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PHARMACEUTI CAL FORMULATI ONS Field of the Invention The
present invention relates to solid dosage forns
w@ompniessng at | east one of 2-[4-(4- PCT/US2006/013152

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

of 2%-}&4- chl orobenzoyl ) phenoxy] - 2-net hyl - propanoi c

aci d METHODSEF@R TREATING ANXIETY-RELATED DISORDERS

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

aci d. Background of the Invention
CROSB-REFERENMUETO REZAVED A RITACW FIONSet hyl - pr panoi ¢

acid, | -nethyl ethyl ester, also known_ as "fenofibrate"

f b RreRent ARYINiOBS refiph rom, ofr priorKy. Usiilgd r SigiasaPrayigional Patent

Aop SRR RIS 1 VS YR o P

AbuseB, Zilet] 405ApRENOf2006alinited StateneProvaidngl Pasnk abppedichtiora Number

oo S ST T b AL OB 58 b, e

on OctorRe Q@,hzdo%%&l{ OIn@Bl %%at&nﬁrfoméﬁ%ai Patsﬁﬂfzﬁﬁgid(agaﬁ ARumbER©0/729,013

active netabolite of fenofibrate is
entitled YMestlaisls doo e iingAoxigly-Related Miscapasiplladon Qutohtr 2WB00H.

is also known as fenofibric acid. One of the

chal | enges associated with fibrates, such as
FIELI) ©FofHBTHVENTION hat t hese conpounds are hydrophobic

and poorly soluble in water. Thus, the bioavail abili t%_/

of he Huesentc énsalinpgelpicseto, methads afhard mommesitiens Her treafing and
rlicvil BERpIONE Al hdesk AikoRftcWith WicdiBng DB B MR chogical cve
to allesidasos ginkaionaff aheieof. i Most spetificdllye tidi geseht inweiiticncrelatds ta methods

ubject.js increased after, i pngestion of foad Ry tge

of an MROSIHORA AT LEHFHAR A FLNER FHBPEmS; @sepclawéew gislogenous
neurodt&ORf WikBh®aunder fasting conditions). This food

effect i s undesirable when conparing the

biTbepees¢abnveantipn of alte melftied ks endtiododugyvier disgndsisg arpgrson in an

jtions. Additional.ly, bj ect ,conpli ance j.s an ..
atere f EARAL REFpraf U 1D mgtar PHOREEPASRED 1 BRGRd SR dctermining
the relp@¥d RBEptIVit§lof agRrishttatie: RchihaitThétBédR6Lisd of the peHsétdt invention by
.with the ingestion of food. Recently, conplex
qualitative | wgniéatively amesauingyegestesonaleyds ifea pafient, ssgmore preferably,

the all?;%fe ?ﬁa{m; ll'&ﬁelsa\%?tfﬁﬁi afaﬁaggmvg bf enofibrate. I'n contrast

Fenof1 brate, feno ric acid has higher solubility
i The pesartdhlertioheddo rebatee@i @ Mreatimene viesthodoligy that)amaefikst stage,
. sol ubility could cause problens in connection wth i
improgesyA PASIeRT HENYHRIOBER ToespRVIY 19 BRRSTIFBY |18 DAsheyats demethpdology is
o S . c _ o L ' .
e d P DA DUBRSFof SO SoB URiA o il
down-tegpinting dbp plodnition af endogefors eewreaqtivarstercidsité awdid cross-tolerance.

The piAHE GRisnliSh aRS e Bt o8 SpiSRIm b comeyaRar pbment programs
in cothB@fibdWigh aBé Onéth8dd@$ Cardb 6&np$s‘i’t’iorﬁ;x 8iMmhe apr'bsl'énp-i%ention in a

Patent Application No. 2005/0148594. As reported
comprekgasie freataat plannul at i ons conpri si ng anor phous

¢ Sl : - o i ect. .
APl 525 MOS AT\ RABERG: b BoSUBY i ssgond s
emplofe nedthdals adfearki Bé@poWitiehsCop Ihibduldtipntbe adxpdessidases tdigth GABA,
[ nugxarrpl e 6 of said published application. Thereupon,
receptplSUPPRKY, Jrus Afeatinghitig i 3 SERPIose SeRbrase bt limpted to, anxiety-
Pt 2 Ld Ve d edi n I : .
relatect Qidphort L 'Rl MEdrRgt PELGINEA CRIR, Pysiglogicyl, folerance o
endogamiud neurostemidsdosagenfreirensive batment plene i s a need in
the art for solid dosage forns containing fenofibric
acid, salts of fenofibric agid and/or buffered
fenofibric acid where the rel ease of fenofibric
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acid, salts of fenofibric acid and/or buffers of
fenofibric acid is controlled in such a way that when

W@ a006/181380 d dosage formis admnistered to a peCT/E81006/013152
that the Crax of said solid dosage form does not
exceed 125% of the Crax of a reference pharnmaceuti cal
ddogeospecifomlly,otiteapresery iheendfonbreddtes to\neethodse ofndeviess for, and

e o RSB RO S e 2 U oy

directlyVU#! HhaRectBX RRsubikst CABAAIN HRUIMiAS RO xbRIHBn VUt GABAA

provi de a conparable safety profile to the reference
receptqyivasuipdirelatize tobessB Ak serepFop: Bbbnitacy reasons,

there is. alsq.a need,. in.th L] f oo
HEEsnshr PR i § U b SRR Sl R o Bhitying
such cbmbb@ids, bt fnetalhichtheegrbdionhdtcexin GABAANreéégfossubuhiag. More
_to the AUC of such reference pharnmaceuti c,a{ ) )
specifigailyp daq eompRund\r doiseris onpdhat @) gcls aepnattial pernistof GABAA D)
SRTE i nsaqe f i i ¥ - .
i o R K10 ROBHLPL) il oSOy v o
of the &AT Aj recaploaak sutfunit teithp GABXaNtecéptodacfifbaanit; avtes) does not cause

admi ni stere a patient under fed or fasted
the upghlahoR BLE GhBAABIPIPTdb BT B ot P foes g decrease of he
relativ® 84t oB8¥ thE CRBARRERpRY of isubitft fohBe RAB AR redefor 0.4 subunit once the

flexibility to take said solid dosage ?orm under
compogitichés nd kager présent indhe patiint’s gyemNonet hel ess, the tine

and resources needed to devel op these solid dosage

fornms are significant. Solid dosage forns require

BACKIGROUND OF FHE agpEdInOat e ani mal nodel and/or in human
subjects. In the event a solid dosage formfails to

aWhilevmosirmnxishr gisprdsrsearhasprasiiieorespand, Wall darssatfaeny long-term
S . i . o i .

e 40l Bl P PR AP AR B 09 2. T

standagk curkeadtl approbéte taatréatinfpanestanxivtyr disomides 15 acoarhoinétéon of cognitive-

devye| oped escribe the relationship a rovi de a
behaviggs! bEY 30 Wil PhaRM S e oot v 9Pt o Heqfompounds
includé 08 8GR ef RE AR Yerdflkle Inlfib¥6ks (SSRRY L triH G afb defredsants. Lifestyle

exanpl e, food effect, bioequivaléency and Cmax) . Such
changesouas Biclude legerciseiaslequate restrand praper nitnitionrid adddionrte apasures for

i .re%%i(.red to devel op such solid dosage forns. Mbreover,
TelevIng ¢ 'Hodel s may provide a fornulator with a guide in
dBMR QRidpg i REImMSHMEaliidigasaddots desage tho pamkent Detarhssydependent

of the Invention In one aspect, the present .invention
upon the [dsgg geatarent ebshaiced suddyes pezatiarepingsipieiestixe gerotonin reuptake

i 4 A9 MOSLEU BB oy A, ) el o
of tresAmient, fadl Bathat ey do not address the physiochemical changes that occur with
chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d

. 2-[.4- (4
ansietfroigieB dieieed |
V@hité's (tl\?%@ﬂ)lr@ nORRAZAY i ?F@%Q’&%@thgds“gﬂ hbhipR5RBAS $6:C and treatment

acl erein a percentage of the dosage form
protocdisdentreatigigianxiaty-tetated disarddisssol ution at a single pH

. | th 70% at ..t hi r.t 0
Wit 8o nggpa it PuRdretdidbedsior, hmmiciodh ord i Ratmapy protocols
for tre:aﬁﬁé ahxiefy-1elatc0diadrdeR, fDWhath hbiunk¥ri{idl)patholbsyest t(hg ;B)isorder is

ess than or equal to 80% at sixty (60) m nutes;
addresggd.| east 7.0% at sixty (60) minutes and | ess than or
equal to 80% at sixty (60) mnutes; (e) at |least 0.9%
and less than or equal to 70% at thirty (30) m nutes
and is at least 7.0% and | ess than or equal to 80% at
sixty (60) mnutes; (f) less than or equal to 90% at
ninety (90) minutes; or (g)pat least 0.9% and |ess
than or equal to 70%at thirty (30) mnutes, at | east
7.0% and | ess than or equal to 80% at sixty (60)
m nutes and | ess than or equal to 90% at ninety (90)
m nutes. The above-descri bed dosage form (nanely, (a)
- (g)), after adm nistration to a human subject under

. - o ~ o,
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ref erence pharmaceuti cal conposition. Specifically,
the Chmax of the above-described dosage form (nanely
W@ 2006100530 af t er admini stration to a hunan subjRCT/US2V0€013152
fasting conditions is (1) less than the Chnax of a
ref erence pharmaceutical conposition; (2) at |east
SUMMARYo@F THRINYVEBXTIONt he refer ence phar maceut i cal

ng%%%rlg og‘ﬂ‘éét%c g%’l‘t}‘ag gT? t IEStﬁlﬁé‘s e C?Qlﬁr?gséflloqs E(gt treating and
rellevﬂgl?y{ﬁ Hrls r&ﬁd@?&és@iss&ﬁﬁe& Nl ﬁﬂféﬁtl&ﬁaéaﬁlﬁ&?b'}t h%'ysmloglcal drive

conposition; (5) | east 110% of the
to allevieteer mmsailq@hd‘rmyut it ane roatpest methed, 1(n@§h0é§ Of @éildtcomPOSItlonS

o, A 88) 0BT bt SSBSRSE-0RE TGRSt o et o

ameliof2¢ @hEibGLreRhed 0B ddl depesEpios ididopders @Sochted withtph§&ibbogical
of the x of the reference pharnaceuti cal
tolerange tpensiogenaus negpsigroidseast 90% of the Cmax of the
r ' S (AOhodd of € 56, and
(6 GASIRARLTRR R, GO UED o (bl oL Aot a
treatméiit pre@sodls 86P/mmﬁg phmr@naﬂmﬁl tdsmpasselic&métmn a class of compounds that
OSI tion.. Mr e

BT T N T
to the@BNBU S teadn a&%u@urﬁﬂ”af'h & YRhEEdnt USXIBRoib&SE | A1 that resets the

conditions’is | east 65% of an AUC of a
composmfoaaleproﬁlqahﬁthwaGABtA teekpton mpdspreospecifiepllnt the &ZABAZGybunits,
AUC of, a ref erence phar maceuti cal conposition;

mtoale%rjnagf)rﬁlgrgstple%wsﬁa an AUC of a reference

Phay ARRRIK bEae tEQATRAE indthedolddd) ofdhe | Rasht 8R%dn éMmploys one or
AUC of the ref erence pharmaceutical caonpositio

5
more cgmpogpds togsset physipchemisal ghangss qnéﬁbmseﬁ@ézlate a dlsease(stgte that are
! lation of
cuseHEREHS GRERIEFLL PR ol SEshe3th il ffpnionc
endogéiouk eanbstOidsof t he AUC of the r ef er ence
phar maceut. i cal &% osi t.i on; ast 00% .of
e

Apengreniapdipent e%av%eéa% gegeed tivpeds Feadne “efgiaﬁons that
arise 1&m! @8SdriviOR” ‘?&Hrestsh'cﬁi %g@ﬁoﬁshﬁedrgit%ﬁf‘ &Qithdrawal”, Sﬁeclﬁcally,

pharmaceuti cal conposition; (10) at |east 110% of
dlseanSU@lChf ast gmeraérfzed enmetypxhsmdac eqamcc«asord@mpwﬁﬁz @nd spdiad phobias;

eas % af th he gren
obsessfi SRS DA oEn AISFEPBRe sto) T ERE eang gisgpdph dncluding
anorexﬁUﬁerQEsaI Balimef BEQHae aﬁ"@fn@@‘é@tﬂﬁg 8idbrdeRHaovs;| dsipar ofttheir cause, a
(13) | east 125% of the AUC of the reference
bwlogmﬁy rﬁ%remsmte!amhzs;wpg@alt pirh psy¢holegeah diespesse de | addggssing anxiety
solid dosage formthat
broug G indb BERTL bR AL Bndnd 20 T St ve agent i s

aT hé Qﬁ’@bnto ieveafior? -al9é- bl%vhieb omethedy alydt) fxhen dixst] st?ze, improve an
| - propanoi c acid, a salt

individia) apbn&elﬁgeablrﬁeffpzw)%ﬁeﬁ&@p IB%@%W theapethedalogycis glirected

towarcpﬁ e? 15{%@ ﬁ{ el?p ﬁgﬁlzagg )og ﬁegcrl]% en]ousznﬁg?ac;we ps}egglgrs] oolrcactlvely down-
regula‘an:g the prbducéion ofiepplogerEmvs ageroaftiversterdids ayavdid cross-tolerance.

'soI nin vitro di | ytion at single
AN SS ipenfih o Ploles Tt i R oo ek, Bplodd methoas
of, an&%@ﬁﬂpohﬂoﬁgf&o/‘inoﬁmatlﬁ R BxirddsidiPbf cérfaiRGABAS treddhtdt¥subunits,
ess than or equal to 70.0% or (c) at 0.5 hours

thus tregtlag the asithdrevdosyamnioms dseapiated ayitlo psedhalagiead ang. plysiological
ur t n d

addlctlé)&u %leé)es%e(ng? Olg ?}a J qnllﬁielﬁenls v\%ﬁgeragﬁ&t%%@ dfheggﬁgs(e?lg %Reﬁtrlon also

profile of said solid dosage formfollows a square

root of time. The above-descri bed dosage form after

adm ni stration to a human sybject under fasting

conditions, is (1) at l|east 65% of an AUC of a ,

ref erence pharmaceutical conposition; (2) at |east 70%

of an AUC of a reference pharnaceutical conposition;

(3) at least 75% of an AUC of a reference

pharrraceutlcal conp03|t|on (4) at | east 80% of the

o o "
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conposition; (7) at |east 95% of the AUC of the
ref erence pharmaceutical conposition; (8) at | east
wal@wofsse he AUC of the reference pharmaceuti ceCT/US2006/013152
conposition; (9) at least 105% of the AUC of the
ref erence pharmaceutical conposition; (10) at | east
relates 110 O9ptiohalih emdliPing cotventiedad rieeataent trograms i eaibination with the

t I t 115% of th
methodiGHGRg oAt aatiet pieSiEt inypie B avienrgdans tedlfugat lan
MOHu8d ateiofided %r ﬁré’h‘ﬁng henenree dﬁbﬂkﬂﬁg Quhfisistering a compound
conposition; or (13) | east 125% of the AUC of the
from theeglessef ccempnmdsébeéqu@éﬂtesdéﬁ@éau IEGepEOT eNBiCaHORr | t he
/"}H%él% %%\r@ﬁg’g&bj ?n%ﬂgog géss?cfx%{é@% ﬁfaast@gﬁln? asésftl?y% P treatment

compatiBilisy; pﬁﬁ%n@fg agratiéiGoofreaamenst adadreinisaingaceuipouad from the class
conmposi tion (2) at_| east 70% of an AUC of a reference
of conwﬁamdﬁéb@uw Qulgtes GABY TereRior xByession QA patieako, of an AUC
BN SIRTBE CHll 4Rbiif MOORGIONcork i disorder b
glﬁs?ltc}[1 o of S?h UIC of the rélgger encelpha?om%gﬁtl callsor oy
admmxsmnqnga c<|>rnpour(d515romt the edast B5mygfoundre thaUMaskulatéseGABA 4 receptor
ref erence pharmaceuti cal conposition; (6) at |east 90%
CXPIESEPlt he AUC of the reference pharmaceuti cal
CleRRas tdroNilsd Prodtled g8 ttredBiiE O teb]t%g“d‘i%o@dert B¢ administering a

ref erence pharnaceuti cal corrp05| tion; (8) at |east
compopod foof the lekaspolsampaunds thet mpdweies Gifd A Easaptoe gxpression.
9 o
‘;’gt}rg;}?ré%eé% ?na/’ﬁ%tﬁ%% %lg% }o%gq%g ajcpaés/ %f') or%ﬁoﬁm%ﬁa &chdassc%f identifying
such c&ﬂa@%lmfs tHae nf¥dGla6ds thé exlfreéswlﬁdsﬁ:@rﬂahﬁﬁmemeiceﬁbr subumts More

nposition; (. 11) at ]Jeast 115% of the Al of
spec1f%lbertb%eemaﬁla}dn%@mecla|on@d i 4cE RS amlz gomea%ftGABAAa b)

9%
1nh1b1t% @%p%ﬁgé%ql%%m% EI}%@ &i%é@&e&‘ﬁ%%b%% faﬁiﬁﬁ)g Hf/gb%@%s th<t3 ﬁelatlve ratio
of the IGXI8A g mexepioh ar waloet todhé GadBvo s&c’epton 04 hulbLm[toaﬂmbc) does not cause

ent inventi sol i.d
the upigbifen b CABA A&&ﬁmrsﬂééuﬁwué iveons B oo i feprease of the
relath ?ﬁl@@f th¥ Q}Agﬁgtreée%t(ﬁtal 8BSttt e erABAA receptor o subunit once the

- (4-chl orobenzoyl ) phenoxy] - 2- net hyl - propanoi c
compcamo@ 1s 1o deriger piesent in the patient’s system.

0%1 1%t edeffcogel 01{1:1 %%Jee% QY tﬂep 1nv919t>9f1] to pﬂé‘% cﬂyllnetﬁ)l 8P QH&J 8m§8§1€ons for

inhibitthg the (dntiibaboheraaytiodhenoxy] - 2- met hyl - pr opanoi ¢
acid, wherein a percentage of the dosage form
dit sisornaskeri ebigst ph the drvsnHpn dp| Rrovisl Bethedsang) gorpppsitions  for

aﬁﬁ‘é n or equal to 62% at
mOduIBt?%g ﬂ@%?@é‘(ﬂ S&P% ) m nﬁ‘?e::% {OP%b) at |east 7.0% and
| B $sandiber cﬂnyeoe qfithe ihvenfidbn 08petvidenaethdds molicgmmositiony fat treating

S 9% | ess than or equal to 62%at 0.5 hours
Sympt?‘flﬁP%Wl?t@ alamdr?]tlﬁoé S-and at |east 7.0% and | ess than

0An§t‘ﬂbﬁalobfe9t &1 068 lenBBE 1:( ) p%’sHﬂe 3N e QR 8f RESAB e deceptor
dosage form (nanely, (a) (¢)), after adm nistration
modulator anhthmprepemapemofumdrmadlcem,qnt ng trowidan jaswisty elisnrdert obsessive

@ Crr& that doe gt e ceed 125% of a Cnacof
COmMPIATES &1 Sleorpeﬁla eEHPIC5 conposition. Specifically,
tnﬁotﬁaiaefb edt dfftiee ﬁb@ﬂmldie 36 bidvedt 9 $ieoesel cMahduicsisbi production

(a). (o after admnistration to a hunman, subj
inhibitgn ciar thea prapatptionnel @i sedicpments Yo | eat am paxiche J@%@@rofobsesswe

al conposition; (2) at |east
Complﬁség%igél%tgﬁgr @%&lggﬁfgﬁéde?ef erence pharnmaceuti cal

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

ref erence pharmaceutical conposition; (4) at |east
115% of the Chax of the refgrence pharmaceuti cal
conposition; (5) at least 110% of the Crax of the
ref erence pharmaceutical conposition; (6) at | east
105% of the Chax of the reference pharnmaceuti cal
conposition; (7) at least 100% of the Crax of the
reference phar maceutl cal conp03|t| on; (8) at | east 95%
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or ( 11) at least 80%of the Chmax of the reference

phar maceuti cal conposition. Mreover, the AUC
wabweaigescri bed dosage form (nanely, (a) - (cPQT/HS1086/013152

adm ni stration to a human subject under fasting

conditions is (1) at |east 65%of an AUC of a

r #hese and etheh abjveis cfetfucesl and adpogages ofi the(i#¥seat invesgtn Willkbecome

appar\%n%)aﬁg)i aA%g/ég\% aa“}st&g f Og’ﬁﬁgg%] ﬁ%@gﬁgﬁfggﬁ !ﬁ’g ghen&%gllogeldo trhbodiments
and clRidd! sRC@Y disdhgepioprisdt i on; (4) at |east 80%of the

AUC of the reference phar maceuti cal conposition; (5)

at | east 85% of the AUC of the reference

i (6) at | east 90% of the

BRIEI%@S??&?E@ﬁe rence p ar maceutl cal conposition; (7)

afThé Mleﬂﬂ%s@ﬁpﬁdne sl ok dohsidered én diphe of the drawings, as briefly

ceutical conposition; (8) at |east 100% of the

descmﬁ‘{%’ Wi he reference pharnaceutical conposition; (9)

aFlgh?@?ﬁllﬂs@é%’SQflets trﬁhpo%e&rb ﬂ}}ﬁlﬁﬁ %ﬂ& Subs spapy )a11¥ or completely

phar maceut i cal osition; east 1
reducetiljchibitionhda ﬂef@neeirmﬁ/qahadlmtdlmtemlmmﬂqiw dfi |Cb4nBAQ, 1 1)

a 5% t he f e referenc
hisRes it feavgmel Toud tiSpe SeShaRes i s poper's b
uff 3488 Mref CRANAR RBRLIEEE BE h 9&@1&%@@4&2 fscetor subunits;
(1 at | east 125% of the AUC of the reference
phighieadl s i & spcondnjsbemetio preseriationfier phsplirtof GrdAa receptor
subunf-€sent invention relates to a solid dosage formthat
cdonpri ses an active agent, wherein the active agent is
aFighmadd iscneillobtridndof the ¢1|iﬂeﬁ§1ﬁb1€§ﬂ 8D1He) mbéulatsy IGABA 4 receptor to
nmet hyl - propanoi c_acid, a sa

benzoelafepn(% éﬁfpte it ek zsgpmlbheﬁﬁ%ﬂc@ﬁwaﬁABAegamt@s atq the most

°°mm§£f}3*%fr&ﬁ’§?%“eﬂﬁ%8§/ l}phenoxy] 2- met hyl - propanoi c

aEigdre 4\ives ehemizalpdingrant aithe dlockhde dbthageni@kioh of progesterone to

dlsslvedl nln vitro dissolutjon at a single pH
allopr%&nan Qaye }S‘ﬁérﬂl iorg of  peyresteroid prgdyctipngoy (b) two (2)

hours is at least 16.0% (c) three (3) hours is at

| east 24.0% (d) threeand one-half (3.5) hours is at
DETAIBEBtDESCRIATION OF AHE [IMYENGION i s at | east 29.0% (f)

s at least 7.0% and at two (2) hours is
L aﬁ%ébﬁ%bé\to (g) one (1) hour is at least 7.0% at
t waxieB)rel@dl GistaSePhrel AASH ByOb AU RR @ha@tantsé%rﬁ@m(a%)u%ﬁgw esire to

is at least 24.0% (h) one (1) hour is at |east 7.
managgtang{b aygiyl apsigysexperiencefl dugng miorg%matneums@eom wlthdmwaé More

s o Gl AR oSG Pl e dopopmen

and cFurf@of afarion® mhejtalnent ndlsdaptivé Qﬁﬁirdelﬁ Oﬁﬁloﬂkfgﬁdibﬁﬁle(l%bdulates
| east 24.0% at three and one-

i 5)
behaWﬁE?E nd; Bioghemical pespgisese laneia ng o puiy eSS arpee%t depression,
)
el St SR sy 63 (ARRATE SO e e
of GABA. OO/AllQnmgrmmelo(n&)actsoma atslehgstwa hmnhalnsmsq uabludmg41ndirectly by

0% 2) h is |less thapn or equal
upregi @'K%ﬁ% % bR Feonios oy tgrepsingoff (ff?)w plyghloride
ions 11{t3)th@‘i’éﬁ hdndef, 'RB 1@ir&%tlﬁcrzgsn@g/‘%heoﬂo€voaf &H@n&el)ong QHio the ion

from7.0 %to 41.0% and at two (2) hours i1s from
Ghannqm Toeameghardsmy ds deppribesio gecatie setailhetbwdosage for m

after adm ni strat,i o]t 0_a. human .

