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(2-fluoro-phenyl)-[1,2,4]oxadiazo
solvate or hydrate thereof are administered at specific time intervals to modulate premature
translation termination or nonsense-mediated mRNA decay, or ameliorate one or more
symptoms associated therewith, while reducing or avoiding adverse effects or unwanted

effects. The invention further encompasses specific doses and unit dosage forms of 3-[5-(2-



benzoi c acid or a pharmaceutically acceptable salt,
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the invention relates to
[0008FONt i Nlwoise ¢rhesddpyniytheriaventi8a relates to a method of administering 3-[5-(2-
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solvate or hydrate thereof wherein the active agent is administered to a patient in need thereof

one, two or three times in a 24 hour period, wherein each administration is preferably
separated by about 4-14 hours. In a particular embodiment, the dose of active agent is

escalated from the first to third dose.



salt, solvate or hydrate thereof is admnistered to a
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about 40 pg/ml, about 50 pg/ml, 100 pg/ml, 200 pg/ml, 300 pg/ml, 400 pg/ml, or 500 pg/ml



conprising adm nistering an effective anount
3-[5-(2-fluoro-phenyl)-[1I, 2, 4] oxadi azol - 3-yl ] - benzoic
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hydrate thereof to a patient in need thereof. 4.
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R b A I B e

corres@oﬂﬁﬂ%tdlmi ﬁn@o&bﬁlﬁahwt@ &idop. hoaﬂpa&ilcmlaﬁembédlmp&tr thetnonsense
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of the premature stop codon of the disease gene so translation of the gene can occur, then

modulation of premature translation termination and/or nonsense-mediated mRNA decay
entails up-regulation of nonsense suppression.

[0020] As used herein, the terms “adverse effect(s)” or “side effect(s)” include, but
are not limited to, nausea, vomiting, diarrhea, headache, elevated serum alanine
aminotransferase (ALT), elevated serum aspartate aminotransferase (AST), dizziness,

elevated serum creatine kinase (CK), abdominal pain, abdominal gas, eye pain, eye swelling,



pai nful submaxillary |ynph node, elevated serum

| act at e dehydrogenase (LDH), el evated serum al dol ase
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such asanmmmnamaml ;] Qnrrtatﬁe(emtm@tﬁiey lagd hpinap), mosymaferalina hyman. In
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thereo nt to achieve a desired plasm | evel
the dlsfaase ar toeiletaanom mfuinaizé symptbmsiassociadedigh thedlisease. In one
embodiment, the term “effective amount” refers to the amount of 3-[5-(2-fluoro-phenyl)-
[1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically acceptable salt, solvate or hydrate
thereof sufficient to achieve a desired plasma level for a certain duration of time. Preferred

effective amounts are specifically described herein.



effective anounts are specifically described
herein.[0027] As used herein, the terns "manage",

wO pmad 488" and "nanagenent” refer to the benePCTiU82006/012887
effects that a patient derives fromthe adm nistration
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[0029FY NPt OAE vdshketial 8 wnishtrele, dicatag tand ‘Mireatidnal ﬂ:fer to the

enbodi nent s, suchterrrsrefer to mnim zin a[
eradicafionygyasesliomisrofithedigrase A &ymRIGMS ARGt ﬁ’@ dischse. 1h certain

|
embod LT SEpTBRTeh o gy g piead o yopening f s fsess roling
from the adimdiisteatiph af €6 €Rifluvad-plerngbeld . 4ok aliszl-8; ylls—benzmceacai ora
hydr at there atl hadl sea
pharmp i A ceREBI e TR 20 el Ep A SRR GA syt a disease.
[0030]accept %@llﬁedsﬂéﬂ:i% tHe@ERH “JHarmaletifcdlfyaiRa24ablE EARY refer to salts
phar maceuti cal | y acceptabl e non-toxic acids or bases
prepaned cftomrdphegman@n@aﬂy eccepialile nendotig feids gnbases Heidinginpegganic acids

and baﬁ&%iﬂ% 3 %aslélglgglgts 3% Fadls aélﬁ?a%?euﬁha%%géeﬁtl@zﬁﬁre&%apt!ﬂﬁe l%‘ecf&eaddl‘uon
salts f8r iags (?-ﬂhbms&npnqm JlokddiazoltB axpitinasielacit iitlnd dur ajemot

aci i ncl ud but are not limted to, netallic salts .

hmlteménqtalbmsdrw%ﬁwm@émm% caleippy, liivmegASREsIiR, Potassium,

m
e
chlordplﬁ@:iairfeechcdinel dtlamah@imnn& ethylhyéchmameambgﬂamlmm@% -oethdglucamine)

(N-.net hyl {?ucam ne) and rdoc ine. 445 non-t oxi .
and piagrige. BB 5HC 25108 S ¥ at‘f%aott GarmegicAng oreanc
acids Y839 aLetRC ?%?1115 %%I%ﬁll@%hi&lesﬁf(ﬂﬁ& 'b@nzo?cmcglﬁﬁﬁ‘(bﬂslhlfomc citric,

enzenesuf f&ni ¢, benzoic, canphorsulfoni¢, clitric,
ethenaulfemesﬁohhm fumarfop furbte, gdlashaonts, gl‘uaomp;:glu@}abmx glutamle

ool 3500 B A A ARG g

methaBRIBhiC mutR! RARE Pahdot) iptntothehie] ShenPlabétics ph&@ﬂ@tl@ ;propionic,
?antothenlc phenylacetlc phosphori c, praopionic,
salicylic, stearic, succinic, sulfanilic, sulfuric, tartaric acid, and p-toluenesulfonic acid.

Specific non-toxic acids include hydrochloric, hydrobromic, phosphoric, sulfuric, and

methanesulfonic acids. Examples of specific salts thus include hydrochloride and mesylate
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salicylic, stearic, succinic, sulfanilic, sulfuric,

tartaric acid, and p-toluenesul fonic acid. Specific
woemetiond8E aci ds i ncl ude hydrochl oric, hydrobrpoi/ws2006/012887

phosphoric, sulfuric, and nethanesul fonic acids.

salts. BYRRAAS P@g of RSl &el?ﬁh&v&n s kel e, RyALRRN-or i de

atesalts. O her exanples of salts are well
Pharnwnmm?al &:zerh:gs aldth ed eMacle PyblishinReHagion BA (1 390)

(00313t o <PATR8: o Do YAe aBinh i TR R

[1,2, 4][0Ré(d1§z’lil-6 lﬂlﬁéilﬂéi)le?adl@ of 2 gﬁdrﬂl@ééhtl@b]l@}ﬂafdc):ptable salt the1eof that further
oxadi azol - enzoic acid or a

includphastais %@mqt@@m 190%@@ iomsiiic arppyntof aatsspound By nogroopelent
mtermope%{llﬂfj stoichionetric or non-stoichionmetric anount

und by non-coval ent internol ecul ar forces.
[0032] 0032] AAasads}&deih;auhe term ‘tsbirate® mmahs [ §42-€luormeplmmnyl)-

1,24 Rl 2oy REPARC A PhaphAE GRS oBHPE SHHEhgOH Bl s

1nclud5§§§tofcﬂf&1ﬁ@ﬁc bf‘ﬁéﬂi%fchﬁm%n% &tﬂbﬁﬁ%tfﬁ'sﬁlv@ﬁt bound by non-covalent
non-stoil chiometric anount of a sol vent bound by

intermotaculaofatesnt i nt er nol ecul ar forces. 4.2 Di seases
Associated with Premature Transl ati on Tern1nat|on

[%).233] TS | vt.| uys tli Qf 163 hng

mel i or.at ed the su ress renature
0033f "5 L PEES B %Wﬁgmp SRR h&? ﬂ%‘ﬁ% ATl Sitine o5 maspgine
diseasB€6 sdrilerd aRRlibRR BYNhe bupiRdiion DF peshititett@Elation tePménation
patient in need thereof an effective amount of an

and/omogsmyemqgiaaj@d MR A deesys @,pg,tl@t vghich g)_r{l]gm@;a.dmlmstermg toa
patlen urh 28 tlpetﬂg&%)ef %;t'lge' ﬁ&ﬁ?gg% &laﬂﬁ bYcJa]val?a&g@ ngprcﬁﬁldg .8r 3 [5-(2-

arnaceutica acce

ﬂuorotﬂlﬁﬁy?l@-f[) 2@1@@}&!&1&2!93-@@] Hidemd asidges pﬁﬂﬂﬁ%uﬂcﬂhymgceptable salt
gi nens descri bed_herein. 0034 I n,one enpodi

solvate FBhysirais dhtreq h perdiBR (o PP e RS Soseribed herein.
[0034§r evengy &gz &ﬁb@ﬂ@&effﬁ%esgﬁt 1ﬁ%tféh%ﬁ@(§ﬁ]toa{s%tthé freatment,
ssoci ated w t

ene “exhi biting prenature
preveﬁtrcmmr Ingetriagemére Manﬁdlseaseahaﬂ Amssmatsé nstb-angsae aKh;bltmgm@mature

. .I'n,one enbodi nent s, due art.,
wansIg oG iPieR S PRaer G RN G gy b e bR e
diseasB iEARL W }garﬁtt@ﬂlequ ex ﬁbﬁ bEtheXehPteesltial e premungd stop

may exhibit premature translation term nati on_ and/ or

codonn @ipseifis exarpliea pEgeneRNvhidhanay it Bieswaye frapdating fﬁﬂ@@aﬂon
ool SRS HORREA) 0 1000800 B ot

tenmﬁﬁ@h laﬁcﬂbt ﬁkﬁhsbki’sel Ilﬁ@d'\%tl%@ nﬂlﬁﬁA d_?_ﬁet}i are fomfllﬂtlh @HS. Fent Application No.
i ng Sna ecul es That Mbdul ate Prepature

6013987 A et Vg Ao SRR 8 S LTRSS Mot b emature

Transﬁ@?@?fﬁm%ﬂng (g} AU R oAdens? Miat MRV A ?)elf%g %‘fp{u%% g@, 2002, which

erence inits entirety
is inc@p@@teﬁlhereemrbpdefmnte intitseentiedtirods, conposi tions, doses

ousefTL SGoR8% e SR onc o8l e . 450, NSl
forms and dosing regimens provided herein are useful for the treatment, prevention or
management of a disease associated with a nonsense mutation in a gene in an embryo or fetus
who has or is predisposed or susceptible to a disease associated with a nonsense mutation in a
gene, such as those described herein. In accordance with this embodiment, a pregnant female

is administered an effective amount of 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic
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managenent of a di sease associated with a nonsense
mutation in a gene in an enbryo or fetus who has or is

w@e@dils@ssed or susceptible to a di sease assocPat/@d2006/012887
with a nonsense nmutation in a gene, such as those

acid o1d§ %Q@Ql‘[l%?ﬁ}e h&eptlaﬂle%ﬁﬁ LAARCS l‘g'dﬁﬂe Hatedr YRR IR through

regnant fenal I's adm nistered an effective anount
the placénta to the embryo or fetus In a particular embodiment, an effective amount of 3-[5-

T N R A Il S Pt T

solvat® ¥Rk fte (HRESTAS ad?ﬁin@sher@@@ﬁtﬁ? té tHeQghahhnpllacenta to
the 'enmbryo or fetus. In a particul ar_enbodi nent, an
[0036}3f f ect Pissasgson ﬁ{SO]@lﬁtS@Sf@Jated with or ameliorated by the suppression of

premal(.lﬁe Lﬁ%‘g tﬂ)npcg tlor{ %nd?crﬂoﬁ ?Sébfl?gasa AFvat g n?ch?cfe' gut are

arnaceu accepta
not hﬂm‘ysdlr taf £gdriede dQ;EaSeScaidaﬂ A Siiteinetiuny dillsdaegse terblbbdadxseagmcullagen

femal e. [0036] Diseases, or disorders associated.with
diseasg,digfteds; %P%ﬁre%easper@mée Jisrsrasup blrrasie it acardiovasclar

diseask ra(a:;ﬂﬁﬁ@fl ?Ql ds‘eﬁéemaﬂ %ﬂaﬂﬁnﬁ&%/ cﬁgeaﬁp&sc%ﬂﬁﬁl' RS stei R ase.

I'nc but are not "l'imted a genetic
[0037Hi seas8pecifingeetic diveanat wiithinthe s@p@@iﬂ@ methbfipefthe invention

N IR T L

mucoﬁﬁ?éﬂb&‘éﬁﬁ@éié apdll SRASH, cohgPutalBd@hN HbsFlasie, adéfomatous poliposis
| ammat ory sease or central nervous@szste

coli, insdippel. Lqndas Plsesyre didnkes Sudeerne, hemophilissSemmiphiliadd collagen

f.th h
VI, ERRER e, T S S AR i
HurleZs 8{itirdhe, @MnC’IL(SiO@I Syndromee) poiryisg Chamot-MesiasTddtly Pésebse,

and I11), congenital adrenal hypop] SI a, ade t ous
myotybglap pygpgthzgoxqu%myq%@r rr}_yé)ﬁ@ 3 % g)écg@ ghoqg@qura plasia, X-linked

I
com YA B Bl ISE ey Bl
adenohiamms polposike pynivyte c?&hjadrbgema@ déficidrey, sheBytdtonnsa,
neurog&;)fg]lélgc@%sowﬁ%/}l gc%{?e{{eﬁi}%gg%%bemyr i %‘%%r G O%%/Sécgﬁ | dgs‘%ggeh Rett
Syndrmﬁg pﬁ&ﬂﬁ?anglﬁ plLakedy ﬁéﬁ%ﬁfér QY EPhasd c;@pla%ﬁ'aJ’sl<i'i1k;@z§5g1hty syndrome,

I nem a, pol ycystic di sease, spi nal
Len-\Ivfmlaiyls«atromlrcrstqgma ridlets, hymphaﬁvélﬁ@nmca @érep@leulp@kﬁs@phy, gyrate

ano B S PSR a5 SO PSSR i

porphgg§ aRlen Biveadd A& 1itH cpehs@olyRetbullGye) WiksoR, Disease, Treacher—Colhns
rmansky- Pudl ak Syndrone,  ectodermal dyspl asi al ski n

Syndrpmgwruva,te kipagk aficiency gianfism, dwgytian dwapibatoidisns
hyperg‘%og? a%ﬁ{%hcpolgggp 1&1%’5?1"‘8 » i AEE RAL AR PEXRYS rd?:f%'ﬁé’e C, Cystic

€roscl erosi s, sensorineura
F1bro$1§ ahueslar dghnbbnit@art Bmehseﬂqﬂﬁa}sﬁonﬁc atheiaiteinegiettadiefomilial

rphyria, Cowden Di sease, Herlitz epiderno
hyper B alemp FOWH PR oo Fr RO SUaEF ATeies, T BHpsclerosis,
LY ism dwarfism
DuChﬁM]potﬁstcrﬁloa?glgs gptﬁ);%ﬂéc? yr 0| ?%%H{eagl ng, obesity,
[0038Par Ki ni;m)mﬁ(ﬂhﬂl engmelemeny) thegenetipidideass idias @g@@nmuneﬂ;@pase Ina
prefergq qrpg@;ds IE?%{EXT U| r Hént y Oga:ﬂy é §fﬁa’foq<g?§€rlt1s or grgﬁ $¥rsus host

diseaddyPer chol est er oI ema, retinitis p| gnent osa, |ysosonal
storage di sease, tuberous sclerosis, Duchenne Miscul ar
[0039Dyst r o@m%othwdemm&rg@ntgyp aensivis disease is a blood disease. In a preferred

embodiment, the blood disease is hemophilia A, Von Willebrand disease (type 3), ataxia-

telangiectasia, b-thalassemia or kidney stones.



[0038] In another enbodi ment, the genetic disease is

an autoi mune di sease. In a preferred enbodi nent, the
wa@uodosiindshe di sease i s rheumatoid arthritis orpPQr/ak1006/012887

versus host di sease. [0039] In another enbodi nent, the

[0040]g en et ) aﬂbﬁx@?ﬁrﬁb%ﬁm@mb k&%n%@cﬁ@e%%e is! aﬂcd’lla@ér?fh@éafs@ dIn a

i ment ood di sease Is henoph
embodwlbmteﬂhe anldagdnsksmee i§ Dytpegedysis anla@rfeataedrmgh@aﬁt aS| a

b-t hal ass i dney st ones.. 0040 I,n . anot her
[Oo‘menbodlIﬁeaﬁf’ﬁne B@‘Eﬁ‘&?ﬁ gheogeggtéc ?ageé; dighS'Syen di sease.
[0042]' n a emhedikkahbodinttng dd faettc dikasasead iafloghRogedisas. na

i nperfecta or ci rrhosis. 0041] In another enbodi nent,

preferefl emipedisrant the g@amat@ryah%@ﬂégﬂhlp@mz] I n anot her

enbodl
o700 g DRI 005, AT
diseaséli Beasenidanéithd deatral KPR]S shstemniidensy is anieonhdmﬁaratwe

the genetic dlsease [ central nervous t
diseasey Beamelerier] camedBRBIbdhHEHR P vRRTDREM Wers inielegerosis

muscu?zlr%ig%?(ﬁ)élktsDaclﬁglﬂé gﬁltggg%e&ggﬁr%ﬁs AARARE" s diBeRe, I Richeisease,

system di sease i's
late infantite rmlumrrabd:&rm«ishmfusmmsms I(IaH\I(ExTy)sQIrRaplhmonm@lh@ﬁﬂe

| h
(00441 3ol entics eRRP e St bn e FOTRCTT PO PREENEdi o
embocﬁfnleﬁpﬂge BhcdFad &t the ﬁé‘adsarfa' 2R %Se, kit Hiduth ﬂh@ﬁ@bé@hagus chest,

nbodi nent, the genetic di sease i s cancer.
bone, bmgf elors digoriddictum; stomtaeh, quertate, treashfovanes, k@aﬂy divgt, pancreas,

brain, Bgﬁséme,le%:ﬁg ot lélgﬁeg?jls lel‘?‘la n%ncg{ 9a%tbe Tﬁﬁ %9 H‘?e’tahs‘fal?lgsbanccrs include

Fectiu prostate,
solid tB@aS hemMRIgi AP carse@nay ottel Mﬁfplasp‘.an cr e as, br al n,
|ntest|ne heart or adrenals The cancer c¢an

[0045br i mar Ip anothes prefersed embadimenrty thejcARey dpassaiagd mﬁbﬁp@or
suppr S%E?%‘gﬁés (%%eé%ﬁ@@ﬁ?% a1288h20 HR! ﬁé‘{??f’i 254857, NIOR4SEr 411998,

odr ment , e cancer IS associ ated
Proc. Matl hAdadn®ei. B8pH PEs 658 79ETDES ; Kﬂ&geﬂtngO(@Nlamrsl\@ldmme 6(12):

1335- R Suab RmOHPpIceISRg a1l Pho 50! LRIIR Kol AT,
BRA@P%@{A&?WSEQE;E 'P@S @ﬁﬁ&)z NESIGFA, 391, SHecks3t uror

sdppressor ge incl’ude, but are not limted to, APC
[0046ATM BRACDhartiBRACY prdf@H:d erph‘cﬂmnelnbthe@nmsupmssormge is the p53
and

gene. ﬁxﬁgwwta%opﬁéa\{e C&E}ﬁg?‘g l:ﬁ/el ERldq‘{gll%E 5%%1 1méohcated in

canceP\OS/BRAS Rofbdhad ﬂlﬁt‘éﬁoﬁ‘ﬁ%&h@ﬁﬂlgdnéeﬁ% f)d:diﬁddd:ﬂhﬁf:ﬁ%s%ag Masuda
gene and have been |ﬁg||cated i N cancer.

ot al., Boe Grobei N ETToRed. ASANEO 3O al e, MOLelI 10(3):275-80; Li
et al. &ﬂﬁﬂﬁﬁé pi efg ?@fct) D, ’Yaﬁséy?ﬁa]]@b9§%lbodﬁgﬁg2h3é%k?ﬂu 2 BP
21(2):104-3) FiAkBIsBai erldl., €998 Molamagh. (BB -, &&tjiyadl Ayl APISIDis
Esop};;?sg)l (13&112'7 3«8% gl%gwéq%g?agq%g a} é@ogglg‘gkeq\és(%qé a 126; Radig et al.,
1998, 3fub) Pafo 2o (115418 YRBBS dhruyerl? 4B, 19985 Int J Cancer 76(3):299-303; Wang-
Gohrke et al., 1998, Oncol Rep. 5(1):65-8; Fulop et al., 1998, J Reprod Med. 43(2):119-27;
Ninomiya et al., 1997, ] Dermatol Sci. 14(3):173-8; Hsieh et al., 1996, Cancer Lett. 100(1-
2):107-13; Rall et al., 1996, Pancreas. 12(1):10-7; Fukutomi et al., 1995, Nippon Rinsho.
53(11):2764-8; Frebourg et al., 1995, Am J Hum Genet. 56(3):608-15; Dove et al., 1995,
Cancer Surv. 25:335-55; Adamson et al., 1995, Br J Haematol. 89(1):61-6; Grayson et al.,
1994, Am J Pediatr Hematol Oncol. 16(4):341-7; Lepelley et al., 1994, Leukemia. 8(8):1342-
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Esophagus. 11(4):279-83; Kawanura et al, 1999, Leuk

Res. 23(2):1 15-26; Radig et al, 1998, Hum Pat hol .
WQ@2(04/114831310- 6; Schuyer et al, 1998, Int J CaPCEUS2006/012887

76(3):299-303; Wang- Gohrke et al, 1998, Oncol Rep.

9; Mcﬁﬁﬂfr): P&, 899F Ul ORn Eincdll 12 geﬁs -3¢; 1RGRS ezdaz'\/&994 o herk.
-27; Ninomya etal, J Dermatol Sci

9(4): liﬁﬂ( 8 Nakeguga etrﬁlhéﬁ%thalJ Capg@éiesc&m%)*ll%t& Dapidyffiet al., 1992,
9 12
Oncogehy RT: 12753553k 1iosl or 01, RRREES Biomtha et i,

17 7(3F9@1b6rl,th@ distlosdres ofl ¥hioh afheleljintémpoeted Hofelreftddn ifeir
Dove et al, 1995, Cancer Surv. 25:335-55; Adanmson et

entireigs). 1995, Br J Haematol . 89(1):61-6; Grayson et al.

