgc%lzﬂigp toa)éty ng conrcrleuorl% I1s AnSRs P%‘f of the Crax
of the 1§ %ggﬁnz%ﬁt%&f&%&%nm hyl - propanoi c acid or a

chl or obenzoyl ) phenoxy] - 2 nethyl propanoic acid,
wherein a gercentage 0

@ﬁ i n Thetsphd dosags fR 1%}{11 %dj gﬁ)ﬁE @’3{ & tﬁg gél}llcf&j(ﬁg%br form

” 9 QYo fasih t:&mil(l&is is oAt 11 $0Fragithe Coas
aﬂera Ogtf’g ]E{'%#laﬁ%%Jm 2 006) 135480 PCT/ US2006/ 013121
of the r%farer&@hs@macéummapcﬁsmn of claims 61, 62, 63, 64,

5, 66, 67, 68, 69, 70, 71, 72, 73, 74 or 75, wherein
sald solid dosage form after adn1n|strat|on to a

Wn "ﬁkébéoﬁﬁtdobﬂk@%rm of claim 81, wherein the Cpax of the solid dosage form

after administration to a human subject under fasting conditions is at least 105% of the Cax

composﬁlor

of the reference pharmaceutical composition.
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fasting conditions, exhibits a Crax that does not
exceed 125% of a Crax of a reference pharmaceuti cal
W@ 0wp03i480 on. 77. The solid dosage form of cl aPem®USDHN6/013121
62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74 or
75, wherein said solid dosage form after

g3dm A steRt d6agd form diletam Syiherein the denx offthessalidglosage form
condi ti ons, ﬁ

bi t t hat | t
after adnohistraticsf t@raeln@@anlpwl ot OT?Xgpg g : Soalg (;is ?t&ﬁas?ﬁ;%@%%% Crnax
of the reéeyéncgg fosadg gu}B;%f ngHBo;g: Al s 61, 62 63, 64, 65, 66,

73, 74 or 75, wherein the
Crax of the solid dosage formafter admnistration to

a human subj ect und f.as 'n condj td on
8#259% 3 sphé desgs foym LR R D Hha‘?%@fe%l 8l a‘%aéécf‘mf
O dastias agsdifiouss af leadt 5% af8he Crax 0
aﬂeradvﬁ%ﬁbﬁ thggr%lsu gﬁg&ésrolldgdosage form after
the referafkd phiaghacetitical compasitioran subj ect under fasting
conditions is at |least 120% of the Crmax of the
ref erence pharmaceutical conposition. 80. The solid
%S ag?hef &'hmd%éag%lfahﬁb? DairivBrvelienein tiee Crmef Bk sohé dewie form
0

sage form after adm ni stratlon to ah
after admndsetratlbam B hgm@?@ mehi eqt onder; fasting CPB%PnSllfgg/[m ?E 9%)#)6%1% Cma OF

Q“ r ef er.encs ?ﬁ ceutical conposition. 81. The
therefe’?&?‘? PG ?’orm 0 ai m 80, wherein the Cnax of the
solid dosage form after admnistrati on to a human

subj ect under fasting_c

Bhe CRbssolisidaspge fopndf éﬁt‘glgé ‘?fﬁl@eﬂ?l E‘a‘l s S%ilg%bg‘%e form

conposi ti

i e Rt @nftdhs i9M esaei 5% bthe
after ad@%lsﬂl@nscge hglg%ﬁﬁﬁ%ogage fornlfé after administration to
referené pHafceatibil eompuositlen. f asting conditions is at |east

105% of the Cmax of the reference pharnaceuti cal
conposition. 104 WO 2006/ 135480 PCT/ US2006/ 013121 83.

E?e S %leg PIAEe - FREBQfaigl 5, WheRin W €,gi of thweolid, dosage form
t he so ag

e formafter adm ni strati on @9§$ﬂ C ¢
after admiﬂﬁnamo@dtunwmbj eEhanden &‘S'@%ﬁﬁr{diltbq% i3 af legst § he Crax O
0
the re:fe(:%fgt%g/0 ® glgri&agguh Econmoem th af{&?g&ﬁﬁpﬁ £1iBhAF BRE eitleaed

osage orm of clai m 83,
pharmé’(‘,@@c{c%lébrﬁﬁ%ﬂ%x of the solid dosage form after

admnistration to a human subject under fasting
conditions is at |east 95% of the Cmax of

88.  The solid dosage form of claims 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72,

73, 74 or 75, wherein an AUC of the solid dosage form after administration to a human
subject under fasting conditions is at least 65% of an AUC of a reference pharmaceutical

composition.
89.  The solid dosage form of claim 88, wherein an AUC of the solid dosage form

after administration to a human subject under fasting conditions is at least 70% of an AUC of

a reference pharmaceutical composition.
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the reference pharmaceutical conposition. 85. The
solid dosage formof claim84, wherein the Chmax of the
waelobd3desage form after adm nistration to a PCIES2006/013121
subj ect under fasting conditions is at |east 90% of
the Crax of the reference pharmaceutical conposition.
%?é Tﬁ}% S0k iddsdeFaeof anim 8, wicadimaR BUGIétheisnlid Hesage form
x of the solid dosage form after adm'(ri Sﬁfrj@“ N A8 of
after admirfistrainn $oibjremen sidest undardasine condifipioit leastdp ‘r%@%’t
85% of the. f wce pharmaceutical conposition. 87.
a referengq arcgutbcoaggcé@f’?%ﬁcﬁnl'of claim 86, wherein the Cmax of
the solid dosage form after adm nistration to a human
subj ect under fasting_.condifions . s a 9
She. Chescadil dosws ipem oF Sts Oprabaein 3o U Bbs SO Rsage o
af t.er L D ShaAtsd hélidofdoRa B0 A s BasEsSH bT halAUC o
after ad@cl)nr%%éasnl%g :{%Emg@ﬁghrlﬂgc@%ﬁﬁaggfsg%e formof clains 61,
the refefedce PRarmadeutiosl, coifposBipn. 68, 69, 70, 71, 72, 73, 74 or
75, wherein an AUC of the solid dosage form after
admnistration to a human subject under fasting
§%ndi ThoBSid Sosate f0BAYE cHRH090] wherehlUie AU of tbspkhdesage form
phar maceutical ~conposition. 89. The SO|I3 dosgge FOEQUC ¢
after adefinistratiomt8 @ huntrarssbisctamdaUBs S (REILonS At %?é%@%foé hpAUC o
after adm nistrati on.tt a human subj ect under fasting
the refe&%wappgrm@get}tgcag?oql%oglsp?ﬁo% of an AUC of a reference
phar maceuti cal conposition. 105 WO 2006/ 135480
PCT/ US2006/ 013121 90. The solid dosa or.m of ..cl.ai
99,  uilbe el dmaplorBrOfmSD) PSS F A s L A5sdEe form
dm ni strati OB AR ' R s hiasdst D% of the AUC of
after a@&ﬂﬁﬂ?ﬁ%nn@ allgﬂlg%l SIuelaelsat 75%%%%%6%&[@% a ref g)r ence
the refd?fikPha@ikcbetidal canpasiidi.on. 91. The sol i d dosage form
of claim90, wherein the AUC of the solid dosage fonn
after adm nistration to a human subj ect under fasting
egndi tiQRg) dodioe k§asss 3% o, virReiie AUC dffiee solid dosage form
ref erence pharneceutical conposition. 92. The 9'%9 Cof
after adininay@tibmton imai sibjeco wndenfastiag gondidongigaieasgt Q3% thgyAUC o
dosage form .after adpinistration to a human subj ect
the refefRpRePIAHBIGEHECA SAAPPTENS i s at | east 85% of the AUC of

t he reference pharnmaceutical conposition.

95.  The solid dosage form of claim 94, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 100% of the AUC

of the reference pharmaceutical composition.

96.  The solid dosage form of claim 95, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 105% of the AUC

of the reference pharmaceutical composition.
97.  The solid dosage form of claim 96, wherein the AUC of the solid dosage form

after administration to a human subject under fasting conditions is at least 110% of the AUC

of the reference pharmaceutical composition.
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93. The solid dosage formof claim92, wherein the AUC
of the solid dosage form after admnistration to a
wheovan3sebj ect under fasting conditions is at PERES2090043121
of the AUC of the reference pharmaceutica
conposition. 94. The solid dosage form of claim 93,
owher ghB ssiheddble fimidielsald7dwlasitbe PdiGhof tfetsehd dosage form

admini stration to a hunan_subj ect,.under .fasti
after adngointAOTORG TS aBNSUP BSIIISBHUFE ST ot 16ph bl 76 of the AUC

ef erepnc ' conposition. 95. The solid
of the re{?{)eé)ga gﬁﬁ}a@mgg:{cﬁig{o%dsﬁﬁh nmp