B Bnginegh 2k ek At el Ppagodi s T rnenee in
activitié® @ﬁncﬂmhc&&&eﬁiﬂoé@rﬁ%s Dbudstertid pfodacti®, 8ue&Lactivities which cause

pharmaceuti cal conposition. Specifically, the Cmax of

the above-described dosage §orm (nanmely (a) - (0))

after admnistration to a human subject under fasting

conditions is (1) less than the Crax of a reference

pharmaceuti cal conposition; (2) at |east 125% of the

Cmax of the reference pharmaceutical conposition; (3)

at Ieast 120% of the Cmax of the reference

. o " o, oy A APr-ns . r "
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conposition; (5) at least 110% of the Crax of the
ref erence pharmaceutical conposition; (6) at | east
wae®wofsse he Cnax of the reference pharmaceut i BEI/US2006/013152

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

ref erence pharmaceuti cal conposition; (8) at |east 95%
stress. ofStrehseaéﬁvmes ciapthe resparenand disauptabenkeostadis - the brain’s internal

sition; (9) at le t90%fthe of the . .

balancpef étaﬁﬁ aqaﬁaelzlmr- wingh t%m ato fegglny its normal

equllﬂ%rrm{‘i Ofr bdlRe"1RE eJrﬁﬂCfc‘) 9@ dh @&%M%C@%ﬁé@dﬂge& I drl @H¥er-Boused state.

at | east 80% of the Cnax of the reference
Allostqam:s mlm;eun sl toclesquibsithése ndaritye aespenses ahé isafugther characterized by

descri bed. dos fo ) ) hxnaf t
the beR ST A BRSO bR e e gy ' B systems
involve® Ml hlldseddss dSndtlshufbfflviiamindd a¥ed¥d, 3NdAHG adtivate when needed, the
ref erence phar maceut i cal caonposi tion: (2) at least 70%
brain experiencapedgve fp pddressahis dnastixe preenstandsactvnpes; effesyexhibited in
gof an AUC of a reference
the for(lﬁgfﬁn%%éet éra%ﬁgorrpo& tion; (4) at |least 80% of the
ANE indredsh én seéssran beerp Sewmtoeinticasd leeespb sndagenous(feurosteroids
) t least 85% Qf the f t he reference
in the tspeailmew&@ i folfrance dy i nauEEroido ety fdRpgssult of
the suBgeqthﬁ WRAGELRAC KRN R flAbd L Rive COMRARHI B (Whﬂ@tengagmg in
| east 95% of the AUC of the reference pharnaceuti cal
activitieonpasi ¢auem ; stesy daot iheaase 1@0dssl ofhendogenofis t hparosteroids, this

referenc h mac al copposi.ti
phenofG5 G AP EA1E CREC T IS CPOTBRGS T Wik B igufiy if the induced
stress Rlddiely dahBerodd, ileeagivalid®¥h ee dabe of\koretiatod&omiting in the
reference armaceutical conposition; (11) at |east

case afl bybiwia. t Heonsexpientl yx mameEqusr erse Tt manegtyielated or depressive

dlseasg§4%oc§%%g&g Hna S'%%) nde. Cgl.ﬁgtte%;é&/ﬁ JI’IZE&] s éiy%fg% ﬁﬁ’{lﬁgf chare%cterlzed

and cahB&Pprfa.n tidividhkl oifieette axzeﬂ‘derd@zmoe eﬁbas nﬁlhwlossaf 1nhlb1tory control
nposition. In_ still gthe[ as(gect the pre
contrifHgep] GAVING ANboiraloBils SRRATIGIOL GZREE it ﬁalfvmes regardless of
Jdses an active agent, wherein the active agent is
conse(g&ﬁ%reést one of 2-[4-(4- '
chil dreebdraoy tlérphmmateﬂl] -thatmrewlthdraprbpfiowi cthacingproates@dt 30,50~

allopreggglia%olgﬁfé %ﬁ ch Flgzgeelc?rﬁ%sln)aﬁgr? no%xﬁlljoges%erone 1¥10regsre(s) pa%r)]cf)et}g and up-

regulates[the (xﬁl'sﬁlmrﬁ’tr ohragiml ofohe MB]AAQI‘%%H}W b4 apafsle@nt subject, the
acid, wherein a percent age of the dosage form

most effmmon @4BAR rgeenter i theobudins iothgt a2 aecepteri pifoerefired to as a
benzo@ltgaelpél?e) se‘ﬁﬁ § éa)gg{}tggl ['(I}f% aezndkg‘%ﬁ)r S getgé te g% }xétﬂ?ra%i or a decrease
in theHé@étofG;ﬂfo@a%ercﬁr&) thidamewdtng subenifsadderdase SélaﬂilwtcstheSarmmnt of ay4
| east__39. 0% &@) four (4) hours is at, |east 44.0% (f %
subunfffe (Wifhdspal 1the cepddogenoys,, agosigroid,Witen) caysey symptoms of
depres@fon %l%%t% éﬂfc} gr{ Uélglg%fy Pdég%{xﬂé e ellén ec?%as%cﬁ?liée to?c ? Iélglggérdsnumber
of GAlBaA,:atechptas t, Sbudivh reldtjvedn @ABAArremptdrsmaublhm‘astTIﬁls,Oendogenous
0
neuroq%%ro%][\/\e?éiéi(ohou %}n;ﬁ%tsg{em? F\*}lb’e O / tga ]togllr Sf(%%%e%ggr{oﬁone, is
1mpl1c|af%k=lri§ alari@y of ﬁl%ﬁte K@s&a@rs fhd dé}ﬁ@hsfv@)dl%%é&s is at |east
% at two ours is at least 21.0% at three (3)
hbucmse ¢rsb<ahmbleaﬁle BesebinventionHs direeind tczwe@dmeaftm(gan@atlons that

. our t 39.0%and at .fo 4) . S
aise PRl drifige EGtasni CHOREOR ne@Bsield Q0BT Opeciticalt,
diseaséd yudh\gs fehkerdligbd nkidtyl Higpades . L%id &saﬂeﬁ%eﬁﬁc (ah)l soBi@l phobias;
(1) hour is from9.0 %to 41.0%and at two (2) hours
is from21.0%to 79.0% Therabove-descri bed dosage
form (nanely, (a) - (1)), arfter admnistration to a
human subj ect under fasting conditions, exhibits a
Cmract hat does not exceed 125% of a Crax of a reference
pharmaceuti cal conposition. Specifically, the Cmacof
t he above descrl bed dosage form (narrely (a) - (o))

Y o, . a R - - g e
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| ess than the Crax of a reference pharnmaceuti cal
conposition; (2) at least 125% of the Cracqgf the
WO edoenerss8® phar maceuti cal conposition; (3) at PEHBS$2006/013152
120% of the Chax of the reference pharnmaceuti cal
conposition; (4) at least 115% of the Crax of the
obsessivef ememdsve Iulwonnkm,epbstﬁmlumatmm@ssa disnrdet;5¢atiag dhetaders including

amorex{iEsk S Pl g ogt B DS R HRE AP RE G e ey syndrome and

its relakef AERBE SRS HNBA bRy nBRIMROSA fPRelatéd disédse Is@@st have, as part
100% of the Crracqf the reference pharnmaceuti cal
of theroppissi ei bielogi®)lyadetrimgstal aBusielogicad andaptjichelegical response to
n t least 90%
s FHE0S BN TRES Shb P BETRRSI A ol
C@mtlbneﬁlmbo(/d,(b)ertaﬁl de@&Swa ﬁ%nﬂierst hecludifig bethn& limited to major

phar maceut i c composj tion at | east 80% of
deprestife d@%@@roqusﬁw@n? &fser c@dprrarqraﬁ%%?thsrdl éﬁégﬁbgown also be
S
linked ?’g) l‘f‘e?ﬂr?z{trsl%tfo%eof ll-fgg% gnﬂ i s(??atgllﬁdoﬁﬁ?o gé; Eﬁg ﬁgﬁlﬁgﬂq@ﬁﬁ@ EliYlogically
detrlmermtdlephsfsaﬂd)glmg adnplythaogicalsregonsato laddressigsatraéty abronglt on by
d a refer enci: B& ceutical composition; (2) at
en Og?r’é’é‘%fleuf@%}e’@f Wit f a reference pharnaceuti cal
CPFI@OWh%hQHe G@Agtreée@&ﬁtls Z@%e laRA, MeCelBficak niffiREEAGE of this
phar maceut i cal conposi tion, at |east 80% of the
dysregnlgtionf ist indtizllsf anvigtve plmaraddr@em ithen lanxig i dss i afiepn acqospanied by

compug%%e, ﬁ%@g{j}?so/ fa%:ng ?Tcgmoé}%vg foellra(vgcsrg e{ugfr gg % t Bcbto}gn&;rtec% hoedrug abuse,

gamblﬁ\@c cdoipuliéve eéankneavipy) acsmpssive caling,0 and dokipulsivd Fideo game
| east, 95% of the AUC of the r ef erence

playmgm siraeadufq dagreasstpaphetipnneyrasiergid peadtiption @agl opraim gimulation.

Subsecﬁ‘t}é{n“} %sc%ﬁql&ga&gﬁ & Gfesd EN?&? Uéahc?é ult P QBthita¥3l yRdrome that

east t he Al t he re erence
manifestsdtse¢ot gl héi glﬁenqﬂoandatjo and GA(BA,:aIe ghlats dydre@dlatdén.t he

%‘F‘g&é{"g%ﬁ%‘% 1??2 Ene&u%r CﬂDt ii? gﬁgngoggﬁu 1000 Ceat Lhcessive
amourfd) 8" F&YesHn KA bt FIAIRD Sh thafN to ﬂib%on@ﬁmbﬁ’&ﬁ bf éfith WNS BEmulating

AUC of the reference 1phar maceuti cal conposition; or
foods. (Q)TS atimudsgiog  foodvgest ttlnelnm@@edf endegenass denrpsteroid levels. Both

tolerar% rggc?erctgﬁfé)c g; ggrgn{fg eﬂlelen { s(c):ﬁn‘ﬁ,uzl%altllf)}éséf S 8m§)%?st1\% éatlng habits can
result ﬂﬁﬁlﬁﬂ@rafV@I syridacthe € RTaAnERSSs &t@elﬂﬁtrbryg&l E@glﬁéned\mﬁdi&y and GABA4
the active agent is at |east one of

regulaor| Giseagelasien ) phedelgiipce Jﬁ@myrssawetﬁénwrﬂé aacrrwreaaeds gegd for a
partlcﬁgr %ohdbr égé%%r.gr? k)f) E‘&?@ G PYViBD BRE ¥l iu1gi o 1 Wb O RARBktEroids. Tt

may ba -pbdsﬂﬁlé ic Ieffecrtate@nmdyd:@ pxhdnnmyt]e tﬁl-srtalek'@nlce o ogrtain f@ods by treating

id, wherein_sai lid, d hibits a differ
the anglgty,dssoFiai “ﬁtwﬁ Piihdrasal ofie paricHler 41 SRP & ﬂﬁ) G e result
of thls\(ngﬂ&’ bk %@&Eé’s‘eﬂ Q_Qecgfror ?0(3?1' \QEiIcE v@'ﬂl@[@e l_ge"ilr)eﬁcﬂptl‘?? theggrhl Tos®;
\/\Aédl@pnalbaunl tnda‘ség) |aux1ratynasaoémthé Vdﬂébélpnp aesdrigtivet diets, it may be

posmb%l%g fucfl}lil%aartggrvta ch d tﬁerr g%‘gﬁ%ﬁf %)Eg aé{égterop efit S%IESIiance For

exampd, Hut 30! Bt Juoh ek@mﬁleh R0 dfdtidp affiddlined afecofi&t ah émportant
does not differ substantially, when conpared to an AUC

compagents af dnﬁa@ﬁ@‘éef@?&WG%HOS@Tb&Tlat&lGrﬁqﬁg@Yr aBpopirie osuggery does not

addresggII osglé’ﬁ{gl[‘ g 1&0 ?Sﬁéfhﬂgi ?gﬁl fi sll\)gﬁ éﬁ \é\?{b&léw?yeﬁyﬁgoﬂahysical

symptéuiotdgys aRdduﬁl@gE eﬁmmmtmg dhe télamhcer gssociatkdt with seitsin foods by
between (a) 0.7 and 1.43; or (b) 0.80 and
1.25. Additionally, the above-described dosage form
after admnistration to a human subject under fasting
conditions, exhibits a Crax that does not exceed 125%
of a Cmax of a reference pharnaceutical conposition.
Specifically, the Crmacof the above-described dosage
form after adm n| stratl on to a hurran subJ ect under

r . s o " ' ~
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pharmaceutical conposition; (3) at |east 120% of the
Cmax of the reference pharmaceutical conposition; (4)
w@rookeasso 115% of the Cnax of the reference  PCT/US2006/013152
pharmaceuti cal conposition; (5) at least 110% of the
Cmax of the reference pharmaceutical conposition; (6)
treatingt the easﬁetiO&s%)mﬁted heittneithdfawahefroref theendeods is one method of

., pharnmace tlc i t.ion; | east 100% of the
maint m%f“?ﬂEnP %zmﬁﬁEWﬁﬁéﬁbflcal conposition; (8)
ah ddaasn, %51%1ﬁfnehﬂﬁleglﬁi‘atﬁ€ difRddrefch DRGRlated to GABA, receptor
phar maceuti cal conpoSiti on; (9) at least 90% of the
dysregalatian.o5AByea rasteioe dmegm@uommecmq @moduoﬁﬁo@w«isdhe anpont of the
04 sub%ﬁ%egr?c%?aggor/%lg{wt fe T;eeg c;q%gg lri)eggb Yl %4 sul t-contamlng
GABA\atepesiGe 143h sérvBbRUb itigad ffegraGABAOMAS 4 resatu ﬂohlcyletzels of GABA
anot her aspect, the present jnvention rel ates

may ingERase) lersingyto esonal Rpeptesinnd deadfegption | SP%"%‘&éﬁtbfam cells. The
result IWE)F bekh %eﬁﬁ&ﬁs/ﬁﬁ%ﬁ aYife ﬁﬁ?ﬁl%r u?clﬁ(ilflé 6% hoOlRited %izﬂelin%r s disease,

or obenzo enox ropanol ¢ aci
age-relafedklefr@nﬁﬂ, sclmlzop}ubma,zamyllbaﬂhamkg/c]lseaﬁe nmet hyl - pr opanoi c

[ r a buffe
aﬁte4pte&elz§rﬂneﬁ?%1&@n%91u§ shsrisdytpwardsemngthods, of fadofqmpositions for
treatin ahﬁil rwﬁ{%ayrﬁ'ﬁ%ﬂlss ghdl cﬁé?:laééj a9 R I@sﬁﬁl %d?éa@féh@tcﬁﬁsed by a
[ative from(a) -0.2 to +0.8; or (b
physmiqglsad) driveTive al&wtcfatsh@saabwef gwgetyi bddore oipeei @dbag@e present

inventio % o0 JoBarFofelioft o 4B bRl LOER obl Riieving
sympt&RERa3bEatet Qvithentibler@us ardsteiotdgehdaival. upon or al

adm nistration to a human subject in a fastjng. state.
I\B?eemﬁnt invkation js aio drerted dowargs amagthedatesmt for diagnosing a person

o SRR CLASA I s, T8 OO B ot v

deteHMmQ lﬂ)e 1@13$1®e amépﬁvﬁﬁof %Aﬁa:hdnt tonihk ltgatnidne methodologles of the present
bove- descri bed dosage rm after adn1n|st§ on to a

m"em’ﬁ’ﬁn'%)h QUYHREELY Ghqaany &%&‘t&h Jreasithe Progesterai i qyeissing? patient, or,
more frofR f‘abi}h e Q%g)f*egﬂ%olgﬁéﬁ%is 125% 'Q{Jati%n%ﬁn?f a

reference pharmaceuti cal conposition. Specifically,

t Fee 1@asount ofventien klndsoeditbetedrtpwands ddm‘g@erﬁ oxathcgdolagy that, in a first

dm nistration,to subj ect r fas

stage, GRNGRoh P By oI O TR A ormlp SeataftBly o pegticular, the
metho@$185y18¢E ikt tted | toGart provEhtBiy) tl(ezﬁp-?éguﬂa@@ﬁt ofl eidsoehousheuroactive

Cmax of the reference pharmaceutical conposition; (3)
steroidgtor| achiyely 1dayos-eseulaging ¢§gprq51ﬂlc‘q1m of endogsnews neuroactive steroids to

i cal conposition; (4) at |east 115% of the

mmK1§§%JQB$ tee ref erence pharnaceutlcal conposi tion; (5)

aln doreaahbddifiénidthet fresemtrinveafion Iisediraftar ewaeds optionally employing

har maceuti cal conposition; (6) | east 105% of

P
convertt agpent REogiERsy BHete 1 08t e CONIEREIAn 26 8’5?1 fiedhpds of and
compo(u@on?Bf 18 ??éseﬂ@ﬁx@rﬂlfontlﬁﬁ c %%%sn‘iél‘?ea‘hﬁ&?c
har maceu conposi tion; | east 596of t he
C‘ﬁlm: gfestrticnveftionein cﬁsoptﬁmqmb twardah tombpasi methadole®y that, in a

| t.,90% th
secondiiager BRIV daathods, i 308 o pRCsitiag fof imofiiRfe tesgxgrestign of certain

GABACFeRERDE SutRMAs, MRGE Wehteri thHe ONRRERWAOSmR6mE, subh RBlanxiety-related
I"'east 80% of the Cmax of the reference phar maceut i cal

disorders rand sdeprassive |disoydars,sassodiategh arithe physiqlegical tolrsanse dgegmdogenous
d %Qtlon relates to novel oral pharmaceutica

8P Tiil ati ons t hat conprise at |east one active agent,
wherein the active agent is at |east one of

2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi c
acid, a salt of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi c acid, a
buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a

m xture at | east one of 2-[4-(4-
chlorobenzoyl)phenoxy] 2 nethyl propan0|c aC|d a salt

neuro S#
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acid. In yet still another aspect, the present

invention relates to novel nodified rel ease oral
w@basiraseut i cal formul ati ons that conprise at PEEHES2006€13152

active agent, wherein the active agent is at |east one

of 2-[4-(4-chl orobenzoyl ) phenoxy]-2-nmethyl - propanoic
aMoge specifigally othe preseny invention is directed towards methods of, devices for,

and trgﬂ{\n?ﬁtogl’g%gr %o? Eﬁﬂl%)%ﬂ rhadlh 1ca\f|coglrp%§) ?181?5' frofiCa class of compounds
that dirbdtiyr @biadizestly) mbemlatey]G&BAﬁtHyyinoaﬁlﬁﬁﬁgl eHeCexgpésdion ofthe GABA,

e at | east one of 2-[4-
receptehqmoﬁu%b@h%gﬂvy f éﬁfﬁrﬁ%ﬁi’@lmw‘ﬁ@&nm c acid, a salt
gil:‘lllezpl[g?erg 4%&?#1815 A0S AbHONRRAN 4 clasd B Mpoﬁﬁ@@ 3 fothods of
identifyirg4 sych- corhpowiden ﬂ[alylljwdléates(yﬂe— 2xpregsin of roeﬂaanGe\BAA receptor

suounE! o AR Y 4 LA 2 SR SOTRLL S8t agonist o

GAB@@%?HﬂIﬁM%’é'@%gu%loﬁ@f tROGRABRL fe@ébt&f aPbubuBRShdRP frcreases the
rate-control ling nmechani smand at |east one enteric

relative gafio afythel GAB A reckhiior as penmit toHbe FiFdBA) eebeptolr @asebunit; and c)

I L L —

decreasé ef ﬂ&rmdtﬁélr@ﬂib @f tH&GAB@SﬁBéptbﬁMPMBlﬁR t6 3he CABA), Receptor o4
at | east one actjve agent. For exanple, the core can

subunit SRy e £ORPOsideR is nojangsy present in the patient’s system.
2-[4- (4-chl or obenzoyl ) phenoxy] - 2- met hyl - pr opanoi c
acid, salts of 2-[4-(4-

II. cRHEr@ABAzgi¢ PYRERDLY] - 2- et hyl - propanoic acid or a

bUf WWﬁ&&WI@WﬁW%%panm c acid.

AGMAD?SI h YShbtrahHSitEO fifdt GRS of MBS sHMPSEL LR brhff%Rd spinal

one of

cord. The ﬁz‘(xBAcmstsnbbefwmyl Inpingraher] placeseintihe hippopempis; an area of the

| t
brain %ﬁéc?%e(glwﬁ OIP%rgeszgW%% nGUamis agid. 1oy elusamate, is impgyipnt in brain
functi@y, as ahekéienied ndukdtrahdmitter and as a precursor for the synthesis of GABA in
chlorobenzoyl phenoxy] - 2- met %b propanoi c_aci d.
GABASKIF GIAE9ns;  t etaewe agyates b@ inpekPeie and mefghotiopis glutamate
eS| SERALY L0, TGS GIBASHONS, HFZSE) S foion s
consolitlation sﬂhgesoccfnnembﬂylfngndtwyler at | east one

r.at ism at |east one enteric
&aﬁ%ﬂg{'ﬂo@éﬁ@mu ons thereof. For exanple, the
CPHeEGARA Q@eﬁHfsrai’éjé‘g RY r&8 t%pst\@fth@} dﬁgb Bir endo%eélous ligand.