0047 994 ﬁf‘&tﬂ & h ﬁ't'@'@ée‘a 1Y tJ:?( eveRfelof

[ % | ey e% al, 19% Leu esﬁa re? pll%S\ZZ 90 VE a??/dr%y

admm&tteraig,to a%ﬁentjn @kscth@robin efi@(i5 a®2Bnt3d;a IHh-(2eflatrogihenyl)-

12,603 B U i R Bl 1505 P
thereoDHeA@RNSut afd hot'liifed33; soldFuhsh) sk Em8E! ca?émorﬁ@@ tibrosarcoma,

Bi ocheni Bi ophys Res Commun. 177(3):901-6; the
myxosresmap inpsssconta, ghinshosaresntre petbyEaniTCwIqoDIea thefdpya, angiosarcoma,

endotsf SRR He ot Eldha BB Sl ot lipteRba Sugioma
mesothelivage 8whiye’ 8 cithet, Fli@hydigrcbmagrhiabidrBydsatddniagesioh bateea,

an effective amount of a 3-[5-(2-fluoro-phenyl)-
pancrqafic gam:Fb)bgqﬁs‘bga@perg OYATjaniSERsE; RIogiatefapgergsquamous cell carcinoma,

basal %{1}126: 1t Ca]‘c‘lé’lllcflcﬁrc Tﬁﬁtsg?@%t%lﬁﬂ éarm (ghé/ %E@ac%u%ﬁ'l?ﬂﬁa?cmoma

paplllag rcammEmac ﬁaiplllﬁtgrmxisnodardmmassg cysltmipnmaxmﬁma,amﬂullary carcinoma,
osar coma, chondrpsarcoma,. 0steogeni ¢ sarcona,

broncleq%ma&ﬁ@m% Feelf @g?ﬁcmgwaolaeﬁéiorr@s Y carcinoma,

chondc%@ﬁﬁﬁﬁg seidbma ”&nblly&m hanRgi AN WAe! LAR] rc%%l cancer, testicular
novi ona, nesothelroma, Ew ng”s tunor,

tumorl gsngmmamonaall cﬂhb@g mmmhhtdd@dammm cpbitlglia] carcinoma,

1 ancre tic ca br eastmcaﬁcer gvarian canceg, ..

& 1°m%@8‘§?° LN atﬁﬁ’n%ﬁé QR RgiPRrn SRA YRRy KERts

sarcorB® peica e, h@xﬁ@ﬂ?@lﬁﬁﬁbﬂﬁ@ %ouﬁibﬁﬁhr@h@@ﬁg@c%n@fd’gﬁﬁﬁ}a menangioma,
sebaceous and carcinoma, papillary carcin

melangagi neugrbjasinren detinabiasinmea  bigeskbara Hgnal 65HD bﬁnphoblastlc
leukerﬁﬁd?(!ulteal ?1851%5 oﬁace lk?é’lﬁ{gﬁ%g) E@I{iﬂ{o%'lﬁﬁﬁi-ceﬁﬁ@ﬂlemla acute

CIﬂOﬁH carci noma

myeloblasti¢ RakdtiaNoutEs pmﬁryehmpﬁc leammgaparaite manchlagitdeuléiiagicute
tunor,. cervi cal cancer teStICﬁ_ﬂr t.unor Iun
erythrlspkeriie JelcempA R UlE srqeakanieplesticdr s, hsdpsomonocytic

leukerfiA! Q(iul'fhotgfﬁ'rast gﬁ& @ﬂlé Rlik&Aa Cédi‘l‘?é%dlﬂ’éﬂe%ed %ﬁk&ﬁfé}/ LiRBRic

cranlopharynglona ependyno
myeloKmm]sukesmaminmna Iymphrestio fmkemmnhmgsf bl lasltamma, or multiple

myelof AR e HHEIRGDE SEVEIAES 4 P Geleiitn oRehs B4 <

eds., pﬁjumr 7628@5&?(3& pophobl astic | eukenm a, acute

ynphobl astic B-cell |eukem a, acute |ynphoblastic
T-cel |l |eukenia, acut e nyel obl asts | eukem a, acute
p#dny eDasesrand DosimeRegimenst e nonobl astic | eukeni a,

acute erytlirol eukem c | eukem a, acute
[0048}re gak aWjithenbkeing limitad btithgorndha presrpé Inyivahe: grcompasses, in part,

specific doses and dosing regimens for 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic
acid or a pharmaceutically acceptable salt, solvate or hydrate thereof that optimize the

suppression of premature translation termination and/or nonsense-mediated mRNA decay. In
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| eukem a, acute nonl ynphocyctic | eukem a, acute
undi fferentiated | eukem a, chronic nyel ocytic
wo eakani4d83 chroni c | ynphocytic | eukem a, hai r ypCEUB2006/012887
| eukem a, or multiple nyeloma. See e.g., Harrison 's
a pref?rfédrlﬁl'lkmdﬁﬁelﬁf the @ﬁ)%&ﬁ@é ¥k IﬁﬁNAE&’eQ:@ ?esgftﬁﬂei‘f@d Qor?sEnse
, . 491-762 (15th ed. . 3 Doses and
mutatlDO@ifE@URegl mens [0048] W t hout be| ng I i i t ed by

[0049 hgglr %/}Fgé g«g ez §h0 S a)g ﬁ}eﬁg%tlggp %ggogn?agf. %hesttea{merﬁ prteVention and
manag%n{eﬁt ik dasey tecapibbniil ﬁre{/énie%lén])}oﬁﬁ@ ?;Z@ésuﬁr o drefefiZeirsnslation

acid or a phar rraceutl cal accept ab salt, solvate or
terming{ign aadior pmseRse-mediated pr flécatyms Swﬂ%%@?@ﬁ while reducing or
r
e ———

adminéstiation foerhe ddses ambdestnpseginsohs dtedibeRhéretteis ayal (2s pingsstion of a

from ense nutat.i on INA. [0Q49] The.no .
solutiog, BRI SPIUERE OF AGEHEPD w1f3ﬁégﬁ'\l§a%1§0f1ﬁ%l‘$%§bﬁ%§w saturating
conceREMAYraOvandnffanagenent of diseases treatable or

prevent abl e by the suppression of premature

[00501 r ans| Zh¢ deses endrilosing wgimerd/doscrived herespansdibughbth eRMAful due

to theff 36 B agBie TR b Fatri i dlep bl Plgteit PR flos B 3he g agent.

Witho®t b&fd Emitlh 8y Mt it 8 dhdugut ﬁxa@ichﬂﬁ[ﬁgrbhﬂtrﬁzﬂhtaﬁﬁné ) Eel&th%ly
doses and dosing reginens described herein is oral

constant plasma FeRrpesirtEm foacave:, agent (soeh asthess despidbasionsestion 4of) over,

for eyl ) bk Doy b SR A oGP BORY e o pient.

The dé6kes esd &csnﬂngd&gilﬁ@xsrdemri‘ﬂedskleféeSMIubﬁdl foe nehiaviag and hnairghihing
to be useful due to their ability to achi eve and
such therpprusic plasmgeonsentiaiony fasHveess@ent rat i on of the

[0051flCt ' VeIr?ttSiﬁege%m a}:%ﬁlgﬁ)[u{hek}ﬁxll foh kaThbER al%eﬁlB%meirhstéﬁng 3-[5-(2-

hought I eving an mal ntaining a rel ativel
ﬂuoroqdmsylaﬂljt ,2 @l @sadiezobhrydrbanatic apidof agphbimasengehly a@s&p&ta’olasalt

solvattg ar gcggtggli F(?ﬁ’vdlbﬁil‘ellngﬁc%(ilgfg 6:%1@3)1%%%11]?%%%%& acpagﬂ)en? n fed thereof

once ihRaNaReUttosr péigct to the patient. The doses and
dosi ng regi nens descri bed herein are useful for

[0052hchi evimenodire embiodinadnti thy lryanmprt 1gkatesie @tm@h?zﬂ afsadministering 3-
[5-(2- ﬂﬁ%@gﬁﬁgﬂ& [P?%éo*aﬂ@%é{-?—gﬁ ?01{: 3&8 oEchi e},?glgtlcaflly acceptable

salt, sGl&Hfe i ﬁ&@ﬁteﬁﬁer%of Whéréin the active agent 1s admlmstered to a patient in need
2, 4] oxadi azol - -benzaoic acid or

fl h
thereof u‘é& é%?gerggﬁ emll bmérd@esflawhee@a@p@ a In{sietion is Migrapte
separattaftgfzﬁioum qrél% rd Lﬂzr eo%&%%nﬁ&?crltz Ho ?ag?]ﬂggjé Tﬁ%l&?@m‘iéﬁts?the

ent I'n nee once in a
actlveragémt@dn b @dini]istered afoo txenple,rdd adiaheme, suchas breakfast and supper.

00531 & (5T i BRI o o PO 3. po gppisterin 3
[5-(2- ﬂﬁéx‘é ﬁgnﬂgbér g‘&&%}étszﬁjyl]%eﬂﬁﬁg RtiaRra ﬁ@hﬁaceﬁt%a\n@ta@c@table

reof wherein"the active agént is
salt, sddame or bydetedhereofwpereinghe agtiveragent is administered to a patient in need

thereof three times in a 12 or 24 hour period, wherein each administration is preferably

separated by about 4-14 hours. In a particular embodiment, the active agent is administered
once in the morning, once in the afternoon and once in the evening, Preferred intervals

between doses include 4, 5, 6,7, 8,9, 10, 11, 12, 13 and 14 hours.
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thereof two tinmes in a 12 or 24 hour period, wherein
each admnistration is preferably separated by about
wd20é/183 s, in one enbodi nent 12 hours. |n t hBSEUS2006/012887
enbodi nents, the active agent can be adm nistered, for
[0054£xarrpl th ot erﬂﬁﬁﬁm%ﬂlt”ﬁle RYCHF REVOREA I ASEa1aRE tlijd{? ut a 24 hour
I n anot her enbodi ment, the invention relates to
periods Imanéiber @ﬁb@djmem, Hreesetang ctg)se administered is escalated (e.g., doubled). In

2-flu xadi azoJ - 3:yl ] -benzoi .
anothiyafyogiméfRy @a PRGN hecoha Bost iR BERLard Ity coBSRGIRRG g thind
dose d’dﬁﬂﬁl@&ﬁidﬁb @éc@!hfced/@%r Qloﬁblebﬁ At paviecdr@mibddiment, the three doses in

adm nji stered to a gatl ent in need thereof three ti nmes

a 24 howr peripd ap9 adminisgered proording tothe famyladeh 1Xd Aia vbereaX isoh
t 1
pamc%lgl} itrllxlit(;farlJ ?é%b%)éﬁgﬁd@ﬁ@% ﬂﬂg?{é o?ii)? %\ﬁe/é%? I gﬁésﬁlér erfﬂgbd"i‘ment the
actlveaxgamtns sdrainéderod edthim(itel) befons on afgr) aimuel(b r15t B@ 45 or 60 minutes of
Preferred intervals

the pef R EABaE oI e o mens, arg opliapamut o heaeivg pgen
sprmk?&pon]d]r €8 $n {54 ad Q@B HRARAG: RO Etct1‘1eha%h1qﬂ§ %dt‘ﬁfmst%red

active agent is escal ated throughout a our perio
withoutrfoathot her enbodi ment, the second dose adninistered is

onsef 22 et Sl SR S R B B B itna

the acﬁ%ja%éﬁﬁwithirfs’b Haskesadiet AheheitegdploxiBseR! @! 6€dak®1 Bhour intervals
articul ar enbodi nent, the t hree doses

(e.g, Wﬂ&@ﬁh‘n@ﬁtﬁr astl ~a¢ Q) BMrifter bméh,@@d@é CHOAIPAG after supper).
[0056Lor mul ﬁi 6& angftjh%‘ 7@%&%@ t; Ele&éle%ilgn P&%ﬁ%g fo%? radfn% t a% on of 3-[5-

n ano

2- ﬂu@@’qﬁﬂhjﬂMI 2 ﬂ@&d@bl-&@ﬂ%ﬁélc laSidad mphaﬁhz&feﬁdcal\llytd@ce’ptable salt,
before_or after) about 10, 15, 30, 45 or 60
solvatﬁphhr@teéher@%n sinslecordivided (e £ BE imes 18324diavs aptiedoses

S S T ST

mg/kgpayelrt00insg/aghi mightgerme b Owng/hgyuit mpgdind[25068kg Al mg/kg and 10 mg/kg

rtlcu arI preferred dosing reginen is tha ere
or 2 i a1 kgl naear Bareen Beskets ot Bguistiat Phodimsnt 335-2-
ﬂuoro H%H&l?%l a ﬁﬁadﬁzﬂ?@yl]%en@&@ ek PRy &euti&ly RB&htable salt,
hour 1 nferval s .g., at -7:00 AM after breakfast,

solvate or hpdreethéreedis admuhsterad@n atosenfabowi-6matke, shpwer-9 mg/ke,

about koli%s(sé/ggt al 0{1%1%612 Eg sat%ggw ﬂggligi’kg (Fregboﬁltv let{]ﬁi mg/kg Ina

particfldr éhbQiifef) 82 -fluoro-ghcklyDXadi, AjsRhdidzot-3} yl}-bewond &id or a
acid or a phar maceutically acceptable salt, solvate or

pharmggeitiseldy aqsepieble sak, solvagn & hyrrade thegrod 13 adnginistarg ea dose of about
4

s T 0 S OB ORGSR g

In andﬁlgaf Iegx.bodmm#c leqry @losk dfGle BYb Kg—ﬂubrdrghétgrl)a[rldz @@xaﬂ;éﬂmj 3-yl]-

benzomlcg@ aﬂ%?q(@a@eéltlﬁa B'aqc(gﬁ@talliﬁﬁ s% %?g%/é]ggratq desgrt e(i< in the

precec?ﬁ% Eﬁlﬁbﬁ1ﬁi’éanﬁmgg11ﬂ§t@fed tBrel Brded jng 24 hour period,

oro-p 2, 4] oxadi azol - 3-'yl | - benzoi ¢ aci d or
[0057h phar Iram@&har ccaiuoghnmxt,db@ tvertigaletatesgolcoutiraious theyapyavlerein 3-

hereof | tered |.n a dose .of a 2-6 / Kk
15-C-teo ey A e S sl e R S Hinthackitoal i kptable
salt, s@R&e or hddrdR tHEi/eKﬁs Qimatabled H8iY % APAtkeht il Meed thereof for a certain
period of time (e.g., 5, 7, 10, 14, 20, 24, 28, 60 or 120 days or more). In one embodiment, the

active agent is continuously administered three times per 24 hour period. In another

embodiment, the active agent is administered continuously daily, weekly, monthly or yearly.
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particul ar enbodi nent,
3-[5-(2-fluoro-phenyl)-[1I, 2, 4] oxadi azol - 3-yl ] - benzoi c
waeiod/100488 phar maceutical 'y acceptable salt, sPCTABE0E012887
hydrate thereof is adm nistered in a dose of about 4
Ina sp'%'gﬁ' K Q:mb%aﬁﬁ’ént Zchggétm’ag@f?tqy Eorﬁm‘ﬁgﬁé‘i? adlﬁﬁﬁé{&eé GhrB®{ik8s per 24
about ng/ kg or about 20 n anot her
hour peritxdali d@geﬁt of admayt Hogéignhbauité mg/kg and about 8 mg/kg for days, weeks,

e R R & Pttty JEREyfrec

three thi&l Rt 4 UB6E dpértaﬁtiu Bsek € afe qemlg/la% anidsbout 14 mg/kg
admnistered three tines in a 24 hour per [ 0057]

for daysy waplet Fonths s yeatse it @ spaselq ekadiment, vh@|aawsa&eat is continuously

admlnrsgéﬂécgﬂ?%&grgl% r@@%al }9@?&%%5%}1?8%% gl%% ﬁ/}(g, about 10 mg/kg and

about 2€ ity/layr foa dpysa mrelese iiondal dr years ¢ hpdsaahl?é heat perlcxkthartahe active
hydr at.e t her eof |s dn1nlster daj.ly to a atle [
agent (R 8 INETEo 19 BiFTeRetlE AR e TS RAPPY I@atePY56 > §, and 12-
hour irt@ a%.‘k ngz, Qt ~’%)O 250 af8PbRAK 40~ A8y PMP Bftémﬁﬁ)h ahdat00 PM after
enmbodi nent he ‘active agent is continuously
suppedd Monfisuces elmbrawlsepretfenabbf yed f@4hdtseatmpnt;, prryyention or management
t he ve.agent i s adm ni stered

her. d'
Ofcysgigﬁ:{-ﬂ?rﬁtr?féggi)g)l M%Eﬁ@ys‘m Yhly or yearly.In a

[0058pPeci f Treagndif ?;bff&[bt for b BBuBE bf th6ra Eg OAM spaB 028 FdeRUBSK ks,
adm ni stered three tinmes per 24 hour perjod at doses

three wéekabiour waelsyfike weeltsosixx weekdy/sRypnatiepkarright vesekmigp Wegks, ten

weeks %gédal W%eﬁ{é St'WEeED inﬁ : Slgnrge%ﬁl I§zx$‘eek4§ @%@'}]et%ﬂ ﬁ\fjé'gf(ég l‘f“our months, five

monthB Ik RontiR! §deh RioRhst elgﬁﬁmmﬁhs Eﬂndmunthp,eem mdynﬂis eie)\msmonths
of about 7 ng/ kg, about 7 an aboui 9

one yegaywo yraskreesatsh U WeVé»é}‘ée Yelaﬁ o4l histreatthent periods can

T

Fee tines 4

four wakks iwa twekRs, 8iy Wegks adeven w&éksngugh‘gwmks mbowemtw@s eleven
for days, yea

S
el BHS1GE S DRFEEK b D 4L A0 TP Sher L, M gix months,
seven %cﬁfctl?sr @%hﬁ’ m@ﬁiﬂﬁb niisd slofths! BA ﬁﬁ‘)nfﬂsnaévélt maRRs Q?h'eXB&Ie‘on years,
hour intervals (e.g., at -7:00 AM after
three jmaealfmas/ears~ﬁm parsPw lafigasr Shemddicrminations carybomapgby one skilled
. after Conti nuous therapy is preferably used
lnthePHKe€h8 %ﬂ% prevention or managenent of Cystic

[0059? | br osiga §ﬂ@icﬁlﬁ£&ﬁ6&ﬁnﬁh§ eehtafenDisontipivns f§:0068lys, followed by
reat nent periods for a course of therapy can Sﬁ@g
no tregfinskat fonm dasss fallowat becanaRass treglinenidendd) additimal,Lhgays. In one

emboé:lénéa év? e Jose %ﬁ'ﬁuﬁlﬁglﬁ% 3\)/18”4 K treftldit i@eﬁgﬁf th&lhat given

n wee s thirtee
duringd tefirecad d@@ bﬁtreeftmant rAsd fen- 11fnumg exantphs a mtlxntrm neddsthereof is

adrmisgA o RHTHO RS OF S (3 MBPIo Dhsg e Aot oKzl AP Retp g pcid or o
pharrr%tg@(ﬁﬁalli hé’c%{)bég%rsélt%olvaowgﬁ{oydrél@ ﬁletré(ﬁf{‘& g'e BtmPRE,| PR/KGARd 8

e Int rupte perlos rest can span a
mg/kg)aly a2é rheux/\mﬂqd fovvb4 vedlosipug &ayeefo»blew@ byflé quayWék@ut treatment,

o e B Y0 PO g o1

benon@e?Jf@ or 4 PTBESUHEIBK §ocef>t@b‘l’é AR HoRste b W@rdi® tHelsof (85X 10 mg/kg,

ths, seven nonths, el ght nnnths ni ne nont hs, ten
10 mgﬂmarwo wighgdin adh e peamé fgreear additignal, Ehpentinuous days.
[0060] In another embodiment, treatment is continuous for 28 days.
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three years, four years, five years or |onger. Such
determ nations can be nade by one skilled in the art
W@ 200g/110483 physi ci an) . [0059] In a particular PCT/US2006/012887
enbodi nent, treatnent is continuous for 14 days,
0061f ol | O\Aﬁﬂce@eérﬂ&nlsécﬁﬁkﬁ@@ §.oradé D ob e Qbﬂ 3-y1]-b
[ };OI’]II nuous %reat ment for[a%r addpﬁﬁ%ﬁ%ﬂ % e Y] enzoic
acid oparbbatimaentticallh ecagptablegiall ssol et oy drdie theetmfmﬁadlmnwaﬂ}sd
f at.nent | reat.er, .t han t.ha i.ven du
accordbh tor B8R bnd SoShe SinEiiuty SatbE! nelhin i cObined i agecond
active %Félﬁt(é .8NkinhiltaREA ]y Hredeg@dntinByadAipaitRURE 6fbbAInRAt9F6K2-

ﬂuorognl{egylafﬁl Rilwdiagkdnyllybenroip agifl ox adhasacestically ageqprahie salt,
5 |

solvatﬁS} H%C?{éte egggfr 1@%@%&&%& Llér’rcé)?(gﬁg% @R dﬁf(e%%a gogﬁ%ﬁggyﬁg

descnberd leerdid it ovmbimatiowdithan aﬂrﬂnag@yﬁosfdﬁpajsorda}mrofdoh panaeehtic

by 14 gll S Wlt out treatnent, followed 9
enzymgdgﬁ At $/ tig, i“??H 1358 }pmog c%gceagelatp an omega- fatty acid, a
chemo%helr%)eﬁl%c ah&ﬁr& 291%&%/ t%ﬂlac%nfé}l% ?Z Phe §dﬁi nllstrat%ﬂ 8Pitfe

acl d or a pharmaceutical’ly acceptable salt, solvate or
secondgaivatagentivan deforieal genterdl(e. rggbiag dumdena_g/r_kcga]a,mremeral (e.g.,
intrav%:g)ﬁ%(,ghﬁ%gerla E%tpa?#l%s&g]@f,lsp cuaar%(r%)ﬁsg }r%@alg%%a[ ﬁgh}té[r%peritoneal) or
intratﬂeﬁgagﬁre&ﬁatm SmbOMi oAty 85 55 2fludf-plans 1) [@ 26 bxddlaAeBtyA]-Benzoic

enbodi nent s,

acid oga pharprceutically agsieptRplo saft] sovaig ondaseirate Grerantys ydmiairseed
accorcﬁ y%g) t?lé d? eglrg.gg fﬁﬁé‘iﬁgg %ﬂ{rl]leésl %?gg@&a@e?%?l dt? @J)&Pm%ﬁgﬁ/ @Jgﬁ ridiation
therapgnd dosi ng schedul es described herein in conbination

a_second active a ent (e. si.mul tane usl,
[0062}s e q u e n¥t|V§§1I11I Bpyundeistqed thy éIEFI %PO‘E%%%%HW?I pgent 9 {t?ed to a patient

in neegll Itﬁ%%é&' apggpé/a!n)be[%al&laﬂmg%ﬁﬁdﬂ ? hS 2l P& f?heaﬁdt%npfn

armaceuti cally accept t, solv e or rate
questitnln er thofaverngadeight ef ‘éle@dtuznt populatign nmmktmm(ege,svlat@dnales white

st e 2 S0P RS B AT AL it hemates
includBZa0iRs afdci@ldrbi otic, insulin, a hypoglycenc agent,
an onega-3 fatty acid, a chermt her apeutic agent, or an

enzyne repl acenent therapy The adm ni stration of the
sédondPlasmaCongeentrations be topical, enteral (e.g.
oral, duodenal, rectal), parenter al