alm 94, wherein the AUC of the solid
dosage form after adm nistration to a human subj ect
under_fasting conditions is, at | east % el form
0Bt et ponee Iy TR B S DTS AT o e 8 e
after adrﬁi?l}slt%tigl?ﬁ)acgﬁuﬁﬁ{ foPdct Ghdtk sy cukidti@isris tiHeashUZ0BfolthreAUC
sol'l osage form after adm nistration to a human
of the refaré&jce phammedentidabseripeplied®di ti ons is at | east 105% of
the AUC of the reference pharnmaceutical conposition.
97. The solid dosage formof claim96, wherein the AUC
Q. t MEncS @il dostpsaien bOEIMIm 89, tvetrerain thenABCr eftthosplidglogage form
%unan.subject under fasting pondi&.ons.ii a% IgﬁséfﬂszJC
after adrhii@9atipn the hawen s@xeqt Hadgr dRing cop %ﬂ%srﬁsr& least1@3re
onposi.tion, 135480 PCT/ US2006/ 013121 98.
of the re%ﬂgg%ﬁd?hlagn%&?lslégag C%szné}%@{'cl aim 97, wherein the AUC of
the solid dosage formafter adm nistration to a hunman
subj ect under fasting conditions is a %.0% oent i
tHe AdGolidfosage 8% eERTSINg, AT AR En%‘?ntéﬁ’ﬁe?%ﬁr%ﬁ%%% Ve gent is
99, JThe, soli f QoW b -nedtiaf1 Br@Sunoidhid iarsalt bE2 AUCH-
mla”tg?e?%gﬁggfgggﬁgggﬁgﬁyorﬁgygftermg mnjistration to a

chlorobBmt)pﬁmkgfp—2-mﬂulﬂsdfprbmicr?gicb@rﬁdb“fffeé‘?fg%[%’(%\"t | east |
120% of the

chlorobgwgg}lfqogﬁ]_-@iu]gﬁhﬁfmtggaglgicle%% Siefeil Fg%{%@%ﬁgé bRk dosage form

! d dosage ! cl al m 99,

dissolvé!&c}ﬁlra?ﬂ N LSRR 4 heiped pHl atesa@ehbwrismt ladst 80%.
admnistration to a human subject under fasting
conditions is at |least 125% of the AUC of the

r ergnce. phar euti . GOl i.t i 1 ﬁ@l bth ti
482 aga FOAeaeAP R chPlisRe RE fliodens Rhereh BE e psent i
at least¥RE b¥ Q-i@-@ﬂdhlo&@oenﬁéyl]ph&ﬁdxy@)aemahyl-propano1c acid, a salt of 2-[4-(4-
2-14- (4-chl orobenzoyl) phenoxg] -2- ”&t hgb Br panoi ¢
chloroteazay])pheseiyl-2gnethylgropanoic acid or a butfered 2-[ -(ﬂ-
cmorob%g'fz%@ﬁa %H@g%[-'gx?%ﬁ?ﬂﬁ%ba&i@%iﬂy&h&ammem@eio@ fardogage form

dissolved in an in vitro dissolution at a single pH at two (2) hours is at least 21.0%.

103. A solid dosage form comprising: an active agent, wherein the active agent is
at least one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methy1—propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]—2-methy1—propanoic acid or a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]—2—methy1—propanoic acid, wherein a percentage of the dosage form

dissolved in an in vitro dissolution at a single pH at three (3) hours is at least 34.0%.

104. A solid dosage form comprising: an active agent, wherein the active agent is

at least one of 2-[4-(4-chlorobenzoyl)phenoxy]—2-methy1-propanoic acid, a salt of 2-[4-(4-
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chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d,
wherein a percentage of the dosage form dissolved in
wW@eoobn3s4Ba r o di ssolution at a single pH at onePCUPSivoe013121
is at least 9.0% 102. A solid dosage form conprising:
an active agent, wherein the active agent is at |east
_2-methyl-propanoic acid or a buffered 2-[4-(4-
Chlorc’beggctsgl)%%ir}oﬁﬂ orrg%e}r,}z%y ) phenoxy] - 2- et h¥l - pr Op?ﬁl%id%sa o form
chlorobeﬁzcb}d)phan@@l]ﬂ-m@thﬁl-'ll?mpwc acid, wherein a pefcentage o g
dissolve§ L SSEHE _8%/5'%21 DENPYnds PR UL HRRARM S @) hotfs ifat least

39,09, Chl orobenzoyl)phenoxy]-2-nethyl-propanoic acid,
) wherei n a percentage of the dosage form dissolved in
an in vitro dissolution at a single pH at two (2)
urs, is. | Yosink03n aftiwOddetlt, ddsage tHeakctive agent is
D byl By baRpd O s

ive agent, wherein the active a e[H
at least dr® of Qf-[4L(9r3<ﬁ1ﬁorobmlzoi71)phenoxy]-2-methy1—propan01c acid, a salt of 2-[4-(4-
2.

chlorobm%ﬁl}ééhgg}]?zr-%a%ﬁ%f%&)@ﬁ&% N5k a3 PRI [PfLPanoi c

chlorob%%%ﬁé%e%@%ﬂ%%?x%%ﬁﬂ%ﬁﬂaﬁ@i@ nEidhWheRopperodrtagecifdhodosage form

dissolvedith ah obeivpaiidsption eky pinglerpdt #yfPuiftd BeHsicat deasyy44-0%.
wherein a percentage of the dosage form dissolved in
an in vitro dissolution at a single pH at three (3) .
[T s Al Slidldos $mBdorRfisidd 4an Atisebieht duisage thogave agent 1s
conprising: an active agent, wherein the ac&i veltagg_rﬂa_@_
at least bse om-[4-éﬁhshlomb@nz§>[yl)phenoxy]-Q-methyl-propanow acid, a salt o

2-[4-(4-chl orob Q -9 . anoi ¢
oo gy PE PALTYMDRIR I oy e
chlorob@%yﬁ%ﬂ&%&?ZSﬂé{Hyl-propanoic acid, wherein a percentage of the dosage form
chl orobenzo

dissolvéxlifnf agris @vizpe %i!ago(rl)&ieggloé )all]s{nzg_len&& r:R/ c|>r_1é0 (198315}01!5 Gt 359 9 afld at two
chlo ) phenoxy] - 2- net hyl - propanoi ¢ aci d,
@ houﬁféraéggﬁgﬁgg)(r"cent age of the dosage form dissolved in
an in vitro dissolution at a single pH at three and
one-half (3,5) hours is .at |east. 39 00 . ehoent i
d02ageh PR EIRPIR AP IReaEl R SRRy VIR @eﬁ‘edtlfg e[je(z N
18 1398 hd aby1eRadxyeremethyl-propanoic acid, a salt of 2-[4-(4-
st eas g Y B e o] - 2 ot T
chlorota@izelyl)heaatyt]-2emethy|-propanoic acid or a buffered 2.- 4-(4- |
chlorolipmr e engs 142-;%‘2&Q%Q’Jpar%dig%iﬁ}’&zh&%&%@b&t@g%Ioq‘ﬂwd@age form
dissolv\%E LOLO BENZ OV PREBe¥Y] sidglepHNytlonp (DpmuDiset ki 0%, at two (2)
r

ereln a percentage of the dosa ee&)})rm di ssol ved in
hours iamt least?i1t(% anid sistbregt(Popuag 154t kﬁaﬁ%“ BH at four (4)

hours is at least 44.0% 106. A solid dosage form
conprising: an active agent, wherein the active agent .
i 8. at Als8B8 Hogme fextn comprising: an active agent, wherein the active agent is

at leasgéli[legf( ?;1Eégg‘ql-gl{lgq%}e)géz[%ﬁ)%ﬁ&l%g%ﬂrﬁe%ﬁyq%trg alnbf%ra%gf Q%Eﬁf of 2-[4-(4-
chloro%?ﬁq%&ﬁﬁ@é@? jﬁ-?%:?ﬁﬂ%%&pa%bﬁ%mérﬁm-@%i d or a
chlorobBhARKDpEaDBARY]- ) Minetimdsorppadoiveacivy whsredib A RETcEntags ¢ff the dosage form
dissolwdeiileainr}n ?}itgoeéigs% &t{%%eat gfsintg eeplrii % gr%e(li R5dPis at least 9.0%, at two (2)
hours is at least 21.0%, at three (3) hours is at least 34.0% and at three and one-half (3.5)

hours is at least 39.0%.
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di ssolved in an in vitro dissolution at a single pH at
one (1) hour is at least 9.0% and at two (2) hours is
wW@rookessso 21. 0% 107. A solid dosage form conpPCEHUSIYNG/013121
an active agent, wherein the active agent is at |east

one of
2-[4-(4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c
acid, a salt of 2-[4-

