ORAL PHARMACEUTI CAL FORMULATI ONS COVPRI SING FENCFIBRIC ACID AND/ OR I TS
SALTS Field of the Invention The present invention relates to solid dosage
forms conprising at |east one. of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, salts of

2-[4- (4-chl orobenzoyl ) phenoxy] - 2-nethyl - propanoic acid or buffered

2-[4- (4-chl or obenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ aci d. Background of the
I nventi on 2-[4-(4-chl orobenzoyl)phenoxy] - 2-net hyl - propanoi ¢ acid, |
-nmet hyl ethyl ester, also known as "fenofibrate"”, fromthe famly of
fibrates, is a lipid-regulating agent. Fenofibrate is described in, for

exanpl e, U S. PyrAt PHARMACIUTICAM., FORSPOLATEIONS COMPRISINGd 6, 277, 405.
Fenofibrate i s commerci BENORBRIC AUID ANDAORATS SWL. TS di f f er ent
formul ations and is used in the treatnment of adult endogenous

hyper i pi dem as, hyperchol esterol emi as and hypertriglyceridem as. The
active ﬁﬁ!ﬂ&ﬁ_ﬁ]_@ﬁnmnfenofl brate is 2-[4-(4-
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treatment of adult endogenous hyperlipidemias, hypercholesterolemias and

hypertriglyceridemias. The active metabolite of fenofibrate is 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, which is also known as fenofibric acid.

One of the challenges associated with fibrates, such as fenofibrate, is that these
compounds are hydrophobic and poorly soluble in water. Thus, the bioavailability of these
compounds (i.e., their absorption in the digestive tract) can be low. Due to the hydrophobic
nature and poor solubility of fenofibrate in water, absorption of fenofibrate in the digestive
tract of a subject is increased after ingestion of food by the subject (when compared to when
the subject ingests the fenofibrate under fasting conditions). This food effect is undesirable
when comparing the bioavailability of fenofibrate in fed versus fasting conditions.
Additionally, subject compliance is an issue with drugs having a food effect because the
patient must coordinate administration of the drug with the ingestion of food. Recently,
complex technologies have been used to overcome the food effect issues associated with

fenofibrate.



In contrast to fenofibrate, fenofibric acid has higher solubility in the
smal |l intestine region. However, this enhanced solubility could cause
probl ens in connection with controlling the delivery of fenofibric acid,
salts of fenofibric acid or buffered fenofibric acid (such as, the
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efficacy reasons, there is also a need in the art for solid dosage forms of fenofibric acid, salts
of fenofibric acid and/or buffers of fenofibric acid that exhibit an AUC similar to the AUC of

such reference pharmaceutical compositions.

Moreover, there is a need in the art for solid dosage forms of fenofibric acid, salts of
fenofibric acid and/or buffered fenofibric acid that exhibit a lack of a significant food effect
when administered to a patient under fed or fasted conditions. Such solid dosage forms
would improve patient compliance by giving the patient the flexibility to take said solid
dosage form under either fed or fasted conditions. Nonetheless, the time and resources
needed to develop these solid dosage forms are significant. Solid dosage forms require
testing in an appropriate animal model and/or in human subjects. In the event a solid dosage
form fails to achieve an appropriate Cp.x and/or AUC, a subsequent round of in vitro testing

and in vivo testing may be required. Therefore, it would be useful to those skilled in the art if



testing in an appropriate ani mal nodel and/or in human subjects. In the
event a solid dosage formfails to achieve an appropriate Crax and/ or AUC,
a subsequent round of in vitro testing and in vivo testing nay be
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or equal to 80% at sixty (60) minutes and less than or equal to 90% at ninety (90) minutes.

The above-described dosage form (namely, (a) — (g)), after administration to 2 human
subject under fasting conditions, exhibits a Cp,x that does not exceed 125% of a Cppx of 2
reference pharmaceutical composition. Specifically, the Cpax 0of the above-described dosage
form (namely (a) — (0)) after administration to a human subject under fasting conditions is (1)
less than the Crax of a reference pharmaceutical composition; (2) at least 125% of the Cryx Of
the reference pharmaceutical composition; (3) at least 120% of the Cpax Of the reference
pharmaceutical composition; (4) at least 115% of the Cpax of the reference pharmaceutical
composition; (5) at least 110% of the Cy,,x of the reference pharmaceutical composition; (6) at
least 105% of the Cp,x of the reference pharmaceutical composition; (7) at least 100% of the
Cimax Of the reference pharmaceutical composition; (8) at least 95% of the Crax of the

reference pharmaceutical composition; (9) at least 90% of the Cp,x of the reference



phar maceuti cal conposition; (4) at l|east 115% of the Crax of the reference
phar maceuti cal conposition; (5) at |least 110% of the Cnax of the reference
pharmaceutical conposition; (6) at |east 105% of the Chax of the reference
phar maceuti cal conposition; (7) at |east 100% of the Cmax of the reference
pharmaceutical conposition; (8) at |east 95% of the Crax of the Treference
phar maceuti cal conposition; (9) at |east 90% of the Cmax of the reference 3
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per centy lved in an in vitro dissolution at
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57.0% and a
° actlve 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-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage
of the dosage form dissolved in an in vitro dissolution at single pH (a) at 0.5 hours is at least
15.0% and is less than or equal to 57.0%; (b) at one (1) hour is at least 40.0% and less than or
equal to 70.0%; or (c) at 0.5 hours is at least 15.0% and is less than or equal to 57.0% and at
one (1) hour is at least 40.0% and less than or equal to 70.0% and further wherein the

dissolution profile of said solid dosage form follows a square root of time.

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



one (1) hour is at |least 40.0% and | ess than or equal to 70.0% and further
wherein the dissolution profile of said solid dosage formfollows a square
root of time. The above-descri bed dosage form after adm nistration to a
human subj ect under fasting conditions, is (1) at |east 65%of an AUC of a
ref erence pharmaceutical conposition; (2) at |east 70% of an AUC of a

ref erence pharmaceutical conposition; (3) at |east 75% of an AUC of a
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reference pharmaceutical composition; (11) at least 115% of the AUC of the reference

pharmaceutical composition; (12) at least 120% of the AUC of the reference pharmaceutical

composition; or (13) at least 125% of the AUC of the reference pharmaceutical composition.

In another aspect, the present invention relates to a solid dosage form 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-chlorobenzoyl)phenoxy)]-2-methyl-propanoic acid, wherein a percentage of
the dosage form dissolved in an in vitro dissolution at a single pH is: (a) at least 0.9% and
less than or equal to 62% at 0.5 hours (thirty (30) minutes); (b) at least 7.0% and less than or
equal to 71.0% at one (1) hour; or (c) at least 0.9% and less than or equal to 62% at 0.5 hours
(thirty (30) minutes) and at least 7.0% and less than or equal to 71.0% at one (1) hour.

The above-described dosage form (namely, (2) — (c)), after administration to a human

subject under fasting conditions, exhibits a Cyax that does not exceed 125% of a Crax of a



an active agent, wherein the active agent is at |east one of
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AUC of the reference pharmaceutical composition; (7) at least 95% of the AUC of the

ab

reference pharmaceutical composition; (8) at least 100% of the AUC of the reference
pharmaceutical composition; (9) at least 105% of the AUC of the reference pharmaceutical
composition; (10) at least 110% of the AUC of the reference pharmaceutical composition;
(11) at least 115% of the AUC of the reference pharmaceutical composition; (12) at least
120% of the AUC of the reference pharmaceutical composition; or (13) at least 125% of the

AUC of the reference pharmaceutical composition.

In another aspect, the present invention relates to a solid dosage form 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-chlorobenzoyl)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
least 7.0%; (b) two (2) hours is at least 16.0%; (c) three (3) hours is at least 24.0%; (d) three



ref erence pharmaceutical conposition; (8) at |east 100% of the AUC of the
reference pharnaceutical conposition; (9) at |east 105% of the AUC of the
ref erence pharmaceutical conposition; (10) at |least 110% of the AUC of the
reference pharnmaceutical conposition; (11) at |least 115% of the AUC of the
ref erence pharmaceutical conposition; (12) at least 120% of the AUC of the
ref erence pharmaceutical conposition; or (13) at |east 125% of the AUC of
t he reference pharmaceuti cal conp05|t|on I n anot her aspect, the present
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| east 28.0% and at four (4) hours is at least 29.0% (j) one (1) hour is

| ess than or equal to 41.0% (k) at two (2) hours is less than or equal to

79.0% (1) oneeasaée-&%ﬁbea%oéagé &rﬁlftﬂ&la\y "@w@ e%f%r aﬁ&m%%{oa@mo%uﬁw (2)

hours is | ess than or equal our Is from7.0%to

41. 0% suhject yisley fzgtmwan@tw@, mhdqﬁs Mlna%wtt éoeﬁglot)%ce@rué%) of@rfénf )2 hour is
from?7 f O/ The
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(0)) af therefainterphstmaatutioal dompasmmms‘) aslehyt @20% ofithe IC“;E,,@EE thenrgferenexdi tions i s
(1) pharmaceutical composition; (4) at least 115% of the Cmax Of the reference pharmaceutical
composition; (5) at least 110% of the Cpux of the reference pharmaceutical composition; (6) at
least 105% of the Cyyax 0f the reference pharmaceutical composition; (7) at least 100% of the
Crnax Of the reference pharmaceutical composition; (8) at least 95% of the Cpay of the
reference pharmaceutical composition; (9) at least 90% of the Cpax of the reference
pharmaceutical composition; (10) at least 85% of the reference pharmaceutical composition;

or (11) at least 80% of the Cax of the reference pharmaceutical composition.

Moreover, the AUC above-described dosage form (namely, (2) — (0)) after
administration to a human subject under fasting conditioﬁs 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 pharmaceutical composition; (6) at least 90% of the



| ess than the Chmax of a reference pharmaceutical conposition; (2) at |east
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120% of the Cnax of the reference pharmaceutical conposition; (4) at |east
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ref erence pharmaceutical conposition; (7) at |east 95% of the AUC of the
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refere ' Qsition:. )edle gl £ 9 AUC of the
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t he reference pharnmaceutical . co sition. .IL.n still another aspect, the
pres entacﬁdnvg?‘ftﬂg&? efcfgf‘tﬁgeé%ﬁﬁ%doﬁa%g‘gﬁqﬂélaﬁiva?ﬁén ?‘b’f‘ﬁﬂ’f%‘ﬁf“h%ﬂﬁ‘rﬁ sg%gge an active
a%lent : pr &tr (a? ond (MEhae iy ag &aﬁ@&]h %I ; (bptwadt(2) astis @U('jléas@il@)lﬁ{ @® ?ﬁee (3) hours
chl orohenzo n - 2- et - propanoj ¢ aci a t o :
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per cent age, of the dosage formdissolved in an in vitro dissolution at a
si ngl e hour is at least 9.0%, at two (2) hours is at least 21.0% and at three (3) hours is at least
34.0%; (b) one (1) hour is 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%; (i) one (1) hour is at
least 9.0%, at two (2) hours is at least 21.0%, at three (3) hours is at least 34.0%, at three and
one-half (3.5) hours is at least 39.0% and at four (4) hours is at least 44.0%; (i) one (1) hour
is from 9.0% to 41.0%; (k) two (2) hours is from 21.0% to 79.0%; or (1) one (1) hour is from

9.0 % to 41.0% and at two (2) hours is from 21.0% to 79.0%.

The above-described dosage form (namely, (a) — (1)), after administration to a human
subject under fasting conditions, exhibits a Cy.x that does not exceed 125% of a Cypax of 2
reference pharmaceutical composition. Specifically, the Cpay of the above-described dosage
form (namely (a) — (o)) after administration to a human subject under fasting conditions is (1)
less than the Cpyy 0f a reference pharmaceutical composition; (2) at least 125% of the Cpax of
the reference pharmaceutical composition; (3) at least 120% of the Cuax Of the reference
pharmaceutical composition; (4) at least 115% of the Cpqx of the reference pharmaceutical

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



pH at: (a) one (1) hour is at least 9.0% (b) two (2) hours is at |east
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hour is at least 7.0%and at two (2) hours is at |least 21.0% (g) one (1)
hour is at least 9.0% at two (2) hours is at |least 21.0% and at three (3)
hours is at least 34.0% (h) one (1) hour is at least 9.0% at two (2)
hours is at least 21.0% at three (3) hours is at |east 34.0% and at three
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ref erence p armaceuti cal conpagsition; ast _90% of the Cmax of the
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reference pharnmaceutical conposition. Mreover, the AUC above-descri bed
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AUC of the reference pharmaceutical composition.

In still yet another aspect, the present invention relates to a solid dosage form 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-chlorobenzoyl)phenoxy}-2-methyl-propanoic
acid, wherein said solid dosage exhibits a difference between an in vitro dissolution at a dual
pH and an in vitro dissolution at a single pH of (a) ~10.0 to 17.0; (b) —10.0 to 9.0; or (c)-10.0
to 2.0; and further wherein said dissolution at the dual 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.



conposition; (4) at |least 80% of the AUC of the reference pharnaceuti cal
conposition; (5) at Ileast 85% of the AUC of the reference pharnmaceuti cal
conposition; (6) at |east 90% of the AUC of the reference pharnmaceuti cal
conposition; (7) at |least 95% of the AUC of the reference pharnmaceuti cal
conposition; (8) at |east 100% of the AUC of the reference pharnmaceutical
conposition; (9) at |least 105% of the AUC of the reference pharnmaceuti cal
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condi t icompositian; §HY) atigast 8% Atkhe oéferendephaniesagdiealfcompositics or §1asétileagt condi ti ons
IS betwee 0.7.and 1.43; .or (b). .80 and 1.25. 9 Additionally, the
above- \(I]@s/g?fi(tﬁgegm"“d82@5éef?%‘?'cﬁ]phmag‘?&lﬁgr?PWP%S?t?O& ion to a human subj ect under
fasting conditions, exhibits a Cmex that does not exceed 125% of a Cmax of
a reference romaceuti cal conposition, Specifical.ly, the C._of the
above-descrihbgtﬂﬁﬁég%ogléerﬁmeﬁtrg‘f"ﬂ’ ent JyentAngelatss fogsofig dosage e ®4inj ect under
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(2). at t he, f f
composi Bt phord e ne s BRol e CHE G-I o BrBPERYSP R mC ot | ca
2-methyl-propanoic acid or a buffered 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic

D

acid, wherein when said solid dosage has a Predicted ARelative Cpyx of from (a) -0.2 to +0.8;
or (b) —0.2 to +0.2. 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.
Additionally, the above-described dosage form, after administration to a human subject under
fasting conditions, exhibits a Cpx that does not exceed 125% of a Cyyx of a reference
pharmaceutical composition. Specifically, the Cyax of the above-described dosage form after
administration to a human subject under fasting conditions is (1) less than the Cy.x 0f a
reference pharmaceutical composition; (2) at least 125% of the Ciax of the reference
pharmaceutical composition; (3) at least 120% of the Cyx of the reference pharmaceutical
composition; (4) at least 115% of the C,nx of the reference pharmaceutical composition; (5) at

least 110% of the Cyax 0f the reference pharmaceutical composition; (6) at least 105% of the

10



conposition; (4) at least 115% of the C. of the reference pharnaceuti cal
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the Crm&xlo?&be&x%l)'bﬁén%&ﬂnﬁﬁxeﬂxyl—propanoic acid, a buffered 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a mixture 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-chlorobenzoyl)phenoxy]-2-methyl-propanoic
acid. Optionally, said formulations can comprise at least one rate-controlling mechanism, at
least one enteric coating, or any combination of at least one rate-controlling mechanism and

at least one enteric coating.

In a further aspect, the modified release oral pharmaceutical compositions of the
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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pharmaceutical conposition; (9) at |east 90% of the Cmof the reference
phar maceuti cal conposition; (10) at |east 85% of the reference
pharmaceutical conposition; or (11) at |least 80%of the Cnsz of the
reference pharnmaceutical conposition. In yet still another aspect, the
present invention relates to novel oral pharmaceutical formulations that
conprise at | east one active agent, wherein the active agent is at | east
one of 2-[4-(4-chlorobenzoyl) phenoxy]-2-nethyl -propanoic acid, a salt of
2- [ 4- (4mixedrt arlesesie@y D) plieohbsioberonBiHaydxy-2 apalndipeopatdic acid, axak bE2-ed

2-[4-(4 benz 2-met hyl -.gr opangi c | d or a mxture at

| east e(ﬁc‘#f %f‘hzo ﬁgh%gffﬁ& é&\%l&if?@aﬁf’%ﬁ?}gﬂ Eguf%é?%@ﬂ'g‘r opanoic acid, a

sal t ofchzorbvenﬁdl;d)phéxmﬂbﬁmémyi PRpRdRAd Chtishillyyihe phreRanslsCcontirde & a
buffered 2-[ 4- chIProbenzo | ) phenoxy] - 2- net hyl - propanoic acid. In yet
still afd¥ ‘3?§ﬁ3§?‘n$?%? ent invention relates to novel nodified

rel ease oral pharnaceutical formulations that corrpri se at | east one active
agent, wherein the active agent is at |east one

2- [ 4- ( 4- chl or§EeeTECiph Wﬁ%%ﬁgﬁn@wmﬂpd py @ma@ﬂama@r least gnemgnyratef  2- [ 4- (4-
chl or Ob&)‘ﬁﬁ‘gﬁih% ﬁ?ﬁnﬁﬁé’ t G rg'f@tcgﬁft{‘ @éﬂgrhgmaa"f toﬂe %&ﬁﬂo@%&r[aﬁéast one of

chl or obenzoyl enox an0| c acl a mxture at
2- [ 4- (mornhma@pnﬂdbm I'P))pﬁ@mi@y]hezawwamw sumoorp;@dcbmn amieu caating| t  of

2-[4- (45 (el buf fered
2-[4-(4- gﬁ. gﬁggy Bﬂ@%@é%#xfang§%ﬂ¥Vwﬁgﬂgﬁgg%%oa&hgmg%ﬁ?ionalIy, sai d
f or mul a@Ptmmllzc ains mmpatel wetrelting kysrtcan hesuratneded on toatdd Wwitlpe rateedoatroléing  at

| east coat L r on.o

ot o coFoHERNE bRk ihe ofh ARYpSRTRE AL hunimecflim BB, o ¢ ur e
aspect, entém cmitﬂigf metdnfaﬁmﬁslee @Ifﬁad:anrbh&ﬁﬁfﬂﬁ&ﬂdr@:ﬁited:@fth@ﬁaté-bmllmfg t he

present ventign. can c tise | east, one car The core of the

F or mul SEFAHRST: 8 s S SUBITIn TSPBHAT Aaiche PIRBHRR A PP S BRE et | ve
agent . dodfrolting Mptan érfﬂﬁm%ﬁ@g&ﬁr@ coRBREfisif fAlnoh 88 bontNghgGhechanism

2-[4-(4- chlorobenzoyl)phenoxy] 2-met hyl - propanoi ¢ acid, salts of 2-[4-(4-
chl or oNZBFPFPNEIRIRG] - 2- net hyl - propanoi ¢ acid or a buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. Aternatively, the core can

conprise a 11
In another aspect, the core can comprise an inert substrate. This inert substrate can be

coated with at least one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, salts of
2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, a buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a mixture 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-chlorobenzoyl)phenoxy]-2-methyl-propanoic
acid. This coated substrate can be surrounded or coated with at least one non-rate controlling
layer, at least one rate-controlling mechanism, at least one enteric coating or any
combinations thereof. For example, the core can be surrounded by an enteric coating.
Alternatively, the substrate can be surrounded or coated with a non-rate-controlling layer.
Optionally, this non-rate controlling layer can be surrounded or coated with a rate-controlling
mechanism, an enteric coating or a combination of a rate-controlling mechanism and an
enteric coating. Alternatively, the substrate can be surrounded or coated 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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m xture at | east one of 2-[4-(4-chlorobenzoyl)phenoxyj-2-nethyl - propanoic
acid, a salt of 2- [4-(4-chlorobenzoyl)phenoxy]-2-nethyl -propanoic acid or
a buffered 2-[4-(4- chlorobenzoyl) phenoxy]-2-net hyl - propanoi ¢ aci d.
Optionally, the core can also conprise at |east one rate-controlling
mechani sm The above-described core can be surrounded by or coated wth at
| east one non-rate controlling |ayer, at |east one rate-controlling
mechani sm at |east one enteric coating or any conbinations thereof. For
exanpl e, the core can be surrounded by an enteric coating. Alternatively,

the core ca nde a non-r ontrolling |ayer.
Optional Iy, r}"[h aﬁ{? ‘%i Fﬁ%qslq%ﬁ&wfcg{;eé?me%coﬂ%%ﬁﬁ 28 W8ed or coat ed
with a phaﬁ@cemmhmyakdcemme émqm;ml ARY plifim§iehiedally a&!épthblﬁgxﬁiﬂilelﬁ tie@iEdi nati on of
a rate-controllin gehg)nl sm,and,_ an enteric coati &? wgat i vely, the
Core cARPERER firdanthibe HImEBIATRS the Rrrreat IRVAPHOR P Red AP THABCHANFR s Thi s
rat e- CQi3f Hu@ hbt 1REitARS, TARIsSHindeRs) hitRicSits, rgﬁamﬁegolwlxﬁgmm&nwagﬁm non-rat e-
controlling_ | ayer, an enteric coat| ng a conbi nati gn of

non- r atSEsREBHNE %@F%@W‘?B@Waﬁﬂfi@ﬁﬂamg agpnﬁnp@sqrtana@%wff@s, “feﬁmﬁrﬁ‘éﬁ% r aspect,
the cor@sthnratiapREdnse ei@é?vés&@zﬁf hoetbSfadthfs, hifestarktt) 85MutiSHRERdRS Sdcan be

coated with at east one

2-[ 4- (@Eﬁl@ﬁ@lﬁéh%@&fl)phenoxy] 2- met hyl - propanoi ¢ acid, salts of

2-[4-(4-cl | orobenzoyl) phenoxy] - 2- net hyl - propanoi c acid, a buffered 2-[4-(4
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a m xture at |east one of
2-[ 4- (4- chiThe eblewst ond thistrentoodiihg Recheniam|degpribpdimpéin cachedisedinsahixtupé

2-[4- (4 vl ) I.C..ac uf f.er ed

21 o ( FERBIERARE B R0 RS R RN o Al el T
substrase miaturdmntairﬂmgmha daive agents) tiieegte-vbrtivllag dmhaﬁsnm ns?:dnmmer ate

controlling . .la l.east. one.r troI a at | east one
ent er i ctjo Lg?tfoﬁd%gl}e pé?fﬁm 6 ?%%Pleﬁg&Pﬁﬂﬁ%?ﬁm og’g‘gl?’rfﬁ?%e t%e core can be
surrou I’Ugﬁiglﬂaﬂoﬂl’th&é%fe delrtlleﬁaatyt, thg mte-éédt@lln@tnlhesléﬁéxysm bithe prebet fn&ézﬁloﬁlan be o
surrounde with a non-rate-con o |n ayer tionally, this
on - ATBSCORI P Slie Ay Ehetmas A b g BRI B ahegtolp FR g ate te

rate- CQ{yﬁfdphihbmﬂancﬂ@%@dx@bﬁd&m@%f‘ﬁﬁﬂ@ﬂﬂoﬁmﬁ@aﬁd/m;z@fopﬁow@égéht@at ion of a
rate-caontrolling mechanismand an enteric coating., Aternatively, the

subst r @mples obBydsophilin Agerts that canbanead ingluds. Butaes nol limded foorelitlpgesmechani sm
Thi s 1 abRhGe BYdrekyrkdlyi FBEDRAIINNE ParBLypsslyi HRARE aff hydRAedy th a

celluloses), polyethylene oxides, polyethylene glycols, xanthan gums, alginates, polyvinyl

pyrrolidones, starches, cross-linked homopolymers and copolymers of acrylic acid and
combinations thereof. Hydrophobic agents that can be used include, but are not limited to,
waxes or water-insoluble agents. Examples of waxes that can be used include, but are not
limited to, natural and synthetic waxes, such as, carnauba wax, bees wax, candelilla wax,
paraffin waxes and combinations thereof. Water insoluble agents that can be used include,
but are not limited to, ammoniomethacrylate copolymers (such as Eudragit® RL100 and
RS100), cellulose, ethylcellulose, cellulose acetates, cellulose acetate butyrate, cellulose
acetate propionate, methacrylic 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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non-rate-controlling layer, an enteric coating or a conbination of a
non-rate-controlling nmechanismand an enteric coating. 12 The nodified
rel ease formul ati ons described herein can contain at |east one
pharmaceutically acceptabl e exci pient. Any pharnmaceutically acceptable
excipient that is appropriate for use in the formulation of the present

I nvention can be used or included, such as, but not limted to, fillers,
bi nders, lubricants, glidants, solubility enhanci ng agents, suspending
agents, sweetness and/or flavoring agents, preservatives, buffers, wetting
agents, distintegrating agents, effervescent agents, surfactants,

hunect ant s, AS4FssrPeshprrEpushpasrendhgforpyaganplthemeseptiayabon cayfentad | cast one

rat e- CQiat bPhbicHn FRERSAHHINARRS, RBranes GicBatiRs PR 1884816n bithd nda-xt ur e
contai ning active agents or a coating (nmenbrane) surrounding the active

agent s .Tagepirollingdayes n the farpoplation seat ditiseln For erample; the@onrgriereantroling

rat e- CqRef gl i:@?rie%i?ﬁé&lee?mly Ehst dheloBR h@ biTkhédd &thgg rla}feRERRARYg | NVeNtion

can be hydrophilic agents, hydrophobic agents or i nations thereof.

Addi t i oreehansm.t Alierpativelye bs mpotdte-eoptieling dayesmensurtolad prresslagenteigent i on  may

option | [ : t A ( | d can help
nodul atacI gg‘%ﬂ#ed?%h@{gr%%p i%@gﬁﬁl i(;frf ob@%%ﬁ%l%%l@%l&yeﬁ?&%lﬁéeﬁ%ﬁ gg‘%]i lic

and/ or duydroptiphérs, aageeh s, otheEkgredicats kndwhynthe ghisli¢hcasalgd notdinpikedtto,can be used
i ncl ude ut are not  linm.ted.t cel | uloses such.as hy.dr r.opyl

ot hyl ST R e ot Eeplen PLE3 s Y P RS e B B e

po: yet hyolt Bungedbo] lds&lml d xyplcrnbylerhdst;rjrleermfalogé,}1§zch’o$3|¢pro§j§/mglé’lhh:sg;uulimlal;zylalllg]olﬁeaéI es, I

pol yvi n rrolidanes tarche cross-1linke ony, /er s_.and copol yners
e 2o et B R D o RIsE B B DT HE U Gty oan be
used i rehiselinclds, barlEnifdto,lpolleth§lné Slycol(@h tBRerd, bt trigiigdLittelep agents.

et oF o AR b S e o G Bogp e Wl e 1o
wax, [k @k hbilinteedas, wais seRBRIRa pigiient A asthiral Moligdts.i nsol ubl e agent s t hat
can be used include, but are not [imted to, anmoni onet hacryl ate

copol yners (such as Eudragit(r) RL100 and RS 100), cellul ose,

ethyl cel | ul %%%1soqﬁcﬁggé@§@wa§ﬁ Réréiﬁ;th&ﬁhhhﬁhif?&ﬁ o ERpALS t BN B afe§! | Ul OSE

acetate propionate, nethacr c ester copolynmers (s as Eudragit(r)
NE30D) ,include at least one enteric coating. Any enteric coating can be used in the present invention,

including, but not limited to, solutions or dispersions of methacrylic acid and methacrylic
ester copolymers, cellulose acetate phthalate, hydroxypropyl methylcellulose phthalate,
hydroxypropyl methylcellulose acetate succinate, polyvinyl acetate phthalate, ethyl
acrylate/methacrylic acid copolymers, cellulose acetate trimellitate, shellac and combinations
thereof. Additionally, the enteric coating used in the formulations of the present invention
can be formed as a single or multiple layers. The thickness of the coating can be readily
determined by those skilled in the art, but must be sufficient to protect the formulation in the

acidic environment of the stomach.

The formulations of the present invention can further contain active agents other than
2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, salts of 2-[4-(4-
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
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m crocrystal line cellul ose and di basi c cal ci um phosphate and conbi nati ons
t hereof. When used as a coating (nenbrane) surrounding the active
agent(s), the rate-controlling mechanism includes, but is not limted to,
et hyl cel lul ose (such as Surel ease(r) and Aquacoat(r) ECD),

ammoni onet hacryl ate copol yners (such as Eudragit(r) RL30D and RS30D) and
et hac roftet than @94-€4- cmmeénzaﬁy@eﬁ@@pb-nwhﬁ@djpa@m {diq, sNE3ﬂ@)[4-(4—3 As descri bed

previ ou here for ation of th ention can contain
one or ﬁ}@%/oé) J&E’P@‘ YeGrest gﬂfﬂr‘ﬁ&“?‘&)‘?%lfl@de/?ﬁ?'r‘gé‘fa@s 44# coat | ngs. The
| ocat i @ﬂlombeﬁiwl)ﬂsbﬁoxy]@tﬁetﬁﬁrﬁrds}%&b Agid| BY@hplbsbflohRr h@nt¥ohiat than 248 not
criti czl For exam the non-rate-controlli n%é (I ayer may be present

1

bet wee *FW@TQQP@O@%@FnW&ZW@l@FRP%C asidapltofed4rftng or a rate-control ling
mechanicaBropBhids Iﬂ?ehb%@lzymeﬁlﬁgar%ﬂm@%ﬁ o?Qﬂ*E‘é’ré&i [4@.! ayer may surround or

coat an enteri € coatin rate-control l1ng mechanism The

non- r acBlosdeezay])phengry] ayréq:thnclamomom@é that cagrhs usesh; inelnde, Yybpmet s, as wel |
as, ot hﬂlteh@&ﬁ%ﬁr@ ain ﬁl:htageou%& lm'EE(éﬁl?o %t%rva@ f}ﬁ vastaffh, ! ed to,

pl asti ci zers nts aC| lers, etc I'es o mers that can be
used i Alavestasin, mvasam 10\ra@11atm,|cmlvaetahm,aosuhgamﬂ@1>qglpweﬂwnn ﬂeﬂchl agigh | ul ose,

hydr ox | | ol yvi nyl

al coho?flildrc%)%Lopng’ﬁJ Al %? eﬁg’l&%s peOI If)%le%p? agid hl}}’%s?e?% cﬁgg‘%ls ’hat can be
used i mbolostpraminet ezbnmlbb,elv{DbQﬂ,27pgemﬁbtdzylloepmbgdoy)cmit( hypertgismeagenus triacetin,

ot grren 8B bt oo le Yl v@tee L iR e pufoutie BB o 1o,

wat er am:vahhoe, dd_;(ﬂﬁxmeﬁd@]’fﬁ&hﬁclhaz@ﬂﬂe rtﬁk?&roah @mﬁhﬂcéﬁeroﬁﬁleﬁép@@aﬂmscuslsed
previ o . ner el the,.for atiqns of the esent 1.nven can al so
el uadiatio Pt apamehe PPt Sismthons Lopiogh KsBine SEERen AR RES s od i n
t he preseBpril Ib‘éﬁfhh,l rﬁmomdil %bﬂd]oﬂ@lcaﬁhﬁm@ﬁifedl 1{1& Tnﬁﬂodlﬂne mbmﬁpx@ns or

di sper si ons rylic acid nmet hacry]| ester .copol yners,

cel | ul &gv@v%%f &Ei@ﬂoesﬁf%r%% prmw&wmalpgﬁﬁera@?mme%dﬂluw%@nﬁﬁt hal at e,

hydr ox yghuR! teﬁﬁ'%é}béhcl%étdlbl%ﬁsa@tﬁ@ttﬁ‘&ﬁte&% %é?@ﬂr&ol Hﬁ{wﬂ&oﬁé’ lrarﬁﬁﬁi ate
pht hal at e, ef hyl acryl at el rrethacryl ic acid copol’ nmefs, cellul dse acetate

trimel loimesean, §meldl.yeraaamil.comiding nidodel, bendremstiazidadtarsemisital | y, the enteric
coati ng, &%@ﬂofoﬂu%ﬁftf% ép%%ﬂl@cttdn_rﬁ%nﬂ{i] pﬁ{!%g?[aﬁ%?x@{%ka%ﬁf‘%gﬂmx&a” be formed as

a sing I or nult l'ayers e coating cah be readily
det er mpnelultcﬂyl a%blstelot, Iatemﬂebl bispprolel naddlol, pembutpigel tpirigelod pidpranololt t o pr ot ect

the fo rti%gla:[ i!nﬁﬂ)ainrﬁies E’&dolopril, amiloride, moexipril, metolozone, or valsartan); anti-

diabetic agents (such as, but not limited to, acarbose, oral insulin, acetohexamide,

chlorpropamide, ciglitazone, farglitazar, glibenclamide, gliclazide, glipizide, glucagon,
glyburide, glymepiride, miglitol, pioglitazone, nateglinide, pimagedine, repaglinide,
rosiglitazone, tolazamide, tolbutamide, triampterine or troglitazone); weight-loss agents (such
as, but not limited to, phentermine, phendimetrazine, benzphetamine, diethylpropion,
sibutramine, orlistat or rimonabant); antiretroviral agents (such as but not limited to,
amprenavir, tiprinavir, lamivudine, indinavir, emtricitabine, abacavir, enfuvirtide, 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, buf not limited to folic acid, calcium, or

iron).
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acidic environnent of the stomach. The formnul ati ons of the present

i nvention can further contain active agents other than

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, salts of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. The | ocation of these other
agents within the fornmulation is not critical. Alternatively, the

formul ati ons of the present invention can be co-admnistered with one or
nore separate dosage forns that contain one or nore agents 14 other than
2- [ 4- ( BrgiDesaipdog of/the Pizeresxy] - 2- et hyl - propanoic acid, salts of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ aci d and/ or buffered 2-[4-(4-

chl or obenz oyFiguph & stavws]thedpradittionlof prﬁﬁaﬂm tood effekt fiowpmpirasdieblutither agent s

ot her t -[ 4- chl ben henoxy] 2-met hyl - propanoi ¢ acid, salts
of 2-[ ? enc@%?t&%ﬁ ?r%oliﬂ’féﬁ‘&g %’ % et hyl - pr opanoi ¢ acid or buf f er ed
2-[4-(4- chl orobenzoyl) phenoxy] - 2- rret hyl - propanoi ¢ acid that can be used,

i nclude, but_are not |imted tq, pid requlating agents (such as, but not
linited to, Figuss%shopgdhpredictinnod f’h‘f‘}’%cmax fqogxfﬁﬁfeqteﬁofrwn Vo ssetulien n,

| ovast afifférence€b0W@akat i n, rosuvastatin, pitavastatin, clofibric aci d,

ni aci n/nicotinic acid, torcet rapi b, coI esti pol, orrega-3 acid ethyl esters,
col esevel am chol estyram ne, ezetim be, MD- 0727, genfibrozil or probucol);
anti - hypert%fr ' i pi ne,
benazepri | ben%lglslg)lgﬁgﬁes%sés&glesa I?g%eslaﬁ?()ﬂ%iarulb{lm tl%gsrugl/go ‘ﬁbq%?ﬁdar odi pi ne,
dili tazré?ﬂloddl azoxi de, doxazosin, enalapril, epleronone, eprosartan,

f el odi pi ne, fenol dopam fosi nopri |, guanabenz, il oprost, irbesartan,

i sradi pine, lercardinipine, |lisinopril, losartan, mnoxidil, nebivolol,

ni car di pi ne Figvrd ¢ sliqwisriks dissoatidn profiges ofiFsraluthitipnnk 13 usimgpditat pHaethod.
phenoxybenzam ne, prazosin, quinapril, reserpine, senotiadil, sitaxsentan,
terazosin, telm sartan, |abetolol, valsartan, trianterene, netoprolol,

net hy| dogasiled Testriptioh of the westiont an, tinolol, verapanmi |, clonidine, nadolol,
bendr onet hi elm deJ; Lio.r.sem' de, hydrochl orothiazi de, spinronol actone,
perindopril,” hyd , betaxolol, furosimde, penbutolol, acebutolol,

at enol ol , bl!’EsQ@étDithxs speeiRhidn an@@i%bé}id@& claﬂhsndzelsﬁlgulmptbﬁﬂd'&,n'o'bﬂi tinol ol ,

i ndapam oIo ril, amlaoride, noe I net ol ozone, or vaI sartan
anti - P gefhe Rl lreferences unless the context clc?arly dictates otherwise. Thus, for )

J}@

example, reference to "an active agent" includes a single active agent as well two or more
different active agents in combination, reference to "an excipient" includes mixtures of two or

more excipients as well as a single excipient, and the like.

In describing and claiming the present invention, the following terminology will be

used in accordance with the definitions set out below.

As used herein, the term “about” is used synonymously with the term
"approximately.” Illustratively, the use of the term "about" indicates that values slightly
outside the cited values, namely, plus or minus 10%. Such dosages are thus encompassed by

the scope of the claims reciting the terms "about" and "approximately.”
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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di abetic agents (such as, but not |limted to, acarbose, oral insulin,

acet ohexam de, chlorpropam de, ciglitazone, farglitazar, glibenclam de,
gliclazide, glipizide, glucagon, glyburide, glynepiride, mglitol,

pi oglitazone, nateglinide, pinmagedine, repaglinide, rosiglitazone,

tol azam de, tol butam de, trianpterine or troglitazone); weight-|loss agents
(such as, but not limted to, phenterm ne, phendi netrazine, benzphetam ne,
di et hyl ' S| ¢ ' . A )+ timetraviral

agont » Fe iteiiflseaSh B LEA T A noF i bRl bhFRRHRORIEL AN THERERY 2 e,

i ndi naviAUCZmeansthe aoa neder thio abaam concentfativn titne durve Smgputimead) toripfiniteopi navi r
ritonavyi V] | avq \ne s | davudi anavi r,

ef avi r\éfrréf' A[?@%fg%lgﬁ?te 4 ésn‘f“ ﬂ?b?#%ﬁ(g@pw Fd%‘@i ﬁs,etygiri‘gtlr?élégﬁa@ﬁ ¥ P&%{g%/i rapi ne,
or st acondentitionand p igthateahimbl phgsendiminagion edte emmstainu (Unhess otherwiseadtetdo, aspirin,

Vit am Aol 4R Paby tobs R il SR Selior B ICH 01 7c aci . cal ci um or

iron). 15 Brief Description of the Figures Figure 1 shows the prediction of
invivo C,. food effect frgmin vitro di ssoluti n differences at 0.5, 1.0
and 2.0 hoursEpfehepiin tederms; "geive agenbh orharmacglogically aative pgesi vivo C a food

ef f ect "Bfu@Midefised ihteRhsH oS st} Hirki@Ro refiirtd 2L EHordbéhzo)phenoxk]-Sufetryd shows the
di ssolution praofiles of Fornulations 1- using a single pH nethod. Figure

3
4 showdrenseoiapEs | The tesms pleo propapass felisgpapiiaredidd-413 using a dual pH
et hod.chiokSHeldyBphene 2 Rbth PlorOfanbid Geili VAT i¥terhs "BV Bkdrt,ONS AS used in

this specificafion and the appended clains, the singular fornms "a," "an"

and "t Heharmaedlegially petivalagenst andddoigt angrsads i it thde sndardnad thatdwplicantsi ct at es
ot her Wijeng {5mdefzqm-(4%ﬁye§z%n§;§eﬂ%§{jg%§g¥ﬁﬁsbaﬁs& 8 B8N weliRg! udes a

single active agent  as flerent active agents in
conbi naelixand budered 2hé-¢4-cldorobenzeyiphgnazy}-2-netil-prhpenai¢ acidirSadts of 2440 or  nore

exci pi ?E:[cﬁlo?o%e%%p}%ﬁo@] -%'-d%&tﬁ-p%%&'c %HE incﬁlr&g, btulfI Sre 'ﬁ%h‘?mited to, choline,

ethanolamine, diethanolamine, dicyclohexylamine, tromethamine, lysine, piperazine, calcium

e

and tromethamine. Examples of counter-ions that can be used to provide buffered 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, include, but are not limited to, calcium
hydroxide, choline hydroxide, diethylethanolamine, diethanolamine, ethylenediamine,
guanidine, magnesium hydroxide, meglumine, ethanolamine, piperazine, peperidine, sodium
hydroxide, triethylamine, tromethamine, benzathine , benzene-ethanamine, adenine,
aluminum hydroxide, 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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I n describing and claimng the present invention, the follow ng term nol ogy

wll be wused in accordance with the definitions set out below As used
herein, the term"about” is used synonynously with the term
"approximately."” Illustratively, the use of the term "about” indicates that

val ues slightly outside the cited values, nanely, plus or mnus 10% Such
dosages are thus enconpassed by the scope of the clains reciting the terns
"about" and "approximately." As used herein, the term"AUC' refers to the
area under selegribediereintee ptadatts,anlid dosage ormy/e ndthdds arcaotsideseddgent and

whi ch I.s .. al cuI d..usi t rapezoi da The ter nmeans the
area undeP’ ffng ’r@l%@%c‘é?{ﬁdﬁ‘tcie ?tteltvfdn b{:élfg;gorppqgmg erfgbgsﬁlg%% hour s
after admfmnﬁﬂahaﬁs 18 BetwierMT( Sndoif.43) ehobd prbferublyd e €1 8 tebWedd DL80Gnd has.
trapezoidal rule. The term "AUC. " neans the area under the plasma
concentration tinme curve fromtine O to infinite time. AUCQ is calculated
as AUCt + LME kedhereitied 8rm €Mk keferk RPapb@eht oiR 2Faddd MdRY @fdiRited by
concentration and P is the term nal phase elimnation rate constant Unl ess
ot her widédd lﬁéfh?diosqaéyéherﬁ %he reported value for the AUC is the central

vaI ue of the AUC. As used herein, the terms "active agent,

" phar macol og‘scall active agent " and "drug" are used mterchangeabl y

herein to réfasedkeregin,the teum (Ga r@f@é&t@@wmmmﬁﬂer@dm&sml - propanoi ¢ acid.
The ter,
chl or obgﬁzg{;?@f}h g@?ﬁgongﬁzayt pr o%m c&@ |%dCI P acld hgnltesésrortrhsmastct ive

agent, 'noted@hmnﬁmbmiedaalwfoa&telﬁh&lagsrq:eﬂtradmduécﬁthgcmare used, it is to be
understood that Applicants intend to include
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid per se as well as
sal ts and bufsfuseditbréln,[the terin mﬂ@emm&yb&phqudfmdiﬁdhylbasmehni c acid.
Salts of (4-chl or. benzo henoxy] - 2 met aci d incl ude,
bt - & 010 9555 B8 LU AR oA VB A AR R ST B enes o
di cycl ﬁh&m&ralmsaefﬂferdﬁfﬁfdﬁlﬁﬂmﬁosa@/ﬁhﬁEPlél@édneIeﬁélgmemsl(alsGIkhkmn &ng DUt |
t romet ham ne.  Ex S counjfer-jons.that can be r Qv uffere
2 [ (OB SRR O HE 5% 0] S O TR SYUH o Kt o thBr SHLST bt ar e
not | i rhtRdrt &e eﬁa{lﬂbmdeﬂay@r@péggé%ecggﬁgmsne hydr oxi de, di et hyI et hanol am ne,
di et hanol ami ne, ethyl enedi an ne, guani di ne, magnesi um hydr oxi de,

megl um ne, et hanol am ne, piperazine, peperidine, sodium

As used herein, the phrase “delta dissolution time” or “Adiss,” refers to the following

formula:

Adiss=dissolution at time t (using the dual pH method) — dissolution at time t (using
the single pH method).

For example, time (“t”) can be 0.5 hours (30 minutes), 1.0 hour, 2.0 hours, etc.

As used herein, “Adissy s refers to the value or number obtained from the difference
in release as measured using an iz vitro dissolution test at a dual pH at 0.5 hours (30 minutes)
for a dosage form and an in vitro dissolution at a single pH at 0.5 hours (30 minutes) for said
same dosage form.