[0063] nt r avEnonesembadimaat; th@rmﬁntlon mlataﬁwsaamr%%pd of maintaining a plasma

conce 1%{%1, oﬁ’ge@F& flhlhor}é r& ? 12?1 28 éﬁa@fa?(%l-aﬁ?lﬁ Jb%l?ﬂ)?@ggld 3t a

phamﬁcé&rcél?y 5deptaBreRAR MWl Vatd dr Hiifdt O HREADO bredtey tHanb&iv100d pg/ml,
acid or a phar maceut i cally acceptable salt, solvate or

about ﬁyidxgﬂné, abhevbpg/mlsalamnﬁ miggnle paiitd6 ¢ grml, about @0t aéml abewt 25

I R T T,
about tzglﬁlﬁt%}r@ or2BRWY t;%lrngﬁ#e{ %ﬁleﬁ%?%t @%aﬂblﬁtf hedstDsay 45 5 6,8,

N nee re or can cal ¢ul"aied bdsed
12 or 2pBéurk beloagty abmpsebigh hdminidtditngat éffsetivé amquigifidefis-@rfluoro-

t he average weight of the patient popul ation i
phenyadés?_t‘i]eﬁacg%z%ﬁ:ql%?@?@lw%gramﬂrmég@gﬁ%} Seaocepiale sal, solvate or
hydraf%rfﬁ%&é&iatg arE%lltigfm infikéd BRRATRN { GRS BRI mAR &R J0RiSStration is

or 'an femal es,
oral. Levels of 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid or a
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including adults and children). 4.4 Pl asm
Concentrations [0063] In one enbodi nent, the invention

wo edoatiemss 0 a nmet hod of maintaining a plasm  PCT/US2006/012887
concentration of

pharmgce[u'ﬁbgl?y gécb'ﬁt‘a@l'eﬁgﬁ ivatd (Lr }%dﬁt@ﬁﬁfg&?l%lagmy tdr lgéel'ﬁééé'uﬁéd for

acid or a armaceuti cal | y accept abl salt, solvate or

examghydtigh pﬂéqrmwahqlgd ehnoeratqgn@hy (&I?Ml) 0.1 ng/m,

bout 0. bou L.
1006450y i e toaf i ifc MRettsin BT Aot o AffHning
b1 iz |90 ¥ ifalzol- RN Wend &0 acid
plasm% ntr?%fggom i pﬁg%gat[ll%]dmng/ rr(iD o?gabgut g%)lo e

o

phalmagewﬁucélﬂmaca:epfableénh SrOb\fatmr lydeate thetroliof ghoup Og, pggml & ghout 500

ug/mlé)a ﬁ]a%%gt ;é%'r& 60 é}? g& 0 élg/tn? 4g g?ﬂz}éml%roqtqga%? ABout Sn?g 3S 3n§ 4,4.5,
5,6, 8312 éf $ by %f Rﬁ%@ﬁ}%ﬁlp{mhg &ﬁin@faﬂiglaamffe%nyé kmb&RZAB5-(2-

aci d or a pharnmacéuti cal accept ab salt, solvate or

fluorobpyhgnl-41 ,fZMécrne?diazpb?’-a/l]rimmn 1acudror aabernarerbesly acppmable salt,
solvatg 8(/é¥c§‘at8%erecm8 %Ip 1Qrt1t in tnct,]eed tﬁereop Bfet £38 IOIQ ﬁlréestlr(r)ures per day at the

same & ds@albtind doses @z @hEXY1 N ,-IN aPdebtOsicdicrdin). - [B-aypalrti it zepitddiment,
acid or apharnaceutlcally acceptable salt, solvate or
the admjistaationiperadof in pl asma can be neasured, for

I
oesF ) B O HEEALBE S A S 99500 B
[1,2,4foxbdibes - 3—91]&)ennhh addof a phamisaeutioally acqmbtnbieasalt solvate or hydrate
concentratjon of

thereog 1 @m@merdlﬁ&oac BhaK A e/p] oy aigleastaBpulzo 2.3 3y3 Ps bhehdon 6, 8, 12 or

24 ho%g gg 1(%9{ GI?]FPS adth I?HB% 8@{%% ti\% n%%fr}fa{ gtvzl %IL %hre%ochﬂﬁsl_&/%%aﬁy toa
patlenlﬁ‘) fn ded lﬂltkl)eré’oﬂTgh ahother caiﬂmalimérﬁ znpdtndnt b plaampagved nf 34 H(2-Aoro-
east a

. 4.5 5 6 8 12 or. 24
phenyhol | 5234](9@(?* %é“ér)%] gB‘FﬁS’Fq ag %Hlﬁﬁfma%‘iw acgﬁp@ﬁ@éalg,i joLvate or
TSR S mare et Pogvegy b 0.9y Kyl forlgpe oo 2
2.5, 328.phpHmcedt §,daldr 24 doaspt ddriger Badrs by adﬂnuaﬂ;tmtmn olﬁj/lﬂh’@tl&e agent

thereof to a patient in need thEre%g one, b H
one, tvp GE B MERYTAY TR PGS ThReeddeaPat iIRG Hggiciler gihgdiment, o
patlenlt $pl gﬁ(ra 1481 %?%g? %ﬁfﬂu'%}fdi?ﬁb%?st[n)z 4]b£‘acﬁaj%%g}1g%ﬁblc acid or a
admni's i'on"i's oral
pham;aaclttlcalllj’ acceptabhechaltemivat@oﬁmdm;ﬁ theseqd] |1ammalta1 boge about 10

(2-f] uoro- Nnzoi c
“g/mlafé@lﬁqs t 3DOY, 2y g%'paﬁi[sys’a@ggegi #‘Zﬁ%‘gﬁf’ry@%ﬂ?@f e or
admlrg%ffél'hgg g;f Hgégdgﬁ% Zée?%_ H@é, @\éf@ bgﬁﬁs‘e@t?flﬁgszpag%g ko %pﬁ%érﬁ’ﬁlnz ﬁég:?l thereof.
Inap%chbuembM1Meohgl:madmﬁhhuﬁoﬁ istoralt i on of the active

agent one, two or three tines per day to a patient in
nF'%d er e | 4 émot her enbodi ment, a patient's
p (2- quorophenyI) [

ol m?éﬁtou@amenaée&a%’tioﬁﬁ%@g} e Suglofae spmppifapore

preseﬂt hl@\fe%ﬁf)n afe WBTUN & inEldddduive afd ahigditn Ahothant ot &e 3t@uptible to
ng/mM for at |east about 2, 2.5, 3, 3.5, 4, 4.5, 5,

havm@ (e g, dueptognvizanmenipkorgenetisnigeiors @@ﬁ@awyasa‘aﬂwtﬁq‘i siithfnogsense
mutaugnp%&c a@%SAsX%e&ggg{iﬁgﬂa& two or three times per day to

ent nee ereof. In a particul ar enbodi nent,
[0067R In one embodiment, it has been determined through pre-screening that the

patient or a relative of the patient has a nonsense mutation (i.e., UAA, UGA, or UAG).
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patient's plasma |evel of

3-[5-(2-fluoro-phenyl)-[1I, 2, 4] oxadi azol - 3-yl ] - benzoi c
wa@ceood/ 100488 phar maceutically acceptabl e salt, sSPCTEEB0@012887

hydrate thereof is maintai ned above about 10 ng/m for

al.6! eaPhaahfituitidal Compostiornss ahd BnitDosag®Fofmultiond Of
24 hours or Tonger by admnistration o? the active
[0068]29€Nt  PIREmabdMRical contposiiohs ﬁﬁﬁsﬁgé uf¥odde Q’oﬁ%tdo%[ﬂnsirfg 3-[5-
need thereof. In a particular enbodinment, th

(2-fluarephand)-f b2 Aoxaiiszolr ayll-engipacii ene ph@rﬁmoalﬂticaHx apeppBble salt,

P |
L 4 RO, A i IR - s
of the irfVehtisiema ?Bb kitablefos btdl dﬁ@ébsu\ﬂ‘(moﬂlﬁhﬁg subliapeal, buccal, rectal, nasal,

suscepti bl e to having g., due to enV|r nnment g
or vagehex |péreﬂ15€é@1drr§}udan&ﬁ®@a§@eoyésla€watlw i bq(i%mﬁaﬁ%ﬁgféaaﬂeﬂal
S
or 1ntr5%tn@{l%éﬁgmr§rle%n%ho"ﬁ lir%glg@%g lét%{ggafkﬁ)g@o@ﬁlrogggﬁﬂmél@ unit
dosagegfoems areesiiiablg fohatl ztdmﬁn;st-raﬂmnt or arelative of the

t h t t i.e.,.UAA .
10069 ) oot RSB e BaPTEITSBLIeI PP Aeopb g dosaee
form. TR BH%‘ EAbb@Rnt, 0R68arBh@TBARYkIpegtios Wﬁ’éﬁhﬂ ofM dogd form. Ina

single unit ddsage forms conprising 3-
particyfl 2= efmlmﬂlmemhprwet@tn@\{epﬁqmpm b dogsls, @il qsagﬁef@@utatlans ghd

har rrac ut i c abl e ,sal .
pharmgeyfiaiedmarages SPeeh SEEERDEMSReRd 1) SR Fudl pbenzoic
acid of AghathfAdalticdn$ agR pla8leBltOdoltadieor idedtt lth'éﬁed’fﬁs/oﬂaﬁy bioavailable.

suitable for oral, mucosal (including sublingual,
Advartiages of oral edmiglistratian gfn inghidg gasernfjafminisiiziiomn h@hﬁq patient
complgarr]lcé %{ft%gﬁg dgﬁfg f'ég%n&o Hﬁ]lncélrétfﬁ?ﬁngy?%\wgﬁg% S?ﬂéaﬁ%ns shorter hospital
stays, aﬁldfbvurslll tedtisvingsr ef erred pharmaceuti cal conpositions
single unit dosae{lorrrs are tablefor

[0070Rh0i i B athes smodwesy. the nyRRien B SR AP t dpfige Pulations that
compr?gé 'E(@fe%tgb'oﬁ@i n@ggﬁﬁ@%&d‘tqgog ?ngf]‘ar ti1d5 %Q&nd%%@ﬂﬁ)oo mg, about

n one e maceut i cal
250 meenp abouti 1900 insg, ar BbauiSA0 m@dndcabgaiglé)ooongmf HiS-éZ fluoro-phenyl)-

|
11.2.4figagiesoh v B ey of PR o R G HhicR ARl {3 or hydrate
thereo‘foﬂp&%l drhIRBmBhetRIvRit dosage formulation com rlses 3- i -(2-fluoro-phenyl)-

3-[5-(2-fluoro- phenyl) [, 2, 4] oxadi azol - I']-benzoic
[1,2,4hxiadiagol-ylifhenraie acit ot amhm@@mablb ﬁ@ce@bable saffpalyaia ophydrate

thereo%ryagé gtg%ﬂl% 1%51[5 e%?agrtlelfrg ﬁlo n;hé{nt? Lﬁ%‘f)?e! 1*0?l %S@FHM iy ﬂﬁi?r?la%tlcally

|nc e eas

accep@ﬁl@ s@h&h’f @l g. OWateRinghg b cpdbhisd bewwigde, Aae applt bauchebaby food or
dosing regi nen, clinical efficacy, fewer

baby foompla) Eed POHS, shorter hospital stays, and overal
[0071f OSt SqyhNgfer e{npo%aﬁiler}t Nhé ﬂ‘gfeﬁl%n %F@&dt'o 'Iﬁﬁtdoséé%qormulatlons that

nvention re uhi t osage ormul ati ons t hat
compi@H ing S OmigyeEe mgabeum g 35 g alvd mpolitS mgd0myg, 28000g, 280 mg,

125 apd abo 100, ut 25
350 i SO0 e PES 0 > kTR T 8 B of 312 Hubt-Pheny)-
[1,2 42}'}1[2131&31 S RP [CReL %El)dlo} ap ﬂlbm?acéﬂlﬁl?éﬁg laBdPtabie 34t sd1e4re ot Bydrate
or a"pharmaceutically acceptable Salt, solvate or
theredfly Breferzed unit dosage formulations comprise about 125 mg, "about 250 or about 1000
mg of 3-[5-(2-fluoro-phenyl)-[ 1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically
acceptable salt, solvate or hydrate thereof. In one embodiment, the unit dosage formulation

comprises 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically
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thereof. In one enbodi nent, the unit dosage
formul ati on conprises 3-[5-(2-fluoro-phenyl)-

wQ kgod/14d4exadi azol - 3-yl ] -benzoic acid or a PCT/US2006/012887
pharmaceutically acceptable salt, solvate or hydrate

acceptﬁltl@ %ﬁ@fso%’f% AN dftie HBFeBf &R bheCdrSn@e cBXTekPbrXicpients suitable for
suitabl e for suspension in a pharmaceutically

SuSperamelptaadbla@n@@uv@w aceepipble syt (e g WRter,anidl rakf@ﬂmné@d
beveraiggvgl a;3ppllénéjaé18% ?fgdo%[og%gﬁf fcir%%g% 01§ gg?&fé;b %Q%ed %Hllt dosage

formulatiénd ¢ @oividen andlsadhes. t 0 unit dosage fornul ations that
conprise .35 ny,

gl r o N v
are stog&)[ %%?gve‘f‘% abbet o aﬂ)QIQCQS ?92 A gtdcﬁgag@ﬁ"oﬂﬁulatmns can be stored at

uor o- r henyl) - xadiazol - 3-yl ]
room tehnparabire facibduod8 hoyrk pnuﬂoecndnsfaiutlyn ahmmeaﬁi@mmtt ,

recond oot SRS B RS BEBUPD@ R bt BERF  abour

[1,2 4%&%1&3] 3‘-)%'1] -benzoic acid or a harmaceutlca dy accePtable salt, solvate or hydrate
uor o- phenyl ) - ] oxadi azo yl]-benzoic

thereoﬁcs. qarrmd qut ﬂomahmddemm G E pyt Hbmép‘tf atstes dsr@p&ly inspetHe gopgpining
3-[5- (?ﬁur al engﬁ [igh%;ﬂ(%dé 20?3%’?})8&2”}%% id &8 h%%&ce%ﬁl%eﬂgfeacceptable

salt, s@vhteof Bydrteaherepherighirvd h cénothwatiudi @fzbbutR Sy p/mile izihi otal
acid or a pharmaceuti cal | yaccept abl e, salt (gﬁiate

volumeyf supensierer Beyra HIM menis fosrgp orautiationraf 3obs-(exyp: ShpD-
[1,2,4 oli 313?31%-21? rbe ?«9? P phﬁnﬁcﬂﬁﬁ:ﬁﬁ?ﬁ%ébfaﬁ@ shM, solvate or hydrate

a car bonat e
thereob abema@;ﬁemh df v(mGr ia pqhied dsnau‘d:yem thabyttiecodtatring) 3 §-(2-fluoro-

phenyhot At lakeditretand - stis ot Bigemarwt R B Sppiaple saltsplvate or
hydra‘ﬂgsthér@&gcﬁgi@ﬁg%ja thalenfeifonr aboﬁ’@ﬁiﬂﬁ@/nﬁpfﬂﬂib athiGRIume of

escri herein are stored bet ween about 20C to
susperzshmut Ingo¢diatelyeafignimated csseaiged,ftm heitlaty esppedtand haker gendly by hand

enper a tur for out 48 hour Li

forat gl gRET 1 GRRORE P ACURE SREBORSAEnY: " PeDshBe Ptbieh by

reconﬁﬁ&eﬂ'@udﬁ@h&oﬁﬁﬁ?@@n&ﬁ ﬁlmﬂeairig(ﬁ[hl efastic bottle for up to 24 hours before
(2- fluoro 4] oxadi azol -

mgesuq@eﬁmre@ome@d that %ﬁéf%%@kﬂtﬁwwy %@f‘ééﬁﬁ%ﬁfﬂ@ﬂ% fihereisa
et SEURL B LS5OSR S BN BERM. coompence

that tHe®dktdd dhoOll be reshaken gently by hand for at least about 30 seconds. It is
2-fl uoro-phen [l,.2,4] oxadi

b
recomaeqnée%?haaﬂ}swamaél@a%? admidjstge éﬁ?&lkfaé b M‘d FHfgefjire unit
dosag@%%ﬁ?%% LB Qﬂrﬁﬂflst&% 3t E' faMferd F@d?ﬁlﬁ@l‘[ﬂeﬁ%dt% lStfttl@B@Hhse%lEt)nce

vol une of suspension. For a
with Wa;elumdtthﬂ aBag evafen beingested to efsus- qhat r(ochvadm isolefhie ﬂyq lgoitle Ifa

partis P kLI Kt 7oA PED S & AP OCEDk § sprgr s be veed

u)mﬁEBQH@aﬁxoﬁggyaogp mL of water is added directly in the
l e containing 3-[5-(2-fluorophenyl)

[0073] 2 4] &gl wrrid oy frmis @f thsi ioventiod seitatde i‘or oral administration to a
|caII c
ptR AR U Y BEESDAANL, b AL 08 IS s o
elastid Qel&t'ﬂﬁcetp@ﬁl@é tihesTozRhgsHSREISioNL) pobvntﬁndsdmnadry;, hqmé ldosage
water is added the bottle 1s capped and, shaken l}i
formspinchiing TUSPENSIONS &bt AGISOHY OTHPNSAWIEARS G %H,SHP%%%S» emullsions
(e.g., BRIRIRRE W SHRP GPS WAk r-iftbh BN il §ion); and elixirs. In one

embodiment, the invention relates to a colloid solution or a solution with additional active
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reconstituted suspension may remain in the original
pl astic bottle for up to 24 hours before ingestion, it
wo soocacmssrended that the drug be taken short | yraf/82006/012887
reconstitution. If there is a delay of nore than about
agent, hbovd Y %ﬁﬁrdﬁﬁ%%ﬁd&nﬁ@@&i 1STHekélbhddkhan@aybds iwl@eh dfecife dosage
recommended that the bottle should be reshaken agentl
forms gycampegseddry this ipyention 388 yarysooms oae Apether il ke readily apparent to

e SISTRICER ST .6 DR RIS S, oo

PubhshmgnEagkortBAt(da%ﬁjm nistered, it is further recormended

t hat t hottl.e he rinsed once er and.this .
10074} "5 o s SRV plion AGEIeE BRrompasies AR P A cpapositions
and dds@éet folrRs E&ﬁpﬁﬁhg I35[5 (Q-fﬂu%rdlﬁﬁériyﬂl-[1%6%&920113%] B8 Aoic acid or a

osage ormis be adm ni st éred, "a spoon or syrl nge
pharmeeavtiballusedptableshit.solvatehe hydmtotheieat. eAdbydrouy eTdhceutical

it dasage forns of the |nvent|on Suj
°°mP°<§Féﬂ%S &B%Hﬂ?a&[a? o‘ﬁ themyenign; A e PRepAr st &é’“ﬁ St low
mms’ulrb abhteshidlingatnel shd |6Reitfbtaie dra@\k/@lhﬁndlﬁ}aéﬂrﬁitﬁms
apsul es, such as soft elastic gelatin capsul es;

[00751 r oc he$ypicelsalgdosagedorpeptine AreenfionarePsepases) it ¢Qsplining the
active 1%%8'&1%’[@ §f’i‘§§ nItf?ﬁa[{g adlh&;&lrg %@xgat §é5§tocﬁﬁsd _ogr %X@Prent according
aqueous v or queous T qui d suspensi ons); enufsions

to con(/&ltgmal Iﬂialrmacfbimﬁle:brr@ﬁmhcﬁng)mhmqmsa Emipients camniake a wide variety
8UI d ermul sion); and eli Xlﬂdf gcgf 5 nbodj ma% t he
of fOl‘l‘Pﬁ eRrBg ndhaf Qs elprepaEdianglesir @Hﬂ%ﬁaﬁgns PLETEPle,
excipi¥htl Quitfhll £or A6 cﬁ&lt liq\ﬁ?@%e({yr soPBOMEe ?d?ﬁlssiﬁélhﬁébhf‘&e not limited
concentrati on. ese an fer ways 1 n which speci
to, wat;bm,s@g@li oilspaleriotayflasseg dgymts 6. ., Nmuﬁmtxtmn:t)wtelsewamxcs and
COlOI‘l]%g(?.gqnng eﬁ}%% %ecglﬁ\fi\nmlp%g sugege fOIﬁgﬁ?lﬁ ra]sgosage RoFms (eg,
powddzh AEBTBES Sabh &3 capill @NERBoaple®) indede, bM%&B nBUihited i) Starches,
East on PA glégo [0074] PThi's invention further
sugarse niepapsdiing a¢l ssu@hpn@s granelgting agentso Hpsisprts.drindes gnd
d1s1ntdrsta e forms conprising
PT?T‘ eS| or o- phenyl)-[1|, 2, 4] oxadi azol - 3-yl ] - benzoi c
[0076ECI d OPa@lcmaﬂsz?mw&d et Ji(ysag@ feplatons slalgowdeofcmmmtmns
ydra An

te thereo hydr ous phar maceuti cal nposi ti.ons
comprifige abefiefdive gmeanbe! t %@ctwﬁ\?gﬁ@t.véﬁcl&atﬁ syab) ? a{FCéalstl’futwn ina

I
sSSP LU e T AL 1 SRS A R ol
sauce, bapy €edd @ftaalby dosage) dndrsuseqfiertt beal adménistraionadea particular
repar.ed conbi nj the active ingredi.ent
embof e iraticP RSP PR AL S A SRS Er BB GAF PPt SgpiPrent In

combia¥GdPivRR th A4St dbdig. IParbRty @Ribbamant RH@?SW&&%% ®aktored in a
conpoundi ng techni ques. Excipients can take a wide

sealed\ﬁa)mtaatqr puibr fooadmeintipiéortonmgoantitutiens br yetahotherpmbediment, the

powddiop BEFRBOAGA #n b BT GIVHE, abr oS0l dosage

[0077f OF M8 LRfiid fRpaRtbnefof oft® hdihinidtia€ien hcay tuled e forgl §f; Gdrsexample,
oils, alcohols, flavoring agents vani || a

solutiengt $YAERS OF SYPRSISIONBIOT hey, MBhPE RISH qdrﬂj SyE BE u%@a%rp?(é@der or
granu E?O%S%B t&ﬁ&r?’wﬁWa?eqlo?og%F #&%Ie' vth %B&o&rlﬁle ﬁﬁéﬁ"ﬂ

Sac , capsule
prepai@éipheingy be pﬁdp'aﬂad bylwohventienslahedns mMgﬂmtmaeemtwalkyh@septable
additives such as suspending agents (e.g., sorbitol syrup, cellulose derivatives or
hydrogenated edible fats); emulsifying agents (e.g., lecithin or acacia); non-aqueous vehicles