4-, : . . .
1eh| orciodidegageseeh 6‘95911(”@321-1%%%“-" BREFHnEReel e acive geent is
buf fered, 2. 4-(4 2- - ic acid, a salt of 2-[4-(4-
at et oghbF GBS R R Y e e € wcia,
chlorobeiﬁ‘ﬂ%}_l)%h&_lcﬁ(yﬂ)@ﬁﬁﬁhﬂqgepaﬂoidétDéd doshigered 2t ssol ved in

an’in vitro dissolution,at . i ngl
chlorobepzoydiphpraia-2gm 1'@91)?‘%0 %CQC?’ w e&%?% pl%géeg{ag? gg&g%i&%% o
dissolved ittt 54 BRsditlor g1 SpRtat beadlh hdd: 9% 1e398.0%, 2 6Wo ()
dosage formconprising:” an active agent, er g lrfl(§ ?)ehours is
hours is @Clbisy @188t thres (3aboure isat leagie3 40§70, at hree and one- a. .
atcus v s RSB Y BeRRSH) -2 ot v -propanai
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4- . _ . : .
16l ordiselivk dysaypfoemeryiprizings Ry Y 4g5ah SThETeiR. g active agent 1s
wher e [cen &. Aol a6idS 5 edlveRR-[43(4-
at least ofyp qu'@T@F%?%Pg%n%?gﬁl%ﬁogﬁezaﬂfs%?[ﬁ%?fegﬁgH atgl one (1) hE)ur
chlorobé.rt&o?%pﬂe%@)?i -ﬁﬁﬁ%yl-@toﬁam?c l(aﬁl)i ()trh?iﬂtf%f;dﬁ"%(‘ﬁ‘east 21. 0%
a ree ours is at, |leas . 0% an
chlorobamey hphanoR Bl ZnellngpFPangic 410 it b@DEhi s SosdBeiform
, 006/ 135480, i & onbQ9) hor $ofrdnd AWISage1.0%.
dlssowe%d?ﬁpé%gn%%i %%Ds%[{:uggﬁpggél%ﬁgeﬁ ?Q)Wherr ein the active
agent is at |east one of

il-;}[g- &gs-ogg:dgga%]g %(21:%1’? %ol_r%l}gt—?s?rrl]go Xélrl éc%i'vggéém,l WS GRaRhGive agent is
at least gH% of ?—E@-@?—Ql%l@o@@ﬁﬂ)@fl()ﬂler%xﬁthﬂéthjdrp)ppamia:acéchiadsab of 2-[4-(4-

uffered 2-14-(4- e
chlorobeiﬂi@ﬂ)phmgyﬂmbﬁ@@l}an;g’lonqgldq?q a b‘*féeﬁ‘éc}l%‘l[é'(%'ci d, |
chlorob\éwp:zec{yﬁlpgfn?qx&?—é?@%ﬁﬁ%ﬁp@%noé?&i(ﬂ Qﬁ?eg(fin £ YeFBentdbs §Ph¥ @dsdge form

a’single pH at one (1) hour
dissolvj:ct?ir?af? 1,885 dQsdioradt atsimpld B at tveni(23 hosrsas frpeekit0% 0 G947
a

ree (3) hours is at least 34.0% at three and
one-half (3.5) hours is at l|least 39.0% and at four
( hours. i $ at 0% i & Wiletasthgactivar agent is
c,li ri‘%f’?ﬁﬁi éog ea%gﬁﬁ\%émégiglﬁé a%@e%}vgfa ng% t F1e_ active a en?g
at leastlohe O@thf{asdﬂdﬂ&&nﬁ(ﬁyl)phenoxy]-2-methy1—propan01c acid, a salt of 2-[4-(4-
2-[4- (4-chl orobenzoyl ) henoxg] - 25 nﬁt IMIZ-_[Q[@panoi c
chlorolze@izgyl)pgleg@gﬂ-%met@y{-p{r_opgnow acid or a buffer

chlorol%%}z?%l?p@%ﬂw ?—%E&Q%Wpagﬁi%&iﬁﬂvh&emwmé@t@eiocﬂ figr dagage form
dissolveh i@ &:® bevizoyissplotowatyd sigglaptiafionp (deﬁbiscfrcgg |9(9 % to 41.0% and
wherein a per ngt a%g Ogg t he dosage form dissolved in
at two &) hoyrss o 4}-8&dP Y3k at a single pH at one (1) hour
is from9.0%to 41. 0%
113. The solid dosage form of claims 101, 102, 103, 104, 105, 106, 107, 108, 109,
110 111 or 112, wherein said solid dosage form, after administration to a human subject

under fasting conditions, exhibits a Cpux that does not exceed 125% of a Cpax Of a reference

pharmaceutical composition.
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111. A solid dosage form conprising: an active agent,
wherein the active agent is at |east one of

w@2(04A84A8chl or obenzoyl ) phenoxy] - 2- net hyl - pr opaP@i/vS2006/013121
acid, a salt of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi c acid or a
buffered 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- hyl - prap [ j-d 10
1Wher Thasdi @&ﬁr@ﬁ@@%]@r{lgi&dﬁg%’gléﬁf g@%latsj’?@s%w;é&o?’n 2
an .i,n yitro di ssal i &8 higlBstRkloAto & WEmeR pubject
110 111 ‘PFoUPs“%?W’r% %iﬁét%étlégrfggh’oﬁ 112, A sol i d dosage form
under fasRREROARIOE, oATbiRct Cya tmpariess thires G offiec EETFG BTAGERT ™
is  at least one o

compositder]. 4- (4- chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi c

acid, a salt of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ _aci

1sif f e doRa lebatd form of claims 101, 102, 103, 104, 105, foél 184, fos, 109,

chl or obenzoyl ) phen Nl TR 2RANGhRiRGtO to a human
110111%&7@"\‘]{1‘353%{}!% rgﬁﬁé’%}?hqﬂ%gg%{;oggea?@mm di ssorl(hved in‘qi |

- | A Wid ERadions & 1ldaen 25 af thiertGl.eoffikt mferomes phaymarsyica

SubJec“ﬁlge]le%g\r{rlw{ .0 %to 41.0% and at two (2) hours is from
composifldn0% to 79.0% 113. The solid dosage formof clains

101, 102, 103, 104, 105, 106, 107, 108, 109, 110 111

or 112, wherein said solid dosage form after

AB Nt dofitlideBagk dord bilctaim $1ijvertein tredernx: #ithe peliyl dosage form

conditions, exhibits a f hat

after adrofnigiragion teag human syhiect BB aStiﬁlﬁ ﬁPﬂ‘g@g’%ﬁ ilrsl %{a}e?ﬁ(tc@@‘% HAREC e

onposi.t | 88064135480 PCT/ US2006/ 013121
of the re%?g_ceﬁ%l Hﬁ% eiuﬁgaggsage ?orm of clains 101, 102, 103,
104, 105, 106, 107, 108, 109, 110 111 or 112, wherein
sai d solid. dosage. for af dni.ni at LPMelsBli® dosage form
hianThe#glidcdosage{gap 0?1 8’@%‘??\3&0‘%}1%% 19 it%éngfmxexﬁllegi ts ?th
- teo b B SubjB@hndeGastirxconliitons &fa lasicll 5% of the Crax
afteradﬁw@%(tﬁ%{g’gl}?iacg cgr%'pos.i.ti on. 115. The solid dosage
of the réferet®pharimacengicd@ompoepon1 03, 104, 105, 106, 107, 108,
109, 110 111 or 112, wherein the Chmax of the solid
dosage fonn after admnistration to a human subj ect
{pger Thasbhd@oskgnbiinioesuiins 14} \lzvhaa'mttha ha00fthe spbiddegpee form
of the reference phannaceutical composit.i,on :
after adatihisttatims@gemenaubiectygehB48S C‘Wfﬁlét?%s S %tﬁgasblrg()%’g &f HRC e
t he soljd dos wafter adm nistration to a human
OfﬂwIEE%?@EPhﬁﬂgggﬁggg%ﬁﬁ%%ggﬁaitions is at |east 120% of
the Crax of the reference pharmaceutical conposition.

é&gx gl?heetsgggi I§g$agé) %%%g artlfmrbflfﬁ, %vlh%%erirr]l %%%ma%ﬁflg 5dlid J&age form

after administration to a human subject under fasting conditions is at least 105% of the Cax

of the reference pharmaceutical composition.
120. The solid dosage form of claim 119, wherein the Cyax of the solid dosage form

after administration to a human subject under fasting conditions is at least 100% of the Crax

of the reference pharmaceutical composition.
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after admnistration to a human subject under fasting
conditions is at |least 115% of the Chmax of the

wO0 efoendnase pharmaceutical conposition. 118. TheCHUS10d6/013121
dosage formof claim 117, wherein the Crax of the
solid dosage fonn after admnistration to a human

1?’ﬁ bj gt sdl{&jd%i’sa%@ﬁ)hhlw cimdi0j whereinshaCnixefthe solid gogsge form
e x of the reference phar eutical_c etHeQP.  of
after adnﬂﬂi@tratmeo@diumw@bl&@@rlﬂ@iﬁ%‘gﬁg « }Q‘}‘Pf“ﬂ %1‘?/%@;@2}.3 ?1’!4111% rax. O
Cmax, of the. ' ge form after admnistration to
the refer"’élcﬁBW%E‘%}%@%“&?@&?@ asting conditions is at |east
105% of the Chmax of the reference pharnmaceuti cal
conposition. 120. The solid.d

1aBer diha seliddessas fosm qli 11§101| 1 d%ﬁ%%%gtfgg @?ﬁoéf ﬂg% t&)'éir@ d%gfgge form

admi_ni. I hemP £:aHRg esiditivides atflemt DO of the Crax of
after adn@gﬁgla 1?%%)2&1#@5‘%1%&'@%“ 100% of the Cmax of the
the referér@feghenceptieah nampesitianl conposition. 110 WO
2006/ 135480 PCT/ US2006/ 013121 121. The solid dosage
formof claim 120, wherein the CmaX of the solid
199s a0, of BliMaaldee forddst dhist 128, wdirdinthe Chupefiths saljdedasage form
under fasting conditions is at |east 95% ff tglggs %’@%f
after admfnisttatien teed by subideh FREE SUHing SPIUBHTIS iaf et 30 {0 e
sogi d dosagg fororgmti)ofn claim 121, wherein the Crax of
reference RRATRCFHFLERRRH 'GP after adninistration to a human
subj ect under fasting conditions is at |east 90% of
the CraX of the reference ar,maceut i gal yey
123, Theesodidldogagsderp el Fla%@ “61?35‘?%%1‘?2@?“0 @gg?ﬁd ??1%@3 fomz
Cra X of ' Rhtigonaidnt feast 3086 bHihetCnax
after ad1§1rH§ﬁaglﬁn;t€§jhec ahgﬂﬂgtfst%fg ggliiﬁﬁéﬁ%cpndi.t ions. js at |east
the refefp¥e Pharinaeeuticelf @ngrsitiop hirnabenisirebom elowposfarenss. 124