As used herein, “Adiss) on” 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 for a
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hydr oxi de, tiethylam ne, tronetham ne, benzathi ne, benzene-ethanam ne,
adeni ne, al um num hydr oxi de, ammoni um hydr oxi de, cytosi ne, diethylam ne,
gl ucosam ne, guanine, nicotinam de, potassium hydroxide, zinc hydroxide,
hydrabam ne, tributyl am ne, deanol, epolam ne, |ithium hydroxide,
procai ne, pyridoxine, triethanolamne, omthine, glycine, |ysine,

argi nine, valine, serine, proline, aspartic acid, alanine, isoleucine,

| euci ne, nethionine or threnine. The solid state formof the active agent
used i ndosagefami argl antie vivoldidoldtieedy @ singlenpi at ohe (I hoprfassaitsainadesagé on i s not
critic b FOT exanpl e, active agent used in preparing the solid dosage
form can be anor phous or crystalline. The final dosage form contains at

| east a detectable anmount of crystalline active agent. The crystalline

nature of the active ggent can_. be detected using, powder X-r. diffraction
Bnalysi o bySdprt T aR faiPsu AT BT Sroprpe P oot HE FFECHA ues
Known iif rdiéiee & theasdréd ASin€l @B MMM dsIORIIGH fost dt WALEHELA &S (2) Blrs hrdosage for ms
or nethods are considered . to .be "bjoequivalent” if the 90@6&§nf|dence

| nt er va{osggedprm andn i Yirgslissplytionat a sinels Phat ke (2) hoys farspidsnras 1Q5A%E i s bet ween
0.70 an@ml. 43, nore preferably, the Cl is between 0.80 and 1.25. As used
herein, the term"CL/F" refers to apparent oral clearance and is cal cul ated
by dividing the dose, by the AUC. As used herein, the term"C ,, ax" refers
to the maxi MiMQPRELN ﬂlr@s%mﬁisso@lﬁn@%iﬁf‘% @l bR “@ldual pE i” or a “dual pH

2-[ 4- (4-chl or obenzoyl’) phenoxy] - 2- yl - propanoi c d. Unl ess ot herw se
not ed H¥steNNas ke intesphangeadinheraim réfers tq the metheddescrined indiabled|belpai: ue of t he
Cmex. As used herein, the term"del ayed rel ease" refer to a type of

nodi fied rel ease wherein a drug dosage formexhibits a tinme delay between
oral adm nistration of the drug dosage form and the rel ease of the drug
fromsaid dosage form Pul sed rel ease systens (al so known as pulsatile
drug rel ease”) and the use of enteric coatings, which are well known to
those skilled in the art, are exanples of del ayed rel ease nechani sns. As
used herein, the phrase "delta dissolution tine" or "Adisst" refers to the
followng fornula: Adisst=dissolution at tine t (using the dual pH nethod)
- dissolution at tine t (using
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the single pH nethod). For exanple, tinme ("t") can be 0.5 hours (30

m nutes), 1.0 hour, 2.0 hours, etc. As used herein, "Adisso,n"" refers to

t he val ue or nunber obtained fromthe difference in release as neasured
using an in vitro dissolution test at a dual pH at 0.5 hours (30 m nutes)
for a dosage formand an in vitro dissolution at a single pH at 0.5 hours
(30 mnutes) for said sane dosage form As used herein, "Adisst _ct""
refers to the value or nunber obtained fromthe difference in release as
measured using an in vitro dissolution test at a dual pH at one (1) hour
for a 18 dosage formand an in vitro ngTO|uti0n at a single pH at one (1)
hour for said sanme dosage form As dalg herein, "Adiss2, mr" refers to the

val ue for nunber olfpafiedrfromthe difference I NCoRAiGBSE as neasur ¢d using
an in tiro dissolution test at a dual pH at two (2) hours for_a osage

f or m gritPPAFNSn vitro di ssol ution at 1U§Pﬁ@P@w%Fﬂé?S?&%NF§¥)hours for said
sane ,ﬁmonrorm AS_USET hereirm, U, % dissolatton at a dual pH',
"a du or a "dual pH systen as use mterchanqeablv herein, [refers
to t heg Metitmod described in Table | beTwwSMg&Q Tabl e 1 Par anet er Cb%?ition

Apparqtus USP Apparatus 2 (USP 29 NF A |tat|on 50 RPMA% Medi um Two
Stagey: Acid Stage: 500 nmL of 0.05 Ie bu1fter +
gufﬁar-i- 2

2 M
NaCl, [500 nL, pH 3.5 0.05 nmintain p 1§§O%L§f1er St age

maintained at 37 :L- 0.5°C for 2 hours

Buffer Stage
e Followed by 400 mL of 0.05 M sodium

phosphate (pH approximately 11.5) added to
the Acid Stage media for a total volume of
900 mL and a final pH 6.8 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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Fol | owed by 400 nmL of 0.05 M sodium phosphate (pH approximtely 11.5)
added to the Acid Stage nedia for a total volune of 900 nL and a final pH
6.8 mai ntai ned at 37 0.5C Sanmpling Tinme Points 2.25 - 12 hours (Sanpling
times start from dropping of the dosage fornms in 0.05 M sodi um phosphate
buffer + 0.2 MNaCl (pH 3.5)) WV Spectrophotonetry Analysis At 300 ran -For
an avoi dance of a doubt, in a dual pH system the neasurenent of the
percentage (% of an active agent dissolved in said systembegins after a
dosage form or corrpositi on has been exposed for two (2) hours in the acid
stage nedi um pH 3 5 For exarrple tﬂn‘eblaﬁnunt of active agent X di ssol ved
at 30 mnAutes—n € a— ||oyJLcn?i" feastHeoa—+t hotts—ant *ﬁlrty
(30) minutes afteﬁ)afﬂ’@etﬁ,l d stage nedi um was addvgah‘ﬁﬁ'ﬂ'é dosage forim or
conposiAgpaftuscont ai ni ng active agent | ¥SERPatauand (USP 29 AIF 40 ( 2) hfurs in

t he ag4—el—sl-aeg;}eq-_Af_t_er__t_b,.e_1.;lc>$a.g;14a_-f-:;>,L £ hours in
the a |“%g“7§fl%ibe pH 3.5, 400 nL of 0. pEORPMERUm phosphate (pH
appromm@&l‘%y T1.5) IS added to the gsm_sﬁuﬁppﬂggpmesm d}ﬁg?ﬂﬁmte
bufferf +0.2 M NaCl (pH 3.5) yieldi ng Fmi,(;g,ﬁ Iag{p;sjp@g«t@ buffef, pH 6.8
0.05. |The anount of active agent di >sol narre y the percentage|(%

di ssol [ red—thrrty—(30 ttre—buffer—stage nedi um
was ad%ﬂ@ﬁn‘%%ﬁtﬂ age (% dissol J%éfnﬁh‘ﬁke"ﬁﬁﬁ r&’{és under_this dual pH

met hod bmspmmpbdtometcymydme strengt 1A030(11im dosage form As used her ein,

t he prase |ocun aln Fe— -85 1 p
systent', T& g REFOTi F@E%OW ecilﬁide’itg*sé#n%lltra ﬁgdﬁiwa% cribed in
Tabl e zobﬁlsﬁmgﬂlaﬂha'abﬂageﬁnﬁ’ar aneter Condition Apparatus USP Apparatus 2
(USP 29 NF 24)

By an "effective amount” or a "therapeutically effective amount" of an active agent is
meant a nontoxic but sufficient amount of the active agent to provide the desired effect. The
amount of active agent that is "effective" will vary from subject to subject, depending on the
age and general condition of the individual, the particular active agent or agents, and the like.
Thus, it is not always possible to specify an exact "effective amount." However, an
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 ml 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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Agitation 50 RPM 4% Medi um 0. 05 M sodi um phosphate buffer 900 nL, pH 6.8 f
0.05 maintained at 37 0.5C Sanpling Tinme Points 30 mnutes to 10 hours W
Spectrophotonetry Analysis At 300 nm The percentage (% dissol ution
measured under this dual pH nethod was nornalized to the strength of the
dosage form By an "effective amount” or a "therapeutically effective
anopunt"” of an active agent is neant a nontoxic but sufficient anpunt of
the active agent to provide the desired effect. The anpbunt of active agent
that is "ef fAEQlEéd\f@'x"eiﬂyiaJ“Eed\/jﬁ.tibht’?,l“ﬁﬂlcsmﬂﬁnﬁﬁ’f ott ‘FedUbfesad apdteqnewﬂd;h@ on the

age an r al Ition of _the vi dual artlc .actiye agent or
agents% sg???f%f ‘ﬁéeals‘i gwmsﬂ’(ﬁg“gh}‘ ?“qtb rﬂ@f"%ﬂsmgﬂb téne[aL gf%) an exact
" ef f ectrhivifteHaToH8 the firkiAMEEGN ofake RN FSraRIIGAS ﬂﬁfféﬁmuatm offepftkenti N any
i ndi vi dual case_may be_ determ ned by aqne of  ordi nar%}&p?ﬁkll in the art

using rBA" ipfpis éS%‘BE&‘ﬁt?’FE‘W%i]F Pl ofvale sgthie: wimtesafier tiop of bamsel r el ease”

or " suN@fBe e th&l #RVed Jr%f REs? 4hOurd pslitdBse. TWP4tEREaRbE Bilbvidaady libft@;)l npes for
gradual rel ease of a dr over an extended period_of tine. used herein,

a "f astidipur pefereand 1 hwra?&sr lngeseelhdAtlugbrf@tte%mealfpa@mqu@pprpwf%v 1903 pati ent
who ha%aﬁﬁ%s t%gﬁeeﬁhnéﬁ%fmfbﬂ’ag#m nhuate‘(l}hﬂf’)‘gﬁmé &éjcofn% RU4eliRAHomlf hour s

before t m-ni stration atlon o t he present i nvention
conpr i sionigntf thegael. Smeprescntaties highyfshhiglaeadoristost drsakcomprisesat ceanffied dvd and

conti NYGed 9s t%iﬁ? Lf%ga%n %t 11:&%? £0a§ V\anfl’bruﬁeraﬁ tm?r[ £ g'fanas}?% p%{a o%g 5@83 of E)he

f or mul at'i on. rabl dm ni's
wat er dwun¢esgf whele heikkito pg:vpierhSOdrot@mchlwm,eﬁsmcanbo]miraé tdoveed apdS00 thi t um up to

1h d ft h "fed
pat 1 ent0 oaeBaR, Klgt P iels it o BAFR il o SRS IERANE S EROHEs st for
at Ieasﬂﬂoidbehmyt)phamey]m—glaﬂlayhmdpatnberacﬂdas\ anastuviedeceives miahraén@tt nmeal

begi tes, bef th f | at i .
The. T orthPitEL S FEaea R herings Bibe Sadsy i bR Sonilhekt b dFe TR A®ha0 i or
wat er WrbWides approkitiatedys 5@ dafiries IR SitieMidf ShidhhaPprdRidately 30% of the caloric

content is derived from fat content of the meal. A patient who receives such a low fat test

meal is referred to herein as being under “low fat fed conditions”.

As used herein, the terms "formulation", “form” or “dosage form” as used
interchangeably herein, denotes any form of a pharmac’eutical composition that contains an
amount of active agent sufficient to achieve the desired therapeutic effect. The frequency of
administration that will provide the most effective results in an efficient manner without
overdosing will vary with the characteristics of the particular active agent, including both its

pharmacological characteristics and its physical characteristics.

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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No food is then allowed for at |east 4 hours post-dose. Water can be
allowed ad libitumup to 1 hour before and 1 hour after ingestion. A high
fat test meal provides approxinmately 1000 calories to the patient of which
approximately 50% of the caloric content is derived fromfat content of
the neal. A representative high fat high calorie test neal conprises 2 eggs
fried in butter, 2 strips of bacon, 2 slices of toast with butter, 4
ounces of hash brown potatoes and 8 ounces of whole mlk to provide 150
protei n cal oksuwsed h&o, thatebmr'nylddiﬁecé' refatsdo b és1ganokaiBlE foouuledo if whickal ori es.

chi or oRSKB b et BEkalf e, it Gltar®e 1 SRR VOLEC L 0 L0 e

a high Medzﬁed R&taseBalid Omil Defage Foand, ScdieUpiand ﬂsstm:rmgzl Chaeges:" hi gh fat fed

e patCERESTat el o i AL S0 D AR LB 2 8 Pent 15 der 1 ved

from f aBioegaiatiite DbcnltRtalBR U, S/‘D@éﬁiﬁ@rﬂbf%ﬂﬁf&ﬂ SluMes seivebs, Foddamdf at t est
as bei ng under ondl tl@g? As used

meal is referred to herei ¥

her ei n, Dk dmipisgation st Ay Lome Evﬂvﬁswman%ﬁeseeralg ég'f!)é%g PigEb
inter cI@vme@bhge ﬁeﬁ&mﬂ,mcdﬂﬁ@st@poﬁeﬁér&@é)ﬂ RBfa Bodh&d BEMLGdcal conposition

t hat contains an mount of active agent sufficient to achi eve .t he desired

t her apetfigistgstiop of Salqﬁf?é‘nw@@?ﬂf&?%?"téfsun aprRTdiate Eiceds PItRArg T 4°tEt ovi de t he

nost - ef foepitihidGn absibtion pbol. eme %ﬁl'l&h&@intéf@fﬁﬂgéabﬂ‘ﬁﬂplﬁbmnﬁf{&'idi’&%le%"W' Il vary
with the characteristi cs of particular acti've agent, including both its

phar macasldstineddn Reminga &hd &tzeneeamam@ of Rhwmear, Ningieenth Bd (Basioss. As used
herein,p & t " h ubstrates
or sl AP Ghmpll Ao0S) e ol flp ) MBLBE LR MRS D2

ot her mxteadedielaseqbutined reledse, delayedckesse, ond cohiyolied reease firmbladonsubst r at es or
seeds conprising different inorganic salts, sugars, non-pareils and other
materials, alone or in mxtures. As used herein, the term"menbrane" refers
to a fil m orAdwydhertinghe plsragesObeatddA L Qve Caapll ecfars tethe icllowisg formidadi | y f 1 ui ds
and may al so be perneable to the active agent. 22 As used herein, the term
"nodi fied" refers to a drug containing fornulation in which release of the
drug i s not i Mmedbtséed HEGN. C.0f=Rulatite @,., Chded Boc Cotiditions A Rekitive/ CRUPAC- MR

ifi I I For | e- nd P r I
ghbglngles L er%gs%%gcggdllugnsaa Dosage Forns, Scal e-Up and Post approva

As used herein, the phrase "pharmaceutically acceptable,” such as in the recitation of
a "pharmaceutically acceptable excipient,” or a "pharmaceutically acceptable additive,” is

meant a material that is non-toxic or otherwise physiologically acceptable.

As used herein, the term “reference pharmaceutical composition” or “Reference”
refers to a capsule containing 200 mg of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic
acid,1-methylethyl ester. The reference pharmaceutical composition is orally administered to
a human subject under low fat fed conditions. The reference pharmaceutical composition is
TRICOR®, Abbott Laboratories, Abbott Park, Illinois.

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

Observed Cmax
Cmax Observed in a Reference Pharmaceutical Composition

Relative Cmax =
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Chem stry, Manufacturing, and Controls; In Vitro D ssolution, Testing and
In Vivo Bloequival ence Docunentation, U S. Departnent of Health and Human
services, Food and Drug Adm nistration, Center for Drug Eval uation and
Research ("CDER'), Septenber 1997 CMC 8, page 34, herein incorporated by
reference.). In a nodified fornmulation, admnistration of said fornul ation
does not result in imediate release of the drug or active agent into an
absorption pool. The termis used interchangeably wi th "noni medi ate
rN el ease” haggdec?iés&ﬁ@diomuﬁgiﬁhegb@@gorgﬂg i_éSQiﬁQI_ }Q,ﬁt)falﬁuieé?rda@?g ggmc(iupcghar rrgcy,

i net eent ... (Easton x C ubl.i shi.ng Co ny,. : use
her ei n,2StHrEnetdiosied iR di dpﬁaéﬂ??r& Qs presepiIpYRpHeT aﬁﬂg&i G‘éﬁ‘n}sgf‘ ders st ai ned
r el easefed gehaiglondli®rye, and controlled rel ease fornulations. As used
herein, the phrase "(Cbserved ARelative C,,,]" refers to the follow ng
formula: (Observed ARaanve C. = Relative Crax Under Fed Conditions -
Rel ative Cmay ysddedin iRSeh Isifa ) FcRFSor S, " YSRH t5 BleSblbwik Rorillbase
"pharnmaceutically acceptable,™ such as In the recitation of a
"pharmaceutically acceptable excipient,” or a "pharnmaceutically acceptable
additive," lgSo emjal f§nnon-toxi c or otherw se
physi ol ogi cgﬁ I 35/6[%?9% %ﬂ?e‘.’l Q{’;} E‘iﬁ’f’n(ﬁa@él n, the term"reference
pharmaceutical conposition” or "Reference" refers to a capsule containing
200 mg of 2-[;4-( bl n | Yphepox 2- hyil - nOl & . aci d,
1- net hyl et hﬂhégsﬁgho%gﬁgé%g%ee%@él P gﬁ%%reogts iimcéfngg{)n?ne‘?}%é%’?on is orally
adm ni sumnetion over éimepoimts, Ridmeat dissobhdon htaimd @iintft efithe aefebiehdeons. The

ref erenge phar uti.cal ¢ oSi tion | TRI COR(r ot Laboratories,
Abbot t ﬁ?igfce‘ft{g’?fﬁg?‘él.tloﬂsangg%dn% S?ll}lé‘?‘haé “P’@rpr?int %2%’? tﬁ??’ e‘%offrﬁe' Mhfers to
t he f ol hehiagdut sotiimlird to, Bebld dosgpeCGomyf the SIasat meehtionyyax Cnax Observed in a

Ref erence Pharmaceutical Conposition 23 The "Cbserved Crax" in the above
formula is the C. of the test dosage form (such as, but not limted to, a

dosage for magff, i1 BerwE&QINB0 dnd V1 OMEgpestsAhit@wo Alssdlutdfiprotiled dratibdar. under  fed
or fastj nq conditions). As used herein, the term"simlarity factor"” or
"for r ofekrled digcussian plibe similagtyriastonsr & can be found in the Guidance jor Industry

SUPAC-MR: Modified Release Solid Oral Dosage Forms, Scale-Up and Postapproval
Changes: Chemistry, Manufacturing, and Controls; In Vitro Dissolution, Testing and In

Vivo Bioequivalence Documentation, U.S. Department of Health and Human services, Food
and Drug Administration, Center for Drug Evaluation and Research (“CDER”), September
1997 CMC 8, pages 32-33, herein incorporated by reference.

As used herein, the term "subject” refers to 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 “Tpay” 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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f2 = 50 LOG {[1+I/n Ehl"(R - Tt)2]'0'5 x 100} where LOG=l ogarithmto base
10, n---the nunmber of sanpling tine points, E summati on over tine
points, Rr = mean dissolution at time point t of the reference

phar maceutical fornulation and Tt= mean dissol ution at time point t of the
test dosage form (such as, but not Iimted to, a solid dosage formof the
present invention). An f2 value between 50 and 100 suggests that two
dissolution profiles are simlar. A detailed discussion of the simlarity
fact or Emefiatiouef domagen Thus, far examplGlirckiimgba pasient) invhlwesipyevesignaanvr:  Modi fi ed
Rel eas anges:

Chem egaﬁ?éuk?gd%)ag %ﬁﬁﬁ%&&% ?Co s;m%%ls%?ir oq@lg@g{l%%l%lrl]agrestl ng and
In Vi vmeaanqﬂa vidlialiy syrbotomatinindividoal, byinifbitite posansiegtegebsitdeeflat h and Human
servi ceﬁ E%E s 9 Drug Adm nistration, Center for Drug Eval uation and
Researc ?r E?% ‘Sept enber 1997 CMC 8, pages 32-33, herein incorporated
by reference. As used herein, the term "subject” refers to an ani mal ,
preferably mammal .. including a.human or non- e r.s patlent and
Rl AR T N R R T R B R

" Tnax" igefneI‘IEheTsﬁhdch%ageifﬁmddftﬁé’lﬁes&ﬁvih\%lﬁbrﬁwaﬁduﬁb@mbjeaﬁnlﬁﬁhtlt ration. As
used here he terms treatin and "treatnment" refer to reductlon in

severit peerforms ol meyrwn@@wﬁtlwhew mipisterdde 2 Spman subisshandsh g/ or

under | Yfaﬁkﬁlg%ﬂﬁﬁonspﬁﬁlfe%ﬁ OR, th lodst 8&6&& th@egg 0P reRfomE pBmaniion their
under | yi ng cause | nprovenent or 24 renediation of damage. Thus, for

exanpl eSOMROsiEgR %‘Ej’h Sahcb%&sagm@mwev%gcw@mm sefty ppptile to Biereferensear di sor der

or advepemieuidaPtddos@ibn ¥&Bhd, sBme oSS E&ﬂtdogig‘é féﬁfl'o‘fﬂ{élﬁ%seﬁs vel | as
treatiment of a clinically syrrptorratl c individ by 1 nhibiting or causing

r egr essTBpRtioR véen afmipistreqd to e humge subisct q&héﬂtmﬂeﬂéﬁthai fecs ot Gfferr el ates to
solid d%%@fﬁﬁ ?rﬁ%ﬁl HORRIC éf*tﬂgrei;etre cg Q&En%% [?ofsui%geﬁms -mrﬂﬁ sl 1 d dosage
t he of 0 |

forms o esent 1 nvention ac ects$ rst, the
solid ddmamfom exbibatfantehfEcagy éamsumlm/@rthat oﬁthveennadzhamasetmcsld to a human

subj ect co%b%gﬁion. Third, some of the solid dosage forms of the present invention do not exhibit a

significant food effect when administered to a subject under fed and fasting conditions. Such
solid dosage forms lead to increased subject convenience which leads to increasing subject
compliance since the subject does not need to ensure that they are taking the dosage form
either with or without food. This is significant, because when there is poor subject
compliance, the medical condition for which the drug is being prescribed may not be properly

managed.

The present invention also provides a model for determining whether 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
Crmax of a newly developed solid dosage form based on a correlation between in vitro
dissolution and Cpux. The models described herein reduce the time and resources needed to

develop such solid forms.
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fasting conditions, achieve a Chmax that does not exceed the Cmax of a

ref erence pharmaceutical conposition. Such solid dosage forns provide a
conpar abl e safety profile to the reference pharmaceutical conposition.
Second, some of the solid dosage fornms of the present invention when

adm ni stered to a human subject exhibit an AUC that does not differ
substantially fromthe AUC of the reference pharmaceutical conposition.
Thus, such solid dosage forns exhibit an efficacy that is simlar to that
of t he Ik ef efheiDesagh Hommscofithe Rredent Inventioni ti on. Third, sonme of the solid
dosage for . . present invention do not exhibit a significant food
ef f ect \/\henﬁag%s—mnr%ggr ed to a subject under fed and fasting conditions.
Such sol i d THediagpdutionrvabies shawnhereinnwere dgehisadbyithot conventiendldpsage whi ch | eads
to increasing.subj.ect ompl j.ance since the subj . ot need to ensure
that 't g PR 1 REBL LANEE iRl p RSOt Tood. ‘This i
significant, because when there is poor subject conpliance, the nedical

condition for which the dru is.beip rescri bed nmay not BF roperly
managed. | The® BASRSHE: R RTESTER BYFRLPLIs Aot frake SRBSPAPFEE HEPL PR ni ng
whet herctiveigéttywhéte irlpeRestagea?d) df the o apait BY ihs dbsdge Formtdissbwedin@aqui val ent
to a referenge pharnaceuﬁlcaj conposkéyon based onI correl.ation between

in vi t PhViEesiseltionst asmglantbis gsshenodsioy in Tahigs 3 ahh) The dissplition esent

I nvent ivaiied sHotvi@h TRE10'Y MRS cferPREE hisih©the SRER PAI MERGH WiRh BéHveiongM Y
devel oped solid dosage formis likely to exhibit a significant food effect
when adaPsHlescoriaming 33 mg efiZndri4shlordenzoyhphcaexidr2-methyl-gieraggisacidnvent i on al so

pr ovi deferdinifRe hiodt UruP) e it b helle, vaRERY Plbidd 298 edeehpRedhol | d dosage

form based on a correlfation between in vitro dissolution and Crax The

model s Gestiithalent Revgis rxpasted teexcead the Gex afithe Refunce Bharmeestieklt o devel op
such sqb Bogi%ﬁfs’gh@%g}nl timif BEmPR: Q}‘i’ﬁioﬁ%l%%s%wﬁ lﬂ?l‘i%’l@l?%’ﬁonl g on A
n Tthe dis own

Di ssol ut e ution values s erein were determned with a
conv entTlihe hewer diosts g thefdissptntamtahics shogvnah Thldle 4 180 determined BBsedgn dife acti ve
agent, her,wi,se _not.e | N, one .a ] he bresent-invention rel ates
to dos gélgllasx?ifr?gtt% garlr%urlaitstlsol;n% gsma%qurrgg% 101})sn12f Qn%cst 13 Edescn EERTE Examp csS.

The dissolution values represent the lowest value of all the calculated similarity factors for

the above-described Formulations.
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active agent, where the percentage (% of the active agent of the dosage
formdissolved in an in vitro dissolution at a single pHis as shown bel ow
in Tables 3 and 4. The dissolution values shown in Table 3 were determ ned
using the single pH nethod with a conventional capsule containing 135 ng
of 2-[4-(4-chl orobenzoyl ) phenoxy]-2-net hyl - propanoic acid (hereinafter
"Neat Drug"). Based on the C,,,,,, values in Tables 25-30 in the Exanples,
the C. of the Neat Drug is expected to exceed the C. of the Reference

Phar maceuti cal Conposition. The upper limt of the dissolution val ues
shown in Table 4 is from Tabl e 3. THebledwer linmts of the dissolution

val ues é}&m{a 'e Yool olvedvaTt: deternn 'ij based—on—the—stnirtartty—fact or

cal cul a§| ons %El ‘F?c Tforrml ations 1-2 aﬁcf" -13 (described in the Exanples).
The di slswk thah onequal th@Sout @p¥esent  t he| Aoutesmt thiral 36) minugkl the cal cullat ed

S| m | a r Lﬁhn\lld cori had Farmil ot 1 Anc ’)R Tab!_c 3
Perce%éth(’@/é’r?ﬁugls%la%@‘gﬁq:?ne Less téﬁatlﬂ"‘t@iﬁqéﬁo‘jtnﬂm&ﬁ%ut 70% At about

t hi rty| Te30ihalbréfusiSo ab&te 50%Nan or eqUak aboat MAGY(90 Mfles about  SI X1 Y (60)
m nutes—Less than or equal to about190% At about ninety (90) m ni
Table 4 At |east about 0.9%at about thi rty (30) m nut es and | ess than or
equal to about 70% at about thirty 3fj4qm nutes At |east about 7.0% at
about sixty (60) mnutes and less than or equal to about 80%at about sixty
(60) nj Mleestabgut 0.8%t abyo thirty0(30)minutes ks fesstthanrareqyad 6) abeith)0e et abbss t han or
equal |tthirp{3OmiAees at about thirty (30) mnutes, at | east about 7.0% at
about [sAilesst Q) 7.0%6rat blesit iR (b@ssintthaanddess dgual equal @bodt 88UY4t alatut siktyu
sixty (60)miutest es At | east about 0.9% at about thirty (30) minutes, |ess
t han or Atigasahibos00.8940k bbotd thiref (30Pmttutes,Nbss than of 8§l 16 DLEIETEY, Abbdugasity abput

7. 0% at (3ap@inutes, o tepst GBEYt 709 Bk aBEut sIxBBG0Y MdRted bnElssahar 6 cgld s ab3008084 | about
Si Xty |64 aBdud ki8S 6adinhRss t han or equal to about 90% at about ninety (90)
M Nut eSAt least about 0.9% at about thirty (30) minutes, less than or equal to about 70% at about thirty
(30) minutes, at least about 7.0% at about sixty (60) minutes, less than or equal to about 80% at
about sixty (60) minutes and less than or equal to about 90% at about ninety (90) minutes

The dosage forms described above, after administration to a hurman subject under
fasting conditions, all have a C,x that does not exceed 125% of the Cpnax of the reference
pharmaceutical composition. Preferably, the dosage forms described above, after
administration to a human subject under fasting conditions, all have a Cy,y that is less than
the Cnax of the reference pharmaceutical composition. Additionally, the dosage forms
described above can have a Cqx that is about 125% of the Cyay of the reference
pharmaceutical composition, a Cp,.x that is about 120% of the Cpax 0f the reference
pharmaceutical composition, a Cp,y that is about 115% of the Cpax Of the reference
pharmaceutical composition, a Cpa that is about 110% of the Cpax of the reference
pharmaceutical composition, a Cpx that is about 105% of the Cax of the reference
pharmaceutical composition or a Cyax that is about 100% of the Cpax of the reference
pharmaceutical composition. Moreover, the dosage forms described above have a Ciux that is
about 95% of the Cpyy of the reference pharmaceutical composition, a Cray that is about 90%
of the Cynax of the reference pharmaceutical composition, a Cpay that is about 85% of the Crax
of the reference pharmaceutical composition, or a Ciay that is about 80% of the Cyax of the

reference pharmaceutical composition. Thereupon, the dosage forms described herein would
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The dosage forns descri bed above, after adm nistration to a human subj ect
under fasting conditions, all have a C. that does not exceed 125% of the
Cmax of the reference pharnaceutical conposition. Preferably, the dosage
forms described above, after admnistration to a human subject under
fasting conditions, all have a Crax that is less than the Crax of the

ref erence pharmaceutical conposition. Additionally, the dosage forns

descri bed above can have a Crax that is about 125% of the Crax of the

r ef er enmeexppdiad topedtidd asafetyCrofleshd: isomparable®xoribeatr than thbfafdredc20% of t he
Cmax of .the reference . .pharnmaceutical conposition, a Crmax that is about
115@@Ofphqmyueyuqﬂcqqmgﬂp f-erence pharmaceutical conposition, a Crax that is
about 110% of the Cmax of the reference pharnaceutical conposition, a Crax
that is about 105% of H@F x of the referﬁnce .pharmaceutical conposition

or a C thatﬁq@e%%tth"’l 8% Sprsidlescribed gboye, @ftpradaynisration fakymae ut i cal

CONMPOsi §ubRBE urliBr R&MB conditiéhs AR AT ThatiR 3CAP B, AP M AT@YLHh8 Cax that is
about 95% of the Chax of the reference pharmaceutical conpgsition, a Crax

t hat | srefEenge Pasmrceytical pempgsitiens Masesneeifielynthe dptige fasme descrlad abBYRposi t i on,
a Cmax hSisAaeH 0 3 : : I Sh&s: /h t.k cal
conposi %ﬁ%@%} a Cntg% Fhﬁ?glﬁ S‘%bil%g 613{ %tg%mg?&lﬁﬁg’ Cmax %f@[?ggﬁ?%g:‘t erence

phar macleest 7¢%i ofdbepblé) ofithprefemmes ghapuaecutidabeotiposition, feshiht an 48K thetdsl her ei n
woul d 24 10 ﬁ"/?%&l?ﬁid(%fﬁﬁeor\éfeg&cg ﬁa@ﬁa%e)iﬁiﬂ QJnn'Ix}Jo@itiroH,aatt léaé 86?%@b| e to or
RElt i cal conposition. Furth

better than the reference pharna ernore, the
dosage AU thtasferanbephaabaveaticabédngositidmianlesst BaYoi of thet AUE ofi themefereseehj ect

under f i c ifions hi, B that is _at least 65% of the AUC of
the " r MBHBRGSET HrgeliRe, 10 30t S P risbiefle BB he ' Gosage
f or ns desqiosition, aalvast®5% offiiecAUQ difithe ir&teadel pharmadeRichildaipositity, @cleastinder

fasting, conditi hipit an AUC that is at. |east 7004 of t UC of the
ot o oGl e 1R o keRidon® Hhniesiical gamngiion, of Rogs 1080t e AUE of Goc s 7506
ZLC t hfe tﬁﬁﬁfa%?dehﬁaﬂi@fcaﬁi@ﬂ%m@b@ﬁ&ﬁlﬁﬁbﬁsi ik, 6ﬁH@AEJUdflcemb re&'teélgf/as} 8g% XLC t hfe

(0] t.he reference pnar na eut | oa conp 1t1on, at ast ,70.0 t he (0]
t he ref@P&Hﬁ“&“ﬁiﬁﬁ%ﬂmi%?é@a%’i%ﬁeﬁstééﬁﬁﬁéﬁei%ﬁé Oé@e eé%fgl%ce@g%we‘{“ﬁ%‘ AUC of the

r ef er enggnfoitibR S Risti 1069 of HRMAINS bf the ReferdicepBatiacBidaIRbmboStiAer #f t he
ref erence pharmaceutical conposition, at |east
least 125% of the AUC of the reference pharmaceutical composition.

In a second aspect, the present invention relates to solid dosage forms where the
release characteristics of at least one active agent from said solid dosage forms follows a
'squa.re root of time (t) profile in an in vitro dissolution at a single pH. Dissolution profiles
that follow the square root of time are known in the art and are described, for example in T.
Higuchi, J. Pharm. Sci., 52:1145 (1963), Peppas et al., Pharm. Aata. Helv., 60:110-111
(1985); and J.L. Ford et al., Int. J. Pharm., 71:95-104 (1991)). The square root of time

profile used herein has the formula:
% 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). nis a diffusional exponent. For the
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100% of the AUC of the reference pharnmaceutical conposition, at |east 105%
of the AUC of the reference pharnmaceutical conposition, at |east 110% of
the AUC of the reference pharnaceutical conposition, at |east 115% of the
AUC of the reference pharmaceutical conposition, at |east 120% of the AUC
of the reference pharnmaceutical conposition; or at |east 125% of the AUC
of the reference pharnmaceutical conposition. In a second aspect, the
present invention relates to solid dosage forns where the release

char actsetid dbdagsfonhs f tht prsdnt ventiva) i 18 &roageont (.4 rabsati B, prdféreblgfremge f or ns
foll ows.a ua t of time (t) profile in an in vitro dissolution at a
singl e ap}? tQﬁq@ng‘Eftq on profiles that follow the square root of tine are
known in the art and are descrl bed for exanple in T. Higuchi, J. Phann.
Sci., 52:11 (1963), ar.m ta., Helv, ,6 60Q: 110 111

(1985); and © percenipge (5 gThe acqvﬁtagenj °F Brdesee A%?T d@“SOIYffhm(aﬂ%‘i’W The square
root of diésbfion A afinglep i 08 shEbdlow@sTablees. f or mul a: % Di ssol ved = A + B(f)
where Ais 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 migsni ng at | east one active agent. t is
time (Lnhours)., nis a diffusional exponent. For the 28 solid dosage forns
of the preseﬁercemwf%bdxssqiveds frorr about 0.4 tonm)ut 0.8, preferably from

about o e—ercentm L || t he
dosage taﬁ&r% 4’ uyﬂ{oégrﬂﬁss L1a Or{eg MF@\) o% EBO]‘L e, ngle pHis as
shown

va = 5 thssetved—FH—re—AtH | east
about é tlg E‘}?ﬁomﬁ'{fﬂ.ﬁﬁﬂkﬁ?°&ﬂh‘§ﬁ AFP%’B%WB&% hours (30 ni nutes) to
about Nact ahnuf 40 Q5 _hiy | ess—+ han or nq_bual _l\f abnl 0 hour

to about 81.0% The dissolution of the active agent at a single pH in said
in vitro di ggelditbdiRion ¢F the active agent at a single pH in said in vitro dissolution is

measured at a minimum of three (3) time points that are selected before the percentage

’

dissolved is about 80%. Preferably, these measurements are made in replicates of at least 3
(although a higher number of replicates can be used) and the mean (also known as the
average) from these measurements used in the square root of time formula. The dosage
forms described above, after administration to a human subject under fasting conditions, all
have a Cpax that does not exceed 125% of the Cyp 0f the reference pharmaceutical
composition. Preferably, the dosage forms described above, afier administration to a human
subject under fasting conditions, all have a Cyay that is less than the Cpax of the reference
pharmaceﬁtical composition. Additionally, the dosage forms described above can have a
Crax that is about 125% of the Cax of the reference pharmaceutical composition, a Crax that
is about 120% of the Cy of the reference pharmaceutical composition, a Cy,x that is about
115% of the Cpay of the reference pharmaceutical composition, a Crma that is about 110% of
the Cpax of the reference pharmaceutical composition, a Cay that is about 105% of the Cyax 0f
the reference pharmaceutical composition or a Cpy that is about 100% of the Crnx of the
reference pharmaceutical composition. Moreover, the dosage forms described above have a
Cmax that is about 95% of the Cx of the reference pharmaceutical composition, a Ceax that is
about 90% of the Crax of the reference pharmaceutical composition, a Cmax that is about 85%
of the Crax of the reference pharmaceutical composition, or a Cpey that is about 80% of the

Cunax of the reference pharmaceutical composition. Thereupon, the dosage forms described
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measured at a mninumof three (3) time points that are selected before the
percentage dissolved is about 80% Preferably, these neasurenents are mde
in replicates of at least 3 (although a higher nunber of replicates can be
used) and the nean (also known as the average) fromthese nmeasurenents
used in the square root of tine formula. The dosage forns described above,
after adm nistration tgo a hunman subject under fasting conditions, all have
a Cmax 1R Wablé?e ﬁ’&%e"@g {RIa V199 8 54t Prqiile that 1s comparabje g oF g?t@Féﬁ’ég‘e

phar maGeftdn6@pharisesal édntdsitich.ef er ably, the dosage forns described above,
after admnistration to a human subject under fasting conditions, all have
a Crax that is less than the CnB,, of the reference pharnmaceuti cal

conposi ti onpuAfdinbiedfiRldbihge fdHhs dORA0K HBVd BRI ARG RMRnfAN have a C.
that is about 125% of the C, of the reference pharnmaceutical conposition, a

C., thatbjeptaindesdesting pomditismsebibitan i} thetieatlessesBn ebthp aineldbut i cal
CONMPOSihfeAce fhatmadelitlal &o?nrﬁ?giu% M%%&ficarﬂp &n&dosate folifs ARER AR

pharmaceutical conposition, a “T's about 110%of the C. of the

r ef er erfdler ghminisagiontt¢ & himapsubisst undenfasting Comditiank.cexhibit anPdIE thatis e of t he

C ,,aX f i . bl O 18; bﬁ_@@ I s about
100% oflg{s%d%%g{?géfﬁc?ﬂ@ﬁe %e%él{r’gg%%&ﬁﬁ%&lﬂag%%ﬁ%@a ’ corrf)toagli | o)rﬁh.atc {%’/g? eover,

t he dodeayt75% ofithe AT of therkfabme phiranMesusical Compositioaj exhibitdnAIIC 8attsaf t he Crrax

of the re n eut.i cal conposi.tion, a.Craxthat,d b 90% of
Che G b0 REe BB ERBE it abRibrar ESmBuR ionssber BRAHS 2 abou
85% ofoftiinerefepsx@phaihsccufidat c@nmLitiohat Fag 0% ofde AVCROMetreforenceor a C, t hat

i s about 80% of the x of the reference.pharmaceutical conposition.
Ther eugBH;, atcﬁ‘étlcﬁi)cé’%’@%ﬁ%{eﬁ%gg@ioggﬁ "@3’9 ﬂ@gﬁfeﬁerﬂfﬁlp arﬁf‘é"c%‘ilﬁggt ed to
provi decotapdétfi6n, ¥t 1B4s0100% of MBAUG ofaBERE:EHRE ShdrMacttifi béifipositidaatldac
reference‘yp%wﬁeutlcal conpasition, Furthernore, the dosage _forns

(a- ’

descri b¥d Grof e refarenes Rhermaceptical omporitiom 3t leash B i We of iEdE/C phast i ng
condi t i 198 feferbich pRirnaddhtitiYeomPiditidnS atdast B85f ofBRVACE o e réfekend the

ref erence pharmaceutical conposition. Mre specifically, the dosage forns
descr i b@rmpasentical cogfpogition ghdentt $2¢% of e AUS of theneimense phamacaytiedr f asti ng
condi ti QRS 0siBd NPt AYCoFBERT ERASE ph AL sl eS8, t he

refer encgﬁgﬂar r’n‘a)ceuﬁgca %%mospﬁ%f%ergfﬁeﬁg%? an ‘%Et tﬁoat s at |east 75%
of the AUC of the reference pharnmaceutical conposition, exhibit an AUC t hat
s at

In a third aspect, the present relates to dosage forms comprising at least 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 Table 6. The dissolution values shown
below in Table 6 were determined using a similarity factor. The lower limits of the
dissolution values shown in Table 6 were determined based on the similarity factor
calculations using Formulations 1-2 and 5-13. The dissolution values represent the lowest
value of all the calculated similarity factors for the above-described Formulations. The upper
limits of the dissolution values shown in Table 6 were determined based on the similarity
factor calculations using Neat Drug. The dissolution values represent the lower 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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| east 80% of the AUC of the reference pharnmaceutical conposition, at |east
85% of the AUC of the reference pharmaceutical conposition, at |east 90%
of the AUC of the reference pharmaceutical conposition, at |east 95% of

the AUC of the reference pharmaceutical conposition, at |east 100% of the
AUC of the reference pharmaceutical conposition, at |east 105% of the AUC

of the reference pharmaceutical conposition, at |east 110% of the AUC of
t he reference_ nhnr meceutical composition-_at least 115% of the AUC of the

referen ééleai&ﬁh?‘}’f&&e/mb‘}téwﬂ@@ﬁbwhcr?xbo'éttoﬁh‘%%(ﬁ!%%t?ﬁ) the AUC of the

ref er enfoeabalefiZfi¥%enti cal conpositign; or_at least 125%af the AUC of the
r ef er enbessgiraromegualito 66:40% conposi t i onAbDwt Q75 oursd4Sapmnes) t he present

r el at es At zast@baig & 0%obutdess Grapor sjuay  atAbbetamt (Peu(60 miruteigent , where t he
per cent boogbo(it41.036 t he active agent of the dosage formdissolved iin an in
vitro dieschantorequahto 7%i ngl e pH i s | abostioioude(d0mihwtesyabl e 6. The
di ssol ution values shown below in Table 6 were determ ned using a
simlarity fogddsagefiens!deyeibed bbive afterf adudiistrflion 504 Wirth@ibubjebti@dershown in
Table 6_were d termalngd based_on, the simi | arity factor _cal cuI ations using

For mul afaSthgcopdisions, all Baves Crapptbatflossrat grqegh 1475 8%%‘6 FeapPEdeRTeerE | onest
val ue Ophamhcduhieal anhﬁdéltﬁhe Qre%ramy dhd dokadedBind RsdribEd hittve ey €- descri bed

Formul ati ons. The up limts of the dissolution values shown in Table 6

wer e de@@mﬁ:iSHé%Plﬁaééama%SW@t wider fagtingtopnditiens; ¥} havg p Cunkxdhit digssiBanng Neat
Drug. The ci xﬁ%é%fe%?é’ﬁaﬁﬁ&eﬁﬁogb&%?&l?&geA&g y ally,3h&'Gosafe ﬁ)};iﬁsdl cal cul at ed

simlarity Factors fo er cent age” ( ssol ved Ti ne
Less thd%cnbedeeéyg*eﬁ canbaGe Ons thblos ebapt 255 %hoflthe Cedk 6f thie mefererde 30 At | east

bout O t bout
62 00 L Bngthuc SompiAhnd CRitflic Ao BLAPTR o i LELT % ot
about 7pm?mawt1¢%smpdsawnm Cagthat is Ammlﬁheftbipmhoﬁﬂie@ﬁ@remenut es) to about
71.0% LSﬁeﬁ'mta&%lﬂca? org}go%ﬁlon, a Cmagéafa‘ts) %[l)"out }I é/o QP t?nre E‘max 09 the ré}'lejltegcs

pharmaceutical composition, a Cpax that is about 105% of the Cax of the reference

pharmaceutical composition or a Cpayx that is about 100% of the Cex of the reference
pharmaceutical composition. Moreover, the dosage forms described above have a Cy,y that is
about 95% of the Cpa of the reference pharmaceutical composition, a Cax that is about 90%
of the Crax of the reference pharmaceutical composition, a Cnay that is about 85% of the Crax
of the reference pharmaceutical composition, or a Crax that is about 80% of the Crx of the
reference pharmaceutical composition. Thereupon, the dosage forms described herein would
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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The dosage forns descri bed above, after adm nistration to a human subj ect
under fasting conditions, all have a Crax that does not exceed 125% of the
C. of the reference pharnmaceutical conposition. Preferably, the dosage
forms described above, after admnistration to a human subject under
fasting conditions, all have a Crax that is less than the Crax of the
reference pharmaceutical conposition. Additionally, the dosage forns

descri bed abaove can hayv i s about 125% of the Coax 0

r ef er enc@™PRHHIIALIERY 5%l E’Brﬁﬁ)@P the pef eremeaﬁ%zfmeﬁ%calgoemﬂonﬁd%ﬁstof t he
Cmax of 1009, §feheABTGT theRBRfeRBRHdirh£BhticRIIBRDObitibN) At 1e@stmofmamcso1about
115% of the Cmax of the reference pharnmaceut] cal HPOSIIIOH a Cmax that

i s aboutthaefusnse Pharmaespiisal Gpmpsionedt deaghld 8% afﬁb&%@eé hecefPreBnposi tion, a
Omex  t hgthajrgacefRul co%%%lsﬁ af lB&t Q@%of)ﬁm iR sfehSlefiGRe pRERLIRASYT | cal
conposition or a Cmhax i s about 100% of the Cmax of the reference

phar mac €9npesitions ghlgass il ¥Q%b ﬁf the/plEoeidhe refermce paasgaceptiealsorgpasition@@t above have
a omex {bat 135, ofReuuCrthehonddie QudaGorhRhfibRnce phar maceut i cal
conposi tion, éﬁghax &Kg %seéﬁ eﬁ%%%a fa ﬁe]%%ax of the reference

phar maceuti cal conp05|t|on, a Cmax that is about 85%of the C. of the

ref erence pharmaceutical conposition, or a C ,,ax that is about 80% of the
C. of the réﬁefwﬁ\aspﬁoammwtirdaﬂes oaiopags iftrins comphigngatjenst onehetivdosage
forns de e ect d vi.de f t proflle t hat
o Conpaiaty s IR of B PR o R RO Kool Bl imenl s ' on.
Furt her nmedlssdhmlodasageglfepHrrsaMSM bélew iabables,7, aIQ eo HomdniksTheati on to a

5% of (oD SHoEho by ah e, Pnte tad 1 el dberpiRioagy g

speci f i ceillatity &‘d&&erQ‘BéimGJef PiitSofdRSdiEdotion ah@ssehow@fntwbleadnx,rm %hdl m ion to a
i condi tions, exhibit a | east

human sub e t und AUC f hat _i s rat

70% of YHE dstgremtpgd y ﬁ@#%%%@ﬁ%ﬁé&%@%&ﬁ%ﬁ%ﬁ@@%%2 BBt an AUC
that is Tridids6Rfibn VA6sépréses thdlowedt vhlle of £f 18E ENERateh @R ITEGQ Wckdrafor
conposition, at |least 80%of the AUC of the reference pharmaceutical
conposi t® Abovgdescaihed Faymwiagions Fhe ppxer §mits pithe dFelwinaealushsiowadut i cal

conposi tgys 9210, '1@%& 199&&(&&&#&%%@& &Qenﬁﬁﬁ@rfsa&ecamﬁﬁmqe F' cal 31

conposi tion, at |'east 95% of UC of the reférence pharnaceutica
conposi tlfqgﬁmlagpnq le28md 5-13. The dlssolutlon values represent the highest value of all the

calculated similarity factors for the above-described Formulations.
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100% of the AUC of the reference pharnmaceutical conposition, at |east 105%
of the AUC of the reference pharnmaceutical conposition, at |east 110% of
the AUC of the reference pharnaceutical conposition, at |east 115% of the
AUC of the reference pharmaceutical conposition, at |east 120% of the AUC
of the reference pharnmaceutical conposition; or at |east 125% of the AUC
of the reference pharnmaceutical conposition. In a fourth aspect, the
present relates to dosage forns conprising at | east one active agent,
where the percentage (% of the acti veabggent of the dosage form dissol ved

in an i gl-e—pH-Is as shown below+nTables 7,
8, 9, .[0, 11 Epxsentage (fpddisspleeds| yt i o val ues shownT#8ow in Tables |7, 8, 9,

10, 11| angaskdper@oglet erm ned usi ng aAb%hmdequTactor. The Tower| limts
of theldissolution values shown in Tahles 7 11 _and 12 were detlerm ned

based ot iond abewilp W'ty factor cal cul d’thoﬁh%‘;odgjhﬂyfﬂ:ornul ations 1-2 jand
5-13. MR Lo val Ues Tepre value of —art th
cal cul 'tegaéslia%&jﬁarl y factors for tke%bogi)@re&mﬁ bed Fornul ati ons| The
upper | Atieast abdmta&@‘%dl ssol ut i on val uesﬁ‘tmhbweeiandoﬂ'esﬁnﬂfe(s SPhoutO, 11 aﬂnd 12
wer e det £o—oh the—strt+arit et aLlullamlllg ]

For mul AT 542 ﬁt{ﬁ‘zgpé’ 5-13. The dissol Lfgqogﬁfb%@ag Y epresent the hi ghest

val ue ()i&t&h&tabch@ﬂ.@% culated simTari At abag e 85)henrst he above- descrii bed
For mul ati-ons—32 Table 7 Percentage (] ' ' bout

7. 0% AbShleag AR 32.O)our At | east aboltAtEBOWSHX (BhRA¥S two (2) hours |At |east

about ‘Q‘tga/gtag&utgsbweﬁd) NoUTs™ AU |1 Qa8Lu2RRPs) Rgw® 70 About three jand one
hal f (851 hours | east about 29. Q% About Touf (4) hours At | east about

3 1. 0% AttTea%@bQutﬁW% (5) hours At | gastabouden (1@hoRes At about six (B) hours
At | east—about—35- 0% At —about—erght—(8)—hours—At—teast—about—37—0% At
about ten (10) hours

m—!