(e.g., almond oil, oily esters, ethyl alcohol or fractionated vegetable oils); and preservatives
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sugars, mcro-crystalline cellulose, diluents,
granul ating agents, lubricants, binders, and
waole@eniegs ati ng agents. [0076] Particul arly pre¢eusmde/012887
unit dosage formnul ati ons are powder formul ations
(e.g., meumpr b15prBfylanhpdrbefich it 4bibi OAcid N eTRGIrYHRatRH8 May also
are suitable for reconstitution in a
contaip F@affﬁwéta,t Hayaring, caloringtead|swesignipgngette ayappropriase.,
| k, [ ce. b
[00781“ 00d orgx%ﬁ Jfggp%}ﬁ%p@rﬁy ﬁ{a?gaq'f ésl(%eé 21}] %0%12??(%?1 ci;o%gge forms Q}' the
inventighnincludé,rat b@mot limitad mrbindét:ﬁ ﬁileﬁpﬂl@iﬂﬂtd’gmﬁs, ahd ubpieukter
can, o tlonally contain one or nore rriers or

Bindegs,sujtahle foruse in pharmessaticd fompositions @cr%e fogws inclydg, but are
not hlﬁlwtgeéorﬁ‘@ﬂ?cqi {o’ stdBg o? £5tafcBBs %%la%hoﬁeﬁﬁ’ral thPsynthetic gums

seal ed contaln prior m ni stration or
such as gcapies isodiumi aiglnatbmlgleic mrbtolttmr algimpoeh, pewdered treggamiieguar gum,

TN X e RNt e T M
calciuing@ B(ﬁllﬁlﬁ%af%&*ﬁn %yl ¢ RYR Eﬁiyamﬁ BUbT RS, methiy LRSulse, pre-
suscgsenm ons, résented as a dry product

gelatinige tar%dmﬂéqumopgl @ﬁt]ﬁygyelhkbqsec@r&th%ﬂﬁ?% 2000.:20A) er
m1cro8r5rst81tl1lﬁ8 eﬁlﬁb§ QlllcF%lYﬁQﬁeg kheeré)o fore use. Such liquid

Arac) by conventional neans

[0079)wi t h plefeEfmdeaXbipﬁ:@itd iylclalde wte@bmmqraﬂnw@omm@s) mannitol,
suspendi ng agfnts &8@8 sorhitol syrup. cellul ose

surfacipe} ageais (Pelyethylens @ %%i()eaaldémhm@ rpigresh 12 7dpplogpmes 4
povdABEEUS by S L. S5 859 g0 SUUBRU g

excipiemts {lyacdxiyetipd edldcmgetemhilleeﬂmolrs)lagmmim stearate (non-bovme) and

. pr ervatlves(e g., methyl or
COHOI‘&I ): p- hydr oxybenzoat es or sorbic acid). The

[0080PF epar BLARPRs BRHNI&S §@tbRMR LS BUhE ﬁﬁarﬁﬁbéﬁlcafd@wsitmﬁs and
col ori ng and sweet eni ng agents as appropriate. 78]

solid @x%@pﬂom;s disclosast hsrainincludeabutcae nefdimigedito hc@e«:,utdcmaémum
e for of the . nvention.incl but
carborfafie G4 £rRRTES fhaghidol BNGF DLy BRp0 EriGss, Bibg@egefiRhose
dextratss bledotianingnnitdl Nwilledis acia) dodthitat, ftath,yse gelatipihed saedliddalxtures
osj ti ons and dosage f or ms |nclude but are not
therCOf i ﬁf Biaderor fillsy i Rhaamaseutisgicampositigne o the invgaties 1s typically
t 5@%
presen% E:Igfcr&g%o %ﬁju%] a'gptétl %@%ﬁﬂ aq 5 mt §f’ 21% :%)ggllnﬁ:atcgffﬁgﬂ é&ﬁf}os?éon or
<kmagaﬂgnmates powdered tragacanth, guar gun] cel l ul ose

nd it atives . (e. eth cel ) ceIIu ose
10081, et ot ul ?%6 RigPeER) 1e SIS 1815’1&3? g el S to, he
materlﬁﬁfsB@%'I@Vit}'ka @?ﬂ foul, %SHbELPPHywsnANI@EE Rel-5§0NEVICEL- PH-105
hyl cellulose, pregelatinized starch, hydroxypropyl
(avaﬂabéq frigin EMCI (E[brpglatlolg AmericaNdéiscaae @ym@g{)ﬁvw@bﬂajc)s Marcus Hook,
mcrocr . and mxt res th
PA), S GG bfept o bR BRG s R RErRES I REk R pitpadose and
sodiurf e&ibbﬁﬁﬂetﬁsil detiarsé 8518 hs ABVTOELORC-530r fsaﬁmetanmﬁmssor low
(pol yet hyl ene glycol 3350 and Lutrol (r) mcro F127

moistyre ex@RigAtsor additipesigelngly AVACBLSP 108 Anmrd Starch 1500 LM.
(crospovi done), cab-o-sil, Carbopol (r), polyacrylic

5, aﬁtgm fid other excipients (hydroxyethyl cellulose,

armtiaflavor, magnesi um stearate (non-bovine), and

The following examples are offered by way of illustration and not limitation.
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colloidal silica). [0080] Exanples of fillers suitable

for use in the pharmaceutical conpositions and solid
walemageo4Bor ns di scl osed herein include, but arBCTYUB2006/012887

limted to, lactose, talc, calciumcarbonate (e.g.,

gsanul Esa@pleonVRieparativnCof@s[Sy@t Blubrepheyl)-(i . 2dfoxadiazol-3-yl]-

powder pehzo®d Adid 0Se, dextrates, kaolin, mannitol,

silicic acid, sorbitol, starch, pre-gelatinized

starch, and mxtures thereof,_ghe ?i nder or filler in

pharmaceuti cal conpositions pf vention is

typically present in fr 2 5 about 99 wei ght

percent of the pharmace cal conposition or dosage

form [0081] Suitable fonqms of mcrocrystalline

cel lul ose include, but are pdt limted to, the

materials sold as AVI - P?I— 101, AVI CEL-PH 103 AVI CEL

- 5814 A | - P ' I '
(008207 PP Ty b lgh BF At Ru bR ARl 3P, IO REORE BT 1) was
added RBICO; &6 19g, X5 tihal )t didribed stirfsdSpes0 fiig atrobhetembérature. To the

m Xture of mcr ocrﬁt al l'ine cellulose and sodi_.um .
suspensigyyasAfdes pethyd 19dido@d male) 4P Oamab aver 2(Rmim gad the reaction

. . . ot A
mixture AR d 2N Glg UBrddim {6%6%3 ?‘Em%r@igﬁg& gﬁgﬁl%h@%ss%o&red to 1.2L

additives 1 nc e AVI CEL-'P
of ice kfeter Bnd Eiraepfoe$0 Tikie, dndlthepicnipiteteans! fderat &f.oThe made byke was

sS4 211 B B L AL O Gk AR S e
. \ y o d/an, O

v gl g ool g by S, Sy

(CDCippns 88ddetD) Re03 H)62.02 9tHD), 450m@bl)) and then stirred for

O mn_at roomt rature.. To. f he. suspensio S .
100830 ggeq Feerpipbar a8 (oabTREoicsSis HAbY) S50 a0t fmolyethanol
(500 hDPwhERTIEH S0 Uqaboisehy Wk yBdrhin e €41 Ml bRMni)) Alrob@Q8hperature.

tenperature. The reaction m xture was poured to 1.2L
The regfti¢romixiateevasastitred forrlr e at ¥a9r°CImdithe solgerds whes removed under

reduceg%r @g%ﬁ%ﬁte ?l}%no\ﬁ\&é}e%igl %Y%E% %Qgrliejd’ 132@6{%{' e%%lléa%lo?/%lf&en\ég§ 0 mL x 2) and

then chbicepfr@et Apdial Gte desiedledteyed1@] quahl ¢iettt) Sias @Btaneachset whvgspowder
_ Obtained as a white powder with 79% g/l el d (38%, 99%
with 98 purity L, CIEY v H- KVRCLOBA. ) (180)88.84 (YIRh,8292Pl, 7.51 (1H),

' ond (IH), 4.17 (3H). [0083] To a sol ution of
>.92 (%ﬂ:[g);aﬁ%o@gﬁzm c acid nethyl ester (50g, 310 mml) in
[0084Ft hanollo G30Aitiah bf BaBl-Hdosdy&Pbansiau 80H 5 béy@icacyd arihyeester

41 nlL, 620 nmol) at roomtenperature. The re?ct_i on
(602, 34 Qamirod) iepghydrpys BHT (300 mLp was addisl GisomicnyeHylaming 6t wl, 434

munol 5%, SHBUEH (e GG Y RARLFS PO Bl | Blialal B IHE 403
mmol} bneen 26 amia e the ataetomgaxtore Winestihedifoddl at sdoan tepilegatugu dibe
.yield s pobtaiped as a white powder with.98% purit
precipfipeanilred AR Goclaye e conopiaed udoiroqicy prepous The
residué %¥ak diséolRdd {d éﬂ)lylacetate (400 mL) and then washed with water (200 mL x 2).

The solvent was removed under reduced pressure and the desired product was crystallized in

60% ethylacetate in hexane to yield the desired product (81g, 83% yield) as a white solid.
'H-NMR (CDCl;) & 8.18 (1H), 8.03 (3H), 7.48 (2H), 7.18 (2H), 5.61 (2H), 3.82 (3H).
[0085] 44g of 3-(N-2-Fluorobenzoylcarbamimidoyl)-benzoic acid methyl ester in
toluene (500 mL) was refluxed for 4h at 130 °C using Dean-Stark apparatus. The reaction

mixture was stirred at 5 °C for 18h. The white precipitate was filtered off and the filtrate was
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5.92 (2H), 3.82 (3H). [0084] To a solution of
3- (N- Hydr oxycar bam m doyl ) - benzoi ¢ acid nethyl ester

W@ e@g/11@889 nmol ) in anhydrous THF (200 nl) wasPaDidszO6/012887
di i sopropyl ethylamne (75 nL, 434 mol) at 5 0C, and

conceittPReY, ey stdligzediaxhivlif tolaénea Al dedirdd dxaRBEIB DY, 92t weldyevas
(48. 1 L, 403 mmlg over 20 mn. The reaction m xture

obtaineses & white eelid with PR epurity Gt fLEYY e FallR (CBRE) & 8.91 (1H), 838

s, RIS U 2ot (PB 23 Sasur e The 1 osi due vas

[0086i ssol Yed sbhutieh BfBEE§-Q2<’ﬂllﬁ)r64:>ﬁ@n}fIHl,Aﬂﬁ)xb&@ﬁol@?l}&ﬁnzow acid
with water (200 nL x 2 The sol vent _was renmpved und
methy} esierd@dgpt bawaalbingHdF ( giap addsdr oticadugeps NaOH (10 ml, 14

h
T e e
remov&&laM/Ehe(a@[ﬁdL@)sohhuSn s dilbbed vﬂtH)@at@B(I—ﬂI) le) 48d (iRH)acidrfigBwith

2 .
aqueoésﬁ'@ The Bﬁﬁg%ﬁ@g@ R, ﬂaf%ﬁv% tisoflifh sekeerg Vghgyyith cold
water ﬁﬁ‘& flen dRed 9§1H§ gﬁ)gﬁﬁ%r MHe $RBed £5id U3 DY, 6 yidPdvasldained as a

usi ng rk apparatus. The reaction mxture
white pawd@‘twmh %&%a:tunsy ACHB0. Mtingheintd2 €; JRd¢ BPOQ Arompgsis C-H),

1710 GgbE BB Fa 851 (iEhes T@Z@?ﬂéiﬁ AR okshamer st o
13C—N&§§ﬁ3% I%@YS}/(XWEW%X %m@{%}g éog %5%’?k¢§1w1¢13179

131.0%, Iliall) 91812938( Ay 7671:&24&,2&!7 38, B4. ”,(()le?)F-NMI@G)(( BMNISO) § 109.7.
To a solution of [ 5- (2- Fl uoro- pheny

00
[0087{ 2, 4] o?hwz@»twaﬂy aqcea%thkeoﬁahs g9E3-tPsFhipro-g %I}y?l le2 4lpxadiazol-
g 44 oL A 5ol & ARt i

sodiuth@alt 2n bé pikParedas folloevso Mparsotutonl ofén[ts-(@/al“sluomnpﬁwapﬂ)an d

12,4 S SO TR LU, M ot R 380y e aaced
1.5M %@%h@%@#ﬂb@%ﬂ i1laly %1%91) Ofthe 88t bR Wl RasGr@RBxdBBr 2h at 100

wat er and then dried using
°C. Thyorganicispbent Wasretwyed enideam:q:ctdlce@p@gsur%% e @gdgougagelution was

. aj e a th 9 [
stiech g3} REC o bt Gl ety e PRA bl Phpgposicd and
precqcﬁ@te@)agaﬂa"‘h M\eﬁr( @ﬁe RMEQ)cakk WadwadhewittBool@watdihnd theQfried using
I H), 51 E%ﬁ 13C- NWR (D6-DNBO) d
lyophilizer. 711he dl_e@uecgglt @ég, (N v obtedmedgy a white powvder with 98.6%
it i§§“i§> 131.79, 131.08, 130.91, 129.81, 127.76,
purity ' 117.38, 111.70; 19F-NVR (D6-DVSO) d 109. 7.
[ 0087] Pharnaceutically acceptable salts of
35[25- ( Exahipdé 2:(nfad Mybatnidnt o NéhsenaeiMiataltion-Mediated Cystic
3-yl ] - pgdeisC aci d can be prepared using nmet hods known
to those skilled in the art. The sodiumsalt can be
[0088gr epar glie dgeskitl dxample sbey forth @h illusaatief dosing regimen useful for the
5- (2- Fluoro-phenyl)- [1, 2, 4] oxadi azol -3-yl]-benzoic
treatn@@t of nassenpe-TRpen-iedigted Cystic BAM9Sisn THE (400 nl) was
dded 1
10089 S22t Sr SR el AL P ol SR o5 r

pharnc@aitatty a@dep’eahte suHssdl‘mmmeldydnattd therecddupedided @s a wagillarthvored

t he aqueous sglu
powder for suspenslijon "IQ he &rug 1S manufactured under current Good Manufacturing

Practice conditions (¢cGMP). The formulation can include binding and suspending agents,
surfactants, and various minor excipients that aid in the manufacturing process. The mixture

can be packaged in 40 mL plastic (high-density polyethylene [HDPE]) bottles sealed with a
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stirred 2 h at 5 0C. The white precipitate was

filtered off and the filtrate was concentrated and
w@e@ciipi48at ed again in water. The white cake WASTMA®OEO2887

with cold water and then dried using |yophilizer. The

foil seﬂ%ﬁﬂ%%lﬁa%léstl@?@ﬂld Yy @a@ﬁ bM‘@l% captaitaad 235250 shio0e mg of
wder with 98. 6% urity 5.2 Exanpl e 2:Qral

the dnrgrwhstm bechmaée @ﬁthmoéal f@ﬁnw@f@nrhweﬂah lgrgatively, the

mlxmre CF“EJ %i’gﬂ g os‘?lacn 18 {r%crgl% ?drsraghn’usegg% gﬁ'ﬁ%‘?’hfh 197%3512%?@ Fcipients
(and tHéir PrOpsEioaLoThE ﬁitald‘ﬁmﬂﬂmc&t welghdy $idlwder duspeyidéng aigéﬁBGJltesse®

-[5-(2-Fl h 4 | b
Ultra Fifingd g yaie%@ésghg833%%)@L1rvg%@1e§€&f§%qa%3§5ﬁotp¥o‘§6? Fafangiing
(manngé%ggr 89 f/ 3 "Rt B 0hn{ eﬂtrﬁ ?ﬂé_llggfﬁy@ﬁe gly¥@nidsha15lsay @ eHutrol® micro

T suspen drug~1's manuf actured under
F127 [polokemer qubwmm A0ty & diginRygatti(cespryidingi-61H50), e@hpther

The f C de b d|n Sus endln
excipigeedh st i S ool EnPloRe B R PR reqpete
[non-b%kzﬁleu rana fé@uél&&lt&h&‘as éla[d Ekgpr%e‘ﬂ@ €E§o‘itle {EBels Aditats theGadhtidof the

packaged in | astic %hlgh density pol yet hyl ene

drug spbmz]:)thb mtmue@es élad angownit ohthgfdong substancegad theyfierage conditions

astic oof cap. E ottle can contain 125,
(e.g 1%%’6‘%@?@ Pﬁ;‘pgr(‘gelrﬂéonoartgg%‘osgbt@t ance, which is 25.0%
[0090pf t heDbgihabf fherdity aibseRcevsibgkdd onihilkgmaisiof iy pdr lkdogram of
m xture can _be provided in_a sachet fornulatijon,

ch
patienplodyeyeighl tTheidesERbiip deigssubgtapgesaghedoyndsd 1@ he pqns1stent with the
avallaﬁ)l %B&f &'3 Sty dotsn%letcgérﬁ«l: {ﬂ;@&ﬁﬁ%@{&té@%&@m dosk BRleH¥Ender <50

ng agent esse I ned
mg benﬂif yﬂm&ﬂmg above tASintéAded doks (idi, hplegenwithingt mghg ofltlsoassigned

d Ki l, - 25
dose 1§ig0n 15" ch8TBiet hpR b GRS ek indBealed ifh th £ Flefiadose
wouldgla% 9 cﬁ%@l&téﬁ%k@&?f@' mg OFhip ije%"t koul&ezgﬁre ofe 250 mg bottle (250

| SI ntegrant CI‘OSpOVI one -o. 0 , and ot her
mg toeRair GiXSnhg/keklash Tmmmnemmwma@w@mshe &apfkg dosein the

eveniPbbhatt KBRS BB SR L s G

mg to‘éa[)dﬂr qgtﬁm%ﬂk@ TSR d patieht tlféﬁ&bddxf/iﬂ]g tIﬁ:UllQ)&hQAkg elosd Weulldch‘ave a
e amount of the dr subst ance,

calculg&e@ dg@ofg%)ﬁdng prshwoyld receive 50arp betdles (%)Od}ag total) or 12.5
mg/kgS ﬁg %ﬁ% ggl’uen n %eetltgd & Iﬂllég ?(g ﬁl%l’k %: %th%er Iﬁllﬁ% Wl have a

se on m ogr am

calculgted @aéd €800k mdwwbaldtrecelVecomda80aig bitde dradg mg bealhoces
can be rounded to be consistent with the avail able
mg/kghot t | e sizes. The dosi ng schene ensures that the total

[00912(;)t ual Tﬂ@ ?&o%tfﬁ%ﬁb&i %gg?éﬁg of et dflg B%d%’t i‘%rdoﬁg gl.OrOBEl temperature.

ove thé inten , 1s always wt
No spewifik gvaahirtgue t]afsénug mamdudbs@etﬁwybef@recenﬁﬂm@ "Jéhe drug

pat i 0 beln ted wi.t.h the ny/
produffen Fhge g Rise e e it GPenlt® sy Vo 47 Wilkr, mitk
a carbBﬁétb@Béve\P%él ﬁiudeeéﬁilé’ @au‘é@ eoa3§ @od@orb&by fern 290 Fol chedt Z80)mg

dose. The sane patient when treated wth

bottletph@w&d;rgv/l @ glld@%\@atplnor( dilker pharmaceutically acceptable solvent is added to
achieve a concentration of about 25 mg/mL in the total volume of suspension. For each 1000
mg bottle provided, ~20 mL of water or other pharmaceutically acceptable solvent is added to
achieve a concentration of about 50 mg/mL in the total volume of suspension. Immediately
after water or other pharmaceutically acceptable solvent is added to the dry study medication,

the bottle(s) is capped and shaken vigorously by hand for about 60 seconds to achieve
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eveni ng woul d have a cal cul ated dose of 320 ng and

woul d receive two 250 ng bottles (500 ng total) or
wQa2005/10g8kg. The sane patient treated w th thepdDURDO&E12887

dose woul d have a cal cul ated dose of 400 ng and woul d

homogeﬁféﬁy Ve sdspensthl) ABhdughtthesish&RtbnHaj féh?ﬂlﬂ 1rPt'he %ﬁ%ﬁal plastic
The sane patient when treated with

bottle é@fs@ forhoursceborp AREARB, dt 18 scemmensed thaaﬂ@cdr% betaen sgortly
1
e SRR AL L 8 ey R 5R R Bl BB o

dosing]dlsé bagtleshdubebalredhpkpn mgmdiusilﬁbydbznﬁlffat ﬁb@(gﬂﬁO secondg

enper at ure. peci fi way m ng the drug product
10092} £ e el Leatpont AR R Mk NSRS HY iR f patient
having %s&@epﬁlﬁféqe fhta{uhgtc%éuw fthoddl XTaBEair é@sci%%'lﬁ@t%ﬁve dalgf dosing

accept abl e sol vent .0., water, , a carbonate
regimérsier éxj@@-]ﬂuprmphmpb’r[é Zsﬁaumilazbhawl} booiracibdnya
eac ttl vi,ded 0.
pharmp E e Y acsbRap e 3ot SRR T3 FehloR i gy diih gocurs
three tagleepbride at:d;u 6Y en@ 1 2Q0GLMtdrAdlE g 0L 7:00 W, -2600MBinAdd 1100 PM)
t he tot a?, [ure of suspensi on. %:or each 1000

with fpest. t Inga W @@mbodzoelw e Datjent és adspinistened 3-[5-(2 rflrli‘gloro-phenyb-
[1 ,2,4@%%5%%%%11 %%}é%e&fn% Qcclg Igg % 8@%&2@8& c%@% aéc%})%gp es%l’tt snoévatt P ledrate
thereo¥ a$ serordf inSTebieh sbrhuolshyresh lait dilyy, taflbﬁéd bl & dayy widlidigr

treatmg{;]lt;l % q%%;itb&:agxl algl}é% ]?)3%16{34{ 3@@)5 gg quln\gll(?glgatllpg, fgﬁg%g@ %gﬁ@ agdltlonal 14
days WiRRUE freatiiBRY. QH ShynBYp AR B RS B o3 ﬁlﬁ'?ﬂédrﬁl‘ﬁmtered 3-[5-

achi evehonpgeneity of suspensi on.
- ﬂu@uaﬁenﬂD'@hZﬂWadmﬁyl]rbenh@c acidgir a@hammuulccallb(amdpeable salt,

st G o B A T TGS LR g RCRTTBIASE coe

of 4 migfkd, SRSk Snd8 AR/ ? faﬁomwy Imdys Lﬁm&w&&&mﬁﬂ&ma by an
reconstitution and dosing bottl e shoul d

additienad hé Kays ofiagorimissationtsy ﬂﬁamdlalfy&osasa@ﬁjw Bg/kge l:(bmgékg and 20
catng moni.stered. cont inuousl|
kg, (1% G B PSR PR, 8ol Rl bl Bl o
singletdaili dvsingre@ithitn set ForkH @ST ﬁ)le ﬂ'ﬁﬁbﬂoﬂ!e@ edch da9! Tother embodiments,
illustrative daily_dosing reginens for
different waregm@wﬁbﬁéthyn )Tang Lycan bgtadeseben differqnt gaysz oi ¢
acid or a pharnaceutically acceptable salt, solvate or

TablelY Holing JcEmeCf Wherei n administration occurs three

TTTES PEr gy af76-, 6= _an J.L hour in@rval—s—('e—g. -

100N W | Mnl

O

—7—00—"AM—1:60 =1 PM—wi—th—F6 Hi—a
Regmﬁ’é’rtl cul ar embodi ngaosmghe g mmg;ﬂ] fQsing e

3-[5-(2-fl ugro- , od 1] wHh \ﬁ?qd benzoi ¢

Schedsdd d or a phar ma&entineas| v a@@éﬁéﬂ%ﬁe siaCentnsigny at & or
hydrate t her eof | &silgetdntior t hDrily Aditie 1| Beify Adwdus| |y

Time f or 14 days, followed by 14 dayosei t hout treatnent,

~7:00 AVIl owed by an addhg/kgnal 147dayiss of admungikieat i of]

~1:00pp1! owed Dy an addhd/pnal 17 daygy W Thouig hAgl ment|.