The solid dosage fonn of claim 123, wherein the CraX
pharmaefuticHeco8BIOF ¢ o8osage form after administration to a

human subj ect under fasting conditions is at |east 80%
of the CmaX of the reference pharpac

i cal
0Ot saif adsbes Taorfeloons 401 0Wo0F0's A 1081 LG ALE 108, 109
110 11D LT el an AL GBI B SR dorhed fourh B Rl i AGEAE 4 Biithn

_ 106, 107, 108, 109,
subject f]ﬂ(})lrg ijé%ﬂl%r cohdtion¥Mrert Bdast 68Y ALkD AUQ dien whirenredbemppeeutical

e : .

m after admnistration to a human subject under

compofifist.i ng conditions is at |east 65%of an AUC of a
ref erence pharmaceuti cal

126. The solid dosage form of claim 125, wherein an AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 70% of an AUC of

a reference pharmaceutical composition.
127. The solid dosage form of claim 126, wherein an AUC of the solid dosage form

after administration to a human subject under fasting conditions is at least 75% of an AUC of

a reference pharmaceutical composition.
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conposition. 126. The solid dosage form of claim 125,
wherein an AUC of the solid dosage form after
wW@evbn3Bsr ati on to a human subject under fastiPQI/US2006/013121
conditions is at least 70% of an AUC of a reference
pharmaceuti cal conposition. 127. The solid dosage, form
18 Chfd @1ik2Rsagy oM onciaim ALL wferein g_mes?copfdbwé dosrsh
after admnistration to a hunan su r Y
form aftos st ke REmRERH I FoURE Aptd oo 1 et BB e

T

The solid dosage formof claim
127, wherein the AUC of the solid dosage form after
adm ni stration t

: a human .sybj ect. kR8lid dosage
oo v BBl RASA B G opp 3 e
refer - RGEH ks adt veesrasiny conditibAOis aT teests’ds af the
fomaﬁeaggrgbrgﬁfaglp%qgé claim 128, wherein the AUC of the solid
AUC of thega@eencé phammtewicabemineskiiopat i on to a human subj ect
under fasting conditions is at |east 85%of the AUC
of the reference pharmaceutical conposition. 130. The

136] | 412880 R040E Wi oMby Shemhottei A€ é thasehig flogage
soli osage ormafter admpistrati on Lo %%W/ of the
form aft@tsdjenistratimielo aftasmansgbicsinder BRang Onund LT 'S5h¢ of
the _AUC of the r . rmaceutical conposition.
AUC of jheyrefefepeed, F‘H‘%"“’S‘étg%‘gé‘ﬁ?%‘fs%mg‘? clai m 130, wherein the
AUC of the solid dosage formafter administration to
a human subj ect under _fasti ondi t.i oS~
5% G el dnEREedPITE AECTABH BB P Al g U O R Rkage
DOS

Comosi | inshied osaae coratitiorsfis al laastPIBof the
form aftg 3qni hsgﬁtaﬁgn‘f’g@%%?&ﬁlgﬁgol i d dosage formafter

AUC ofal@idlirshdeatiannatentical kamposideb) ect under fasting
conditions is at |east 100% of the AUC of the
reference pharmaceutical conposition. 133. The solid
gyf agey{ Sk (R]csa% R0t 3Rim e/ ehereinhiee AUC of the heliddtsper
0Sage ormafter admnistratjon to ('i\.hun:antfub[jl%ﬁs fthe
form afitndénidisistiongo ¢ bnan Ferect Made fastwg sPndiEes 15t AT TORGY
of the reference phar ti cal conposition. 134. The
AUC O%WF#GWBE%Q@WFW&S% C ;;I%%tufg.& wherein the AUC of the
solid dosage formafter admnistration to a hunman

tslggj e(’:l“the l;gl(ijc? (rlo s,fagesz tfcln';]ngofcc(l)aq]f%I 1t3|2?\r)]vﬁerlelsn t%te A[?@%% b k8fa ﬂgsage

form after administration to a human subject under fasting conditions is at least 105% of the

AUC of the reference pharmaceutical composition.

134. The solid dosage form of claim 133, wherein the AUC of the solid dosage
form aﬂef administration to a human subject under fasting conditions is at least 110% of the

AUC of the reference pharmaceutical composition.
135. The solid dosage form of claim 134, wherein the AUC of the solid dosage

form after administration to a human subject under fasting conditions is at least 115% of the

AUC of the reference pharmaceutical composition.
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AUC of the reference pharnmaceutical conposition. 135.
The solid dosage formof claim 134, wherein the AUC of
wo bweasd4@ dosage formafter adm nistration tRCHUMG6I3121
subj ect under fasting conditions is at |east 115% of
the AUC of the reference pharnaceuti cal con‘posljélgi on.
13612 ¥R 2AHGTt3R48m BETAINS28R 6YiEien sthe AUSHRT trpgolidgiosese
dosage formof claim 135, rei @Hq L8269 dfdhe
form aftetladraigéstiolpiind h@p%g}h}%?&?ﬂ??sglﬁg £ élli]cgtl umsé(r%{ S ject
nd f ' Rdiitdanssitisn.at | east 120% of the AUC
AUC Oftﬁ?r%]rgm?eseéﬂear?%ﬁ%% phar er%ceuti cal conposition. 137. The
solid dosage form of claim 136, wherein the AUC of the
sol i d dosa form after | L SEH3hd ARct Of e RYE@Aosage
1501} Sbe SalE-r ST BT B A e o )
form afte& ggmiﬁ%&ﬁ%,ﬁ t6 B@ufnah 8iilgae enfirdhsiageohdicans isarfrost 258nof the
. sol 1 d dosage form conprising: an active agent,
AUC of tieeeferance hearaec¢uiisabepaosiien: at | east one of
2-[4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c
acid, a salt of 2-[4-(4-

168! onpkanzawhidhenespritinge ahyétiysrageainpihercitihg agfivepgent is
buffered 2-[4-(4-

ot least cpRio R A FOIRY R FR R NSRS Y bPISBAIRSP et g or 2
ch1orobe‘§%§ rlﬁ)'h\%}l&ﬁ%ﬁlgg%@gfqp%oi& h&d @08 dgeefearnd-@ ssol ved in

tion at a single pH at O. ho(ggs its
chlorobedtoy RRhodE-Ditetiytipiapahas scids Whereina RRFARECA! Tndpspgs form
_ hour is at |east. 40, 0% and : % ay\6h, Faua td1ess
dissolved e e rrviRalissiubign P g f1 GQH agz)?sdﬂgslgﬁ%&é%fage form
than 71 9‘90' A ]pﬂe ﬁlﬁ Y34Fis 2P _Iétastfiﬂco.d% aBd Pesofhiah 81.0¥380d Airther wherein the
osage form'conprising: an active agent, erein the

dissolutatdfesidaghdtiosage ferm fodlgws agfargfoot of time profile.

2-[4-(4-chl orobenzoyl ) phenoxy] - 2- et hyl - pr opanoi ¢

acid, a salt of 2-[4-(4-

Eﬁ. or 8hena Aybae Hemosthpiisimet dnydctive epemoviereisithe ativg agent is
uffered 2-[4-

4- .
at least oind @fribbﬁbﬁ%d}lpyogﬁ@:ﬁqyi()ﬂlc@xy}%mﬁlﬂrﬂrm& acid, a.sglt of 2-[4-(4-
b e o e By BER G i o m4dissol ved i
o O ST ks oSpemar Bt sl ved i,
chlorobﬁﬁzdy@@ﬁénol@il 0% ethgl-propanessacid, vdrerd 2 poscan@ea et Br&ogags Torm

our Is at |least  40.0% and le than. . 0 0 .
dissolvethismasiin vitiedioa S it e G003 hoafk if 9%@"5%32%?“3 Bss

fl Loys .t 00b2<0H0 bYEdNES thare70.0%Cnd Fehe oftiegein the
than 57&%%3 tf%lre%qgﬁ&gllgéi rrsa8138 or 139, wherein id solid
dissolufles apeid sslid dosadd formdaliiwe Ssquard oAt @f0IEe MAER subj ect

under fasting conditions, exhibits a Cnaxthat does not
exceed 125% of a Cnax of a reference pharmaceuti cal

GABPOSHsisBARd dosage form of claims 138 or 139, wherein said solid dosage form,
after administration to a human subject under fasting conditions, exhibits a Cpax that does not

exceed 125% of a Cmax of a reference pharmaceutical composition.
141. The solid dosage form of claims 138 or 139, wherein said solid dosage form,

after administration to a human subject under fasting conditions, exhibits a Cpax that is less

than a Cax of a reference pharmaceutical composition.