Al ternatively, the can e surroun

Severahiclapses of 6rAB Atreceptons aml ltnongl, irmhuting rapbirqmatréopptom Ivduch are ion
oat e

at.e _control I | n Ja er . can je, sur ounded or
channé]é){l])ﬁﬁlsely%s[, gmg HRLH S ]%lﬁlil atg (Gietgin; qoupls: rF‘i’?QtorS that
open iof charﬁﬁ%ﬁﬁhteﬁﬁediﬁn@k I &lhRamSBtandl GABY FRADENHRE ﬁﬁh@ns by the
an enteric coating. Alternatively, the core can
aCt“’atQﬁqu f thpitegeiprscoated with a rat e-control ling

h ni s b
gﬁfer %ﬂbtz{);%&c ?A%oA;fetcgptS%nﬁé é;)‘?org)aﬁ%e %isf’ﬁ?r?é‘ ﬁ%gypé?sence of
eight saburdinfaerilies @maisting oD21 sutnmitbi I(cna—.t BN vef, e, m, 6, p13) and display an
at e- conLqp_loI | i ng .mechani sm and an enteric coating.

extraofdfpag $HRATUTAL BETORCRHE. OB dROHURND e EOmROTAGRH five Circularly
arrang@dJ *}ﬁr{cﬂ&gaous Tdibsinitd8hd P! AEDERIE sHBY oPCIrGL ALESh. W'I\EIHsta&ften the

| east one

GABAR-1peepfot- 16¢1hcx|s aloepzisy tye lesubryils, 2wodt sublunits egxhond ¢ subunit. The

acid, salts of

2-[4- (4-chl orobenzoyl ) phenaxy] - 2- net hyl - pr opanoi c

acid, a buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid or a

m xture at | east one of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, a salt

of 2-[4-(4-chl orobenzoyl ) phenoxy]- 2-nethyl -propanoic
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| ayer, at | east one rate-controlling nechanism at
| east one enteric coating or any conbinations thereof.
wo-26axEspl e, the core can be surrounded by anPE@nUS200€013152
coating. Alternatively, the substrate can be
surrounded or coated with a non-rate-controlling
metabbtagee GABAI eogitdrg , (GAB Ap nemreptoad)econeist obHiwe sobundtger GABAR; and

be surr.ounded or coa with a rate-controllin .
CABAra. isElheicahreShories tollont Ay Mafioh O G Aascshiopy reguire the co-
assem§1cF COBAL Ohld GRPIRENGATE 20638 2RO a1 N0

Al'ternatively, the substrate can be surrounded or
coat@GB N RECEREORSAHWYNIITS ng nechani sm This

rat e- rolli mechani sm,can.be surrpunded or. coated
WD A Frcep D SREROM PIRRRY IF M BaE Portel SRR svstem
disorders, thakinghl ARl AORc&ftortligdids hateatiglohéraputicnggeABC NBABAN receptors
.and an enteric coating. The nodified rel ease .
are ligagd-gatedipn Aanmslscthpbldoneioeths seas super Bmilyae! reeeniers g elycine,
nicotilgE %ﬁ&?rﬁe?%}t,: %g# %%o@ﬁﬁ%?%+e%eﬁ5ﬁ! Fﬁrﬁﬁlcetdﬁg%ﬁctli%n of several GABA,

ar mace accept abl e “exci pi en
receptappacepumntatior fllie miger adtionkeoff benrudiazepinespidedchibedrie sgradter detail

i gvent.i.on can .be ysed or .incl uded,. ch as,. but .not
below TR FGGHOR 3 TupyeF of Sompatngds Pve § feddpRctiong) elfgYiey for GABAA
recept§@l Ubi I'i ty enhanci ng agents, suspending agents,

sweet ness and/or flavoring agents, preservatives,

blihé EABAmeecepioy cagwiexsis adpetdngrgreaentompratginstyucture formed by

coesspaby SR E AR oA LA P TREER e b W orouter

array ls@ir8ufdiy raOkéiti) CREHEIpermeslsis Cpirbed Ih@heibRes augbsted that the
used in a mxture contalning active agents or a

mechagisa foidigapdinsused shanmel epamingnig nipdinie asapdchlatrscepigre ipvolves

. tur gl ot |
o 55 e SO B AR ARy oo
utilizetahd@mflae s chianisny éottchamet aperirg, e GphB AL ceapeitt belong to the same
ydr ophobi ¢ agents conbi nati ons thereof. ) )
super FiY %&ﬁsm%f? fﬁ@ewﬁﬁi@}%mmwsé lﬁgge briiherimay intpere with the
chann%l{]cg)r%ﬁﬁ‘@ (SBME MddRihcBP%s0Rhg A @kthdoni e ilBts Mbertain compounds. In

N maceuti cal |y acceptable excipient that can help
additiemydle a¢tivatiome of A etdaptars will idflemch peivesghathércsystemsf ultimately

the hydrophilic and/ or hydrophohi ent Ex | es of
resulipd i 1P s EnRPign e Dot T SRR n R system.
NPhe | ipatticAlhr t Confdhdtioh0Ses Ltiabs as/idlidlr eeeptodPy hwith  different
met hyl cel | ul oses, hydroxypropyl cellul ose and L
pharmpgalpgiggleandyohy sielogigabprwpprtiepdiopevpyy thnGABA deeseptor composition is
. hyil- . : i.pat .
not 1m%§}t§t§lé.nwlﬁfpa§arv?%¥fog% %%15@@% Ig?%%ogl@@%lglggé 2\5}{11@1 nﬁ%guce their effects by
facilitdtingopABANEEeSpaordnaliqted jukyitomfyiddy a increas id thesteady state mRNA
levels G4 aPshd GHAERAGE 0 bR (hE RoReePHBsag sy 1 Should be noted
. ’ e .
that tH@E?u{b%% L Wl AABGRASA ﬁﬁf@iﬁﬁa C}tgcé% Subk Eaé;(])gfhlxlflﬁg the oy

use clude, but are n imte o, natur
subuniynt heti ¢ waxes, such as, carnauba wax, bees wax,

c elilla paraf fin waxes and conbi nations .
R ranaf g, TP cord oo o Ha; TEee pe@iaeh as seizures,
depressidal MtlGety Rul s%ﬁ dkddrs. MGIATSA tbd sGRERRHIREhBRmEANE&Eor directly
) cgo}lﬁxmsrs (such as Eudr agl t(r) RLIOO and RSl OO,
actingc 6/ABA g s tecepiph yagoaistvy | (653 Agrintaice)s einglidingt edlopregnanolone and
.acetate hutvrate,. gell y cetate .. .
et o AR A e binh Sl PO PCS  EhBign it tocated
the intExfekfectgpitivédn) anlNF3RD) B SHibaAI0C THS tRksical ®esRIdiazbsiges, ABWever, such as
di basi ¢ cal ci um phosphat e and conbi nati ons 't hereof.
When used as a coating (menpy ane) surrounding the
active agent(s), the rate-controlling nechani sm
i ncludes, but is not limted to, ethylcellulose (such
as Surel ease(r) and Aquacoat(r) ECD),
amoni onet hacryl ate copol yners (such as Eudragit(r)
RL30D and RS30D) and net hacrylic
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ester copolyners (such as Eudragit(r) NE3OD). As

descri bed previously herein, the fornul ation of the
wWEe@s/nssd nventi on can contain one or nore PCT/US2006/013152

non-rate-controlling |layers, nenbranes or coatings.

The [ ocation of the nonrate- controlling |ayer in the
diazeﬁanr and HAunitazdpsmp bindctoi dni dhisteribaite ol a, the eerface between an o
and rhuggt e-controlling layer may be present between the

aﬁf st one core and an enteric coating or a

I doe §tfically, '@.&Bmﬁﬁm&tﬁé cleft tefwtah oVl sublfits, an action which
non-rate-control I i ng | ayer may surround or coat an

gates epanethe chiasigei dhgnes! ta aHgWefowm mdukiod gﬂm@naﬁnsmto Theecell. This

iRy b0 2. 18 B BEER S0 Ui R ) ki

the mafrﬂararﬁupbteﬂﬁal dutthe@tll | bt @dgdte, Rh@SdonsédRAtally, increases the

gnent s/ opaC| fiers, etc. Exanpl es of pol yners that
depolaé&ﬁtl%tha%sea dﬂﬂ EPRFIae apaetion poteiial) | i ted 1 0,

t yar

I ﬁl)@ggfeg tdhﬂal Qé’c}a{ﬁ@{i Oseg§ es'uﬁﬂl %e%ﬁfgggéﬁlazepme tra?qulhzers

barbltlaiawshzme,sthands amd g/led)ﬁqlla&n belivgd dllave E)tadidaﬂaieryoéffect on the GABAa
| asticizers t n be used |n | ude,

recept, A B s gTiHte i) Coty EpEaeF e frtionsaet GARA] B, pippinulating
negathéle cR4r@ed Bh1BHAY lonP it ?Aeaéeﬂ fi‘iﬂgmﬁ% %aﬁ{re 8t é&sthgﬁ@%féﬁ

pi gment s/ opaci fiers can be used include, but
aine reenfdrinationsd resfrictien exf 'wiqublmrfdy@% thep rrrgﬁeqm@ of a@4BA and

ool AbpRA B RLEGpLHARUE F somo

specificn GABIg, adgohBast Suhge &ifit fiedeC ntdedulddThavdNYlag8d &f ikey role in the
coating can be used in_the gresent |nvent|on

understapdingaphhe Phumagosy pmh@é%r\ B recspior ifaamidy

di
R
confeme‘sd:iy(ttmeﬂyl libDScEerqaht hh'hgi e, Diffdremxypr @}ﬂ;dmts also mediate distinct

t.h eIIquse f e succi,nat V|n acet ate
pharmgaledied pctuS gk DEBogiodpan et AL, LT PG vt ancolyti

effects %dﬂé‘-t‘éﬁﬁ admfdiftRioh of BBAZJdlBESineSRAlsaAR tRdtvelopment of tolerance
conmbinations thereof. Additionally, the enterlg

to somoafithy afets @ﬁwthehee drugsmihust redneing fthein echpmh efficacy. While the
an be forned as.a s
motectfy BRG: R P8k BRaBCRig sl ofieal st Refbadpype appear o
be reld@l ©rthé pedniyodyhesmecsofibehRdidzBpihée art, but must be
sufficient to Protect the fornmulation in the acidic
chong-tormerkniphtretien ef berzeriazanivest mpdifies theoerepressianyel genes that

encod® (Iﬁﬁﬁﬂt %A@V e nﬁbﬂﬂltsc. aippdd rcthgr?ées iR %Eﬁ‘é @xﬁggsio\ﬁeal?eg i §en51t1v1ty of

GAB A federftdrsab itinsiofienmagd]l) gited moodalatérs amd tyeretraiaiarlid the development
acid, salts

f [ 4 (4- . .
of tolegifies 1R BEASE évosbéqe dugnt Rhe syhsl sampesitien of GABA4 receptor
d.etemﬁ Lﬂés‘;t?%lg ggtg%gﬁfoéﬁgrﬁzggl z_e%m?ré?clgegtlor hlg%rbdasnaglvgelg%sl té’le efzﬁcacy of these
ligands.o&'at example, @lhsml berrediaaemne agmmsth (mgtdlezdpamj)mnadazmpyndmes
Criti

imidaiofufiSlon€ bt Rrazef ryRdives, Shebi ef rtPh Bt GieAShAL GABA

lecqx@@tm@h@n@ﬁnﬂngbgsgaﬁmge forns that contain one or nore
agent sot her than

2The sypbpnity P@Iﬁmﬁétmfwf Wetivn S3ABAR- Teperigns- payspanoimportant role in

definidlE i BT Bodrfngologienl fogtion oIt df posmii g shprgerze te
physiolbegiéad Iﬂﬂrrﬂac[ofﬂogléal and pathological roles of GABA4 receptors by understanding

chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d.

Exanpl es of other agents otjjer than 2-[4-

(4- chl or obenzoyl ) phenoxy] - é nmet hyl - propanoi ¢ aci d,

salts of 2-[4-(4-

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

buffered 2-[4-(4-

chIorobenzoyl)phenoxy]-2-nethy| propan0|c aC|d that

e
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chol estyram ne, ezetim be, MD-0727, genfibrozil or
probucol ); anti-hypertensive agents (such as, but not
wo pevstiedsd o, anl odi pi ne, benazepril, benidi pi NBCT/US2006/013152
candesartan, captopril, carvedilol, darodipine,
dilitazem diazoxi de, doxazosin, enalapril,
the meehdrﬁﬂmmbyl s\{hicépthe saburﬁhcom}aisﬂnﬁnmfr(éABﬂaancmmaﬁs regulated. Thus,

f osi.nopr a z, ilopro i rbesarta .
the expESSaR ity asecllly Carin THIORET TIOUHGRRET 450 0afiljfied by various
physwl'ﬂg&%( bt bharﬂﬁ@élﬁ?i'c&l' modﬁl&t@fsdiﬂéldalﬁlg Eﬁtfn%g 1iRiit8& to, pharmacological

ni-nodi pi ne, nisoldi pi ne, omapatri

agents{m@ngwyoi%nzla‘mtn@ldspmm{in qui naprl |, reser pi ne,

si faxsent an ter Sl N I
barsbl 1Rrel SRR 10 ERBRkept Pl R} B benzodiasepines,
zalpeldi@tbmﬁdéﬂga)r nearsRfdills reSlliBs sdléciive changek ¢h 1hev@<rpa¢saiamlof specific
I oni di ne, nadol ol , bendronet hi azi de, torseni

GABAmy@P@&m BRAVA; Heluding apinerane pﬁéheoﬁue suboit; Iﬁﬂb\{&ﬂ and polypeptide
)

DG LSO Bk 5 5 B ERMNS) op sspm o

1m1dazpn1ﬂ1d\<als ai;s,ocxatedpmﬂinbdnhla redlucad: labllhiy oﬁxﬁmamde Jpotentiate GABA action

and thé, raﬁ' r | l ngob%geggf] ecgggé’n rilol(ls glgllg éon%lamgpme treatment

and suioééﬁ'uteﬁdwftﬂdra@'ﬁlafeQ@%a Bhfe 1'nntﬁé' Iréd%pto@%ﬁ&ﬁﬁ?&ﬁﬂf)&ﬁion and these
|'or propam de, ciglitazone, farglitazar,

new ssgithd@qulrmpﬂns argl legs| mespageive gb |bpnzadda@eplgbtu cabonp-regulation of the

o oL B RS s o PR o i

for thetdébaépﬁbﬁk&)flieﬁicbﬂéz@mné depdndesdept eri ne ortroglitazone);
1%ht | oss agents (such as, but not limted to,

el ﬁ@zalpfﬂ@l’h a7 FRipiden; hl@_e thgtequdémgm Wguced a marked increase
in the %h}ecﬁlﬂy L)fg r0L4° @hﬁﬁl‘c ﬁﬂﬁ\ﬂ%r aﬂle@ee eff@étg o tz@%p Rl'hl dd d@&gﬁ?@t gn GABA,

retro viral agents (such as but
recept@n@rﬁmxprdsslohlaw comwistent widntheudidoeed totedaneaiability of these drugs,
tabl e,. abacavir nf uvj ui nawvir,
compa s ity | disrRomy anwgliﬁarwﬂé\}F?lr a&?rtgv@r Dfpsfe both physical
dependE‘ﬁéé’bﬁ’& %théﬂa%l’%‘dﬁﬁne atazanavir, efavirenz,
tenofivir, entricitabine, di dan05| ne, nel fmaw r,
nlébhamcapwnbdraml mdawdd mcec;aﬁesam |theplaamln‘§t ofgentubuiiis yBRNA and
azol

protei iy o PG RE it BRovA aRRiomofoP AR Seeni ot GARA and

benzodihzepided M The @ﬁ@ctm sreilabi] (8816t tobthos@F driigd ttRd ehbance the
folic acid, calcium or iron).Brief Description of the

functiqry gf @%Bmgrlqﬁ@tqrsm@wél gate the &di curents dhat mediateo Mok ahibitory

neurot{?%glqlsgfoglqg tr%é éﬁgl, ﬁg 8%{ §ct1[)9d %oﬁz?cn)lt%ctu'teif B%Pfegogésgﬁ%ago}?)& gotentlate
GABApéﬂéd G:imeﬁts ait bdﬂh \hiati e @iﬂimd‘oﬁﬂﬂnm fG:fQBAt\rl@ﬁ&ptdsrsv atd ©hronically

jssolution differences 2.0 hours. ure 3 sho the, .
alter ﬁ%émrmqp&x S¥PEISFIPRs Lihane) ehefsits sﬁgra eifsctaéhrﬁggﬁmogulaﬂon of

| K
neurot%lrno s@g@ g@ﬁfa%db VdHOuE éc%&‘@ﬁ e%ﬁ%@gﬂgagﬁc $hd Bhted ba/ GABA,4

Eor mil attons 1 usi pH et ho
receptdet di hasb&asshowt theinlopg-terine ethanad radnnmsilrauonwﬂcv affecptsaﬂim subunit

.used in this specificati pn.an
compignafiry hpuse Sy iE T idin? Broaftios o o2RE CETEA R pifiors. The
harmﬁ&fl@fh@d] GRSfile D @&RndINS st @ that bEBENAdRAL&HiA & also results in the
ot herwi se. Thus, for exanple, reference to "an active
develogment of qresstaleeanca aad depeaderse ve agent as well two or
re differen CliaV. t en
?@xp.ogﬂ.re éc)ce Ccfla(laz éﬁﬁ .att :ﬂhc u%gg %ﬁ% u\%@@%\?@l én?a[kgnfz%g feSVitfdrawal-

induceld_)iﬁctrBase A ﬂleaeﬂnuﬁ&zirice agtle oalsﬁghﬁt BRNAI Thé repﬁ&dméhl&)f ethanol with
i ke.
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In describing and claimng the present invention, the
followng term nology will be used in accordance wth
W b@edefssmi ti ons set out bel ow. As used herei nPCT/082006/013152
tern1 "about” is used synonynously with the term
“approxi mately." Illustratively, the use of the term
diazepaghalge 'blockeil ¢ e@lanﬂawlththhwdslnémegmnpﬁlrmm’s irdeelitha metabolism.

cats SRS 8B, (R e Sy R AR i

increas&iti the Aguridaged 6 th® o aidani mRANA. " approxi mately. " As
usgd herein, the term"AUC' refers to the area under

e prosulaiory aetemef Bumarenili inselluthpbarsrexppedde ethagol is similar to

C d
that nrégfﬂé&d %ﬁﬂgelﬂcﬁn%xkﬁﬁﬁﬁo éfllla?lBF Rg §gr§gag{ Eﬁ)&&éa(z % %J&%gél withdrawn
cells, &QM@MHaatﬂibpotBhMes:ﬂhe \GAEA@IVDKGCh@I (buh@nﬂxﬂ:ﬂlsiﬂmh’f sithtthe ethanol

tion n units of " h( as determ ned usin :
withdf3g P’rdiﬁ?éﬁ Br-ERslarion Of the s bR e StipRdtioppt 10 uM ~
I
0 0 MRS LIS o
1nducqgi)by etharob withiewal.s the | ast measurabl e plasma

centrati and the t ase elimnation
- SPEBIRRE L o b if G tnPlogh st et s ocaied with a
reducefdemmﬁdy \ta|clt[%sif:§lrbdnﬁ6d1€éé§1ﬂe3agfohﬁtscﬁm foakoliéﬂleﬂleaso@eﬂ h8 with a
As used herein, the terns "active a

d1st1not Qﬁ@qrﬁﬁg 5 g@éqt@m (p(g,sna‘(g tathsr ﬁ]@@ fe atlogteric mgguigtio@rhy flyeayenil.

n I
1 GEERR ATBHAAGRE b kX gl act an different sites of thg GABAA
receptdiheestlés msclanges mnthe ﬂjpm',mm&al fusd fundtion fp@é}fb@ltle%dcﬁf%\};% 4eceptor that
noi ¢ aci en

chl or abenzoyl ) pheno t hyl - prop
are acCiEpaTae é@%‘&ﬁe“‘a n? inda a‘?%ﬂ??ﬁ%fagﬁ@ﬁﬂ’tpy sauniy, @RNAs. In
addmcﬁg eBEronﬁn Grea@hiét” withe Hﬁs@&ceé tthél’ts th@ififle VRIS 8L ORBction via a
t hat licants intend to I nclude
neurosgerpmi_lq why msub%nzdgdn)g@wm'thﬂy)]ochemmahyhd furepiandi propeciies of the

a alts and buffere . .
recept8fog? B e FhnlR, 571 i@ an e 2BBiange of sppeifisieceptor subunit
mRNZC i The &éﬂei‘\&tl@ﬁ tRat[tHe ethanol withdrawal-induced increase in the expression of

(4-chl or obenzoy@J phenoxy] - 2- met hy| - pr opanoi ¢_aci d
the o4 Swhunifge ne jyeulgired egseballapgraavie colls isnuevented by diazepam is consistent
e,..d | ohe
with tﬁ% %%%%dﬁ%@lﬁ@%%t?l{ggﬁa%ﬁen%f?%gg? pii fﬁﬁagﬁ% "Weohol withdrawal
symptome irehinaaisn eThusxa mbpid sndmatked ih@ease 3 $hd dRind&@R d¥€he o4 subunit

ravi de huffered 2-
mducegﬁ%?tb%ﬁ %‘ﬁ@s i I@Iﬁ#@i[ewmmmﬂbﬁcdea@lpﬁmem of diazepam-
Senmu{,@ﬁ)ﬁﬂ@ﬁ b bEisihuhhig ted to, cal ci um hydroxi de,
chol i newﬁyﬁt o@ glesz }ulgtlggyl et hanol am ne,
di et hanol am ne, ethyl enedi am ne, guani di ne, magnesi um

XI ] hanol am ne, piperazine,
1L h%%@%f ég@NﬁWQBﬁ xi de, triethylam ne,
tClrRdteramtiogs ob e /318107 @Mhﬁ%%ﬁoﬁtrgﬁtﬁ%ﬁ %nderstandlng of the
adeni ne, al um num hydroxi de, ammoni um hydr oxi d

mecha@%s{n@ sbyn‘é/hm(l}, Bbhpit mmp@smgn ug oegutsiters ng dnngfec,rm admlnlstratlon of

[ t xi,de, zinc..hydr oxi
sedativit @ﬁ%am ne, ?’H 6)’bélf[sy g@“ﬁé‘% e cagp%qf WreSFIPP HtuABAA
receptdry sibonitdgeneprascacleas fgr ddgxdensitivity | dhameliédofethese receptors,
arni t hi ne, cine, lysin argi nine, valine, serine,
SUggeSBP%I et %%ﬁ%lﬁnﬁﬁwonﬁbknf%esuqhs ohanges meight alroi mederlie the
t
physiolFBlcl) CReaRaon O TABEA Farp R (. LB Froff ipduffyouch as
neurostgfoitlthe present invention is not critical. For exanple,
~active agent used in preparing the solid dosage form
can be anorphous or crystah%ine. The final dosage form
contains at |east a detectable anount of crystalline
active agent. The crystalline nature of the active
agent can be detected using powder X-ray diffraction
anal ysis, by differential scanning calorinetry or any
other technlques knomn in the art As descrlbed her ei n,

. I Y
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be "bi oequivalent” if the 90% Confi dence I nterval
("cd") for conparing the AUCs between two formnul ations
w0 200bet1088&n 0. 70 and 1.43, nore preferably, theCTUS1086/013152
between 0.80 and 1.25. As used herein, the term"CL/F"
refers to apparent oral clearance and is cal cul ated by
diTte diqugodctiee dsis®idsb BothydrokiySo-pregnme?D-bey ealioprefreanolone) and
3a 21%&%0%13@%%%? otng t(Eﬁ‘fotetr chlhy oé)e%)siﬁéo\{'t?gos elrgr?e or THDOC)
induce? ahsftolyfie,CAURERD @Y E M) BRE ARNhY skt P s RRAN R Eenzodlazeplnes
acid. Unless ofhérwi se noted herein, the reported
and othgr gexipkyfic tdmgsoﬂhe p@nqeh@atmﬁtqfatheseaiweos@frmdh @reCingreased in the
[&in | ease” refer to0
ersin 5, 3350 0 i DL RERBERE 2 T frpRisant or

antlpsy‘!amitlb idregsaast welk asl @hﬁsiolbgicu\le@{pdvlﬁ(ﬂb glaﬂfIioﬁidﬁithKSu@H a8fdepression,
drug dosagt;e formand the rel ease of the drug from

stress §E? iptepd Dhge of dhemensgugloeycice prchBISSRINOY b gt afizcs g100d @A emotional
st ST 9L EREE s M SDENR L MRS s
of bothbasal amdestmssmpiueed dcﬁpadﬂhmekdsaf ml thagat bednhani sns.  As

%%F%lg q,l@fhéqtsgrgil wpﬂbt%fz ﬁ%@ﬁ%ﬁ%&{gﬁ{@gxntot e{lter bram excitability.