~7:00 Py N0 NETpar T et a1, EMOou[ TRy I e M| Hlfco"S

Abbrevidoni: 'I'thrﬁée‘EHes‘ﬁerld%
(2-fluoro-phenyl)-[1, 2, 4] oxadi azol - 3-yl ] - benzoi ¢ acid

[0093]0r a PPa{RGRL G lae ﬁféccﬁ@% ahthe §@Jn§nutés0iﬂé% Sl ideally the
rate thereof as set forth in Tab cont I nuodsly

drug Vflﬁ tbe 1aked ay apraexittatade 66 &, hyd hbew 1ntervals (e.g., at ~7:00 AM after

breakfast, ~1:00 PM after lunch, and at ~7:00 PM after supper). Patients ingest the drug by

filling each bottle with the required amount of water or other pharmaceutically acceptable
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of 4 ng/kg, 4 ng/kg and 8 ng/ kg, followed by 14 days

W thout treatnent, followed by an additional 14 days
wobooadni4es stration at three daily doses of 10 pgr/kg2004/012887

ng/ kg and 20 ng/ kg, followed by an additional 14 days

solver dapgin ahd SRdlIBNEachlbattleefol abdut 608EbnHE A thed i8Eds@he the
dai %dosmgrelmen set forthin Table 1 is followed
0§

contents ehthgagquine anderpfrhotiles Periesee Tanentis dpsryof reconstituted

g I SALELS G 64 A0 B ORI, UL BB At o
anothérlfRammddenibenl lyi mtaﬁe saiagnt,[ c&@paj arfdeshilest, andat}m‘ watab byother

t ake, the dru n s.after
pharmagghtig a%epﬁ%bfgéorvga O%‘t A ?}ﬁﬁiﬁ lﬁﬁ?séqda?yé ° Pétle%‘in thls rinse
proce&u?fe ti’soééhlécf‘&ﬁroﬁ@é SIn(@rtdin en%odnﬁergg tm%%tﬁ?rob[&@iﬁfs aShohet. In
: PM after |lunch, and at -7: er supper)
these aabmdamtestm fhgeppropn@te@rr@gnb@f the ﬂmgmgn dacveighstltor mewsurhd and

uired a rrrac
combiyg oy BB aR P sy o il g PR B B e elion
about 60 seconds, and then ingesting the contents of
t BS I egiamgde B0 Traitth it 5ENOhsdhoé-MeatipaMediated Diehenne
entireMigRala@Dysefophyt | tuted drug is to be taken at
one time. After Tngestion, each dosing bottle is
[0094hal f - fiTht BebsuticRadBlettsTortR AR IINBrafAd d¥Bpad bintehl Us¥ful for the
accept abl e sol vent, capped and shaken, and this water
treatmgnt melpbramutm@umed@teldﬁwbemM@S@I@@Xﬁ@ﬁphy romthe
ottle,i g hngeste a
1009507 cciars- P FHEEpAmsR T P SRR RN AR RB S 8 o .

pharnido€utittlig adceplabR\Walipshlase ar Isaiedre therdof id presiled as a vanilla-flavored
enbodi ments, the appropriate anmount of the drug can be

powdgielpy sHsHensioNmekls drag Isapenufesimen aad %WG%WWBW‘SW@“%
prct LIRS OT 1RSGOARIR SRLAR EARE ahuppodin apns

surfachioits and earddits a:ﬁIIHOﬂe)quﬂeI&'S doht Biddh dreneaivisatodieg p@yeﬂsr ‘Blehmpixture

can b%ggq? %%ed:;ggp%ﬁ aﬁg?n‘gl?ne%t%?ofyref Old hl{{a—IT)dJTEI] 0 lgsfrJl geaf’e% with a

foil S%Sﬁlﬁ?%\éfﬁl{/cw{a@ﬁé %Hllﬂﬁgb@éa%dERh%M‘@anM&% 85, 250 or 1000 mg of
the dr8g [Slﬂas(aﬁceFlvuluclmsy:ﬁ‘SeO% lof thel tota] ﬂjrmml@d%Mlgmr Witerrsginelyi the
or a rnmace

mixtu i B HERC T et GO aah Getr R p PxOBPEP Tipients

(and tROVERpoftns SEERASI ﬁ?mui@ﬁi@n aelttht) incliEe b kagletdiag apad€Litesse®
current Good Manufacturing Practice conditions (

Ultra fraingdapatydestrioss] —ciin/ %oh @ hinding pgrat Higt aaal gmgrﬁém.tﬁs@e-nzaskmg
(manngf%g leﬁ @u Eur?acctta?i ?entsa@%b}éﬂ{a}l&lé?lﬁﬂ 98 5FX Xfiuéu/oeaﬂh iu[t)@?@ micro

e nman re can

F127 patdaged 407 péarded —3. %),Iacdls(dilﬂegdand(eﬁ&pbmdpm Y20y, sdether
bottl es seal ed wi [ and a whjt

h afoil s
eXClP]ﬁmés?aicﬁ lesg Fh P ngdr@%thykg%lhﬂwgt Y@%l?%hﬁvquﬁgg}qqluﬁgear ate
r
o 50 S0 26 B A0 SAB B oo
drug subxthnreethedot Ihnnhnr,dhe dmduntmfahesmg gubstacadndtthe storaga chnditions

as set forth in ients
(e.g., room temperature or re rlgera 1on at 5° t(l;:)égb)o

[0096] Dosing of the drug is based on milligrams of drug per kilogram of patient
body weight. The total volume corresponding to the total milligram amount of drug to be
administered to a patient should be calculated. For example, if a 30-kg patient is to get 4
mg/kg, then the dose to be delivered will be 30 X 4 = 120 mg. This patient should be dosed
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(and their proportions of the total formulation
wei ght) include a suspending agent (Litesse(r) Utra
W@ e@biinEd3 pol ydextrose] - 25.7%, a bindi ng ageot/ustvas/012887
can al so provide taste-masking (mannitol - 25.0%,
using tBéI2 PR AdLe BEABSindall eilhyf the sugbision inkBe0560 1@ c&%: aotlle
Lut rol % m cro F127A)t&l pol oxaner 407 ﬁ%pwder]
containgi2§DHOett e Al dhodiyesttrqidentshooll gebhef/at fier ‘m of e

suspen\?/)éfrf] ilfcfﬂ': 6291{; |§ gn\grﬂg Hoéegs‘i"hé Dag S}t;a{f’eﬁmﬂé Il it ?}l@] g Hgﬂ%‘adose in

nesi um st ear at e non
the evenilg would haes 4 caeylateddodreofiH46senand ‘Boulﬂlrecdlwbmes'ZSO mg bottle

i ndi cate.t i dent of the dru st anc | ot
(10 mlBERon) e GO e iPerg 4 0t P P should be
w1thdrM Fi888he ﬁﬂfﬁ Edt@@§51ﬁ§ a glastlé Sand @frﬁ‘itgé” BoPtransfer of fractional
refrigeration at of the drug

voluméssofrd §&fbr @A0 mg b@’@ﬂhﬂﬁ?@fm}d Kﬁ@g 19&? m|g| h ) ailie gesipsdtameannt

should g o st ool By P G 208 AP b A48 agprgprine

type artBdizeq@lg., %MadEﬁﬁst&Mddubﬂib@ﬂed Eﬁéx-ﬁ’é&rﬂlbm dnfal aos'ihﬁg $s@inge)
patient is to get 4 (% then the dose to
and dogks] ysing the SHNE FYTHIEES @uxmg he s %ho%ﬁ@efﬂﬁ?qnéﬂwﬂ%&h dpse

may b%%k%ﬁﬁrgﬁ%ﬁé Bnd D&1esP ?Lﬁg 1%2081? hQ\%\tér ere ot t 'Iﬁigecﬁ‘@ﬁl sRbtid not be

€ Suspension I'n dose contal ns
stored BE}QJanQ4=hoﬂfs With dfe ihteetiokt ug;smgﬁhss matiidrdgamhfornbltget doses in

= ~5 ni L of the sus on fqr, each /
the sm%gaéyent T dhestatab apapiteatidrigh hecrerind i chcre 18 r%if%%o mg
bottle)g)ggs phi! gBP xﬁg By BRI r&%ﬁanatee%ﬁgi 'ﬂ@éneaﬂnéw §§ttl@fof drug
ng and wou

receive one 250 ng bottle (10
shoulddespehfirengh doSiresse vol umes of the suspensi ons for t he

0097 5Pl S35 A B B gl SRS P89 empersre
No spetc[fﬁnx%xﬁ{mg’f)f fedehd pdahctIOhdtaRBrObefsikGeédndtituddh. Mhe drug can be
bottle) or <20 nmL (for 1000 ng bottle), the desired

reconstifvtdnvitls hayupkirmeceuitionld agseptable solvert (giguayatere BTkap parhonated

beverag%éltnlge Zalé)g sa%ced %gﬁygﬂma%rr ggl%gﬁog&k@g Pglg{a?gr a?ﬁe@ ﬁéfﬁgprowded,

~10 mL 2 Wt loe @the@bﬁe&hiaeeutmalaj' adbeptablg sslvehnigejidaind adhiseela
using the sane syri g}& Duri ng the sanme 24 hours ter
concerpeziipn et Ahaw 2afme/BLin f@tqlrﬁg)luﬁge A gReEnFPBA T sack L) me bottle

prov1d§ﬁgtg.lbgnl9t)f 3}%‘%‘? 94 ahggpl‘batﬁﬁ@@e ﬁ[:all}f e?c%@ﬁ%lb tsb‘lt\/@l‘ijt i9h88kd to achieve a

not be store eyon 4 "hour's wit
conceritration bf avoud 0 usd/md. in hhestotahwe]mnwl ofasgspensmm Imniedxapﬂlje after water

or othet GhganacBuisly APPURF sl pisbisedgis T g pt s SEpHRtciort 1
bottle(gf is %QpﬂEH ahfl Qhaldtfl Q/@gd?&lsb}%}t h&l Rf abb&: g0eeensdsith dElgeve

hen a new bottl € of drug should be used for
homogamty @fcﬂsuspﬂglsmpo @dthougin élersgsmns;pn mﬁyu remainia thoetigigalgflastic

ot B3 PR LSRR AP BPEPEfg Mcn sy

after r&@flﬁft@udﬂi‘ CIP it 15Ut deddy: ofEﬁ@redlliaugl SC‘mi’hdﬁ@ Hee\xzwm&ecdnsﬁ&ﬁon and
any pharmaceutically acceptabl e sol vent

dosmgavﬁxeéaotﬂerﬁhpuld be reshakemxizetpupnyrirgd foy gheus 60 aﬁﬁiﬂenés
[0098]>2UCE: TR Nen} dﬁnﬁé@@@co&ﬂﬁﬁ%ﬂsy for E@fo#g A6 ReR%rfS a patient

bottl e provi de wat er or ot
havmgxhaump’&bllélt@ ahviyg Duckapmadiescelal Dysirophy. Aekled ses forth illustrative
daily dal s1ng reg1mens for 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid or a
pharmaceutically acceptable salt, solvate or hydrate thereof wherein administration occurs

three times per day at 6-, 6-, and 12-hour intervals (e.g., ~7:00 AM, ~1:00 PM and ~7:00 PM)
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concentration of about 25 ng/nL in the total vol une of
suspensi on. For each 1000 ng bottle provided, ~20 nL
wobkoosat@s3 or ot her pharmaceutically accept abl ePeDUSENG/012887
is added to achieve a concentration of about 50 ng/nL
with fobd) Enhepdrotidhr endbodimensf the pefianss aiminstoredis 45-€2-fluafd-ghenyl)-

wat er or ot her pharnmaceutically gccept aagiﬁe ol vent iﬁ'
[1,24Tadisenlc by hereniy g gay phnacaioally apdreiabis ehetlyas gr Rydrate
thereofglgggee tHE ﬁoﬁgﬁ%gﬁ}gé{%sgs%f Rl TaY1PRFh S usRPRK Q,%I@tgﬁsé In certain

conds to ac onpbgenel ty of suspension. ugh
embodintentss aisinglesdaily dosipg regimien sétrfotthén BablgR nnfollowed each day. In
bottle for, tQ 24 hours before.i tyon, idlsS
other e Beralr B THA oS HE T 8. PERdh TERBr 14 bgrplihTed on
differeﬁt%gé? Sthi deHbinQ@mbodiméME ke dtigds polR)d b a BRyhet. tIAahestS
m nut es between reconstitution and dosing, the bottle .
embodisients, thetrgpropsiateesnouni gHithe dsug camberiusishadoy ragnswred gpd combined
. seconds 0098] Ir eat ment. . 1.0 : j;auousl y
e R L
suscepti ble to having Duchenne Miuscul ar Dystrophy.
Table Z.aMdstng’Séringe forth illustrative daily dosing reginens

Tor

1 2 3
Regimg’ﬁ[h%“'fi uoT O~ IPRE e dsind T+ 4 TIDU6RHLAZ O] T80 ¥okingenz

iC
or

acid or a phar ”B\Q‘ﬁh'%o%la IX IAERLAD! © $qlifh fos@! vat

D 0O

hydrate—thereof—wherern—adm T OT thre
Schedylf p per day té%ﬁfnu s arﬁt_1 B %grdyfr in%é’?t/ﬁé}fos}fs. e.g.,
-7:00_AM.~ 1: Aggin.7. [ g adimn, ¢ Daily Adiniy

Time partjcular enbddinent the patP8 is adninistered

~7:00 AM 5- (2-f | uor o-|phege) - [ | .|J mpkgadi azollOme/ke - henyoi c

~1:00 ¥ d or a phar neémglligcal | y |dcmefhgabl e sdPme/kpl vat e or

U

~7:00 Pydr at e t her eof | § megpipe of t|he Mg@king r ¢g0neglkg set

Abbrevidtioksl TID = thred fthds gor day cONt I nUousTy for 28 days. In certain
enmbodi ments, a single daily dosing reginen set forth
[0099]i N TalHaeiesiare fdptihisteeet thadingiaithini30 minktes afethmoieakeideslly the

A s R R e

breakfisf & 1450HBVI aFtel [Lﬁl\éh,dﬁl‘a A3790F0EARbr sul Bel?.h Pafents ingest the drug by
ernbodi ment's, the appropriate anount of the drug can be

filling washdtoett with teasquicwd amint ofivateeor ethetrpharmagsytieslyi aseeptable

har naceuti.cal |y gc tabl e solven rj . .
solven] GRS TR Brre etabrate aBenrr ISR hBhuraSing o ggpropriat
amount btuhBF@en the HoRIcABingl@YorhRRHe sPeihemidingesting the contents

adm nistered the drug within 30 mputes_after, a al ;

directly e thy dosing ayringewi'hs enire calrelated ivolsm Sheerrnstieddug g,

and. 12- hour i nteny (&, . at ; the dosi
comes ghFa e T 0Pl e il s MO g o o
syring@§HoRld SRR Yith Bet daertwlimgebwateher atherphaymédeiticaily acceptable

each bottle with tge rgqui red %rmunt of ter or ot(rj;er
solvenpaatherdesealwnp. 4ad s8R 05 1essisd Py hft PAUCRD JiPH R grocedure
shouldst%ac‘ﬁ‘r%o%@gﬂcé?onl e for about 60 seconds, wi thdraw ng

the appropriate amount of volume fromthe bottle using
[0010G4n or dEffidasyi offrexyméenigen hadetemgiosd bnmepsiaingdhe ebange from a

directly fr

. om t he dosi ng .syri.nge. .The. ent i .
baselinggpegisiicat GUPIHEP R 1P GLUR et o &4 o g L Fe gisgmer digitorum
brevis"(E’DBble dose is to be taken at one tine. After

i'ngestion of the drug, the dosing

54 Example 4: Preparation of Unflavored Dosages of 3-[5-(2-Fluoro-phenyl)-
[1.2.4]oxadiazol-3-yl]-benzoic acid or a Pharmaceutically Acceptable Salt,
Solvate or Hydrate Thereof
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syringe should be filled with the sane vol une of water
or other pharnmaceutically acceptable solvent as the
W(almnmkurre and shoul d be ingested by the paPCEUBE2006/012887
IS rinse Erocedure shoul d be carried out once.

[00101[10010031 [E(3-Flueeg phenyir ld o2 Hlewadiazed-3nd -enzeinadider dy
pharm% Ué:ll & cé;f{gbl‘é %’P A61vhle Ay gdﬂ?est?llﬂ{ ﬁflsfrﬁgfiﬁéc?ggeﬁo&éer for

evels’in a blo
susperlspoheﬁ&lerdrwg Binharufrenbed under B}t GamdAMExehgleng Practice conditions

t f. Unfl f .
(cGM}§ elﬁi Jt:f?%b*?eomar{@fﬁ?ﬁ%rlfe% @‘f}i?%g%ggﬁné Fushending agerys, spefactants,
and vaﬁﬁgérj%ﬁ{eor%ﬁg ?eo %tll%%d fitht YnaAGERRERR pPoce. Frhe RAANAL & fAbkaged
ina 4(13[¥1L53148ﬁ6 Hllgh{dﬁnqutyepﬂ}j{@th}[lbneﬂ}ﬁ]’liﬁ(]at'bDﬁllEcsbal@d wlith-abfeil seal@nd a

. id or. ticall bl | t t
white ﬁ%lﬁﬂca?%ﬂ(fmgq r mr%gﬂbt’%@ a &wﬁésa @Poutq}ovnaig,eab%{lt 125
meg, ab%uﬁmgoabouirms 1 ugaduszsmﬁllgf @&iuu Q@@nfgngfdut 99@5 h%;:hbout 560 mg,
ManRuf act uri ng Practice conditions (cGW

about ZﬁQﬂggc%h@ub &0GChmizon aleduy 1AD& g ofidt [5- (Brﬂmrﬁgnhamisd) -[1,2,4]oxadiazol-
s BRSO TG g B AR AR P a8t
Excipights {(atdetheis pRAoKag8 df the tatan&rﬂﬂulambﬁsﬁdl@ti dsptgmanlya Dﬁ:ﬂdcﬁé a

pol yetm ene [ HDPE] [) bottl e seal ed wt
suspenging agehiliiesssRaitrarefined papidsstirosehp 25 éa(e)habmdﬂngea&@ahthat can

also pl‘%gglte%s?e-ﬁ'% ﬁ tol a@go@a/?)? g%rg&tan@g ouep%grgggr}l%l’%%@%ol 3350 -

12.8%aind mutrasz) nngno El@m[pousﬁﬁnammqmmr]m7m a disintegrd®00

(crospaBige 3 Pt U yipients, snchese denaZ esbap-yil gty
cellulo%@'rﬁ’a SRS IR G eoH-bSAhd] {arﬁp&ﬁl@kﬁphﬁcé)%ah be pRIs¥RL efh‘%rbottle: is

hydrate thereof. Exci pi en (and their "proportions of
then latbhledtt@mlucatmﬂlnmdmmmf the ilgtgtspbeprdeothelldtyntinghek,(tie amount of the

uspendi ent sSse tra Lnedso .
arg sGFREE A JEFORas cAiFSRI . reiebPulghR S TRy Brigy 0,
adminRtradit €hd dab ProtrskisReconbmaRAtR hn app?r58@% vomu{e‘@trat ant
agents (pol yet hyl ene gl ycol 3350 12.8% and Lutrol (r)
pharmpgegtieallyigcpeptplle sakiriir(e.g0 Pasuwadlk] a carBorpggd beyerage, juice, apple
taqr ovi done -5.0%, and ot her
sauce, % @* Poogg)tr%%%%&hﬁ?ag'ss than 2% (cab-o-sil, hydroxyet hyl
ceI I uI ose, nmagnesi um stearate [non-bovine], and
cafl oi BEsampled 3: Prepawtionef Feseed Dosiges bd 8t[542iHubdivephenyl)-
| abel ed,2,9]oxadiagélt Byl ienizéie akid or DPhhkaaébutigally Acceptable Salt,
subst aggieateldiIV@iatd VAR t he anount of the drug
substance, and the storage conditions (e.qg.,
[00102]9f ri g 842-PTioRs-pherdyd)- A0 oxBlib£1-3L A]-BemEond £did 8f 4 on,
the drug product "is reconstituted in an appropriate
pharmmuugailyaﬁccwtpbla sathoelypieculihy gratecibersohisi nsowded ern vanallgyflavored

ALK
e By T8 P 880, g At
currenPGG@dimum&u@fngFPr@dtmé edndmsmg(ee}m) The drug can be intimately mixed

3-[5-(2-Fluoro-phenyl)
with bkwéaw aalflcwsmglmg-%éﬁtﬁoﬁuefaaféma %}d VATIPHHINREE S eipicats that aid in the

manufﬁqﬁx%r?é ﬁ’:%lcgss.s?hé mixture is packaged in a 40 mL plastic (high-density
polyethylene [HDPE]) bottle sealed with a foil seal and a white plastic, childproof cap. Each

bottle can contain about 35 mg, about 70 mg, about 125 mg, about 140 mg, about 175 mg,
about 250 mg, about 280 mg, about 350 mg, about 560 mg, about 700 mg, about 1000 mg or
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Sol vate or Hydrate Thereof [00102]
3-[5-(2-Fl uoro-phenyl)-[1I, 2, 4] oxadi azol - 3-yl ] - benzoi c
\Naﬂmmnumsa pharmaceutical |y acceptable salt, sPCTEBE0E012887
drate thereof is provided as a vanilla-flavored

about(l Jymg ob g-[addiftuoserpbenyhailid.#laxediezokdt yll-bowagia adider a
pace SBREAR) BRep O S8 ARQHIRCHESP ERABEp BALIER

propofiiougofhe tdrel forhulaEbe bvﬁlghtw@domlt}’rnnbﬁuﬁd aR@spending agent (Litesse®
and various m

Ultra @9@%@%&% s - % %SJ% 3%@?9?&%@%@@&0@%@% &asterpasking
(ma.nn'i‘?ort B | Gﬁ)ssd? %aﬁ{a%%;a srzgaly Seag éfgéficﬁo( Nb%; 98B 1rdi® micro

yet hyl'ene a foll sea
F127 @nhl)xamwh#@kpcmfml +8,7%ha th;pltcgrantdapspcﬁmhdnebdt %k anahnther

excipicify i IS Bk 2P hig-Sth Byt et g Cidns, yAiBa gl Raghestun
steara@l{ﬁéﬁ bé”xfiﬁe]nﬂnd @ﬂ%al 5@1%)‘&11 bapedsknt! Othedit] Al Mtn 14898 to

orabout” 14

mdlca@tp@ ideptify] qfdh@dqygénlysta)ncpl the lof g, alzeoatm@ny lof thsethiug pupstance,

r h I s0l
and th%}%fg?a&% ecoﬁ(%lglfng% 1%:§ 'g ﬁogé%ﬁ %{1%1{) o Oaﬁlg}lps%é‘%non ﬁ‘ie drug
produétiereconstitutéd trrad aq:tpk@hawv@tnmé 00 p phaalcbytidalg hekdptable solvent
suspendi ng agent ng tesse(r) Utra [refined

(e.g. Veiey dulls pGa@pnated Beveygee, Hiiqs; ARR ﬁ@augsebﬂbwfm orchaly dprgnla).

mhe ORGSR Q0o CBADILBL r 3 O SOR, Mgt

[001031i cr o AXmHepof miaames h6Ve mendded, the éatit8glisclsure of which are

. di sintegrant (cros i done -5.0%, and other

incorpQReGe R LY TEATOR DoLeR RANCEo, (oab- orsi |,  hydr oxyet hy
cellul ose, vanilla flavor, nagnesium stearate

[ 5.8n- bpyhmgle 6:33h60k didhslation bl 3952 FabrdSHUOHE nt.
The bojft3 8 ok8diaR6eI3 -V ARFMEGichaRid ST PREAnh QG ticIIN AlckdptDble Salt,

the dr§geSitst te THerdoPl NUNMDEr, Tne anmpunt of the
drug s e St or age condltl ons (e.qg.
fri tr
[oo104°’ " h?ﬁg@%&ﬁgxﬂ% pgckta %(glg’.;)rl]n E@bfc‘h dp‘rf%%&faé?]}ﬂé‘c &l I‘p!n@%h of multiple

laminated layers dat mayhmlndn:@pﬁpem &yky, aaabephail fellswjev em a f@lym layer.