113



141. The solid dosage formof clains 138 or 139,
wherein said solid dosage form after adm nistration
WO e00a/15848@N subj ect under fasting conditions, BXNURIWE&013121
a Crax that is less than a Crax of a reference
phar maceuti cal conposition. 113 WO 2006/ 135480

ﬁgl PE2006 Ekadbrm b 2laidin £3% af 139, Bbsregethe Simm Githe solid
claims 138 or 139, wherein !he fast %%n&ilﬁgnss lak flast 125%
dosage fatosatpe afministeationto a AmnAR syoieqt iprcr Bstine ‘%j ect

hunman su

un fasti b i@ Sothfodtiod.€east 125% of the Cmax
of the C"e’féﬁ{\eere?%?%%r?%gﬁp ejglrlrmc%u ci)cal conposition. 143. The
solid dosage formof claim 142, wherein the Crax of

the solid dosage._for af t adm_ni ti ; form
143} dbe SO oRa LTI Lot NEeLIE A %@ijﬁ
t:h £ ersfh@ b orRiitbotsiic al leasd ioff e {Cmax
after adrﬁlﬁl%@%gﬁgtosag%rgﬁgsgg%gﬁlfﬂgr m of@cl aim 143, wherein the
of the refot@xe phamnireestodal coreasde®. f orm after administration to
a human subj ect under fasting conditions is at |east
115% of the Crax of the reference pharmaceutical
GANP OB et doRA dodefbB forkhef @aini thgodarpn fierCh.00f the aelif dogage form
wherein the Crax of the_solid dos

. e f.or f.t.es
after adrathidtratisn teae hwman sbiedh YpdeH fgs@gf; ée]?(ﬁﬂﬂ%selF aP]aeg?%ilrllg 70 of the Croax

onditions is..at +idt0% of the Crax of the

of the r gp@gmgn%%g}lﬁaégélﬁﬁﬁ%%% ‘conposition. 146. The solid
dosage form of claim 145, wherein the Crax of the
solid dosage form after I,St

er.admn r.atd on t
Bifbj eblre sagedforR Qtf elginy S%’T%L’ a)ﬁéer?lg‘i%e.t @‘i“"é gg ?16 %g@aﬂgsfage form
after adfnllzrg_st%é to grhuﬁﬂg gslgé&rtﬁﬂ&efaﬁh@d@_@ﬁ@hs Batt laasnil0sh of tha Crmax

sol'i e formof claim146, wherein the

of the réf8RKcOfhanhaceaticaldotpssiienf orm after adninistration to
a human subject under fasting conditions is at |east
100% of the Cnax of the reference pharnmaceuti cal

RSO E(ﬂﬂi 048 foFRerenlihd 4dp@hgeinithe Ginafof et fagage form
wherein the Crax of the solid dos%ﬂe forr{] qu v of the C

aftor adainismittrtat omancujcRUmRT BeBREEais s fuiett W% i
conditipns is at.| east

I .95% of the Cl"ax of the
of the rpi¥e@Pe RRETIGREFIRLE] I?Oc%tlll%?li:onposi tion. 149. The solid

dosage form of claim 148, wherein the Crax of the

solid dosage form after admnistratjon.to

94Bj edhesnlié dosage farayoicd#mm 140 woefed é\‘fr&f%%fﬁhg%@g}osage form
after a&gi%is%én ’%f 2 hidl%h §u%§ £ BOEE rRAAL BReEHbsGabt leamo8iotdfdim Crax

of the reference pharmaceutical composition.

148. The solid dosage form of claim 147, wherein the Cy of the solid dosage form
after administration to a human subject under fasting conditions is at least 95% of the Ciax Of

the reference pharmaceutical composition.
149. The solid dosage form of claim 148, wherein the Cyax of the solid dosage form

after administration to a human subject under fasting conditions is at least 90% of the Cinax Of

the reference pharmaceutical composition.
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114 WO 2006/ 135480 PCT/ US2006/ 013121 150. The solid
dosage formof claim 149, wherein the Crax of the
waelobd3desage form after adm nistration to a PCIES2006/013121
subj ect under fasting conditions is at |east 85% of
the reference pharmaceutical conposition. 151. The p
150! i dheesieddospe formfofclainrh4d5eherginethe Cmataf dhagphid dgpage form
the solid dosage for fter adm.niStrat.i g figman
aftr adigisjaan SR AP PO IR SRreh
CBeuticQf eitiogf erence pharmaceutical conposition
referenc%jf;ﬁaer adrrtrllc%cgt at ilon of said reference pharnmaceuti cal
conmposition. 152. The solid dosage formof claim 151,
whereln an,AUC of. the . fQren & th€solid dosage form
12dni ﬁéh;‘?tsf’ﬁii Agiper St %fuérr%# isjsu(gjg@g%%nge rfastin %r ©
after adRENalbORSs hifim@t subpas indh Fastihg aondMihsais at least 80y @iibe Cmax of

pharmaceuti cal conposition. 153. The sol.i.d dosage form
the refer@ﬁceqiba:'fmm’@sﬂ?alWpéﬁlﬁoraﬁﬂ%@émérfmtﬁ‘?@n§gls?lg r‘&%&%ﬁ% form

n afﬁer1 admsqgigﬁrati on to a human subject under fasting
pharmaceyHed’ FPPRS S at | east 70% of an AUC of a reference

phar maceuti cal conposition. 154. The solid dosage form

O B Lo et oL 0 A k8 8 AU o339 AR form

under tastin
conditd ' 118 88 tund &% @fncaBnditdonofs at Bastef5es efmeAUC of
aﬂeradrﬁﬁrgérj[#%lgg@ ??:Ia %%cs) OSi tli on. 1§5. The solid dosage form

a referefide pHamhaetibeh] composiion.t he AUC of the solid dosage
formafter adm nistration to a human subj ect under
fasting conditions is at |east 80% of the AUC of the

(ﬁj?i er @H‘? S IRNAIRBCRMhioE@laih A5POShdrtiamn ABE of Thesodididospge form
osage

orm of c¢laim 155, wherein the AUC.of ol i
after addosiaiggionftormuafanstbigelindpisiaptatg Wdttwnél#g i Ié(% joi &t Wb of
under fasti.n% con%liittiiogns is at | east 85% of the AUC
a referegee PHAEMACRUFE (OB PRRE raceut i cal conposition. 157. The

solid dosage form of claim 156, wherein the AUC of the

solid dosage formafter admnistratio
36} odho andblomas FrAp !l LPOHETE AL Sl Rl osees form
ne oy @f [ fikidrzas atdeaposiitdfan AUC of
st oS BB ER AP RGO =

a reference pharmaceutical composition.

155. The solid dosage form of claim 154, wherein the AUC of the solid dosage
form after administration to a human subject under fasting conditions is at least 80% of the

AUC of the reference pharmaceutical composition.

156. The solid dosage form of claim 155, wherein the AUC of the solid dosage
form after administration to a human subject under fasting conditions is at least 85% of the

AUC of the reference pharmaceutical composition.

157. The solid dosage form of claim 156, wherein the AUC of the solid dosage
form after administration to a human subject under fasting conditions is at least 90% of the

AUC of the reference pharmaceutical composition.
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158. The solid dosage formof claim 157, wherein the

AUC of the solid dosage formafter adm nistration to a
wheovan3sebj ect under fasting conditions is at PERES2096043121

of the AUC of the reference pharnmaceuti cal

conposition. 159. The solid dosage form of claim 158,

wherein the AUC of the solid dosage formafter

128:1“(;1 H"p{:’ té&g{ (1!1(252&% qu@égtc'lm@d?}l'} ﬁ?rémucﬂ%%@ é ?Ptthﬁ 81id dosage
form aftedr%]:iﬁﬁlﬁ ?a%oﬁtﬂ@? MREaH t?é‘ét BRI conditib6is a7 heestsIH% df the

ormof claim159, wherein the AUC of the solid
AUC of d@&a@fbncé phmﬁ@témahmmnﬂsﬁloﬂatl on to a human subj ect

under fasting conditions is at |east 105% of the AUC
of the reference pharmaceutical conposition. 161. The
1%9' ! ﬁh@%ﬁ&aog & wraf omamnsmwhemmm@nétmwléﬂO@agé

sol i d dosage ormater admi pi stratiq
form aftmmﬁamum%etp s et BRgns Sngtionn it EDRRgp of e
AUC of e tépiige FhpRsh et apsgiRlinr maceut cal conpos L4 on.

osa rm of claim 161, wherein the
AUC of the solid dosage form after adm nistration to

a human subj ect under fast ond| 0 |
1605% Bie sokid dogage %nPﬁ%la% éelﬁﬂ%rgnggeoﬁttﬁ%: élllﬁ%gage

a-H]‘ﬁJ {hﬁhe@l osa0e chatitiomsfis ef laastl 08572,0f the
form aﬂWn miS& ﬁ&'ﬁ?@%‘? efegol id dosage formafter
AUC of&ﬁ@tdﬁctrsmdeqihannadeutwal lommesigerbj ect under fasting

conditions is at |least 120% of the AUC of the
ref erence pharmaceutical conposition. 164. The solid

@IS agend %HH@ cQ)fsa R0k 68im Woerwihereih ise AUC affthe halidsdsispgp
dosage ormafter admnistration to (i\ humantf @ﬁg £ the
form afiendéminisustionip «bwein puect iaderifastagepndiiens 1§t AR TTRGO

ref erence r al corrp05|t| on. 165. A
AUC Og@FF%CIETB%%@@I‘F‘B‘?% cor?p%%?%éﬁ an active agent, wherein
‘ the active agent is at |east one of

§6£ 3 gl“ge g&hf éq%ggc%o[?%l ) @I?a?rrr]l 163i] wﬁereln tﬂg AL&E SPad %bffd dosage

D HEYhstRoQidaRiogs Bt thasir 118% of the
form a@ %‘%%%‘12’ ?%ﬁ%@%\é 26{%6/ 13564 0 PCT/ US2006/ 013121
AUC of HeateRe0 piinabertimldongpasitony | - pr opanoi ¢ aci d,

wherein said solid dosage exhibits a difference
between an in vitro dissolution at a dual pH and an in

“1'6? ro ﬂe R4 Hbda@P féHn & i1 @, wikkeif the LOUO of thelspli dasege
t her ere| n-sald dissolution at the, dual q 9%? h
form aftbieadsdinigiratiquHo a human subject under fasting conditions 1is at'leas of the

AUC of the reference pharmaceutical composition.