Sever%ﬁﬁése@te?&@k HEduRul AL it 'tHgBorﬁln(df@k Msbal SkR orPditer metabolism of
thod) - dissolution at time t (using the single pH

adrenah_étqﬁ@dy Neetostexadpite symthn%ze(d in'the pesiphieal Gnd cénsral seryaas system,

from BRERY prastal ey o ReR s RerdlrtaBar oo P pppgesterons

and ebthepedi dlfeerexoRsbility 6LheRsas af the dshtiAdndtedutdsydfent.n For example,
vitro dissolution test at a dual pH at 0.5 hours (30

estroggy Aedusey inlbitign 8 gy A BAm taerptaEn enkrngpy excittion it the @hitamate
recep’cgliS aftd e Is@s B A bl éﬂn Hﬁt&}x%&d‘ﬂap y};nﬁﬁgesf o grﬁga(g% %‘%@%stercne

sage used herein
enhantdmeGABlAumedratadumhfbutmbhrmrmeh GABA sivgthebid, faﬁdéﬂcreasiem the number

el ease as asured usi an in vitro dissaolution test
of GABAAarea%m?rsp IR BartigHiar (Piggq%@mnefa&fl its Jpeialplitesdrare Reep dgponstrated
to have ProfoliiPeMiSh Hfa'lrpé‘x@i‘ttab@it}s' e ﬁvﬂk'o??rc%@&e&ﬂﬂz a@HE metabolites

for said sane dosage form used
vary WLGall the 2phases” of dlice mensigual Iwcmald@ereeslng\mrlmrtooﬂleaomu o_f menses.

rel ease as red usin
ProgeqybiRF alily HPNGASE 18 AudiegRRRIoRe (P ERHS T {Bph g e of 30.50-
THP) ir0huBafiBEage ADSpregioRne imductd GABIA § $&@epior Ql@st@éul@tlon has been
single pH at two (2) hours for said sane dosage form

closelpdinked 4o meajes hnxwibréebtﬂda@léeasgﬁ, dbw linking aamxiesy &uallopregnanolone
wal pH' or a "dual pH systeni as used
Wﬂh?ﬁwgrchangeably herein, refers to the nethod descri bed
i Netiabtemids etapidlifa lalta Indupsnahn eavicibilitnc ah@bugh dintéraction with

n a.dual H sy nmeasur enent of the perce
neurot(%ﬂ%‘%efaﬁ%teﬁ wﬁa@@ nt ﬁ?@%}av%len? i asa?sah@ymt%mﬁ %iyl%gr of the
GABA@Ac ?é%@pt@r q{i’c;f R8¢ MeOhctionWGE dh ?&f%@ o%@ﬁ @Hloﬁ&@ %ﬁgﬁel to allow

hours in the aci t age ne
lnﬂuXFer Cldmad@ liens e thermalit Ghisatypiceky dg'penmobéndessﬂm velt] bdving an
es in.a

t
i, PR} 55 B Oy (R AR CEosap oo iREOLEe iy g8 sedative or

anxiolRElh gt YRBdReshesh ankii@y.dosage form or conposition
containing active agent X spends an initial two (2)

hgdBA 4-motnlatosy iallopregganoloner @ debrringdsabpwe f isr alstagsponsible for

produgﬁg Qmﬁé%e%% e\gllotglc?ra%ggs)&}ﬁ%t Olgg Ure wﬂhérawa pro?il 3% thgreln is similar

'um
to that reported for other GABAa-modulatory drugs such as the benzodiazepines,
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phosphate (pH approximately 11.5) is added to the 500
nmL of 0.05 M sodi um phosphate buffer +0.2 M NaCd (pH
w@2@®p/1yi580 di ng 0. 05 M sodi um phosphat e buf f er , PEIFUS2086/013152
0. 05. The ampunt of active agent dissolved (nanely the
percentage (% dissolution) is neasured thirty (30)
barbitwriates} &sl etharet. Thes, bhdf dations bAgeuromdive steraids andeditiohhleransmitter

o BESEIR B bl SR TR A L5 B o
result fr%Héhg&ﬁnQﬁ@ﬂtﬁi@[@dH&nnél g@‘oﬂéﬁ[e%%? thé#ez?eﬁﬁd)ﬂ»ﬂﬂ'd%hﬁhoﬁl excitability.

singl e pH a single pH' or a "single pH systenl, as
Changgs et¢ aleq asseviated et g}gmﬁp@nt nncrswesﬁsarnsbcttb thehmRiNA lod) protein for the

R R e

chronmoafdﬁmhisﬁﬁtﬂoﬁ of tplﬁsgesﬁefcmaglhhlb@té thbeipepsbgionl 6ff the @Y swbimit of the
"effective anmount™ or a "therapeutically effective

GABAygsgertor gid/QfunpressperesgRint aGtyitfeant a nont oxi ¢ but
S
Sk S4B ATl a0 e LN s,
simllai‘ etbf €ABAetioduldtbrsvamch fas otrarsuidjzecst ahd slubi}c&,ctas descr1bed above,
ependi ng on the eneral condi.ti on of
imcreafig. TERY . SHHSOANEY oA LAVIEL PBFgaHCoRN R safiefnqchronie

adminisd@tibh. K The Tﬁ’é%éase Iih nlegronat e)@itmlflﬁy RASEdCR! 8trib Bt ‘pr‘é@ulatlon of
an exact "effective anpunt." However, an appropri ate

the GABfre 0t isuburitroins, the eufyy iish phraferdnaaliyc aspressag foHowing hormone

t n one of ordinary skil R the art using
withd3GHE ORGSR e BRERE el i M@t
" Ehé aneede el gassiondT the GHBA Nadeptot &ﬁ&ﬂ)urﬂt%l@ﬁﬁe {c0thd GABA
drug formul ati on that prOV|des for gradual release of

receptgy ‘alr%lau@\f/ & By by pitribretad frempe fastors.i frbesegclude dut are not limited
C r

to 1) a?ﬁa}%sﬁlong ?c&?%&@&% o&gsl %rg?i&xeorgtelfl% g:sh %E?ﬁ %@B?awa‘f increase the

GABAtA)nadeptDr &4 subwnhio rélatsvel tashe GARK ﬁdceptGﬂBt subnivpads?) compositions,

before the m ni st atlon of the oral rmul ation_o
both W&ems@n?fﬁ%ﬁw. At SIS rin s ﬁgmar@aqeeagﬁxrafﬁ@l%pf Vhe GABA4
recept&%E;%b&ﬁl@oM@ deaese M expRlsir thoeh R d,g' ultu@
fast for at |l east 4 hours after the a n1n|stra on of
t frertdin spbstances rbothr heddegenons| andi exogeous; exnecasisé ;nodlﬁcatlons in the

allostagig: rpogfaglt ?@g%{r\t aue ilx % énﬁﬁcﬁgmxaa 38 %ﬁgqﬁ%péaﬁeﬁegggs&erf% pathway.

Most bxmstanb@‘ €a ceid the I60d-Braire barkRH 88 Isueibide ¢iRediyNesestimulate a
"fed patient”, "fed conditions"” or "fed" refers to a

neuromaiemvﬁ, ngResisEid resppRss- florgeaeral, dhe more npwexcilgicsy ﬁlnegmbstance
d t n
e AL BERCHED SARRATTY AR kB, OF LB O e,

GABA oreceptar dcdinity 1sTé1ﬁaﬁ@ﬂmdlﬁItlgmoﬁﬁtahﬂmata bes&ivVatibim vaithi Oﬂar time,
i s admnlstg ?d wi th_ 240 of water within 5 m nute
may Cafise APUROSIREALE 1l FROGSH h?éefﬂ@a@nce&be POBEERCYORERIbS|aReRUS o longer

presenft Ctﬁe Bl;alﬁ §%§ﬁro§teﬁ9&’ ﬁé/eﬁ Rfase 1\.63111&%151&1? 2R eca%%fng"fﬁg individual
ibitumup to 1 hour ore 1 hour after
to go thmglghtalstaﬁe OJ‘Z‘\‘VVlﬂgihaWdt’ fnoasﬂhe nevabstpromdn des approxi mately

calorie 0 the ppr oxi ma
odhis S & by BRI et TR Breerial wbiits, may be
expres@éd toresuppbsed Al Qﬁﬁﬁﬁﬁf‘&l?dt%\iﬁse@tﬁ@ pesbn R BIRiCRI BE 'sﬁsceptlble to
test meal conprises gl fried in butter, 2 strips
§

greateyfechagsoif angiesy. I@dﬁ@rtéﬁuletro rain’s K3 AB A aeceptor ou semits ecrease in
a3 RS OB B U S ML Tl vt

and the allseqest apl-degilwloh(bf &) Quibuaits eelhidvd 1@, stb@itsf e GBRBASreceptor is
can be used in clinical effect of food studi es of

2-[4-(4- chlorobenzoyl) phengxy] - 2- et hyl - pr opanoi c
acid. A patient who receives such a high fat test neal
is referred to herein as being under "high fat fed
conditions". Alow fat test nea
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provi des approxi mately 500 calories to the patient of
whi ch approxi mately 30% of the caloric content is
walesosnredsd rom f at content of the neal. A pati ePCT/vkI®06/013152
receives such a low fat test neal is referred to
herein as being under "low fat fed conditions". As
no longseeffdrtivelymodiiaed by A BA pamd, kimréfore,; restifiotmnthe @erson experiencing
"dosage .for.nf as used |nterchangeably herei n, denotes
agreatﬁﬁfﬁq’sg fABHEY. phar maceut i cal conposition that contains
amh B8RP ¢iboffimdE! A S8R sSitwetd 88red Of %}ﬂbi%ﬁ ddi8rol over his
desired ther apeutl c effect. The frequency
thoughgs| i mugqcrlaﬁt thermediieatian|af the ey ity thmssmapﬂ‘iq‘ 6B Aereceptors to

fi cl.ent f thout. overdosin i
the nbESEAGTE, RSN e mATRRE s, Prine Faf REGRE: Dotltse abuse
dlmlnﬁE@GABAlCieU%tﬁ@prhﬁs ithe ¢X0p¢Bas FubGhsd® or “drug” modulates the
characteristics and its physical characteristics. As
GABAs ggepier-eiWhen e user asasphepnsumphion of the exegeapys subsiaage, due to
chang%ﬁ?x?cfel? Qﬁ?‘%&. ge}%tﬁf‘pcﬁ‘{m#c%ﬁt@e onﬁﬁgﬁ?\gﬁgﬁ 1ﬁéljégsed Te ative amount
of GABAerecapibe i alilsunitalcompared tDrGHBAtALIEe@TOml {wﬁnm@t ére receptor is

trat r seeds . co r.ising different
not ef eﬂ%Yfg%.mo ug 5§§§ar@s CABTG ‘?tVs and ot her
nﬁfgﬁfé §|1Hust1%|té§ntﬁe Q?edtﬁnﬂbé’t%é&ﬁ?nhlﬁﬁ’roﬂsa%q cﬁﬁﬁﬁb{hont 8 the direct
term "nmenbr ane” ers to a filmor layer t

and/orpmrdrre@tbalbsmcaqmbmtmns@ﬁ GtiBrhs @peﬁudnll;ﬂoffuuhdts demcts the range
behwem%/l@ﬂatﬂﬁo? ﬁ@S {lﬁwﬁﬁﬁf égﬁeﬁﬁf tgic\ée%ﬁeg‘ grgert]lta Fﬁségelrjlgl?s or endogenous

substa@i@that direglyf @rifdiketly @AhirteyHeCnétRInedSBABA 6MiBe GFABAI, Seceptor
not i nmediate (See, for exanple, Guidancefor |ndustry

115 cagy yeoydt iran lrwsase. ip G ARA @gerism s dhuy 23 ingxsaseg iwupitien, anxiolysis,
nges: Chem stry,
amnes% ?g@ﬁ?ﬁ%gﬁ%ﬁ%@@&ﬁ%@é S(a?t% n VitroDi ssol ution,
THsWrevrgr, am:helntlohédvm feater detuid labovesy sBess,deuy adel and elkiSbehavior

rt nent Heal th a Human servi ces, Food and Dr
activagarese ﬁdPB?YeoFFSP%eﬁft ahd liseey Bgrepsipdine |t Dty Internal Dalance.

Upon R@ﬁﬁm of b%d))gen%ﬁ?taﬁ@@% eﬁ%@%@es ﬂé&e}s 1garked increase

her ei n mcorporated by reference in a nmodi
in the fip swhingtt 120rof reldtiventosthe at isobundtf 125a0fthé GABrAatmoeptod &8, as shown
iate r or .ac

in speflflm 3P bR BT S G uBR 120RE e Pt A BeBr S Sauses me

receptbiN i bedutng @@dehsitivé td berfvdiivepidbabed lothe adompodfions fthatestt upon
i n _Rem ngton: The Science and Practice of Pharmac

and/oneafine i fuetion mfEARA pad: tisrGABRubTacapiphg Thieiny When the
ssenb e RSP st Rl e, IO AP SRRB1 g o o
not adtwheeasden amddezt),ntlreobﬂahd cKpirdases ﬁwdmpeabat@rys drids t@Sﬁdress this
ein phrase " (Cbser \/ed ative Chmac" refers to the

macﬁ‘redrrrcew‘fﬁgrw R5iivE stgte, eﬁb ¢xhabitedi the foge ofpaxicty qrarayingse

Cmax Under Fed Conditions - Relative Crax Under

Fasting Conditions As used her ein, the phrase
Iv. 'bh@ﬂﬁﬁéfezﬁrmﬁ‘ﬂﬂlﬁlﬁlﬁﬁpt abl e such as in the

e R S’tellﬂgy be nga%e IBﬁa}!ﬂ[ﬁlgg aI l i&fﬁlg%? glggtg unpleasant emotion

that 1§d63dpbhé(rﬁ:ed inS aff@@pitioh GRL %@' oﬂtéiﬁtllleéﬁﬂ&f‘ Thidfor&@n8l a complex
ot her wi se'tph ysi ol og |callgm$ccept able. As used her€in,

combipafion ef the fealingr efnfear, phprchensiam drshvony rqft@sratcp@npamd by physical

s S G B, o SREE SRS BRI IR g o

apprehlensiomt feyt, elehyousss, eor. dridiiE adcdfrpasnied %ymleamameeybt fétlsion, and/or a
conmposition is or al | y adm nistered to a human subj ect

under low fat fed conditions. The reference
pharmaceutical conposition’is TRICOR(r), Abbott
Laboratories, Abbott Park, Illinois.



10

15

20

25

30

As used herein, the term"Relative Crax" refers to the
followng formula: , .. Observed Crmax Relative Cnax =
w@rmx/1038€r ved i n a Reference Pharmaceutical PCT/US2006/013152
ConpositionThe "Observed Crax" in the above fornula is
the Crax of the test dosage form (such as, but not
deblllqaﬂm tceadition of &ws.aybidhointerbires N\etho nesealt lifenfmetionn  Anxiety is
nistr.ation under .fed or. fastin
evahufid Qi Ry MRERALRSHR iPRioReE S € Hasifipn Mpdgy Rating Scale
(Guy, fWiillien,' “®f8 HfAMArleérﬁn@ntml Scale opCmE U AsBatkRent Mafual, U.S.
[1+1/n WR t - t)2 5 x 100 where

Depargngi@iog tbm@dt%ulb%ﬁewwes nithic HealtheYervite sadvsphelgDrug Abuse,
and Mehﬁ? H[%Qltﬁ‘ StmiRisFat ARy ?@760 X}ﬁr % e)per@% ?eecﬁ AniSt Taventory

di ssolution at trne” pol n
(Encepma nER9¢ Jai-Fab; za@tmvasy amamkeﬁe;emrm:arp@reae@byufdf@en@t

1 epathdt of the test dosage form(such as, _but not
PR EmPRIImENt GIXIF uRRses aristolqgieal (§¥36& & vhich an individual

has a loWéRIat de@hoe: of/iﬁhﬂ)ﬁo&%oﬁﬁop@ste%f‘snthélggslﬁp qF %IQQ:r vg gﬁoﬁes\mah respect

that two dissolution profiles are det
to FiguieskuSyrlhowsred degrse mf lighibitgryf @atrol may HeZCaueard by theotomaing off,

1nh1b1 orx] %&%’rngs ef 2 %lﬂdUSt %}}Sglﬁ)@‘ga]gﬁa ggstlelf ! %gdggc{hgr?issr% in the
person@ﬁb(ﬁgﬁ SReféi’l]B@t& !F[gure Yane! flﬁ&hb}lrth&i’ght ﬁ'l‘t@rn%’ﬂfe&l?in%m 500 comprises

Vitro Dissolution, Test i ng Vi vo Bi oequi val ence

certainrgeniers Within persan gpreﬁ@p@} @qrtqaq2%f inghiglinghthg @daltqﬁwmtal cortex 210,
Center f
o AP O M PR 8 T g i

consid@er Ssppasiids R2- Ridtivinemeiand | divy opalsed] bThewf effMCnters are

f
substaé?ﬁlﬁzzq%gecgﬁggf;&gﬁ}wp : ﬁ)iﬁ%%? lfl?}:{q%q(; fsgﬁhr :%gae Ewsw@m,ﬁt : i;glg'g that comprises
the nuélk de6fi@Bens M2 2@ VeEtrdl "i‘égn?é?fta@gg a?elépjo?ﬁ{e X be used

|nterchangeably herei n used herein,
"Wikax "norehly geguatetie thei onbitbfrontak cotect rﬁlm czimsexetedontrol over a
i on

person,pét @éa It% grrl]& ggct&[i ylélgtaﬁelmhmcﬁl@} qu[ \pqr\é(h{) %ylv,qgue unpleasant

emotloﬁi@\aﬁdi iféling N dif @far.f dpPesheRGon Bhd SRRt AFGABAL %&g%dr QEH&onahty is
ynpt ors _and/ or underlying cause, prevention

Somehwclama@ﬁ@eh@we@y nfgdHs dapregeatiom eceurs mdd rdagi negult duse, impaired
ab111ty %F %e @ﬁ&ﬁ‘(ﬁﬁﬁg{oﬂgé b?g?og%}%&t' cO troLQ/ gel? \ga resspg}ﬁmgh%a% tlgrefore

alowemdrdegmalodnnlﬂblwydemtrar adver se physi ol ogi cal event in
susce tible dj vidual as well as treatnent of a
PRI, 5 HAHEL topmar PBDUTBY dreUbCRdgeer this anxiety
by maﬁlﬁg%uﬁg hE GRS 'v@iﬁte@% r ubdtaRed, Ctﬁren%ra%% '11'?%}% ver Q&lVlty, his brain

présent invention relates to sol sage
beheve@ dhrpeddsiinrédar tb edistinde ¢heafetlings agaamay,qug mgdundnh‘ibﬁ@@&:ontrol

over his ?ﬁougpgsf ’#1_1{16 gee?tl,e]lgtﬂ%eoﬁ/ygp g‘&fg‘gaé gl%plfag(}/rgd%p gglntgsgélmnety that
causes iafVigBividual toMaeRscafiflynénzhes %ngl‘i’a\@oMHRH CSMRI B@tclaléglﬂ&'i as self-

fasting conditions, achiéeve a Cmax that does not
destruciye.cugh pnaubsiense #fuse r ef er ence phar maceut i cal

(iﬁ) Mo Sa'b%ﬁn%@ ofsé'tcsolu%gla ftlgl Se% ealqé%&yg?eb E)rgl%\élé 1S 116} a constant stress

npar abl'e saf e
respons;elmatfra?d&cli ibod poyehplgichllpand pREAsIEg 1c§l‘P5WQ111QEtsttH@ p&8bi & search

age forms of the present |nvent| on
for anda‘g’ﬁ% 108 tp dhesanxigtyn Many indieations jans tmnlwat@@@s tbing caused by

the phygféﬁﬁlé'h@tdrl% td Sdress feelings of anxiety. As discussed below, certain indications

17
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substantially fromthe AUC of the reference
phar maceuti cal conposition. Thus, such solid dosage
wo eoorg16sghhi bit an efficacy that is simlar to PCEHUSHE013152
the reference pharmaceuti cal conposition. Third, sone
of the solid dosage forns of the present invention do
are castd éyhilisi psychslogivial iaddictiod end pliyfsedogivdledependence upon various
g 1btadrriBit?ltered to a Sléf(’)j ect under fed and fasting
ubstanges PP SELSCNSHE R 908 S age forms | ead to i ncreased

SERbHE bu§be\é_@ﬁi:@[‘%h%io%!bidis‘?@%oﬁ&zkﬁiﬁés‘?@ﬁhﬁgis%ﬂﬁeﬁﬁ nicotine,
conpli ance since the sugl ect does not néed to ensure
and othgrdrughediregtle or dndiregtly nEcetdsABA af tseentes funetionalityhansk when those

it h . A8 i ani.f i ' when th

conct 08 i A, HBERAEBERA W o,
receptohbug kubtghﬁ (ﬁd?ramaft& feeenilypefesed ithiﬁﬂthE&M sﬁ_blgnit) &o Ih{c@egz@f kelative to

managed, The present invention al so provides a node
theeXPE?“B%P%@ﬁWﬁﬁﬁﬁmﬁhether a new y devel oped solid dosage

T of ParkiSulh, W&t | | i

PS5 S PSS T e, 3 L L Bl G4
via a eresteoid mediated pathveyo | Wherothosmshibisianesyuare dternwighheld, the amount

Additionally, the present invention further provides a .
of ou {tais RNpoh R RTHE RREEISY APy hoREFar e (wBparg'y and is
subjed Q6 a8fréQ! MMbwevdrk & distinet ?%tﬁbﬁk}lslo%g%ﬂ 8ikiides SHenf i@ Bdcomes non-

effect when administered to a human subj ect. Moreover,
reversitige ngmebierhen iy esvbiaits a0 dengsr dovaasgulaieoglative de o1 subunits.  As
cecrBPAKEEL O SRS RoBE Il pRIRER Sy L1, K890 et

becontbiss dedsut deasitiand tmbrnzoligepineie| sndlestfedthel, hei®iulation by the
reduce the tinme and resources needed to devel op such

neurolgfispttero GABA andnes dessagapabler of oferting iphibijary; control over an
indivi ﬁh‘f%%&%‘cﬁn FefsQbuti on The di ssol ution val ues shown
erein re get ermned with a conventional dosage form
ctmbaé rimbgdmdniteit id 30ssiglean bBRmlategy aoGABA-avtEveagerid score (“GS

ess otherwi se noted. I n one aspect, the sent ., )
Score] 0Bt Gra T BIORABL: & oHbLEky S hGie CEb st i pIgod gy parrie, o
is acti9Bdnahks ic¥RrAIRMous WaER, tlRe ReL GRALARE thXhoX 1dvREneeded of that
active agent of the dosage formdissolved in an in

particylar subsignessiol effsctvelsraise velglof GrBAsctive stamids. bBiuswthier(GS Score
| 4. The,dissol utjon. val h i :
cons fEP1538 At ol G B LT A R vi

neurogteoicemediated| patiaRsy sectc &) bai AdtNinitabtondlidplegnanolone. For example,
2-[4- (4-chl or obenzoyl ), phenoxy] - 2- net hyl - propanoic acid
but not Hgpter e Fycky exapple, copain has aawer GorScokwthamaspariamgesingecocaine
. - i cof .
s o3R8 2015 s BBy L SRF AL e R s
steroiddh dlfhee(@® Store ad a Grthpalsldgly dor médvaring pad adsigniig ®humbgc value to the
.ution val qu shown in Table 4 is from Tabl e 3.