Table 8

At least about 7.0% at about 1 hour and at least about 16.0% at about 2 hours

At least about 7.0% at about 1 hour, at least about 16.0% at about 2 hours and at least about
24.0% at about 3 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, and at least about 28.0% at about 3.5 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 Ieast 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 houts

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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Table S At | east about 7.0% at about 1 hour and at | east about 16. 0% at
about 2 hours At | east about 7.0% at about 1 hour, at |east about 16. 0% at
about 2 hours and at | east about 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 about
24. 0% at about 3 hours, and at | east about 28.0% at about 3.5 hours At
| east about 7.0% at about 1 hour, at |east about 16.0% at about 2 hours, at
| east about 24.0% at about 3 hours, at | east about 28.0% at about 3.5

hour s s &an loe equial @laboiit 429%0% at b@ubbdhtbﬁnmshd\tr | east about 7.Q% at
about ahaut 2 haonr o At |l Aanct ~l 24. 0%

mMouUuot (Y VAv AV )y

at abolst®s8 138 QF gqualip apat P Vot 28, ()%tét’o"aﬁ’b‘lr@)lgo‘gshours at | east| about
29. 0% at about 4 hours and at [east about 3 1.0% at about 5 hours At | east
about 7.0% at about 1 hour, at |east about 16.0% at about 2 hours, at | east
about 24 0% at about 3 hours, at |ekskled®out 28.0% at about 3.5 hours, at
| east ha o aBARYY 0%t ABMIE I hoft ant F&8S thafl BR 9,094 5 hours
and at i&gfsjh@pgut 32. 0% at about 6 hours At least: about 7. 0% a at about 1
hour, at—teast—about—1t6 0% at—about—2hours, at—teast about—24 0% at about
3 hours, at |east about 28.0% at about 3.5 hours, at | east about 29. 0% at
about 4 hours at | east about ‘3 1 O%thielhbout 5 hours at Ieast about

320% abot +east—abeut—35-0% abG'Ur‘i 8—toettrs— At | east

about 0% atrgbﬁﬂfgel@/ﬂ)oﬁfsmv&? | east |about 16.0% a i Hout 2 hours, |at | east
about Rﬂleﬁt%’mwutabwﬁut&smmmeqatrtbectsstboahsmutt)zx%uﬂ% at about 3.5 haurs, at
| east t412040% at about 4 hours, |at | east about 31.0% at about |5 hours,
at | easAt R Ubous26.0%vat 1A oreqhA W $ Atdlit th8aBfhoustbout 35. 0% at abqut 8
hour s paHdupto.degast about 37. 0% at about 10 hours Table 9 Percentageg (%

di ssol VRﬂleJdt Hbout Q&O%%?legm& &He ﬁ'ﬂ‘t@' ARuBRRE(3)hbuld 70 AL about one (|1) hour
Less thapuPiooa@yal to about 79. 8 about two (2) hours

At least about 28.0% but less than or equalto | About three and one half (3.5) hours
about 100.0%
At least about 29.0% but less than or equal to | About four (4) hours
about 100.0%
At least about 31.0% but less than or equal to | At about five (5) hours
about 100.0%
At least about 32.0 but less than or equal to At about six (6) hours
about 100.0%
At least about 35.0% but less than or equal to | At about eight (8) hours
about 100.0%
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 10 Less than or equal to about 41.0% at about 1 hour and | ess than or
equal to about 79.0% at about 2 hours Table 11 Percentage (% dissol ved
Time At |east about 7.0% but |ess than or equal to About one (1) hour

about 41.0% At | east about 16.0% but |ess than or equal to About two (2)
hours about 79.0% At | east about 24.0% but | ess than or equal to About
three (3) hours about 100.0% At | east about 28.0% but | ess than or equal
to About three and one half (3.5) hours about 100.0% At | east about 29.0%
but | ess than or equal to About four (4) hours about 100.0% At | east about
31.0% but |l ess than or equal to At aﬁ%ﬂ% %i ve (5) hours about 100. 0% At

| east about 32,0 but |ess than or eq } At about six (6) hours about
100. 0% A¥ ledseatsint ADTHut Rbs B Srtequdl €5 sbouh4n0%s fat #aurl hdu® ai atadastdbosti ght ( 8)
hours | B89 butlled 1R oieqikd? &5dboaION, & AbOYMHes €ss than or equal to |At about
ten (10At BAYESout D% Hut ESPNMBYerIual aPhRdul sl ¥, af #2611 BRe W ledst@Bodut Tess than
or equiale.d% badlessithahlor @R to ABRUD, 08, RAYbutBHIuRland BE8Ist MRALE4.0% BuD% Dut | ess
than orie@qsa orleQuaA RPMMout oW &l AUt 2 hours At | east about 7.0% hut |ess
than of ABEHRLbduP7 BB 168t BrBqua e Mot 10 at abidht 1 fote, at At dbout
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, and at least about 28.0% but less than or
equal to about 100.0% at about 3.5 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 and at least 29.0% but less than or equal to about 100.0% at
about 4 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 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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16. 0% but | ess than or equal to about 79.0% at about 2 hours and at | east
about 24.0% but |ess than or equal to about 100.0% at 3 hours At | east
about 7.0% but |ess than or equal to about 41.0% at about 1 hour, at | east
about 16.0% but |ess than or equal to about 79.0% at about 2 hours, at

| east about 24.0% but |ess than or equal to about 100.0% at about 3 hours,
and at | east about 28.0% but |ess than or equal to about 100.0% at about
3.5 hours At |east about 7.0% but |ess than or equal to about 41.0% at
about 1 hourThealosdge dsinsaleguibed dovE) HftbrHdmlirdsmtibh e imadgubjectuadabout 79. 0%

at abou hour.s, at | east abput. 24.0% but.]ess.. than equal to about
100. 0% %f&%‘iﬁ’ﬂgl%%nsh%ia%v,e 8 fgmay tgél{sdtoesdl? a*ce?g}%% hrbe @"ég&?'ﬁﬁﬁ%erﬁceequal to
about 1pkhrid8oeaticabbstiiosidioh. Prrsbly itk Rbade Eagls d2&%riB8E dHove,lages t han or equal

to about, 100. 0% at . about .4 hours. At | east abqut 7.0% but .| ess than or
equal thI%‘BﬁH?UgEf‘.’ aopmen spbisgt undenf3sime °8(‘Ed§‘i“?§’é’sf’3ﬂ“§%ﬁ%m2"f]@a.t FHBHD ess t han

or equathel(,, A8 HelreféRnéBRAImARR ] dnposifisn. Addifi@RRY, tRRdhgeddmid’0 but | ess
than or equal to about 100.0% at about 3 hours, | east about 28. 0% but

at
| ess t hdgscmbedahers cap Baveafout thaigpalns EA5%aefdhe Cax of thetafaencst | east 29. 0% but
| ess t hgmr@bceRBtafborhsABAY C LR QY0 ut 1mw}hécma%me ?éSIé}exﬁfe | east about

31.0% but less than or equal to about 100.0% at about hours At | east
about 7Pimympteptisabeampdsiiency Cegihal is skpuh bldle ofthe Ore af thapderence hour, at | east

about %M%egﬁ@a%ﬁfos{tﬁﬁfh é ﬁ'l%@hbotu? 1 l%b/pbjftthg ma(,'z % ti% 6&%% 2 hours, at

h
| east about 24.0 ess than or equal to about t about 3 hours,
at | easphaecentiBc@npdsition] a6 s thats st HHdadf thoCrabbhe ref@en®% at about 3.5

hour s, . 0 S I b % at about 4
nour o, BtapE3boaf Corgdulith ot £E5,. WAER 180y 300307 bR SR Inedteel 5 (500t about
5 hour spharanctutidal t@asisitahoMor@Rer) te kdudagt fems tiésanbeadrabevpiave b Calttanis 100. 0%
at about, 6 rs At | east out 7.0% byt | ess than al .to ut 41. 0%
2t aboqtbont A8 PR Lo SE T G shirgnaseisaheorpetioth AL e A APt b oot

73. 0% agf mg(«)m;x oEthEmﬁﬁ%ceﬁmmb%aitical?ﬁmbos?ﬂofﬁ/mughag ?%out@lﬂ%bf(ﬂﬁe @gual to |
about 1 o.at  abput ours, at .l east_about, ) Bhu S an or equa
to aboﬁgmi%?r@%eaga%fﬂ’tm CEMARTHQL, °raﬁcfhae‘§§ttls é@uﬁgjégﬁ%thfgg@“%ﬂ’&n or equal
t 0 aboutefdbite haraiacenlibg¥bmpodiiH, ThedtipdnSAS HoABOms desBfibddterdiwould han or

equal to about_ 100.Q% at about, 5 hours, a
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
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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| east about 32.0% but | ess than or equal to about 100.0% at about 6 hours,
and at | east about 35.0% but |ess than or equal to about 100.0% at about 8
hours At | east about 7.0% but | ess than or equal to about 41.0% at about 1
hour, at |east about 16.0% but |ess than or equal to about 79.0% at about
2 hours, at |east about 24.0% but |less than or equal to about 100, 0% at
about 3 hours, at |east about 28.0% but |ess than or equal to about 100.0%
at about 3.5 hours, at |east 29.0% but |ess than or equal to about 100.0%
at  abotAmppsition,rat leasit] 20%$ theaJdC of Be rdfereing phiveasentinal somposiinmaPr #o about

100. 0% . 9 | ess than or equal to
about 1%%?38?@#%5%8‘?&éftﬁgﬁegeg%&a?}l?rggg# %ﬁ%‘?p@% FJO% but | ess than or equal
to about 100.0% at about 8 hours and at |east about 37.0% but |ess than or
equal to abaut 0. 0% at about .1 our s The dosage .for s cri bed
above, aft e%ﬁ %Sgﬁci’glfel péﬁe?tgelﬁgﬁ&ré’ﬁaggﬁfgﬁmes@tumﬁnsdré i1 agfs?nlenagg‘zeondi tions,

al | havageat, @herehiad petlramge () etiedvd b offthd dveagerfean diksolved in &f igr ence

phar maceuti.cal. conmpositjon . Prefer b* . d for scri bed above,

P rer herpap i RE sl B i she v dpjoliin TAGEES F i TRonfh ¢ | one. al'| - have
a Cmax dibslutiof vhiaesshbiva Belotvlie TEBIEX13014,118and &6 ReRdeRmpined eIt | cal

conposi tion. Additionally, the_dosa for escr i %ﬁ oV an have a
Cmax th%l’_fm]?%tyg%‘?ft T%ng%ea}wtﬁef (&0 359oTy108 vebpe BB Tien AR it PE

CONPOSi ddtérhined bk ontthedimilsriti BRWr cdddHidE uéiherdlatighs 1,508 kef ®1ENCE
pharmaceutical conposition, a Chmax that is about 115%of the Chqax of the

r ef er entiee digsolitinn ¥elues represcaithp losvest vghie ofaltthg galewated signilarty factars dok, of t he

Omax of g Qﬁox{eﬁfeﬁ‘&ﬁ;@&:Pomﬁ%%ﬂ@%%%ﬁ&'hnﬁﬁWﬁﬁ'dﬁds&ﬂﬁor?va%?éh&vﬂﬁh i s about
105% of the C. of the reference armaceut i cal conposition or a Crax that
i s abouTablesOighand 16 MsrcCletermised bired pre thesiamitasity %ﬁar&ﬁlpn%mngcorrposi tion.

Mor eov Il : j ut 95% of
t he Owgonﬁﬁh?ﬁgsof’ggg?{éﬁ%?'p ardr%r%(l?feaﬁg?%ﬁéég%d?n%égtﬁ?%ﬁ?&g%&%ﬁapﬁ%? i s about
90% of cal¢vdate] similarithi dactazs for eheaboysndeseribeé Hoinpddtioswnposi tion, a Crax that is
about 85% of the C. of the referenc%aﬁgﬁérraceutical conposi tion, or a Crax
that is about 80%of the Cmax of the "reférence pharmaceutical conposition.

(o

Ther eupon, t hkextestage(®hpdisswlvbdscri bed herei n woul dTithe expected to jprovide
a saf epy—proite—that—s—conparablete—er—betterthanthereferenece
" At least about 9.0% v About one (1) hour

At least about 21.0% About two (2) hours

At least about 34.0% About three (3) hours

At least about 39.0% ' About three and one half (3.5) hours

At least about 44.0% About four (4) hours

At least about 49.0% At about five (5) hours

At least about 54.0% At about six (6) hours

At least about 60.0%: At about eight (8) hours

At least about 67.0% At about ten (10) hours
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phar maceuti cal conposition. Furthernore,
after admnistration to a human subject under fasting conditions,
an AUC that is at |east 65% of the AUC of the reference pharmaceut
conposition. Mire specifically, the dosage forns descri bed above,
adm nistration to a human subj ect under fasting conditions, exhibit
that is at least 70% of the AUC of the reference pharnmaceuti cal
conposition, exhibit an AUC that is at
ref erence pharnmaceutical conposition, at
ref erence pharnmaceutical conposition ﬁt heast 85% of the AUC of th
reference pharnaceutical conpositi o"rl;f' 811 | east 90% of the AUC of t
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exhi bi t
i cal
after
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he
e
he
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r ef er endélepti abovh B 8l 3t ebout d dopw si ledsbaboutsd1. (9 at gbewick hoppss 9k ledst ahieat AUC
r ef er end®0plahrhouthours at leash pbryd H7.0%ret ot 35 hpirs hndaas hrast abonttid. O s en
rel at esahoyt 4boywge forns conprising at | east one active agent. wher

he
t he
t he
he
t he
f the
of the
t
e the

per cent Agjieagt @houd P.00ha abatt il \beum gicledst aibfout 21€0% atszbget X I, dii lsssbiboetd | n
vitro EB%Q%Iauah'oum héurs asieasy hisoup b7.0% absboahhfholre|adwastabdia B#.6% at 3hout 4
16. The4 holirs sl at ldasirabunatl 49686 sthabwut Sthelisw i n Tabl es 13, 14, 15 and 16

an in
15 and
wer e

det er m Aetbadt abowg 98% atiabdut arhotuy af 18t &bout 20N binsbent J hos, &t 1edst 4boat di ss
val ues| shodnt abouiflabbes al Basdabbul 47.0832€abolle3 .6 holrs ellcbaapsit an.0vdw abiuti
fact or | ¢ bkl afileb BBouI 29.0% drabdiyk AbirdRRd dt ledst abdupsH0%B aflabout Fhsurdi SSO

ol uti on
larity
| uti on

val ues | AneRh a8k 910MPatlaB¥WR I thoVi@ bilBasPibod 31.4°% 8t HBLCHAGESE 18dstadoat | TY
for thes ehay Ssodes R AclichR aboH: 87 0AME abot$.5 HORE at leastiabSut Al 04414 ablhus S
val ues| 3ROWA at Rast 160 89090t 30t 3 BoVE 2188 LESI5 16, £ 35K 6 BBurk MBd 8 M
factor | galiabdbh 0%t Ysduh g nolger Mul ations 1,5, 8 and 9-13. The dissq

factors
ol ution
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| ution
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4 hours, at least about 49.0% at about 5 hours, at least about 54.0% at about 6 hours, at least

Yy

about 60.0% at about 8 hours and at least about 67.0% at about 10 hours
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Per cen
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about
Tabl e
about
about

34. 0%
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44. 0%
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about
| east
and at
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about

tage (% dissolved Tine At
about 21.0% About two (2) hours
At
44. 0% About four (4) hours At
At | east about 54.0% At about
eight (8) hours At |east about
14 At | east about 9.0% at about
2 hours At |east about 9.0% at
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. 0% at

At least about 54.0 but less than or equal to
about 100.0%

At about six (6) hours

At least about 60.0% but less than or equal to
about 100.0%

At about eight (8) hours

At least about 67.0% but less than or equal to
about 100.0%

At about ten (10) hours
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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 4 hours, at |east about 49.0% at about 5 hours, at

| east about 54.0% at about 6 hours, at |east about 60.0% at about 8 hours
and at | east about 67.0% at about 10 Q@ hg 38 Tabl e 15 Percentage (%

di ssolved Tine At |east about 9. 0%%‘ 'ess than or equal to About one (1)
hour apAtieast Ab@¥O A% but fess thady ondqualto B86ubdL.0%eas shauh hhowmné apledst sboutAbgut t wo
(2) hthBO%&bohsstH&cﬁ%thdﬂm&t79&ﬂ%uttab8dtﬂ%ﬁwt | ess than or equal |to About
t hree (Ajlelsdabaut 9 akowIt 1ebSihad) b djuall te alsdut ahoWtat AsdudVadutf atlle@stabbitan or| equal

t o Abol2l.0%betlesytHarosreqied kd abodt B)0% atubsut Ftiad and @0lefvatiut BA%buabout 44. 0%
but | epksd thanor@qus gs!dout L00AIQ b abb@ B hotidh) hours about 100. 0% At | east about
49. 0% Pt ehst 8Bouk DM, B 1636H=E o;eszluattoamwm DYVeE aBoal 1 RO & leasia@Bat 100.|0% At

| east abOOY, bariel thit orleEs t1d KRGt 18008 GLkBbutl o, MOME atobiad ) bhiQss  |about
100. 0% #hbn biegyphi 18 BouH: 1600Q% Mkt 3 Bsigs, bARR 104kt B3I BPbhiesd @M lr €1 ght (8)
hours e ag&glge{@%tatgﬁﬁgg s%agt 67.0% but |ess than or equal to |At about

ten (1 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 and at least about 44.0% but less than or equal to about
100.0% at about 4 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 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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Table 16 At | east about 9.0% but |ess than or equal to about 41.0% at about
1 hour and at |east about 21.0% but |ess than or equal to about 79.0% at

about 2 hours 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 than or equal to about 79.0%
at about 2 hours and at | east about 34.0%but [|ess than or equal to about
100. 0% at about 3 hours At | east about 9.0% but |ess than or equal to about

41. 0% atm%gautené 11 wu@sfth@?etéreab%atnna@otu@f{wuﬁostms Thér8ipod thequal to
o at

about 79 bout hour s, | east about 34.0% but | ess than or equal

to abou@OS&mfom%d&Fcr’é’%h?felﬂ Wﬂ?lijrté? exgeripdde providscompyatle sBicemytpthe | ess t han or

equal tgf@%ygha;ggceg%ﬂgmﬁmmo@ 5 hours 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
than or equal to about 79.0% at about 2 hours, at |east about 34. 0% but

ess  than ofufguale hd AOM AR08 4B00Uhe bR iBoRlo d RSE about 39. 0%

but | ess than or equa ¥ at a hour s at | east
about Mbiv%lblsitrfaﬁmscommmrexomtahﬁﬂdﬂﬂlbblatatleawéﬁ%wm%gfthd hours At

P e L G R D P

at | easafteabdmtﬁs&dtidh% b htimbue sibject inajer fasthgopuadltmns aﬂldmttanmﬂ)Cﬂ%mtat about 3

hour s, 0% but |.ess t or 0. 0% at
noout et B e RERUE oA eRiibe Rl Rl fipie BERYC $8% pout

100. 0% ataéasmﬂ%)olﬁthe AUC ¢flthd refesdncapltanhacttidabodmiiosities,at IebﬁrSO%rofﬂq:ual t o about
100. 0% out hours At | east about 9. 0% byt S n _or uaI to
about 4@6‘331% tritee Bhaprpafeuticaf cqmposifion, 3 lgast ng’ oé%eb'ﬁtlél" @grqura ®or equal

t 0 abouphaffadbficat co%tﬂaaubﬁ,at ﬁhstb@%&lftlféb@@ oBthe Bferbide phe®fackdtidml or equal to
about 100. 0% at about rs east about 39.0% but | ess than or equal

t o aboutomppgidiopes aﬁstaééutf ﬂ@ %Uﬁ@ﬁﬂ@refarpnqe@agtnaaﬁﬁm cAmPOHHPWEt Ifasks t han or

equal t mEbetthe ADS &%a%feraeagﬁmﬁa&%waﬁeo@oshaﬁsat 16812082, 49 ARG bs | ess than
or equal to about 100.0% at out 5 hours d at | east about 54.0% but
| ess t hi#f rtfﬁrew@amaselasa@mnmtlmtéﬁasw@m ofghtUCof the eferenee about - 9 0% but
Iess t £ceﬁ@déiiéotﬁ ﬁgﬁ)% %&19%%%/ 2UC ig-thgﬂa'fér Ou;r)halﬁf'%ééuh@gom . 0%

0

but | ess than or a to a out 2 | east about
34. 0% beampositien, at least 120% of the AUC of the reference pharmaceutical composition; or at

least 125% of the AUC of the reference pharmaceutical composition.

The dosage forms described above, after administration to a human subject under
fasting conditions, all have a Cy.x that does not exceed 125% of the Cax of the reference
pharmaceutical composition. Preferably, the dosage forms described above, after
administration to a human subject under fasting conditions, all have a Crnax that is less than
the Crax of the reference pharmaceutical composition. Additionally, the dosage forms
described above can have a Cpyy that is about 125% of the Cpax 0f the reference
pharmaceutical composition, a Crey that is about 120% of the Cyax of the reference
pharmaceutical composition, a Cpax that is about 115% of the Cyax of the reference
pharmaceutical composition, a Cmax that is about 110% of the Cpnax Of the reference
pharmaceutical composition, a Cmax that is about 105% of the Cynax of the reference
pharmaceutical composition or a Cpay that is about 100% of the Cpnax of the reference
pharmaceutical composition. Moreover, the dosage forms described above have a Cyax that is

about 95% of the Cpy of the reference pharmaceutical composition, a Crax that is about 90%
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than or equal to about 100.0% at about 3 hours, at |east about 39.0% but

| ess than or equal to about 100.0% at about 3.5 hours, at |east about

44. 0% but | ess than or equal to about 100.0% at about 4 hours, at |east
about 49.0% but | ess than or equal to about 100.0% at about 5 hours, at

| east about 54.0% but | ess than or equal to about 100.0% at about 6 hours,
and at | east about 60.0% but |ess than or equal to about 100.0% at about 8
hours Airtheest oﬁh@fetfersnce%aﬂﬁcéua&ﬁ cbit ?(nilt% @ggglhamae&@m%uﬂﬁ%ngz about 1
hour, at | east about 21.0% but | ess than or equal to about 7 0% at about
2 hour sOf the refesense Phasmaseutioal oumpasHionea @ Cotfhist i6300BAM ok tBe Ghra At the 00. 0% at
about 3RS Rhfﬁltnaée%ﬁéil cRttion TR BIL, th &&a%é‘ﬁﬁn@&es@r’fﬂé@heﬂéﬁ waput 100. 0%

at about 3.5 hours | 'east about 44.0% ess than or equal to about
100. 0% besxpatiest o Providsur safetyprofile shet iscoomweralily toox bstier thanshe refgencer equal to

about 180 0% apgglgig pours, at |east about 54.0% but I ess than or equal
to about ugegtg/‘; at ut 6 hours at | east about 60.0% but |less than or
equal to about 100. 0% at about 8 hours and at | east about 67.0% but |ess
t han or eqy &Jofts? tFoog g%o%tOr :L h%urs The dosage forms having the

di ssol uti O fi¥stration to a human subj ect
under fasti r‘iﬂxemdmthm@nﬁoxmliu rb]latesaa smhmdbsage 200 T @crmamhgat leismﬁ@cmeﬁlo

bi oequi vaI ref erence. har t osi tion.
Ther eupdiy tetpﬁéactkc? @gféwf‘qgff’?f{s fteég P98 & ﬁ‘@?’éﬁ% n%%?fﬁ 8sa§?<6 r{ga "% o0 provide
conpar ach‘lrﬁole biibjeaciy nkal dftRatnichf REreIC QA spliéd Wit \thd teah “laci3acignificai.

escribed above, after admnistration to a

Furt her t he do
human Whﬁﬁ%’éis%ﬁfvﬁz‘ W fiopags Aam ol by BIPeRLiAveRfien coUAINng aty | st

65% of idfiee fddnt i@foranlsveadmhﬂg‘t&é@m%uaﬁa SHBIEE uﬁdee Péd c@ﬁ’dlﬁ&ﬁ:ltﬁdt e4d dbdage
specifically, the dosage.forns described_ab er admnistration to a

human s{opp&ERbTAAUE dat jssymidas feyfor dessaot e %P%tafﬁlﬁllﬁ@@“? theAlGokt | east

70%  of sald\@osiidFoRh aﬁéi%raﬂ %&%ﬁﬁ%&ﬁ%%ﬁﬁﬁ@kﬁbﬁ&@ﬁn&?ﬁ'&ﬁ@ doh@RenseXxhi bi t an AUC
that is at |east 75% of UC of the reference pharnaceuti cal

conposi {mesping.ghat|teeAUCad %edpsqgh éormpfthegiresenianyestien afee orah Administratian cal
composi {1 o s b oo o et A PR el
conposi the selid desagedamn oBeposent inventiog (hefeindfier f@feP. éﬁ)cﬁétepﬂalr maceut i cal
co ”POS ' écﬁﬁﬂlstrzﬁ{on & Qﬁls.man subject under fed or fasting conditions is divided by the Crax of the

reference pharmaceutical composition (hereinafter “Cpax R.P.C.”), that the resulting ratio is

less than 1.25 (namely, [Cpax P.I (fed or fasted) / Ciax R.P.C. (low fat fed conditions)] <

1.25). Preferably, the solid dosage forms of the present invention, upon oral administration to

a human subject in a fed and fasted state, has an AUC(fed)/AUC(fasted) that is between 0.70

and 1.43 or more preferably, between 0.80 and 1.25.

In one aspect, the present invention relates to dosage forms comprising an active
agent, where said dosage form exhibits a Adiss; oy 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
Adissz onrof 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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100% of the AUC of the reference pharnmaceutical conposition, at |east 105%
of the AUC of the reference pharnmaceutical conposition, at |east 110% of
the AUC of the reference pharnaceutical conposition, at |east 115% of the
AUC of the reference pharmaceutical conposition, at |east 120% of the AUC
of the reference phar maceuti cal conposition; or at |east 125% of the AUC

of the r ference [ NAC 0 i.Lion o crlbed
above, &5 asa{%%sﬁf(g‘t‘srl E&OJ#‘WSWQG ﬁ{}’ﬁ%‘ﬁmvﬁg}o&s}tt %r‘faneréa&g %s 46%‘0???@ tions,
har 22!?@?3‘?‘““*‘85“?‘3?‘@‘“““ me“’”‘%ﬁ“e’ﬂ‘SS’;m?*?S?m“’é”ﬁﬂﬁﬁr “above
ut i | | ve,
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corrp03| i on Addltlonal q‘%?n!—i O&Forms descri beq above can have a

cm , ufaior S psHoTTR S5 ssplption {gftdo determing phather cERft Ac
conpos | hévalp de@lcgem dédagd f fo'::ﬁ camﬁingm&@ef infR8ichTs Kkdly td PABibitafs@manam

phar maceut | cal conpositiagn, that is about 115% of the C x of the

r ef er enta9d effFFéPPr‘&b@a]tquﬁmStﬁaélﬁb&? %‘iblﬁﬁt ungercigqd gondgfions pat %%Eéh.?’[neﬂ@% of the
Cmax  of cérﬁ@ct&ﬁir@é)?aﬁﬁve RRAL REEY hitfdn) CEPORink 'tlﬁ@mo@el QE@Q% cltbials 1S abOUt

105% of the the reference pharnmaceutrcal I on or t hat
i S aboutde&mﬁv%a@fllcqlheot@ﬁﬁxlublt 2 pignifiedné food c&ect yher mlceémmeteﬁhoe oMES| t i on

Mor eove V. MEm about 95%
of the {érgewfa% eﬁﬁgﬁérﬁéﬁvgﬁéﬁﬁéﬁ% &Q&i &SQ 05| t@g}gﬁe& E%E%el that is about
90% 41 efhibihesignificst food effedt earebmcﬁscpmm&emtam Airthendqyelopmemn, a Cnmax t hat
is about 85% of the C,,~ of the reference pharmaceutical conposition, or a
Cmax that is about 80% of the C,. of the reference pharmaceutical

conposi tion. Tﬁérabowqhascrjbeﬂlnmddb\sagmélopedbymdetiemadingeﬂd'ﬁ'smrfmwhm ofbe

expected to.provide apsa f| | .t hat arab I er than
the ref %ervgrrl]%ogsagetlﬁ hacelt '“g%tlgaéo%gg?‘fe agfpt (‘ﬁ‘m%gg%saé? oﬁnﬁﬁ’i istgﬁt gFood

Ef fect ami m\alhxchédaruéucﬁbécahlnwae ddigil lmrﬂ@eslemnple’s)/aﬁel Miss%h,&mtmﬂammcﬁ o solid
dosage forns, cont ai ni Hﬁ\ {)east one tive %gge t Iack ﬁ Si gnlflcant
food ef FRPEC PBIYED PAlISIdatFH St PiiFgRofn iy & B RIEED hew or ot o
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signi ficant

In addition to the Adiss; gy, the Observed ARelative Cpax Was determined for each of
the seven dosage forms described above. The Observed ARelative Cppax values obtained for
each dosage form were then regressed on Adiss; g using simple linear regression to obtain
the least squares regression prediction equation involving only a slope and intercept. This
regression prediction equation was used to obtain the predicted ARelative Cpax (hereinafter
“Predicted ARelative Ciyy”). The minimum and maximum Predicted ARelative Cpgy values
were taken as the acceptable range for Predicted ARelative Crnax. The associated acceptable
ranges for the Adiss; gr, (namely, the A dissolution range described above) were obtained by
solving the regression prediction equation for Adiss; gy, at the minimum and maximum range
for the Predicted ARelative Crax (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 Cpax 0f -0.2 to +0.8, preferably from

-0.2 to +0.2 (hereinafter referred to as the “Predicted ARelative Cyux range™). In order to
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food effect” neans (a) that when a solid dosage form of the present

i nvention containing an active agent is orally admnistered to a human
subj ect under fed conditions that said dosage formexhibits an AUC that is
simlar to (or does not differ substantially from the AUC of said dosage
formafter oral admnistration to a human subject under fasting conditions
(meani ng, that the AUC of the dosage formof the present invention after
oral admnistration to a human subject under fed conditions is not

af f ect edeteynifiowhbther @sol{idjosageformnhasa Rrédict@héRelative Graeofs@ P ta-@i®dbgye f or m of

t he preﬁﬁﬂ&mgg¥&@%%§?m%pereinafter "C. P.1.") after oral admnistration to

a human subj eéd or fasting conditions is divided by the Crex of
the reference pharnaceutical conposition (hereinafter "Cn R P.C."), that

the resul ti rati.Qol s,. | &8ss i .namel P. or fasted) /
Crex R P.C, nf'l“'%\ﬁfef@?eﬁ‘%e @Pfhdb@?@ﬁb)"?%‘g“s&g%s‘%ﬁ?gzb%?lé?%Bloé?gﬁﬁé"hsol i d
dosage forns of the present invention, upon oral admnistration to a human
subject in a.fed and fasted state,_has A d)/AUC(fasted) .that is

bet ween 0.7 O%ﬁ?i?‘)fn?lgavb‘"rg a_r%ff’%“ﬁ&éﬁﬁﬁﬁﬁ%ﬁx’g&%@gﬂ%ﬁabﬁﬁgﬁc&%& In one
aspe;:t,x]eaﬁtdarmﬁ_ veCQM%l]Tgb@mﬂeglﬁﬁﬁE?m, mgﬂyd_ ; g@ﬁ[’@-;@%ﬂ?&k@l nglgnoaftl ve
agent, ere sai sage formexhibjts a Adiss2. 0h, o ween -10. 0
17.0, pﬁwéf%?gp% %é?ty}de%f’f-a&gi"emﬁf{ﬁ@%?a%ﬂ%‘%%ﬁ&bfﬁmgéﬁﬂ%@ﬁs-- 10.0 to"
2.0. Dospgsnly @ H§sa§é<f6h9é Bedvitg val R iBSPthe abdve PRAIEIEAR clke €, Qané - O,
preferably -10 to 9.0, nore greferably, -10.0 to 2.0 herernafter referred

to as t Feiibipa lack aba signibeant fend effect uppnasalisdministigtionl brbthe berrinbefategni f i cant
food ef . : 1N ¥ 18 ! YRS T ati .

condi 11 preo(RRReRA! pEATH AN TS WURGIOGRERELRED | nge
exhi bi t befweerctke éf vigro progerty (nemely, dissolitien)fof the soliph desage form gudimingtwat i on, but
t he hergj j i . V. i LR:42

ol cagerpuR, BERCDEREI LIS BALEBAd bhNb peRf N i O Elob B SPESY LD b
used t odekegesrcotyprisihgthe netivatingrediéntpSpeetfivelly) tiinmodel allowoa forropletot to ( nanel y,

di ssol utj of . t.h ol d dosage.form an an. in.vivo property, nanely,
food ef %&% ﬁ;ﬁ%a&slveﬁ% gué'fk ZIK ”%glgst?ggl nfegﬁzg%ﬁtefrﬂm? Wgeth%r\% F‘S‘gﬁe :lyof new solid
dosages dewinped dosage fohe cattiining therngti edlingretlientSpical§ foeahibit a sighifeantdoel al | ows a
formul atgr .to perfarm.a r.el ativel ick,in vitro.dissolutjon test to
ot or m FESKHSTHER Grhigeten BrasPist ddu shemaet gl Aeest O rieh | ne
active moey @gesivle il $ivb (alely Hugha@Xfethl Usie thisdhodel, dastge forms identified as

likely not to exhibit a significant food effect upon oral administration can be targeted for

further product development while those dosage forms identified as likely to exhibit a

significant food effect can be discontinued from any further development.

The above-described model was developed by first determining the Adissg sk,
Adiss) onr and Adiss; onr for seven formulations (namely, dosage forms 1, 2, 5, 6, 7, 8 and 10
which are described in more detail in the Examples). The Adisso,snr, Adiss1opr and Adissy onr ‘
obtained for each dosage form at each of these time points were considered to be predictors

of an in vivo food effect with respect to Cpax.

In addition to Adissg,spe, Adissy.one and Adiss on described above, the Observed
ARelative Cpp,x was determined for each of the seven dosage forms above. The Observed
ARelative Cyyx for each dosage form was then regressed on Adisso.shr, Adiss; on and Adiss one

using multiple linear regression to obtain the least squares regression prediction equation.
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food effect upon oral adm nistration to a subject under fed conditions

w thout the need to conduct nore expensive in vivo (nanely human) tests.
Using this nodel, dosage forns identified as |ikely not to exhibit a
significant food effect upon oral adm nistration can be targeted for
further product devel opment while those dosage forns identified as |likely
to exhibit a significant food effect can be discontinued fromany further
devel opnent. The above-descri bed nodel was devel oped by first determ ning
Adi ss2. T refressicmaeddiaion egeatien (‘thewagfierd RPEY) choaibel wesnllp satnelegegibnone acti ve

mor 0. dota fortie SRART KRRy Comfhorian Bersigpiine st BRAMA o Socago 1 or m

was Con(SOQKE-F @033 Mikes, & qowseduisilfaﬁ 0.03 2didshlon ) | Thas fihie dquatibewhs wied to respect to

ot o m TG PirPeebiend BReISt R e T PR R BV CER B0 A BV e

Obser veghiiitelesd takéh a@macv@tam&m@%tfaﬂ meaictfe@ AReRACHQSAGErdRiMpIRIGE t hen

regressed on Adj ss2.oh, usin i near regression to obtain the |east
squar esthe EFFEE %Rﬁelﬁ%&imwaéﬂ gg’twhvvrﬁwhwwgnemayd WaMYPe and

i nt er cepledicttRiARe1FPOCES S(b@ﬂlewsﬁis)edhewn 808l AN THE Sorkt3RMdn OerBAbAI N t he
predicted ARel ative X (hereinafter "Predicted ARel ative Cnhax"). The

i ni munvaseetamiaedtmbe?-286. ct ed ARel ative C. values were taken as the
acceptabl e range for Predicted ARel ative Crax. The associ ated accept abl e
ranges for the Adiss2. oh (narrel y, the A di ssol ution range described above)
wer e obHBi nelbrhposition lagd Mg Making diedPospgeditirns phHithe Bresen enttawr Adi ss2, oh,
at the mni X (See
Figure 2). 11 t%?f%%y%‘s%e%%ﬁs °f*t96erg I Rkl s AR (500
conpri sdosggeaﬁomdiat prevxdagiena modified eeleaacz of thosdige agent. nExaaplea oPswetli ct ed

ARel at i o _+0.2 éherel nafter

referre S?% Em% %@t %ﬁ%&?eéf%%l%ﬁég’ﬁ éfteln\‘)glb%ﬁ%f{é r’&ﬁtaé'sijsge“ SOSPREPC t o 43
det er m cvatroliet dyetema (\slcibh stedi3s asja-refdods 8 ‘he@mlrey&dnﬁ’p gllséRddant sysenEnax of

-0.2 to +0.8,. the follown r mul sed: ted ARe| e Cm" =
0 056, orpRsis e, Hrh o BOS syRmus despribed 15 Siaho iR AGSRURD f or s
havi ng aisf¥kset 6tsach &d%eg@fohﬂem@rasdbetfa&id ha) Hdﬂdbbdld”bf?h@mﬁia&u@uﬂescrl bed

Predi cted ARel ative CnmaX range_(narnel -0.2 to +0.8 referabll\?/ -0.2 to
+0. 2), QKo lgd Release Technology, € D L. Wise, et al., Marcel Dekker, Inc., New York, New

York (2000), and (ii) and Treatise on Controlled Drug Delivery, Fundamentals,

Optimization, and Applications, ed. A. Kydonieus, Marcel Dekker, Inc., New York, New
York (1992).

Matrix systems are well known to those skilled in the art. For the dosage forms of the
present invention, at least one active agent is homogenously dispersed in at least one rate-
controlling mechanism and optionally, with at least one pharmaceutically acceptable
excipient, This admixture can be made into a dosage form such as, but not limited to, a
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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significant food effect upon oral adm nistration to a subject under fed or
fasted conditions. Not only do dosage fornms having a value within the
above Predicted ARel ative Chrex range exhibit a lack of a significant food
ef fect upon oral administration, but the hereinbefore described
correlation provides a predictive nodel that can be used to describe the
relationship between the in vitro property (nanely, dissolution) of the
solid dosage formand an in vivo property, nanely, food effect. This nodel

can be used A®usail Hertif, thb erflewEbRPoRate RbntRMhSALdhEnisHORAGS® QPRIti Si ng t he
active ingredient. Specifical I%,%t his nodel allows a fornulator,to perform

a rel at thokgopiraly pepodulates the gteipfaeignsg of the 2ets@eeny Tgmy the Aosage IRFRt fBF2tor not a

new y ﬂ@gt%h@ﬁ&dqoaaaﬁagmfeg{amsﬁl%hamw Engridss AGhdr Roh-Reticadhieridl tHabis! | Kely to
exhibit a significant food effect upon oral admnistration to a subject

under f #deasbraaiiallyond spnersbisubstadialy eemplesely srrdilie in apspEramsahefivse in vivo

(nanel yg&ieiiRA bf heitisls sdigbRTorl the Sitd e Hing AR ARkl prél@plihidnBon as |1 kely
not to exhibit a significant food effect upon oral adm nistration can be

t ar get eWil} ¢apend ypon feerdepirasichgriod & thelrelore of thaiastive agend Somdbe deress Fhs
i denti f i kst ignificant food effect can be
di scont?ﬁﬁgﬁ%%%%g%ﬁ@Srg%{g(&elgydg%@glagtbnent. The above-descri bed nodel was
devel oped by first determ ning the Adisso,5hr, Adissi.ohr and Adi ss2. ohr

for seven f t (N ly.. d for , d 10 which
are descri bgfdl{%{ %\tgﬁgﬁgﬁ%’(egtrg?%a%ﬁ%mtug%e}%ggﬁ%f es%s%ge'ltﬁfén %éllbg saoh}gﬁﬁyfﬁk]/di ssl. Chr
and Adi sgedt, hipdroplobicaigatdof @mbaadbnsdhaadfeAdditionally, thaate-@htrolliese ti me poi nts
were consi.dered to he edictors . of an.in vivo od .effect with respect to
G, TRESGE oy e S0 e ety sisfeahftdeaBren it oiihdh | pog
gbove, ?bmmmhmﬁphmeh' athOteyg?ﬂplliélgvm {)ﬂ%&mﬂﬁ?c Wor&@d‘dgpl&tfbid h? seven
osage for ove.. The Ohserv | Rel gtive .. F.Or eac osa or m was

t hen re@geégz @@_H{?ﬁﬁkﬂ i‘.‘%eé‘ﬁg%ﬁr?a‘k wed mghyde, yparg ingfsl?‘%tf”%gfoﬁ&’rﬁpi pl e
linear megiyRemileR, Aydrabdbl dethdodeCRidroxy AU REUR) hEIFEhABndYxaid, CLi on
equation. 44 The re%‘ra(gssupn predi ction, equation herel nafter "RPE")

obt ai neBPlygfaylenselecalrd “TF(# A¢ ¥aghum, guay alginatos.molypiyl PRIQdoRREPheS e Crax

descr i bedsdmiiRl Rorh Sy Rhfs mﬁrc%gmgfn@ﬂ ARV AL do¥Ban@BRRr pRarM@Guticaly 035Adi sso. 5h
+ 0. 082(di ssj . oh + '0.037Adi ss2.00 Thus, this equation was used to obtain

t he Pr etAceptakic astanqes wethewelling ped/or gel-farmngpeonerties puhsomhinntionsthieragle| at i ve
Crax Hydrophobic agents that can be used include, but are not limited to, waxes and water-
insoluble agents. Examples of waxes that can be used include, but are not limited to, natural
and synthetic waxes, such as, carnauba wax, bees wax, candelilla wax, paraffin waxes and
combinations thereof. Water insoluble agents include, but are not limited to,
ammoniomethacrylate copolymers (such as Eudragit® RL100, RS100), cellulose,
ethylcellulose, cellulose acetates, cellulose acetate butyrate, cellulose acetate propionate,
methacrylic ester copolymers (Eudragit® NE30D), microcrystalline cellulose and dibasic
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®

RL30D and RS30D) and methacrylic ester copolymers (such as Eudragit® NE30D).