164. The solid dosage form of claim 163, wherein the AUC of the solid dosage
form after administration to a human subject under fasting conditions is at least 125% of the

AUC of the reference pharmaceutical composition.
165. A solid dosage form comprising: an active agent, wherein the active agent is
at least one of 2-[4—(4-chlorobenzoyl)phenoxy]—2-methy1—propanoic acid, a salt of 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-
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are each determned at two (2) hours. 166. A solid
dosage form conprising: an active agent, wherein the
wa@ewbass4ement is at | east one of PCT/US2006/013121

2-[4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c

acid, a salt of 2-[4-(4- o _ s
Chlorobe@gg%%ﬁgp%iiﬁd(mzﬁmd@oﬁ avixt, IvgHerqin o33 Aol desegicdibils a
difference hEtwresh en oyl psEABKT 22 ARLRF kB AN ar digtqlpion ot & sinete
H f-1@’Q$§A§‘7 i SR Wndr SIS AG8isSotHid 4tFhedual piif e e single pH
pHo a

an‘tn vitro dissolution at a dual pH and an in
are each MbtbFBindd sig0lou®) bowrat a single pH of -10.0 to 9.0 and

further wherein said dissolution at the dual pH and at
the single pH are each determned at two (2) hours.

1 \%ﬁ?' A&ﬁﬁL&o@a&%ﬁﬁ%ofr@ﬁﬁi‘n‘gQﬁﬁﬁd':tiwiemgentawhal@tn the aglfjeerggent is
ereln the active a%ent Is at |eas

t of
at Teast cie o 2{[4-(Slohioralisarod TP pHAI R UL FOPRAIS Brigyainl of 2-T4-(-
a Ssa

ac| Ot i o1-bibnhiic aci frered 2-[4-(4-
Chlombegﬁ?g}%léwg%ﬁlﬁwgké%fjﬁof %%19 r?;r/f‘b B.r 8r§an O[I .c( acid or_a
chlorobé?ﬁ%yffl?d'h%ﬂo)%f]b‘-‘m(a‘dmyl-propanoic acid, wherein said solid dosage exhibits a

orobenzoyl ) phenoxy] - 2- net - propanoi c acid,: ;
differeneaiEatesen andndigoissp! @@E&@ﬂ%jﬂia{%‘i n ‘df’?r@srsgﬁ%lgn at a single
feen. ang RV L Qi 4R R thealudLilT apiHagthe saugld pH are

oot HF LoD bhEQpLERLHLR st g st st

each detbHhinB@ bt twaRBhowsai d di ssol ution at the dual pH and at

the single pH are each determned at two (2) hours.
168. The solid dosage formof clains 165, 166 or 167,

ﬁ@?er ehoRd ?Aéﬂge %rrr?@drﬁ‘[ims‘i’:g&? agfactios hyaineshadh tid dctize agent is
Ubst anti afi y-upon oral adm nistration to a hungn 0-T4-(4
at least 61t BL[4-{4nactdofobenzoyt)phenowike izt A RANPE agith, A@%%BF -[4-(4-
sai d_dosage, for pon_oral ) 1 y 0N (4.0 a human
CthTOb§W98196r‘i°ﬁ3’]é£?%@r%ﬁﬁéo%@gfce@ﬁ%?ﬂ %%@%%I?? (SA dosage form

' 5. - RbnakB acih evieidin tdié selld0iohgs exldbits 2
Chbmbg%zsogg gh%}%ﬁhp u rrl%l e?}ﬁfﬁe}dp condi tion

dj vi ded by. .
diferersabddos ayer rgrtisnigonELe AT s 1R i g dingle
0 A3 117 2 R are
pH of -?@é fo %ﬁ@né &u]%ber 3v]ohs?re¥@ S%Q g@s/sc]iﬁﬁélfgt tRCHLAVPEORG A Higlddgle pH

age formo aim 167, wherein the
each defidmimdd =8 a6l (Damage form under fed conditions divided
by the AUC of said dosage form under fasting

conditions is between 0.80 and 1.25. 171. A solid

age L ors ki1 o fhsAG! 155 ROGR] whirkies el AUCT said
3831 v hggglﬁﬁ 8?%@@ gt géfézst one of i a fed
dosage%‘oﬁxg dé1 lﬁ?’fdﬂ bﬁb&mﬁﬂa}lz npoosayp] admimistialien {5y HRERY) gubject in 2
state Wfalgrll cc’>rr1;z;1ar§<i’jl to anoLU%_ cgf s_al% dosage form upon oral administration to a human

subject in a fasting state.
169. The solid dosage form of claims 165, 166 or 167, wherein the AUC of said

dosage form under fed conditions divided by the AUC of said dosage form under fasting

conditions is between 0.70 and 1.43.
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a
buffered 2-[4-(4
w@ hdoenzdaenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci BICT/US2006/013121
wherei n when said solid dosage has a Predicted
ARel ative Cm. of from-0.2 to +0.8. 172. A solid
160 aa8. kotucaspidrs dfglaian 6Acwhereinghe AUC aheaidflpsagh rm
active agent is at |east .one of . TESRE
under fe@egnslitjanselividedpeths S\ SQ' [9% é"ﬂg Eg;iagg Torm %d[e_r 6%588% ﬁ%rlldétmns ®
jd It of 2-[4-(4-
between @%Oo@gaézr?’?

oyl ) phenoxy] - 2- net hyl - propanoic acid or a
buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] -.2- net hyl - pr j dacti ti
Ther &1 POl AR S i ae b e CEE @rhg%‘f?‘ﬁhgﬁ‘;“;;ie; .
Relcativa._ b odl 2-tnethyBpdpaiddid acithesaiodl -(4-
at least @gg?laflg'e[dff orcgmc%?bégll 21}} mrrgmi%)%]qr 173, pV\,her ei n._ an AUC of

chlorobeabyl)shenaxyd-2-nethyl-guwencie ecidior pdNIEREL Wnth al Iy upon
or al

NG S (B S 65dn daft b1fdetbsadodias a

chlorob éﬂ)lgﬁﬁﬁ@f]gimte%’ygﬁmg 8? &s al Béggﬂs agée][1 form 1upors1 or al

PredicteB MR MtRle'@L| &Trdif -@2 heiwes. subj ect in a fasting state.
174.

The solid dosage formof clainms 171 or 172,
wherein the AUC of said dosage formunder fed
ndi {ions .di yi : ivS adcht, dRSRER theoddive agent is

ﬁ&der}*ﬂgifi%sga\éégoﬁfg}%f“o%%%gﬁ o RlivE 70 and 1,43 s
at least dbof TThe(Salbmbeenghphdoryl-vinathdimerergic agfb Asrh of Fdd-(+-

AUC of said dosage form. ungfr fege é’c?fj-i %_!(4?.”3 di vi ded
chlorobpyyzoyhehgnory bf-mesid- rieRaRge & R PTG 4L 'ng .

condiyti .5 i BRiARhedei?Whed #Ad sdlidl dosage has a
cmoro}:’?%%%ﬁ’%%%ﬂ %gn%ﬁ%?ﬁ%hngﬁs%ct ive agent, wherein the
Predict@CARMetiag@nk of fomt-0.2 tea$h2.one of

2-[4-(4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c

acid, a salt of 2-[4-(4 118 WD 2006/ 135480 _

F[) ./ Uﬁ’%@@@l’icpéoﬂl%éform of claims 171 or 172, wherein anA_UC of said dosage

C e

or obenzoyl noxy] - 2- met hyl - propanoi c acid or
form ddmsfnbediéer Qal%gtazngaﬂy upo>;1] oral admin%étrat?on t% arhuman su\oj tcfin a%ed state

when cgﬂgl!agq%ﬁ 2@ Q.% &)Ge%ggs%n(? éﬁag%ﬁ nuttg‘%éh'oﬁ’z{l%ﬁﬁﬁ%t?atﬂﬁi t6 a hlnfidn sébject

Ion conprising an active
inafasﬁg?gttate_v\herei n the active agent is at |east one of
2_

4- (4-chl orobenzoyl ) phenoxy] - 2- et hyl - pr opanoi ¢
acid, a salt of

gl7ng E) Y ?s%ii@ 38%%91%3Pﬁ§1ﬁ%x13’7]1 o2 1B idreintipp AU of satd dbsage
r ere - - - . .
form uRiNrIE@bezHs Xiiéebixy The AUE vfigaid dosaga derneunger dasting gonditions

The formul ation of claim 177, wherein the active agent
is betwiegn Q.7p@.n@4.43-

175. The solid dosage form of claim 172, wherein the AUC of said dosage form
under fed conditions divided by the AUC of said dosage form under fasting conditions is
between 0.80 and 1.25.