. di 550
relatlv?ﬁ‘aallc VePropeics 9 %Hb_sﬁaﬁ%esdi ssol ution val ues shown in
TRBeRifh WeFRuAel £ bIeHdiRADaR ééﬁsﬁigg @Adﬂhk 3Edel¥or 3B @€ shown.
cal cul ations using Formulations 1-2 and 5-13
The GAd¥Ac rdchptdr comphises Bxamalits)f subheitsy isdading iwn By sthwaits 3052, a v,
I ese t he | owest | ue, of ..all the calculated .
e L N TN O TN T S R——
receptbO§uuhid ki FINA s, l2Ehid ehddgdtofls dndéxdgBisils sabRticed cAle Ae expression
about thirty (30) mnutes and | ess than or equal to )
of theBABAATIIIERIEr absthunitpringregsgoplative de dke aepressiont ofathem subunit,
0 e m | . a I, .
Referrgncﬁg)tg‘l’ﬁéuggggg%lte %ggﬁ/g%cf é%?é\m ﬂggﬂ%pi?ry%% cogﬁa%sé? a Blupahty of subunits,
including two [, subunits 305b, a v, subunit 310b, and two o4 subunits 315b. As shown in
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(60) mnutes At |east about 0.9% at about thirty (30)
m nutes, |less than or equal to about 70% at about
WO kiost1ys8B0) mi nutes, at | east about 7.0% at aPOUS2006/013152
sixty (60) mnutes and |l ess than or equal to about 80%
at about sixty (60) mnutes At |east about 0.9% at
FiguriaB@,uthet(ﬁABAA (eseptomithenefoss, bémawst lasnsamsitive Lal bengoditmepines and

eteeif 1, o8, bbb pelRn B S5n b5 e el O encring
mhlblﬁbyaa&ntﬁ@%{ez@tanaﬁawtdual Xihbugl indbétabRs. and | ess than or

ual to about 90% at about ninety (90) m nutes The
Bdepenowy rbstenses i b@a alsov daveaf fimlan ffestss t Ppacifingllyo GABA-

s T A TH W e TPOF o

metabbhifee anmegrmharoﬁaaﬁdltetmaydmdmeomlcomroﬁé efspeaively, afftie GABAA
age forns scrl bed above, after admi nistratjqon to

receptar a@l eheR ProgssicrRpe B RN iseereagsd onythdgawn” in an

diviéiH¥cal BA r

i e bR S

expredsmnnd thiessublett above can have a Chax that is about

B piBliod. o MR Mol Ao TR e ARBrost G ragsogiated with
tolerafide® TRESI S@n@ NArPAGRIGE ith#! in6RARO AbUrbRBroi @ pld¥tidé & an often

i s about 11I5% of the Cmax of the reference
tempopAv ryebiiont b@%ﬁusee @apissiritied raboze, szksttnhhpaﬁhgplastsmlogn ¢mgsges and

when ﬁfbe&g@? sh oﬁt%(/erts%%hﬁaﬁ{uﬁg%%g aégou n’%% 8@ J}:)r%%er fl?]\gn éﬁ%&at ]relatlve to

o su‘tmhfts L@hﬂ nesscF 1ﬂ¥i&ﬁﬂ@&fbﬂtrbbﬂ¢paﬁﬁ mﬁﬁ(glt/idﬁ.l OubiityQoaset bAkravings
is abqut 100% o e Cnax of the reference
and thy, corepuey ﬁoclafﬁtl@r@i)eémqréﬁ engage b dcivitiesHegardisaef copregyences.
d | haye S f i h
Y, DEnR oA AL TTR s, b0y Soidl vialBABAcrgic
neuroi@niegated &t thlesbrahomm tie0eof thhhan Gndvgendustsiystemeis eub;m:teto 1nh1b1tory

et IR G by S by B s
inhibiGOHTBP Yisirh@itioR bf AL ParidultdtsybBma oPils, B0 HREEABK whether a

of the reference pharnaceutical conposition.

primary-ysiennis ﬁysrtegﬂéaf@d,saa@ethlﬂ&)dlmhdbets@,rqftsedlotﬂélrt@pwmmatib@ exhibits a
part1cﬁ§1p ?rgdtrl Z‘gf’{é Oc{rp&lg%ls de%a? éra%fél %érep o) {rdé:]alé}t{ Q%Eglésease state where higher

levels miﬁahrmdegbhbﬁﬁinampkb@iﬂ Fbi! éidhqﬂm& not ligild@ 38 gech example,
or ns_descr.i bed abov after adm nistration to a human

abnor@albq@&ste{ma@fels %f§tm41§atef@rpé idysrgaalation o HPHMAFY Susken:. hidt however,
s sy by ST LRp ALY 650y picr syn
is disidlmbﬂgbon‘ d)ysr@utkﬁab landb e\dheﬁller)ﬂmt irhibiety sykten istes@iddoin thepresence

human su ({ asti n ndleé;pons exhi bit an
of endﬂgﬁf‘oflﬁ B?urF’%tJe ToLasy %‘é‘f as? gpregha ﬁ’éle,& RO DFef er ence
Phe IR hoCRRRES ‘tcg hlﬂﬂ‘l ex@¥IM D ipkolaRtin \rkitifd tphrﬁnﬁt and thus

| east 75% of the AUC of the referénce pharnaceuti cal
when g paperti pressnts with lessien leﬁﬂ%aﬁﬁopememm ipdugdested dliat rm«mleqln is not

being BREARF Bl fllonk SPRERA, ¢RI RLin RS df T of PR Jogreased

levels @ff ptrdil@ctﬁiiﬁa?fbet fclestfie g)@ﬂ C@&ﬁaﬁmui&@ﬁbr dysregulation, and thus
conposition, at |east 95% of the AUC of the reference

dlsmh%téﬁqmceutl cal conposition, at |east 100% of the AUC
of the reference phar maceuti cal conposition, at |east
105% of the AUC of the reference pharnmaceuti cal
conposition, at |east 110% of the AUC of the reference
pharmaceuti cal conposition, at |east 115% of the AUC
of the reference pharmaceutjgcal conposition, at |east
120% of the AUC of the reference pharnaceuti cal
conposition; or at
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| east 125% of the AUC of the reference pharmaceuti cal
conposition. In a second aspect, the present invention
WO edoatiesst o sol i d dosage fornms where the rel eaBE&I/US2006/013152
characteristics of at |east one active agent from said
solid dosage forns follows a square root of tinme (t)
V.  pCONPOSITIONS USED IN AHE MNOVER TREATMENST MEEHIPHOLOGIES OF

' ' hat follow the square root of
%Méﬁﬁgmﬁﬁf@ﬁart and are desc?i bed, for
e TR BapdRitibns Hled&GthHd, héreRl a{r& {IRE leoné%uﬂd&d&ii%@@)t)h;ough the

Peppas et al., Pharm Aata. Helv., 60:110-111 (1985
screengpgimgthodologied described hetein, arg int@ivdgd o be msedas digs in the treatment

e P ] I G B A e Bt
prescrijfionror hed-pYescripsrCpipirmbceutivalicomplositiond sfipdrthédiCatioBs tt include

a constant related to the rate of dissolution. A and B __
an aclive e#1ids t Rtionally, 5 nawsaetive, cbuibring, s sighilizimgmingredients,
luGA AL o . q gois b g
includtBf A RuReall *RpBR. Reliek® EEipitort P, B form of
adminithistige dfosaid mhrmiveutica sempasitioant i Enshonld bef apmeddieditthat the
.0.4.10 out 0.8, preferably fromabout 0.4 to apout. . .
admmbs_ttfijuoq-ﬁi H—Be(ire.% maggkga ICVS t%‘ﬂgglhaw wr%gﬁq rc&l!te pﬁ@cﬂmmstratlon,
for ex@RPRYDraIB), ThIHIES AhXIBF Bliﬁ’éha_l,rbdéhﬂf,otréﬂﬁéﬁiaﬁgf,' A#kafy, @plant or
single pH is as shown below in Tabl'e 5. Table 5 The
parentgradlyofagtwhieh srwillthe faemilatedaging thampprogiiatglescipi¢ninfos ghedform of
admink ai.{)ﬁro di ssolution is neasured at a m ni mum of three
nfsgs i'me points that are selected before the

pEablent affes dh sxohpRey listi@@ﬁlﬁbhﬁﬁ%olﬁ’gieélﬁfoﬁﬁioyindst femhe classes of
ep

nlgq:asur enents are made inr jcates of at |east 3 .
compquads Hetrgived heicghelt showddie noted kpeventthat kable bds nafeam exhaustive
. . \' )

s o SRR i KOS 88 S R G AR o prcen
inventidreis dosEmited trthe ustesfosuchedmpiunde, af t er admi ni strati on

2RSSk R A LR R effibufilal™

I 8f 8A& BABOPIRRNITBAE PrdseAd inGORRASIs! difRted IbRERTSAP ethddNSF using a
dosage forns descri bed above, after admnistration to

compeying zalepeef compevndsatbei imfibionelirostenais] praiducticny & Tehibitors of
t s _lkess than the.Chac the reference . s
Neurc RS T Bu Iy BRG0P BN gba it the
convefstursf plogestérbas o wtdbalitehdprentiididnd. B ancthaMbodiment, the
125% of the Crax of the reference pharmaceuti cal )
compydpdsi 1omen that dapkikits nihe | eonypision 19f0opregestaraneCnEetabplite  Sa-

: ; ,cal conposition, a Cract hat

d1hyd1foEFo§'é§cEI?B§ i@@nag%%@é%bf the reference
pAarshawe u Figilre dpprogesteronn is ArsComvertbdtto Ba-diipakidprdded¥erone via
of the of  the reference pharmaceuti cal

an ené%lﬁso%%”?ﬁgﬁq-r%@ue%%t hag-diysgesiEems ot (bt cemsItedy to Su.30-
dldore AR RESRANDIBA) RS Bi¢t i1 &8N me.

pmgnt hat eie{s a%gout 1000%‘(21‘ t hjéﬂg‘%x 0 ?Htgk?g){égrugﬁge e
pReferamce uwilk alovwe deposide i ton spdvifice alesses dfienkibiexge of aremsosteroid

escti bed. above have a Cmhax,that is about, .95% of the .
produclEiStor a8 bl Bl bt Sp R ot bl g ofeurosteroid
produdBitwaré édcribed %’éix@b&llyﬁﬁ_%i@,fit ifvaldpedndestddito ikds8 o8 BfBnary skill in

pharmaceutical conposition, a Crax that is about 85%
the artghatrapy nopger of inhibitorserf aeuiosierqid araductien thetgprevent the conversion of

o i i t % of the X ..
pogATERIS et kB S AR ER e DS TRtion
that thé hisr ismptexhatiftivedosage forns descri bedherein woul d be

expected to provide a safety profile that is

conparable to or better thap the reference

phar maceuti cal conposition.
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Furthernore, the dosage forns described above, after

adm nistration to a human subject under fasting
w@orvdit1isems, exhibit an AUC that is at | east GPOH/US20061€13152

AUC of the reference pharmaceutical conposition. Mre

specifically, the dosage forns described above, after

abndrg embediment, o individualnis sadbjisisteredradtherapastidally effective amount

b1 exhi bi.t an. Al hat is at |east 70%of the .
of o DAR R Dblibe "BREF Rl | 45 Somihe ( fodideesteithe into
allopréptiahlohe. arOmUexdnlysliryl $-abbhalredtasd Hthibitort Refiidleridt drhihalogs or

. reference pharmaceutical conpositijion, exhibit an AUC
derivafiyey thereoht Hrefgeablypdbe s¢-redvetaneinhibitartis cppshle eheeting as a Type I

1nh1b1ft6E,ZJ %Hhﬁﬁitoﬁ 8rp géﬁﬁntnlg{g%? Merdo®2l iR the! %%@?&3%%myme

ence phar maceu conposition, a
from ahverttieg pi@estrankdo Sefddryelnarogesteromcamdtthesafrom creating progesterone
; bc:ﬁrrp sition, at |least 95% of the AUC of the reference
metabplite ANOpreERsnolgne: orosi ti on, at | east 100% of the AUC

OThéB&ré efBéR td b - o
TR ShAuCR s BORY R PRI Ao blon. Th

preseng anysaéion icontemplat¢seoparatinpOnithin thh enaXi@uuf limfte of efirerttyc eccepted

. phar eutical .conpositio at l,east ,115% o he AUC
dosing PRERECH oflr 16 HRARIY SpreBly MESRRALRILA, lbip@iplone and
make the@fdioidubingoAkeeplivd Bardagh@itence phar maceuti cal
conpositjon; or at |east 125% of the AUC of the

r By enccpiRodimspinat dedividagl is gdpiristeredrp therppautiasily ¢ffective amount

of a 3SASELhybBEHE&HE Bﬁidﬁfe'dﬁ%tﬁsse thﬁli&?c%ﬁ-a%iého il O %gﬂv%?sion of
at Teast ore active agent, where the percentage ( o]
progesi¢rena atetabelitey Surdihyfirdphegedtesageinfooalivplégmandlvnel iOheagkeitplary 3-

itro dissolution at a.si.ngle pH.is as shown below in
alpha- Fygigyerom, eXH‘PEfQHf%%q &h lvgqmﬁéﬁé%lh Shne15la85uPY Kemgglives gthereof.
There \¥2& @ueShSY BHefed) 865’319% Regitithd 35 BYAIPROREdxyHPoill O loreductase
_..Jimts of” the dissolution values shown’in Table 6 Were
inhibitges: e Ik rierdseph descntinn tdestesiphitesaoperptiigotithin ¢ld maxanhimonBmits of
' E | ati 1-2.and 5-13. T ' | ut i .
ool B85 o0l PAtnif 008, s el RRRREY 90 produsion o
alloprepabiolbié Al mblkd thafiddividhaAahest Seckptive tberealaune- descri bed
Formul ati ons, The upper limts of the dissolution

! P ]
vEItifas eis bvh999) Irawsi derpongratedy dhas r neatmenth adtbd aofralnhe-reductase
ity f . ' [ ug,. JThe. .
inhibith FresEbls e AV Aioh o MRl 8 o5 0 lpl B R Gpng Hfminates the
anxiolgtid activityeof piogesteroné.y Ifi addivios, ftdias theen Negdestod ublat thakihgiogenic
ithd 6T|%f dosl%ge golr ns descri bed above, after L
withdrawgy propetiss PbAlleRsegn2nelenn od By erqvetisd by maygpynyflminisiration of a
30-hyd@RAEORANSddbduclRY SIRIGTIRS hoRoRlBRRO! exceed 125%
of The Cmax of the reference pharnaceuti cal
conposi-t iSerREPUSTASLINHIBIRORSosage forns descri bed

oV after admmnistration to human, subj ect under . .
£ DR BicaPisse ERBRASS a1 oy 0w Bt Apilé Wik L apdiogeiigirivity tha
effectiVél¢ dedR4sethet fBowRf T8O Ta-RAGHARCELY NG AndCOIP 9tibit Furosteroid
Addi tionally, the dosage forns descri bed above can
produgiigle a Cmax that is about 125% of the Cmax of the
reference ppa@?jﬁggé%lﬁﬁb conposition, a Chmax that is
e

about 120% of X 0of the reference pharnmaceuti cal
ciinpeoevidel is @, syathetied-azhasrol dsconlysuiind 1dks of Sallpie-redwotasefinhibitor.

) t he reference pharmaceutical conposition, a Cnax that
Finastqride, (3, f-azaang o5t L rome- LerfagbaxpmidreV (b1 eimgthylethyl)-3-oxo-,(50,17B)-.

The enggﬁgagqsﬁm 6@hn£s‘9éﬂ%f8%$ bmﬁ@é@ﬁ%m&{tﬁ&cdﬁl‘@&@%s 17058,

e Crax of the refere har maceut1 ca
conposition or a Crax that is about 100% of the Cnax
of the reference pharnmaceutical conposition. Mreover,
the dosage forns describedjgbove have a Crax that is
about 95% of the Cmax of the reference pharnmaceuti cal
conposition, a Cmax that is about 90%
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of the Cmax of the reference pharnmaceuti cal
conposition, a CnBx that is about 85% of the Cnax of
w0 b@onefser ence phar maceuti cal conposition, or BCIS2006/013152
that is about 80% of the Cmax of the reference
phar maceuti cal conposition. Thereupon, the dosage
f Binastenidss tr 4 beutipétitivel andnspetidic fe-exdpetateciuthibitopr dimadteride has no

.safety profile that is c arable.to ar better than .
offinit] ¥, B SPBHEE T e ot BB TBoABUSEFHbn AR HER Rorsgtrogentc,
antiestrb&nflO SRR L RhtiGhati@FSid. bed above, after admi nistration

to a hunman subject under fasting conditions, exhibit o
aBrogerteronat is smetebolisaly e@meBed ttee the)CGABA hereceptor-potentiating

r pharmaceutd cal . cogposition. . More )
neurod 48] FREA PRAREHBIRE  oF opraeisklF, by follprsg by 3o
hydroebareidsixiddreduttion. Fitndteaide acijae atcodiideitivé agtrédi@tase inhibitor and

conditions, exhibit an AUC that is at |east 70% of
thus blagks thepreductipg of giregnaolppaARdBZStEsP e orposi t i on,
e i hi . i t . 500
T e A W A
daily ddse oAlIGs tifant Ifemp gfrefeeabtye lephtanidaegt Itcshbulddepppidciated that, to the

at lea 85%.0f the AUC of the reference . . .
extent B By PR OB BE (3o ofas T idp GAL A0 BB HvarFb ingghcgpsules or
via infedBor @F ShRBLA. PRARTBGRUSHBR] AOMROBLdd BY wotherd 6RShildbedting age.

of the AUC of the reference pharnmaceuti cal

Finasterdgie sidei effectsainclude dreasoadsrgememteandUenddrness eskin frashe swelling of

. rmaceutical, conpgsition,..at least 105% of fhe .
tips, BIBHIRT P SEok BT S5 medeBl oy S BR5ed VIR, of e, diarhea
dizzindskQReadhcHeh impSdkndef ardesticefae pgince phar maceuti cal

conposition, at |east 115% of the AUC of the reference

phar maceut i 8alDUSASIERIPEN, at | east 120% of the AUC

o . O r‘ | o N . g e

DulRerE 5 PR SRR ERlpoRTRAT IS b Weole libipr of both
the Tymnpomidt Tgpe II riscfofnmuof thaseecit], Sa-peluptaes ent intedcallear enzyme.

Dot 8 SRR AR5 O B bl b 3 ono-
4-a7a HAEARE-cheMGitsoxah¥&d THe &ﬁp'&i@alvﬂoigjlﬁﬁla@fﬁﬁﬁs’t%ﬂde ?so @gﬁomzoz,

single pHis as shown below in Tables 7, 8,
represemfthglPmolehalagiveight of $2825.val ues shown bel ow i n Tabl es

i spmmelfive Ibef T SRICTIBUE SRS G R, BBt inppis te

conveM&InI6es pripe¥wrond td alllopregrianofonel 1Dafdteide \IBEL ndEbRE o HBE human
based on the simlarity factor cal cul ati ons using

androgegIgeAPEA ons 1-2 and 5-13. The dissol ution val ues
r . 1 |. . .
D52kl B8 9y SRLE M it i«
daily dose mofillest ithars10 fipe prafgrablyllessithan 05 mpe Iidshoatd by apgpreciated that, to
val ues sh in Tables 9,. 10, 11 and 12 were._ .. .
the ex}gi aPFPY st DB ALSUAIORY AROTicRs 4%@%@@%%&%%0 Reafieliyierad; igrablets or
.. Ie t | - _ i i . .
im0 SR 908y, AAAPodChe B U SR b Oudearing e
Dutasterifle’s| sadee @ffe¢taiihelnde wohigls tbiffsultprswahllowirg, wiizzlesssy fdst dieartbeat,
. For mul atj.ons, . Table 7 Tabl e.8 At. | east,.,about 7.0% at ]
hives GYee, SohgR Rt g dinduodtrCupeir rcGHiod oF bt s i face, s,
or tonBlie,| Rafdss AF0Kin, /shHoMneds GDBIYAth] slifWash, adwellBas bf #reUingers, feet,

6.0% at about 2 hours and at | east about Z4.0% at
and/oralopier leshdightneny in ghest. wiwewdl tiredwssior atsokmess, wheezingtabnormal

. S . % u t t .
ot 5l QPRSP oSl LR MM o i
about 3.5 hours At | east about 7.0% at about 1 hour,
at | east about 16.0% at about 2 hours, at |east about

24. 0% at about 3 hours, at jzeast about 28. 0% at about
3.5 hours and at | east about 29. 0% at
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about 4 hours At |east about 7.0% at about 1 hour, at
| east about 16. 0% at about 2 hours, at | east about
WQ@2000%1@80 about 3 hours, at | east about 28. 0% BET/HBIOE/013152
3.5 hours, at |east about 29.0% at about 4 hours and
at | east about 31.0% at about 5 hours At | east about
impot@o@%mbilhjoduthajze horukeepadn Ereeigon, dbssuin $&u@bmbilityg bdegire,2drive, or
£ rs, eas% %ut 24.0% t about 3 hours, at | east
per O%B%OE%W ling o1 this ?aS%S‘%bﬁ‘E?ﬁ SOreNgHS-| east about 29. 0%

at about 4 BOUD@er S4-REEASCTABBUNIBBITSRSt about 5

hours, and at | east about 32.0% at about 6 hours At
| $he presens unventle%abp eapoupassesibe |use gf othery&alphh geductage @I%lbltors

L T

progedte@aé S&tlpllwtb r&&cﬂ&ﬁ;‘ ) @fm@tbrolﬁe fmelﬁ&b aad d)e@ﬁbncﬂb)adltkl)e which is a
31. 0% at. about 5 hours east abqut 32. 0% at . about
diurets thafiplackswe nthwaysdp ﬂa@oawu%@nmﬁoa&flr%% {or g3l hpnoges, one of
wh1ch|1§ﬁ&t1nlﬁBRi6'h o}sg%ﬁctggout 1 hour, at |east about 16.0%
about 2 hours, | east about 24.0% at about 3
haThe Sresent Inesaesltlonbcdsﬂ eBBorffbssds thisouse Bf 50rgmuc ssoumtes of 5-alpha
| east.,about 0% at .about 4 hopurs ast
reducta§E i T ins IS pi Soue bl o Sy BhimSB0 el alfset (Serenoa
repen@ iQUfaturalddout R3St a 5@BsHucRIe BHitHoralserie s%ucﬁ@é%lfggé‘ﬁ(%ﬁtlt may be
'east about 37.0% at about 10 hours Tab
comp@WAm/ﬁmwmAttak@myLsmnm@s FBaw a’abnettchle aflyangggepanhbecause it is
1) sublﬁgtlﬁfyeéeeencgf Stl eefflects and ?&:%%f é{[?\’ sol id dosage forms
conpri’si ng a east oné’§ f

chl origherathyt Inbliteoxy] Narowrébid Pmﬂﬁxpﬁmm c acid, salts

of  2-[4-(4-chl orobenzoyl ) phenox met hyl - propanai c
adhg p%ﬁselg;ump@}tg@ further }/nc]u%es the 1>1/s]e of 3a—hydr%xys’%er01pd oxidoreductase

blockeés | 4GQI!I‘0 %Exhogﬂﬂg (2?9{3)?1 gﬁ@%&xﬂaf 4ndahRiNbe Rt ORARBEFal property of

aci d. Backgroun ventl on
progesa:el[one (ebui| lor glveventad )oyh eprmzxcyjs Zdlﬁﬂhﬁl}d’[l{)pr opandochydroxysteroid

oxidoRese RIoRaEEs 1, OBy ppi il SR gA, et e i a non-

steroid %ﬁh-lnﬂfﬁﬁﬂw&y @h%g@s&ﬁ@cﬂhhtbﬁguée@ feb & ﬁﬁadﬁal ifflat¥mation. It is
Pat ent Nos. 2, 4,895,726, 6, 074 670 and

similag @ fomprefen amé naprokemt Bdomethagineis @f@bﬂwe mvigilucibg #he production of
rostaéfi hety of different fornmulations and is used in the
b ]tnrrent of adult endogenous hyperli pi dem as,
hytphoeld Beappaichit@hihasadnebnipasrion thal cie dei lﬁedﬁcﬁﬁxhlb'fﬂlﬁauro steroid
active netabqgljte of fenofibrate is 2-[4-(4-
produgtiqng P@bé’ﬁz‘&@‘ﬂ)lﬁhﬁﬁoRWQ@ IREHPR. pit 9aR crebodiment, \gempRUNds are
e
prefer%lﬂgl F%g%égggg@geg@rgf\gg& thgy @agx B tuesgd]?n g{g#«a’aﬁnen’c methodologies of
the présenoihvétmhe, is that these conpounds are hydr ophob| c

and |y soluble.in t he, bi oavai | abi
Ep?qﬁﬁ%@@yc&%amagn%tﬁ ol h@Paéiab*saﬁ T rmpael; g inkiBition of

SL9es bioda CtDheC h
neuronat urg Oanglﬁ%%o rpl)hse oégg%%ll Jtﬂ;ﬂ%f %r%gﬁogrgtlgg%ﬁ&g Q}b%‘easurmg the

relativglevelpof magesterbemafd dlopregnamplomreindi medeliprior to 'éxetadoﬁmatratlon of

the coBigbEED apdabR” HERREP S H1IRE BB B ngR ebe® g rotatve

levelsfEmMRbgditerdr atilgllogrégiahlgne abetedse Qfe) adfﬁﬁhﬁraﬁi@ﬁd the composition
effect i s undesirabl e when cogl)arl ng

may b SéaPls asen inhibjionto Hesrrstareidareduction. ed ver sus fasting

d g
PR AT MO DU S ERRREREION, B cERTAIN

GABAA RECEPTOR SUBUNITS

23
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pati ent nust coordi nate adm nistration of the drug
with the ingestion of food. Recently, conplex
wo ewhnols8gi es have been used to overcone the fPOOUS2006/013152
effect issues associated with fenofibrate.ln contrast
to fenofibrate, fenofibric acid has higher solubility
i Moldvalags hadlbgy stndiet ihaee revgaled a Higindegree of birsctwahheteredeneity of
Llubility caoul d, caus robl ems .i n, connect,i,on with . .
the GRBA T5erRsty (IRevelRBepl of SUPRFSTSE 2 Saesifo comppundsyis of key
imporfaﬁé@ffd)xbﬂiecmﬁﬁts@arﬂ[n%élf bRy gbsitpatdIidCpARbIBglcal fdlesP S different
the potential for the Chact'o exceed the accepted
GABA easpptov subtynes and snayfleas toembiabledherppenticagents.i Bdias been shown that

. R ni ajni fenofibr . For. exanpl e,
ﬁnmh?%@@%%%ﬁ@%?%ﬁggggbggga%% @?ﬁ%:%gﬁéfﬁg@ﬂg&anorphous

f Ehatttbriratioas iof the @old aCGABRY, receptoxRGpire ani uhdekstnding of the

Pat ent Appl.ication No. 2005/0148594. As reported. . . B .
mechanigiseph Wi sy oRtRosHiencls rpslaiedhg Teolopaderg administration of