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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val ues were taken as the acceptable range for Predicted ARelative C,. A
correlation plot of the Oobserved ARelative C. was (on the Y axis) versus
the m ni num and maxi rum Predicted ARelative C. (on the X axis) is shown in
Figure 1. The correlation coefficient was determned to be 0.986. I11.
Conposition and Met hods for Making the Dosage Forns of the Present

I nvention The benefits of the dosage forns of the present invention can be
obtained with any dosage formthat provides for a nodified rel ease of the
active @gmfonfs(dhqamm of pleusdteutitedpareertalersxcifients thatrcabbe ussddn thacl ude, but
are not ed t mat r [a n ms (which are
also re e% eftamils Ofgl%eerseger‘\'/e&@ﬁ& g{i%ﬁg%% ngﬁ]r%lge(artélogas%ggéﬁ%g or osnotic
punps. laddis, ddbrichesgliduyis] @iobilitg eldﬁﬁcﬁﬂg mdts; sms@némg agenche S\mehlekimndlon A
detaile di scus n of .such dos und in;:

Fandbo ok ST BHE R EBEYACIr DElST FOf e QEREy HROLRUOR ABTUU oot | wi se,
et al. agbhfsc:@kfaaakmnmeémm solmlew réatders, N&gtbeﬁf@ rslsllv(eﬂQQﬁ)er and (i) andcI
Treatise on Cont Del i Fun ntal s Optim zation, an

Appl i caQqTaB‘H%ceuté‘@lyﬂcce @éﬁﬁ?détﬂl‘éesa‘ﬂi?%@ RKEF®%% nc., New York, New York
(1992). Matrix systens are well known to those skilled in the art. For the

dosage forns ﬁf the present invention,, at, | east one acti,ve agent is
honogenous| JFillers that caadbeiuppdan therasent dpvention include bt asy llqtrlt‘ﬁmi"?éé%anl sm and

opt i 0”aétzltr)éhesv‘l'aétbs@ﬁuér@&ﬁalﬁ’&%eﬂﬁl@ée”ﬁﬁﬁ}% |ofitbse/ scbitctth ARl an@X Ci Pi ent. Thi's
adm xture can be made into a dosagé formsuch as, but not limted to, a
powder , coanhipasiang therepf fixamples P%ﬁllerﬁt)@&ttqa@ be nsed areamicepsivstelling cewigses abl et or an
aggl omegaf & AJ Q@l@ ﬂiﬁﬁ%ﬁ& Aw%@m%ﬁ fHlefQe, GRS 'H&ko"g‘ ﬁ;% aItE]I Dgodosage form

such as, but limted to a po a granul e,

parti cuardwérouaandal’dﬂamatosae BCth,tdemlsletcalsnmawhoa@gte@ndr @etFancoamss@ spri nkl ed
on to food' or dissolved in an appropriate drink for subject consunption.
The present invention also contenplates that after said dosage formis
made that i tBioders thet canpt ngedah the psasent dnveoticoh includm butexk nt limited o, or nor e

rat e- copn |1ing | rs. and/.or on r ente oati.n ich will be
descri beill1 fg’ﬁesr%\g'éasgéﬁ?ﬁ TR Sy cfg‘cﬂ e”ﬁ%tﬁﬂ(y%qu{ ‘heﬁultc E?WS%YF 9 east one
r at e- cocllutoke, poFvitiardlidste, statidsand 6thadphadedetutically acceptable substances

with cohesive properties.

Lubricants and glidants that can be used in the present invention include, but are not
limited to, colloidal silicon dioxide, such as Aerosil® 200, talc, stearic acid, magnesium
stearate, calcium stearate, solid polyethylene glycols, sodium stearyl fumarate, silica gel and

mixtures thereof and other substances with lubricating or gliding properties.

Solubility enhancing agents that can be used include, but are not limited to, co-
solvents such as ethanol or propylene glycol, surfactants and polymeric substances such as
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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that controls or nodul ates the rate of release of the active agent fromthe
dosage form The at |east one rate-controlling nmechanismgenerally
conprises an inert, non-toxic material that is at |least partially, and
general ly substantially conpletely erodible in an environnent of use.
Sel ection of materials suitable for the rate-controlling nmechani smof the
present invention wll depend upon the desired period for the rel ease of
the active agent fromthe dosage form which is well known to those skilled
ibn thﬁ grt ﬁF&téh&k%dfGﬂiHeQisédiﬁ%he?&%ﬁﬂhﬁdﬁhUﬁﬁé ahir:%ﬁurﬁbdrrai"tiﬁcﬁhrl:sagefform can
e a hydrophili ent obi ¢ i na S thereo
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phar mac gw dcestlthie. AE LRI HUf Fla ot figRbeid art MAon&XBet®S bbbl @Eviaios fue _
hydr ophi licity and/ or hydrophob|C|ty of the hydrophilic and/or hydrophobic
agents. %@Sﬁhqm@ agents that can be used include, but are not |limted
to, hydroxypropyl nethylcellulose, hydroxypropyl cellul ose, hydroxyethyl

cel lul ose, polyethylene oxide, polyethylene glycols ("PEG'), xanthum gum
al gi nat es, plapgmaﬁwstbsytrc%bq wieh in thepraseahisyention inslude; R@mh%mﬁédpyrrer s and

copol y ”B&tﬁssﬁin @Wé %?%r@%@?fa?&h BEAIBIcGLial b @ itk Yalts S BUELbLE

substances wth ofm ng properties and conbi nations
t her eof parafwlmmmp@c@gm@ butylparabem abehdswhah@hﬂd’ébe@mal@hel not limted

I b d
|t(r)10I \tljvg)é g?p%\{)@o CES Sh&?&p%g*cﬁop%&ﬁr a@% &Ssuahnetl C waxes Cgﬂcheag,se

car naubehlmdc bees wax, candelilla wax, paraffin waxes and conbi nations

t hereof . Water insoluble agents include, but are not limted to,

ammoni onet hacryl ate copol yners (such as Eudragit(r) RL100, RS 100),

cel | ul ose, sitifaylebafferykiasean ealksédih degpraeatimiedton melulie)basse astdindted but yr at e,
cel lul ose ropi.onate, lic ster copol ymers (Eudragit(D
NE30D) , §°WP€95§1@?‘§7§?§W| Héatecé‘f‘ﬁc{ﬂag‘é@g&ﬁﬁ‘{ cal ci um phosphat e and

conbi nati ons thereof Exanpl es of a rate- control i ng mschani sm used in the

formof a coatin n;gnbranelnclude but are not I|m t o,
et hyl cel | ul o%&tip, agns & cap, Perwed §uihe presugoxention dpalyde) %m)not limited

anmoni omam%mhﬁgﬂyp@quem@goﬁl&ﬁ%}wgﬁfa@dragl t(r) RL30D and RS30D) and
met hacrylic ester copolyners (such as Eudragit(r) NE3OD). One skilled in
the art would be able to determ ne the types and anounts of

phar maceut i cglifayle %?sﬁﬁégrﬁmg%g%ﬂh&i GRbSudel M theBHkcht BR eSttnlifdhde, Bt Gre

appropriate for su
not limited to, cross-linked polyvinyl pyrrolidone, corn starch, potato starch, maize starch and

modified starches, agar-agar, calcium carbonate, sodium carbonate, alginic acids, cross-

carmellose sodium, sodium starch glycolate, microcrystalline cellulose and mixtures thereof.

Suitable effervescent agents that can be used in the present invention are effervescent
couples such as, but not limited to, an organic acid and a carbonate or bicarbonate. Suitable
organic acids include, but are not limited to, citric, tartaric, malic, fumaric, adipic, succinic,
and alginic acids and anhydrides and acid salts. Suitable carbonates and 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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46 dosage forns. Exanples of pharmaceutically acceptabl e excipients that
can be used in the dosage forns of the present invention include, but are
not limted to, one or nore fillers, binders, lubricants/glidants,

sol ubility enhancing agents, suspending agents, sweetness and/or flavoring
agents, preservatives, buffers, wetting agents, disintegrating agents,

ef fervescent agents, surfactants, humectants, solution retarders,
absorbents, solvents, other pharmaceutically acceptable additives and
conbi nawitahle surfaetasts finclude] Hue prs nphilithiteidn, sodivmslewtyl sulfatecpolyserbaies suchwenl i on

i nclud Jim 0 h I ' l'i ne
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accept abl %éisubst ances W th cohesive properties. Lubricants and glidants
that caf! rEvadees of mixwes thetedfent i nvention include, but are not linmited to,
colloidal silicon dioxide, such as Aerosil(r) 200, talc, stearic acid,

magnesi um stearate, calciumstearate, solid polyethy!enehglycols, sodi um
stearyl fundramples ef hymestagisithah aan berkssd, intcdusle; bvé prs@pt Lipteddpralycesalbst ances

with | i: i i Chi j bility enhanci ng agents that
%Eﬂlﬁﬁ%ﬁ'tgtog @?@lgﬁgvewglpéo@eﬁry}gqgng L) y g ag

can be used inclu are” not 0, co- solvents such as ethano
or propyl ene glycol, surfactants and pol yneri c substances such as

pol ysor bat e r . i . ol i done,
and oily faﬁxﬂ& gk}.‘gg%@gﬂg%ﬂ?w@% %ﬁ%ﬁ%@ %gérlﬁ)%?gﬁﬁcen%}]&ggééf g%gﬁé{ﬁc{ as linoleic
aci d orbegtopggeryl nonol aurate. Suspending agents that can be used incl ude,
but are not limted to, carboxynethylcelluose, veegum tragacanth,
bentonite, nethylcellul ose and pol yethyl ene glycols. 47

The dosage form can optionally be surrounded or coated with at least one non-rate-
controlling layer. The functions of the non-rate-controlling layer include, but are not limited
to, providing stability for the active agent, functioning as a process aid and/or as a cosmetic
enhancement for the formulation. The non-rate-controlling layer can be formed as a single

layer, coating or membrane or a plurality of single layers, coatings or membranes.

When the dosage form contains a non-rate-controlling layer, said non-rate-controlling
layer can be made of one or more polymers, as well as, other ingredients known in the art,
such as, but not limited to, plasticizers, pigments/opacifiers, waxes, etc. Examples of
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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Sweet eners that can be used in the present invention are any natural or
artificial sweetner such as, but not limted to, sucrose, xylitol, sodium
saccharin, cyclanmate, aspartane and acesul fane. Exanples of flavoring
agents are Magnasweet (r), bubble gumflavor, fruit flavors and the like.
Preservatives that can be used in the present invention include, but are
not limted to, potassium sorbate, nethyl paraben, propyl paraben, benzoic
acid and its salts, other esters of parahydroxybenzoic acid such as

but yI pagxahre, ribfeho baotndils, dopiyll, athodyeiiAy kndémale). Examplesiefa ¢ conpounds
such as Eh§$0| or quaterng%% conpounds such as benzal koni um chl ori de.

Sui t abl ¥ohiRpkcap e pscdis e BH2EB WRed in the present invention include, but are
not limted to, phosphate, acetate, citrate, succinate and histidine
buffers. Wetting agents that can be used in the present inventjon include,

but are not Mprxdeepge fems simbanirentradaiingistaadard tecknighen WeBdnemm fodesyl sul fate.
Sui t abl giiliash RieS &i&éc??l_eﬁcﬂﬁé]ﬁﬁr drhiRfiatoR '@mp& dd?nggctioﬂ), WREcRRASRRAIhiAVENt i ON

include, but are "not limted™to, cross-linked polyvinyl pyrrolidone, corn
st ar ch, shea sielation), anillingar sieving, drving Gyt srapeliptioreig usdhr ches, agar - agar,
calciu -Rﬁ?ﬁ : ' - al gl .G ' Noly e ose

sodi u mné)g%gl fau Se?o élrl Z?}qg% Ilﬂ);!/i éiglg g{) e %%1&(5:1? %‘,Cag%li £ g‘?‘?aﬁlk’g&’%‘é‘fgr f}l%g g’éagﬁe %%ghnéihxt ures

t her eof dosggs forhd @nédk beapursd by nixingatricast encarticagencat leasicbne mate-bentyotlingent

i nventi effery. n oupl gs , aof :lim Q, an organic
acid aﬁ%gﬁ car %ﬁa égéﬁﬁb%égﬁggﬁ g%?a%%g?@%ﬁggg%Pgé%ﬁhkgg%ggm%ﬁ%Iude, but
ar e not pdwder blend.t The poiwtder lend can tten ibe filleduintacs capsul®aon mpadsediiate tablet<i ni c,

and al gini.c acids and. a ride nd acid salts. Suitab)le.carhonates and
b1 car bondyEaRi{ e i BIRAS bonte i piticctsd ™S st UaiiA AR ABHERE® sodi um
bi car bograiudate poé-asidats bucChd foandlifto a tfiétas Siletdinkd £aphidd) atig rowEiganesi um
carbonat e, .sodjum gl yci ne caybonate, L-lysine carbgnate and,arginine

car bona'tegl?m‘i‘}‘?é_lqi‘ *Eiﬁffa‘&cgmam& S"&eg TSGR F‘?tad’&ﬁ\‘?é‘ﬁtf‘ie_c?ﬁg}“%@gse in the
pr esent arhéuh® bf fr&h abA N 0 tSabobessLAR a Wweightolvadddif basidissbtban thé fihdl vRighbot eri c,
non-ioni¢c, cationic or anionic. Exanples of 48 suitable_surfactants

i ncl udeof theifosagefopmt The remainden of thexdosaaersan eqntain the abeverdescrivsd ipgendisatses such

as in amounts that can be adjusted to achieve the desired active agent release profile, techniques

of which are known in the art.

The present invention also contemplates that the matrix dosage forms described
herein, can, such as after being filled into capsules or compressed into tablets, be
subsequently coated with one or more enteric coatings. The enteric coatings that can be used
for such coatings are described in more detail herein. For example, such dosage forms can be
prepared by mixing at least one active agent and at least one pharmaceutically acceptable
excipient to obtain a powder blend. The powder blend can then be enteric coated, can be
compressed into a tablet that can be enteric coated or can 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

areservoir system. In this system, at least one core containing or comprising at least one
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pol yoxyet hyl ene sorbitan nonool eate, nonol aurate, nonopal mtate,

nonst earate or another ester of pol yoxyethylene sorbitan (e.g., the
comercially avail abl e Tweenst, such as, Tween(D 20 and Tween(r) 80 (ICl
Speciality Chem cals)), sodiumdioctyl sul fosuccinate (DOSS), |ecithin,
stearylic al cohol, cetostearylic al cohol, cholesterol, polyoxyethylene
ricin oil, polyoxyethylene fatty acid glycerides, poloxaners (e.g.,

Pl uroni cs F680 and F108(r), which are block copolyners of ethyl ene oxide
and pr opative Iagerﬁ)ieicdﬁ):d oﬂayeyab«yﬂt hyéMe@aainabeutlodlly agdedptabdd dowixsy, ayerni xt ur es
t her eof .  Exa| tants t hat ca be . used, i.nclyde, but are not

li i tedOIEIB,em'g‘Ip |coa n§0 6?”6@6“’?3 Fts reldiive SpaiRa AEC§Py col  or propyl ene
lgl ycol dpﬁ&aemhﬁéla reﬁstakgs @o;) 2fNE Sgehhﬂff_ni_ﬁ@{%&ﬁ mbsesif rvoitab ttsi%asrhuﬁtemha ngt

imted, to, kaolin an entonite. e dosage fqQrm can option e
sur r ounties SF U B RE e REH Isgraduatii felesrd R te gpre-in teafaﬁ&astr‘?mtﬁ b. The

functi ongredl; ptdvRIIEONddsREEsuSIaited Rildabd\& thePat Bdast e hstel@.agbtid! are not lim ted
to, providing stability for the active agent, functioning as a process aid

and/or as a cosnetic enhancenment for the formul ati on. The

non-rat e- Conjg Rl'eﬁtid?lgd bﬁé&ﬁf abb ) ré&@rv&? EyERehsBRd hefloBOlo? makﬁg Stich do@k! N9 OF

menbrane or a plurality of si ngl e [ayers, coatlngs or nbranes.” When t he
dosage fausmaprsoralldinawndn ﬂil@ﬁrtr Hoeexgwpler BiS) PatentNeyeb, 23@é97dmd 5,737,320,

non-rat gotﬁ%?%f?:h 'afer}{%reb HcBly o?ai’é?i gé?e, ﬁésc u‘éﬁ dﬁ‘s‘%%@fo?rﬁé %{rliﬁﬁnh?ie das wel |

as, other ingredients no e ar not

pl ast i cimethods Oﬁprgtmtnm/Ioplmiofsagrfmnswéﬂswesattmveﬁum:rme@sre@ caphel aymer s t hat
can be To N e _no L e t hyl cel | ul ose,
hydr oxypr ie %g(l’él ?ﬁ\?t d%gﬁcuﬁli Hn(frg%)llnfre Duél taf)l%t tatMeq oxo Zf 'ﬁF r%}/

pol yet hydrebaerngleym mk'anetﬁxfahﬁd:relst vodys. chaS:kamplz,ehescdrdﬂm oompnimea ms(ade oficl ude,

but limted to, et hyl.ene erin, triagetin, triethyl
o't r at oot LR Ae s Aepe e N Bt e e s iiseRppp b S eetiben

pi gi nenp%bxgpay gérbmraﬁ? td@ﬁbnan@zmtFxﬁsmedfaheghatldzleceuabmwazb&lpmte dxmlmleh@d to,
wat er ub] e es or npl e, sunset yel |l ow, U|no i ne yel |l ow
eryt hr oSYS&" edam 1Qushytheresn- n%})% m*ﬁ’i"ﬁlﬁe‘il‘}? gore £y compyise i least ope RtiYR A% Itak es,

titani umlmgmﬁuy,laf RBst 8¢ ﬂﬁ%n@e@duaa tﬁc)ceptﬁ{flél eXtAditttahd BnQRuGdaser (f or 49

exanpl e | avi n, carotenoid | oro , .anthocyani ns, and carmnne).
Exanpl e surggunded or coated with at least one rate controlhng mechamsm Alternatively, the core

can comprise an inert substrate onto which is apghed at least one active agent and, optionally,
at least one pharmaceutically acceptable excipient. In addition, the substrate can be further
surrounded or coated with at least one rate-controlling mechanism, at least one non-rate-

controlling layer, at least one enteric coating or any combinations thereof.

Optionally, the core may also contain one or more non-rate-controlling layers as
described previously herein. The location of the non-rate-controlling layer in the formulation
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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wax that can be used is a paraffin wax. Mtrix dosage forns can be prepared
usi ng standard techni ques well known to those skilled in the art, direct

bl endi ng, dry granulation (roller conpaction), wet granulation (high shear
granulation), mlling or sieving, drying (if wet granulation is used),

ext rusi on/ spheroni zati on, balling or conpression, and, optionally, coating.
For exanple, such dosage forns can be prepared by m xing at |east one
active agent, at |east one rate-controlling nechanism and optionally, at

| east one phlafem%ﬁb@ﬁbhﬁbeaﬁy&ﬁﬁgﬂﬂhﬁnﬁ&&hﬁlﬁﬂkﬂmmbieéﬂrﬂu&xasphnder bl end.

The powder, bl end can then be filled into a capsule or co ressed into
t abl ot <2t g {9, Gieet P&?ﬂf% EnpaRIdstion Goer @awaﬁe%w Repuly ed to

gr anul agheprafulaish dv | HEliRE orVirdgh Bryin@ (FWet glaBulMionSX hidedglat e can be fornmed into
a tablet or filled into a capsule usi ng_routine t echni ques known in the

art. SUSHUFiaR/prherqization balliRser ORI 40% opAenai¥iogdgent in the anount
of from about 10 to about 85% on a wei ght-to-weight basis based on the
final weight of the dosage form The remainder of the dosage can contain

t he above- dJ&@rsmedlmmvgp@apmn@faurwewmmyﬂt@ntswéieattapne b@tlaﬂ,jlﬁb@teﬁ to achieve
t he de r hAre known in
the ar flh : ﬁrgﬁ%frog\si%nltﬁg%g%n%t@%%gela%ooqf(t:lﬁ)ena?té‘r’% at es t at ?Jﬁe matrl x dosage

for s dexemplelndd codiimgelayer ot membse thaben bt iead ibe pelymeidi¢ ¢aating. Nxamplgssul es or
conpres n u ugnt r enteric
coat no b SRl BsPeon S e R RAGH Bl ns BRYEE o Y heBbosEissfiRE S, 0 o
descr i bedtatencelintose ﬂmp@ndtte tlewen, medibmror @ighamha ecudarcteight)s egjlalosoamtmtecan be
prepared b e t d | east e

ey mcagr Pedib oo B st R Pyl efflest oo e HbditeeBfong. the powder

bl end coly(ideehyl inethadryate), polyQaliyd thetliarylans), p&ﬁbmyhﬁaﬁatrylﬁtbppalyﬁﬂibhm that can
be enter coat ed n be filled int aca sul e be enteric
coat ed. ™ %ylatfhé’ols'g%%glﬂnﬂaéﬁ’éﬁﬁ)aho%@’ R éﬁylﬁfﬁy\g’ﬁfy&ﬂ P* granul ati on

usi ng ﬂh@lidﬁdrﬂﬁte}? tﬂﬁlﬁsnelﬂﬁ@iwté) npdhf( ettt aoafl@te)t bay(@@wﬂyl fgylgiepnul es
enteric coated esul ti n(gqcng%%}gzit es can filled into,a capsule

and t hePdypeputy %é%t@)dpw(pﬁta e)OP@Y@W@F‘F)ePOIE@Q’tY Hg, oW e Yy out i ne
t echni %&ﬁeﬁfm&) mgh &ehﬁtyaﬁsly(p%%%r po‘iy('éﬁl?féhé Eba&e)cﬁdTy Byased to meke the

dosage forns esent invé eservoir sy stem In this

system te@Ph‘#léla@i P@h(éVl%}d ﬁséb%tbﬂrﬁﬂaqrh mlg(vem'l é@%?)n rAly(Finyd Chl%i opne

polyurethane or mixtures thereof.

The polymeric coating may be applied to the core using methods and techniques
known in the art. Examples of suitable coating devices include fluid bed coaters and pan
coaters. The application techniques are described in more detail in: i) Aqueous polymeric
coatings for pharmaceutical compositions, ed. J. W. McGinity, Marcel Dekker, Inc. New
York, New York (1997); and ii) Pharmaceutical compositions: Tablets Vol. 3. ed. H. A.
Lieberman, L. Lachman and J. B. Schwartz, Marcel Dekker, 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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50 active agent is coated or |layered with at |east one pharmaceutically
accept abl e coating, |layer or nenbrane. The coating, |ayer or nenbrane, and
its relative quantity, offers a predeterm ned resistance to active agent
diffusion fromthe reservoir to the gastrointestinal tract. Thus, the
active agent is gradually released fromthe core into the gastrointestina
tract, thereby providing a desired sustained release of the at | east one
active agent. As nmentioned briefly above, reservoir systens and net hods for
meki ng sntediv watipgeay bodispersad or disdolved mosither watérve iraa suitable orgar@splvent U. S.

Pat ent No 5,286,49 nd 5, 737,.320, . both of ich are_hereby incorporated
by refe?%‘ﬁé%n,gpﬁaé'ggf’?goet%gﬁ?fﬁoﬂ%}?g & aodrr}’rﬁ°aélﬂa°?¥é¥?°°fﬁe?‘ﬂ%8“ste% producti on.
I n the deatiageanfteruded Mfthd hresept iasanibn, iimshatiig, b, not imitedtopdodytioasor be a

granul e,. bead el let, particulate, mcrosphere, mni tablet,  tablet or
2001 onePipgaoisl ReyeytE AT BRtHELETYI Seq SR BiFt FeLEr SRt BERRS For
exanpl ehydrbb@pfc%@tﬁn@@?lc@lﬁﬂ&% ipEfhalate/Mydidkyfrop¥l malkiylécHidbhe Meftedtdinge,agent and
at | east one of the rate-controlling nmechani sns descriq?ed revi ously

her ei n BRRIVINYpErRaPhglatcatthyl agiatefpethaprylioaid aepelmers. t R 1P 2;{;efat,epept abl e
exci pi efrSellitgRSHENRAd RoBYIn@iths YhelUBF S P entdnfilehia] dedhy, aqiddls BREE can
conprise at |east one active agent and, optionally, at_ |east one

phar mac eptingsAan pe yeeddp thetresertieveptiaras welld Faamplseofiagreqys pased eeatisghded or

coat ed Wiaf Bindk ubLBRLd) But’ AL fot Ak ), Ilefhge I hethichHcRat! vel y, the
core can conprise an inert substrate onto which is applied at |east one
active &epohimeshydropyprenyhmethylcelatlose @egtate snveinptiacaiid eenyiatefmpthacrdicceist abl e
exci pi e | {5 : her surrounded or coated
wi th at %pec’lst r%ggeh‘{l%slg g'?%%tgﬁlrngi“?lg%@@%%ﬁf’%ﬁ]h&g@ | east one non-rate-
controlling |ayer, at |least one enteric coating or any conbinations
thereof. Optiwonally, the core.may, al so contai.n.one or e

nonr at e- conrirt ol e bE TR B erhel s lSr” BF Bftmest A% ocat i on
of the paiting edncbeceadilydetetrhigied By aosei sRilled & the erfibuainustibe sufficientto protdct cal . For

exanpl e, the nan-rate-controlling | ayer may be present between the core
and an B’r‘?td(gﬁgg%égldflitﬂ?? ¢ c?ﬁvﬁgf?m%%f@%@?tf”@a%bati ng. Alternatively, the

non-rate-controlling |ayer may surround or coat an enteric coating or
ot her polyrreﬁlﬁc coating. The core can contajn the ,aaglti ve agent in the
amount of  f r OMi SIS \Resgi#Plehasi s based on

t _ (CoaE{s) M3 SRRIaID gB6 &rnors PhETAsRuLie
the fi nglastivpletiin GHterlth 8bGR Rsirabltendc8iMif Blop@iied, RRNGS Bt f& Kimited to,

improved flexibility and strength of the enteric coating), such as, but not limited to, triacetin,
citric acid esters, phthalic acid esters, dibutyl sebacate, cetyl alcohol, polyethylene glycols,
polysorbates. The type and amount of plasticizer used will depend upon the intended
composition of the enteric coating and can be readily determined by one skilled in the art. In
addition to one or more plasticizers, the enteric coating can also contain anti-caking agents
such as talc, as well as disperants, colorants, pigments, anti-foaming agents as well as other
pharmaceutically acceptable agents to increase the thickness of the enteric coating and/or to

regulate or modulate the diffusion of acidic gastric juices into the core.

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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contain the above-described ingredients in anmounts that can be adjusted to
achieve the desired active agent release profile, techniques of which are
known in the art. 51 The core can be produced by using routine techniques
known in the art such as, but not limted to, direct blending, dry
granul ation (roller conpaction), wet granulation (high shear granulation),
mlling or sieving,.dryin if wet. granuj.ation.is used .
ext r usi on/ s?ﬂ@?t‘?ﬁg‘?ﬁ:ﬁ%’ﬁ, Sg'ﬁglflﬁcrf’ée 15%“@8 bryeasssef’[%e,rmg%g‘f Ri%rﬁl?rla%entgﬂnﬁ coati ng.
IThe SeCaIrléhstrmnig(bﬁﬁeam&memipeﬁﬁeaNernﬁﬂflr?tQiifp&%Sml ivsatealbdft afAsdrmeadde tooat i ng,
ayer o nmenbr ane _for use in.contr [ the rel ease of the actjve agent
fromth °6%V§§ée%t-o>’}rhenm? sy%?ﬁr‘r“p‘?"@“t?& t%b%gélﬂlfqﬁ’g‘f’at?a@rpeﬁ?m ?B 1‘1‘?}1&?1 °t hat can
be usedseirﬁp@mﬁiﬂlé’ﬁ&hbﬁn@ﬁﬁith@&bleEé@H&ltﬂﬁnin?Bsn&ﬁcteﬁ&bﬁn@@hd’ﬁ&éﬁtdnlaat can be
used include, but are not Iimted to, ethylcellul ose, cellulose acetate,

cel | ul o¥EVHREHH PRRUCEresHIEE Incrates Withey thedQsaes form PRt e aFUVREBTRES) . cel | ul ose

acet at ereldafARhB0S Qe oﬁﬁée‘iﬂlax‘i’&@en?;ﬁ?&&{uﬁii%‘fﬁéé&ﬁ&.& cel lulose acetate
pht hal ate, cellulose triacetate, poly(nmethyl methacrylate), poly(ethyl

nmet hacryl ate), poly(euyl nethacrylate), poly(isobutyl nethacrylate),
ol y( hexyl 1 : I I
ot hacry] at 0o Py (EREI By Rt PN R e F bRk oy
pol y(i sefamplsy thedisst gpmpariment may yqritain bileast onecactivesaseyt ang thoseeadadecy|
acryl at ; ' ol t hyl ene) high
densi ty%ppo y %érg%}%gﬁgﬁt 1%1%10 ;5%%? y }eﬁgte%ﬁflhgé%?&%t%%tﬂ H@I (f,e)rf;{(‘asi3 _
t er epht ingéstivw,)the pdyrp¢nsimalld intestbbertiyb agmhemjainippéonipartmeht seet at e), pol y(vi nyl

chlorid .nal vur ane..or m xtur ther,eof . . The | ric coating may
be. appl DE R Y BELBRRE 18 DRl B AF Uik Gl BRI [ The ars
Exanpl es of suitable coating devices include fluid bed coaters and. pan
coaters. Th lication techni qu are descri . n nmor efajl in: i)
Aqueous pol mgﬁée’lea@%%‘eﬁﬁﬂq §°qﬁﬁglm?%é%§ﬁoﬁ%qﬁ§8ﬁ$g’§iaﬁ gﬁlg?&rglfase\l. W
MG ni t yystelviBir€ledse Bikdsone detite agieiih piiedsknanayy al @iffisren B8 poini)) Pulged

Phar maceuti cal conposi t] ogls: Tabl et s \é%l_. 3, ed.. H Li eber man, L.
Lachmant e SyStoms alse Ak iqeinde papropipatismal apmedipfe Fopgs ARSI pp.
77- 287, Mok donfiNiafidiR are Rt for phlSddatlefe dORIED FARS of h8lactiRnghR. applied to
the core is at |east one

Osmotic pumps are well known in the art and have been described in the literature.
For example, U. S. Patent Nos. 4,088,864, 4,200,098, and 5,573,776; all of which are hereby

incorporated by reference, describe osmotic pumps and methods for their manufacture.

Generally, osmotic pumps are typically formed by compressing a tablet of an
osmotically active drug (or an osmotically inactive drug in combination with an osmotically
active agent or osmagent) and then coating the tablet with a semipermeable 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. One or nore enteric coatings can be applied on to the core
(the core may or may not contain one or nore rate-controlling | ayers,
non-rate-controlling |layers or conbinations of rate-controlling |layers and
non-rate controlling |layers). For exanple, an 52 enteric coating may be

di spersed or dissolved in either water or in a suitable organic sol vent

and then sprayed on to the core or applied as a dry coating on to the core.
Any enteric coating can be used in the present invention, including, but
not | i néalwbntop suspensianiipthsn &vumpdd’sqnmtlgo@ﬁhmnﬁmtah&cﬂyﬂuld;lsamb@eénd

met hacr i % el lul ose acetate phthal ate, hydroxypropyl
nmet hyl c%'H L%ngees P %g%b!erﬁ&%bygfeoxypropyl nmet hyl cel | ul ose acetate succinate,
pol yvi nyl acetate phthalate, ethyl acrylatehnethacrylic acid copolyners,
cel lul ose ac tate she lac and co nat ONs;. &, reof. For

envi r onnent 'inglétéoélﬁépmﬁaﬂ%%g?e%’aqf@ﬁ 1 B‘ﬁfﬁ?ﬁrﬂ%}'s ng?ﬂl uﬁ@é]éls ﬁ‘ t he present

i nvent i commstmstts] ThERBIPIMSrtdlentfioRBitbe adive agnt ﬁlg!bscrﬂie&hbcﬁza,ranhe used
copol yrF S5CoR BRIy FSE I SRRl S oL PR s T
copoly

acryl at @éxﬂ@tab@%ﬁx‘ob&h@?bgmeﬁ ; GRRhEBR RS tol@hldidhaRevaeas aéoapxlamw&.!eat e and

conbi nati ons t her eqf he enteric coating _can be formeci as a single or

mul ti pl &tive9esus therehy deliyeing dhsactiye aoqpt ﬁ%%ldﬁﬁc%%ﬁ capirglied gpte 9""6'&“? erm ned by
those skiibidded péribddFeinR! tAlteQielﬁvéi'}’%ﬁe REpaih e8P EorltAin RpRfafldosesto?@t dosage
formin the acidic environnent of the stomach The enteric coating(s) may
cont ai nleéﬁ@n?)%‘?%ﬁ&enﬁhar maceutically acceptable plasticizers (in order to
obt ai n desirabl e nmechani cal properties, such as, but not limted to,

i nproved flexibility and strength of the enteric coating), such as, but not
linited to, Penipgrmealie membrangsthatchubeesed insludphuhareinot limited test er s, di but yl
sebacat ; type and
aount . SPEREEHERSGE R e SRS B e Rt "%?ﬁ“oﬁ%ﬁ%é%ﬁ. oh of

t he ent @rdeﬁubmcw}ag; adhilqsadlaae}ate,@amubsp tdetykteyteimtbsbycetats celkildseed i n t he
art. Indla{?‘e‘[{iﬂé @ﬁoge%ac%? agar ol atep | asgﬁé: %nage%a%%ble{] géuca%%e'ta?e coating can al so

contai n an suc i sperants, colorants,
pi gnent scetaddehydd d]ﬁlﬁihygacatg&meﬂ;luE)Se ahetate efisyl cdrbamnate, mb@mmaiea;lyolwsdtﬂayesac cept abl e

o moaut SR ER BT B Sersmtgli, Flben FeAS bR Bl o 70 T

cellulose acetate succinate, cellulose acetate dimethyl aminoacetate, cellulose acetate ethyl

carbamate, cellulose acetate chloracetate, cellulose dipalmitate, cellulose dioctanoate,
cellulose dicaprylate, cellulose dipentanlate, cellulose acetate valerate, cellulose acetate
succinate, cellulose propionate succinate, methyl cellulose, cellulose acetate p-toluene
sulfonate, cellulose acetate butyrate, cross-linked selectively semipermeable polymers formed
by the coprecipitation of a polyanion and a polycation as disclosed in U. S. Patent Nos.
3,173,876, 3,276,586, 3,541,005, 3,541,006, and 3,546,142, semipermeable polymers as
disclosed by Loeb and Sourirajan in U. S. Patent No. 3,133,132, lightly cross-linked
polystyrene derivatives, cross-linked poly(sodium styrene sulfonate),
poly(vinylbenzyltrimethyl ammonium chloride), cellulose acetate having a degree of
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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If one or nore enteric coatings are used, a coating between the core and
the enteric coating can al so be used (such a coating is frequently
referred to as a "subcoating”). Any filmform ng polymer can be used as a
subcoati ng. For exanple, polynmers such as polyvinyl alcohol, hydroxypropyl
cel lul ose, hydroxypropyl nethyl cellulose can be used. 53 In an osnotic

punp system..a core i s encased a _se abI ng at | east
one orifice. Thﬁ?gmgtg %rétrpﬁe mth gﬁ?aﬁ e% eHEheaa'@? R%}{é

i nper meadive ageﬁt itdelfds ﬁﬁkufﬁeleﬁ@pﬁmnoti\i%mcﬁm atsyasmetﬁnally effoqios endnpanndhsody
fluids, é enetra ethrou Hg sem errreale(ﬁe [ ane. into the
tabl et EOF e’(%het ‘Pﬂ%ﬁbe‘&r PR p??‘]é‘ %arh%am £ PTCERYET STREM agfeRs b% agent .
Csnot i Csepiip@medbie WAL i@asthe bkibfidrTluid) Ot B JfRttiNeaRthagdnts Wweful foethagent is
rel eased t hrou h the orifice in_an attenpt to equalize pressure. In nore

conpl exprﬁiﬁﬁ"b%wp?sﬁ Rl @nagngs iy fitl i2fencalgivp syfate, mpgassiia CIEWFHSa?O@H’&ht s. For

exanmpl echiéhR, fithiust cmaﬁ&ﬁ&% SUB¥te, GOMUAI Rrbdhaté, %%M%ﬁﬁt@ﬁﬂhxﬁﬁ agent and
t he second corrpartrre nay contain at | east one Po yner that swells on

cont act SWfatenpatpssiva chigridg, sodiugyifate ghmagnitel, yeray sohitodigqsitel 1affingse:ne acti ve
agent capf@k rgllf&eseceya%eﬁmlaeew1¥xﬁérs Such BS Gl ?Blfl}ﬁ&s frdHerb g}l £AShd he active
agent from the dosage form at that rate. rel ease systems are al so
wel | knBYh The oshegsat @mbre peagernit i aThexcess amom apddt oae be isany physicabfesmy e ease at

| east oggp I ( nts). Pul sed
rel ease sygtg Mae s%ﬁﬁé%nﬁglﬂgzheaﬁgon%%’%sg% ?lgﬂfe%{u?%ﬁmr%ﬁéggtg%edﬁg ease and
exte ndeelsmagbn;asetable for the jpivention mfill beigrasteshan zerearsl generhllyeurf torbpui56@d r el ease
dosage { &I‘ the active agent. Gsnotic punps are well known in the art
and have een described in the literature. For exanple, U S. Patent Nos.
4,088, 864, 4,200,098, and 5,573,776; all of which are hereby i ncorporated

by referenc escrl e ,0sS.nD uf acture.
General |y, ef(?"B] FrSE‘"&%EwF&‘?Bﬁ gﬁﬁfg,smﬁﬁ%g%g@op@ﬁ B@%ﬁf@}i tabl et of an
0s mr)]t i caitémtmith Tt’leteﬂiﬂdglqﬁ@ihs amlcxgsdapmxnwdnhwalnb)a&tek%@dﬂfm eqiiiliBiuHi Rat i o Bl

with an os C cliye agent or _osmagent) and then coatin e tabl et
with a ¥ ”ﬁé FRlwBHe cHibib i Al TipraswrLin YA R FAtadn 8 6 i parPB L e _

aqueous misB&Gy dtérWithiPhe pbiyRRF SRAREES THe pblyheRA%ea € exfand foliOveRNEIART

osmagent. One or nore delivery orifices may be drilled through the
seni per ﬁ%ﬁ, wsually exh1b1t1nga2to 50 fold volume increase. The polymers can be cross-linked

or may not be cross-linked. The swellable, hydrophilic polymers can be lightly cross-linked,
such cross-links being formed by covalent ionic bonds or hydrogen bonds. The polymers can
be of plant, animal or synthetic origin. Hydrophilic polymers that can be used in the present
invention include poly(hydroxy alkyl methacrylate) having a molecular weight from 30,000
to 5,000,000; kappa carrageenan, polyvinylpyrrolidone having molecular weight of from
10,000 to 360,000; anionic and cationic hydrogels; polyelectrolyte complexes; poly(vinyl
alcohol) having a low acetate residual, cross-linked with glyoxal, formaldehyde, or
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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menbrane wall. Alternatively, orifice(s) through the wall may be forned in
situ by incorporating | eachable pore formng materials in the wall. In
operation, the exterior aqueous based fluid is inbibed through the

sem pernmeabl e nenbrane wall and contacts the at |east one active agent to
forma solution or suspension of the active agent. The active agent 54

sol ution or suspension is then "punped" out through the orifice as fresh
fluid is inbibed through the sem perneabl e nenbrane. As nentioned

previ ousl y hEiegkm "wiivegt asasqlimpsn rdgts toan¢aas andmethodsiseitablesfor retdasing
conpartpen The f.ir artme tain t.he. a t|ve as

cesori b Ak e ety Seent RO B R soven Lt Setky et nelink She 2Bl Gab

dr i vi ngapeeindes or cm'nﬁrs:'s Mﬂch@aﬁbeanbwdithr@fgh tlee seiletradabi: rigmbragetyl | C poI ynmer,
whi ch o%grat es to néﬁh t he V@ occ |ed the tlve a(ﬂ

t her eby %l}aﬂfélrﬂrﬂ“{f Prl‘?% Fafiyely, bR or ‘f‘ecﬁzﬁ1 3’“3?8 ’é‘c%lipmﬁ %?ﬂ?rg drate
over anelefsitesdids @gaatﬁpbmg it hBBemifbriREble fiedBlae. InlRsE WHeRItheTENt S MRy
contai n_separ at | east one active agent., Sem errreabl e

of
nmenbr an&EUPFEEa %lﬂ‘e raﬂ% @cfu&%qnﬂ}ﬂéemﬁﬂ% le torthe paseass PhAqliNE 2659 °§E’Fﬁsper neabl e

pol yner g ke giéblaie HA§ bé‘Eﬁfﬁéi%ntQ@ fBi’e"‘abéthé‘ Bl edsE¥ R 238y OHeRSh | %mH&HP ranes, such
as cellul gse acylate, cellul ose diacylate, cellulose trlac Iate ceIIquse

acet at eSufEigipnt ip Bset theplagea threshold cln|suétragest the teent paseagewaw Telsisde fice.  anyl ose
triacetgtg, whﬁh%ah&ﬁ%@&ﬁf akfi thgegl‘h% %@Wﬁgoﬁﬁe@ﬁﬁ%f@&ﬁfea%e cel l ul ose

acetate ethyl carbamate yur et hanes f onat ed
pol yst y# s Actetdilgd é@gnmmtcépanzﬂvtmaﬁamveays e theimexienacadaniainmse hy |

car banaa&ems&; I RGBS ALSBHERIN Bhfed SRl M BR g opb@ A dhar™ Y

am noacet at e, &tetat bse acetate
chl or acdpa4, 899 d@ldlasplorsmes dﬁ\plabfmrbatcerpona@dllmteuslw mfeoaicanoat e, cel |l ul ose
di capryl ate, cellul ose dipentanlate, cellul ose acetate valerate, cellul ose
acetate succinate, cellul ose propionate succinate, nethyl cellul ose,
cel | ul ose acésmdtie m&ﬂp@buﬂb’ﬁna@m’sﬁ@lﬂ@ﬁﬁe teckditues ks@vmtoahaese akilled inrthd e,

Cr e e e B SRR AL PR R R Bl 1
Pat ent d&firolling,melBarBstd andopliéhaly&bleast nﬁé’rﬂhaﬁﬁ&;eut&;aﬁfl dcdaprable aiitdplaat%’@' 142,
N e_m per gegbl 5 i%?qln %@F; = gxgéqiﬁéxﬁ%ggp?ac% to the%assagf.zway}J arr!a {)ffyssecq mto a sohdS Pat ent
having a dlmensmn that corresponds to the internal dimensions of the area of the
compartment the at least one active agent will occupy, or the active agent, rate-controlling
mechanism and excipients and a solvent are mixed into a solid or semisolid form by
conventional methods such as, but not limited to, ball milling, calendaring, stirring or roll
milling, and then pressed into a preselected shape. Next, a layer of a hydrophilic polymer is
placed in contact with the layer of drug in a like manner, and the two layers surrounded with
a semipermeable wall. The layering of drug formulation and hydrophilic polymer can be
fabricated by conventional two-layer press techniques. The wall can be applied by molding,
spraying or dipping the pressed shapes into a wall forming material. Another technique that
can be used for applying the wall 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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pol ystyrene derivatives, cross-|inked pol y(sodium styrene sul fonate),

pol y(vi nyl benzyl tri met hyl ammoni um chl oride), cellul ose acetate having a
degree of substitution up to | and an acetyl content up to 50% cell ul ose
di acetate 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. 55 The osnotic agent present in the punp, which may be used when
the at Resmpton/Fourtedith Bditiagep! 16269678 (10B0)nmiblisiet by (MR Puylishingot i cal |y
active, .are os E |y effective conpounds soluble in the fluid that
enters F ﬁ%Pcﬁn exhibits an osnotic pressure gradient across the

sem perneabl e wall against the exterior fluid. GCsnotically effective
osmagents useful for the present purpose include magnesi um sul fate,

cal cium sul fate, magnesi um chl oride, sodium chloride, lithiumchloride,
pot assi um sul fate, sodi um carbonate, sodiumsulfite, lithium sulfate,
pot assi um chl ori de, sodium sulfate, d-nmannitol, urea, sorbitol, inositol,

raf fi nose, sucrose, glucose, hydrophilic polymers such as cellul ose

pol ymers, m AdHERRnEdGERBEsly Ré?@ln%ﬂ@preéehi‘iﬁvenﬁ@ﬁeﬁb%ﬂ&%@st a:ﬁr%se%@ fiRfgsSent in

an excess amount, g t can in any physical form sdch as particle,
powder , Suigabip fireral aﬁuxmsﬁr@tlm WQIUdlﬂgbé)ub@ﬁn@ﬁ lgnipndde, capsalesdabietsmpiliher es of

osmage b Y ol d

genor al 1o S EPLEldHostss Tol B rilidan B BB Wb RA REER RS,
can be Jac]gd@ blizse not lmwd@@mhmcmba}mpcmmmlﬂmmrsmmt@nwustpemr and
aqueous, gical fluids and swells or expands to an equilibrium state.
The pon ‘exhibit the ability to swell in water and retain a significant
portion of the i mbi bed water within the polyner structure. The polyners

swel | or nd to.a very.high ual exhi biti 2 to 50 fold
vol ure i ncr eRuof mﬂ”i’éa%gf‘y Nb{hga@ggﬁ r‘?ﬁ'aﬁ% a qfﬁgtévtf an&untﬁgc;glﬁgs[t

cross- | adtike aigemT etaivedlih ark;l @saéb)fdx&xﬂ@iﬁlﬁeld&eﬁﬁlhmﬁlﬁnm ubigg rdugibé I y
cross-linked, such cr I|nk be| forneﬁ?%ggwfvale i oni ¢, bonds or
hydr ogef{PEIREatiopy, “B’l?f glew ey 3tiqns %Rfﬁieﬁhtl c origin.
Hydr Ophinl‘lélﬁloﬁ%a{mi@ Rrﬁnédh@bbﬁﬁfhn%ouﬁm attivelaBéht ElaBR@Mkctive iy 64thih@n i ncl ude

poly(hydrox met hacryl ate) having a nol ecul ar wei ght from 30, 000
desire therapeut1c response. The selécted dosage level depends upon the desired therapeutic

effect, the route of administration, the potency of the active agent administered, the desired

duration of treatment and other factors.