176.  An oral formulation comprising an active agent, wherein the active agent is at

least one of 2-[4-(4-chlorobenzoyl)phenoxy]-2—methyl-propanoic acid, a salt of 2-[4-(4-
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. 179.
The formulation of claim 177, wherein the active agent
w0 200s/131Bd  of 2-[ 4- (4- PCT/US2006/013121

chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d. 180.

The formul ation of claim 179, wherein the salt of
chlorobe@z‘c{ygpﬁél‘rox‘} b el oydnpsreeiboyd b‘ﬁfm H‘f"'(/ll""' opanol ¢

acid is selected fromthe oup consi sting of:
chlorobenzpyliphenoxst-RapddrRTARAOH, 8é‘?‘Lanol am ne,

di cycl ohexyl am ne, tronetham ne, |ysine, piperazine,
cal cium and tromet ham ne. 181. The fornul ati ont ofh ein the
171.ai M rhedifiedvndeast nral fiensddtionsPmprisag @g.active agent, wael

_ chl or obenzoyl X¥{.- 2-.net - )3NALEvBEiofardic acid,
stive agemigR R Bwt 299 ! %R%—'ﬂ-a‘?-aﬂse&r?bgﬁ?oa@f%ﬁ%@i?ﬁ%ﬁ%@fgﬁﬁgée[‘; e
$a4 inPRefXYPLim@Rylepropatoir id of a bufftredst4dfre
salt sz2?(429{11%%#%1}11%rgbenzoyl_) p%g)rfg?(y] - 2- met hyl - pr opanoi c
chlorobeagoyl)phaneai]2-methyl-prpppapic acid.

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi c acid or a
buffered 2-[4-(4-

168 oreRepEak)Eheidai] 177; whereid thp notpeeregient iaild-(4183.
The formul ation of claim 177, further conprising at
chlorobdnsaghphsnexy]A-BetairPrereifid®idnechani sm 184. The

formulation of claim 177, further conprising at | east
one enteric coating. 119 WD 2006/ 135480 4
{PGT/ USROREARNABARAL claigs] 7 7] befeor thelastiyoreest is@ saltef 244;(4-

further conprising a cone..ﬁSG. The fornul ati on of
chlorobesizay DRhEngxy lh BB YA PFREUE A& onpr i ses at | east one

active agent. 187. The fornul ation of claim 186,
wherein the core conprises 2-[

4- (4-

1, or Dheformylajiph efdsiy) 122, néergin tsrel i dilé-GEei d. 188,

The formul ation of claim ¥ ' isti :
chlorob%{)plgeggx d .g}etthyé-fpr(?%flgf_cgagﬁl is WAELEL BoftBe GRIUD cons1st.1ng Of.
choline%ﬁﬁ#o?ﬁ%ﬁ@,%étﬂﬁﬁ%ﬁmﬂ di@ycloteRylamine rameihamding, dysineg piperazine,

e fornul'ation of claim 188, wherein the salt of
calciumZmfd4rofdethaphtner obenzoyl ) phenoxy] - 2- net hyl - pr opanoi c
acid is selected fromthe group consisting of:

chol i ne, et hanol am ne, di et hanol am ne,

g8 Y Clrab exrudtionef ctaira 80 raiireie, the sl of2-[4pl%per azi ne,
cal ci um and_ tronet hani ne, . 135 choli
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid is choline.

182. The formulation of claim 177, wherein said formulation comprises a mixture
of at least one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methy1—propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methy1—propanoic acid or a buffered 2-[4-(4-

chlorobenzoyl)phenoxy]—2—methy1—propanoic acid.

183. The formulation of claim 177, further comprising at least one rate-controlling

mechanism.

184. The formulation of claim 177, further comprising at least one enteric coating.
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190. The formul ation of claim 189, wherein the salt of
2-[4-(4- chl orobenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢
wa@eiod/13schol i ne. 191. The fornul ati on of cl ai PE1/B882006/013121

wherein the core conprises a mxture of at |east one

of 2-[4-(4-chl orobenzoyl ) phenoxy] - 2- et hyl - propanoi c

1851, d, Tlee fahtlatén af ¢laing 477, further comprising a core.

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a

buffered 2-[4-(4- _

fﬁq?sl. or Phenzavlaipheneivl 125, Fitdhath 1l @pacsahprises pleast 98¢ active

e fornmulation of claim 186, further conprising at

agent. | east one enteric coating surrounding the core. 193.

The formul ati on of claim 186, wherein the core further

conprises at |east one rate-controlling nmechani sm

197. Thefdeumibabt claimfl 86, velieneif 98; cdreicomprises @rigr(#si ng

at | east one enteric coatin surroundi ng the core.
chlorobepmyiphomoe]-23BetRy- Weny9shs/ 013121 195, The

formul ation of claim 193, further conprises at | east

one non-rate controlling | ayer surrounding or coated

088.t 0Thb éoramiation bP6lainiHE6f whareindh¢ erre 6pmpriggsmh spBof 2-[4-(4-

further conﬁ)ri Si at | east . pne ent eric coating
chlorobgpzqybaRen Py L rRetay - JraRPIGHE non-r at e- cont rol | i ng

| ayer. 197. The fornul ation of claim 186, further

conprising at |east one rate-controlli ng mechani sm
489.r o Thdiferpudationedckadmdi38; wherpia the palt ohiBl-(4rhe

formy ation.qaf claim197. IS :
ctorHREEREEARS e A ST RTRR Pl chathe o
choline! ath8n A aRineOkikinagolpmateaticsetohddMmmifibardnoetharhiat lysinefpiperazine,
claim 197, further conprising a non-rate-controlling
calciunh ayetrompibeéen t he core and the at | east one
rate-controlling nmechanism 200. The fornul ati on of
claim 199, further conprising at |east one enteric
qoat i Mthe fBHHKlAELTOL fgaitchB9avhErasthe sale of Z{€{(£ont rol | i ng
mechani sm 201. The fornul at.i.on Ofl' claim197, further
chlorokengpylipiicRex a2 FrrorandieAC A €lW8nt rol 1 ng | ayer
surroundi ng or coated on to the at |east one

rate-control ling mechanism 202. The fornul ati on of
¥igre of at least

cloai m Plforrhuietibreof donpt 3t wigrean theeqta COpEIsehe B
one ofCZ(-)[a4t-(|4[]cg1lorobenzoyl)phenoxy] -2-methyl-propanoic acid, a salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid.

192.  The formulation of claim 186, further comprising at least one enteric coating

surrounding the core.

193. The formulation of claim 186, wherein the core further comprises at least one

rate-controlling mechanism.

194. The formulation of claim 193, further comprising at least one enteric coating

surrounding the core.
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surroundi ng the at | east one non-rate-controlling

| ayer. 203. The fornul ation of claim 185, wherein the
W@o006/188pri ses an inert substrate. 204. The PCT/US2006/013121

formul ati on of claim 203, wherein the substrate IS

coated with at | east one of

2- [4 (4- chlorobenzoyl)phenoxy] 2- et hyl - propanoi ¢

ts
t Jeast n-rate-
or Eﬁ%m a)tlﬁﬁe é1>%§/n]1133 fmtﬂﬁel b 81 S%Sn%i %as a%rfednoor a
controllﬁ’:%flfa%r%drrguﬂd‘}né ércoated on to the core.
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. 121 WO
2006/ 135480 PCT/ US2006/ 013121 205. The formul ati on of

g%a ! mrﬁQ f’onnfuﬂtltoﬁ grt RAARY5 ShRtfe@oniRRfs @ NRstHe@htegic coating

Surro t he substrate 6. The
surrounﬁﬁfgrthé atlbm;Doné nmt—mtm@ﬁlb,lhrigﬂlayd;rer corrprl sing at |ease
one rate-controlling mechani sm surroundi ng or coated
on to the substrate. 207. The formul ation of claim

1269, Fl*ll'lF ffé]ﬁ{ulﬁf%%f e B g 88! fukt@asSdonHRip0oM 1da8t @re rate-controlling
controlling layer sur r oundi ng or coated on to the at
mecharieastrrandingreostedond thierrgrd. ayer . 208. The fornul ati on

of claim 206, further conprising at |east one enteric
coating that surrounds the at |east one

9% &- qRBER1ARE JTREMANIOT HurBeSconTirsiigat tedsabneomieic coating
claim 207, further conprising at | east one enteric
surrounglirzg fhagt lepsiane saie-corFIENE MECRANITRast one

non-rate-control ling layer. 210. The fornulation of
claim 204, further conprising at | east one non-rate-
q9pt I athlei fognilater ofslaimolaTdintheocorpitiegia oon-taje-comtrolling layer

substrate, 211. The fornul atj.on of. cl.aim 210, further
betwees dhgedre prdythatat [eagiane saie- C@Htf%‘:htl% MR ¢ hat

surrounds the at |east one non-rate-controlling |ayer.
212. The fornmul ation of claim 210, further conprising
alOOI edite formeulntdreo it 19, further peobrsing i lsast PBuPRIPTIGCOAting
or, ated on to the at .least,one non-rate-controlling

Surromilda%t © ab yogst Oﬂ?éatf’cfpﬂﬁ?lgflg GBS i m 212, furt her

conprising at | east one enteric coating that
surrounds the at | east one rate-controlli n mechani sm
204, THe foomwiatien praiss 1%, fithsr egmpriging at f@st ong {En-Taie-

controﬁJQ,g H%p\f/%‘? gﬁé@d&gvgﬁg ﬁafitto 8%3% }] A8 cﬁqy g otpc;c])gtt;bl'hﬂg mechanism.

gent or
conbi nati ons thereof.