. b . > : ‘ j '
SRR, e AL U D B r 0D,
receptbe wuburiir gemescanmailnandhe dppubensitvityubmt ifanctidaseft iHesel receptors,

i.n anmple 6 of said publish appl i cation. . Thereupon, ..
suggejhe, 8 by FOPERE: IOMIEFodes DOk UGS BiE flip nderte the
physic?@éibﬁli IddvlatibRe oACGABRA | NBEPHENby &RIMENous compounds. such as

enofi brate, sinply cannot be replaced with fenofibric
neuro$FIPHisi n such dosage forms. Thus, there is a need in

t f or | i d sage .forns ,cant aini fenofibric,.

i st B e R QR BB B LB e o o
dependl@nefin juestionci Thi) yemeimring ltBasaeDbf bEMALY Rk ia6tiviey 6f a partial
.salts of fenofibric acid and/or huffers of fenofibric
agonisyANIGEPIStcal Bt fepFnietcsiten itds RsSEPIGAY deteming rghat she disepse state is and

¢ e L " ¢ g ¢ ‘
deternf1BE 3 BBy Ru BT Bk o RoflnBF 1) L JABRy, 18ferighz obunits.
Based Qpan tlif ifornedtemne oertaip bampesitiotisican lbe ctasyifisd héwnding to the changes
cont ai pi fenofj brate. \When .the f said sqolid
they RO SHhBk i a@%@%dsla%ﬂ)ogﬁ/ggﬁeg@ﬂg@o#ﬂeam the GABA4
receptbeh 26 @Rt BRALIRGEL bii6REn & ANPBILbLAR; tht REAB AL aWRBbHs®®an bind
expected that said solid dosage forns would provide a
to and stabigearlistinehineetjvereedntoreconformation.ef er ence
p t.ical. conpasi t.ion., .For _efficacy. reason
P REY BREGH iiof ATRAR, if<Bta 1hfhrdf ol 1G5 £oGR0UGE: gt mocutates
the expiesdiemof tdrtait GABAl, ré@aptos sWunfte NMordEpecifasaliel, B EbMpound is one
buffers of fenofibric acid that exhibit an AUC sim| ar
that sqryes pe anAEOBist sl FébAemoeriohatnfaiom spegifically, at either the a4
L . bt i : [ rt for
subun] B RS I i DA BBt obFOIT pbBrRaEPO AN bl
f Btild fridve specifiatly athd compbuid ef cbidecin ohé khat @) acts d paktiad agonist of
ack of a.significant food, effect

GAB@ E’b E‘%lélflgﬁ'ﬁl@a upy egﬂ@%ﬂq e G tag mcggatsg%%namount of the a;

bun# Sk 187Re ' My i
! unpat I ent con%%ggmgyﬂgs [ e‘?ﬁg%?%gj%%ts ?{gﬁ%éﬁsfwg& pfRgulation of the

04 subfunixdandidri dogs tnot caikse thaiathaswt ofl thtoe.agebundr tm imeckase relative to the
i t.her fed or fasted condi,ti ons. Nonet hel ess, the ti
amour ok 1o sfPulone BT GPri BH AL RO fpefaRereBtrn (B el syoein
f DhdTehakes & @@késbi@ﬁQﬂ’;theSGWBAAd&Eéiﬁérd&fidﬂﬁnft EHiveto the GABA,
noae

testing in an appropriate ani nal I ‘and/or in human
receptef (jsabimt canrbe; gaibaasite manydhetarsd odwsgeincidm Hutiarenetdimited to 1)
i.ev n [ u ent
comp BREY B ToRORERE, B TRAAL AL bl FUERAIR s
subunit ecjativectd. thel GABA pfegeptot ayeubhisit bed ugefvelsal ®) ddagsBitions that result
skilled in the art ifone or nore nodels could be
devel oped to describe the rglationship and provide a
correlation between an in vitro property of a solid
dosage formand an in vivo response (such as, for
exanpl e, food effect, bioequival ency and Crax) . Such
nodel s woul d reduce the anpbunt of tinme and resources
required to devel op such solid dosage fornms. Mbreover,

R
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Sunmary of the Invention In one aspect, the present
invention relates to a solid dosage formthat
W@upn16586E an active agent, wherein the activePEEs1006/613152
at | east one of 2-[4-(4-chlorobenzoyl)phenoxy] - 2-
net hyl - propanoic acid, a salt of
in the Zle@mas(eébf@hpmssmm ofihy I()An]BAn asoeptod castunit-qrrthe Arcedase aféxghression

of the 5 pBAR Fek G 1R 9P 7 FOTPPSons o o pptpaiey exising subun
levels Aiit dathiyeRind R WpRSERMoA®E GABA N EecdpRRbLsftRAM

d| ssolved inan in vitro dissolution at a single pH
hug; e ¢asmpound Hf cheice ifuene thet cffepsuatestaniinerpase30)the eXpressmn of
ut ¢ 0 a A RY 0 e
b O i BP0 TR e
expresls&msof Itfgen c.p rsu‘aqmrainayobe%ﬂf@atlatsd Myyoﬁ@@) MORUSE Sie fddlowing: a)
st 7.0% at _sixt m nutes and | ess than or

W
“Preg@a‘ih%ﬂ the spinppign of rw W@) 'gmq’rmf%eﬂat{r@) thg expregsien of gegubunits;

ﬁﬂ% a glﬁ)eh nut es
©)ma an +4§ §lgltlﬁlﬁe gg@ 7. C a% (%IH%I %)ge/ lzghmg ?ﬁe}e/a“&a% g] 80% at
sThe fOC(usch thus ontussig 2( tompamd ﬁdmmha)claﬂqmﬁadontm)uﬁﬂ%lmt modulates

i 0
the exfigdibi pf itsif AT o Sitof rqrrb@* e&%)nom  SRseie gcaﬂ&tmme_f-‘é&e relative
balancé. &%@&h@ub&ﬁﬁto&ﬁ@& Ribufi Ul%lserttQ a 88 AlstA Ko 411699tlormal allostatic
m nutes and | ess t‘han or equal to 90% at ninety (90)°
state. nj nut es. The above-described dosage form (nanely, (a)
- (9) ). ﬁlﬁ ﬂm nistration to a human subject under
fasting con # ons, exhibits a Cmx that does not
ekcond ehitb¥imént atl@ﬁpﬁésaﬁ iavérebareiee heemageuf iaCtlerapeutically
ositio Specifically, the Cmacof the

offectiyp GBI sel L e gerer hepificalivednp thay mogdylatest therexpression of
GABA@Q&IH&h% rkh 95] nbt Ii ﬂ'ﬂﬂ@ﬂ S YR %?nico mgt"ﬁgéélag}{] (f:'%r treatment of

conditions Is ess aﬁt are er
substapéear almseut i clal mwrrpembd)dlmnnt (Zl)e atothpastd 1@596 @bniphiée certain

S L e O
1m1da2243[dr5r&$!3|4}1|l:%ﬁ£odi&@ﬁi%13téa%bxy(a@ ﬁklddﬁ%sbaﬂétﬁo/%ﬁﬁstﬁlﬂi%ns of the

e reference pharmaceutical composition;
carboxyfate eﬁ@?thflﬁd)%@ﬂp,t Huclcrmx cofbotties rasldsy casbes, acyl  chlordes, acid

105%.0
anhy B TRAGS, SRl MRS e cotloMiansSTalhsBes 41Gghoty 7ydehydes,

ketonﬁl beeaats, IFKHYR] ahd esa@hﬁ&he@f)f t e sefteéreB@Bodiment, the compound
ar ceut| cal conmposition; (8) at |east 95% of 't he
COmPfe% ag el Péfcélibéﬁié]éc BFids.nestcsst acyhichlopdpu icid aphydgidys, amides,
itril @t lk S h
nitiled kPR UL PEroA AR aincs Blcobols, aldgpdse. ketonesybgpaencs
phenyls;‘artdmalts &feeaoefnce phar maceuti cal con‘posn tion; or (11)

P RERL RS PRADSEPERORT IS Aty BRI, fhe pupzegulation of the o
subuni@ RAYSr ﬁ@&%ésﬁﬁgaﬁ@&rﬁ%tﬁ@&f@uﬁﬂtﬁﬁ?@léﬁv& (té)cl}e(ﬂﬂémﬁ‘t)? e 04 subunit,

adm nistration to a human su1ect unaer astin
and dogg nel qausmithe jupraguiatign of dwgts sebgnibindéor dueCnoff caase the amount of the
| east, 70%

o suol G PRGOS RO L k35 4 e

presenf ) thapatied@ssystedo of an AUC of a reference
phar maceuti cal conposition; (4) at |east 80% of the

AUC bi -t Miltiteper ence phar maceut | cal corrp05|t| on; (5)

o A ARB0 b e donloubd Bydhf ERBRSE milyons g5, deseribed in
Mosta]AUﬁZ avfal.t Filnhilsfier bpaniliroas vieputidlatiorc OmeSHSAJ\ @86epfof)as subunit

at | east 95% of the AUC of the reference

phar maceutical conpositionps(8) at |east 100% of the

AUC of the reference phar maceutl cal conposition; (9)

at least 105% of the AUC of the reference

pharmaceuti cal conposition; (10) at |east 110% of the

AUC of the reference pharmaceutical conposition; (11)

at Ieast 115% of the AUC of the reference

o, oy D I "
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AUC of the reference pharmaceutical conposition. In
anot her aspect, the present invention relates to a
waelobdidesage formthat conprises an active ageeit/PS2006/013152
wherein the active agent is at |east one of
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- net hyl - pr opanoi c
mRNA by ¢thaaokeithdmfval in hippocampal neurons”, European Journal of Pharmacology,
-[4s{ 4- chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d
494 (Zﬁpg)ag%éﬁaf ered
2- [ 4~G4- ghbwmehgnzoyl ) phenoxy] - 2- net hyl - pr opanoi c
acid, wherein a percentage of the dosage form
dInsansithes embodamentnthe icompodid mey woinprisa certim flewonwidls thyt act as a

. @ - ns: A4S .at.least 15. 0% and. S | ess than .or .
partiahgchit bRl EpleaRE it f .o bli el grpase e
amour@tnsf thess subedlt edlatdguidl the AmARNDYE tHRr ol Sgbudit, Shd dbEURE cause the

is.at |east 15.0% and is less than or equal to 57.0%

upregyaiiomet e suyumioand/qrglogs nptecayse the agmapahell the s subuyit trincrease
. t 9 f r ej di.s ' .

a8l 80, e ol AL ORI SO Brsen i e

patient’eeystafi. ti me. The above-descri bed dosage form after

agm ni stration.to human subj.ect under fastin )
Bt R eprieeiqtey Tt g AomPRK B (A A G gR described above,
can b @68 i€ HeHrRAf MR&RISh! R bn& AHBEEMEehO Bompunddlard HidfdrablP Yereened
of an AUC of a reference pharnaceutical conposition;
to detegningt whethen thegosasf barusadidnothe atreasmhente methodologies of the present

. haryraceut i.cal conposi.tion; (4) at least 80% of, the. .
e e BB e e 5 R ik et fmetions
as a p@tial fR8ist SPHATAL, Hﬁliﬁ‘ihl@h@fugidgﬁlaﬁ@ﬁ of HRGE RhBIHTRaRd Hb&aot cause
conposition; (6)_ at |east 90% of the AUC of the )
the upregudationcef thaan rybwnit pacsl the sepweornd énno (ongepprosenisin the pgtient’s
f phar ' :
s WE Bl 1615530 Sl R ringys, an cxompy
embodisfeat efareh phaxpadaitt is providedpiadvidstalhino €9 al. afIinhid&Rh by miltirone

105% qf th of the referepnce, ph ceuti cal ) )
of upc-:lgﬁlﬂ,%gplgi %ﬁ(ﬁkﬁéﬁ zgceplon sgu 1@8%15fm§ﬁ]\g4’a e Q}ﬁar*ql, eWwithdrawal in

hippodaaiiRl & h ! ES1b&y; lgpast
R T e e A

VL chipash TRENTNENT METHEHOLOZIBS of t he AUC of the

ref erence pharmaceut.i cal. co sition; . or.(1 at | east

| kS PERGS BVRERCR G R PORRRCA ShRRichRhaild Fagftont BFitocol that
emplo?@ Rafidk 08 and\ohfRYitions fREprepkrimbOpRiche ST ttdaAer a5 A Godulating

ormafter adm nistration to a human subject under
the expeessipA 9T coriaint GOB4 Ai rgcqpigr wibuniés s TheHgsert iavention therefpre treats
> Crion. o

iS5 SLRRER RSB sl BRI LAyl S Yo
and in(f@)ticadarleadsgencbdmafroaeroisiGnahe aontetterfarnmprehensive treatment plan

har paceuti cal caonposition; (4) at |east 80% of the
of behﬁﬂ@rag]%n‘f/ﬁ’épl?aémé? pigaldreamsiteut i cal conposition; (5)

a . f . . r.en .
ik SR kb 1S S gl o, s o
treatmpti(profocplsefor ebimg qriennpieuticah comtpbsitibn fromoas ictaso of c¢ripounds that

at | 5% of .the AUC of the ref e . .
moctlfes (PR Y P uitsiisbe Exiriingf G GABER raesataran st relative
to theA@ApAAt&e%m@f &f, eRGEni N ATHBCRLAER| of URBRE! fs! BR thad) resets the

at least 105% of the AUC of the reference )
compqsiipnghpeoiile efithe Gy iredepter, amcbnoze spesifinally,1 e, GABrhesubunits,
. f pharmaceutical conposition; (11)
mtoa%agggéggi@%r%&t%gag&Auc of the reference

phar maceuti cal conposition; (12) at |east 120% of the

AUC of the reference pharmaceutical conposition; or

(13) at least 125% of the of the reference

pharmaceuti cal conposition. I n another aspect, the

present invention relates to a solid dosage formthat

conprises an active agent, wherein the active agent is

at | east one of 2-[4-(4-chlorobenzoyl)phenoxy]-2-

nmet hyl - propanoic acid, a salt of

o o o S T T .
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the dosage formdissolved in an in vitro dissolution

at a single pHis: (a) at least 0.9% and | ess than or
weuwal1s80 62% at 0.5 hours (thirty (30) m nut eBQT/USIIP6/013152

at least 7.0% and | ess than or equal to 71.0% at one

(1) hour; or (c) at least 0.9% and | ess than or equal

t ©hé avltiple Phbsehtveatmentt nethbgolpSO pf thenpresas) imvedtion emphys one or

more %{gpo ggc! rgeéscqfhh ey eglgcgaliat 8 I %a@ev?%g)a(c} e(a%o %{g’c’e that are
causedby Ee et m@bﬁﬁﬁmmﬁv@ 16 alleAIRD afikiliyesisind ek thaaysréifhlation of
conditions, exhibits a Crax that does not exceed 125%
endoggious NEHIREISToidY- ef er ence phar maceuti cal conposition.
e S
fsgm %1 (%rg% 11¥1616 ;h% pcl:%@i% 81%1{1’(2)?1 12 ﬁteg?oﬁzgz{rd?ﬁg%tﬂi% 18§ Tations that
arise ﬁdmatheSdﬂi)Yeecd atddwdsy afi aptiogedonD lnémblst@flﬁd I“svithiifava’sS Specifically,

of a reference pharmnmpaceuti cal
anxietyy 6%&% ¢ ?Q?ﬁ?rs (so5h g% epretalized Angaely g@ﬁ@@@ﬂ%@&f dispygler; specific and
r n
social ﬁﬁo%fa@T %tﬁsheggl% %ﬁ%?ﬂs&\%z‘hlrsg@g}r) g;idsﬁ 'trgﬁrg?t?g)gterﬁ%sl {l:lgf@}%r and eating
dlsordcxsnpwklmmg) Anorexip ratvdsaa,alsﬂlma SRk, tdnsl Iingx eatingt digorder, have, as

e e T O A
address iety Brdughtn Wt eﬂd@ééiiou@ fadofbroid@ithi@wapf the

reference har maceutical conposition; (7) at |east
1Bfestire tﬁ@émmta»f su¢h indicatietisaeqnines qddmsmgélmmeladaptwe behaviors

s I LN S M-
endogé)xiou‘s heeutbeaerofdfs, hbmelyetlrr BReasqh amamn iofahe GABA, receptor o4
onposi ti on; (10 at | east 85% of the reference
S“b“nﬁﬁ%lia‘i’l’éf’ct@dh‘? ¢efubBBitmosi tion; or ( 11) at | east 80% of
t . .
5 R 10 B A L EATRORLL i
if a person is 1(1ca) ecefftiverstaiel fomiretmertti amd/dr@:aasﬂngj pgrers®nkp detin a receptive

ti ng,C Ltions is | east 65% of an Al
state 57 SFaisatl aronS Bt dirion afo e ABRIOPRIS (o i 4 comprehensive
treatmleBRptotd Q510 Gt Elﬂclﬁél@ ?fe -druf e85 RACAL Fi‘l'i@ﬁd]ﬁg eptiondll detoxification,
conposi tion; east 75% of an reference
treatmphfaﬁnfh@ﬁmar@al h@dm‘s‘ﬂeﬁtnﬁwe S(a&)” aiusedd@relmwﬁew tot dhphysiological

state 1@%0212%% p ?lh&axxﬂ% n&ftﬁ ﬁlicggf%!g?lgsg oe%o};enous s&bslances

pAss&ELiauhis Qia‘scri}mﬁﬁgﬁe tdr@patieM)reftlrs loethleWYeBhle thikgran being of
AUC of the reference phar, maceutl cal conposition; (7)
any igpe.| JREPNA5RIISIN.t [RESAUDYSP] qgvf@ r BYakpdiRc egenetic make-up, disease

pred1sg{%ﬁ&??1 }61{ ?)gkr gg%g%gab {/19 ceu sFagsgls{a‘?eaE%mé‘ggfi’)Pflln%%)

alt $heakt fd@isyo lof apjmecﬂtd@ thit ttie mahmsemmb processes of the present
EBBC? mabceut |lcal c 03| tion; §>§§ | ea 110% of the
inventiu) Sa3{be PIFEFFS %C%BP% i BAYing § xeppﬁwry tosepeive and
store ﬁétlelnﬁ Asta, Jalﬁle@n%f-y &d %to%@é)ﬁ)r&’cg&l rs@éﬁ%rﬁ% %om;z)nse the 1tnethods and

har maceut i cal conposition; (12 | east 120% of
Procesmf)fhet presenéfievestion, piveacAsion & |et¢dua‘rcqmpcsu datpnn relation to said

o A B L 1 P e Se LR s compitn

devicepla@8 @display eN8dé1BRr (rEbidiARntte user5.0lh dné @ﬁl@@@m{dﬁ[, Ngpkdifit protocol
conpri ses an active %ent wherein the active agent is

steps e Sterad tin said mfem;?rs[ and gowRpise sigainsb patjeph elatax ypclgding behavioral,

peyeh Bt o M RRREAE S, R AR S whichyptosolsisps shevid e gorlied

Resulterof ahdo ubrhpardsdn are communicated to a user via a network and other computing
2-[4- (4-chl orobenzoyl ) phenoxy] - 2- met hyl - pr opanoi c
acid, wherein a percentage 9f the dosage form
di ssolved in an in vitro dissolution at a single pH
at: (a) one (1) hour is at least 7.0% (b) tw (2)
hours is at least 16.0% (c) three (3) hours is at
| east 24.0% (d) threeand one-half (3.5) hours is at
Ieast 28 0% (e) four (4) hours |s at Ieast 29.0% (f)

- o, oy -— o~ o, N
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7.0% at two (2) hours is at least 16.0% at three (3)
hours is at |east 24.0% and at three and one-half
W@ 2006)11d58urs i s at |least 28.0% (i) one (1) hoRCT/US2086/013152
least 7.0% at two (2) hours is at least 16.0% at
three (3) hours is at least 24.0% at three and
devicagner ﬁk&pl"d}’( 3Thy npsbedologiesaof theaptesas. DYeurtive ae therefore ccessed,

tailorqd iedfinfiiel 8 55 &erk ot By PR e bR

Ofl"heqaxainple@y fiBeati¥ent( Aetl@d6logd) oM@y préehte Sifvehfi@ cBmprises pre-
4 0% and at two _(2) hours is |ess than or

ua
tratmgyap-HeATat ! RORYrGMECH e DS COPTHSMEOIOBS componets of

an ex?fhf iy 1 %%S)&cﬂ@# Z?ép]&}ré%(%nlﬂfa fl%}@i?b ]rg%%ﬁy} 319 b?o/ add (t%)Spemﬁc

compdfr@utssoﬁ thef ndividifal @hades cﬁ%@%eaﬁﬂmtabﬂ:hed@ieg}cr iIbehbould be noted,

howe B prth R CtinnoBt soutb Boh e forlsbe gxsfolesy — pre-

treatn@n%xtréaﬂﬁént Q8¢ poftiranaend ]ai?@%t&fché’nggﬁﬂﬁ ndama?r be performed
reference pharnaceutical conposition. Specifical

variabi, eangrsRowfl b¢1 edetyminedd es ca i regationabesis. or Fhis amsil yeference to

admmgsi% ing t](lé) d1 %ﬂ%%%e&ﬁs (t)tlr tgt P%SG? gfélgle{i"xﬁ ggi ﬁ’lb c%ar order is

exempiaryehed €n %ﬁoﬂﬁabﬁ&ﬁﬁﬁistd‘ow - UMBOST lor@Rary( dRillain tBASkt that the
125% of the Chax of the reference pharnmaceuti cal

admingsiagien iof mpthododyeyamay oxsy depemsings on ftee eysassedmeedreof the patlent
I t

Fut S5 SPAE B ERER 498 P BRESL bkl Bl Y mvocimets,

it is n@’canméed todimit (B 1m’entic&ﬁmton3: Eathodimére Iﬁ)ﬁéchtloﬂ thi®y combinations
phar maceutj cal, ¢conposition; at le ast

of the) GefioRoEn SORRIROGH UeHEEFOPUR G PRisilee i ) mvention s not

limite® RRE lekAidples hs/pro@ideli €ast 100% of the Cmax of the
ref erence pharnmaceuti cal conposition; (8) at |east 95%

oa tHRE-CREA TOVIENAE A BBV EASSES BMENE BHIASE

t 9 Least 90% of t
BB e S B R o P o patins
shoulc851%1&fgotzh®ré abShRAE @n 2@1@ meqayt hre Aea@miR OftlalysRNma§" be used to
at |l east 80% of the Chmax of the reference

deteﬂfﬁﬁ%ﬁ%&h@m patient dvrp rendidais. foshe dreatment meetihegology of the present
| [ ( af ter
men 8RS e SRR O TR hanh Bzl D pln i S
admlttanmadntu tha sreatsnefifl netiodblegy bf ﬁﬁ%fﬁﬁ‘enﬁmvé‘ﬂﬂ@nofﬂﬁ pre-treatment phase
ef.ere ce harmac utical conmposition; (2) at l[east 70%

typically igefu 15, TOLRUSHE 0 BrieRisele BTGy | AndoRpwsisal espmination, a

psych&lgélcﬁt aﬁc?%%ﬁav?@ré‘l Afse@iindMCa %et 1§sftﬁ)rn BF Tequi meglcatlons, and
phar maceuti cal conposition; ast %%/r e

detoxifigationfif néeded tef renderdhe pettwntmxaeslate cedeptivenipdsdaten; ( 5)

aﬁ%‘i TRlmatr tLe%ﬂ%Q i %ﬁxfegsseﬁ%de dishiders o flispase ftptes has

multlp{rf phags’ SAEIRRFRNANA HBG St c6Abine@SMOpidvidRna égﬂlpl%henswe and
| east 95% of the AUC of the reference pharnaceuti cal

integrateshpeyplogisal. phayiolgeicrk asd psydesesialtapproaticfer the fdéagnosed patlent