IV. Other Pharmaceutically Acceptable Active Agents and Combination Thera

The solid dosage forms of the present invention can also comprise pharmaceutically
acceptable 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 (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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to 5,000, 000; kappa carrageenan, polyvinyl pyrrolidone having nol ecul ar

wei ght of from 10,000 to 360, 000; anionic and cationic hydrogels;

pol yel ectrol yte conpl exes; poly(vinyl alcohol) having a | ow acetate
residual, cross-linked with glyoxal, fornmaldehyde, or glutaraldehyde and
havi ng a, degree of, pol nerlzatlon fron1200 to 30, 000; m Xt ure gf met hyl

cel | ul oSksses feos <anfirhyperiensiye phasmacentivabagepin: t xpmples of aqhersa@enta%%aé

i nsol ubkgude@iredr as w%frtﬁ@h@sag@ﬂa%ymﬁe ]ﬁé&quﬁe&neﬂoiwmﬁﬁs@r@vm%@ on of
finely divided copolynmer of faleic de with styrene, ethylene,

pr opyl edemuiations efitke presentighention éwbldé,rbéié aye potigeitedip.lipid-reawlating agemist 0 about

0.5 nol I ydride in
copoly %ﬁnﬂ ?%M%#a%?gﬁ%gkﬁ r's 0 ﬁeaﬁsgy o é%%é%%ovg&lagb&ﬁqgﬁll ke. 56
The ter matmtlawmwvasmms@ddmlm refers to nmeans and net hods suitable for
releasing the at |east one active agent froman osnotic system The
expression includes one or nore apertures or orifices which have been

bor ed t hEsugplet dfsucherthqrectiveagbrds, imdsie shve atsynot lireitddtni cal procedur es.
Alternatively, the orifice can be forned by incorporating an erodible

el ement, such as a gelatin plug, in the sem perneabl e nenbrane. In cases
where the e scaﬁidpegmﬁbg SpelB(BicA RS, Huﬁnauﬁﬁtb@'toeﬁtbfvm@mf slaabtad,0 t he passage
of active ag t.he pores _.in the ane may he sufficient to rel ease

the at |east %BY?é a%tnrv'@stafgé #ﬂva?tﬁmaﬁwmtgtm wipyaseirmitayastaialoftis i asna

threshol d. | Riguiktifasstimic doiiE tdr&dpibPRRIALE WRtega 3RLRIh &stdrfle  pores within
the menbrane wal |l even though no bore or ot her orlflce has been drilled

there t hrougeserelees diplearamins profnten MR- 0B nermithroa PEREss and t he

maxi num ang g} iy Hives Scif K1 [ din United
St ates Patent No 3e EXS 709§ & buglgagggeq%t heI%{@c?ggﬁdrz s of which are
i ncor por at ed benadiping, oagdesa;taar@ntvenl Cmvmhllob dgudnpmeﬂhhtaw iedexidsi ng routi ne

tech ni ques k?ﬁ)ﬂ%s&rp eﬁﬁ%ﬁ*ﬁ,oeiigrédo? f&s&tﬂﬁ fel%ﬁ{piqeéfa%é?ﬁ%%gp ko% obﬂl one

enbodi nent, at 'l'ea e ac agen control ling
nmechani sm anguanpbana,itviptost, abedaﬂashsrmqnnqoﬂmaranhmpmb; lisdlopyil, :k:semmt abl e exci pi ent
may be housed i

n the ¢ trren adj acent. to the ssageway,
oro pressed Rl BRI HE RS A RTRE R te R bt Srie-BE " he
i nt er nal | ldl NMphshoRytenimihd) eradoshe q@fmaprlCrese2sing a&rhotiadil, sitagsefian, lt@agdsinpne acti ve
agent wi OC?mP Xrtano{abeto ol, %gltsallrt\gg t?igmterene rnaié’c((;"prglcc))f| mect)hylclopg 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);

¢ anti-diabetic agents (such as, buf not limited to, acarbose, oral insulin,
acetohexamide, chlorpropamide, ciglitazone, 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);

59



mechani sm and exci pients and a solvent are mxed into a solid or semsolid
formby conventional nmethods such as, but not |limted to, ball mlling,

cal endaring, stirring or roll mlling, and then pressed into a presel ected
shape. Next, a layer of a hydrophilic polymer is placed in contact with
the layer of drug in a like manner, and the two | ayers surrounded with a
sem perneable wall. The layering of drug fornulation and hydrophilic

pol ymer can be fabricated by conventional two-|ayer press techniques. The
wal | can be appﬂrtadrdbygm @ichgs buist aymtn@toomptpmun@mia@r,dm@de,s hapes

into a wall Il Anot hat used for

appl yi ng thé ﬁﬂ? %Egtaﬁgb Fbagﬁv%gﬂigt Bthd%p?a%l %lvd'f’ Oplnfﬁ1r’s&?)?%§édur e consists
of sus pend|fag;r@mﬁamumblamghﬁelhlﬁes?ra&@&&dzuﬂ@ﬁ;ﬁtaz_ﬁlﬂndefgvx@fmaﬁiﬂvin IcI pol yner
in a current of .ajr a_wa ormn ositjon until the wall is
applied to teﬁgnﬁéh’t?? ‘ﬁ%"ﬂﬁ%l“?lﬁea"ﬁr@f‘?‘ﬂ’%?m’ 8‘%4“36' The air suspension
procedur eei Suntigfsfeled 8genitd(skbh a9 bubPadtamitelio, a?pﬂ@%ﬂé’dalzol 3r pedbSxifyigy; m

Assoc., 48:451-459 (1979). Ot her manufact uri ng procedures are described in
Modern Pl as¥ics Encycl opedia, Vol. 46, pp. 62-70 (1969); and in

Phar naceuti t t p. 1626-1678
(1970), pubﬁ?ésﬁl?gé ﬂﬂﬁél\/glgl?l?l)gmgﬁ gﬁﬁ]sé&tv%g%d;??a ‘%gga%n@mgﬁh%nﬁent I oned

previ ously Huwitadrio fqhh@mér@@elm of frewiAt i on enconpasses any dosage forms
suitable for oral adm nistration including, but are not limted to,

capsul es, tablets, pills, powders, etc. Liquid dosage forns for oral
adm ni st r at i Advelladel mlbsieﬂjchmiarrchd: athechghe(s@ cam teriacluded ¢ thel dosalgeiforms ef not

| t C | i on [
e e RGRUTESL AAR oG B PR bR LR 02,
grr;)unt thé d@dagé fant o!iit}i&premt inventiog et be:vaml@lda&dnmad BynynethilRd én ohgm canI be |
etermn irica |ne on osage | evel s
of acti W Vg reég?enfiﬁp?wéef’ﬁ’lﬁ%eﬁfﬁ% ﬁgaé%{‘e&?aﬁggﬁhu% may ge vari ed

to obt aprﬂwaétl aWheththe emelaerg‘enf(ls? 1sﬁﬁﬁﬂdealgi§ gfe élb!ly?agé fdree of the picgerd ginva?ﬁr?gadeg?f L(rj ed

t her ape res onse ends
t her aBe'g raget (ﬂtl‘@s"r%f’gz E[)‘f ?%ﬂ}wrﬁ ???%}PSB‘%?"Y? r g‘f?@ﬁnob‘f the active
agent  aghiH, Balfslo? g4 (4-tRBroBaEbYiithen -2 1rh ¥y BfophfiRhdi® md/@frwffeﬁeb or4f actors.

(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid) and other agent(s) are administered in a

single formulation. Alternatively, the other agent(s) and the active agent can each be

contained in separate dosage forms and then administered simultaneously or successively.

V. Methods of Using the Dosage Forms of the Present Invention

The oral formulations of the present invention can be used in treating a variety of
conditions. When the oral formulations of the present invention contain at least one active
agent and combinations thereof, such formulations can be used in treating conditions such as
hypercholesterolemia, hypertriglyceridemia, cardiovascular disorders, coronary heart disease,
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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N. O her Pharmaceutically Acceptable Active Agents and Conbi nati on Therapy
The solid dosage forns of the present invention can al so conprise
pharmaceutically acceptable active agents other than

2- [ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, salts of

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid and/ or- buffered
2-[4- (4-cbl orobenzoyl) phenoxy] - 2-net hyl - propanoi ¢ acid (said active agents
ot her than 2-[4-(4- chlorobenzoyl) phenoxy]-2-net hyl -propanoic acid, salts
of 2-[ der(ixediplipideniaqyieifitiSaOXyes [13 afi®lIbly Thede emmitmnaednchmnﬂ/uesd buf f er ed

2-[4-(4-chl orobenzo henoxy] anoi ¢ | ectively
referreff %Hmﬁté‘feé\[;"?{a‘és‘)op ‘6‘?%?’%86%‘}1‘[“3;“?&"%&853 Egllyﬁen ﬁ’éas@ ﬁlglp agent s
can be T@pa¢kayywdypérlipidémia). doaRaey dlevamm 16/elstof eerhasglyceridey gfot | on or

co- adm ni st re as gLe or, nore sep ? ? ﬁgd di stingct dos@gle fqrns al ong
with th& q’a piRcTsse thedisk of developmeppriieatifs AddHARRlG (198 agent s
can be forRMatifi c&@ﬂ@th&mrﬁ&ef& bfheCih@gatioas whét8 hﬁﬁtrb%ﬁﬁ atin@ A8H:s 4r8- 9.

| i pid-regul ati ng pharmaceuti cal agents) or can romdifferent

t her apet}’P}CélS!ﬁegl asses (e.g., anti-hypertensive pharmaceutical agents).
Exanpl es of other agents that can be included in or as part of the dosage
forms of the present invention or co-admnistered with the fornulations of

the present Byivenefexamplecinddiet ofjimitation enarupled ofitheptesent inventipawilkeaw at i ng
agents, %% -hypertensive agents, anti-diabetic agents, weight-1|oss
ant

agents, iretroviral agents, anti- platelet agents or vitanmins and
m neral s. Exanples of such ot her active agents, include, but are not
limted to: lipidre nts ) Lot limted to,
atorvastatin, sinvastatin, uvas aﬁ"’e“l%' hllgo\}‘g’s u‘f | ovast ati n,

cerivastati rfl‘herfolsbuwiagfmhhnoqmmwmpabd and tedtanlfm bﬂmcandas:i;vdu agindealthyni cot i ni ¢
acid, torcetrapib, esti cid, eth ters ol esevel am
ol bt D1 HERbE: e il fles B st btine vy Socbistiing
gnt i- hyamltahﬁﬂgﬂl{;@((;adﬂ&bbedzsﬂyﬁhe@&,y] D-lzhieth’}@brdpmﬁﬁllé &fd (l%nnﬁillﬂ‘ﬂuﬁﬂllpl I’aﬁcé

enazepr, ni i can artan [I vedi ar odi pi ne,
dili tag@ﬂ(b)&}xa@b%tﬂ'@ coaﬁémdgﬁﬁ °@H’%ﬂuﬁﬁ$ @Pgﬁlﬁﬁg fgﬂf‘ é‘gar t anp

f el odi ptHlSrobérROAIpReRXR- 2-fn%$liy|1‘-9ﬂfp|a1|101c a@&@aﬁh@aﬂon 3 A@@tmt(c) slﬁg@aﬁtt an,
i sradi pine, lercardinipine, lisinaopril an m noxi_d nebl voI ol ,

ni car di BREFRE copted glieh P?ﬂéammg ﬁ’@ﬁimﬁ p¢lEof 2nﬁ45{61chl°fﬁbﬁ%205’3hlﬁﬁa’f¥ TZrla?t yl-

propanoic acid (Formulation 6); and (d) coated granules containing 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid in capsules (Formulation 7). Formulations
3 and 4 (containing a choline salt of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic
acid) were prepared, tested in vitro, but not tested in human subjects. In addition, a prototype
osmotic pump containing choline salt of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic

acid was tested in vitro, but was not tested in humans.

The compositions of the above formulations are listed below in Tables 15 to 24 (these
formulations are referred to in subsequent examples as “Formulation 1” or “Form 17,
“Formulation “5” or “Form 5, or “Formulation 10” or “Form 107, 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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phenoxybenzam ne, prazosin, quinapril, reserpine, senotiadil, sitaxsentan,
terazosin, telmsartan, |abetolol, valsartan, trianterene, netoprolol,

nmet hyl dopa, rampril, olnmesartan, tinolol, verapam |, clonidine, nadolol,
bendr onet hi azi de, torsem de, hydrochl orothiazide, spinronol actone,
perindopril, hydral azi ne, betaxol ol, furosimde, penbut ol ol , acebutol ol ,

atenolol, bisoprolol,.n I enbut ol ol , pi.ndol o r ranIoI tinol ol ,
i ndapar’r?x(fgpthnrdgﬁaﬂ‘gﬁt}oﬂﬁ?%ﬁﬁn@cﬁ?’wk&lﬁ}%ﬁ sl r“i&fer c?fﬂ?%ﬁ%‘?% oY yal sart an) :
anti - ﬂ' ecbqirgssloagﬁahme (csptﬁducafabldwtl?loﬂpbnﬂlﬂmohﬁﬂﬁaﬂd 9ae,athbmsllets By a: i nz ulin,
acet ohexam de, chl orpro am igli ta i am de,

gl i cl azfed Wil g snieriggo ’gsu tloa&ri, ek Waliegn% afedBov rS»F

pioglit _ﬂéﬁ%rmﬁlaﬁ&m Arfdl tBemini-RibIBAOSEHoRBulaticHReR bre Bb A wHIPS kat- ean&ama

tolazam de, tol butamide, trianpterine or troglitazone); weight-loss

agent s TPSehenisEynatmely, afate- epiFRliRgPAyIe hent er m ne, phendi et r azi ne,

benzphet am ne, diethyl propion, sibutramne, orlistat or rinobnabant); 59
antiretroviral agents (such as but not limted to, anmprenavir, tiprinavir,
| am vudi ne, idnavir, emtricitabine, abacavir, enfuvirtide, saquinavir,

| opi navir, ridsAdeA qcscnPPS%a%lr@ﬁ]é‘?ﬂP?nufﬂfgr‘é‘ﬁipF%ﬁsFﬁésﬁ@é'ﬂ dbelowy i dovudi ne,
atazanavir, efavirenz, tenofivir, entricitabine, didanosine, nelfinavir,
nevirapi ne, or st avudi ne); anti-platelet agents (such as, but not limted
to, aspirin, cilostazol, or pentoxi®line): or vitamns, nminerals or
conbi naCbﬁB&lﬁ{fn dﬂ%ﬁﬂﬁl&ﬁmﬁr@uﬁltﬁ%@m&ﬁ‘éﬁ@n@@oatlﬁg‘ﬁl daPdules. 'Tﬂetsﬁz@ oo folic
acid, calcium .or iron). As luded to briefly herein, the other agent(s)
can be Pastahiesds 4Pﬁrqxﬁéat@b§a'§élff®ﬁlﬁ3te@f'fhetdh%e sﬁp&bﬁfeaphmwlpw%% preci se
| ocat i Oﬁe@M&EWHHnt of the other agent(s) to be included in the dosage

forms of t esenLl nvention_can be readily determ ned by one skilled in
the art ahd vm | | delpegredientpon t he otlher agent (s%% W6Wbe delivered as well as
the treatnment to be provided. Wen tlhe ot(bssed ament ablet wsighthcl uded in the
dosage forp€omwf the present inventian,
Intra-granular
2-[4-(4-chlorobenzoyl)phenoxy]-2- 35%
methyl-propanoic acid
HPMC X15M 10%
Avicel PH101 12% ]
PVP 30 2.25%
Extra-granular
Colloidal silicon dioxide 0.5%
HPMC K15M 40%
Magnesium stearate ' 0.25%
Coating Not applied
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then the active agent (at |east one of

2-[4-(4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoic acid, salts of

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid and/ or buffered
2-[4- (4-chlorobenzoyl) phenoxy] - 2-net hyl - propanoi ¢ aci d) and ot her agent(s)
are admnistered in a single formulation. Alternatively, the other

agent (s) and the active agent can each be contained in separate dosage
forms and then adm ni stered sinultaneously or successively. V. Mthods of
Usi ng t he Dosage Forms of the Present Invention The oral formnulations of

the pre |nvent|on can be used in treating a variety of conditions.
VWhen thgf factyring Progess fyrdFosmudationd esent i nvention contain at | east one

active —agent-and copbinations thereof; such forpmulations can used in
treati 1§teEondi tions such as hyper chol est er ol en a, hypert ri gI yceri dem a,

car di oygscutar drsorp ereht G Yt ot ok s&ad edléh?@ e vascul ar
di sease (including s abolic
%H%B‘ét lgig i@; %1%5|%ry ﬁaga%gleggr x@{)er [Phagi a,

di sorders (such as, e
endocr irge—abnor ettt 3 WASIEL

St Daroet edl
syndrofrg, Lawr ence- M0 [d%pyméf e amoﬂ?toj terfé‘gﬁlea‘f’owjlﬁfmgyndr orrg
gl srathgrany 8%‘;(—:" these—for .u. atiens{ can be

h hagta—anorexta
ugggpa‘>§adj unctive th P%g? {S‘ﬁtf‘ﬁ{ f’é?f[P(PPF grahypton %atFl popr ot ei n
chol estferol (hereing 2 PI% eé‘!"ng’r‘?gle’édsl"@? °r(eﬁ@? Pnaf t er

"t ot al & 3—trighyeefl ,Nq, WWL—LADO B") in
adult $8bjects with pPISAEAF H@WE%P@%@% ough amse sSrechAadERiayR |l i pi deni a
( Fr edr ilckson Types aQWﬂbP‘imrﬁ’hMgcnmnm tions can also he used as
adj unct Pue ther am/ f hoieye the deyegmanulgtiond |t suihj ajects with
hypert i Bgl yceri deni a| $@eeacrireigmsonlar FPMESK 1M anticolloldplslidon diogidei a)f, Mar ked! y
el evat j=d | evel s of sgihtowgh pygsly scegengehgreefinie a biendarpheéblend®00 ny/ dl) may
i ncrease_the risk of|eéwEsopi ng_pancreatitis. Additionally, thesé
f or mul @i ons can f ur | Gkargddryasésiefedigrantifation frodistep tSiintn sheierder and
| i pi d-tequl ati ng agehblendafoes ntimpéscal | y used. By way of exanple, and not of
limtagBon, exanpl es| 8frednhragnedar blcarhte\i@thghomudhlstrearg\sharfeingi thien,| EXAMPLE
1: Pharmaceuti cal Fol sbeveblendes addisleddofol DiMimige. f or nul ati ons were prepared and
tested|Pn vitro and pBisWeirge téaioe PSRddr Blénd from step 8 into a rotary press
' machine. Compress tablets into the target tablet weight.
10 Encapsulate coated tablets into capsules. Conduct metal detection
of capsules and discard rejected capsules. Package acceptable
capsules into bottles for clinical supplies. ]

O <<
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humansubj ects: (a) three mni-tablet fornmul ations (each having no enteric
coating) containing 2-[4-(4-chlorobenzoyl)phenoxy]-2-nethyl - propanoi c acid
(Formulations 1, 2, and 8); (b) six (6) enteric coated mni-tablet
formul ati ons contai ning choline salt of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid (Formulation 5 and 9-13);

(c) single-unit enteric coated tablet containing choline salt of

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid (Fornul ati on 6);
and (d) coated granul es containing 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - pr@gﬁﬂg}c acid in capsules (Fornulation 7).
Formul ations 3 and 4 (containing a oline salt of

2- [ 4- ( 4-Crmiositior nfByrinhlatiem? fyini-@bletst wighoupentgsigcoating imeipdyleshe The gregfar ed,

test ed laeﬂ:h\féblét?s g%t:mﬂ&élg%%%qn h%@fépaﬂlesd@é &%}@th ok‘ Qacﬁqggsjﬁfequoa prototype
osnoti c punp con

2-[4- (4nmhhmmahenmmymyphenoxy] 2- nethyl propan0|c aci d was tested in

vitro, but was—tot ﬁ r—htrafsT—He L,uupug as—of—the—ahove

formul ations are I|s 53 ow in Tablesd%S h g ornulations are
f d cirthcaniiant avanmnl ac o " OQPQI,Q ngl I:nr M 1"

re er re tC Cll du”d\r\flu\rllt \rI\MII’.II T ]

"Formul ati OrQ" or "Eorm 5" or "Ebhrmilation-10" or "Eorm10" etc.

LB~

respecti vel )2 [4f4-chlqrahenzayliphenexsyhar & manuf act ur d8%usi ng a sinlar
manuf act urin WMBE@PW@ faor the coating process Specifically, a
hi gh shear |grBRibasiacaleipmphesphate s ubed to incorpgd¥ate the active
i ngr edi ent andvietlHHteut i cally accbptable exci @¥¥nts into thelgranul es.
The granul es BYR30sieved, dried, sieved (or nml|I#d) and m xed with the
remai ni ng i|ngkasthsemosolydrator m t he f{nal powder 18Mend. From there, various
processes t|akilapiesinm stdagate al | the fprrul ati ons wi%h thé 61 exception of
Formul at i on @eatihfge final powder bl epd was fur Neespptiedpr essed using a rotary
conpressi on nmachine to produce tablets. For Fornulations 5-6 and 9-13, the

t abl etsm@fa&mﬁ% Prodess for¥Forgftliftfdne Coating. Formul ations 1, 2, 3 and 8
were not coated owder blends from Fornmulation 7 and the mni-tablets of

For mul aGign 4 Were cparted with a rate-control ring nechanism (nanely, a
rate-cantrolling polynmer). A detajiled description of all of the
manuf acuri ng proces s ¥esighttherppropiiaie daduphfor ehingredient Cbhpesall i on |of
Formul ation 1 (m ni - | higtediegts\éxchpmageesivn stearatekinforrhigmsheatpsul es) .| The si ze
of granulator and dry mix for approximately 1 minute.
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 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 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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each tablet is approximately 2 mmin dianeter. The dose strength of each
capsule is 130 ng free acid equivalent. Ingredient % WW (based on core
tabl et weight) Core Intr granular 2-[4-(4-chlorobenzoyl)phenoxy]-2- 35%
meth |- ro anoic acid HPMC K15M 10% Avicel PH 101 12% PVP 30 2.25%
Extra- granular Colloidal silicon dioxide 0.5% HPMC K15M 40% Magnesi um
stearate 0.25% Coating Not a lied 62 Manufacturing Process for Formul ation
| Step 1 Weight the appropriate amount for each ingredient. Charge intra-
granul ar ingredi ents into a high siga¢1granul ator and dry mix for

appr oxi 1 m pute Add riate nt of water he above
hi gh she‘ngﬂm Pogitign af %Qraﬁuiaaﬁra-%g%ﬁ?%) fvgtr Calietiabigs Bt aEe)- ) abtideron” and
ContlnUGtréifgﬂiBf'eﬁéHthBletf1@|13(ﬁlElgﬁE@ﬁdi’cl)écPﬁ«$a@entam)U“t of time until a

pre- det er m-ned_end poi nt exanp nn\/\pr_nr4| mﬂ 4 Disch rge t he
above granil ation thPgigisnh nesh scrleen and gl aleW/W =
(based on core tablet weight)
Core
Intra-granular
2-[4-(4-chlorobenzoyl)phenoxy]-2- 61.0%
methyl-propanoic acid Choline salt
HPMC X15M 30.25%
Avicel PH101 '5.0%
PVP 30 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 botiles for clinical supplies.
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a fluid bed dryer for d5 Sieve the dry granul ation. 6 Screen extra-granul ar
HPMC K15M and col l oidal silicon dioxide through a nesh screen, charge into
a blender and blend for 2 mnutes. 7 Charge dry and sieved granul ation
fromstep 5 into the blender and blend for 5 mnutes. 8 Screen nagnesi um
stearate through a nesh screen, charge into' the above bl ender and bl end
for 1 mnute. 9 Discharge the above powder blend fromstep 8 into a rotary
press nachine. Conpress tablets into the target tablet weight. 10

Encapsul ate coated tablets into caffsklt#®. Conduct netal det ectl on

ot &1 os TapoesioR EEEm R RE:RRRRE ERes FEERNS, THF ARR R AR .ein' 2"

(M ni -t akpseleds WOhhg)ﬁbemnqum\(alematl ng in capsules). The size of each

tabl et is apprexwatel —Am-H—dharreter—Fhe-dose—strength—o each
capsule is T?fo F’&ﬁdbe{:‘fd equi val ) i ' V) A bn cor e
tabl et wei ¢d £0re2 [4-{4-chl oroben - :; eth |- ro
anoic acid _OWncl c_cal r‘l ||g_thncnhnf e 1ROA\ _Avicel DH;I___Q1 ’)AOA-\ PPl 30 5%
Lact ose nomohydrate 15% Magnesi .Imra:gzamlang 1%

2-[4-(4-chlorobenzoyl)phenoxy]-2- 40.0%

methyl-propanoic acid Choline salt

Avicel PH101 24.0%

Dicalcium phosphate 15.0%

Lactose monohydrate 15.0%

PVP 30 5.0%

Extra-granular
Magnesium stearate 1.0%
Coating
Surelease E-7- 19010 (solid content) 6.0%
Opadry Clear 1.5%
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Coating Not applied Mnufacturing Process for Fornulation 2 Step 1 Wi ght
the appropriate anount for each ingredient. Charge all ingredients (except
magnesi um stearate) into a high shear granulator and dry m x for
approximately 1 mnute. 2 Add appropriate anount of water into the above

hi gh shear granulator and start granulation. 3 Stop water addition and
continue granulation for an appropriate anount of tine a pre-determ ned
end-point (for exanple, power or tine. 4 Discharge the above granul ation

t hrough a nesh screen and place in an over for drying. 5 MII| the dry

gr anul atv gy raderifls PROREIEr Feinfulidanfier . 6 Screen magnesium stearate through
a nesh screen, charge into the above blender and bl end for an appropriate
anount giepr'Tne. 7 Drschrarge the above powder btenmd—Tnto a rotaryjpr ess
machi ne Conpress tablets into the target tablet weight. 8 Manudlly
encapszlllate coat ed t abVeglsthe apooprafEsamonst fofeach ingrediant. AThargdantmet | gn  of
capsul es and di scard gﬂhﬂaﬂiﬁged:imntsiﬁt@shigli’ahndaagmnulam:aﬁtdajnhﬂumi}hsdI es into
bottles for clinical |snifph es. 64 Table 17 Conposition of Formul gtion 3
(singl e2unit HPMC- basaddapiibsiate athdunpot waedhto fig) abovdigglsieer Strergt h of
each tablet is 130 nygfanaigtongidbteoarhmaddtonl . | ngredient % WW 1 (based on
core tablet weight) |G®pEvater 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.

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 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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Intra- granular 2-[4-(4-chlorobenzoyl)phenoxy]-2- 61.0% neth |- ro anoic
acid Choline salt HPMC K15M 30.25% Avicel PH 01 -5.0% PVP 30 3. 0%
Extra-granul ar Colloidal silicon dioxide 0.25% Magnesium stearate 0.5%
Coating None Manufacturing Process for Fornmulation 3 Step 1 Weigh the
appropriate anmount for each ingredient. Charge intra- granular ingredients
into a high shear granulator and dry mix until uniform 2 Add appropriate
anount of water into the above high shear granulator and start

granul ation, 3 Stop water addition and continue granul ation for an
appropriate anount of tinme until Japled9determ ned end-point (for exanple,
power oOfa i A . X i r : h screen and
pl ace i nC o r@%)lelle?f%g% ﬁgrﬁérggaﬁeh&%gggééﬁm%@%&%ﬁ?ﬁéﬁkpa%keﬁ rg%ﬁgh a mesh
screen. talldtlis appeoxirhattly 612 mmeh diametdr. ofhetdoge Srengibof eeh Chysnlgds 0rmeefredd and
mlled %rcﬁréulllia;tﬂi ans into a V-blender. Screen colloidal silicon dioxide

t hrough a resh> €¢reen and charge into the sane V-blender. Blend until

uni form

Ingredient % W/W
(based on core tablet weight)
Core
Intra-granular
2-[4-(4-chlorobenzoyl)phenoxy]-2- 49.9%
methyl-propanoic acid Choline salt
HPMC K15M 35.0%
Avicel PH101 11.1%
PVP 30 3%
Extra-granular
Colloidal silicon dioxide 0.5%
Magnesium stearate 0.5%
Coating
Eudragit® L30 D55 10.4%
Talc 5.2%
Triethyl Citrate 1.6%
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7 Screen magnesi um stearate through a nesh screen and charge into the
above V-blender. Blend until uniform 8 Di scharge the above powder bl end
into a rotary press nmachine. Comress tablets into the target tabl et

wei ght. 9 Package tablets into bottles for clinical supplies. 65 Table 18
Conposition of Fornulation 4 (coated mni-tablets in capsule). The dose
strength of each capsule is 130 ng free acid equivalent. Ingredient | %
W W (based on core tablet weight) Core Intra- granul ar

2-[4- (4-chl orobenzoyl ) phenoxy] -2- 40.0% mneth |- ro anoic acid Choline salt

Avi cel hate 15.0% Lactose nonohydrate 15. 0%
Vi ﬁk%gﬁ&gi%g@{?)ceg @?hﬁhd&i&ﬂ&? 5P y

PVP 30 5 anu agneS| um stear ate 1.0% Coati ng Sur el ease
E-7-1 (sottd—content) 609 Opadry—Crear 5% 66 vemufactuni ng Process
for Fornﬁfatlon 4 Step 1 Wigh the appropriate amount for each |i ngredient.
Charge Intra- Weight the appropriate amount for each ingredient. Charge intra-
granular ingredients into a high shear granulator and dry mix for 1
minute.
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 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® 1.30 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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granul ar ingredients into a high shear granulator and dry m x until

uni form 2 Add appropriate anount of water into the above hi gh shear
granul ator and start granulation. 3 Stop water addition and conti nue
granul ation for an appropriate anount of tinme until a pre-determ ned
end-point (for exanple, power or tine). 4 Discharge the above granul ation
t hrough, a nesh screen and place in an over for dr in . 5 Pass the dry
granul ation through a mesh screen. MII granulation retained on the
screen. 6 Charge screened and m | |'esblgzanul ations into a V-blender. 7

Screen neSLum earate through. a nmesh r har ge t he above
V- bt encP BB P S RER A QPR UB e Einchetd - alfs Btk S gk | o a
rotary tablesﬁ 180 adpi free.acidGqiipiless tablets into the target tablet weight. 9
Charge water, talc, and triethyl citrate into a container and m x, and

then mx well with the Surel ease and Opadry. 10 Charge above conpressed

tablets in
sol uti on.

0 a VUST EfglaRbEr
Stop coating when

and star . . .
t he target qg%agﬂcgr@ya%[etw%igﬁghl eV

T coati Ngoyki/Wg tNe pre-m

Manual |y €

TS ul ate coared tablers

nto capsw esS. Lonauct Iret al

of capsul
bottles fa

and—drscard rejected 19)

£ -
T IJ WII 6/I_UII Ul O TTUl

xed coati ng
d. 11
det ecti on

.a!ﬂu‘f@' PaLKage acceptabte T sules into

ation 5

enteri c- doaf bd-,n SRy )2 sl €) . The g??e f each tablet is

gppr oxi mat vl rgl an ]% of %ﬁ] jJLTIa'.ﬁp he %}GJC Str Cligd/lbr of—eaech ﬁ?apSUl eis 130
Mg free Avicel PH101 10.75%

PVP 30 3%

Extra-granular

Avicel PH102 5.0%

Colloidal silicon dioxide 0.75%

Magnesium stearate 0.5%

Coating

Eudragit® 1.30 D55 9.5%

Talc 4.8%

Triethyl Citrate 1.4%
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acid equivalent. Ingredient % WWased on core tablet weight Core Intra
granul ar 2-[4-(4-chl orobenzoyl ) phenoxy]-2- 49.9% neth |- ro anoic acid
Chol i ne salt HPMC K15M 35.0% Avicel PH101 11.1% PVP 30 3% Extra-

granul ar Col | oidal silicon dioxide 0.5% Mgnesium stearate 0.5% Coatin
Eudra "t(r) L30 D55 10.4% Talc 5.2% Triethyl Ctrate 1.6% 68

Manuf acturing Process for Fornmulation 5 Step 1 Wight the appropriate
anount for each ingredient. Charge intra- granular ingredients into a high
shear granulator and dry mix for 1 mnute. 2 Add appropriate anmount of
water into the above high shear granulator and start granulation. 3 Stop
wat er addanufagueing Presess fapBomulations® i on for an appropriate anount of tine
pre-deternmined end-paoint (for exanple, power or tine).

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 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® 130 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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4 Di scharge the above granul ation through a nmesh screen and place in
over for drying. 5 Pass the dry granul ation through a nmesh screen.
6 Charge screened and mlled

col | oi dal
sanme V-Dbl ender.

granul ati on

granul ations into a V-bl ender.
mesh screen and charge into the

retai ned on the screen.

Scr een

an
MII

silicon dioxide through a
Blend for 5 mnutes. 7

Screen magnesi um stearate through a nmesh screen and charge into

V-bl ender. Bl end for
rotary press machine.
Charge water, talc,
then mx well
conpr esse

P S ictioR P A By

2 m nutes.

and tri et hyl

L Op geoa I ng

AR Flooflifhe? Pl aop ORI B

t he above

8 Di scharge the above powder blend into a
Conpress tablets into the target tablet weight. 9

citrate into a contai ner and m x,
with the Eudra it(r) TaBB2D55 suspension

and

10 Charge above

achlevedmpﬁﬂaﬁﬂﬂmm@mweemdamsuﬂaﬁe coated tablets into capsules
metal det eett+onr—oef—<apsy s—and—di-scardrefeeted—capst-es—Pack
accept abl e [capsul es FW#grﬂgttles for cllmt?i i%?%ﬁg ?9 Tabl €
Corrpos| t| on nf Eor mul at i oh—6 (S! n! a ||n| e t
strengt h ofl—eagch ablet |s S8 J,'. equi -
(based on dorél4@mhiarokzazayhp itra- anul ar 91.4%
2-[ 4- (4- chl PiRAGAXY] - 2- 650

Eudragit® NE 30D 4.9%

PVP K30 2.7%

Extra-granular
Magnesium stearate | 1.0%
Coating
Eudragit® NE 30D 7.0
Talc 7.0
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met hyl - ro anoic acid Choline salt HPMC K15M 15% Avicel PHL O 10.75% PVP
30 3% Extra- granular Avicel PH 02 5.0% Colloidal silicon dioxide 0.75%
Magnesi um stearate 0.5% Coating Eudra "t(r) L30 D55 9.5% Talc 4.8%
Triethyl Ctrate 1.4% 70 Manufacturing Process for Fornulation 6 Step 1
Wei gh the appropriate amount for each ingredient. Charge intra- granul ar

i ngredients into a high shear granulator and dry mx until uniform 2 Add
appropriate anmount of water into the above high shear anulator and start
granulation. 3 Stop water addition and continue granul ation for an
approprM{lﬁlfaé{mﬂghg&sgfop@m%lhﬁ {f7 pre-determ ned end-point (for exanple,
power or tine). D sch ar ge t he a%ove granul ation through a nesh screen and
pl ace i A OVeT fordryinmg—5 Passthe dry granmutatiom throughja nmesh
screen. I\ﬁll granul atlion retained on the screen. 6 Charge screened and

m || ed |dr anul at i ons i| Weglath¥afifreprihéer amdbat fae sach ingredient. Charge intra-
granular ingredients into a high shear granulator and dry mix until

uniform.

2 Add appropriate amount of Eudragit® NE30D suspension into the
above high shear granulator and start granulation.

3 Stop Eudragit® NE30D addition and continue granulation for an

appropriate amount of until a pre-deternmiined 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.

7 Charge dry and sieved granulation from step 5 into the blender and
blend until uniform.

8 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 Eudragit® 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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colloidal silicon dioxide and Avicel (r) through a nesh screen and charge
into the sanme V-blender. Blend until uniform 7 Screen magnesi um stearate

t hrough a nesh screen and charge into the above V-blender. Blend until
uniform 8 Discharge the above powder blend into a rotary press nachi ne.
Conpress tablets into the target tablet weight. 9 Charge water, talc, and
triethyl citrate into a container and mx, and then mx well wth the
Eudra "L30 D55 suspension. 10 Charge above conpressed tablets into a coater
and start coating wusing the pre-nixgé¢loxroati ng solution. Stop coating when

the target coati | evel achi eved, Ti- Package accept abl blets into
bot t | esqfoatrmélrﬂ% Pg%mg@m # ngm-ta‘?!?twﬂqogt ozz%ﬁﬁ%&mae? e F | ation 7

( coat edt8lepRUbFRxinthtel AP0 Wik ) dianh&16r. ADS BolsirBAMN b abh OR6ie 1s01@D$1\§ feecl s 130 ny
free acid equivalent. Ingredient | %9WW (based on fill wei

| nt ragr&‘H@uP‘ﬂF"aﬂ{M (4-chl or obenzoyl ) phenoxyj -2- 91.4% neth I- ro anoic

acid Eudra t(T) NE o PVP KRB0 2. 79% EXG anut-ar—vagnesi um
stearate 1.0% Coat |%5Hd§ﬁdr ait(r)] NE S@BGZOQC/(EIZ/a%etWCIghtL
Intra-granular
2-[4-(4-chlorobenzoyl)phenoxy]- 91.8%
2-methyl-propanoic acid
Budragit® NE 30D 5.0%
PVPK30 2.8%
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.

Sieve the dry granulation.

Charge dry and sieved granulation from step 5 into the blender.
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.

[« Y%A

~
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Talc 7.0 72 Manufacturing Process for Fornulation 7 Step 1 Weigh the
appropriate anount for each ingredient. Charge intra- granular ingredients
into a high shear granulator and dry mx until uniform 2 Add appropriate
anount of Eudragit(r) NE3OD suspension into the above high shear

granul ator and start granulation. 3 Stop Eudragit(r) NE3OD addition and
continue granulation for an appropriate anmount of until a pre-determ ned
end-point (for exanple, power or tine). 4 Discharge the above granul ation
t hrough a nesh screen and place in a fluid bed dryer for drying. 5 Sieve
the dry granulation. 7 Charge dry %gﬁezgeved granulation fromstep 5 into
the bl ender and blend until uniform Screen magnesi um stearate through a
mesh scGeappsitibmofftormnlationstse 10,abd Ve (dntegindeatedunthi-dbéetin wagsulesjfhEor m 9
Charge wate into a.container and m nd t he ix well with the
Fudr o P FF ch Bt iR il Ttin et s G i S batieoratlss” ot o
coat er dBfintfedetacid@ghivaignt, usi ng t he pre-m xed coating solution. Stop
coating when the target coating |level is achieved. 11 Encapsul ate coated
granul es into capsul es. Conduct netal detection of capsul es and discard

rejected capsul es. €ampadon FFeLMuBNoSs 5,309Mlg3 i nto bottles for clinical
supplies. 73

Ingredients Formulation9 | Formulation | Formulation 11
(% wiw) 10 (%ow/w) (% wiw)
Intra-granular
Fenofibric acid, choline salt 57.5 65.5 71.5
HPMC K15M 37 27 21
PVP K30 3 3 3
Extra-granular
HPC EXF 3 3 3
Colloidal Silicon Dioxide 0.5 0.5 0.5
Sodium stearyl fumarate 1 1 1
Coating
Eudragit® L30-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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Tabl e 22 Conposition of Formulation 8 (mni-tablets without coating in
capsule). The size of each tablet is approximately 2.0 mmin dianeter. The
dose strength of each capsule is 130 ng free acid equivalent. Ingredient %
W W (based on core tablet weight) Intra- anular
2-[ 4- (4-chl orobenzoyl ) phenoxy]- 91.8% 2-neth |- ro anoic acid Eudra it(r)
NE 30D 5.0% PVP K30 2.8% Extra-granul ar Magnesi um stearate 0.5%
Manuf acturing Process for Fornulations 8 Step 1 Wigh the appropriate
armount Manufactering\Brasessdon Foropatians9n1Q; and 4t anul ar i ngredi ents into a high
shear granulator and dry mix until wuniform 2 Add appropriate Euydragit(r)
NE30D i/ i¥tep t he above|hi gh shear ulator and start granulation. 3|[Stop
Eudragi‘(u) NESGD adj:",rl and—conttnte— tiatton—f T _pupriate
anount (%f time until X’?mﬁ‘e@%%‘fpé?r@aﬁaaalogiﬂﬁbr%afﬁw rﬁbeglt'u%hag%%lpfgy.lpcmer or
tine). |4 Discharge t1§r"}§%18r\/18gr§r1§ oI § O f‘lﬁe ot R4 gr&%%’%‘éﬂrﬁl and place in
a fl ui gsbed—dryer—fof l.Qn?"hf‘. % Si-eve—t-he—dry “r%nu! ati-an—6—Charjge dry and
si eved |granul ation f { & 2pRIRPriats amopnt of walir dnfg e abovedy g’r‘?aﬁmgnesi um
st ear at-%—{—hJ—eug-h_a_creg‘TimélﬁthHi stary
Stop water addition and continue granulation for an appropriate
amount of time until a pre-determined end-point (for example,

—'

g9

p—
e

, power or time).
4 Discharge the above granulation through a mesh screen and place in
an oven 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 HPC EXF 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® L.30 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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above bl ender and blend until uniform 8 D scharge the above powder bl end
into a rotary press machine. Conpress tablets into the tar et tabl et

wei ght. 9 Manual |y encapsul ate tablets into capsul es. Conduct netal
detection of capsules and discard rejected capsul es. Package acceptable
capsules into bottles. 74 Table 23 Conposition of Formulations 9, 10, and
11 (enteric-coated mni-tablets in capsules). The size of each tablet is
approximately 3 mmin dianeter Thegslesg strength of each capsule is 135
ng free and equival ent. osition of Formulations 9, 10 and 11

| ngr edi &9mPosiBpmed mhﬂwﬁ R L Bfentsric copted mut-tabletsiin cagsydeqy e $18e pBav w) (%
ww fal PRI i HPMC
Ki5m 37 ST LRI S TR tbeeil. 106 R syt o 4 aplhe |

Si | i con 1B% ogiftke agidzqaiv@le®. 5 Sodi um stearyl f rmarate 1 1 1 Coating

Eudragit(r) L30-D55 9.9 9.9 9.9 Talc 4.55 4.55 4.55 Triethyl citrate 1.36

1.36 1.36 75 Manufacturing Process for Formulations 9, 10, and 11
Composition of Formulations 12 and 13

Ingredients Formulation 12 | Formulation
(% wiw) 13 (%w/w)
Intra-granular
Fenofibric acid, choline salt 65.5 65.5
HPMC K15M 5 27
HPMC K100LV 22 0
PVP K30 3
Extra-granular
HPC EXF 3 3
Colloidal Silicon Dioxide 0.5 0.5
Sodium stearyl fumarate 1 1
Coating
Budragit® 1.30-D55 9.9 9.9
Talc 4.55 4.55
Triethyl citrate 1.36 1.36
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Step 1 Weigh the appropriate anmount for each ingredient. Charge intra-
granul ar ingredients into a high shear granulator and dry m x until
uniform 2 Add appropriate anmount of water into the above high shear
granul ator and start granulation. 3 Stop water addition and conti nue
granul ation for an appropriate anount of tinme until a pre-determ ned
end-point (for exanple, power or tine). 4 D scharge the above granul ation
t hrough a nesh screen and place in an oven for drying. 5 Pass the dry

gr anul aMaamfachimingProaessfaiFaondsdions 12 hid ¥ anul ati on retained on the
screen. 6 Charge screened and mlled granulations into a V-blender. Screen
col | oi d8tepsi | i con di pxi de and HPC EXF through a mesh screen and |charge

into th? sare—\-blender—Blendunti} un:ie*m —Sereen—+ag ucol tHA| st ear at e
through‘a mesh screeh sigh the appEABTIRts pmount %‘8"’&6‘8&‘5‘%@‘3{5‘1 nd until
uni form 8 Di scharge Fﬁgﬂgﬂﬁgf BRSSREe 2 e Fheas ghmlator E machi ne.
Conpr ess—tablets intpuf 4Lge_wa.t_e,r_,_t alc, and

triethyR citrate intpAdd eRprepziaiecmonpicpt iater mipthe aboiehighshedfel | with the
Eudr a |f(r\ 130 D55 :gramﬂﬁenmstamrmhﬁm above canpressed tablefs into a
Wir st ef 3coater and s} Sep wateo additing and ponjinue erapilation fekan aprPHAg sol ut i on.
Stop coating when themeuwnt gEimewi a pre-detepained sndapdintdfargxamule,Manual | y
encapsyl ate coated tppivesreriimelo capsul es. Conduct netal detection of
capsul ¢4 and di scar d| Psflecgette stmps plasglatiddthiongiea mashceepenbidplaps Ul es i nt o
bottleg for clinical|supphifagirying.