Each s\é\lglipgr@an m kniag%aig?onat mpt?%%ﬁg{lg)%%o IO;E& gr %:,%\atygqo mg of 3-

[5-(2- ﬁ%o?wﬁe@l?@i% ﬁg{ﬁagi&?ﬁ}%}; ?ﬂi%gfdﬁ%% ]E&dA bPh ﬁ’g i O?LﬁﬁaHQ YEckptable

salt, scrlmte pehydrate filzareoth &empmtte@md tthedr wnpmntlensjbﬁtbb ttalrfermiilation

weighl] (pfiphly ing UG R f@dé”ﬁégléﬁs? GPRrST g pd Toble 4.

Table3: Forhdkakiodor O- phenyl ) - , 2, 41loxadi azol - 3- vp- benzoi c

Ingredichd Of a Pnar maceut i cal | y CPEPheb] € SalT, “Sorvare or

ook gﬁ?ﬁg‘ﬂ'ﬂ%’&t T i e o e

ncl ude a paper | ayer, an

accept i GTALS YL 5 o
thess?qylﬁ‘%mt ain ahout 12'—3 ngy, ahéd®/9250" ny_ ahout 500 ny
Polyethyleah@lyco 000 ng_of 3- 12.8

LutrolRBM{c2e f | uor o- phenyl)-[1, 2, 4] 8¥adi azol - 3-yl ] - benzoi c

Mannigsti d or a pharmaceut | cal | y agseptable

Hydroxyethyl Cellulose 1.5
Vanilla Flavor 0.75
Crospovidone 5.0
Cab-0-sil 0.5
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salt, solvate or hydrate thereof. Excipients (and
their proportions of the total fornulation weight)

wopiscan@Bd y i ncl ude either of the foll ow ng asPERUS2006/012887
forth in Table 3 and Table 4. Table 3

Magnegiginmiiteataicon] 00105] The sachge®.5is then | abeled to

Talc indicate the identity of the0.drug substance, the | ot

nunber, the anount of the drug substance, and the
Table 4! PédA@atioRdi tions (e.g., refrigeration at 2 to 8Q).

Ingre(ﬂﬂpr 10 aam nistracion, an Wéwl ate anount of the

31[5})@?&&0%% Ilé%% R oo b 2iPe a0l vomt (e g, vater
ac]c-etf%lc A CIEVCE ﬁ °f juice, apple sauce, baby

thesse@Uﬂ%mtenner ature for up 2’:5-3@ hours prior to

Polyethemm@hicolt i on. 5.7 Exanpl e] 22.8Transepi t hel i al

Lutrol®diené i al Di fference (TEPD)| Agsay [ 00106] The

Mannit@@asur enent of transepithel|3§.0potential difference

HydrokydeGel@lcs@ KNOWn as nasal [ pgtential di T er ence,

VanillPFRYLHES 2 SETS] t rve evalualpgg of sodiumand chioride

asport—directty—n Secre |0y epithetiat——cetts vi a

Crosp%‘a*&%]cec-rmnf n-F -l- ranogn + hal N alpoect v ~

1
A% A=A LA " Q\aHI CTTIC I I o¥ UCl \ A U B I |

\ 92
Cab-oslnowl es et al | 1981 N Enj 13 Med. 208

o

| MagnesimoStegratanowl es et al , 19950-5Hum  Gene T
TEPD is perfornmed in each nostril using standardi zed
[0010&] ec hni Iilumch@tlsathdaé&bteleétto indicapothe idepdity ofthe grug substance, the lot

numberr ha 3%89 of éllé ndélt%lg Subd st d Jal eche Qt fg@ cl)ncﬁh&’?sl('r gg o @{r%@fa%on at 2°

r1 cal Fences ac

to 8°CPUPEL6T t@%ﬁinnﬁﬁl’dﬁoﬁ[lﬁl @fprmﬁa&é al’mal@rﬁ&ﬁ tleadrhig produttis reconst1tuted in
nostril. TEPD val ues are, _expres %ied I n m I1ivolts,
an apprapriate Cmse Pl Phamagetticalls awaﬁu GG fpo evater, Tl a

i r
carbon%{e%%g/%r%g% Jé(lcé‘ eagﬁfe s\c’lﬁ% Bﬁ%’r fo% ? g%’f) e.ﬁn’%g% gf%i grsl,lsg r?é%c%us(ft can
be stored @t mdetempetaltn&e fiars toeldi oled primmte edcbsstititmdmg t he

i nferior turbinate because these cells are eaS| er to

N5 T~

har acI er.l

trans ort

[0010(?198 1, | ’?ﬂe( mea, erﬁgggftqseplﬁlegla L Csja(l ggge (%#E@b) also known

as nas{ﬁ ?e?ﬁﬁ?(!lﬁ%reﬁé‘é‘ pPoviQeshiEschBifl e OvhlfAoh S@(ﬁhﬁlhi@lld' cAldzRlkt&nsport
l.ower respitatory epithelial cells. Because of the

dlrecﬂmm semtowrnpltmﬁmcplﬂs’om psepsmant aﬁ@wppnfhﬁélabwpelﬁmé Prenesties

(<ol 8%, 5, IPERNL 9084 SREPIFRS8 RhoIIE RS0, . G

Ther. @hﬂ]%" MERPY BRferfobthed intick absittbane sanddsdias eoliiquest(Standaert e

TEPD has the advantage that it can detect chlorjde

al., 2004 Resh Brbm. SABIGER) ¢ Hhﬂie@r@eaur@uaﬁmﬁlﬂ BiesYecathRtegs apeddp assess
electn?il dﬁi?&eﬁ’&@?&{&gsgth&g#%? Eél?ﬂl%{nb?eﬁfe' o\f'n]taé’eel Hﬁ{&gs 1S3 the nostril.

on" 0 'n-airrway cel Furt ermore, it
TEPDIv&hﬁs dier exptessaeida unillivolts Jr RV acet chiotide ctdmdhctamceraqﬁal to or more

B O e e O T
assess%ﬁfs%?é fahd ¥n AEH %féﬁlﬁ&fiilmr"g@ll@ Qﬁlll%g‘ﬁé irgheri@n HhA¢ bécalise these

I nportance 1S evidence that val ues can
cells apmeasiel &1 acwdstthart the refpiatoey efithslinhastia tipingythe lover abwaghand

e RGBT GRS R i g B85, o

Rev. RESDir. @95]'23@9:484-90). TEPD assessments can also be made on rectal eplthehal
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Ser et - Gaudel us et al, 2005, Am J. Respit. Crit. Care

Med. 171 (9) :1026- 103 1). In particular, TEPD
waswedsiaent of i soproterenol-induced CFTR chl op@TI®©S2006/012887

activity has denonstrated bette&fgredictive val ue t han

cells agdlostey pespiratomeeritheliali aels- FBveausmel thaemle pbtic Al TR patein in
. r.J. : - r .
venof g9 SEBRR e and 8B 458 AP i,

cystic 8bidsisipatlients haws an dbabinte TERD clilorid@tdrziactapeant An@oeripyint,

in patients wth CF;, any observed inprovenents in .
TEPD ey aduadagsdhait e dpgec ﬁ%lﬁﬁg? trmpmcﬁwg&? thag arecrquagtitative

. 58! PUITY < & Baprectied
eard By 5890 AL, Nl ORLSA0 RSB S EF i oo
cells. Furthepmonepit js edidysomenstrn oPEETR avtigitpthat iswovlibely tabe afficbted by

smpo 5 Rl T BBl S P By

adminis’ee‘?é’ﬂjﬁﬂih'(\)/é@%ﬁaé @nfibiddics VOB ¢e BlevillenceABRSTEMD values can
Engl J. d. 349(1 5): 1433-41). 5.8 Exanple 8; CFTR

correlaterwithdhe @@gr@es@fmireowm dysipnativa and|rhdegtaplic ahgormality (Ho et al.,

I 0GESSI N ; I cOS t r § .
1997, BR300 10y PR RS B PR 0 088 0
SermebBahdarune dlUR065s aangerapit. Oyt Quaphidd ¢at®RN02s1037].Rn
. NMRNA is perforned using standardi zed techni ques
particylqy ZRRYY assesgment g dspprofegrengl-ingced;GH TReghlprideagtivitydigs

demonéﬁ%l%ﬁ )oiﬁeﬁga?écgétsve%ﬁ%aﬂhanlﬁ%%r%hpegg gé’bern]ingésleV Fh&% P%iljolg’gical

uorescence stalnin
score (it avadl., £9A7, Wel Ratpic.&10€9)(X0d 8-28). abiple, bakelmm coaditibns, TEPD-

ssess e A S b BB TS S ks
with C2% aﬂf@%ﬂ%ﬁ'igi?]%@tehﬁﬁfsqﬁqiE@'DEstQ:ed)Ehlbﬁd@éﬁainﬁélta%ti‘ﬂti Bre

S
nonsense-nut ati onnedi ated CF, CFTR staining is absent
expecteéd tgspecificalpntiéenste shanvrelggicalaictivity of GF EReoreeting thprapies.

tati,on),or is,pri.marily, obseryed i h i | ear
Accordigefl s W bfford P RLIRE cntonGi?d BT KEe 1D SRS bHE il gene
replac&h@neRidsesnB@ht SrERinOCFER elykfihation (Petittiagkemd), 1995, AJ. Clin
Successf ul groductl on of functional_ wl

d -wild
Sci (Lanyloe). G521 e Wilschensbt of dhn? ORsh Al J. Med A1 4341,

has been associated with reappearance of apical

g@.?tmf;ﬁtk%%%ﬁﬁ&g%m]@a@&%ﬁgéﬂ ool Am 3
0010721y e o el i BB st Bk s

ofa pe%ﬁeﬁﬂiblr encasurefehtrafIGHTR proteih by imireadRudro@e0d] andibynpratification
unction tests, .includi FEVi , .FVC, d NMEE25- re

of CF b 5 s BEReRgIed AR i 7egrieatiAst Dot e 2001, 4t

Respir‘é\ﬁ/%ﬁséﬂ% NWred, Qb3 0h 68185 YARURE bd AN 200NCH BglinBipM25uppl 2:17-

and, particularly,” FEVi) have been acknow edge
23). Ths imefunnfluorescentd stiobig ofmopoalrapithelinl pells @ort examiple; %@Fh nasal

T N BT i e I

animal RBHSANYEhehseMetthht@fod-HediaddtBCR bt BpdiEaR ivith nodsersetmgtation-
managenent of cystic fibrosis patients. Noyenber,
media@gﬁg CH TR etpiginglie abseniig. gifpatients homozygous for a premature stop

mutation) or is primarily observed in the perinuclear region (e.g., in patients with a AF508

mutation that prevents normal CFTR intracellular trafficking). Successful production of
functional wild or non-wild type CFTR protein in both animal models and patients has been

associated with reappearance of apical epithelial CFTR protein as assessed by
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Pul nonol . 34(3): 228-3 1). FEVi and ot her pul nonary
function testing neasures have been shown to correl ate
wowdok/1di48kase severity, predict norbidity in tRCTYESDD6/012887

heal th care utilization and IV antibiotic usage, and

immurioflgpreacance (elan¢ysi abt 2E8H, Het dt Bekpito Crlal Garyg M@bdﬁ @hd683-92;
Ad a n f eGgtive Drugs
Wﬂsc}f&éfqgo [n%lgﬁr‘mﬁ I%Zrzegg Jﬁ? g Q.‘?Bc?npl A for tograrrym n

solution for inhalation (Tobi(r)) for the managenent
5.9 cy sExamplel: Pilmopaity BunictionNDasesnber, 1997) .
Pul nonary function testing is sinple to adm nister
[00108]even Pulmpabiyeahcioasestqiindudisg FEVedr 8C oindagBF;s.78mtk measured
. uses standardi zed eqw ment and echm qu hat , ar e
using signglard SeaPEetIrecedrife atmeHOALp Hw@ﬁwﬁ%wnd&%mg

MEFR8 v & Satn%bgérﬁﬁﬁ ﬂ quz BX RIH ALk RN ed R tas ﬁ@ﬁfﬁﬁ% clfu‘ﬁf:al

patient ag gender. I nprovement in
endpoingssin lpatentaekth %gddndiDngAdmmlaﬂratxmL §2nd énntlriafelt:‘aw Bglgs

iR Bt bRl osR08 oy B TEe SEAEER Efpio) or
the mahE] & of ORfid Bedds fdreRd, RB¢bniBdd 01 RINTRHdSA], 200D Pedfdnd

i -Infective Drugs Advisory Conmittee. Discussion of

PulmonuziA3# @: 22c8b?rlérrfENn agdpiliet pHmooaryi finetioarteBing (TRsASHIER iyve been

shown%ggx&%lg?e Wli ?rraesg tée\%félt ¢ %etdlqcc xﬁ%gfd?t%ﬁlz ge[ﬁ%% gﬁéegth care utilization

and IV3artDidt-IshgtQ aad paasavd ME ris oﬂ@B&aﬁteﬂZﬁd)ﬂalﬁy YH‘dod @dlﬂrﬁg C
as an Oal Treatnent for Nonsense- Mut ati_on- Medi

Adminggiztion, $3nbABEiIBIeFOBDIES Petvisent SOMmPY e, Rjreupten git NDgy for

oo A, LY PSR 70158 00, Bl e neglen
patien@ON oV dl I7). dEmlmi)nafy fanctimctestiigve lsynpidn’rmdmahlstaméwen in

patlen{sgggf@ﬁsgiyéaﬁ%g §n %ﬁt/ i eﬁié.)c/lu I | O cf) tlegl?niques that are

w1del}pé§ua gl?l ' ﬁﬁe@%iat%ﬁg&)bﬁf@ttrﬁe\d%sﬁ%ébédﬁbﬁablﬁﬁéﬁ ﬁ(‘)&ﬁf&tlve equations that

Ines - Second edition tional Commttee for
accounm fompataht dgebbeightpayd Stdad dintso wOGoL voFE‘sZohaM)eyn p@mpﬂnged as

oy BB e 5T TR LT BT R fis

regulaf®§ bFroP4l ofidbfhaSdhIed ardeinhdle@todfrh@ih (odned Drug Admlmstratlon
i soproterenol); [00112] 3. Presence of a nonsens

62na Antitlafective Pmgsredvasory hematiftes. &scysipm ef NP fog é‘?hfamycm solution

oSG0 BEMTFRL AL hign, seaboncing has

patienf80Nyvarebgh199740 kg; [00116] 7. FEVi >40% of predicted
for age, gender, and hei ght (Knudson st andards)
( Knudsan, Am : :
[ 589 1 7Exampls ll; Lhase
oxi met -\y\l] -bemroicas am(amlg"i‘r,eatment for Nonsense—Mutatlon-
Cystic Fibrosis

[00109] Patients must have met all of the following conditions to be eligible for
enrollment into the study:

[00110] 1. Diagnosis of CF based on documented evidence of a conclusively abnormal
sweat test (sweat chloride >60 mEq/liter by pilocarpine iontophoresis (LeGrys, Sweat testing:
Sample collection and quantitative analysis: Approved guidelines — Second edition. National
Committee for Clinical Laboratory Standards 2000;Vol 20:14));
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[00118] 9. WIlingness of male and female patients, if
not surgically sterile, to abstain from sexual
WO paoeno@ss se or enpl oy a barrier or medi cal nepdtDUSDD6/012887
contraception during the study drug adm ni strati on and
[0011F]ol | ov@ wdorpemalcfdléorl GoYEHpn mnem@ealtwaEﬂDégnmezyoaﬂe‘@tthan -5

mV T%I? Ia?sr?fﬁ%eél %ggt%]lorg@e i;e%ipe 1%%1'(\)7&%10 ?ry{] V\fr?ehgn‘suéé{ age Lﬂng dsoproterenol)
[00112]i Si t S3. PdEdefeB6ld mrsexﬁsatmmu@i iane F tidyallRTel OE e 1% gene;
[00112' ncl uding TEPD neasurenents, clinical_|aborat orX

est s, 4. dIFupRntasien that gfr censscqrenaipehas beqnarerigrze

0012 y to provide witten inforned
[Oﬂllébonsel% &%mégﬁst.?ﬂ 13. Evidence of personally signed
[00113jnd dab.RbdynfagedtOdgnsent document i ndi catl ng that

he p en_infaornmed of all ect
[0011¢) * he?. tF%j\%}P‘*%F/o@fe sictldor e GHdEr. op f} W Sndands)

(Knudbs@, 198,08, G@RIREHPP DL OV UBBH T pat i ent from
enfol I'ment in the study: [0 0124f 1. Prior or ongoing

[0011Tedi ca$. @gredh satoratipe (g5 measomdcbcymutlsarqmmeﬂrﬁe:«%’,% On room air;

[001 lﬂzéfgl ? t\&}l@{lé‘?@gg Ioém |a@§If cmalg 8?@3@ sﬁﬁ%ﬁ% k sterlle to abstain

from seRRP RERbYs@BNGhpRY iatbarididk melital Method\ve Séﬂtﬂa@ép’tﬁorﬁdurmg the
opi nion, could adversely affect the safety of the

study graigiagministraiioagnt follow-uRa@rsiodshat t he course of

o113 20 TR B LoD BP0 e SO s

[0012@)ngoi nYl.avilliggriekd mebabilityad uothply veithischedydpéwisis, drogver
iratory infect

admlngsglzgw phagmrﬁrocetiyge%i@]mﬁ%f] grlif é}’]ﬁﬁ%ﬁ%ﬁ%}?&ﬁ%s cl?rhgarl tlab%gatory
tests, AR gﬁgé}lh%gsmgfstd@,r}gstgw&@s e (including recent

nassi ve ptysi s or pneundthorax) within 2 nonths
[0012pr i or 12 Astikitytto pioddardyitten edommedtconfadGlad] 4.

001287y G g P PSR oot ant et By HRLEAL Bospupent

1nd10a¥1ﬁ§ﬂ1agﬁe pafiefi®s béérﬁﬁf(frhféé Qf alt parene®! aﬂsﬁéc@ﬁoﬁh@ friads
atel ectasis or pleural effusion which

[00123]ndi caThepresdnce of any-ef thy feliayring p@ramloresa)%blée% PR fipm

.secondary to CF;[00128] 5. Positive
enrouﬂlgﬁtdpi\ﬁﬁn% ‘surface ant i gen, hepatitis C anti body

[00124eSt, OrPHuRBnEGAY Redefal cirdition (¢igl ,Ld:&nsﬁdﬂli‘tént flémss, psychiatric
[00129] 6. Henogl ohin <10 g/dL; L. é.?ig_ %

conditign algplolism, glreg use)E odise] hlgtoryAB indings, (?(g?gj@;r{gﬁ or

laboragosrﬁ Hﬁ@g&%ﬁﬂk&?ﬁ {hlé %SF %att%e 6‘[5191%5%£ uld de%seﬁpiﬂﬁlt the‘%‘éfety of

e upper limt
the patiedt/mbles if Oflil2R] thﬁt théboaseraf treatment dr doldew-op vadd bm:ompleted

or cou él%%:geflrnthg Ssszss}nent oJf stugy }Jep Bl?s limt of

[00125] 2. Ongoing acute illness including acute upper or lower respiratory infections
within 2 weeks before start of study treatment;

[00126] 3. History of major complications of lung disease (including recent massive
hemoptysis or pneumothorax) within 2 months prior to start of study treatment;

[00127] 4. Abnormalities on screening chest x-ray suggesting clinically significant
active pulmonary disease other than CF, or new, significant abnormalities such as atelectasis
or pleural effusion which may be indicative of clinically significant active pulmonary

involvement secondary to CF;
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normal ); [00133] 10. Pregnancy or breast-feeding;
[00134] 11. History of solid organ or hemat ol ogi cal
wo c@adpd4ant ati on; [00135] 12. Exposure to anot PET/US2006/012887
“investigational drug within 14 days prior to start of
[00128F iy v essitigrhepali GO 3w ace 3t gvmy bopriis &7 antiboga esbror Fpman
. her the I.c clinical trial; [00137] 14.
1 C}g;ecf)ii%}neél {ngéuso@&ﬁ;ﬂ%as;’ol i di nedi one per oxi sone
[00129F Ol i f 6rHéMmbglabinivAtEHLy ecept or ganm ( PPAR Q)
agoni sts, eg, .rosiglitazone (Avandi a(r) or equival ent)
[0013%]9 pi od $Etrﬁlilcﬁ]1@n(ﬂﬂci20%€/|d¥§or equi val ent); [00138] 15.
[001341an0 8! Rud MR RAGHmdIRA €ahiadBR1 bR &' BIuHSE 1it of normal,

rticosterords, crono yn(, I'pratropl um brom de,
or seryrhedyT, A8, ion §GDH P2 dxtymex the opperdimitwf drirmalld days pri or

00133 5% 25° ABherfil Bt BRI et S0l 5 SRR IRErl ic of
normd[l\%thi n 14 days prior to start of study treatnent;

0140] 17. Use of or requirenent for inhaled
[00133fnt amil @i Rregmanayrokbisasi-fegding;n 14 days prior to start

stu reat nent. or._durj,n t.udy -t.r eat,ment.. .or
1001380025 17 1 PR A g et O R S SR fon 08 e
[00138t i bi 0D iEx§ovhrchd Bndtherdaysstiphtional ditg Stithih 14 Haywd pitby to start of

treatnent. [00142]
study geptgrepB- Fl uor o- phenyl ) -[ 1, 2, 4] oxadi azol - 3-yl ] - benzoi ¢

id ' rgl af Tl ei n.
fo013E" V33, GEREER iR or QLAY Bl MbrIRRE0 EREITGRE, o
[00137N | sr 44) Orguin@uder afithiazdiiseeli ¢hetperadisone prglifeoatdradtpedted
in the ited States; seven patients.were nmale and 8 .
recepie g@ﬂﬁéﬁﬁﬁ@; %gpméﬁt S8 ﬁ%gelga%@si(gﬁ% oF e%@s@] gr pioglitazone
(Actoé@%ré(%&i}/ﬁéﬁt'b-ems had mul tiple signs and synptons of
cyst i | bro

I brosis, including sone degree of |ung _
[00138)sf und fi Clngevén mtranasal medidationsgingludihg use of corticosteroids,

-[ 5-(2-f.l uoro-phenyl)-[1l,.2, 4] oxadi azol - 3- - Zoi C.
ool S4B AR o kS Ragh bl B OAR oo
start FGHIdR i@hingnt,on of . .