202. The formulation of claim 201, further comprising at least one enteric coating

surrounding the at least one non-rate-controlling layer.
203. The formulation of claim 185, wherein the core comprises an inert substrate.
704. The formulation of claim 203, wherein the substrate is coated with at least one
of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methy1—propanoic acid, salts of 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid.
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122 WO 2006/ 135480 PCT/ US2006/ 013121 215. The

formul ati on of claim 214, wherein the hydrophilic
wa@o@ati33480 a cel [ ul ose, pol yethyl ene oxi de, pol Bet/nyloesiel3121

gl ycol, xanthum gum al gi nat es, polyvinyl pyrrolidone,

starch, cross-1link Mers or .co mer s
20py | ihefermpl atﬂBOfec?ﬂ F PURAPIASNg, E@F%ﬂt 911@5en(%enc coating

Mﬂ?% icellulose is hydr oxypr opyl
Surroumst gﬁ #ﬁ]ose hydr oxypropyl cellul ose and
hydr oxyet hyl cel |l ul ose. 217 The formul ation of claim

) inth t
e SR Bmrb Syl Bl Rohel Sibritife B BRE o cgeppuoting
mechm%‘;&su%ﬁﬁcﬁh@of SatdRonh tb%h@sdb@ttr&téw or synthetic wax.
. The formulation of claim?217, wherein the

vvat er-insol ubl e agent is an anmm nonet hacryl ate
ol r I C .

SRC IR SRSy FEEI Gt e Bk Lk R5erae
controlli@g haer yllrrcﬁmaﬁig&fr coatpd by tEthe anleasiane yababhnmﬂhng layer

cellul ose or dibasic cal cium phosphate. 220. The

formul ati on of clains 195, 199, 201, 207, or 210,

rein, .t

SRl oy The O amiAafon 8 Qain S KL POmbEEE pl SadfBHE AR boaing
that sufr8dndsiBelat 1882 pnd Be-cAd®]li0fect@B®m. 204, 208, 209,

211, or 213, wherein the enteric coating is one or

nore nethacrylic acid copolyners, cellulose acetate

plohal Bicorhglklith 85@aiaE 20 ARG IRt hptifng BYHEQEHOERBNE coating

met hyl cel Tul ose phthal ateé, hydroxypr opy!
that surretiiris| the bl 1edsb one neretade- -corsredlingilayer, pol yvi nyl acetate

pht hal ate, cellul ose acetate trinellitate,

car boxynet hyl et hyl cel | ul ose or shellac. 222. The

foomul Bld foRnekhtieh af eBinl 204, filrfifer cdrhBrisidBet ledd bne h82rate-

183, 184, 185, 186, 187, 188, 189, 190, 191, 192,
controliigg laypo gurrqueingigaoated v tq g s¥bsralo0, 201, 202, 203,

204, 205, 206, 207, 208, 209, 210, 211, 212 or 213

further conprising at |east one phar rraceuti cally

arldept B forraulatipn efélaind 280 \tﬁtlﬂs@@ﬁinj:ﬂﬁﬂ@ @t least one enteric coating

PCT/ US2006/ 013121 223. Th mul ati on of claim 221,
that sujgaupds; the phigasiene é%fat%ﬁ%ntl‘sﬂj]é%r%é’@ut i cal |y acceptabl e

excipient is a filler, binder, lubricant, glidant,

sol ubi lity enhanci ng agent,

212.  The formulation of claim 210, further comprising at least one rate-controlling

mechanism surrounding or coated on to the at least one non-rate-controlling layer.

213. The formulation of claim 212, further comprising at least one enteric coating

that surrounds the at least one rate-controlling mechanism.
214. The formulation of claims 183, 193, 197, 206, or 212, wherein the at least one

rate-controlling mechanism is a hydrophilic agent, hydrophobic agent or combinations

thereof.
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suspendi ng agent, sweetness and/or flavoring agent,

preservative, buffer, wetting agent, distintegrating
w@o®nt13s4ed f er vescent agent, surfactant, hunectBeL/PS2006/013121

sol vent or conbinations thereof. 224. The fornul ation

of claim 177, further conprising a |ipid-regulating

agient . The2@omuihtien boslath 214, avhepdin eledtiydyohidlic apeat Biartelltiese,

l'i pid-regul ati ng‘w&gent is a atorvastatin,
polyethylpeestide. ipalyethylgngalvaol, kanthra gse, a?tlglﬂatef’r’ Bokingd pyrolidone,

starch, c%%vlﬁﬁ&@hbﬁpﬁ&gﬁ}lé}/sa&t @gblplél’ersmt{a @fdbn’ clofibric

niacrn otinic torc col esti pol,
onega- 3 aC|d ethyl esters, colesevelaln

hol ti I b
O e R Eio 2 OFs B SE Bl (ST DAL Bl
methyif:cgﬁiﬂﬁhes h?@roﬁg}:fgxﬁﬁ%d' cemzﬂ%@é ﬁrﬁﬂ%}d\‘&ﬁgﬁm Eellulé)s%7 The

ornul at f on aim 2 wher ei'n t'he
antl-hyperten5|ve agent |s an1od|p|ne benazepri |

oot DreBrmiRRPERTERAN 21 LBE e nBRUERG fhentis e waxor

water-ﬁﬁaiuBRJdglent epl eronone, eprosartan, fel odipine,

f enol dopam fosinopril, guanabenz, i | oprost,
|rbesartan i sradi pine, Iercardinipine, |isinopri
AL fo%ﬂ?a)ﬁo o!f tlaim %P’y % gnl:‘m tllpé F %' atrt]lﬁaﬁ or synthetlc wax.
edi pi ne, ‘ninodiprne, “ni’sol di pi ne, “omapatr
phenoxybenzanlne pra205|n qui napri |, reserplne
senotiadil, sitaxsentan, terazosin, teln1sar

| aklt oy formyletion of glaim 21 7.aKacseia fae WaiEH-B5P P agent is an
, [
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206, 207, 208, 209, 210, 211, 212 or 213 further comprising at least one pharmaceutically

acceptable excipient.
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atorvastatin, simvastatin, fluvastatin, pravastatin, lovastatin, cerivastatin, rosuvastatin,
pitavastatin, clofibric acid, niacin/nicotinic acid, torcetrapib, colestipol, omega-3 acid ethyl

esters, colesevelam, cholestyramine, ezetimibe, MD-0727, gemfibrozil or probucol.

226. The formulation of claim 177, further comprising an anti-hypertensive agent.

227. The formulation of claim 226, wherein the anti-hypertensive agent is
amlodipine, benazepril, benidipine, candesartan, captopril, carvedilol, darodipine, dilitazem,
diazoxide, doxazosin, enalapril, epleronone, eprosartan, felodipine, fenoldopam, fosinopril,
guanabenz, iloprost, irbesartan, isradipine, lercardinipine, lisinopril, losartan, minoxidil,
nebivolol, nicardipine, nifedipine, nimodipine, nisoldipine, omapatrilat, phenoxybenzamine,
prazosin, quinapril, reserpine, semotiadil, sitaxsentan, terazosin, telmisartan, labetolol,
valsartan, triamterene, metoprolol, methyldopa, ramipril, olmesartan, timolol, verapamil,
clonidine, nadolol, bendromethiazide, torsemide, hydrochlorothiazide, spinronolactone,
perindopril, hydralazine, betaxolol, furosimide, penbutolol, acebutolol, atenolol, bisoprolol,
nadolol, penbutolol, pindolol, propranolol, timolol, indapamide, trandolopril, amiloride,

moexipril, metolozone, or valsartan.
228. The formulation of claim 177, further comprising an anti-diabetic agent.
229. The formulation of claim 228, wherein the anti-diabetic agent is acarbose, oral

insulin, acetohexamide, chlorpropamide, ciglitazone, farglitazar, glibenclamide, gliclazide,
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glipizide, glucagon, glyburide, glymepiride, miglitol, pioglitazone, nateglinide, pimagedine,

repaglinide, rosiglitazone, tolazamide, tolbutamide, triampterine or troglitazone.

230. The formulation of claim 177, further comprising a weight-loss agent.

231. The formulation of claim 230, wherein the weight-loss agent is phentermine,

phendimetrazine, benzphetamine, diethylpropion, sibutramine, orlistat or rimonabant.
232. The formulation of claim 177, further comprising an antiretroviral agent.
233.  The formulation of claim 232, wherein the antiretroviral agent is amprenavir,
tiprinavir, lamivudine, indinavir, emtricitabine, abacavir, enfuvirtide, saquinavir, lopinavir,
ritonavir, fosamprenavir, delaviradine mesylate, zidovudine, atazanavir, efavirenz, tenofivir,
emtricitabine, didanosine, nelfinavir, nevirapine, or stavudine.

234, The formulation of claim 177, further comprising an anti-platelet agent.

235. The formulation of claim 234, wherein the anti-platelet agent is aspirin,

cilostazol, or pentoxifylline.

236. The formulation of claim 177, further comprising a vitamin, mineral or a

combination of a vitamin and mineral.

237. The formulation of claim 136, wherein the vitamin or mineral is folic acid,

calcium or iron.
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