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 HPC EXF 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 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.

EXAMPLE 2: Dissolution Methods

The dissolution 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.

Example 3: Human Biostudies
The purpose of the studies described in Examples 4, 5, 6 and 7 was to determine the
bioavailability of the Formulations 1-2 and 5-13. These utilized a Phase 1, single-dose, open-
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76 Tabl e 24 Conposition of Fornulations 12 and 13 (enteric-coated
mni-tablets in capsules). The size of each tablet is approximately 3 and
4 mm respectively. The dose strength of each capsule is 135 ng free acid
equi val ent. Conposition of Formulations 12 and 13 Ingredients Fornul ation
12 Formulation (%wW 13 (% w Intra-granular Fenofibric acid, choline
salt 65.5 65.5 [|IPMC KI5M5 27 |IPMC K100LV 22 0 PVP K30 3 3
Extra-granular HPCEXF 3 3 Colloidal Silicon Dioxide 0.5 0.5 Sodium

stearyl l:iﬂéf@ﬁd?ytd%néucﬂed a@ﬂﬁ&h@ﬁb FH04:8Hr 1bdign. 138 nERBerDf Qutfedts vafisd ok 55 4. 55

Triethyl citrate 1.36 1.3 77 Manufacturing Process for Fornul ations 12

and 13 S&déﬁp studpe Thgnumhsr a{ﬁybﬁﬁtﬁ ithet enterpd thastudiss apdeomplstes & dfeghit . Char ge
intra- %Bﬂﬁﬂ gﬁf oisEle8 & o dSn ERLQF %er%l%@ang& ﬂ&%ats%Je&Q&t&E&’ il x unti |

uni form appropriate anmount of Into the above hi gh shear
study and were assigned to receive one of the following regimens in each study period: (1)

the Reference; (2) a test Formulation under high fat fed conditions; or (3) a test Formulation
under fasting conditions. The sequences of regimens were such that a pre-determined
number of subjects received all of the regimens upon completion of the study, while others
received part of the regimes. A washout interval of typically about 14 days separated 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 1o 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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granul ator and start granulation. 3 Stop water addition and conti nue
granul ation for an appropriate anount of tine until a pre-determ ned
end-point (for exanple, power or tine). 4 Discharge the above granul ation
t hrough a nesh screen and place in an oven for drying. 5 Pass the dry
granul ati on through a nmesh screen. MII granulation retained on the
screen. 6 Charge screened and mlled granulations into a V-blender. Screen
colloidal silicon dioxide and HPC EXF t hrough a nmesh screen and charge
into the sane V-blender. Blend until uniform 7 Screen nmagnesium stearate
t hrough a nesh screen and charge into the above V-blender. Bl e(pg’auntil

uni form 8 Dr¥usplygRloedremplssyereroWlerisd oma e sphieds Brigrde desingAndatl-dachi ne.
Conpr ess, 3 abl et g 7,Rt 9, Tohel, 1Ar18e14, UBLIEH6 MR 120hour? afittosiBg WedaSH perical ¢, and
triethyl cifrate into a container and mx, and_ then mx well wth the

Eudra i tihe blopdeammies ware prnfrifogsd to separatrihe plagma vEhedasmp saaples Vessioted i nto a
Wir st er o098 6k afl-sdart coating using the pre-m xed coating sol ution.

St op coat?ng V\Aeng'zt%e target coatin level is achieved. 11 Manual ly
encapsul ate coated tablets into capsules. Conduct netal detection of

capsul es andp{li Lect ahli&q £ ules into
bottles for g %Iﬁnal?%gﬁqm{su%g |oggéngﬁﬁwfﬁwﬁ%%%@%duﬁ}%ﬁdmﬁét 1oudfs;ﬁ¥(ﬁe

di ssol uchromathgtaphic muthodovithhass spretoetfic deteet®nl 3 as described in Exanple 1
was collected and is depicted in Figure 3 using the single pH nethod. The

di ssolution data from Fornul ations 1-2 and 5-13 as described in Exanple |
was col | ect ¥dluenfir the ptlapiactlenktic parkingtersenf denofbnigaci dneerd estimaddd wsitghod.

noncompartmental methods. First, the maximum observed plasma concentration (Cyax) and

the time to Crax (peak time, Tr,y) Were determined directly from the plasma concentration-
time data. Second, the value of the terminal phase elimination rate constant (A;) was obtained
from the slope of the least squares linear regression of the logarithms of the plasma
concentration versus time data from the terminal log-linear phase of the profile. A minimum
of three concentration-time data points was used to determine A,. The terminal phase
elimination half-life (t,;) was calculated as In(2)/A,. Third, the area under the plasma
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 (AUC).

An analysis of variance (ANOVA) was performed for Tpax and the natural logarithms
of Cimax 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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Exanpl e 3: Human Bi ostudi es The purpose of the studies described in
Exanples 4, 5, 6 and 7 was to determ ne the bioavailability of the

Forrmul ations 1-2 and 5-13. These utilized a Phase 1, single-dose, open- 78
| abel study conducted according to a crossover design. The nunber of
subjects varied from study to study. The nunmber of subjects that entered
the studies and conpleted at |least 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 reginmens in each study period: (1)

the Reference; (2) a test Fornulation under high fat fed conditiogns; or (3)
a test For nuiMgapgptandgpidsviatign (FIhpnd Shedniningma @%ﬁwél%%%bsﬁf"eq é@i mens

ver e SuGhe pilddhaddkinbis HirRsers BEMnofhiReH afEr aﬁﬁﬂiﬁ%ﬁn hRGRIY afmaihbief t he

regi mens upon conpl etion of the study, while others received part of the

r egi nes.shawpisBamplast Sr6val’. &t theyiighblesshoynapExamples 4 8y ansel thedercvrlyche

dosing i i i : jects in
goner a ‘DSAm e A8 REGah LA SHIc A Therblil b o hE Al ERE NSRS

typi cal esthuepyl is tha bjimiotum. \TEhedowarvalun sltbwndn eheh cstl iedhe miaxiowand supervi sed for
approximately 6 days in each study period. Confinenent in each period began

in the afternoon Y. - a rior,toct dasi ng day) and ended
after the coll ect Pmﬂﬂt‘the%'ﬁ&‘}%gﬁ_rndoﬁ%ggaémg%l}mﬁ?g’s&gr%ﬂ?chedul ed study

pr ocedur es w&oemdaivas &tedl2,drankite7 amd $iwag testkd ibfasting dnd\fedhealfhy smhjeots s
activity duri.ng, .t conf.i ne t. wag not permtted. Wth.the exception of

t he breéﬁ%&% 9%%“%?@8 eéa%eqﬁﬁ Céaaﬁmﬁ@F' asIia s pqasurpd, éﬁﬁgﬁmﬂ ®st andard
di et, prTheiddiafpnophpdeaiidin bl ymdhirerciw RTablepds-2at per day, for all neals
during confinenent. For those subjects receiving a test Formnul ati on 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 blood sanple on the follow ng 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 reginen.

Subj ects assigned to receive the test forrmulation under fed conditions
received a high-fat breakfast that provided approxi natelyl 000 Kcal and
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50% of calories fromfat beginning 30 mnutes prior to dosing. On Study Day
1, all subjects were served lunch follow ng collection of the 4-hour bl ood
sanpl e, 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 intensive pharnmacokinetic
sanpling days (Study Day 1) of all four periods. 79 Typically, blood
sanpl es were collected fromthe subjects prior to dosing and at 0.5, 1, 2,
3, 4, 5, 6, 7, 8 9, 10, 11, 12, 18, 24, 48, 72, 96 and 120 hours after

dosing R@E%h%‘@er 'aE%%?ﬂc%QIP%@S% Z‘?ﬁ% Fﬁfﬂ‘%@fﬁ kPR aigpar ot e

concent

CRefere EH'EE‘% m‘a? ‘H‘i‘&'b ! trat
?a:;;’;mzngﬁgﬁgg;gﬂe s ays X. f‘*«wﬁﬁ:ﬁfg;zfryf?r;ﬁr

the pla St nal
phase el Tm nat®on rate nstant y) was offai ned96f"?8mthe ‘Slgope of the
| east squares |inear ﬁeesm on @b the | oggaal t hns of the pl agnm

concentration versus ata fromthe nal Tnea e of the
e cb‘??c*elrf’?} %lems d{';??'gi1 %@%Zused to

profile.Cox mi rkefin o

deternmine 7h. The ternih3) phase54%lln1na§bpn hal f - ﬁje (t|

cal cul at ed as I n(2)A . Hf%rd, thaé2area under the pl asma condéhtration-time

curve (AR fr(@g@hhbn)nen@z&@lzl nelof3lidhe 9961378 asrablesicondet Bt i on  ( AUCO

was cal cul ated by the |swsear tra@ezoi dal Bu?e. The 46C was eéy@apolated to

infinite time by dividBhy the |18t neasui9dBl e pl adfw’ concentrati on (CO by

A to givgfAUC dyromtines to infdmnite ti s (AUCC).14An anal yss.s of variance

(ANOVA) was perfornmed fos Trmax asd the natdral | ogasgthns ofs4Cmax and AUC.

The nodel included effeets for sgfuence, %ﬁ% ect neded w t hfl sequence,

per| od éﬁgg E mteﬁg'dEYﬁ‘Eﬂd@?‘ﬂ"é‘éﬂsglﬁfns %@é‘ﬁ’éﬁ@éﬁpwb@r’@%@'\ eiinggeden were fi xed,
whil e t gﬂéf G mw§f§§ygh§gk%%@§A&&3@9910fpr the test on sequence effects,

t he dengbsmixRig signSithiny @‘i’feréiCﬁdﬁ R&Sned OANOVA, p <0.05).

1 Statistically significantly different from Regimen E (ANOVA, p < 0.05).
¢ Harmonic mean, evaluations of tiz were based on statistical tests for Az

82



the F statistic was the sum of squares for subject nested within sequence.
For the tests on period and regi nen effects, the denom nator 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

hi gh-fat neal reginmen relative to that of the fasting reginens was
assessed by the two one-sided tests procedure via 90% confidence intervals.
80 Mean standard deviation (SD) and the m ni mum and maxi num val ues observed
for the pharmacokinetic paranmeters of fenofibric acid after adm nistration

are |isgg '2@ ]lilgxgm}@héﬁég n%ei‘ﬁ@é%x@A&d férm PoRhulitiods's ddacs Tabl es

shown in e top value shown in each cell is the

mean SDO, unl €S5S otnerw se noted. The M ggle&alue shown in each cell is
the m ni mum The Iowe&vaJ—uee—he\m—Hreaefg—eeH—rﬁ—&he—n‘aﬂ—nﬁm—aANPLE 4:

Food Effect -Formul at| el Formul STHY 2, 5 and
6, 7 and § . MEL&nles ;i m“ﬁ? ts’ 'h'Fa f7: éfFM%f“t IPFHU%JQE“ F;;%ngdescrl bed in

Exanpl e 3pEalohdi r| c @(;,14 cont @p.tml n pl @,s,nﬁ) was rfgagyre =#ach sanpl e.
The dat =27 81 Tabl e
25 Phar nd®bki neétic Par ay “Féenof i br|3% Aci d fqr%’n' For mu 'QTOI'OI’]S 1 and 2

Regi mens B: Fornul ati on’E: Formu[4tion A>°Reference 1, Hgh-Fat C

Formul ation D: Fornul ati®n 2, PHSr macoki itic Low PRt Meal Aial 1, Fasting
2, Hi gh- %at I\/é%meFast|3|5r’g*22Para?r@t*é-?4s§(un|514%=5°9€|\|=48‘}°4(=F\14—918) (‘RE@G? (N=18) (N
30) Tmax (h) 4.82.0 5.9%195 4.52. 9120, 63. 9146 13.8 208 4.0 2.0%.0 3.0 12.0
9.0 18.0 18.0 24.0 Cmaxi2fpg/ m) %78891. 67 ¥91621. 32 30821. 55" §43031. 741
2.961. 59AUCB. 23ugevmty 11590+ R.251 36.8642711. 285141127 8o6h2 583°72 18.5934.0°

715 702 77.9 38.8 64.6
243.8 205.6 224.7 231.1 170.6

AUC,Y (ngeh/mL)  159.6+46.7 140.3 2 35.6" 1484 +44.5 1152+56.9" 110.4 £34.9°
79.5 70.8 78.8 51.4 65.4
257.9 212.0 2384 239.9 174.2

8,5 ) 22.27+6.50 20.47+5.98° 21.34£7.36 19.27%527" 18.71+5.14°
11.79 12.81 11.98 11.60 9.71
47.07 35.58 34.83 69.46 25.01

CL/F (L/m) NA 0.99+0.29 0.95+0.29 1.36 +0.54 129 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 ti; were based on statistical tests for Az,
For Regimen D, N = 20 for AUC and ty,.

@ 6. —F W %
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AUCc$ (tgh/nlL) 112.241.3 111.331.4 99.637.4*1 97.740.3t 71.743.3 51.3 60.6
31.2 40.6 23.7 231.5 175.3 194.0 187.7 204.8 ty,0 (h) 15.9 14.4 14.8* 14.4
15.1 9.4 8.4 26 9.5 38.88.4 29.422.5 31.9 26.1 Reginmens B, C, D and B
were adm nistered as a 130 ng fenofibric acid capsule. Reginen A was

adm ni st er egloase/ 18545000 Ny fenofibrate capsule. * Stati $icrRRbdo¥o13121
significantly different from Regimen A (ANOVA, p < 0.05). Statistically
significantly different fromReginmnen C (ANOVA, p < 0.05). t Statistically
significantly different from Regimen E (ANOVA, p < 0.05). O Harnonic nean,
eval uat e 21 PharmekisetePAdAnRiers bFdndiibfid /A cld®bm FoPhultion$7 add Bl € 26

Phar macoki netic Paraneters of Fenofibric Acid from Formulations 5 and 6

Regi mens B Fornulation E For mJI atron ﬁglnggﬂ@rence 5, H gT-Tat C
Formul ati on D: For no *,- ; - Vi 5, Fasting
6, Hgh-Fat Meal Fast)fd . RpIA ] "(N=21)
(N=21) Tmnagommél G%ﬁﬁ 13!2\[ 84. el : (g .07.03.0
5.0 4.0 plldmferd@mid) 10. &= Zg’; 8(;\,(119)Cmax pg/ m.) 8.53 51 4(1\6, 10893'3 4. 04
2.49" 470 3719, 31246 , : ; 0. 78 87011068 4

AUCt (pgh/nL) 154.4:L * 9152, P08, 434. 0

77.5 70. _[Izmx77.(% 38. 8 64. b .6 180
7.53+£2.44 4.16%128' 4.89% 1.22‘ 577+2.12' 3.68+1.13"

1.21 2.20 3.10 1.78 1.68

Cmax  (pg/mlL) 11.64 731 7.70 9.77 6.02
149.5 + 47.7 1223 +473" 121.2+38.1 120.3 £38.7" 114.4 +30.5°

39.6 529 50.8 65.5 69.6

AUCt  (ugeh/mL) 2413 244.8 209.1 186.1 179.7
156.3 £ 54.2 131.8 +58.6" 128.9+50.8" 1233 417" 117.6+32.6°

41.6 53.6 51.7 66.4 70.5

AUCy  (ngeh/mL) 2715 294.9 272.6 197.4 192.6
20.29 + 6.50 20.18 x 8.22 20.18+8.79 18.73 +4.27" 19.91 +4.33

10.70 9.80 9.96 13.33 14.18

1, @) 6247 51.07 64.19 39.11 31.00

NA 1.18%0.53 1.15%0.46 1.18+0.40 1.19%0.33
0.44 0.48 0.66 0.68
CLF (M) 243 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
Z,z.

G = Oy F

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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AUC, $ (gl/mL) 159.6:L 46.7 140.335.6 148.4 115.256.9" 110.4134.9' 79.5 70.8

78.8 51.4 65.4 257.9 212.0 238.4 239.9 174.2

20.475.98' 21.34 4:7.36 19.2715.27'

18.715.1

4|

th$$ (h) 22.276.50
11.79 12.81 11.98 11.60 9.71

47.07 35.58 34.83 69.46 25.01 CLJF (L/h) NA 0.990.29 0.950.29 1.360.54

1.290.38 0.61 0.55 0.54 0.75 1.84 1.65

2.53

1.99

Regi mrens B and C were

adm ni stered as a single capsule containing fenofibric acid choline salt
mni-tablets equivalent to 130 ng fenofibric acid. Reginens D and E were

admi nistered as a sihgle-unit tablet containing fenofibric acid

salt equivalent to 130

chol

i ne

fenofibric acid. Reginmen A was adm nistered as a
200 ngy f enof i brkpls 2% Bprempeakinetic Ryrametery ?fé“aoﬁ'gf-cécgﬁwﬂl“ea?mﬂw Witferent from

Regi menA—{ANSVA—p—<—O0—05)——Stati-stiealyr—steapif oy ".r.creﬁ{ from
Regi nen| C (ANOVA. p £0.05)  FeRgiibtiy A‘i'd’mé’f'ﬁ“m“?{dcnﬁaf amehl SPUNif ferent |from
Regi men| E (ANOVA p ¥ 0. 05). Magroni c cgan and pweudo; stmxd.,ar d dex'i at|i on.
Har moni ¢_neare eval uati ons bf ), wer e(paded [onrsh/al) st i(emh/mlegt s Wor (A $
For Reg Qﬂm’,\r{l 20 for AUGs+aRd|tisss+Ba VWO1&40060313p4480 6.1/ USE06//013121
Tabl e 27 o ci hetdsc Par amet efs ofzobendf i begags Acl d dsmem Formik atli ons 7
and 8 ?em m§ A Ref erence, 280 For mil.zasi on C:26Fwe mul afamo D: Powzrul|at i on
E: Form |ourl1t1 1‘3 noti brate, 43+ 1.4 ghsbat2.0i, |Fastd#wg.18| 13dioghivkat Mxal (8,
Phar macb agug w Fat2sMedl Mwal (N =8y (N - 20¥3 FasLtissgss Par aimet erls
(uni ts) £ 19) (N =8.018) | 4. 832689 9. OP83I 204 4,6 2919, 7123.86'
9.8}3.61 3.0 7.0 3. 0 5.0 .msi([maﬂ 6l) £+ 7210 (12592 140.50| 182.32:428.|0 19.0

Reference 24 3.0 6.439 74.933 76.492 11.98

L 7.0 13.511 285.132 296.475 30.58
! Harmonic mean.

Example 6 — Bioequivalence of Formulations 9, 10 and 11

Formulations 9, 10 and 11 were tested in fasting healthy subjects in a single dose,

open-label, randomized, three period, 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 29.

Table 29 Pharmacokinetic Parameters of Fenofibric Acid from Formulations 9, 10 and

11
Fenofibric Acid Pharmacokinetic Parameters
(units)
oo T C AUC, AUC, tin
R N max max t
sgmen . () (ug/mL) (pg-h/mL) (pg-h/mL) (@)
47412 9861244 163 + 49 166 £ 51 19.3
- 40 3.0 3.81 89.9 90.6 12.30
R f . . . .
elerence 9.0 15.21 308.3 315.6 35.00
Formulation 46+15 7.56+1.97 141+ 44 143 +45 17.5
9 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 30 2.82 73.5 739 11.07
9.0 14.72 249.7 254.9 35.54
Formulation 43+13 9.14%278 143 £ 45 145 + 47 17.3
1 40 3.0 3.84 65.6 66.3 1227
8.0 15.96 247.0 254.5 34.73
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7.53 4.16* 1.28 4.8911.22' 5.7712.12'1 3.6811.13' 1.21 2.20 3.10 1.78
1.68 Cmax (1l1g/nm) 11.64 7.31 7.70 9.77 6.02 149,5 122.3147.3" 121.2138. 1"
120. 3138. 7' 114. 4130, 5 39.6 52.9 50.8 65.5 69.6 AUC (pgh/nL) 241.3
244.8 209.1 186.1 179.7 156.3 131.8158.6" 128.9150.8" 123.3141.7'
117.6132. 6' 41.6 53.6 51.7 66.4 70.5 AUC, 0 (14gh/nL) 277.5 294.9 272.6
197.4 192.6 20.29 -16.50 20. 20.18 8.79 18.7314,27'1 19.91 * 4.33 10.70
9.80 9.96 13. 33 14. 18ank e@-(ﬂi&eqﬁﬂmkﬁc@dﬂ&?nﬁﬂaﬁbﬁs $6).12031300 NA 1.1810.53
33 0.44 0,48 L/1") 2.43

1.15 * 0. 46 0 40 9: 0.6 .CL/F
2.52 1.96 1. @Ai@s Lhweretegied i healthyns ieéﬁséladeag‘asa OBF-e” of 130

ng f enoffaby fo%ﬂﬁﬁdilﬁ&lﬁ'h@é&h@%m B%gmm-l&@&%ﬁmmecragmmﬁaﬁsed as one
capsul e of 130 % fenofibric aci d as mni-tabl ets. (?I men A was

adni ni stgicabedis Examplg 3nfenqfibrie peif coptent snplammagvasansgsured of pechisppple.
si gni fi aaBlhy fdhlth&e shtiiel 5@%3&%%@&%\7&3‘%@‘30 pNﬁtthaQ@e “referethc@t i stically

significantly different from Reginmen C (A ..t Statistically

si gni f i PEGuEtyelgired e fable 3@)??1@@9%@%@0?{?&%@9%@1@1% 1@)5 I.mB)Of 2¢9444ar noni ¢ nean
and pse I . {ﬁ% re based
on st at :égftaloc?gl?a?lzﬁﬁé g% Z%éﬂm B 6{9%&5 \éFSb%g%rg%%eg 51{6%%% Ef f ect
of For miNgatilsng™0 For nul atl on 10 was tested |n heal t hy subjects under
fasting and high fat fed conditions. The fornulation was utilized in a

si ngl e dose, open-Ilabel, random zed, crossover study as described in
Exanmpl e 3. Fenofibric acid content in plasm was neasured for each
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sanple. The data fromthese studies are summari zed bel ow in Table 28. 84
Tabl e 28 Pharmacol dnetic Paranmeters of Fenofibric Acid from Fornul ation 10
Fenofi bric Add Pharmacol dnetic Paraneters (Units) Reginmen N Trma, Cna, AUC,
AUC" tint (h) (Rg/m) (g'h/m) (gh/nL) (h) Formulation 10 10.3 4.8 6.85
1.91 140.4 38.1 143.0 40.1 18.4 (Fed) 24 5.0 3.299 86.236 86.909 11.16
24.0 11.225 261.952 272.830 30.02 Formulation 10 4.3 1.2 8.01 2.01 137.8
46.1 139.9 47.6 18.0 (fasting) 24 3.0 5.207 56.173 56.938 12.22 8.0

13. 268 28l Phrnmidkid&icSParathefe®s O Fenofibric Adid¥béin Férmbladions B4 92 6 19. 0

Ref er encegéé 3.0 6.439 74.933 76.492 11.98 7.0 13.511 285.132 296.475

30. 58 noni ¢ nean. Exanple 6 - Bi oequival ence of Fornulations 9, 10
and 11 Formulations 9, 10 and 11 were tested in fasting healthy subjects
in a single dose, open-label, random zed, three period, crossover study as
descri %m—%&nake%—%ﬁ%&a—d—e&n%em—l—n—pkam—mas—%asur ed for
each sanple. The data from tmg%ngwm’*@gn ?'%“e““s'i?ﬁ’rﬂff“fszed bel ow i n Tabl e 29.
Tabl e 29 Phar nacaok =laia mul ati ons 9,
10 and 1ﬂ{egl,:,§egof| br | Nc Aci éTmPhar rracQahdnetl c ﬁéﬁzarret er sAU({munl ts)tuz Regl men N

T. Cnf X h AN (R ‘ahrn .‘nﬂ-u {ye vy Y, 862.44 163
49 166 51 19 3 26+09  11.24%2.24 166.0+ 57.3 168.9 % 59.7 20.4
Neat Drug 24 1.5 8.16 95.64 95.98 13.27
4.0 16.86 326.32 332.59 28.19
, 41416 870+238  1562+47.6 159.5£502 205
F°ml";m°n 24 2.0 4.29 98.29 98.29 13.67
10.0 13.59 297.56 297.56 28.46
_ 39+08 801159  161.5%50.1 16561539 205
F°ml“é"m°n 24 2.0 4.81 90.19 91.19 13.85
5.0 11.26 271.94 289.99 31.78
, 60+25 559131 147.9 £ 45.5 152.0+482 215
F°m‘1“31“-‘°n 2 3.0 2.84 78.54 79.14 14.12
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 Cyax 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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Ref erence 40 3.0 3.81 89.9 90.6 12.30 9.0 15.21 308.3 315.6 35.00
Formulation 4.6 1.5 7.56 1.97 141 44 143 45 17.5 9 40 3.0 4.06 71.5
71.9 12.58 12.0 12.10 242.8 246.8 34.48 Fornulation 4.3 1.2 8.08 2.37
142 45 144 47 17.9 10 40 3.0 2.82 73.5 73.9 11.07 9.0 14.72 249.7 254.9
35.54 Formulation'4.3 1.3 9.14 2.78 143 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 85 Exanple 7 - Bi oequival ence
of Formul ations 10, 12 and 13 Fornulations 10, 12 and 13 were tested in
heal t hy subj ects under fasting conditions. Each fornulation was utilized in
a single dose, open-label, random zed, crossover study as described in
Exanpl e 13p1eAaNSimbiak§ ol finfaeslifdtic ParaRbREGF PMasHimaAtiagebot Or each sanpl e.

The dat FofmamtibRere, $i3deRtvéfoths RefeRédcged bel ow in Table 30. Note that the
"reference" pr oduct referred to in Table 30 is a conventional capsul e

cont ai §i ng 135 g phoidt dsfimbkt- [Firabene O Phpbesiawy - PPoiRddtinater gpanoi c
acid (which has al E@f@n%gaftéﬁferd’fm cqtgger IoflA@@m " Neaf ofXW0.. Qfed)SE Tabl e 30
- Pharacoki netic ﬁfrﬁmﬁ@{s df rofm@ionbr i from F@[aqué@,t iong 10, 12
and 13 |Fenofibric dinfhar machéj elhidie R v%rté (umefégnce Reg| men N Tm
C._AUC, AUCa t112 | atiQ,gg{ m_) (BrehhBd) (g zéii i 1.34 2.24
166.0 (57.3 168.9 | RYerdnce0-

Formulation 1 0.63 1.40 0.85 1.04

Formulation 2 0.44 0.86 0.58 0.91

Formulation 5 0.83 0.70 0.95 0.90

Formulation 6 0.43 0.44 0.67 0.68

Formulation 7 0.66 0.56 0.761 0.761

Formulation 8 0.52 0.79 0.868 0.86

Formulation 9 0.765 0.859

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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Neat Drug 24 1.5 8.16 95.64 95.98 13.27 4.0 16.86 326.32 332.59 28.19 4.1

1.6 8.702.38 156.2 47.6 159.5 50.2 20.5 Fornulation 12 24 2.0 4.29 98.
98.29 13.67 10.0 13.59 297.56 297.56 28.46 3.9 0.8 8.01 1.59

29

161. 5+_50.1 165.653.9 20.5 Fornulation 10 24 2.0 4.81 90.19 91.19 13.85
5.0 11.26 271.94 289.99 31.78 6,02.5 5.59 1.31 147.945.5 152.048.2 21.5

Formulation 13 24 3.0 2.84 78.54 79.14 14.12 12.0 7.99 238.46 249. 80 35.
Par aneters Tabl e 31 bel ow provi des a

EXAMPLE 8 -
summuari zed

Summary of Phar macoki n%t
point estimate of C. an

i C
for Formul ati ons 1, 2,

9, 10, 11,
31 Summary

12 and 13rdgeddidnbe st udi es
of Phar macoki neti ¢ Par ane

descri bed I%lmrrpl es 4-7.
f er s (@hself 67 0bre bt wliphe) fro

Formul ati o

goyg—z 5-13, relative 1o

ne Reterence F Point estl

estimate P

estimate Poi It ESTﬂ,lﬁI@

i@ G, - Of rest of On =~

AUC. of AW T PERPEol ML ormprattom (fasfjgw) Terative
(fasting) %gth F ‘{r?act’ 1{0@1 gﬁ?{l to reference Trelative to i
ref erence Iref ﬁéiﬁlﬁPho'_Uha'te Shi s 63—+—46—0- 8{{&%34 —Formuta
0.86 0.58 O~9L: Towiol 24.0%

PVP 30 5.0%

Lactose Monohydrate 43.0%

Extra-granular
Magnesium stearate 1.0%
1 Coating
Opadry Clear 2.0%
Eudragit® NE 30D and Talc ~26.6%

Manufacturing processes of the above-described osmotic pump formulation is as follows:

A bole was created using a push pin on the above coated tablets.

65

5 6, 7, 8,
87 Tabl e

t e Poi nt
of test of
o]

ef erence
ion 2 0.44

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

amount of time.

Stop water addition and continue granulation for an appropriate

an over for drying.

Discharge the above granulation through a mesh screen and place in

retained on the screen.

Pass the dry granulation through a mesh screen. Mill granulation

Screen magnesium stearate through a mesh screen and charge into
the above blender. Blend for an appropriate amount of time.

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

o0

Charge water, talc, and

Eudragit® a container and mix.

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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Formulation 5 0.83 0.70 0.95 0.90 Fornulation 6 0.43 0.44 0.67 0.68
Formulation 7 0.66 0.56 0.761 0.761 Fornulation 8 0.52 0.79 0.868 0.86
Forrmul ation 9 0.765 0.859 Fornulation 10 0.808 0.862 (Exanple 6)

Formul ati on 10 0.814 0.69 0.857 0.89 (Exanple 7) Formulation 11 0.911
0.868 Formulation 12 NA NA NA NA Fornulation 13 NANANANA NA
Not tested against the 200 ng fenofi brate capsules. +Antilogarithm of the
difference (test mnus reference) of the |east squares nmeans for

| ogari t h#msbe setn i KBbieal3uths dissplntical rata(Yetreleask)kfiro thermgotbiype bsnmtigumpef er ence.
Exanpl e ' : fi. i ' .0 make an
osnot i c“%ﬁﬁip“g?{é%#m%%t% %%c@%@%&%ﬁo’h%ﬁé% I‘E@?;,{Egé @E?%%%h%ﬁ?%ﬁggfé& The si ze
of each stlabdaabgei fornaplioesichas, ehy siFlleduin therartdvauidteesgnizE et nfodifications i on

containg_the ingredients |isted.in Tabl 2 | ow,, 88.Table. 32 | ngredient %

VW as ol ons PG Bt el o Bapdvs e dfsqhiicRate SFend SehSic iy

2- [ 4- ( 4iehiding) betmoolinjtaie nasrydsing-thd &8 holss t(hunlely, boe artiicofindrehsmigol | ne sal t
. ) 0

Di cal ci e cﬂl%é&he%&?mpa%s”e ){)(}jrtd%%sole]s'%'r ’814) number of holes) or modifying the thickness of

one or both of the enteric coating and rate-controlling mechanism.

Table 33
Time 0 1 2 4 6 8 12 16
(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 medijum 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
(t)
Form 3 0 18.4 31.1 52.4 68.8 80.9 97.2 105.3 107.2
Form 4 0 64.0 79.1 90.6 95.3 98.2 101.8 103.8 105.1
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Avicel PH101 24.0% PVP 30 5.0% Lactose Monohydrate 43.0% Extra-granular
Magnesi um stearate 1.0% Coating Opadry Cear 2.0% Eudra it(r) NE 30D and
Talc -26.6% A hole was created using a push pin on the above coated

tabl ets. Manufacturing processes of the above-described osnotic punp

formul at i owo ®oe@ss#s0l | ows: 1 Charge intra-granul ar i neCEUS200603312ht 0 a hi gh
shear granulator and dry mx until uniform 2 Add appropriate ‘anount of
water into the above high shear granulator and start granulation. 3 Stop
wat er addition and continue granul ation for an appropriate anount of tine.

4 Di scharge jhe_above qranul ation.thro sh r.een.. ace in an
over for dr yle%Slg@edlﬂgél% a{%n ougﬁg' Vag}}yaaﬁmeg’tggéﬁattt erp(g%%f?]t ué‘?er%@ggg% ?leen. M I

gr anul atidapred to eirdy s thearbjdctsand obiaianhe dadSatdednamagnementionedtassveAhe t hr ough a
mesh screen, and charge.into the above bl ender., Bl end for_an appropriate
amount  GOS¢ jofgrent %F‘gcwrcﬁﬁlpf’ﬂgoﬁ %‘ﬁﬁtb%ﬁ’é?&%?dé’rﬁfo‘fg PrSS’ére%B’teﬁ'lgy press
machi ne moldcalep)lspecsfid catpdhitdsi ddéPibéditrdin b Prestidt represttafiid of pleféitetl ge wat er,
talc, and Eudra it(r) a_ container and_mi Char ge above conpressed

mx.. 9
t abl et s “PRPYMENtHyAS PrsPlaByRY atgAgt intendad as ligutptions offithasceRsfie O ear to the
target uaieifidn. tGANDHE RARILE SipateRto oé &ilIIdAUS iR drtithdtlvadythglsiBstindiodi€indnei ght .

modifications may be made to the invention disclosed herein without departing from the

scope and spirit of the invention.

All patents and publications mentioned in the specification are indicative of the levels
of those skilled in the art to which the invention pertains. All patents and publications are
herein incorporated by reference to the same extent as if each individual publication was

specifically and individually indicated to be incorporated by reference.

The invention illustratively described herein suitably may be practiced in the absence
of any element or elements, 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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10 Drill a hole using a push pin on each coated tablet. Di ssolution val ues
(the dissolution values were determ ned by taking the nean of two (2)
replicates) of the above-described osnotic punp fornul ati on obtai ned above
froma single pH dissolution nmediumat stirring speed of 100 RPM as shown
below in Table 33. As 89 can be seen in Table 33, the dissolution.rate (%
rel ease) fromthe prototype osnotic punp would not be expected to achieve
the in vivo properties suitable for a therapeutically effective solid
dosage form Nonethel ess, one skilled in the art would recognize that

nodi ficatio zations could be utilized to inprove the

di ssol uti onwgéﬁ%%t I c punp, including, but not limted to,

i ncreasing the area of holes (namely, one or both of increasing the

di anmet er encpnpas t he_hol es or the nunber of hol ifying the
hi ckness. of T onek SHidkgpeee Gy e pamer Pesclsent etrot G5 esBBARRLII | ng
nechani smasmw cﬂ'23{3-(Ihmrcﬁelizo?1)ﬁleﬁo@]-ianéﬁyl p(rép'a)m@@m@ alslﬂt@fﬁ{ﬁ(m 26.1 38.6
62.5 80.7 el e Ie1 - D|ssol t|on ée@eé Formul ati ons 3 and 4
Di ssol ufRlgHebenze mF&W QFW6W§°§” &%ﬁd erm ned by taking the

mean of chlsﬂoxsexfzew?l)%h@mygelmﬁ?m@a&alvﬂm R%kﬂ&&&kdg% oPfhe ABALSIOAL Stirring
or

speed of 75 RP ornmulation or 100 for Formul ation 4) as
shown béissplyedin mawetr@,dnswivéusnet as&msﬁﬂémle@ ﬂzan@r@q@l 170 atthity(3)) Form 3 0
18431m;m§gs468880997210531072 Form4 0 64.0 79.1 90.6 95.3
98.2 101.8 103.8 105.1 90 WD 2006/ 135480 PCT/ US2006/ 013121

2. 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-
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 0.9% at thirty (30) minutes and

less than or equal to 70% at thirty (30) minutes.

3. 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-
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-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, 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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One skilled in the art would readily appreciate that the present invention
is well adapted to carry out the objects and obtain the ends and advant ages
mentioned, as well as those inherent therein. The conpositions,

formul ati ons, methods, procedures, treatnments, nolecules, specific
conpounds described herein are presently representative of preferred

enbodi nents, are exenplary, and are not intended as |imtations on the
scope of the invention. It will be readily apparent to one skilled in the
art that varging Asbld dctsegqfomccammismgodnfmtwatagwwweaﬁHG@gmﬁlﬁ he

inventi A€ spirit of
the i nvg e?s(t)ﬁﬁe (%269' @tcliel??trébe}z%éﬁgk%?gﬁpf’fl%%@gpne%@mgﬁgg’ In t % %m fication
are i ndlchlatdb\tmogf)pltelnex)}]mbthyl pm(ﬁpah&sloaeidska buffmted 2+[4-(@e art to Whl ch the

i icat.ions are RCOr por at ed

i nventio rtai atents and

by ' of o BaRebay DRient 2B Fl oot B yaieih A o dithe of Hisioefsk RER! Do

S EeCI fi d&bd’lyecﬁﬂﬁa Eneitre ldd;tstﬂillﬁm at B6ihglapEds hded’r0.H¥0d fe3s thaw dr dajyairtef er encg

The inv trative scrib ere sui t 0 acticed in
the absiﬁ%ea?%ﬁ%’ﬁim&%wﬁﬂ&tﬁeﬁtgﬂf sl 64 it okl R R0 BB e i o 1's
not speeiifmteal |y di scl osed herein. Thus, for exanple, in each instance

herei n any of the terns "conprising," "consi sting essentially of' and
“consisting of may be replaced with either of the other two ternms. The

terms and expr esshQBRd théﬁfoﬁ@v&nﬁﬁﬁ& %Hﬁétﬁbé%gerﬁr%e!"éﬁﬂle%@u\te%r&ﬁlé)f
description and not of Ilimtation, and thereis no intention that in the

use of @biepstons of?-Hnd- @Jqse@gmyanhengxyle%x@pwmgpanawc@q@saﬁagfér{ﬂs{%f t he
feat ur egnRRRRL3I) g?eﬁl&?ﬁ@ B@cﬁy13§ro bika H%rab %gpgtc ope i s recognized

t hat vari ous rm catrons ar SSI b e vvlt of the invention
cl ai med Chmmbsmovbph@h@dﬂdmgéyltmd@ngmamd, \E’hﬁa@namﬂﬁwm of e dosagsdorm | nvent i on

{oat ur e 0ot % e URALEATP s R RS Rl B SEARRLTSOA ARG, 0000 mmy

be resomiimges.o by those skilled in the art, and that such nodifications
and variations are considered to be within the scope of this invention as
defined by the appended clains. 91 WHAT IS CLAIMED IS: |. A solid dosage
form conprisiing: Anohddésuge fage témprishier eh Activeagat| whetciadrenttiveagent 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-
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 0.9% and less than or equal to
70% at thirty (30) minutes, at least 7.0% and less than or equal to 80% at sixty (60) minutes

-

and less than or equal to 90% at ninety (90) minutes.

8. 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 Cpay that

does not exceed 125% of a Cpux Of @ 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 Cp, that is

less than a Cp,yx of a reference pharmaceutical composition.
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at | east one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-nethyl-propanoic acid, a
salt of 2-[4-(4- chlorobenzoyl)phenoxy]-2-nethyl -propanoic acid or a
buffered 2-[4-(4- chl orobenzoyl) phenoxy] - 2-net hyl - propanoi ¢ acid, wherein a
percent age of the dosage form dissolved in an in vitro dissolution at a
single pHis less than or equal to 70% at thirty (30) mnutes. 2. Asolid
dosage form conprising: an active agent, wherein the active agent is at

| east one of ;- [ -G : v} - ¥V heRinGRAR0I id, a salt
of 2-[4-(4- 1c%l o?%}%g?g%{lfﬁ? he%%‘ilg@??rbnzt)’?yill’-%ﬁ’g%gh?)olhecragc| d n(1)‘”r‘&f;t'blc3uffer ed
2-[4(4 sHidoiosdge fioroydfiep hdmiosirptida-toe ity bn swbipotunderfastinigdonditiensds # legstper cent age

of the m_-di I j | .{j ssolution at a single pHis
at | easgf%%g&hét mf"k?lfr eaéf?%g%dpm nuatqglsdcglrféhtpf’éehsl@'t han or equal to 70% at
thirty (30) mnutes. 3. A solid dosage form conprising: an active agent,
wherein the acti a s .at ast. one of .

2-[4- (4-chl o Obe\rf’;‘c?;?&;‘g#éﬁ%%&??? of i, P RIS e, e By solid dgsaep fosm 5 [ 4 4.
chl or obefier@yinjridt@tion ]« R ishiy tct phdep fdgconditionOis atlessti 12086 efkhe CL4- (4

chl or obepzoyl.) phenox - 2- et hyl - propanoi ¢ aci d, wherein a percentage of
the dos§ é#%%’ﬁ?cet?g%‘ﬁ?ﬁ)’i‘ﬂgﬁﬂ ?F"?‘W'vi tro dissolution at a single pHis

| ess than or equal to 80% at sixty (60) mnutes. 4. A solid dosage form
conpri si ng: active agent, wherein the_active age is, ., at |east one of
2-[ 4-(4-chl o beﬁltz"tWP})“g%@ﬁgfx%?PBQfﬂ%‘FhW Wﬁ?fsﬁé%%%&a@é dgaﬁgf’?%?n 2-[ 4- (4-
chl or obefg QM)A a dralBht)¥dt uRdeP PRRGI fondftibfk R ht Ba Y fo6belle ;[ 4- (4

chl orobenzoylf) phenoxy] - 2- net hyl - pr opanoi ¢ aci d, wherein a percentage of the
dosage PbtheTelfprcs phy@mpceicglsomposiiany o di ssol ution at a single pHis at

| east 7.0% at sixty (60) mnutes and |ess than or equal to 80% at sixty
(60) minutes. 92 5. A solid dosage formconprising: an active agent,

wher ei n t he boti vihesglhdosege form of daint 129 whergm the Crax of the solid dosage form

2- [ 4- (44,84 9L8henz c% - 2- .- noi i d; f 2-14-(4-
chl or ob Sng S RRAEGH A ARGRAG R Btk PLARRIGL £ oPRIF1IPAORE 6ot 2

chl or obehthe ydfgrpimepbpiaceutivaltdoypegitiopanoi ¢ aci d, wherein a percentage of the
dosage form

14. The solid dosage form of claim 13, wherein the Cy,x of the solid dosage form
after administration to a human subject under fasting conditions is at least 105% of the Crax

of the reference pharmaceutical composition.