N ep—

and dissaspeiaiet aod the dddjespéndigasimptdRYo8enddiRnSdndiodtdi6id withdrawal,
ref erence_pharmaceutical conposition; (11) at |east

with theahjgelye phesigring gialapge P’e‘?eélfféﬁ&léalﬁﬁﬁﬁlﬁ%c euti cal

CPRER ty

ref e?léﬁltgg%ﬁa%%: él g% ?éécg ﬁ%ﬁrﬁ’eﬁ I BH?(?%)? Lt%lg)pah%ﬁl B lmtmedlate
danger1 @Sbarof tot bmaséllﬂ@r attherd earraeparean eRpapieAcing CRUdrnxiay-related symptom

conposition. In still another aspect, the present

invention relates to a sol hg dosage formthat

conprises an active agent, wherein the active agent is

at | east one of 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ acid, a salt

of 2-[4-(4-chl orobenzoyl)phenoxy]- 2-nethyl -propanoic

aC| d or a buffered

P T 1 T
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acid, wherein a percentage of the dosage form
dissolved in an in vitro dissolution at a single pH
wa@eoosfiapsone (1) hour is at least 9.0% (b) tweCT/B$2006/013152
hours is at least 21.0% (c) three (3) hours is at
|l east 34.0% (d) three and one-half (3.5) hours is at
that rejquiet e1BexgenGy {tentibmuwhith maycher assocated withast antkdetPyslatedl disorder
. one auris.at least. 7.0%and at two (2) .hours is .
or dls%ﬁse ﬁ?i%t ﬂzli,_ tg%eﬁir&) 688?.@1&& {lja(g ﬁ% patient, be pé:%g%edgapéo)‘gne appropriate
treatmeM® HeZihsti@tbStol &1dadss liRdddiatd Eﬁ)to{élﬁl Hee@iwih 088 doRdid&atié:s for the
is at least 34.0% (h) one (1) hour is at |east 9.0%
potentil iniggaction of amysmpdicaments ased far, this trgetment avith( Biosé yseds for the
. P % and at three and one-half (3.5)
lmmeﬂgtﬁ%éne}rg&gﬁtr?@an% %'39. 0% (i) one (1) hour is at |east
OWliite thé ptesent(idgthbdulogy tah Bd appiedtio Ahy Qitierd] ittih peferted) that the
. hours "s at Ieas{1 34.0% at three and one-half (3.5)
patienhbg equia} o ofigrealerdhamgghiesmpdraeldt our (4) hours is at
| east ;44. @%n1bte PHLOREl (EanfiRifonl S from 9. 0% to 41. 0%
(k) tv%/o (2) I?murs?lgisa rom 21.08%to 79.0% or (1) one
( Byfono stariing fthe tredtnferty the ddticdboumdergats tawme(Rhl historg, physical

ds.fro .0%to 79.0% .The.,.above-described dosage
examip i, PRARRIOR] S et R PURARI i i3 SHge flood coun,
a biochbBsA] Eictﬁ‘il@‘{for eRaaplef al%taﬁﬂae,c%m@ds%j 2Ra, cIdI&dibt 1BL and LDL),
.. Cmax that does not exceed 125% of a Cnax of a ) '
triglycerifles; abeling hhesphatesq, (LdA (btip dehydrogenagy aodl ftpiehprojeins], hepatic

. Vi8r: rj form.(n L.y, (
functibl S TRRRS, P, PR QUHERDL G SO BlioirBP B! Begnancy
test afidisd-taggexaaiigtition®NEx¢18siod )crit@s atchapplicdetoCemued nd other acute or

r ef erqe;?,?e pharmaceuti cal conposition; (2) at |east .
uncompsnsaesk ilingss extsisawityn thy,patiegt @ddncasyp shatdhearptiepgoes not require,
. R | . . 0, . f .
o s RSP Bl ol IAPIRBAR 1P PP o mocusing

compoihB¥enfz usbé Cnax of the reference pharnmaceuti cal

C osjtiop; (5 t, Least 110% of .t he.Cnax, of. .t he .
BRI b, bRl HEE R eRisiconCrites ShoWde: anmisds to the
screen@ifg bNBatfeMBCAThé BRCIGADLERER ARALEBGRMEE §&lan out%aéient or inpatient

conposition; (7) at |east 100% of the Cmacqf the _
treatmenlf sspreiitce Ky gxamplouitiicpiefasedpios ta irept 2 nagigntaan dreinpatieds dgsis for

t f reference .oharmaceutical . .
on i Bl BECH o Vel T ELBRSE o BHATRE B hlbag medt or poyehiatic
problehsf ®ag pee tihsreatet bhysidiar aelisd ihdBdiatelfbfatiohfadialuation and

85% of the reference pharnmaceutical conposition; or .
treatmenty yhagcurrgpismedigah of Peyrbiatiin OEbleAL thass perefigescreening physician,

ohar ool il Ver. .
ronderl 137 R SlobR o JARR b AR 6RE B mLliSaflbhy or with the st
admingsthringi ther m¢dhmant @rshdsucarens behemliazepiie r addasthen gedative-hypnotic-
..conditians is (1) at least 65% of an AUC of a
anXIOIV%‘f'é?ee(lf%Befﬂ’f&i"iq;é’éﬁ?qt EPegYEbsi tion: (2) at |east 70%
Off Apafiblit Bf c@rdifllChRis SIRNALRSAYI | FRmERRASIE Afkiety-relat

o (3) {rﬁa I.east_c75°r/1?gf an %UC of aTeference TRASHE! Afkiety-related
disordpih a5 desseibed imgreeiongesil thielow, tiielpatient sleadd b8 eatelyf wedned off of the

. AUC of, the referenc har maceut i.cal conposition; (5)
medw%onl et ngg%’e(ﬂ[ 13{0%0? TEHIE RAYYE Yy ence

phar ARG e WikGdsis @I MaRsdti-Retted Bisorler | €ast 90% of the

AUC of the reference pharmaceutical conposition; (7

akt 19 prsferreddhat dhe patisninpest st laapica paatien efresognized criteria for anxiety-
t 4 i 1toR . | eas %
e SRS ERle DR b e Sl 82RO R o v
Disordats 4thaslitichOBBMAIV).hEFoAkKanflet DEM-EV efiefiastate that anxiety disorders
pharmaceuti cal conposition; (10) at |east 110% of the
AUC of the reference phar eutical conposition; (11)
at least 115% of the AUC of the reference
phar maceuti cal conposition; (12) at |east 120% of the
AUC of the reference pharmaceutical conposition; or
(13) at least 125% of the AUC of the reference
pharmaceutical conposition. In still yet another

- g, o o - o .y a o o
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conprises an active agent, wherein the active agent is
at | east one of 2-[4-(4-
w@ bhdoennoisenzoyl ) phenoxy] - 2- net hyl - propanoi ¢ aci BCT/ESHaé/013152
of 2-[4-(4-chl orobenzoyl ) phenoxy]- 2-nethyl -propanoic
acid or a buffered
includ2 -fod -ondly gbhevalived renajdty rdiverder W[GAD) byl aptietyr disaider (SAD, also
aci d, wherein said.solid dosage exhibits a_differenc i
knowry, @5 gasrl A9 lbt?)wSP 1GjiRbebray pRd pagte leaﬁ%r (Bﬁ)al’fﬁ haﬁnt‘fn""“‘hout

agoraﬁﬂo%fao ﬂitsﬂ% U&Bsgé_%w%tco?lp?ﬂs'wé Qh%yfhé}f Sééi)) Ao %oEtQtra]uZnth’c stress

dlsord@m@’rTéD) sthe dteslé%MuN oritesia arhknairato qblelswfcbrdmat}hmll in the art,
sin H. are.egach d m ned, a The
they ai} itfed S BiGaERedih BB lrediBal Ebif bRignd
Ob.alPRENA RING At ATTENT a‘dw rIRtEASltMEBm WM‘}BTEEJIPRW@GOL OF
does not differ substanti al ared to a

7 e PRESEAT MOV GHON (BRGEPTIME SIATEF DB TR BATMENTS
CH T $8hBelt b e SRS SRSt NNl il BkpRdbioR bhase of

the me%hﬁlodxﬁg;sﬂe dntdmha@atble rami Lumaj)elfe peaformed vadatdy tdndrshouldl be adapted
et ween d143 r.(b).0.80 and.

to the BTRGd oo oﬁ‘HYIr§ Bekonsi G eainintbing ﬁ@alﬂﬁb@%}@é qogtepents of the

prepaxﬁﬁ&% bh@s@'ﬂﬂ“ﬂhétrﬁéthbmog}puﬁa %H%la?%ﬁﬂ&cfs RAB ar) %ﬁ&'ﬂf‘ Qhould be

conditions, exhibits Cmact hat does not exceed
undersi$ochto@meof ofdinary ekidlria mhﬁearpttut tta@éunmlstaatlo@mfpmmhqdorbogy may vary

depon B dn o5t APerBR BodtlRs " Rk G oty Soiaapatons of the

methollioly REmPORHts H&BEbdSatovk ar& pSssitlethiid) @hiR¥nt®in B not limited to
ref erence pharnmaceutical conposition; (2) at |east

such examples s progidefax of t he ref erence pharmaceuti cal
conposi ti t 0% .
refer znc ﬂ%aérﬁnélgzu | ca Nﬁpo‘%‘?{‘?ﬁ&% %?EﬁMEM/INDUSTRY
115% of tS’TGANDA)RDTREIAG’MEN&TAePRIBOAﬁHIBﬂiCGUt i cal
SItIO 5) at Ieat 110% of th(e Cmax of the
JSW ima Rk SR By APy disonder iy afeady bstin the process
of trealigérr@\ﬂfth 5 B&@Hﬁ&na@ftreﬁtﬂfen[ RleB0RBR! gyﬁﬁéﬁlmgeyﬁt'rfb@kmned to the use
conmposition; (7) [ east 100% o
of selgctive senmnpmlptakc Mnbst doapatbert mlmdlmax)t ﬂte patizpt mapIe “pre-

treatetg’o\% a{%‘%ﬁ a%%/g% ?@J@& gg%%%g&?%%ﬁ%ﬁ%%%qé off ¢ patient is currently

underg ;E@R‘éﬁtlwmt iférathe GARIRASHIEbABE withGihish hb 898fagnosed, the
of the reference fphar maceut i cal conposition; or

patlent 181preet@rablégwa®dwﬁf0 ﬂ?@ Wadicatoin ehdeasetwe daciour weeks prior to

begimﬁ@%g%ﬁﬁﬁﬁéfﬁgl @%Po | nve ng%qs@tg elﬁtlv%ﬂetlso\’l?gPrgﬁpathgefore beginning

treatmelns W@m&n’fﬂiﬁdr&g mmamﬁg iarthepatiene 1sagﬁ;@tanualtyesrealn Thus, it is
the active agent .is.at teﬁ%; one of

impor@p} o SeMshie) ShimiRdIan hat-Hie ofythe eteéﬁaﬁen éhaaéhedpatengaq qurrently

takmgofw%hgs?in{gﬁgg@kégog%eﬁémég )IREO(V T whedBbNS PEBRMIOLGive drug

substafied il fecdistomothentzwlyl Jop heeks y(prithanidy ligperplingpandndividual patient

S P T R T,
It is uﬁlert'aQt that THeSe fldfors bre! BB sRIBRUSHEGSSEP LA 8O phie T6,8R treatment

form upon oral admnistration to a human Subject In
protocplef the presentdanestiont di ffer substantially, when

VRl e eiie e 1o BEEnY ALSHPRER B Seqigng below 1
should\t¥ 180 howe e, INIhe fireatheht %ﬁ%ﬂs beifikd/N€in ak€Exemplary and any
condi tions divided by the AUC of said dosage form

under fasting conditions is.between (a) 0.7 and 1.43;
or (b) 0.80 and 1.25. Additionally, the
above-descri bed dosage form after admnistration to a
human subj ect under fasting conditions, exhibits a
Cmax that does not exceed 125% of a Cmax of a
reference pharnaceutlcal conp03|t|on Speci fically,

o ~ o " o o o o I D . Y S
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ref erence pharmaceutical conposition; (2) at |east
125% of the Cmax of the reference pharmaceuti cal
w@ovposisso on; (3) at | east 120% of the Chax of P€TIES2006/013152
ref erence pharmaceutical conposition; (4) at |east
115% of the Chax of the reference pharnmaceuti cal
numbes oyisginmént prot&yls may beas¢d With¥hopreséne iSreatiomprovived that they are

not cof GBS BRI EE e6 sy Bl cloptoua s Tor use with the
treatmenyRot®cdl ¢fithe preberdlinte@dsn, itélBd B but AR ATRLAD ol ddBpound from the
ref erence pharmaceutical conposition;, (8) at |east 95%
class of compeundtdhatincresses Fherreletivie expersionenfdhe ¢c@ABA 4 subunit relative to
L Qn; . % of Cnmacof the
the o r eﬁi e@é%@éﬁ% I’?gé %’é@&r# ggﬁ&%%n@pr%% erz)@%flgﬁm at | east
8B %haild tlve beafotedathatcthp pharfmceldticaBdongstpes désclibed With respect to
th él‘;ell'?l at beast 80% of the Crmax of the reference
© coRkAtieRRl HEAtMSNt PEYIRRO shasd b pspdacearding tarithished FDA dosage
idel @R Sfhich ' ty t e '
rudeBRBottic e 81t oy HEBUYRILEIS. "0k AN ol o o
describggh invdetaiddatow whithr xekpect le thac txaneple deatméns padtotslasTamded offers

some eg%lméla{rgirggﬁhfetﬁggz{rg%%%fs? %lr }r&tﬁ? of ﬁ}/e] p_h%fmngctoﬂ}/gliéa’f E:g %Ql?rid% described
hereinCdildds brefiziaydrppraeddbiykfededtt hyl - propanoic acid, a

buffered 2-[4-(4- i _
Many oph bsh £egvens peH apocolsneesasibedo heysim arec adagitet! dry the National

- Xt . st 2-4-(45 .. . .
G e e o e, RetSHL Kideins o Slerrineheyss™ aNGQ is 2
comprelfen@ive 4 dgtdbasel @fokeidzmyehagb®nelini¢al PravetdybuiBsRRANAhE related
d acj d a, buff.ered .

°°umﬁf-“_[54-]§)‘§1@ cHil &t JBRAYY 1of phe ndasacy 2faretipglthcpieo Basrordh and Quality

(AHR@%IUIS. D@pé&ﬁherﬁtdﬁﬁeaﬁﬁ%ﬁlﬁﬁmﬁ‘ﬁp§§&ic Eh?\{d@ S8 Vriginally created by
invention relates to novel nodifi ed release ora

AHRQvivaparamersbip with theoAmetiasli MedicslhAdsociatipn asethet AtneAsin Afeciation

o e 45 AR5 el ok SIS0 T SRR i
provid@ghyhicignss Ahfse) bind oliér hhith professionals, health care %Iio(\j/idegs, health plans,

i chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi ¢ a
integragggr deljvsty systerng, gpurchasers and otheérs an accessible mechanism for obtaining

s Ghl z oxV] -.R-.ngt hyl -propanol c aci r )
ObJeCﬁ?naX:aEfrglggg t Hﬁ\félg‘%{?ﬁgné}{ of)ﬁlﬁl@?l 9 ‘p%elf:_tlce Bulg(e)hnes anc(ii ’% iﬁrther their
dissemadation dbhmpbeagrtitivhemd gd.- 2- net hyl - propanoi c acid, a salt

of 2-[4-(4-chl orobenzoyl) phenoxy]- 2-nethyl -propanoic
a{iqr@n{) Ichélcglupqagt‘l@d gu1del¥ne)s pwere alg/o] adapted fro¥11 t}f)e Egpert Consensus
GuidelBrek 4 afed- GHHOT QREN nqxy| -&-,rmi} - B | G Jlicy-

-e.aci d. Opti oén)al Y, Z@g(%ugﬁggr %%(afl on Egn glgﬁp&?ﬁsge pé’%lcy makers,
adminipteaiets, oase matagesontental health edichnd, patiest adveests, @QAé clinical and
health eentieri C _coating, or any conbination of at |east one

Fat &S CEHY QMY ng mechani sm and at | east one enteric
Q@ahemifbned Bbével tHelRE bf AIRGHL-acck g?@?ﬂﬁ{e&l‘? o'ic?clo%?ﬁ§ Bptional.

oral pharmaceutical conposition € presen
i nveht i oRLASINEoMPATIENTIN A SSHA BHOFCWIEBHDRASVAGr e of

t f 4l at.i o of the present. ipventi op can contain

0 LML sl G550 DY 2, §ARa R0 ratmen
protocod doptreatingadn hredsty dvededf the patient is placed in a state of withdrawal. As

2-[ 4-(4-chl orobenzoyl %ﬁehenoxg] - 2- et hyl - propanoi c
used hezginjthe dggym Swggdlgwph_r@ s to a physiological state in which an individual has
begun gﬂ#%g%%g%%ﬁg%&I 2ndRk hﬂﬂy’sﬁ)ﬁ@éf&ﬁ] Ol fFe 1" @ having a
bioavaitableoarotnent o6 phitichizn subsian2e oRfrbinl havinprodeirasigitoavailable amount

Al ternatively, the core can conprise am xture at | east

one of 31

2-[4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c

acid, a salt of 2-

[ 4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi ¢ aci d

or a buffered 2-[4-(4-

chl or obenzoyl ) phenoxy] - 2- net hyl - pr opanoi ¢ aci d.

o o, oy o
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conmbi nations thereof. For exanple, the core can be
surrounded by an enteric coating. Alternatively, the
W@ o00e/10880 be surrounded or coated with a PCT/US2006/013152
non-rate-controlling |ayer. Optionall y, this non rate
controlling |ayer can_be surrounded gated 3
of a partipular sghstersie} | i;gon%@ﬁlaﬁfilﬁﬁnt dhe PRTHEY 36 sy %{'t‘f?‘ﬁ’?g‘%n ghdogenous
neurostgrg{g’ ARhARA roémﬁod'AI?&ﬁt ik Jrﬁ{:ﬁlhﬁ&lﬁgﬁtﬁ@@[ﬁ ﬂmp@éﬁlaﬁdﬂone More
éri'c coa efnatively, the core can
spemﬁc&lhy,hoiﬁllitﬁedalommbfaammd to an imtease onthedGABAg. receptor o4 subunit

mechanism T rate-contro I [ ng mechani sm can be
eXPreSSQﬁlrrP]@Uﬁ?j@dthﬁ:a‘%%%ﬁé?femof Fro -ratecontrol ling | ayer,

tle ﬁ@&tﬁ{eh{:nﬁ%ﬁbﬁ%w@ fof %&ﬁ@@nﬂ #HvieRtorPincRide a first step of placing a
non-rate-control | Tng mechani smand an enteric, coatin
patient ima atatet txﬁwﬂhdqamt It pree ewbedimant, eqeponde plfed Hed trecep fve state

for treailgglgrt B}Z‘ f,?gtnée%li i 1ghllbrhenrgt th% ul?p Eéu‘ﬂtﬁ)ncgf] egfo g%ﬁ@&seﬂed%ﬁaoﬁfs and/or
causingZhp ﬂo%re(gma@ibﬁ RERAMEhPeMOsterdidse Thy uprgolationof neurosteroids

acid, salts of t ¢
could bp.cpused bychhwRblsf zegqun}aé ﬁ%ﬁWCIEdetth? }n_gﬁf,twaq{&dgnmstra ion o
certain aﬁi}]bgan bg%éq 6 L afrel it ()r2 mcotlﬁ§/ sychological stress. The present

or Oben )P henox opanoic acid or a
inventiof }lsltewfereamchﬂes theostep of aﬁelﬁmg(atll- such activities that could result in the

chl or gbenzoyl. ) heno ‘](mz -propanoic acid, a salt
upreguigfion of an r@ﬂ@ Eﬁ% 93%@ oxy] - 2-nethyl - propanoic
31"} a% ?1’ r & Elfn%rﬁ da person is placed in a receptive state for treatment by
2 robenzoyl)phenoxy] 2- met hy| - propanoi c
actlvelﬁcalﬂmg'l'iﬂm slovmadgutitiontss endegsnedmndyeosierpids g @s gHopregnanolone,
througlbﬁ'le'agi {115{5 éOI}%ft]é]ﬁﬁ%tﬁ{osn(gfi %%ogs[e% ‘f&ﬂ{cﬁ% lg#a@ %lclcﬁytﬁé Rroductlon

Fant sm
of end&sth8id ReriBstbioll Md/GNHieie AABESsO MBhd bﬁsmfmvdﬁaxbn also includes

exanpl e, the core can be surrounde‘gg( by tejl'3
the infbisioh gt medulatoT SllSEIS OF @CUGBSEOA 80 GBRd- BY doing so, one
accelerﬁ%ég ! Sgﬂg ]?1%&&9%&% 5o, BuBies Blfive fH‘&lrs%Hu'u’Ehgand ensures that

I's non-rate controlling |ayer can
a subsfaﬁtlﬂumttﬁ)bémctifdmombuﬁﬂ! ark wipokedaandreailadlet tooknliange the efficacy of
mechani sm an enteric coating or a conbination of a
subseqpept drea®iinf 8%P§-ng nechani sm and an enteric coati ng.

A lfe%'r%)%h{ "ﬁﬁkﬁ(ﬁont AftheRsiups Be SRP oPactBrely @dtl@ﬁl%dh@ downregulation

coate a ratecontrolling nechani sm
of endomxeus:mmomﬂoldsgsummaiﬁipmgnmlqy@, ﬁm@ugh@hq @@rng}lst@élap@é agents

it i e BRSSO IR VRl FOA SRR s

1nventﬁﬁ@ls%ﬂn§lﬂﬂ@§ ihe ifIaBtion Bf Tﬁ&rnﬁ@lﬁhﬁcorﬁdfféceé 6ﬁﬁ®rostcr01ds on GABA,.
fornul ati ons descri bed herein can contain at _| east .one
By dopigasayeensuadeeleratys sec exospiecole ¥piegvlaten offy subunits relative to ay
har ceut ] exposed and
s SHTSFFUL 5L QSR Ry Gt Pl ol o o
avallablélfcﬁl’éhh@r[ced@haﬂhﬁcdﬁh@fhp@ﬁtld gffibacged, such as, but not
|n1ted to, fill bi nders, |ubricants

lidants, .
skartigplay 1{19t'hgf1,shgqq aﬁedmélbge?ﬂdgge%g ﬁgmﬁfﬁgl% nglltugﬁgn £ a consistent
level @‘”@ggﬂ}ﬁéaﬁﬁ@ﬁ ﬁiortﬁér?%? 'ilﬁengro@&%[‘ta% dRCEEEd \WRIogw, Ssut the treatment

wettirng agents, distinte ratlnq@a ents
protocef fewv Eimdedtto agdnmsthodur Facthantethods distedthetavs, the pregentdpvention
tarders .and conbi.nati ons gher

conterf G CORPHBEI Py EERTEnrPhaSEP Pl NS IcaReyg o order o

maxmﬂtﬂ?‘illeéx@aﬁ n_gidélh@u&?@ft Frbgdstt@orRCdnd tRalegBe irilividual most receptive to
coati ng (menbrane) surrounding the active agents. Wen
treatmgited as a m xture containing the active agents, the
rate-controlling mechanismused in the fornul ati on of
the present invention can I3 hydrophilic agents,
hydr ophobi ¢ agents or comnbi nati ons thereof.
Additionally, the rate-controlling nechani sm of the
present invention may optionally include any
pharmaceutically acceptabl e exci pient that can help
nDduIate the hydroph|I|C|ty and/or hydr ophobi city of

ey
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Exanpl es of hydrophilic agents that can be used

i nclude, but are not Iimted to, celluloses (such as
whyasoxspr opyl met hyl cel | ul oses, hydr oxypr opyl PCT/US2006/013152

cel lul ose and hydroxyet hyl cellul oses), polyethyl ene

oxi des, polyethyl ene glycols, xanthan guns, al ginates,

ponvinyI pyrn@MﬂdSnethdmﬁngheﬁyﬁmsoss i nked

honopo rsandcool facrllcac:lda -
BB st fn e tEoR e dh o, Bobiesn it thactcamidies ol such

activitisaflat d@ﬁlld’i?’e%ult BHthé ?re@ﬁlﬁtléﬂ BY b SdiPidud¥BX B&urteroid level and the

wat er -i nsol ubl e agents.” Exanpl es of waxes that can be
step @ engtivelg | oaisingodhe adavnregulttion tadd endpgeneusumehrogiegoids, such as
allopr%%ﬂé&ﬁﬁ% & It sméglsd beZ#o‘éth% e st?«%r gg&'auﬁglg\é%r}gun gted%g\elw upon the patient
and thb |”paﬁemfs geaial bomdiﬁ@h ufl)'hﬂs &gﬁﬂﬂﬁaltrhaﬁnmamﬂahenyﬁﬁgi be made by the

| ude, but are not Ii mit ed to, ammoni onet hacryl ate

nﬁaqu Pigi#Br s (such as Eudragit(r) RLI 0O and RSl 0O,

cel lul ose, sty gg Ejeﬂidgﬁ?md@%(ﬂd ﬁ?ﬁnﬁeﬁﬁh&t&&wmes

cel lul ose acetate butyrate ose acetat

pThe paticat a advisetlde nyt ¢ngags treactiviijps) gmngest @sgusmbst:mces that could

ety SHSE  EhEoP ) e 0oyt e el 05 G e
fightinN @R 11%@1%‘3 aﬁgulﬁ§ c ‘Ei{ch NAbARED iMede IO GNEA] URRS, prescription

active agen the rate-control | i ng nechani sm
drugs,quwdbgcowmrmsdlmes limted to, ethylcellulose (such

a co CD) ...- .