3-[5-(2-fluoro-phenyl)-[I, 2, 4] oxadi azol -3-yl]- benzoic
[00139Li d t Hpclehanigaisms trpaimegiyith Fystmigtor inhalpdicgriicosiergidy within 14

8. for followed by no treatnment for 14
days P&%{’Eg‘é %t%g/tg?gtué?tr%%tﬁe{n%ti ng of 28 days), followed
[00140) adni N7 SUseadfl @Meqfirement for inhaled gentamicin or amikacin within 14 days

. 3:‘%5-(2-fl uor o- phenyl )-[ 1, 2, 4] oxadi azol - 3-yl ] - benzoi c
prior tpcstart elyiedy gagpentos dugag sWey BPatiient 0T ny/ kg, 10 ny/ kg

d 20 150kKR jcf i AAbIHEAWAYBIE 14 @lys pri
[0014 E days‘} ( &%]nfgﬁffn ccr)ggsl)%?llcnag{%?éqggbsgiaéys). [100143] vS PHOT
to star€of studpiredmepi nt s were eval uated usi ng the procedures

100143 ¢ ot mire- G S it R 2RI e RO el b laed ina

formufation described herein. 15 patients (12 from a Phase 2 trial being conducted in Israel

and 3 from a Phase 2 trial being conducted in the United States; seven patients were male and
8 were female; patients had a median age of 22 years; and all patients had multiple signs and
symptoms of cystic fibrosis, including some degree of lung dysfunction) were orally
administered 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid according to the
following 56 day schedule: administration of 3-[5-(2-fluoro-phenyl)-[1,2,4]Joxadiazol-3-yl]-
benzoic acid three times per day (TID) at 4 mg/kg, 4 mg/kg and 8 mg/kg for 14 days,
followed by no treatment for 14 days (Cycle 1, consisting of 28 days), followed by
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Nasal nucosal curettage was coll ected from each

nostril of each patient prior to treatnment and on days
wdadooant488 of Cycle 1 and Cycle 2. Pul nonary tEBGI/ES2006/012887

i ncl udi ngﬂFEVl FVC and MEF25-75, were measured prior

adminisiration of Adat(2-Twaraialenyl)d 1§54 oyasdiazop3-ybhbenzgicesidhrepgimes per
oy B S FL BB P At FLEUS, Bk ity 19

days (O§eleW; echsistinglof 8 dhyat ment and on day 13 or 14 of
he study being conducted in fhe Unjt

[0014% ;lt :S%ll ¥ aggllpomwer@ﬁgﬁlggte NSg e @ﬁpqgfug%peset %ort%dabove. TEPD
T fy4t f
measﬁﬂggﬂgQ LWRRCSade ]%Pl %res ng%ﬁ% ﬁggayg 14108 282 RgeR d1 élgf@ycle 2.

egl nni ng treatment peri
Nasal TilzReDsad Ichmtﬁagiewas:crdwctedrfnm vachhiostrié af bachtpatignt prior to treatment and

on cafif it S untit it B0 B Plvacay G0 HERMARETY o Fyghead
MEFzgﬂrﬁr ﬁ/ere7m9asméd privr € dAtRBEL, of dfy Vef Etge DRAUSNIBNGE 4 0T Cycle 1

chl ori de "conduct ance armng these participants
and dayold er kol Gyade Wthﬁﬁﬂm&@]elﬂg@O@ tethin lotaeksandithp sameparameters

were IB%B?Shl rplgflogr 1§ ROS g{éﬁ agpl g 6148%%31 df in tﬁl%g[sdy being

condu@ﬁﬂ%t@ajmwacjsi@@gnce response at the end of treatnent

[0014‘31 [ 5 ( Meaopshergeihdifib chlpride aqnsaianes ol hisisthe apsagapidhe
chang@é:frgm tﬁQBe H.IElH e hd B?%ettfe'a ég g@rég%g@lgﬁ lcglrolngg conductance

con uctan ponse I'S fin
withircench satdg lpamcnlm]nt ob@rexatpt ifdhe Cleages inSTHRAD clHoride conductance

it GSETR G oS B2 T SRS S5 SR 8055 i

TEPDCHISH! @RaGctiiitle b oRb the@e?aﬂ?éqﬁhtstvl?&ﬂgﬁg -@b ntv eat ment,

the TEPD chl ori de conductance rovenent woul d be
[00145]7 . 0 mPeraestnge Qﬁmnmgv witleh ICbéorzde comhdtaranasporses Jdisie the

prcc QB B S0 SlBEL R RSB e o o

treatrde@@Rh 345 - ohREo-pREME)-[ 122, S jokadihee- %ﬂ@-@bﬁd@@&d ERoEpurbéses of

or nore electrically negatlve t han

the triglsneeldpride eandystaegedgsnonspis definedhes snbERR chjaidigeonguctance

1mpro§¢ﬁ§_&it.o aﬁ%ﬁé’teg]%nas eF| £ a\;/%)ﬁ#) dr? gggt(ﬁ:égg g\? Qanf’l%’ﬁ{) %ﬂﬁ) id¥ %Hcﬁlctance

value abhD.0 Y avhhsaﬁné)ﬁﬁbaﬁEPthlomﬂe wendctaioe @alak eft6.0 mN hythe end
positive than at the end of tre7at

of trediaRt e TRID clgloméwr&i%fm‘d@nfemﬁ Frouds by
chlori RS RVEGnELrezforde. NV, this would represent an

I mprovenent I1nto the normal range because the inproved
[00146k] ue Perawptoge ef pwiantsoelth ynmevandnieoff EhD eBlofideonductance

vatued b RO e b bl e
electrich®y ABARVEWan LAOUEV 3§ gsiebtdly RASiIHYWASbSRHhE hoRdl rfa{ge As such,

Fourteen ofthe 15 patients’ i ncluded in the analysis

a patiena ovithi & WEYD ebloside zandustange vilupetttifmaas basehpgvauklde a

c i C ati
o T OF S B S AT 0 o 5
mV. Hadtitknéisl off teaathead, thansatiears TEPDsl{drideicondyctaie value improved to

requjred
-6.0 mV,c%his would represent an improvement into the normal range because the improved

representlng a

value is more electrically negative than -5.0 mV.
[00147] Based on patient gender, age and height, the mean FEV value at study entry

was 66% of normal and the mean FVC value at study entry was 80% of normal. Fourteen of
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chroni c pancreatic enzyne replacenent therapy.
Patients had | ow body wei ghts, with a nean wei ght of
w®3008/1kggsat study entry. [00148] Tabl e 5 presePtEHUS1066/012887

TEPD results for the 5 patients. For each measurenent,
the 15 ppgients duglededdn éhqﬁn@k/éntl@é agway cplosizaben wiktiseyvdomangs
0 | I
aerug%g% 2.0 n%]%&ﬂ g%}:g&%gl %#gcatfb?xf}h %gséc{r?]:' t?)érrggéée ﬁ? eé}ls thgtecsaﬂ 18R t8%erious
pneuni@ii. - Béurtees of tHesl Sq:aiﬂeﬁts aldo\ay pancrémémufﬁuemigfl dndesquired
established by the QIstl c Fi br03| S T %C{}’i CS,
chronisRABF TSRS FAZY RISTRBIARCTRSEE BiFFAI ahsits hesbls veighs, with a mean
we1gh@6?§§@'k§% Qtﬂdggﬁt?}t'.bases' I rrproyerrent S i n TEPD chl ori de
conductdance 1h patients wth different types of
[00148pbns endebleft mesantsstheil ERDresuits fOFHR Sgetientae Fer ¢ash etkasurement,

the req s PSS o REGHOT DR 8 TP LaR IR G PR prstorially,
result§8f PEPEQes@@HQJ‘éQ 6418 be@ﬁ?ﬁes@ﬁtedﬂ 88 b bektSof= lﬁmﬁalmfasﬁ @dwever,

an of nostrils -6J nv O 001 -4.4
recentrsm@f:lmzs esmhiﬁbcd b}f th@ﬁystm Fibrogis Rhevapeutips Dmlopmmtﬁﬁ etivark

uct an of .n rils
recon161 % ﬂ%?I? <eopr66ef 3#1 b%setc, h?l’l’nl% ov?mf:nts é?”{gﬁg @hlonde
condu@t”a@% irOpddiehts Mlﬂl’ﬁdlfféﬂe% typls @ﬂionblbmb efut@fong atittemthe QWTH gene
i nprovenent in TEPD chl oride conductance to nornal :

were mded- of nostrils 8/15 (53% 0.008 8/15 (53% 0.008
Tabldgan of both nostrils 6/15 (40% 0.032 7/15 (47%

0.016 [00149] The treatnent eff & ple b8 Iomﬁgghmsemvel
tEPD Re&Quihi gher 3-[5- (2-fl uoro- phenyl%sult p-Value  Result  p-Value
, 4] oxadi azol - 3-yl] -benzoic acid dose [evel's were

Mean dh@iige MtTEPDShlbGdRIcbMuddngni fi cant, suggesting that further
Best db®grilescal.at.i.on..nay..not...be..neceddary and.@hat -ederv 0.010
Meal @heth 1gb8es... of ... 3~ [ 5--{- 2~ f.). uor.ophéiyy - [ <0.001  -44mV 0.023
Numbgr ofpaiidnis a8y inproyeania AER ¢ aci d rray be ef fective in

chloride % TEPD chl ori de conduc t
et sl s <oty Wb T <l 51
..................................................... 00% .
Numbe E aﬁ ?Anﬂﬁfﬂlm\,\‘é&e%ﬁﬁ T%pﬁ%ﬁlgrﬁig I Cu

condud been powered to detect statisti cal
Bestof ik 1 cant changes in SeCOﬂdaRNs @BAPoi D88  8/15(53%)  0.008
MeaSérdbth 8dstraal | y signi ficant i npreve@ent s Doom st/udyrs)  0.016

entry to the end of the higher-dose treatnent cycle in

the patients' mean FEV1
[00149] The treatment effects at the lower and the higher 3-[5-(2-fluoro-phenyl)-

[1,2,4]oxadiazol-3-yl]-benzoic acid dose levels were not statistically significant, suggesting
that further dose escalation may not be necessary and that even lower doses of 3-[5-(2-fluoro-
phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid may be effective in improving TEPD chloride
conductance. Statistically significant results and positive trends for secondary endpoints
were also observed. In particular, although the trials were not been powered to detect
statistical significant changes in secondary endpoints, statistically significant improvements
from study entry to the end of the higher-dose treatment cycle in the patients’ mean FEV),
FVC and weight were observed. Table 6 presents the results. For the changes in lung
function, one patient was not included because that patient did not have lung function

measured at the end of the higher-dose treatment cycle.
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FVC and wei ght were observed. Table 6 presents the
results. For the changes in lung function, one patient
wormenoi48s ncl uded because that patient did notPEEUS2006/012887

| ung function neasured at the end of the higher-dose
Tablet¢ eat nent cycle. Table 6 End of Higher Study Dose

Endpoi nt Entry Treatment Change p-Val ueEldpig function

(expressed as a percentage of ngrg/%al fo‘ill;é eonder, age

and hei ght): Mean FEV1 65. 8% 69 3.3% 0015 an FVC
Endpoith 504 85. 1% 4. 9% 0. 037 Vi ght 5%‘.‘—é¥kga‘-§5".—’6ﬂf€g hange, p-Value

LungﬂthQ)]i%e ng]apéraenagéﬁfh&fﬂ&foralthouqh changes in
gender434 dn@MSigt®): Synpt ons were not fornmal |y nmeasured through

Mead FBY, Us€..0f...a..qual.i.ty-of - Lif.e.quesds onnasses trial3y 0.015
Mead PWESL.I.gat.ar.s..wer.e..r.equest.ed..t 08Bk abogtldchangesy n  0.037
patients' cystic fibrosis synptons. In the 15 patients
Weigh ncl uded in the interimanalysi$3k8 rep8ftked gehékal 0.012

i nprovenents in well being, 6 reported decrease in

ugh and repprted.decre alcus I hickness. and

00156552, B ok R0 e 88 el SYPelom VS 1 Bfey
measubed R@IghaBe uscadrth dRasity-oRliftcmbstionphies stglin@stigators were requested

| mmunof | uor escence and Véstern Blotting [00151] Biopsy. .
to askgbowthapgyy inpatiends’ sneticolpsiy YgPioRIsn I %de??élen@ declpded in the
. . l. i NsCi .
e SO OSSR RS OBSA MBS Ry g n cou
and 10 sgotted dg¢crpased mucos thicdkatsyent] cagiadcléarmg dfimeucos.her f oot

on the last day of treatnment. The bi opsy procedure is

A Bl DA S o S i
bel 1y b¥dauaupeflugrescenccand Westexn Blotting | he procedure.

At the time of collection of the biopsy prior to
[00151} eat mBrepsy o ghentgla Blreussjserard wwerlying akivi fohwn one fapt i performed

l, e fr. n Is S [
undec GBI B0 BN R e SBES, TR Bh BB B
requirtd)3g{eR M6 Freathitat, Bho Bdyh BPetHeidt bd tie AsaThy of tr@atnednt. & he biopsy
auze s e npistened, Wi th Ringer's saline. The

procedyre fuger e HEHE FEnIATEiRed teShmINBeY (Semsrany A FRmpndies Therapy
8890 B GBSORE B B L iR, v
time of collegioné did Wiopdy frias o teatipert; fenducld specinentibdivided into at

o B RO e S TEASTe BOPPA R s v
into aCIRSR Al Medts. SERHIOpsTRBeGRBR issplh&edidieNtelfa gauze sponge moistened

with Ringer’s saline. The biopsy specimen is viewed at low power under a stereo dissection

microscope to establish fiber orientation. The muscle is then transected using a sharp scalpel
in a cross sectional fashion (perpendicular to the orientation of the fibers) whenever possible
and allowed to rest for 2 minutes to allow for the cessation of spasm. The sample is then
frozen in liquid nitrogen cooled isopentane, transferred to a liquid nitrogen reservoir and held
1 inch above the liquid/vapor interface for 2 minutes of slow cooling and isopentane
evaporation before immersion in the liquid nitrogen, and wrapped into precooled (in liquid
nitrogen and stored on dry ice) foil labeled with the study number, site number, patient

number, date, patient initials, and foot side (right foot or left foot).
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frozen in liquid nitrogen cool ed i sopent ane,
transferred to a liquid nitrogen reservoir and held 1

w0 pai/1aasye the |iquid/ vapor interface for 2 nPODVUE®0@012887
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pr SR BT G5 RSB e BolLEC SRy S en

dystrdianﬁi r QP Absensy SGtbAn iSABRED AdcAffirinB8oEHBhEdsEh6Esis of DMD.

ffers additional practical advantages because it is
Restotsdioy of ysithahi, Mgth loealizaioriosBenmieclo grvdratcobad been considercd a
nesthe [ OV ufflc t
d1rect%1 asurlg ) p?éc 1%{&gleﬁ1rdec\f1&?c§28}?aé%lg g%%lﬁ%?@ﬂ%i’l?%&ornégg\%g ele999 J.
Clin. wdstWS(t@Bmslzllchblitﬁhgo a0es3,r4x ijal veaya 5N f ormed on
nmuscl e bi opsy speci nens to confirmthe presence or

ahsence of ful]l- ength d strohl n. . absence of
d;g@ro mple 12 Up £ L YOMEHYHi agnosi s

D\D.
[00154] Upper and lower extremity myometry are performed using a hand-held

myometer following standardized procedures (Beenakker, 2001, Neuromuscul. Disord.
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Restoration of dystrophin, with | ocalization to the
nmuscl e nenbrane, has been considered a direct neasure
W(mfzoopﬂm;tm nical and clinical pharmacodynam c aBCT/VISIOﬁ6/012887
(Barton-Davis, 1999, J. din. Invest. 104(4):313-81;
11 (5)146ﬂ761; Byde, 20003Neukerasany dPisorz. Y 1(25163-70). 5t isregoramended
(depeé%%xg ll(gﬂ\?l\g{ su@_ﬂa@t L’@é‘feﬁmgﬁh{cﬁ@xeﬁ ¥,taM§9 ﬂﬁi Fyahgaqulgfﬂ:cly ER)%I’)S include
hip abtuotbrd) &hek em@metseelbbwl ﬂe&msr@dgmn@kas dind&dn g1ip. e}Bﬁwtml

(Beenakker, 200 Neur onuscul . ord. ] (5):44l-
assesqrwés @%ﬁonw@n]d&wg EIFASUTpMERSS gan ﬁqtﬁcw@s d Ftgpm egch m%scle group
on eallPSAETERAET AHSRANAE ROnABrel ﬁsﬁoﬁ ‘tbbdr@a%e , B28R!sk8hd to last day of
functional status) that evaluated nuscle groups
treatmemld;l anddutinga dtithve-up pstiok afte teatneans.dPgringsthb pre-fréamentsand

ext ors, and han . BLl ateral ess n S
treatngilt DO TR T omp b0 e Oyt b Reriored DR Bt RGTA LipPSy:
[00156] oM ezmybﬁ%tg,cés@es@ﬁ@ﬂﬂa u@iihg%@féﬁdffﬂemedynm&%td?@f@@%%@e and

are nonitore prior to treat nent, on the second to

reprogugible tppsuse of muselpraimengthinenduratary andisinasebulagoryesuibisats
(Bee %Lﬁe%r 26d’1e%%%7/[g01,9l'1{)%ﬁ999d t]b@&ﬁ;-é i—lg@é,gﬁ)@tl ﬁ'nzg'omuscul Disord.

Freat frent peri o es are

11(2)pe6$70).metr-patborelifisilitynia sabisets evithi ropsylar BQﬁﬂdiﬁr 1§\M@H'€$mberg,
assessnent s usi n%7a hand- hel d dynanonet er_ ar

1988 s”e%. Netel 958 §SFd P dhde Fiyde %Qésufﬂ@oww%slawdsu@héﬁr70) As

om0 R S e 5B compls

meastiye i arssle fincbios QM;tDoﬁéle)%S;Lﬂﬁz— J0Bhys| MedrRahabidr (5 Suppl):S70-92).