15. The solid dosage form of claim 14, wherein the Cpx of the solid dosage form
after administration to a human subject under fasting conditions is at least 100% of the Ciax

of the reference pharmaceutical composition.

16. The solid dosage form of claim 15, wherein the Cpey of the solid dosage form
after administration to a human subject under fasting conditions is at least 95% of the Cyax of

the reference pharmaceutical composition.
17.  The solid dosage form of claim 16, wherein the Cpyx of the solid dosage form

after administration to a human subject under fasting conditions is at least 90% of the Cynax o

the reference pharmaceutical composition.
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dissolved in an in vitro dissolution at a single pHis at |east 0.9% and

| ess than or equal to 70%at thirty (30) mnutes and is at |east 7.0% and
| ess than or equal to 80% at sixty (60) mnutes. 6. A solid dosage form
conprising: an active agent, wherein the active agent is at |east one of
2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- net hyl - propanoic acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] -2-nethyl -propanoic acid or a buffered 2-[4-(4

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ aci d, wherein_a percentage of the
dosage for m1&di ssidegelid 40ﬁa£-’&rf°mh°ﬂ?ql%lmd7dwb%pmq (o= ofithessolif dpsage gﬁqni s | ess
than or ;e bahint fra@QVR Athufbh SitYect HRikr WY ofditionks is 4 1881 853, dpgage form
conprising: an active agent, Wwherein the active agent is at |east one of
2- [ 4- ( Arcéanense phamaespliyal kanposition2- net hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoic acid or a buffered 2-[4-(4

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ aci d, wherein a percentage of the
dosage for m19di sddieseltl dosagerfoinnofaldimd 8cwhereih the Gnx eftthesolid dgsage formi s at

| east 0,89 . % ak-..t hi- o/ T s,.rat | east
7 0% anti QB EES b Wt s B ol bR oAb iR BLARERS of % 1 or
equal tthe fetende phamersutic@Epmpbsititreafier &lmilisatdnlof daid cefargmef or m of cl ai ns 1,
2, 3, 4ha?mac6 (lncra17dmv(\)/nglr§i n said solid dosage form after adm nistration
to a huPh sﬁBﬁ SCtOTGEP™f ast i ng conditions, exhibits a C, that does not
exceed 125% of a Cmax of a reference pharnmaceutical conposition. 9. The
solid dosage, formof clains 1, 2, 3, 4, 3, r 7, wherein said solid
dosage form® aft S%iﬂirf?"ﬁ?g&f%%?%al?’ﬁlaz’auﬁgnggﬁ%j“é}@fe"hmp °£g{e| ng

condi t i suld dosagB ifdint dfefadaifBiXtritibatio b BumbibibjetNaderfadting Xofditichs it edaginCe

phar macgg%}i %al osition. 93 10., The so'},i,d dosage formof clainms 1, 2, 3,
4, 5, 69°%pPtan Al sireferepes Rharmppcetical coagpsitionjosage form aft er
admnistration to a hunman subject under fasting conditions is at |east
125% of the Cma,; of the reference pharmaceutical conposition. 11. The

sol i d dosage?¥f or mb§sold dospgeform ofrdaim; 29, whaeimsn AWF of the sdlididogpgadarage f or m

after aghg.-nj i i : : i FLd icS at
af t er 1%90% @g@ﬁ%sﬁrgh%ﬁota%uﬁlaﬂ Wt St BSling W3H&Kiofkas hi 188t $@AYE &d KO8 of

a reference pharmaceutical composition.

22.  The solid dosage form of claims 21, 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.

23.  The solid dosage form of claim 22, 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.

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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of the reference pharnmaceutical conposition. 12. The solid dosage form of
claim1l, wherein the CnmaX of the solid dosage form after adm nistration
to a human subject under fasting conditions is at |east 115% of the Cnm,

of the reference pharnaceutical conposition. 13. The solid dosage form of
claim12, wherein the C. of the solid dosage form after admnistration to
a human subj ect under fasting conditions is at |least 110% of the C ,,ax of
t he reference pharmaceutical conposition. 14. The solid dosage form of
claim 13, wherein_the of the solid dosage form after agnini tration to

C .
a human subj 2t uFRferlif deseenigre shelrim dn¥hesinghe ALLQl thwdid 6Ps8HE™ e of
the ref GhgNARIMRAKER (A kAl sulbjOdRASE: Fisfly cohdition§'R aBRhdt 95ARE ABATOLM Of
claim 14, wherein the CraX of 'the solid dosage form after adm nistration
to a hutherefstespepharmprgntical eommopigorondi tions is at | east 100% of the C.  of
the reference pharmaceutical conposition. 16. The solid dosage form of

claim 15, wherein the Crax of the solid dosage form after admnistration
to a human s¥bj ecThametié dosagsform gf elaimu2q, wbersin the AUQ efdbq sobd dpssee fav@ Crax of
the ref . . i.cal i tol " i frqs m of

ol ai m 1608 R SRREREFHG R o HBTRAN il ochfiiobPR oFRit H00BSRAB ATRE T 20 on
t 0o a huwctithesefbjerct phamakeeuticakdompgsitamndi ti ons is at | east 90% of the Cmax of
t he reference pharmaceutical conposition. 94 18. The solid dosage form of
claim17, wherein the Chmas of the solid dosage form after adm nistration
to a human s2&j ecThasotié dodagsonni@f claind2 7, wbiekin the AUQ efalkd solifl Yosage fona

ref erence ar.nmgceutic conposition.. 19. The, solid d r claim
16, CwhoABrPARES AR Ko M et g Sl stHiona pebS oL B AN ¢ o
human sugbiheedfetenstahaiititivgl wapdiitioons i s at [ east 80% of the Cru of the

ref erence pharmaceutical conposition after adm nistration of said reference
phar maceuti cal conposition. 20. The solid dosage formof clains 1, 2, 3, 4,

5, 6 or 7, wher ei Theualidubsaplé folhif claim 28, 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.

30.  The solid dosage form of claim 29, 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.

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-
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solid dosage formafter admnistration to a human subject under fasting
conditions is at |least 65%of an AUC of a reference pharmaceuti cal
conposition. 21. The solid dosage form of claim 20, wherein an AUC of the
solid dosage form after adm nistration to a human subject under fasting
conditions is at |least 70% of an AUC of a reference pharnaceuti cal
conposition. 22. The solid dosage formof clains 21, wherein an AUC of the
solid dosage form after adm nistration to a hunman subject under fasting
condi t i dhgobenzeyt)phenaxy]-Z588hyt-prapantigqeist whereingf nsrasniege pithe desegafoime al

conposi f:] 3. .The solid.. 0 | 4 i UC of the
solid daéésgglgd oarnnﬁn gglfotégérsoglgﬁ%?%t%s ?nrggeté}g%]tq{joﬁéﬂlg%%f%u ?t(ra(g% %ub}‘]lggﬁﬁf asting
condi t i tharsor egualtto b28%t 80% of the AUC of the reference pharnmaceuti cal
conposition. 24. The solid dosage formof claim 23, wherein the AUC of the
solid dosage form after admnistration to a human subject under fasting
condi tions ix. at A @ldidosgsfein cohpridhls afactivdspentgivhereindhe gkias ageakist i cal

conposition. 25 sqQlid do e fo of. claim 24, herei AUC of the
solid d‘iﬁ%?@@nF8F?ﬁH]'Z"f“‘E@?f°gﬂﬁPﬁ? POy |-Gyt RO A Bjs@(g?&it{g@? fasting
condi ti eérobehzéyl)phesy]-2aMi3A-piopanoR 4eiddir a ulred @f{@r(gnce phar maceuti cal

conposition. 95 26, The solid dosage form of claim 25, rein.the AUC of
the sol ?%orawa@é>£wl-%lﬂe&y -BEPRANCGActh PhRSI AP eLC R gRR AT tﬁgg?%&ﬂt o der

fasti ngqaisRAl i 8% visd @bsol B8R bt 2AOIH Lﬂrtﬁlegmoqlf is floRfat 1&AET CRRAL

pharmaceutical conposition. 27. The 'solid dosage form of claim 26, wherein
t he Audesythame equali7i@sage form after adnministration to a human subj ect
under fasting conditions is at |east 100% of the AUC of the reference
phar maceutical conposition. 28. The solid dosage -formof claim?27, wherein
the AUC of t3¥e sdsoliddosaggéormpomprising: een asting adent, whereimihe actisie pEOREIS subj ect

under f a5t ?irp j ' h%ﬁ& 405% of AL 2r4.6f erence
phar naceutdls{:}g]le%gg 4 &Jé ?@?rg‘ﬁ&z%l)ﬂ e%%?‘?egﬂ}g%gog%gm or crlﬁao%lt %ng m@28, wherein
t he AUGhiérobdéneod)phenbxyba-apthyl-propenoic 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 0.5 hour is from at least 0.9 % but less

than or equal to 62.0% and at one (1) hour is from at least 7.0% but less than or equal to
71.0%.

36.  The solid dosage form of claims 33, 34 or 35, wherein said solid dosage form,
after administration to a human subject under fasting conditions, exhibits a Cp,ax that does not

exceed 125% of a Cpay 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 Cyay that is less

than a Cy,x 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 Cy,ux of the reference pharmaceutical compositiori.
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after admnistration to a human subject under fasting conditions is at

| east 110% of the AUC of the reference pharnmaceutical conposition. 30. The
solid dosage formof claim?29, wherein the AUC of the solid dosage form
after adm nistration to a human subject under fasting conditions is at

| east 115% of the AUC of the reference pharmaceutical conposition. 31. The
solid dosage formof claim30, wherein the AUC of the solid dosage form
after adm nistration to a human subj ect under fasting conditions is at

| east 120% 039.t heThalsalid dfsagelferm eftéaimﬁﬁewpcraimm:@mbﬁh¢sqﬁdrdpmbfdrmn 32. The
solid d he o age form
after a n%%%:&rgpﬁ) %8{ o h%n’lh%&b il su{)e?%aé?ﬁ%co&e%?s Js‘ aSt Z%Hn)&g{l gﬁggl s at

| east 1&5%0&ferbﬁuepbﬂﬁacmﬂtwalhemp®itmnence phar rraceutl caI conposition. 33. A
solid dosage form conprising: an active agent, wherein the active agent is
at | east one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-nethyl-propanoic acid, a
EaH ofd22[44c( 44 g&glsonri]c})ammgmb ) phasiaas] whaeﬂ&hdmﬁx?ftﬁ@mid@_sageifdmgr 3/h _
uffered, 2- chl or obe nQ nmet hy no cid, erein
a per cefts @Elmg)g stafien {ggdurgan s 1#“%&5%61“?%‘1? 5‘140%51‘5?'}113%‘?? “8#@5 mition at a
single gﬁha}ef&e&egmmc@ﬁmﬂrceﬂqﬁgmdneast 0.9 % but less than or equal to
62.0% 34. A solid dosage formconprising: an active agent, wherein the
active agent is at |east one of

2-[4-(4-chl oapbenmxbﬂ@mggm}mafaﬁw wREBRAROCE, af:msismﬁd%@dgtaf&{n 2-[ 4- (4-
chl orobenzoyl )phenox%; I-propan0| c acid or a buffered 2- [4-(4
]

chl or obafter MQUWFEFPRIW Brdsh Sasngconditigns igatleest A1Q% pthe Entxage of the

dosage B%g}efﬂ-hﬁghmcéﬁcﬁrao Posy,]llgnro di ssolution at a single pH at one (1)
hour is from at ast % bu ess than or equal to 71.0% 35. A solid

dosage form conprising: an active agent, wherein the active agent |s at

| east one of ;2-[ e .nhen a salt
of 2[4 (4 i or S5 seidbeIERe BT R s B St P LARTEE R L P
2-[4-( 4ah¢rladmixbﬂntimylo)qd‘mmm>syﬂjec2um fa}ﬁngmnmm is atleastl 1058 of the Cra

percent ggt%e Qeferterrxlc% p?)grmageutlcacﬂ composition.

43, The solid dosage form of claim 42, wherein the Cpax of the solid dosage form
after administration to a human subject under fasting conditions is at least 100% of the Cpnax

of the reference pharmaceutical composition.

44,  The solid dosage form of claim 43, wherein the Cy,y of the solid dosage form
after administration to a human subject under fasting conditions is at least 95% of the Cyex 0f

the reference pharmaceutical composition.

45. The solid dosage form of claim 44, wherein the Cyyx of the solid dosage form
after administration to a human subject under fasting conditions is at least 90% of the Cyax 0f

the reference pharmaceutical composition.
46.  The solid dosage form of claim 45, wherein the Cyay 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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dissolved in an in vitro dissolution at a single pH at 0.5 hour is from at
|l east 0.9 % but less than or equal to 62.0% and at one (1) hour is from 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 solid dosage form after adm nistration
to a human subject under fasting conditions, exhibits a C. that does not
exceed 125% of a C., of a reference pharnaceutical conposition. 37. The
solid dosage formof claim33, 34 or 35, wherein said solid dosage form

aft er adni ni 4% r atTheolidbdasagefpam oEclimets, wherdiarthe Gai pfithe ediddiosage fym exhi bi t s
a Cmax IS t . : Fgale c osition.
36, The o2 i BREn s bl s ufler fuliff RRERGR: RACLESOH L EECEUPO0 ! e
solid tesefgenéapharpdcewicalbadmiposition afler adminitratidnofaasid sefiiesest under fasti ng

conditi?ﬂ'& [ I t..125% of the Crax of the reference pharnmaceuti cal
conposi t1 on?éeggéaég.rgﬁ%gmgbl i d dosage formof claim 38, wherein the CmaX of

the solid dosage form after admnistration to a human subject under

fasting condjdio i S,. | east 12Q% of__the aof t rence

phar maceut i clg% cgﬂﬁcfg]i“fﬁs(’c?ﬁg.eaéﬁl} Oé‘ﬁ@n@(??i%‘ﬂggg‘ééﬂ?lﬁﬁwgt% sr?1?‘§9 wher ei n
t he Cradosage fone afted ddehinl Sifadige td Dliumanatibjest vaderifitisg caiditidns is@t Rasi6d®N subj ect
under fasti canditions is at Jeast 115% of the CraX of the reference
phar macgﬁafnl‘ggp 038 genGePhprmagquticalfampafition- qosage form of cl ai m 40, wherein
the CraX of the solid dosage form after administration to a human subj ect
under fasting conditions is at least 110% of the CmaX of. fthe reference
phar maceut i ¢ cotAs§ehd dasage faom ofilaimAs, wherginea G of the saliddogagmform  wher ei n

the C  ofterlbfiristatith $OSRGRN LMt uAder BlstiRbnBiishd b 104kt 16,31 MABE stubj ect
under fasting conditions is at |east 105% of the CraX of the reference

phar mac 8Rffreage nharnseiticaleampasitiorThe sol i d dosage form of claim 42, wherein
the CnmaX of the solid dosage form after admnistration to a human subj ect

under fasting conditions is at |east 100% of the CnaX of the reference
phar maceut i ca cobssselid dasage form of claim 49, 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.

51.  The solid dosage form of claim 50, 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.

52.  The solid 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 2 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 a human subject under fasting conditions is at least 95% of the AUC of

the reference pharmaceutical composition.
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44. The solid dosage formof claim43, wherein the CmaX of the solid dosage
form after admnistration to a human subj ect under fasting conditions is
at | east 95% of the CnaX of the reference pharnaceutical conposition. 45.
The solid dosage form of claim44, wherein the CmaX of the solid dosage
form after admnistration to a human subject under fasting conditions is
at least 90% of the CmaX of the reference pharnmaceutical conposition. 46.
The solid dosage form of claim45, wherein the CmaX of the solid dosage
form after adninistration to a human subject under fasting conditions is

at | east 85% of ere ce [ eutical c i ti 7. The solid
dosage form 38f cI ?f’ﬁ °Sa&ﬁ ‘ﬁhﬁﬁg%%w el’fﬁ’@‘tg[gq?Pgthﬁ @ng@sefgg 2 af t er

adm ni sdﬁeaadnqms&am 16 o B a1 $11Bj BCind e @ inglcasdifict i€ Nehst 100%ofitife AUCI east 80%
of the C , of the reference pharmaceutical conposition after admnistration

of sai PHissfesmeerhRAGHHERLIERSItOBosi tion. 48. The solid dosage form of
clainms 33, 34 or 35, wherein an AUC of the solid dosage formafter
adm nistration to a human subject under fasting conditions is at |east 65%

of an AUC of56a r &hepadiddesasn fermerfelpim S8 Whesnip siAY G af tha solidpesagedpiy dosage
form of il fdfinfi8a tlc}i\ﬂﬁ'é‘ﬁhﬂa@ Loty %gﬁlg%%dlﬁorﬂ?é@c%stf Q59 ofdhd £OC

admnistration to uman s ect under “fasting conditions is at |east 70%
of an Adtheoefergce pliasmageuticabprmpesitiont i cal conposition. 50. The solid dosage
formof claim49, wherein an AUC of the solid dosage form after

adm nistration to a human subject under fasting conditions is at |east 75%
of an AUC of57. a mké scrlidnioeagplﬁmmﬂ"cchhhiﬁ,aﬁzhem@mﬂmsﬂﬂc oﬁthe 5dlid dbkagedaim d dosage

f or m of m 5 t he. AUC .of . the so ddo e f f
adni ni satfgér dngm B%txo\gﬂ ﬂ%fe c‘fndurr%%tfngfcggil%‘?{ﬁ 5 ab ]llgé’s(’ftﬁe ‘L‘ﬁél east 80%
of the dilﬂ@x@fererthghﬁﬁﬁ&h&ﬁteormbaﬁmceutl cal conposi t| on. 52. The solid

dosage formof claimb51, wherein the AUC of the solid dosage form after
adm nistration to a human subject under fasting conditions is at |east 85%

of the AUC &. The solid dosage form of claim 57, 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.

59.  The solid dosage form of claim 58, 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.

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-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, 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%.
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the reference pharmaceutical conposition. 53. The solid dosage form of
claim52, wherein the AUC of the solid dosage form after admnistration to
a human subj ect under fasting conditions is at |east 90% of the AUC of the
reference pharnmaceutical conposition. 54. The solid dosage formof claim
53, wherein the AUC of the solid dosage form after adm nistration to a
human subj ect under fasting conditions is at |east 95% of the AUC of the
reference pharmaceutical conposition. 99 55. The solid dosage form of claim
54, wherein &@he Awléﬂoaag@fomlcompdmga aboverngent wherein dhe active agantiion to a

human s ct |t| ast. 1009 4AUC  of the
refer ent:l!zé TAr rgrac {4 ca‘%roceg‘%rpﬁg) %noéﬁ(§'§§&y$ﬂ%)p§10?6 acflcggsggalgéf#"lgf 1 of claim
55, vvhezﬂmjrabdnmyl)ﬁhﬁomﬂ-z-fnethsbtnoﬂaxﬁmgle)rfa(bnfferedtﬁ{[é{4-adm nistration to a

human s u r f ondi tions, i ast. 105% o of the
ot or ertrr R Ete S BE B PPbl s e the reirr AR AR ol e m
56, \Ahedmsblvea heanfiinef didsblaticoatiading k3D tho (Inhoadstiedt lasiiords%t ration to a
human subj ect under fasting conditions is at |least 110% of the AUC of the
ref erence pharnmaceutical conposition. 58. The solid dosage formof claim

57, wherein gshe AUGL@Hodapefob@lchbApHRRANM de@VdRge WRéreia e 42ti6d 4pahdion to a
hurran subj ect under fasting condltlons is at |least 115% of the AUC of the

ref er erft aHH‘&F Raeetitd- @‘é‘l’mﬁ?ﬁ%@ihfﬁioéﬁ] 2ggthyrpropaung i sabef X rihr of claim
58, me&h%r@oehft%d)ﬁh&oﬁ?{f] 3 hRtSRblofadRSRE r h Bufere@b i g)(4-2dm ni stration to a
human subj ect under fasting conditions is at | east 120% of the AUC of the
r ef er erfédorphrazrqylebenoxylal- gwbnr@pmomcldswherm@ pseentaseefdbgidosegnr it ¢l ai m

59, whegfigblel BearibisR aidsBRi SOl ad; m@ﬂﬂﬁ 08 aﬁrg & at M8 ration to a

human subj ect under fasting condi t gns is a east 125% of 'the AUC of the
ref erence pharnmaceuti cal conposition. 61. A solid dosage form conpri sing:

an active aggnt, 3 o)
214 (4 ot CFobefagt Rbdel e b b IR il Concll whiEBB pivdiemtis 5 (4 (4.
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-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH at three and one-half (3.5) hours is at least
28.0%.

65. 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-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form

dissolved in an in vitro 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-chlorobenzoyl)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, 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 - propanoic acid or a buffered 2-[4-(4

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ 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 62. A solid dosage forn1conpr|3|ng an active
agent, wherein the active agent is at |east one of

2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoic acid or a buffered 2-[4-(4

chl or obenzo36r7) phArmk&]iesﬂgeﬁtrhybmmmmrmmcn\mnght wiheeie ithe munmgemns age of the

d tr.o, di | ut t Hat t 2
nour o % it ong a7 o ugr el Poytoni 2 BrpheRt Bt P el A ot 1 ve (7
gg[e Zt( Mbﬁ?&h@gﬂ)bﬂe@ﬁﬁ]tﬂﬁeﬁgﬁm’b%an&m aﬁid dr@&ﬁffer@dlﬂ-[@m- of 2-[4- (4

oro en t anoi ¢ aci Sa 0 -
ol o oS R L L Gy B AT RSB IOt (4.

chl or ohgshsr¥d memow]dmaomﬁ&ﬂwasﬁfgﬁwaloﬁe g her ivkraet 0%, Rewe @)t age of the
dosage form di ssolution at a si ngI e pH at three
(3) hoJPé“Sl%at F“ %@a%h“é@ﬁeﬁaho%@§6¢Fﬁ“&é@é@e f orm conprising: an active
agent, wherein the active agent is at |east one of

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- et hyl - propanoi c_ acid, a salt of 2-[4-(4-
chl or obenzoyh) phérﬁsﬁéfposzgm@nwpmpmmmaétlwg@ﬁowh@ﬂs@feraéhwgznt[m (4-
chloro ), ntage of the
dosag qugéﬁ¥hépgg Jﬂ%%ﬂﬁ%&? @#ﬁ?ﬁ?gkﬁgﬁﬁb??gﬁﬂggﬁggSﬁﬁ@ﬁ@ng at three
and on@hlrawen((&'l)ﬁblembﬂrlsmﬁ@l}'bmropmsrtacldzg abystersd2-[A(40l i d dosage form

h t f
DT s BB 12050y BSEBI ek EH B BRER o e ol AT ne Of,
chl or obbssalypd )qmen vitrp|digolntiorhat Iasmgtwpﬂﬁztloue €l) hourgs atdedsti7.0%y @dwq (:;{)4- (4
hl t f th
dosage AP JPIEDR BrCE Yord b AP BRP LB et SR Sa ST 2 rour

(4) hourosrsiisatdeast 288%. 29. 0% 66. A sol i d dosage forn1conpr|5|ng an active
agent, wherein the active agent is at |east one of

2-[4- (4-chl or obenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyb) phenwky Hosdgemih Ybmpriia i a6tivldgentOWheteil e Ltiesagénd i¢ - (4-

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-
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%, at two (2)
hours is at least 16.0%, at three (3) hours is at least 24.8%, at three and one-haif (3.5) hours is
at least 28.0% and at four (4) hours is at least 29.0%.

70. 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-
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 less than or equal to
41.0%.

71. 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-
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ 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% 101 67. A
solid dosage form conprising: an active agent, wherein the-active agent is
at | east one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-nmethyl-propanoic acid, a
salt of 2-[4-(4- chlorobenzoyl)phenoxy] -2-nethyl-propanoic acid or a

buf f er edudob -gﬁ)gﬁ%%p@_%%,)ogmd ora ety h-[al(@panoi ¢ acid, wherein a
t'he dosage I

percentage o form dissolved in an in vitro dissolution at a
singl e %&prabené%é)pbqr)oxmb%rmeﬂwl-nltopm@&ztmd? whgreingg peregotagyf thedesage fosmat | east

16. 0% agekoRled i 5ESH viod diliBHHiSn b s"ﬁ{glé n&?ﬁtémégz)%@nsqglesﬁhﬁ%ﬂe uilgsage form

conprising: an active agent, er el tive agent Is t |l east one of
2- [ 4- (4%%0Mor obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoic acid or a buffered 2-[4-(4

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, wherein a percentage of the
dosage for m72di sJosoliddosage foxmicomprisingr @i ®tiod ageny wheringhsachiye egeptisat one (1)
hour is_at |eas %, .at . t wo hoyrs i s at |east,16..0% three (3)
nour s +& Test Rz p-Cas bBionr Ry it et Fefpande S ape b o [ ol
28. 0% %romwljﬁer%?meflﬁt-mofpwi@d S buered QL@ agent, wherein the
active ent is t least qne o .. .

3" Lo (SRR RB Ry SRR pIopania i WO RIFSenags of DS CARL OB 2. [ 4. (4-
chl or obéissobiel IPREAVEY diskofEbM X o MphPFN &l dhe AD) HduPis 1ds Midh besgdl 18- [ 4- (4

chl or ob nzoyléphenoxy] -2-'ne;§ht¥ilzﬁ propanoi ¢ acid, wherein a percentage of the

dosage Hof'thandipidwg(Ldpursis I FiegP) ty7%%6 ution at a single pH at one (1)
hour is at least 7.0% at two (2) hours is at least 16.0% at three (3)
hours is at |east 24.8% at three and one-half (3.5) hours is at |east

28. 0% and at73 ourA $odid degage formcogipripingisan ey veagent; wherainghs aciiveiageatis f or m
conpri Si:Rg. trh Ve i bl 1 i . ast one of
24 (o SRR PR o IBR s HeUBE phoknORR s 0B BRC )T, (.
chl or obdnerobinpeiiiphenoxyl-2-metityhptopmaipaembore tufered @rl4d4buf f ered 2-[ 4- (4

chl or ObaZ Akl BIFRGIKL T 2ol I¥lopRIGPRAL Wi ShortliBlebind sRSEERRRATE Of the

dosage
dissolved in an in vitro dissolution at a single pH at one (1) hour is from 7.0% to 41.0%.

74. 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-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form

dissolved in an in vitro dissolution at a single pH at two (2) hours is from 16.0% to 79.0%.

75. 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-
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 from 7.0 % to 41.0% and
at two (2) hours is from 16.0% to 79.0%.
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dissolved in an in vitro dissolution at a single pH at one (1) hour is |ess
than or equal to 41.0% 71. A solid dosage form conprising: an active
agent, wherein the active agent is at |east one of

2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
102 chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi c acid or a buffered 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, wherein a percentage of the

dosage form dissolved in an in vitro dissolution at a single pH at two (2)
hours is | edé. t hThe splidalqsage farm of 2RIrANA1, 62,6364 661 &, OB SELE, &1 Banpr i si ng:

an actiwe t rei . cld f
2-[4-( Zﬁéﬁ%ﬁébgﬁ%mffgﬁg%%% e fortt oG @ﬁl}é%%aﬁ%%‘ o §hor Welunder, [ 4- (4-

chl or obfesting gbrdities cexiafbit? a Kttt dges aplaaxoted 126Y0df o ICra o atdfecms 2- [ 4- (4
chl or ob@%%éle‘%f% enoxgﬁfz- met hyl - propanoi ¢ acid, wherein a percentage of the
or

dosage SOIWed" ™ an in vitro dissolution at a single pH at one (1)

hour is less than or equal to 41.0%and at two (2) hours is |less than or

cquel (0, 19 T R sSERIE O T UPEL BB, 78S 29

cti
2;] I[ 4-( gmm Grlr’l)ﬁ?ﬁﬁ&@k‘ﬂs)ﬂdgeﬁwa%éh%e?foﬂﬁtaﬂﬂ adBli HIBRA10 d' h€o @Rirfan ffs%bj%gtlﬂndftz (2;1[ 4- (4-
chl or obenzoy henoxy] - 2-net hyl - propanoic acjd or a huffered 2-[4-(4-
chl orobfgﬁ‘?g)‘if’l}dgq’%ﬁ(ﬁ%-]]bn?? ﬁ@ﬁltlsd?séﬁéﬁéi%"w%fgiad?fqﬁﬁﬁﬁr@laﬂm&e‘ﬁ entage of the
dosage dopBritigh. ssol ved in an in vitro dissolution at a single pH at one (1)

hour is from7.0%to 41.0% 74. A solid dosage form conprising: an active
agent, wherein the active agent is at |east one of

2-[ 4- (4- chl giobe ; - | zpr k Ce 64 I 2-[4- (4-
chl or obenzou ) phonos e R o D D Bn s s e, 88, @, P PP 2
chl or ob'@n%yﬂ'g%wbm e Omavef thy bolidrdoprsa firm afiet aiminisieationdo ahpwacent age of t he
dosage §.oi& i i . J i i | Ut I at two (2)
hour s |étsuQJ]F ?Pg%géfg%/g? %&}gbng&)dt%& 1%%8??%%‘8’&%%%%%&%@% ﬁa%g%cg}l@gl an active
agent, oshwpsiion.t he active agent is at |east one of
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered 2-[4-(4-

79.  The solid dosage form of claim 78, wherein the Cpay of the solid dosage form

after administration to a human subject under fasting conditions is at least 120% of the Cpax

of the reference pharmaceutical composition.

80. The solid dosage form of claim 79, wherein the Chax of the solid dosage form
after administration to a human subject under fasting conditions is at least 115% of the Cpax

of the reference pharmaceutical composition.

81. The solid dosage form of claim 80, wherein the Cpy of the solid dosage form
after administration to a human subject under fasting conditions is at least 110% of the Cpax

of the reference pharmaceutical composition.
82.  The solid dosage form of claim 81, wherein the Cy,x of the solid dosage form

after administration to a human subject under fasting conditions is at least 105% of the Crax

of the reference pharmaceutical composition.
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, wherein a percentage of the
dosage form dissolved in an in vitro dissolution at a single pH at one (1)
hour is from7.0 %to 41.0%and at two (2) hours is from16.0%to 79. 0%
103 76. The solid dosage formof clains 61, 62, 63, 64, 65, 66, 67, 68, 69,
70, 71, 72, 73, 74 or 75, wherein said solid dosage form after
admnistration to a human subject under fasting conditions, exhibits a
Cmax that does not exceed 125% of a Cmax of a reference phar maceut i cal
conposi ti on.8377. Thpeolislslosage doranefecldinda wherein Hierfemof thesplid desagelormes 66,

67, 68, [ ; e form
after a mﬁ?lél?lﬁsgtzé%lr*g%hm sur?;%tgr&db{é(s:t%&gl}ﬁgﬁh& g???‘ﬁﬁgidg%’n t?gns exhibits
a C. t hefith¢ efdrgws phdrmaceati@ieompdsitionr ef er ence phar naceuti cal conposition.
78. The solid dosage formof clainms 61, 62, 63, 64, 65, 66, 67, 68, 69, 70,
71, 72, 73, 74 or 75, wherein the C. of the solid dosage formafter

adm ni strati8n t hasdlidndosageFodn) efdlaimrddewhdreia therQ,cofil dolid dssagsfoah | east

ol i o CHLGEPREANCSo AFUAR Sk L e iR i TR DhP| B GoeSbe for m

after atﬁﬁrﬁbﬁhde@llhmﬁcélmcﬂcbﬂlmu&ubj ect under fasting conditions is at
| east 120% of the Cmax of the reference pharnaceutical conposition. 80.
The solid dosage formof claim79, wherein the Cmax of the solid dosage

form after gsdm g k61t doRsketformPof YRR 4SHREr&f the Mot thelil A8saO bt | ONS 1S
at least_115% of the Chax of .the reference Ehar maceut i cal conposition. 81.

The sol Mifr administration tmadpman sybischandenfsting candibensdpableast 94%, af the Cinet Ofi0sage
form afukedreRRUY Tﬂﬂhﬂagaﬁfcglrbo;n?oﬁug}ynan subj ect under fasting conditions is
at least 110% of the Cmax the reference pharmaceutical conposition. 82.
The solid dosage formof claim8l, wherein the Chmax of the solid dosage

form arter i mhsbdifl okl BinPof UIRBsSUNAG hd (LS ARl R0 ORM | ONS 15

at | east 105% of the Crax e ref et ence phariraceuti cal nposi ti on.
after administration to a human subject under fasting conditions is at least 85% of the

reference pharmaceutical composition.

87. The solid dosage form of claim 86, wherein the Cy.x of the solid dosage form
after administration to a human subject under fasting conditions is at least 80% of the Crpax of
the reference pharmaceutical composition after administration of said reference

pharmaceutical composition.

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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104 83. The solid dosage formof claim82, wherein the Cm of the solid
dosage form after admnistration to a human subj ect under fasting
conditions is at |least 100% of the C. of the reference pharnaceuti cal
conposition. 84. The solid dosage formof claim83, wherein the C. of the
solid dosage form after admnistration to a human subject under fasting
conditions is at |least 95%of the C'gx of the reference pharnaceuti cal
conposition. 85. The solid dosage formof claim84, wherein the Cm of the
sol i d dosage9d.or rﬂ’heablﬁdeosagHﬁorm of ¢laim @nwhcreia ah Y@ oSthb padistt dosagd dorny asti ng

condi ti I 0.Qf..1 h ca
corrp05| |%ﬁd§1§%st"alf’§e 50}1 &ngu%%égn‘%)?a% Con mm%j ggﬁgﬁ79}‘%ﬂ§f‘§%§f of the
sol i d dessfegendephamaadittiosl cathpbsificet. r at i on to a hurran subj ect under fasting
conditions is at |east 85%of the reference pharmaceutical conposition.

87. The solid dosage formof claim86, wherein the Crmax of the solid dosage

form after @dm ritetsolad d&ﬁlgetibnﬂoflﬂﬁamwwhhem&haﬂtié:mfﬂ&sblimgosagmﬁﬁhi ons is

at | east ,80% of the x of the rence ar naceut i ¢cal ption after
i <E PO e ok BB S v R TrTare & ohigte s T R BOC Hhe sol |
dosage fhél‘rgfe@ﬁcé:ﬂ}ﬁfﬂiﬁ;eﬁﬂeal% o88on.64, 65, 66 67, 68, 69, 70, 71, 72, 73,
74 or 75, wherein an AUC of the sol i d dosage formafter adm ni stratlon to a
human subj ect under fasting conditions is at |east 65% of an AUC of a

reference phgy mMacadlshEPHosas LIRS d14iBID1, %creﬂmﬁ‘e ﬁgbd?tﬁé%%ﬁtgﬁosfagéﬁhﬁf claim
88, wherein an AUC of the solid dosag@t orm after admnistratfion to a
iR

hunan s af§radminisiaten szfshumg sehjerd nedes fastingscoaditipesis et legt 80 ohfe AWE of o

ref er eng ;pRALIRGEHLdEA! m,.. Qsitiba.on. 105 90. The solid dosage form of
cl ai m 89, g erei'n anc cal [ EISO|Id dosage form after admnistration to

a human subj ect under fastl ng conditions is at |east 75% of an AUC of a
reference ph% moﬂ}étsbﬁ@hosggé%ﬂﬁ H:l? B 92, 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.

94,  The solid dosage form of claim 93, wherein the AUC of the solid dosage form
after administration to a human subject under fasting conditions is at least 95% of the AUC of

the reference pharmaceutical composition.

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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91. The solid dosage formof claim90, wherein the AUC of the solid dosage
form after admnistration to a human subj ect under fasting conditions is
at | east 80% of the AUC of the reference pharmaceutical conposition. 92.
The solid dosage formof claim9l1l, wherein the AUC of the solid dosage form
after adm nistration to a human subject under fasting conditions is at

| east 85% of the AUC of the reference pharmaceutical conposition. 93. The

solid dosage formof claim92, wherein the AUC of the solid dosage form
af ter adm ni%t r atThe solidglosagh dererofsiin 87t whenele thefASE phithe salitdosagsifern s at

cor i duek bt Thumid Gl RENGE B BRRGRN il CRPAUEARE. 70

af t er aafithaviefrenat plonmbeeuticah corapositiohj ect under fasting conditions is at

| east 95% of the AUC of the reference pharmaceutical conposition. 95. The
solid dosage formof claim94, wherein the AUC of the solid dosage form

af ter adm niost r atThe solidaiosage foranof it O8 | whinélf thef AASC bNthe celiiddsageiform S at

| east 1Q0% of. t he. A of the.reference pharpaceutica itian. 96. The
solid 068)?5 Wgﬁt\"’dlf%élhﬁ‘inﬁ? §'§’Je° ‘eé]aﬂmﬁr‘@n (R8s 4% "“tl‘*r“'f‘éé ?@%mgge form
after aghthdvesdrénat pRmbéuficdUsmposiied) ect under fasting conditions is at

| east 105% of the AUC of the reference pharmaceutical conposition. 97. The
solid dosage formof claim96, wherein the AUC of the solid dosage form

af ter adm niigbr atiihe BoldUoagd Y6 lofTiHHh ©9 ! whiiels thef 25T b the GO dsh 2 Torh S at
| east 110% of the AUC of the reference pharmaceutical conposition. 106 98.

The sol 3ttr gdeBpatios tap hpman sybjgebymdes faaingicandifiens Ag it legst 12380 ofdhe 4Ufosage form
after a&f*ﬁéﬁe?&éxﬁ&bﬂﬁmﬁ&uﬁcﬂ@%ﬁbs?%ﬁj ect under fasting conditions is at
| east 115% of the AUC of the reference pharmaceutical conposition. 99. The
solid dosage formof claim98, wherein the AUC of the solid dosage form
after adm nigraty n._suyhiec i L . 1S at
Teast 1205 0Pt e AR e HEROrpHILECln ARAPlache RS GERME Milie

at least one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, a salt of 2-[4-(4-

7y

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 9.0%.

102. 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-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage 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-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, 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-methyl-propanoic acid, a salt of 2-[4-(4-
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100. The solid dosage formof claim99, wherein the AUC of the solid dosage
form after admnistration to a human subj ect under fasting conditions is
at | east 125% of the AUC of the reference pharnaceutical conposition. 101.
A solid dosage form conprising: an active agent, wherein the active agent
is at |east one of.-2-[4-(4-chl orobenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d,
a salt of 2-[4-(4- chlorobenzoyl)phenoxy]-2-nethyl -propanoic acid or a
buffered. 2-[4-(4 chlorobenzoyl) phenoxy]-2-nethyl - propanoi ¢ acid, wherein a
per cent df&obdnzé pheiasahp nfethtyirprogardiodcitest abaffared 2F4\#t ro di ssolution at a

single t on 1) hour i.s . at least.9.0% . 102. sol | osage form
conpr i sﬁ’ﬁfﬁgbeﬁﬁ°ﬁ)@§?‘%}’&% Y l'mg?ré’ll%aci‘ﬁg’gﬁrfﬁ A RETSB AT Oétge g%f’gﬁgfgggt one of
2- [ 4- (Adisdalved @baiz Gyt BOREXY ht-ainPes F1Y ht-thfed R \Gliechalf(B §) haursidbf leat 2- [ 4- (4-
chl orobgnzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid or a buffered 2-[4-(4-
chIorob%%%éyl)phenoxy]-2-nethy|-propanoic acid, wherein a percentage of the
dosage form dissolved in an in vitro dissolution at a single pH at two (2)
hours is at |east 21.0% 103. A sol.id dosage form conprising: an active
agent, wher ei0d- t Hesolididpsage Egeromprsingt an asH¥s ag5ple Whsrein the active agent is

2-[4- (45 YA - Wl i b d, of 2-[4-(4-
T el o S R S A PR
chl or obdverebenreivhenoxyl-2methyhptoppnoinreidire tadferyd 2vddfei n a percentage of the
dosage i b i 1t o di i i at three
(3 Pour bR RALKRLS Rfi ppkidd iC RS petne B Bl B B Act i ve
agent , dibsotvsdm arhig vitoa disselutigie aita single pH at foar(#) looves i fat least 44.0%.

2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
107 chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered 2-[4-(4-
chl or obenz oyl0pphensntid]doagetdrimydomprisipgnai actincagint, whereii the activeageatisage of t he
dosage f.or di | in.an i.n,vitro. dissolution at..a sin H at three
and oncitig o gl 2 Ehialop Eay it Po g tpippatoin ik it BEAEEEE or m
gonr2sﬂﬂ%?baﬁ%ﬁgm5xﬁypgaﬁﬂnmpﬂ?m@ﬁdﬁgdw&d%mmawﬂzngmtdis atllea?tzoFe ?f

-[4-(4- or obenzo engxy] - 2- net - pr opanoi ¢ _aci a.salt.o -[4-(4-
i or b BTN BOIRY L2 TN PiooBIg At PR ek T Ceag ot 43rogs D 4

dissolved in an in vitro dissolution at a single pH at one (1) hour is at least 9.0% and at two

(2) hours is at least 21.0%.

107. 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-
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 9.0%, at two (2)
hours is at least 21.0% and at three (3) hours is at least 34.0%.

108. 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-
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 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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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, wherein a percentage of the
dosage form dissolved in an in vitro dissolution at a single pH at four
(4) hours is at least 44.0% 106. A solid dosage form conprising: an active
agent, wherein the active agent is at |east one of

2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ aci d, wherein a percentage of the
dosage form dissolved in an in vitro dissolution at a single pH at one (1)

hour is at ll%é‘ st Agsiog?r%l:gs%g% %;érgtc%%ﬂsgg :natrﬁ%géﬁeegrggﬁltg\gv{x%gﬁ%e a%&Veo%rét?]i 7i' SA solid

dosage form conpri’si active at

| east adeastion? of ZH4-U-ctidbrobenbeyi)pbstlokplbaeiy]-pidpamidacid, psadpaitsjdedaci d, a salt
of 2-[45(4- chl arpobenzoyl ) phenoxy] : 2- net hyl - pr nojc acid or a buffered

o [ ( AR SRR Sty g PBARO LLr o viher ef n a

per centoaliolithzdyMphéhos fIgB mbByiprofindRlcldS WheérBin@lhetd@ntdpd 6faheldasagelfofm on at a

si ngl eéﬁH glt one ,él) hdour i.,s at Ie?sééQ.O% %g t.Wo QZ}A %?urs is at |east
21. 0% AtFORPd iAndR vierg) disselyrian 3t smelq nibatone 4l) dgpr 1§ gfdcasio Oy #1iWalage form
conpri ok is aleAC21.0%, AU (3) WARE Riatlchdd84.0%] hiBred BT Uneitilf (85) ARasSk one of
2-[4-(4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or ot fEashA et fqur #4) bewis s at frasffd3h-c acid or a buffered 2-[4- (4

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ aci d, wherein a percentage of the

dosage form_ dissolved in an in vitro dissolution at a single pH at one (1)
hour is at |1d8st Acsotidglosage fop comprisings ansiciive agent) whereinthe fybiye agentipr ee ( 3)

hours i - 3 Sal S at | east
39. 0% %6%&1&88%%[@@1 %Sﬁg%g%)ppgomg%%ﬁwg: otélcne(ca:?l(%ft§l i)sa\lllteg?g@n(#, wherein

t he actdhiazobeneetl)phenoxy)-2-nethyt-propanoisfacid or a buffered 2-[4-(4-

2-[4-(4 o] /] - 2- et hyd - Br 0panoi ' t 2-[4(4-
chl or oN Lo RAS A PN bmuSTE sl RLERIAGEE Shaluaionl (7,

chl or obisspbyed jipdven @it dissBlutied iyl sinpieqihstane (Ddiodk, is hmrei% ta4p@pocent age of

t he dosage form dissolved in an in vitro dissolution at a single pH at one
(1) hour is at least 9.0% at two (2) hours is at least 21.0% at three

(3) hours igiat lAcsatitl dOshgOfarmabmphisifg mrudtidvgehaivhertia.thy ackioeiigent 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-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form

dissolved in an in vitro dissolution at a single pH at two (2) hours is from 21.0% to 79.0%.

112. A solid dosage form comprising: an active agent, wherein the active agent is
at least one of 2-[4-(4-chlorobenzoyl)pilenoxy] -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, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH at one (1) hour is from 9.0 % to 41.0% and

at two (2) hours is from 21.0% to 79.0%.

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 Cyax that does not exceed 125% of a Crax of a reference

pharmaceutical composition.
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at least 39.0% and at four (4) hours is at |least 44.0% 110. A solid dosage
formconprising: an active agent, wherein the active agent is at |east one
of 2-[4-(4-chl orobenzoyl ) phenoxy] - 2-net hyl - propanoic acid, a salt of
2-[4-(4- chl orobenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered
2-[4-(4 chl orobenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, wherein a
percentage of the dosage form dissolved in an in vitro dissolution at a
single pH at one (1) hour is from9.0%to 41.0% 111. A solid dosage form
conpri si ng: an acti ve agent, wherein the active agent is at |east one of

2-[4-(4-chl heno &7S t 2-[4-(4-
chl orobenzo iﬁ%gé}%l%ﬁ %((1\%110%5 Sa’?:d&r Ed E?’n?ng lggt}&fs’f 79@821%-(4-

cEI OEI otleozmyb:) mhewam:]n saﬁ-sﬂﬁidméhgeﬁbﬂlﬂ&ﬂeﬂdﬂarﬂﬁllstfbltlomft‘t%mmmﬂuhﬁﬁclent age of

t he dosa e orm SSO n.in vitro dissolution at .a single pH at two
) oS o oot § Coogaliesest hin i Crar BB AR RTRSIEIRS g an
active oagﬁagltmly_\,herel n the active agent is at |east one of

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoic acid or a buffered 2-[4-(4-

chlor Obe”ZOMhﬁph?ﬂé’Mﬂd d%sdﬁ@?&?%'cﬂéfaﬁﬁ@f@' £022.¢03] 1044185 €108, ﬁ)7Pﬁ)“8CP(')‘§ age of the
dosage form dissolved inanin vitro dissolution at a single pH at one (1)

hour i sl1PrdhroliQ, wherginghe Go efithe sodid dpsege foarm afigupdministrationne 20umaR t 0 79. 0%
113. T | f
107, 108 255, oo TR GondR et 8o ol 175 b Crgf ifleicldhfe prpliicifal

adm ni Por@psiden.t o a human subj ect under fasting conditions, exhibits a
Cmax that does not exceed 125% of a Crax of a reference pharmaceutical

conposition. 109 114. The solid dosage formof clains 101, 102,
103, 104, 105,1166, Ibﬁohﬂ@l@wgemnnoft&ﬂlﬁ,mhefchﬂ&e@aapéthnssladdbswlfpm dosage

excni bi (eEbqPHoR S Bl § ekt SRRy SR W ot ¥ e ' O

corrposmfrtlmrefeiiehﬁepEEhaa&u’dmadccdmmgen.f ormof clainms 101, 102, 103, 104, 105,
106, 107, 108, 109, 110 111 or 112, wherein the C. of the solid dosage
formafter admnistration to a human

117.  The solid dosage form of claim 116, wherein the Cyax of the solid dosage form

after administration to a human subject under fasting conditions is at least 115% of the Cpax

of the reference pharmaceutical composition.

118. The solid dosage form of claim 117, wherein the Cpax of the solid dosage form
after administration to a human subject under fasting conditions is at least 110% of the Cnax

of the reference pharmaceutical composition.

119. The solid dosage form of claim 118, wherein the Cyax of the solid dosage form
after administration to a human subject under fasting conditions is at least 105% of the Cpax

of the reference pharmaceutical composition.
120. The solid dosage form of claim 119, wherein the C,.x of the solid dosage form

after administration to a human subject under fasting conditions is at least 100% of the Crnax

of the reference pharmaceutical composition.
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subj ect under fasting conditions is at |east 125% of the Crez of the

ref erence pharmaceutical conposition. 116. The solid dosage formof claim
115, wherein the Chmax of the solid dosage form after admnistration to a
human subj ect under fasting conditions is at |east 120% of the CO1l of the
reference pharnmaceutical conposition, 117. The solid dosage form of claim
116, wherein the C,,a" of the solid dosage form after admnistration to a
human subj ect under fasting conditions is at |east 115% of the Cnax of the
reference phai maThe sdlidalosage iprosificlaim 120, ¥hereinthe €alriofithd selihdosagsrfomaf cl ai m

numn” <o ABp f bty SR SR Be S i Fialilh A AR B 7 Ty

r ef er enhergfdracephattiacatibal compasitioni on. 119. The solid dosage formof claim
118, wherein the C. of the solid dosage form after admnistration to a
human subj ect under fasting conditions is at |east 105% of the C. of the

refer\(/e\ﬂce phae. E'&(I’ﬁélﬁdlﬁdifosafgﬁmﬁﬁdﬂclaﬁlg 12ﬂ,3ﬁle¥e£hme@g,%xioﬂttﬂ@sm@smrmmﬁ claim
119, ei e Cnez t he _sol sage rm .after i njstratjon to a
human iR 1 3 By MRy SRERdE ing gongftiqns i3t lefefo‘l?)%]?ﬂ%é x of the
refer enﬁ@r&é}a[cg‘%ﬁﬁﬁfab&ﬁbal(ém&ﬂ on. 110 121. The solid dosage form of
claim 120, wherein the C. of the solid dosage form after admnistration to
a human subj ect under fasting conditions is at |east 95% of the Cnax of

the referenqges ph%m&%&&%‘folﬁp&ﬁ&%htlb@%heﬂe%?theﬁ oB el s%@&%ﬁ&%ﬁﬂf m of
claim 121, wherein the Cnax of the solid dosage form after adm nistration

to a hLﬁ?@nacbms}s@@tzonaﬁaéumma@foiqqgur@em@stmg@nadm@saa at|leagis}5%000hof the C. of
the refgprene JEﬁﬁ@a&' nposition. 123. The solid dosage form of
claim 122 73 vﬁ%r el n %:rreédsnﬁ’ﬁt he solid dosage form after admnistration
to a human subj ect under fasting conditions is at |east 85% of the
reference p ma S i ! gf claim
123, wher ei rr]ﬁ'?he lﬁladps%g%gg)rg&itc c?%g(}%% %e%re]_lp Elemogth%%§ﬁc9§osgé)e

after administration to a human subject under fastmg conditions is at least 80% of the Cpax of

the reference pharmaceutical composition after administration of said reference

pharmacentical composition.

125. The solid dosage form of claims 101, 102, 103, 104, 105, 106, 107, 108, 109,
110 111 or 112, 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.

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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after admnistration to a human subject under fasting conditions is at

| east 80% of the C,,,ax of the reference pharmaceutical conposition after
adm ni stration of said reference pharmaceutical conposition. 125. The solid
dosage formof clains 101, 102, 103, 104, 105, 106, 107, 108, 109, 110 111
or 112, wherein an AUC of the solid dosage formafter adm nistration to a
human subj ect under fasting conditions is at |east 65% of an AUC of a

ref erence pharmaceutical conposition. 126. The solid dosage formof claim
125, wher ei A2&n Rucodifl dosage fuini of cldiss 43k whorein thaAUET ofdadolifl desage i on to a
human | | . i I £ kS, Af yqor of a
refer eﬁglgﬁ g%%ra hr#gglgs&ta {@@B a@%%%g%ﬁ) t‘%cck)gx?ﬁi%%&ﬁ%’éﬁg%ﬁI%Qt(}%agg%(g}g? % of claim
126, WAUE bfitharneféieideghatnireegimhi dmgoséepe form after administration to a
human subj ect under fasting conditions is at |east 75% of an AUC of a

ref erence pharnmaceutical conposition. 111 128. The solid dosage form of

cl ai mh127, \Ma%r eThe sIoﬂigdé&df@eﬁfrmtdﬂelaﬁ@(ﬂji@V\d@ﬁﬁgﬁe Atm{dﬂtm‘stoﬁddasigé nihst rati onf
to a n subject upder fasting.condjtjons is.at |.east %of.the AUC o
e r o BTAIE SRS HHRGL P an ST Rideb S maifons 1S B basl B BEE® T or m of

cl ai m 148C ofhe ieftriendehahdcedical dapsatisnd dosage form after admi nistration
to a human subject under fasting conditions is at |east 85% of the AUC of
t he reference pharmaceutical conposition. 130. The solid dosage form of

claim 129, wher efRe iold d&é?e@émt&%laﬁﬁhiﬁﬂ%ﬁﬂﬁeAW@tﬁéioﬁadaﬁ e ni stration

to a human subj ect under fasting conditions is at |east 90%of the AUC of
the reffemepfics apministratien iojadumag pdep fpstingzepnditipes is al lpast 58 afdef or m of
claim ;@@Comggagﬁngiﬁa&ggemcaltgaﬁl sQlidd dosage formafter adm nistration
to a human subject under fasting gon itions is at |east 95% of the AUC of
the reference pharmaceutical conposition. 132. The solid dosage form of

cl ai m 131,  yer eirg. b oAl 8lral 118010 AQRA0E: ATRS QPR iy gRedgL i St on

to a human subj ect unde asting con ions 1s east t he
form after administration to a human subject under fasting conditions is at least 95% of the

AUC of the reference pharmaceutical composition.

132.  The solid dosage form of claim 131, 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.

133. The solid dosage form of claim 132, 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.

134.  The solid dosage form of claim 133, 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.
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 pharmaceutical conposition. 133. The solid dosage form
of claim 132, wherein the AUC of the solid dosage formafter

adm nistration to a human subject under fasting conditions is at |east 105%
of the AUC of the reference pharmaceutical conposition. 134. The solid
dosage formof claim 133, wherein the AUC of the solid dosage formafter
adm nistration to a human subject under fasting conditions is at least 110%
of the AUC of the reference p ?rnaceuti 03|t|on 5. The solid

dosage for m¥F  cThsiselid doseesforpof Ao rB‘i“ﬂt UC@of MSHB% J88° f orm af t er

adm ni §¢rhpdAePRiniRisBatitATE A hembih ﬁﬁﬁecﬂﬁﬂ@rr faitﬁa?tcbﬁtﬁu&@fiéjéttléagtr‘@OVﬁonﬁe | east 115%
of the AUC of the reference pharnaceuti conposition. 112 136. The solid

dosage 487 ph tbe refirericmpagBaceiesl epmpesioDAUC of the solid dosage formafter
adm nistration to a human subject under fasting conditions is at |east 120%

of the AUC of the reference pharmaceutical conposition. 137. The solid
dosage form¥t cTheiselid desagafeamef plainhB6AwEETein thehAUEHIfithe sqbid defage f or m af t er
adm ni t | east 125%
ot e et firhfisal 1B nabh ol H0EH R obRBAGRI M RN D I ol PP

dosage AT of tbergiereae pharmapeudicalicompesgtiont , wherein the active agent is at

| east one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-nethyl -propanoic acid, a salt
of 2-[4-(4- chl orobenzoyl ) phenoxy] - 2- et hyl - propanoi c acid or a buffered

2-[4-(4- chl3g obﬁmaluydl@spgeefnmxyc}mﬁtsmgt by betjve apan,ovierdie thd acttvieeaigeﬂttis a

per cent age t i ssqlved.in an in vitro.di tion at a

si ngl e g%aé?n?)o@ iﬁ‘d@@ F%beatonbglg Xyt ypiopagoicagd, af%taﬂﬁaig( % and at one
<(:| 1) h?)ldhl_oto&er&foyl)ﬂftﬁbxﬂ?dg%ﬂqﬂoﬂaﬁ?is aélhfafiia i&iff&% apd4k urt her vvhfer ein the

i ssolu [ gsa oll Qws a square root of tine

prof i | &4° T@gnz‘)x éi? &dfé“’aI - 1&6?\“&r‘i’1§r%apearﬁ paeiof the498ase fofher ei n t he

acti ve dagandd lhﬁnnﬁiiztrb dRsdluttheat Qf;mgle H at 0.5 hours is at least 15 0% and is less
2-[4-(4-chl orobenzoﬁlghenox%b?Z ne hyl - pro an0|c acid, a salt of 2-[4-(4-

chl or oS et 8 bourds #yeast A0 mng less 1% andfyrtherwhgrem tha (4-
chl or obnazedn FREARXNNA dodagEbity ks1Bko R 8t TosdrdimesHIel N a percentage of the

dosage form

139. 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-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH at 0.5 hours is at least 15.0% and is less
than 57.0% and at one (1) hour is at least 40.0% and less than 70.0% and further wherein the

dissolution of said solid dosage form follows a square root of time profile.

140. 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 Cp that does not

exceed 125% of a Cp, 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 Cpyy that is less

than a C;s« of a reference pharmaceutical composition.
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dissolved in an in vitro dissolution at a single pH at 0.5 hours is at

| east 15.0% and is less than 57.0% and at one (1) hour is at |east 40.0%
and | ess than 70.0% and further wherein the dissolution of said solid
dosage formfollows a square root of tinme profile. 140. The solid dosage
formof clains 138 or 139, wherein said solid dosage form after

adm nistration to a human subject under fasting conditions, exhibits a Crax
t hat does not exceed 125% of a C. of a reference pharmaceuti cal

conposi t i on14241Therselid desapefons A glaintsdBfonl3% WhEen tﬁe@m@pf thgeplidnher ei n sai d

iglnij?t :&g&?g ?orfnﬁar & %dgﬁgfs&éuoﬁ‘?ﬂ‘a thlﬁéJ i%e Segﬂmhﬂr f?}stgkg g?rgh,n%h*'s’hseé{tleam‘iﬁ% fasting

C. ax of reference

phar na@éﬂtelfbxaﬂofdmrpf%ﬂnwldnnnictﬁlcﬁkl@mp'ﬁhaomol id dosage formof clainms 138 or
139, wherein the Cmz of the solid dosage formafter admnistration to a
human subj ect under fasting conditions is at |east 125% of the Craz of the
ref erence phéd. matlearolid dbsagofoomof thaimn142] #Bereifitbe €k dEithel eadidgiosdge formof cl ai m

142, L& Cnmax_pf the | i osage farm .a atlontoa
numan a6 b OfaeTR R S sl G280 gl 1 190 %P IR e of ¢ he
refer emf&eph&renmaﬁhmhﬁoammmkiﬁbmn. 144. The solid dosage form of claim
143, wherein the C. of the solid dosage form after admnistration to a
human subj ect under fasting conditions is at |east 115% of the CnaX of the

reference phat maTigikolie dbsage FRASI tiadi143] 4AereihliBe SQbeﬂthd@cﬂﬂgﬁsafg@ffdﬁer claim
144, \A,h§§re|n the Cm, of the solid dosage form  af |st ation to a

a
hunan administration t¢ %Ewwu%ﬁdiﬂﬁ?réﬁlﬁgng gondgtiong it Bfﬁfd@/g g]fo m@, ,,ax of
t he ref&mqg@regw}{m@ﬁﬁ&pgo gResi tion. 146. The solid dosage form of
cl aim 145, wherein the Crax of the solid dosage form after admnistration
to a human subject under fasting conditions is at |east 105% of the Cnmax
of the referl@ﬁceT}BH@hH&Sﬁgéf&ﬁ'ofGHH@Pﬁ Wh@ﬂ%mtﬂélé‘ Iﬂﬁe%&&s&@?ﬁﬁ? form of

claim 146, wherein the Cma: sol i'd dosag e torm after adm nistration

to a h@#ﬁﬁﬁ@@@f%@anj@mmbjeﬁgmd@rf@tmz ecmht;ogs teat leagt 2 0% et he C, |, ax
of the JFrafGLRARG RAANIRERAT La@osiBGIPOSI tion.

146. The solid dosage form of claim 145, wherein the Cp,x of the solid dosage form
after administration to a human subject under fasting conditions is at least 105% of the Cpax

of the reference pharmaceutical composition.

147.  The solid dosage form of claim 146, wherein the C,x of the solid dosage form
after administration to a human subject under fasting conditions is at least 100% of the Cpax

of the reference pharmaceutical composition.

148. The solid dosage form of claim 147, wherein the C,x of the solid dosage form
after administration to a human subject under fasting conditions is at least 95% of the Cax of

the reference pharmaceutical composition.
149, The solid dosage form of claim 148, wherein the Cy.x of the solid dosage form

after administration to a human subject under fasting conditions is at least 90% of the Crnax of

the reference pharmaceutical composition.
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148. The solid dosage formof claim 147, wherein the Chmax of the solid
dosage form after admnistration to a human subj ect under fasting
conditions is at |east 95% of the Crmax of the reference pharnmaceuti cal
conposition. 149. The solid dosage formof claim 148, wherein the C. of the
solid dosage form after admnistration to a human subject under fasting
conditions is at |east 90% of the Cm,c of the reference pharmaceutical
conposition., 114 150, The solid dosage formof claim 149, wherein the Cnax
of the soli d5YosHefesohid fosaseiorm of glaim Hi% whereindhe tox of thefRlid dotasE &3 under

fast i ngagOfuthifikessn ka ﬁlma{n%ﬁ%i%ct%&@r%stiﬁ?@ondfti%i]?fs%‘fé@stBb‘%rdfﬂ_féem i cal
conposition. 151. The solid dosage form of claim 150, wherein the Cma,, of

t he solr¢faregessphgandcertionl eompesitiodm ni stration to a human subj ect under
fasting conditions is at |east 80% of the Cnmax of the reference
pharmaceutical conposition after adm nistration of said reference

phar maceut i ¢31. cBirpobd tlosage forrs 2f cliine 1 Yo vhereiidheiGeux bithersalid dobage forms 1,

wher ei . . 1he ' fOr. 104 Shé alel to human
subj ec Bﬁ %&?f%? tg%to% nla)ga %glﬁlddllcgtu ?@%@g:&\% f%s{hﬂ% %asditﬁ)é 5 &)ddg}eg%?b A“ﬁ?%ﬂge?b"’“’éoﬁef erence
phar madeutferaice plompasiticabcomksiion Ther adminidratiosafpeidireferancd cl ai m 152,

wher ei nhgﬂnAyCuto%ct he §0I id dosage form after admnistration to a human
subj ect hGeT ¥ SPWR%S%O&di tions is at least 70% of an AUC of a reference
phar maceuti cal conposition. 154. The solid dosage form of claim 153,

wherein an AUC of, th ol id,dosage. form _affer inLstratjon to a human
subj ect undé%f a@?ei Sr‘?gd @8%‘]‘8? f%ﬁg% 2{1 Pheen 3?5@3@:0?% soligclostse B of er ence
phar macés dderhisteHioR 54 hirdh, subjest- unddrFastial tehddpoagat feast H5 % ofah AIUT dH4,
wherein the A of the solid dosage formafter admnistration to a hunman
subj ect? IEFEFBFe PhIERICRYICALIAIPOSIEAE s at | east 80% of the AUC of the

ref erence pharmaceutical conposition. 156. The solid dosage formof claim
155, wherein_the AUC of the solid dosage formafter adninistration to a

human subj edf3-un8is sofid desage;formed pleind hi2, whergin ancAldE ofthorselid dogage form

after administration to a human subject under fasting conditions is at least 70% of an AUC of

a reference pharmaceutical composition.

154. The solid dosage form of claim 153, wherein an AUC of the solid dosage form
after administration to 2 human subject under fasting conditions is at least 75% of an AUC of

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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AUC of the reference pharmaceutical conmposition. 157. The solid dosage form
of claim 156, wherein the AUC of the solid dosage formafter

adm nistration to a human subject under fasting conditions is at |east 90%
of the AUC of the reference pharmaceutical conposition. 115 158. The solid
dosage form of claim 157, wherein the AUC of the solid dosage formafter
adm nistration to a human subject under fasting conditions is at |east 95%
of the AUC of the reference pharmaceutical conposition. 159. The solid
dosage form of claim 158, wherein the AUC of the solid dosage formafter

adm ni stratileg t Phesollid ABsAgS WRINVFLlaliN 467, whein tRI AT SHithd Mg dbsagat | east 100%
of the AUC of the reference pharnaceutical conposition. 160. The solid

dosage P aftespdministrationsio a hymen sybject wedepfosting copdiionsp ptdeash¥3gef theor m af t er
adm ni sit@lbE @R réftrefoe %ﬁc%ﬁlﬁ%h Hogss fasting conditions is at |east 105%
of the AUC of the reference pharfaceutical conposition. 161. The solid
dosage form of claim 160, wherein the AUC of the solid dosage formafter
adm ni strati t ' ' iod | ' t least 110%
o the AUC S ¢ FalsllEBeg A b HERY iRl BOACRUEAS MG bl 1 STV
dosage fbum afieyfadwinistmatidttd,a hniven eilject naleAfdSing condiionsak ptdeasb E¥eof thor m af t er

adm ni s ti man subject under fasting conditions is at |east 115%
of the A‘;&%&"f%? r%f(ﬁ)reegcre even lél%'ﬁcé{%%eﬂ}‘i cal conposition. 163. The solid
dosage form of claim 162, wherein the AUC of the solid dosage formafter

adm ni strati tp, a n subject. un fasti ifio is at least 120%
of the AUCISP ¢ Rhe %@#53&5&%@&%&35%#@5 e ‘8%6‘3@1&%%§°%§6‘2§a8?he sol i d
dosage fbwii Bt fad@indstiatidtin a hitiah eitject BedeAREtig cohdlitionib hideato 5EYBof ther m af t er
adm ni St{A tiglg to a human supject under fasting conditions is at |east 125%
of the A%pef r‘?fafén‘?eé’?;é‘?’éaﬁ‘é‘gwﬁlrfélml?ﬁ%%%i cal conposition. 165. A solid
dosage form conprising: an active agent, wherein the active agent is at

| east one of 2-[4-(4-chl orobenzaoyl)phenoxy] - 2-net r&,ylf-t}?ro anoic acid, a salt
O

of 2-[4-(4- 161. " Thesolid dosage form of claim 160, whefein the AU e solid dosage

form after administration to a human subject under fasting conditions is at least 110% of the

AUC of the reference pharmaceutical composition.

162. The solid dosage form of claiﬁ 161, 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.

163. The solid dosage form of claim 162, 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.

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-methyl-propanoic acid, a salt of 2-[4~(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid or a buffered 2-[4-(4-
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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoic acid or a buffered 2-[4-(4 116
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, wherein said solid dosage
exhibits a difference between an in vitro dissolution at a dual pH and an
invitro dissolution at a single pHof -10.0 to 17.0 and further wherein
said dissolution at the dual pH and at the single pH are each determ ned
at two (2) hours. 166. A solid dosage formconprising: an active agent,
wherein the active agent is at |east one of

2- [ 4- ( 4ciderobmab)phoyixybRrarethvd-propanaie #rjd, Whetsiresaish soliddesage exhihitse of 2-[4- (4-
chloro b&%&x@%@mﬂ&x }'n' %‘frgng%sﬁt?}{.\t}dﬁr #8304 :pf‘I 48 !ag iP¥itr8 ARG a Gnbrd- (4

7

chl or obenzoyl ) phenoxy propanoic aci d, &ﬁereln said SO#Id dosage
exhi bi t pHaf -18iKtb &7 Hrape furthemvelercinmaiil dissdlution atithe JutlpH and ahtheginglepH pH and an
invitrg._diss i ingle pHof -10.0 to 9.0 and further wherein
sai d di%ES?%{%%¢53§89%§0335°Q%H and at the single pH are each determ ned
at two (2) hours. 167. A solid dosage formconprising: an active agent,

wherein the gctiv, t i at | east one .of herei " .

2. | 4- (4- chl ofSber BT (SHER g CoserBay 1 S Epaseah Mhgteinthe tYRAETH 2. [ 4. (4-
Cm or Ogﬁﬂ’lmyTﬂe[ﬂferé(ly-};hlaroﬂi&idah@pﬂéﬁ@@@-&@ﬁhﬁ@hﬁ)aﬂﬁc aciﬂ),_tafscaﬂb_Efg»[@(ﬁ-{la( g

chl or obenzo noxy] - 2- met hyl - propanoi ¢ acj d, wherein said solid dosage
exhi bi tgtﬁglrog?ﬁzgg ]'g'é?e\%'é'ﬁr%g“ql‘ga‘\}‘??rr%b‘@'te?g&r\l\ﬂf #on at a dual pH andgan
i N Vit I ghlgoB&RbAThebx§-2 Fncthylptdpandié b, whbflidsaldsoRd Aosapéledtibiitsher wherein

said dissolution at the dual pH ,and at the single pH are, each determ ned
at two (Biprenespetweengp in viga dissolpiionsd & dyd pHanghap i Girg disgolutipn st a gpelsy 167,
wher ei n?ﬁrafﬁld% 189, SR FuriibP $AGRin| R1 B LOBEor W ekl 1 aittR WA SPH YreupON or al
adm nistration to a human subject in a fed state when conpared to an AUC
of sai deasBdgligamiped #htwip6h heval  adni nistration to a hunan subject in a
fasting state. 169. The solid dosage formof clains 165, 166 or 167,
wherein the AUC of said .dosage formunder fed conditions divided by the
AUC of sai d Hdsagesdlidrdesagadem fomprising: awantisie agenh svhersitibe aglve 2gent® and 1. 43.
117

at least one of 2-[4-(4-chlorobenzoyl)phenoxy] -2—methyl—propénoic 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 said solid dosage exhibits a
difference between an in vitro dissolution at a dual pH and an iz vitro dissolution at a single
pH of -10.0 to 2.0 and further wherein said dissolution at the dual pH and at the single pH are

each determined at two (2) hours.

168. The solid dosage form of claims 165, 166 or 167, wherein an AUC of said
dosage form does not differ substantially upon oral administration to a human subject in a fed
state when compared to an AUC of said 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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170. The solid dosage formof claim 167, wherein the AUC of said dosage
form under fed conditions divided by the AUC of said dosage form under
fasting conditions is between 0.80 and 1.25. 171. A solid dosage form
conprising: an active agent, wherein the active agent is at |east one of
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of 2-[4-(4-
chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered 2-[4-(4

chl or obenzoyl ) phenoxy] - 2- net hyl opanoi ¢ aci d, wherein when said solid
dosage has al70Pr étfiesphdidosmes fatmvgclal,m 167xwhreifi theAUG of saiddosegegform72. A sol i d

dosage i nt is at

| east ogugc{ 0 e(a%g?éfb@f%?or ggg%]é}%% ﬁ%gﬁgﬁ? ﬁ’f@nuggé;}%@gg%ﬁ%@gﬁam d, a salt
of 2-[ 4béiveerchB@amwble2zoyl ) phenoxy] -2-net hyl - propanoic acid or a buf f er ed
2-[4-(4- chl orobenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ aci d, wherein when said
solid dosage has a Predicted ARelative C,,, of from-0.2 to +0.2. 173. The

sol i d dosagelTior mLe&lxbdo&zigﬁoﬂdeon@ﬁsﬂaﬁZanudmeefgem,avheﬂiﬁhehctmiagemmsage form
does not_ differ sta | | on ot n| strati, n subj ect
in o foft EELPEO WB#%@F%M B e et 250 o al

adni ni sthlsfobeixoyhph &hbmfﬂgianmb aclaof@mffmzsyage 174. The solid
dosage f.orm of c 71 0 wher.ein the AUC gal d dosage form

under fé@o@B?F&'PY ’Wﬂ@f"&“é WWH@CMWT%WB" dAesegs basder fasti ng
conditi pﬁm@dd%mgtm%ngﬁgmaog td+@#8. 175. The solid dosage formof claim
172, wherein the AUC of said dosage form under fed conditions divided by
the AUC of said dosage formunder fasting conditions is between 0.80 and

1.25. 176. Ap720r ak s&lﬁdwig%tﬁﬂ‘cdn%mfngshﬁ'gctﬁg afént, WHRreAD@B hetivbRgER N t he

active agent is at | east one

2-[ 4- (43¢ asbp@dﬁﬂz[&;m)cbheqbswyl)nhm@uﬂﬂmﬁhﬂmmn@waeldda salf of At 4-(bf 2-[4- (4
118 chl %Q@F‘fzg%@]ox‘%mé%“ﬁ%ﬁ&m‘gm9&98%&&02 Eﬁ@fr a buffered 2-[4-(4-

chl or oben propanol ¢ acid
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid, wherein when said solid dosage has a

Predicted ARelative Cpax of from -0.2 to +0.2.

173.  The solid dosage form of claims 171 or 172, wherein an AUC of said dosage
form does not differ substantially upon oral administration to a human subject in a fed state
when compared to an AUC of said dosage form upon oral administration to a human subject

in a fasting state.

174. The solid dosage form of claims 171 or 172, wherein the AUC of said dosage
form under fed conditions divided by the AUC of said dosage form under fasting conditions
is between 0.70 and 1.43.

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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177. A nodified release oral fornulation conprising an active agent,
wherein the active agent is at |east one of

2-[ 4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid, a salt of

2- [ 4- (4-chl orobenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered
2-[4-(4- chl orobenzoyl ) phenoxy] - 2- et hyl - propanoi ¢ acid. 178.. The
formulation of claim 177, wherein the active agent is 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ acid. 179. The formul ati on of

cl ai m 1¢iorobgrapdinhendyy]-denativdpeaganpic acd er admifered2-3=(4- ( 4-

gP;?L??gg@gg%%ggﬁﬁgﬁﬁ%}%QF?5%¥k?gﬁ%?%ﬂ?ic acid. 180. The formul ati on of

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid is selected fromthe group
consi sting of7y GbhiREs reRbiANR BRI Sion ShELAMPAATDL el GYEAFAY! am e,
tronet ham ne, '1ysine, plperazine, calciuntand trore mne. 181. The

f or mul asdtive agent tslafileast b800f e adhivréterzaybhenoky]2-fndthjlpropanoic acid, a

chl orob I enoxyl - 2-aet hyl - pro Qic acid.is i 2. The

For mut arn S RARARIbhas et RrGRR e GpeRl St 3 BT S re o
at | easthlameerzbyljphdoxy}2 aldtiol-phpaaiy tcighenoxy] - 2- net hyl - propanoi ¢ acid, a
salt of 2-[4-(4- chlorobenzoyl)phenoxy]-2-nethyl -propanoic acid or a

buffered 2-[4-(4- clilorobenzoyl)phenoxy]-2-nethyl -propanoic acid. 183. The
fornul ati on 198. CIThk rhdihtiod b d14181170 ORIIéiS tHeGichie dgeRsé 2.pped-r at e- control ling
rrechanié;p E1)84. The fornulation of claim 177, further conprising at |east
one ent EHPrROEBaYhRIgoXY 4 gneiityd propageis #id| ati on of claim 177, further
conprising a core. 186. The formulation of claim 185, wherein the core

conprises at_|east one active agent. 187. The fornul ation of claim 186,
wher ei n t he 178 e Theisrmlagien of qlajmy177, wherein the active agent is a salt of 2-[4-(4-

chl or ob&{i&8¥dn) okl - 2nitRly¥lcpRfopPanei ¢ acid. 188. The formul ation of
cl ai m 186, Whe%ﬁ% tth core cgr%{r&l{oses a salt of 2-[4-(4-

180. The formulation of claim 179, wherein the salt of 2-[4-(4-
chlorobenzoyl)phenoxy]-2-methyl-propanoic acid is selected from the group consisting of:
choline, ethanolamine, diethanolamine, dicyclohexylamine, tromethamine, lysine, piperazine,

calcium and tromethamine.

181. The formulation of claim 180, wherein the salt of 2-[4-(4-

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-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.

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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chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. 189. The formnul ati on of
claim 188, wherein the salt of 2-[4-(4-

chl orobenzoyl ) phenoxy] - 2- net hyl - propanoic acid is selected fromthe group
consisting of. choline, ethanol am ne, diethanol am ne, dicyclohexyl am ne,
tromet ham ne, |ysine, piperazine, calciumand tronetham ne. 190. The
formul ati on of claim 189, wherein the salt of 2-[4-(4-
chlorobenzoyh%phenox ]-2-nethy|;pr%panoic acid is choline. 191. The
formul ati on” ¥ cl Eherferpgiationnbeclaing L T7h furhercomppigg P68 a ni xture of at | east
one of 2-[4-(4-chl orobenzoyl)phenoxy]-2-net hyl - propanoic acid, a salt of
2-[4-(4- chl orobenzoyl) phenoxy] - 2- net hyl - propanoi ¢ acid or a buffered
2-14- (4- chl Bifeberhedgimyitiion of ¢pinpl §Pe whereinghagoasesnaprises a leagiape adtive

formul a }QP of claim 186, further conprising at | east one enteric coating
surroundrng the core. 193. The fornulation of claim 186, wherein the core
further conprises at |east one rate-controlling nmechanism 194. The

formul ati on claj . her risi at |ea enteric coating
surroundi ng ﬁ?é C@}G@ﬁ%ﬁé@&ﬁ%ﬁ?%ﬁ%ﬁngﬁ.? e%cppassési%gé, further
conpr i sebloatbehzgbphenoey]+2anethgdipeepagcintacidl | i ng | ayer surroundi ng or coated on
to the core. 196. The formulation of claim 195, further conprising at |east
one enteric coating surrounding the at |east one non-rate-controlling
layer. 197. Té%e fTHefoinailition ootlaigd B86TWhESin thelddrdempi{aeqd daftiofig-[444-l east one
rate-co troLIin mechani sm urrounding or coated on to the core. 198. The
f or mul afMgrebeRzoXRlieRoxye7- methylwEpaneie a6idi si ng at | east one enteric coating
surrounding the at | east one rate-controlling mechanism 199. The
formul ation of claim 197, further congri sing a non-rate-controlling |ayer
:4

bet ween the E&Fe Hhedotmpation of elgign 18 whergindbesgiof 8ilfH4rg nechani sm

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid is selected from the group consisting of:

choline, ethanolamine, diethanolamine, dicyclohexylamine, tromethamine, lysine, piperazine,

calcium and tromethamine.

190. The formulation of claim 189, wherein the salt of 2-[4-(4-

chlorobenzoyl)phenoxy]-2-methyl-propanoic acid is choline.

191.  The formulation of claim 186, wherein the core comprises a mixture of 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-
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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200. The formul ation of claim 199, further conprising at |east one enteric
coating surrounding the at |east one rate-controlling nechanism 201. The
formul ation of claim 197, further conprising at | east one non-rate-
controlling |ayer surrounding or coated on to the at |east one
rate-controlling mechanism 202. The fornulation of claim 201, further
conprising at |east one enteric coating surrounding the at |east one
non-rate-controlling |layer. 203, The fornulation of claim 185, wherein the
core conprises an inert substrate. 204. The fornulation of claim 203,

wher ei n the sefStUFRIBhGatfoRd 3F Sy 93) finfher! @ATpris@tlecadtlone non-rate-

2-[4-(4-chl orobenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, salts of 2-[4-(4-
chl or obesnixpjlingduxen ipunding et ¢opted pp &phpeee. acid or a buffered 2-[4- (4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid. 121 205. The formnul ati on of
claim 204, further conprising at |east one enteric coating surrounding the
substrate. 208. The foorulationiof dainoi95s Fuathar @onprising et lnest oveomfrricsPamgat | ease
one rate- i 1,.SM ¢ . LNg or coated on to the substrate.
207. Thgm—fog@%lggha@%a%?ﬁ%{i%?%?%é%@ggpﬁgﬁ conprising at |east one
non-rate- controlling |layer surrounding or coated on to the at |east one

- Il . .208. .Th i on _.of i m 206, f
oo T S G0 o P 0 PR (Rl BT BB e
r at e- contethenisnn@iriotediagorooate® BPto thdreoré.or nul ati on of clai m 207, further

conprising at |east one enteric coating that surrounds the at |east one
non-rate-controlling |ayer. 210. The formul ation of claim 204, further

conpri sing a9y, eaBte fomul4tidn of dlaka 1@pu&ghedddnfr1ﬂishgmreaswﬁdmﬂiceﬁh@r coat ed
on to the substrate, 211. The fornulation of claim 210, further conprising

at | easFUHHEdDR theat leagi 98¢ ratfyconfralling SgFhaifls the at | east one
non-rate-controlling |ayer. 212. The formul ation of claim 210, further
conprising at | east one rate-controlling mechani sm surrounding or coated

on to the atl¥%®asthedpanyigionoflaing b fusthes Wﬂnﬁ%@.nomrat&cmtmmngqayef

between the core and the at least one rate-controlling mechanism.

200. The formulation of claim 199, further comprising at least one enteric coating

surrounding the at least one rate-controlling mechanism.

201.  The formulation of claim 197, further comprising at least one non-rate-

controlling layer surrounding or coated on to the at least one rate-controlling mechanism.

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.
204. The formulation of claim 203, wherein the substrate is coated with 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.
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213. The formul ation of claim 212, further conprising at |east one enteric
coating that surrounds the at |east one rate-controlling nmechanism 214.
The formul ation of clainms 183, 193, 197, 206, or 212, wherein the at | east
one rate-controlling mechanismis a hydrophilic agent, hydrophobic agent
or conbinations thereof. 122 215. The formul ation of claim?214, wherein

t he hydrophilic agent is a cellul ose, polyethylene oxide, polyethylene

gl ycol , xant m |nat rroli ch,..

cross-|i nkedgwmgﬂ}ﬂ %t‘°8r° ﬁlﬂlﬁg%m\é’b@%é‘rs’?g%e iP’EF e“%ﬂ? Ccodting

f or mul akurgdin@ing Eleubstedd>, wherein the cellul ose i s hydroxypropyl

nmet hyl cel | ul ose, hydroxypropyl cellul ose and hydroxyethyl cellul ose. 217.
The formul ati on of claim 216, where in the hydrophobic agent is a wax or a
wat er - i nsol upde apRITormddion oTbﬁuﬁ mmj:@&f pRiking aflleiBe A ratdlbiRbGilingt he wax
is a natural ,or synthetic wax. . The formul ation of claim 217, wherein
the wat 8echaniss) W"Bmh%?ﬁc%@dalhto th?r‘l"ﬁbﬁfﬁ?fﬁ%t hacryl ate copol ymer, cel I ul ose
acetate, cellulose, cellulose acetate butyrate, cellulose acetate
propionate, nethacrylic ester copolyner, mcrocrystalline cellulose or

di ba5| c cal c?@m phssforanlationaf olai , fsthergomprising ef least enemongras: 199, 201,

207, e fromone or
mor e poI é’&n&léﬁm%‘?gkw&f‘ggp" a%??’%ﬁ&@?ra{%ﬁltlﬁm j’.ﬁ%ﬁ%ﬁg%g‘% 194, 196, 200,
202, 204, 208, 209, 211, or 213, wherein the enteric coating is one or
nmor e net hacr |y S t t el | ul ose
acet ate but y?éﬁ ﬂﬁelgrr[%‘gg%rop amZ(gﬁﬁ%FJhgﬁo lpn%lng"1{a]l'§5h %}lg%n%cg%tm ypr opyl
met hyl cdiak simsedstbestdemst mmmmaﬁtmlhrpglhwhamm acet ate phthal at e, ceI | ul ose
acetate trinellitate, carboxynethylethylcellul ose or shellac. 222. The
formul ation of clains 177, 178, 179, 180, 181, 182, 183, 184, 185, 186,
187, 188, 18209.19he fdfdulatiohdf cthB3207] Bfthed mpritidg at 1b&t onel&feribBating00,

201, 202 03 2&3‘9 2@ 206, 207, 2218 209, 210, 211, 212 or 213 further
conpri st ? atdefist e diohEEGenteolngy ayer.

210. The formulation of claim 204, further comprising at least one non-rate-

controlling layer surrounding or coated on to the substrate.

211. The formulation of claim 210, further comprising at least one enteric coating

that surrounds the at least one non-rate-controlling layer.

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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accept abl e excipient. 123 223. The fornul ation of claim?221, wherein the at
| east one pharmaceutically acceptable excipient is a filler, binder,

| ubricant, glidant, solubility enhanci ng agent, suspending agent,

sweet ness and/or flavoring agent, preservative, buffer, wetting agent,

di stintegrating agent, effervescent agent, surfactant, hunmectant, solvent
or conbinations thereof. 224. The formulation of claim177, further
conprising a lipid-regulating agent. 225. The fornulation of claim 224,
wher ei n t he Ripi dThefyuhalptionpizlpen 214, svhgreinthe hydrephiki¢ agenidp apelbiasge, n,

fl uvast g | t Y ' At 1 n,

pi  avasta ey RaF RS BblyBtyloR Botd Aol Bahleh o3RRG

col est i tirch, cnoesglink8d heopadyrherk or @gelymers of adrgkieaced. am  chol est yr ami ne,
ezetim be, MD-0727, genfibrozil or probucol. 226. The fornulation of claim
177, further conprising an anti-hypertensive agent. 227. The fornul ation
of cl ai m 226216heThs forthifleti@ndficlaing A5, twhesdin/ihe aglbdse isshydenxrdpydi ne,

b il .benidipi t t i, di l ol , darodi pi ne,
i 11t ap areVgH s, RS cars B AR Re b IR ane, cpr ocar tan,

f el odi pi ne, fenol dopam fosinopril, guanabenz, iloprost, irbesartan,

i sradi pine, lercardinpipine, |ljsin il, losartagn, m.noxidil, nebivolol,
ni car di pi ne, Zﬁ'f eﬁg"* ”rrs‘,ﬂa%‘?"‘rg&faﬂﬂ‘%ié’ Whersgn thehvAwpbohingesnt s pyex ora
phenoxy heiganiondle agefit@az0si n, quinapril, reserpine, senotiadil, sitaxsentan,
terazosin, telmsartan, |abetolol, valsartan, trianterene, netoprolol,
met hyl dopa, rampril, olnesartan, timolol, verapaml, clonidine, nadolol,
bendr omet hi azjgle, ThOfpRMaG oftHth 289 WHeRkN B HWall & a SHRIAN ? BRGNS,
perindopril, hydral azi ne, betaxolol, furosimde, penbutolol, acebutolol,
atenol ol , bisoprolol, nadolol, penbutolol, pindolol, propranolol, tinolol,
i ndapam de, nd Ll amd oF | e L., or val sartan.
228 The 1 or i at fictipuiayiabe b 3%, SR Bl iiEhBledEaR G, JE T
agent . 2@8nindhethdcnylatalcepdlymerpdellulosd ave@RScelntves, eelhunlose@cedate butptiatehet i ¢ agent
is acarb or ' lin etohexani ide. chl orpr m iglitazone,
Fargl 1t aaios gy shdbiboleime 8RR SHER o Visy oo R AR HfnorE of

dibasic calcium phosphate.

220. The formulation of claims 195, 199, 201, 207, or 210, wherein the non-rate-

controlling layer is made from one or more polymers.

221. The formulation of claims 181, 184, 192, 194, 196, 200, 202, 204, 208, 209,
211, or 213, wherein the enteric coating is one or more methacrylic acid copolymers,
cellulose acetate phthalate, cellulose acetate butyrate, hydroxypropyl methylcellulose
phthalate, hydroxypropyl methylcellulose acetate succinate, polyvinyl acetate phthalate,

cellulose acetate trimellitate, carboxymethylethylcellulose or shellac.

222. The formulation of claims 177, 178, 179, 180, 181, 182, 183, 184, 185, 186,
187, 188, 189, 190, 191, 192, 193, 194, 195, 196, 197, 198 199, 200, 201,202, 203, 204, 205,
206, 207, 208, 209, 210, 211, 212 or 213 further comprising at least one pharmaceutically

acceptable excipient.
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gl i pi zi de, glucagon, glyburide, glymepiride, mglitol, pioglitazone,

nat egl i ni de, pinagedi ne, repaglinide, rosiglitazone, tolazam de,

tol butam de, trianpterine or troglitazone. 230. The forrulation of claim
177, further conprising a weight-loss agent. 231. The fornulation of claim
230, wherein the weight-loss agent is phenterm ne, phendinetrazine,
benzphet am ne, diethyl propion, sibutramne, orlistat or rinonabant. 232.

The formul ation of claim 177, further conprising an antiretroviral agent.
233. The for A?Bat iTha fomuigtian pf dam 220 hehearin therb leatons Brarposritaligent i's

anpr enavideentatli Bicididht id 2 il Hindd ntficart WHdBRY ddiubiRY ehlanbihg Reeng, abacavir,
enfuvirti dep, saquinavir, lopinavir, ritonavir, fosanprenavir, delaviradine
mesy| at esuspindinguagéntisweatnessand(on flavorngagenio preservagivefbuffer, wettisg@gensi t abi ne,

Tesyl at cispadasugeniomaesando ! B Labine,
cl i m 17 g ar R ch R o Bl RAE sttt or GUBIIRER T 01 on

of cl ai nMh2®df. wherein the anti-platelet agent is aspirin, cilostazol, or
pentoxifylline. 236. The formulation of claim 177, further conprising a
vitamn, mneral or a conbination of a vitamn and mneral. 237. The
fornmul ati on df24c| ahefdrafmlatiohef cthim 17 efuthérapinprising alipidrreduldtimghgdnt.c aci d,
calciumor iron. 125

225. The formulation of claim 224, wherein the lipid-regulating agent is a
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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