The tq:ﬁ"te al%” | I%& %cpm :cec? E’Yﬁ}? eve?-lﬁggﬁ uI ar )%é"(ls%{ o%sgéltheraplst)

Hyde 2001, Neuromnuscul. Disord. 2 165 70). As

CEMZAr FkahiplERBURImdBeh&iohl T&RIL h testi ng, nyonetry
is a nore sensitive and Tess conpl ex neasure of nuscle

015501 ) 7B BR184 s idpas e LN B Y o Bk o, time

takenhxywlatkel (emefersabind tithe taken topbinab e mndard-$lmcbstmm (Mendell, 1989, N.

t Pj .St 3, Exanpl 3. Timed Functi est.s
Engl. PO B U R B [y o Be st 1 B o e parameters
are mShiedHEd bfiG o dreathd i SorPAs lsédoﬁfﬂ to Iabtr@aytcﬁ"lﬁ%ﬁtntlé?lt Vﬁhlﬁuﬁgg a follow-
meters, and tine taken to clinb 4 Standard-sized
up pesiodpfier t(qv@n@m Dunma&lge pristtregmggnt aud trigathenBpaiogd,) tha gged function
VAR w1991 Arc Neurol . 48(4):383-8). These
tests %%Pgrﬁ%lg%?spnﬂgo %ﬁmfsg eebdo%?yl or to treatnent, on the
[00159fcond Thesd 1B&t (tiay takkn td @addBeh, suping pdsitlbm,guae fatrbrh WKk 10
period after treatnent. During the pre-treatnent and
meterg.raad i iekensto b 4 stprdard-sizgd ﬁ@h@tﬁr@wd% & pddidenal measure of
f c
fonot B8 bR plfbuhfl SRR ReiRcploliin g ol RERA.
empldyel edimple teatkidifteryahé hsve ducdmentee réspkm tb CDhEEhpelllhc dntervention

with FRE T JGR0 1e et e 02 by G, T e Arch Neurol
48(4)13@§18§ are reproduci bl e, commonly enpl oyed sinple to

adm ni ster, and have docunented response to

therapeutic intervention
5.14 Example 14: Serum CK Levels

[00158] Serum CK activity is assessed using a commercially available NADH-linked
kinetic assay (Diagnostic Chemicals Ltd., Oxford, CT). Serum CK levels are measured prior

to treatment, on day 1 (prior to first dose), day 7, day 14, day 21, and day 27 during the
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with steroids (Mendell, 1989, N Engl. J. Med.
320(24):\592- 7; Giggs, 1991, Arch. Neurol.

wd3{é)11888-8). 5. 14 Exanpl e 14: Serum CK Level BCT/082068Y12887
Ser um, CK activit¥%|s assessed using a conmercially

treatmgph perénsl, andaprey Fhiieciday Heafics tissoaept.(Byragriokds nereased in
Duch%lg%l(rfsgglsaﬁ ﬁsgrropPgélﬁc? {gl%{eégr%%ls a §eadgg]m%KSLkr§lYlg df’ag?éﬁ%cl nr%r%(er for the
diseasdamd ) maydayveas admyentidl bldmarl&l forathel phtashaeologiidal degivity of the drug

d dd f
(Mendel e aian s, ishdined Med 1orad 58 155 B hamne. maseul ar
[omsgyst r O@QYurﬁ‘@‘K]& efd%§ Q'h’feahﬁ‘e Bf HWRBLL Ma wlﬁ{%

agnostic nmar for the disease and ser e as a
Concgitating$ af thiswmmnk ar the serutthare pmaeamd: 6ﬂ)ag| 1@a+foh1amsubjegts with

DMD%gt ne g{e%%gl%w?ltgge}ﬁelsta[r%és_ﬁgg? r% Elg?%qgn&@g ogthe disease

(Wonraﬁaqsw ﬁum‘ulaﬁﬁagbt%ﬁh%yhmaﬁb& C.Rt eBEdUid¥: A TS rw rsatve{ma) eds.
his enzyne in the serum are |ncreased 50-

The nm@om@ lagid imlesylsr basis ofvnheriteN/disgass. &tb@duVehénNQWOYorkt NlcGraw-
i, A{E5%0% 198 el PRl ety S RPGRR 80 llouon o

dlseaﬁ:&nd,seﬁe &'sld(ﬁiarleer |-f01: mﬁbc}le Wrmge. \Kﬂhle&ax&cwédﬁduc'Eh @hanges introduce
i ¢ and nol | ar basis of inherited disease.

varla‘tgl(nw (gghta%| 2003, A‘I‘@\fM’f‘b’r R2 (N2 dthequprker has advantages because it
o 288y SUBSAERD e RS ey ST, 30RO Py
Prior ofirikad rstufdoes haus sogvridavegees Miseduen €Xerodicident withdmgrovements in

changes .i ntroduce var abi it Pol j t
muscipgBRRS iyt GEmsn) itk Agtait (et ioRals R B s bSkeiliae-43).
it can be easily, repeatedly, and frequently assessed

Ws{15 a IMagifi1y 15:VBérinadl! Iﬁbﬁﬂqasft%lnﬂmlu&lé‘ﬁﬂx:‘ulﬁfﬂeor
clinical studies have shown decreases 1n serum CK

I NCI V.
001607 1, S50, Do R (TR 2, A A i
whethSul gj]zﬂtroﬁﬁmqﬁa)du@ﬁoﬁ&x Priamapy musche cuberrealrorfritlin pﬂniea’stcoﬂlasj)onds with
cle Cell Cultu 00160Q] Studies are perfo n
dystroR P B B8 Vil ORI PR EY Ut S G e RBrobists from
patlen\w %\Fﬂéﬁ iR SRR ROQMIE IR virky wﬂrmféeuay $4th& Myo-D-

tures fromthe patients corresponds wth dystrophin
produpm@@upltessmn cqnstruvtc(Wdﬁge%@O1emmlommtd2§v%62t3a33é demearisrate

dermal .fibroblasts fr whendff ent i at ed.
e R PogcrRR R P GFREnh  CorlaliBay i ol Frpa e Wi
clinicAhsRti iRy Sy GFRHarXRyas-Sbtih p&aﬁhw €dst #n\B8RGtingZ Ritdre patlents for

Devel opnent 128: 4623-33), denonstrate dystrophin
theramr%é%%qrmmgmwaw@ the tltea@mmﬁeﬁDMQo H$ ateicyHyregdfas follows.

Blopsz lgﬁse{y@f_:r?ag 54 1%3 Qﬁﬁﬁ slthrtq}l ?ﬁl #)rcﬁﬁ‘é M6 e fP%rS) afhd on

aln pr lve n se I Ng ure
ice foplhpartirse fxerrodb hbmapssaqr If dre thGlliGSE muongrepa*ad a@&m 24 hours, the
e treatnent  of Cel,ls are cultyred _as foll ows,
materﬂr ﬁa%eérm B b Peslifprationstieriven eqnipuie ! 10% BRERGhand stored in

llquldQﬁ@(I)éefn?Enaaﬂg(Q& ymad igmihe rthe%%é%e ﬁqg be ?ré GfedlfBf sétt‘ﬁ{hg@ﬂ the

tinme periods I'f necessary ue i's
myoblastepdiue bwipshimate2ia] tsovashed tnhRBS. PBS sufficient to keep the tissue moist

is added into a culture dish. The biopsy material is minced thoroughly with razor blades,

toward an almost homogeneous supension. Approximately 2 ml of collegenase/dispase/CaCl,
solution per gram of tissue is added and mincing is continued for several minutes (e.g. for a

muscle biopsy of 5x5x5mm use 1 ml of enzyme solution). The suspension is transferred into
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material can be frozen in human proliferation nmedium

containing 10% DVMSO and stored in [iquid nitrogen (or
waoleysite@ys At the tinme the tissue is to be prepar/es2000012887

setting up the nyobl ast culture, biopsy material is

a sterijgthe and incpbed #EY°C1R £iveaterhathrtik Bepnixhee s asingslwey &g .
s gh S5 A S L BB TN Byt v

severdlifgeleiay $n¢iﬂ:b@@is | Additidu rexbpEatieh wyaemy pibettmg up an down
col | egenase/dl spa r‘r‘é“ a2 saql.ution gg f tissue
with § STiRGHE6h BBETHRTIEA REIGCESSa0m i BRGAL 08 MUy BroMerAt o medium is

added® tﬂe stﬁ%ns _f{?fﬁs Ghiked! PRSHiRreT¥ ééﬁgmlgléé gor]ﬂ?1 mfHutedHe Y?fg) rpm.

solutio uspension IS trans intoa steri
The celli bellelmjresmspainkﬂed 3anl IBin@n prohfewmioanhtahlhmu el atetpdated into one

reis fine.slurr abot20to 0, ...
well qhafiollagyn-Corfl &HENSREfeofr. NEbHdingiiat i sROyB A ety ina 125
collagéh%bfeﬂ Masik PCaIMchre eNRur 8@ ¥ 48 hrl, iafB 3o (UiMd 598 GO U-bi®fhed cells
Addi ti onal resuspension cycles by pi petting up an down

are reiovpd andipatistged toeamother pelidgsnieeated iwveldaebackny). Hepdtnroliferation

ald f.er Lumis a
mediffy S TR PR it S Ha B A e LR B 8 g ety
conﬂddﬂcyrhﬁwtmﬁ t&b cd2DEenk A175- Tikks evd baeglobRiindds Fo€ Stdepeéttld can be
uman proliferation nedium Cells aregﬁl at ed

3

frozed fipa QmJ meﬁla}sk fto4 CéYﬂt}l%F@éWﬂtb&%l digeging@radiuny| Fhemyggenic cell
t T

comeSRRE IR OR S riaayY reloplurinin ity drenlgipg or o

culturas is3equisddf GRopEfa@ntaiyo nf ddshdnipesitice bl iatw lberroved an d
transfered to anot her col I agen- coat ed vveII (as

(r:]gtj p@?gq__ﬁg Tﬁ&'pélgﬁls;&%t IL? 3 qg % 'ﬂn oxo- Ipﬂ gny -\{]#ﬁﬁ@ﬁdiazol-
f i rst weyll-benzoigasan Oxal MMW

fl asks have been obtained. For storage, cells can be
[0016fL} 0zed Subisatsanest st 41l efsthe foltaying eondstientsds baeligiblenfor enrollment
1ntot1§e§%? .ng nmedium The mnmyogenic cell content of the
re is determned by perform ng a desm n-staining.
[0016B] epl atli Dérgabsit BEDathehtE afustidlar @GttbpIBH(DNIDY besed on a clinical
per cent age of desm n-positive cells is too low 5.16
phenotypegseentiing bpage withoingeppsesk serum CK and absence of dystrophin on a

musclg'sbﬁojaﬁgf é}&%aﬂ% S &H%aﬂtm%&‘%]\gffﬁgﬁ QI@EJ dy 3o M{e lft’e%ﬁﬁl%lg)ortmn of

nment enne Ular s ro
the dy{sG0dlid jprcddeiln); ects nmust neet all of the foll ow ng
nd|t|o s to b eligible for enrol] nent .into the
100163] gy 2 a TppSkgSRTRLstign e IR RS ar
[0016dySt T OBhDoé@NQtathﬁlstﬁQt d?y@tr@plﬁh' BhERquBeotasRRen performed or, if
presenting by age 5, w'th increased serum CK and
sequendisg h@mqifalrdm tresp irforsmeda thet 8 blaodisemplyha eepasen éor the
confi 1 St aen \é\A th an anti body to the
rglattoerylgyﬁacfphbrbgqq oHd e dystrophin protein); [00163]
[00168] PregePEidi ednilQASRN & adiBbAbhi@Aimapink Reiddied §FHIDB Muscles in
tgene [00164] 3. Docunentation that dystrophin gene
both s&fyuenci ng has been performed or, if sequencing has
t alre e ornmed, that a bl ood sanpl e has
(0016BE - SRl R Ae:
[00167] 6. Male sex;

[00168] 7. Age >5 years;
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confirmatory dystrophin gene sequencing; [00165] 4.
Physi cal exam nation or radi ographic inmagi ng evi dence
wobooeDB483iscl es in both feet; [00166] 5. AbiliPgT/AI82006/012887
ambul ate; [00167] 6. Male sex; [00168] 7. Age >5
[00169fear s; BOVilbogness tmbstaulrn@ﬁ@ss@mai intheoaise of ewployeshgaticr or

mediey JhebaT A REer R R e b ruP g PR o u AR n Pl geroas

in subfe@ls|k@wmiRo B@Eé)@ﬂﬂybﬁlﬁaybj ects known to be sexual | y
active; [00170] 9. WIlingness and ability to conp

[0017¢)i t h s8h alhng@rﬂsw%d alylityde Gemabnyvith seheduled yisis ofug admlmstratlon
pon. RREL A5, 668 oSl 008, FELANG ALY el oo
myomE’tﬁy,Sz&dﬂ?KB@ﬁpln{gO;Ol?l] 10. Able to provide witten

nsent (f >,18 ars . of a witten )
(0017} or ks ARG &Proyﬁetw%%ﬁmﬂ RSN (57T E SRR §8¢, pr wyitten
mforrdéﬁ%%s%n@fwﬁg areﬁtfdl/%&? digy Qd)r%% i ST feaV S a%e Offf {1R0&ject is <7 years
par ent/ ega guardi an consen al one w | I” be obt al ned;
of ageapatefit(legal gpalﬂian densahé aloee vill pe oblamet t}nd3| gned and

007413, it P gRadFRcs SPBSREUY S8 o S iy ohGe i god ient
(assen® HIBb B&fulBd f(ﬁ‘rﬂhﬂhﬁﬁ&h 1A Fiag8) inaRatdeLal the @ﬁb]&ﬁ/péfen@/légal

pertinent aspects of the trial should be followed

guardippbasbieniniorped sbatpertnend agpests afftke risl showichbe followed.
[0017 @g P g: It Jrl;g% ?re@%rk:S f?ﬁ%’ #ﬂ%ﬁ??lg(}%% I)ncfl{l&m @ﬁlu%%lud]e a subject from
study e@dllivenon (e.g. , conconitant il I ness psychiatric

condi ti on, al cohalism, drug abuse rredl cal st
[00178hysi i PriqrdioRgame medice] ?fgadﬁagl (ezgra CPH%%% ess, psjchiatric

cond1 NQlc lis'iﬁ/ d bus mteagal VSR ?E%@aﬁ fihd ‘er@@’ﬁnQiﬁiéls Gor

verse ect t ety of e subjec makes
laboratmy lakmdrmaht}auhat, vethe duwesegabdr’ s omatonemuld)ad\feNel}o&ﬁ‘qg:p the safety of

o 2l hoRE GRS B8 oSl rhREH oo 55 SRR ot
or cou® 1n§53?t9lﬂ§bés\é§sn€éﬁ@fﬁﬁd}fﬁ'shlw e (American College of

i ol og / American Heart ASsociation St age C or Stage
[00178) ( Hu(

10 Eymptoses andosigns oEapattestive GBdiag GilusfAmerican

Colleéefoog]qa?%loggézﬁg gl(ﬁg%e@?ﬁ 50518‘{5 orE’St?Tg%E r%t%cpe)fg@gunt 2001 J. Am.

Coll. Whridird, $821001-1Bst ; [00177] 4. Henogl obin <10 g/ dL;

[0017 £]00178]3: 190s1t§/eerhlaclerg)]at{;ltllsb]l3J ?m?acé%ntslgcgn/ (Ijlepatltls C antibody test, or human
immunodeficiency virus (HIV) test;

[00177] 4. Hemoglobin <10 g/dL;

[00178] 5. Serum albumin <2.5 g/dL;

[00179] 6. Abnormal GGT or total bilirubin (>laboratory’s upper limit of normal);
[00180] 7. Abnormal renal function (serum creatinine >1.5 times laboratory’s upper

limit of normal);

[00181] 8. History of solid organ or hematological transplantation;

[00182] 9. Ongoing immunosuppressive therapy (other than corticosteroids);
[00183] 10. Exposure to another investigational drug within 28 days prior to start of
study treatment;

[00184] 11. Ongoing participation in any other therapeutic clinical trial;
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[00179] 6. Abnormal GGT or total bilirubin
(I aboratory's upper limt of normal); [00180] 7.
waeverimeb3 renal function (serumcreatini ne > 1PSI/UBIMB&012887
| aboratory's upper limt of normal); [00181] 8.
[00185] st or y2.dPngoahg urseg;rfg]aﬁzqhdm@émp(pbmgm@me proliferator-activated

e, 00 PR Vo7 e Sy SRR

pmghﬁ%@ﬁ&@xdbg&mﬁwmwﬁumhg nvestigational drug within 28
prior to start of study treatnent; [00184] 11.
[0018ﬁ190| né3 felange ipsystearc Pw’ﬂaﬁ'gter@tdqupraphéﬂr ZpBitigtion of treatment;

cessatfon! df 'tr%?{naefr%,eﬁg'} %ée)%;nz)?% f%%g#e@ gffgﬁig ]pf' StE o‘?é) w1t1-tun 3 morghs prior to

iazoll erator-activat e
start of siwdpteatngatira ( PPAR g) agoni sts, e.g. r03|gI|tazone

oonsh( 218 o0 quvalent) or BLogll ! 2L0ne, (ALES! Lot pric

u)gmfgf&hgpﬁéﬁﬁﬁhg t herapy (e.g. |n|t|at|on of treat nent;
cessat’i on of treatnent; chan in dose, schedul e, or

[00188})/pe oB [ét(édeucd')) -phieayl)-fil ,34}nmdiasolp} jidtbenzois teidtis provided in a

formu 0 et kR MR iRt B RS EE W TR Soheitbgatmen

cohorRTARifi4l cohédt bf Patichtsusly trbateRtarBNor 28 A8¥B@ith 3-[5- (2 fluoro-phenyl)-
FI uor o- phenyl)-[1, 2, 4]oxad|azol enz

|
[1,2 4Beq[a@|1aé@ -Jpyldenedic peidat ¢ srvendadd level dege ﬂr,tﬂezpn}de‘%r@»gkg) TID. If

the 1n1;{1rag§%tf£ﬁ{§tto P t@ﬁ'{y%tt dseQ%ﬁ? (ﬁi%rt%%%?tlérﬁ re%@lﬁlgs 3- I[S -(2-fluoro-

nment
phenyl)+ [&alﬁ]dxdﬁaicyaf-ﬂﬂ-b&&odﬁa@d L) atlther[d'ﬁse( EVé]J Clc.# dOp,NEé)n,)dn)i 20-
mg/kg[) &\;éi )s(,ge(gllcl?égtllen& recellé(ﬁaekt) g)r’gég;«f %d?i%quslg t3r|?5-&l eqr}ﬂ-pgglgfl)
[1,2 4?{%5'1%%153 |b%h§51§ a&HeA‘?{eP%e etnﬁ%@Z ngslc()‘}f?cﬁeaﬁﬁ&ﬁ,r dacRpatient is

ents receives 3-[5-(2-fluorophe
followed Zoridroadkliki b8 ﬂayyslmﬂtwnneattmeat:l d at a hi gher dose

1001896 e et oralevet o RS e Bial g Moot ben 57"
[1,2 4%&5@& F-hdea200 86 bk takded TZDAeﬂt gxadj Adab=Kouy (+ ~30 minutes)

benzoic acid. After the end of 78 da s of treatnment,
intervalac FlegHy ieegix dass i ek¢rowilinr-GP rainuige aft@r. omatl (28, ddy) AM after

breakisr'\'I %tcam ljé\/g gﬁ Ill;ﬁfl&é +@0?§813h@%ﬁgpcg 2/) @hﬂ%vﬁs ’reahtzedi that

vanati[ohs #h ddsmpasthadit ndyWedurie ﬁmlﬁpamndsehﬁlgi; &Kﬁfbciﬂnﬂle&ﬂed that the
6-, and 12-hour ( -30 mnutes) .intervals. .|deal
prescr&&éﬁe@a@@ (ingicingedosinie pierval st calattonship o dasipgfg medls) be

follov&‘eﬁ é:gosskyoodq t;gg/lgaw I% nﬂﬂ% )%@1%319 eC?'ltn |918é3 ! Q{nlttsgger(ej eyﬂﬁc{&ed using
ﬂw;xw@ﬂuatsanbﬂhmdeS|ng schedul e may occur |n t he

tpat settln IS rec t he
100198} 8¢ ¢ beea@pms ?4 et Bl anglﬁi; CiphoSpa ot iy aon
have Begh ﬁEéc?i‘B%Ji‘ h@reﬁf fodl 9&;69%%@ 11'[ﬁ°s€llaﬁan g iﬁl%ﬂtﬂih‘-’&s&li%a‘ﬂeyem is not

on the days of mpl e col l'ecti'on. Cinical

to be landpxblrrﬂcsp%lb:e t}@vs@bcuﬁc eatbodiimeyts herein disclosed. These embodiments are
intended as illustrations of several aspects of the invention. Any equivalent embodiments are
intended to be within the scope of this invention. Indeed, various modifications of the

invention in addition to those shown and described herein will become apparent to those

skilled in the art from the foregoing description.
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the procedures set forth above. [00190] It will be
appreci ated that, although specific enbodi nents of the
WO poenii48n have been described herein for purpPSESSTNG012887
illustration, the invention described hereinis not to
What recldiimeiltisd i n scope by the specific enbodi ments herein
di scl osed. These enbodi nents are i ntended as
i ] ust Pamkhod faftradugn discaepeaiciataf withe nonseaiss inntatioAny

qui val ent enbodi nents are nte ded.to. be wthi
comp%%%é rginigteRing o ARAGENJA negd; @@I@ an effechiys amount ?@aﬁ@a@wm-
phenyg)fe[sltgrliﬂg ﬁibﬁ 1300 -'b fchd 8 ﬁ%ﬁ@éﬁcﬁﬁ‘}pé(@éeﬁtﬁgle salt, soévate or

ein becorre apparent to those sKkill
hydraierthd:rheflarthreédaﬂryﬂMSf or egoi ng description.Wat is
clained is 1. A nethod for treating a disease

SOCI e S t ati on n
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mdt hod The nedtlzadhoficlaimhig vdierein He amputs of thé thréeedashs ase the same.
doses are the sane. 5. The nethod of claim1l, wherein
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se con ose adm ni red is 10 ng/ kg and the third
dose adnministered is 20 ng[kg 8. The nethod of claim
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bénzoi c ac or a pharmaceut i c 'y acceptable salt,
after thekatané dose Isyadmanisteteder eof i s adm ni stered

10. The method of claim 1, wherein the first dose is administered about 12 hours

after a third dose was administered on the previous day.

11.  The method of claim 1, wherein 3-[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-
benzoic acid or a pharmaceutically acceptable salt, solvate or hydrate thereof is administered

continuously for 28 days.
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conti nuously for 28 days.12. The nmethod of claiml1,
wherein 3-[5-(2-fluoro-phenyl)-[I, 2, 4] oxadi azol - 3-yl |-

wheosai®@saci d or a pharmaceutical |y accept abl epeBIUE2006/012887
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claim1, wherein the patient is a human.
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associ at ed th a nonsense mitation ¢
diseadgo AR, e 0 ST ERETY R A" EHPLBF R bystem discase.
ef fective amount of 3-[5- ‘
(26f | uadhe npfiledyd)cldiln. B wheeia tieadi asSagibdiataé M thi onadcérhe
or a pharmaceutically acceptabl e sal t sol vate or
mutatipycp &etic Fibresss orichpmmsMyzulay [isyeh Y-19. A unit
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3105~ (ATE AR QPO 1 by ke Meidhag Aludraf] | - benzoi c
acid or a pharmaceutidally acceptable salt, solvate or
hydrate thereof. 20. The unit dosage for mul ation of
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claim1 r|S|n 25 ng of 3-[5-(2-
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LI %%?5%%E%&fg@a§giﬁg_aglgpgﬁgrmk Ad QM08b u & AYLB-fluoro
phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically acceptable salt, solvate or

hydrate thereof.

20.  The unit dosage formulation of claim 19, comprising 250 mg to 1000 mg of 3-
[5-(2-fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically acceptable

salt, solvate or hydrate thereof.
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fl uoro-phenyl)-[1, 2, 4] oxadi azol - 3-yl ] -benzoic acid or
a pharmaceutically acceptable salt, solvate or hydrate
W0 bewandss3 23. The unit dosage formnul ati on of cbPal/si@6/012887
conprising 1000 ng of 3-[5-(2- .
f 12dor o-Iheamit dosgae Tormaylatierieizciaim B, pbinptising d2 e mecoidB-br-(2-
a ' tabl e. t ol vat.
fuor fpRAF D Ao B SELAR A1 et P Rl B oG8 Sate

solvatstee hetfatd fherebfir mul ation is suitable for oral
adm nistration. 25. A nethod for maintaining a plasnma

O TSl Ry S h: o 250 msor -t
oA R ASE bl b A e Nl

solvatgtor hydste thbwof. 12 hours, conpri sing adni ni stering
3-[5-(2-fluoro-phenyl)-[1, 2, 4] oxadi azol - 3-yl ] - benzoic

i,d ticall bl I t, | vat
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fluoro-phenyl)-[1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically acceptable salt,

solvate or hydrate thereof.

24.  The unit dosage formulation of claim 19, wherein the formulation is suitable

for oral administration.

25. A method for maintaining a plasma concentration of 3-[5-(2-fluoro-phenyl)-

[1,2,4]oxadiazol-3-yl]-benzoic acid or a pharmaceutically acceptable salt, solvate or hydrate

thereof in a patient of greater than about 2 pg/ml for at least about 12 hours, comprising
administering 3-[5-(2-fluoro-phenyl)-{1,2,4]Joxadiazol-3-yl]-benzoic acid or a

pharmaceutically acceptable salt, solvate or hydrate thereof to a patient in need thereof.
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