SN SRR aerr e BRI conBbetiere mpagterys o increase
neuroé?éraaqaxaaabtias;’»ﬁwerandcaﬁeé htaﬁay bt ee@séRy t€ afidInyI@T Scomposition to

(such as Eudragit(r) NE30D).As described previously
reducg@regf.n, the fornul ati on of the present invention can

c r . s

B BRI SRR TRE LGB0 | e Gebapentin i an
anx1ohyt|c1tandl zintmgn‘hﬂseeut rheditdtienf typivallptyreseribed rotpatientsi sudifering from

epilepiy, CERTVRS R WAB HECHBIS EOHRTERE o Aok e peed in the

treatmeRbT BAxiefy BisbAlefs SR APLbdiNJaBAPaNIERr and obsessive-compulsive
Al ternatively, the non-rate-controlling |ayer may

disordeyyr Pierrid adminigteting gahapentin to aqwapnmg 1bcssgnt1al to assess the patient for

ratecntr ch nra ntr n
imeraftRyS R onEadRAiOTy  SAbIGPtns o° 38 AP ol iRfapy in the
treatm@hi6f eplwﬁﬁ‘@bl@mteS (@) and fbh €hedfrfanagektfent M,pobm&rpeﬁé neuralgia.

limted to, plasticizers, ment s/ opacifiers, etc.
Gabapentinyy Bat HFPrefitheneiahqlized @n s% ipexqeled unghanggé wikhen glimination

I t r t [ ] pl
half—llEeog? oéxfn}%oggsyl q’os%]}ﬁfél %éée( Fé'ffét? hfr#;?ﬁ ﬁﬁ%u s%séfj o@b4pentin are dizziness,
somnc&daﬂt‘yej cthéd sylnqﬁﬁns/pnghsluf GNIS d@bﬁe@h@h,,na&m al!akl)aetrémbf;‘ faad peripheral

nIg\col s Ofﬁé)l asél ci zers, that can be used
edems? FhyAgHES B A Ty, digponiiRiation dway igpipass seigure frequency. No
chmcegiyys‘fﬁﬁﬁ&ent bk gélﬁf%}dcﬂoné lﬁe{v%tb'@é’ﬁ egbft&?ﬁﬁh? i

[ate and mneral ol npeso ) )
pIrgmluer/ aphanslithengy thet iress- mlncmg cogypositinn lisidd]1 histanaine receptor

SO EE RN I CRUR R M2 p——

generdli?ed fa@hﬁ!y' @Bd)@élssy@ﬁptbﬁi@ 2Rl €5 ¥e inNHE MdnAPerié oFl Withdrawal from
i nclude at | east one enteric coating. Any enteric

substagemad¢negdengn dyeing beth the inifal phase ehinpatiens iterapent and post-discharge
n r
care (%q{ékééﬁg% It%i’s%) Ldﬂ ¥ glrﬁefn? gn&a gt éest rgﬁ%? eélfgcfttl pn lc):enéef {s and can be
used asopde&aﬁ%s Tanl sadatiee eﬁ”eat ainebg hikétal a?dsxetrezttmr theygleqipdisordered
nmet hyl cel | ul ose pht hal ate, hydroxypropyl
met hyl cel | ul ose acetate sucg nate, polyvinyl acetate
pht hal ate, ethyl acrylate/ methacrylic acid copol yners,
cellul ose acetate trinellitate, shellac and
conmbi nations thereof. Additionally, the enteric
coating used in the fornul ati ons of the present
|nvent|on ~can be forned as a S|ngle or nultlple

o s e T o o " o oy
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acidic environnent of the stomach. The formnul ati ons of
the present invention can further contain active
W@ o@nti s8¢ her than PCT/US2006/013152
2-[4- (4-chl or obenzoyl ) phenoxy] - 2- et hyl - pr opanoi c
acid, salts of 2-[4-(4-
breathinigland dieemsed pgiddo begyrh e enmaeiththht gmbnilane tactha dhsbnnria often seen in

. buffered 2-[4-(4- ; . . .
patients FecRveiag, ffaEn ﬁléﬁ&% Sepindsncyet Fis helps gddisst ongpins ipgpunia which,
for soﬂlé’ﬁﬁién%‘]s @if n ﬂb%ﬁﬁy sh&hteaIaM s%bﬂqﬁ@xhtrhlédh%hé Qélﬁﬂéh ation

i S not crltlcal Al ternativel fornul ati ons of
t Hpdoxyeienis ram?émabsmb@hnndo gietds- efthetsnivithior E430iminutss @fter oral
admlmggr% Ec?xgg tlﬂ ea%%iq%@tgg h%ir RO zem]; AidE }}ehér’ll}bs a%cné %\I/'lﬁld%}?&?al process ethrough

anxioliid, ‘hn(l‘ha@b‘da@ FElRemE,0atld) ine oiller Dromiriiey. - Iir hpalIobe noted that the
acid, salts of 2-[4-(4-

effectscol] othebeidatiye )ogsﬁ@nawﬁfl]zmz genisymay, be Sapeistisal g enlvaseyt with the
admmgtﬁior o ngd ?%élﬁ eng;((%nplfry rrgta rgcrasogg F]hglsec dléu S &Pclude Atarax and
Vistariltxanpl es of ot her agents ot her than 2-[4-

(4-chl orobenz 4 A'%/@)cPﬁelg?lte)rllL ﬁforg%ét olné Erex%i??r?batle %I d,

salts of 2-
(k;lli‘llf fQﬁ Qﬁagiﬂéﬂ%’éﬂl?&ﬁﬁféﬁb’ 13t 45 'R fyle- & aRARALE AdbgnBhs neurosteroid
u ere - -
produthnckb'db@mg & fymnlmgx]a -npanmex thet avmdsdmght@edm%emmne cycles.
be used a ted
o et rogrlirel Seveh e 6y S’ M PlechPpgohP dhase of the
menst@hDEHAS tritk | after DivOMASH, adnldare felevuRd tdaking ,th havahatd. [Specifically,
| ovast at i n, cerivast at [ n, rosuvastatin, Pl tavastatin,

progesgqrenq levels tend o, b%f%lag/mlmr@étw avelatien, end P pgml afepovulation. If

presndif B0 Bhop SRR AL 8 ng B3, B 5 RRTRRUR) it o ome
of theplutdaliplatgntalasitift -ihysuppodre i the pm@an@r, (rrogsteasne lewelsnaddrt to rise

linmted to, pi ne, benaze beni di.pi ne
further; angh max; eagh ?@gﬁé el e deltyspioQf Hisplacenta and during
lactatiGh, |pk$g%§f%f8ne%w%¥s°ﬁ&b‘l’&w doxazosin, enalapril,

epl eronone, eprosartan, fel odipine, fenol dopam

f Ibgyi exepipld, ,bug pahkiiad fo stadbpesasiple, |sntsesuogeat¢rone levels are highest

curing 5 e SHE B SHRB R RESAES b Woman curing i

time wWihdodi Doftersely,S01sdirpfeted tOfBRAL Whhad during the pre ovulatory phase of
phenoxybenzam ne, prazosin, quinapril, reserpine,

the me@étmﬁl icHelpd Whegi pragestsienmlevelepigdewi n, tel misartan,
! ﬁ%ﬁéﬁ% 81‘16 le\’lé'lls Sét?é' lt()%n cilFlhl%Htrﬁ e rﬁﬁd Pgﬁh%ﬁ{)ﬁu%l'women
ver apam |
cl oni di ne madﬂcdtwb],y Memdatemévbmaﬂisd’erogdsmam'iﬁﬂims
dr oc Ioro hi,azi de, spi nronol acton

erin
PRPTRSY RE: OM%%oPowomﬁwogm&?%ﬁ%w%ég %@n odilated by the
admmﬁ&@@éﬁ Q)k(ﬂrescﬁ GO |h‘8hnoﬁ€'ss hOIrzé)I butgﬁﬁolllrﬁ éed Q&ngﬂiﬁﬁhéﬁtron with
pi ndol ol ,” propranolol, tinolol, apam de,
progesterami dhaipkeleps ﬂarrwbmandm a noskand progesteninel lovaneSuchrcontraception

val sart b tic a uch as,, Jbut. not
imelud{ iPcs Ry imGRalen aod Rl EEY PGt odRibedion of these
compo@ﬂioﬁé R BEBItRRLY Bkl 4 WBARNS prégskdledddls constant.
| i bencl am de, gliclazide, glipizide, glucagon,
pouwiddravg] pﬁé]y;sp.co@@acemlgm iCOBPOsifpisg [the sipor@’s hormone level
. I % lita
will d%%%ﬁ@ PRS oA e, {oBRAG bRl b BlaBle £ 55RRnyin o sme
most r¥eiptii td tesmagent s (such as, but not limted to,
phent er m ne, phendinetrazine, benzphet am ne,
di et hyl propi on, sibutramngy orlistat or rinonabant);
antiretro viral agents (such as but not Iimted to,
anprenavir, tiprinavir, |amvudine, indinavir,
entricitabine, abacavir, enfuvirtide, saquinavir,
| opi navir, ritonavir, fosanprenavir, delaviradine
nesylate Z|dovud|ne atazanaV|r efaV|renz

MY L L Y T o o .__IL._A
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iron).Brief Description of the Figures Figure 1 shows

the prediction of in vivo Cmax food effect fromin
woRdoso1@sEsol ution differences at 0.5, 1.0 andr@r/0S1vo&/013152

time points. Figure 2 shows the prediction of in vivo

Cmax food effect fromi vitr |ssol n.. ¢ oS
The presenirigventio @deantagsn eo%*lﬂug’ 5%6 {"E‘F‘Ff‘e‘g‘ﬂg? e

progestergﬂ%g%v%{hggﬁﬁrgté d%h&gerﬁioﬁéﬁtﬂlls %r@éésﬁ?dﬂ&qﬁod\ﬁlt@nrresmes In

o1t on profiles of Formul atjon

one emb&iinRgt, ahis lmhm&l pmgdsmdonemnm wisdowds ersiprbnwhen ‘Elﬁetreatment
I nventi on élbons As used in this

protocol Qf)@@lqué%ttlpﬁ?m@ﬁ& &Pended cl ains, the singular

It 8{1@%me imerfpro@édtbrond€an bé delivteecd btalllal suhimgu@hc oda vaginal

ess t e context clearly dictates er
suppositdries, vmampttmn topieatlgnizansdermadly, oty pap 513 g} aﬁseogptlon of

Sing! i P fs GRE of the t
ot 5 AL I Ui s Sdpcen of e
used, pr@gé%efﬂn%nbrogbﬁﬁﬂ dﬂlsﬁleﬂppdgﬁﬂa&?ﬁhke gortnpounﬁgrsboglﬂdqemdgﬁpgtered

as a single excipjen n
in sufﬁoa,m&, (amd@lﬂlﬁgtoam% Iaah%}ﬁ@netdh]@"f)lr%é q?f\%% A dlé}} F]ermmated m

tron

sufﬁc1en§ ﬁglegtg ]aﬁgwtt&[ ﬁlk chg%%ro‘% lidveR&o Wsgdadeprivg etreament. wi t h

I'nitrons~s out bel ow. As used herelnﬂP&l 1
it ﬁid’ﬁl& aginbe rogeduhatdT aijmd;roij:mm oxemplarytliting of pharmacologica

pr oxi mat el 11 r at. t
compoundiipdhe B himub il SRS R B cepon

L UES pafddfedry areRiidedis@dd ifiifabke 110% Such dosages
andreco‘}ﬁt{l&ﬁ%?ognggnpasséd by the scope of the clainms

reci ting the Actively M@b&@? a Mglg's'o5 fpmale rogpsjeronagyele
ed he the te £
f: éng}tg);l% neg)gﬁg,g m)rrlouts %tﬁlrg?c{: Sl?l\?}léft As ]{ﬁﬁvéﬂt eheUbSifersion o

e active
pro gesté&l?enfnt@ Aophbiriahologe.C Bl anlbadogenatsi cage, taHepregagnekasicds responsible
ru

e. The term"AUCt" means the are d |
for the modwlethen of ﬁhg rCAB Ap reqeptoss-f §}5 ﬁp{rl"pﬁ%sagng goret&% ﬁg 0 of‘ ty and

ur sa

anx1etytr%8 ofl! St | ale'nﬁc&%é'ﬁ'o{l%_ r‘}éftlrdl%r&ﬂm vihen defeeated, N Ephasisi @ABAA

he term " AUCoo" neans the area b
receptorsNEed ﬁrb@erm fsmazenin frent rtatngoﬁbkl i ‘cesete thosgniesepery  The

adm1n1s§§t)2\t1:)$vg'|§&)|§£ee@%glgsn§a,nse {JC '@Vfﬁg?{ é“g% gg%ciagé é#Qleﬁrc}sMy)ﬁ levels.
pﬁ@ RinbBhinRR, atﬁg cme§uﬁd1% 4 8hredlasp hﬂl&bltﬁi i Bretﬁaablunthe 50~

€ constant.” Unl ess ot herw se not t[,n P ra
reductaﬁ@ﬁmﬁblaﬂ' lsatapablfeo@f aﬁmgA@JCal Eypené | t‘t?ra|a ypadl drhibir ©

comblnab% ﬂ}?ﬁﬁ?&s a&g EE‘:B%/'&};\C ¢~ g ecﬁlgtégéﬁ g@ma&ﬁ%mng progesterone to

dru are used
5oc-dlh}}&fﬁbgﬁ?ﬁgﬁm&&hﬁﬂrﬁﬂnmré&ng fpfcﬁgestbmne metabohte allopregnanolone In

4-chl b ) ph
e cbenzoll) pheniyL 2 05 ot SH2001 o whic
prevemisheﬂ{ gfﬁgzhygg%&gt%fb%y] ?)aﬂ%&ﬂ‘)ﬂsepr SPARR C fash d. codkeming  Sa-

agen rmacol ogi cal ly active
dlhydrcﬁﬂs%gster&[ﬁn{cﬂﬂ‘ a;:gx-pageamm (a]ld:pre gnapolope). under st ood

W pﬂ,e ‘(h@ clcgzl}ﬁcp: g?tg%ghg%@p dlmt‘ l}lglggﬁglioh%/})rog}uglognhas been described

in detaﬁcat)g‘p ﬁ?ﬁﬁlaﬁﬂh% ofSorfpodnds MS&%efdﬁﬁ @dtail in Table 1. It should be

oyl') phenoxy] - 2- net hyl - pr gpanoi ¢
noted, a{blv&veﬁaihhs thef p@s¢nt- invention is not limited” to suc% compounds and any

compopﬁ@qctglg@g benég?{%ﬂ ﬁ]ggﬂtfqgﬂl?%s&%&wr% p?@c?d%ﬂbﬁ Qi particular, the

conver?%ﬁ%T?Jr@é@sfé?@ne%%shﬁ@t@b@ﬁb @ﬁopﬁgmlmhe«@d beriised, with the present
ham ne, |ysine, piperazine, calcium

invention.
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and tronet ham ne. Exanples of counter-ions that can be
used to provide buffered 2-[4-(4-

w@ hdoennoisenzoyl ) phenoxy] - 2- met hyl - propanoi ¢ aci BICT/US2006/013152
i nclude, but are not limted to, cal cium hydroxide,
chol i ne hydroxi de, diethyl ethanol am ne,
di et hanol am ne, ethyl enedi am ne, guani di ne, magnesi um

ope IS TR FOBr o deo SR BECE "= crass or

t r onEb PO INSDSbarrat vispuL ReRge "I‘H]?tEKPR@SBPON OF CERTAIN
adeni ne, al um num Pﬁydr oxi de, ammoni um hydr oxi d

cyt &ABAAF@E%EEWB Uﬁ’UN@TSJcosam ne, guani ne,

T T R p—
1nventftmciéq%ire§iﬁx pe@feﬁﬂ’@l H&dnﬁmmeﬁ&lxd Stupdunt €idhd Rl ¢88s o compounds that
ornith yci ne, éslne argini ne, valine, serine,

modulateg, |thenéxprs%sppa)r off ertgit GFABA mrcRRIOr ulpnitscisndescribadcabipwe. In one
n r €.. Lhe d
embocﬂﬁteﬁﬂv gtﬁgggor??ﬁ Ol}lgl Ed&iqk&p ? Se ngr ag&h%th %tsgl%f d& %A§agce}?t§rﬁ m%n d more
specifiohlly,he eithesstheto,i subenit oo lssbumm and iid capable d?cpos&mlypp(ﬁantiating
GAB act I%E agent used in preparing the solid dosage form
A8 anor phous or crystalline. The final dosage form

CRN{IRUE KRt ndte@Showews! &t ahé Sradtht '?ﬁve‘ﬁﬁoﬁ ri¥ Sﬁ(ﬁl lim?€d to such
active agent. The crystalline nature of the active

compca@éﬁ end any sempetiadst Gt eff¢atiyelyoindensextheagxpission adtthon: GABAA
sabun RN B A S 1 O PGB bRl e B i e

present Mvepti@guct s, solid dosage forns or nethods are
consi dered to be ' b| oequi val ent” if the 90% Confi dence
| hhepxgggnt (nventipn jspfiresteriawands, inioae subediseanidhe usepf a compound

3
that mgBL Thy SRPrch 0Pt PE%la GuLBAR e oIS sugy o Sggpavenl. n
multiphedesen fort dipretietermih€d fifie peeibd s phu oﬁ}dﬂﬁnrmnﬂnemrraéthodology When
clearance and is cul ated by dividing the_ do
adminf3fgzecy i acoailaes &mﬁélﬂ% PEFSeRtiRventipp, a %?ﬁ%%euﬁl@rll@reifee%‘f%/ prgount of

the drﬁgxlb AL RRREar ﬂleﬁhepbﬁﬁeﬁﬁ tﬁ&@ﬁf rﬁ% éaﬁﬂ Omfeducmg the upregulation of
2-[4- (4-chl orobenzoyl ) phenoxy] - propanoi c

allomwmolonml edke otméwdpbey nof dhe h:ecwnh lnvdnélonepl@ot pwvides for the

T N R NANE RS T R 7Y

subunity @@c}ﬂés fiasiadehi Owitled & sigifieher stddeffectl, Ug dosage form
exhibits a tinme delay between oral adm nistration of

t hlusg iy gney sglagélme@t,rﬁ madhod e praviidedster dre treatmgniuef auxdgty-related

dlsordéﬁ' %gld]d Emhait)q%uﬁ&&jes,,t}ﬁle %%ﬁ{u%%gﬁo%o %%a‘clf gm!(ﬂloﬂ@ed of said
ru ease an € use o
treatmemabf ragmerapbutrd‘all&r effaveive quaﬁmy b0 fluhasenik ki Iﬂnﬁdplenddidae during

art, ar.e ex | es of deI rel eas chani sns,
Predetﬂglaaefﬂs}n& o F(ém%?]és‘ém d’e ?répwtscgﬁy "fpe;wet q%tl%qf flumazenil

to treat Qﬁkﬁ%ﬁeleft@é ﬁfséas'é %teft&ehefsoéeleﬁ\f%éfbgeé Ofs laa?sgﬁeéll byp Iclluan’u‘ca’uve and/or

Ddi sst'=di ssolution at time t (using t
qualitative lasstpsmends of dorxxampleaia patient’s blpod pmgsurameartmgleeamﬂl-feelmgs of

iR S atott Cee Be i B e

therapelt fe%ﬁorﬁ;@r reduing " the Rkt dfesckandity QEfebld rfﬁethe QhiigntN@d a result of
fromt difference in rel ease as measured using an in

reduciyg thegjughilysif drigadniaistered pex d@smapn@bld)at 0.5 hour s (30

n S 5m and ut i. on
TR (rRbodtnlil A95BA Tk BREHAM KR, e ARbRSH M rclated
disordele sagedikexsen sta%s usedndiedegi the adbdhisgatioahto’ aﬁﬁiftleﬁtsmt feed of said
t he val ue or nunber obtained fromthe difference
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in release as neasured using an in vitro dissolution
test at a dual pH at one (1) hour for adosage form and
w@eoobn10s8¢ r o di ssol ution at a single pH at oneP(IYS1v06/013152
for said sane dosage form As used herein,
"Ddi ss2. Ohr" refers to the value or nunber obtained
treatmentoeh 2 ﬁerapeﬁﬁ@llevmf&ctime edngife of dymesensly msualbsbetgfeem 0iSnmg/day

and 20 b/l PBS ] 5 ATk d g R ief pptiiielisloiRrds L7 08 S0 merday,

and mﬁfmleﬁﬁﬂeﬂl}abetwé& (2)and Q8 mgfday, sPilemsng, Bkeﬁagaova@ fidtd multiple
used herein, the phrase "dissql ution at a dual

doses » qf Humpzaid befpwegn Q*@,aqmcbﬁ Lyag el Hdenged gfor adm1mstrgttgn during
e AL IAGSRHLY, U o { S Sl B L) By o
flumazemilatodiveak tiHdisyxieeims bée reactsdr eheode embodlmep‘e rthe ptedgermined

i S!S Al SORROLEL bR SRR B

betwe&?é)lta.‘ﬁ@o@zﬁl hours in the aci d stage rredl um pH 3 5.
For exanpl e t he anobunt of active agent X dissolved at

30nerbfondesry skill inl arpwoslyisappwma@ tretatbe instividwe doggs can range in
amourfe i iRuin® Rkl bRk nbREER Blal Banes Sonigags, FLfHms provided

that theQbfaBidbetElidsred VL inAle Ming¥ oFNENAIE/RK anfiZ0 alg/dayanddhe individual
hours in the acid stage. After the dosage form has

doses preel¢livstpd gbwglatiyely gongistentine Mterals h@h@r@?qye,éhegme psHod intervals
0 . i t

ooy 1021% £5,0.23, YL RHL S PIORRISLE (s g0 a0 21, 25,24

or 25 mud:tesmr;ﬂwﬁmtﬂherebﬂflﬂes“es delivkréd dNaath (imkd p3r15§1, s¢pz&h’ddlbg the time

intervgﬁ&%ﬂi\bﬂe ogl m(ﬁgalgggﬁin?g}%&%s{}% tg%rgﬁg |k§-,eglﬂg in m1nd the total drug
deliveR&i& ?fbtf&gﬁ (134 tﬂéx?%@ fn\’gf/H:%mTH r%ﬁ?ﬂﬁz@l‘?ﬂdﬂ“ﬂh d{%odré %%)’]Védes for the

mnutes after the fer sta medi um was a
delivepemﬁmmhtla@e sqqpntgil slosds utﬂelnrnredaa substuitialiyleonsisting tichgahtepials.
nor ized to the strength of the dosa
FEPRTHERT 2B FERREentamifiod LR GinduBi b, prapi Torger doses

over shbit RriBéE of tife Sl AtLdidddtedtowdrd fevemii RihtResditts ofdmesthesia,
used i nterchangeably herein, refers to the method

consciqus epdatien, Ph byaasiliazepibe (cymrdvsm| & upthyh R qredziesn dgbrapdgname for
a5 GRS, WhAEE. gl BURRLAC hGpgeoment of

withdrhekf s;mﬂtoneesabﬁalabhol dfarblturﬁthﬁﬁlﬂbﬁuis-mwrﬁm seddtiwes andewas shown to
anmount " % gct ive agent is meant a nont oxi Cajéélt i
have ag pdveiss @ PCtéWﬁ ffcrypuy Wétegbtcpw%g)@masqdoagj’qaggp fipety. Fora
single %?é {(ﬁgdCﬁéSfSed?lETt]iJ 33k oS &ﬁhbl‘{ Gt &0 eﬁlli@fallfy Secommended
fective” vary fromsu Ject o subj e
to useobeﬁmobfr@ﬂong thé mg @f Runagémoarwith e cubisdguent ctn‘se timeo less than 20

mint ko e ent g oses B iGN e GHkies gb to 3 me

doses Qﬂfeﬁxlgcinlmﬁég eqh H&z@&ﬁi@]ﬁnc ob@d’@éée §1tua%i’c‘>n§p9r19f§ef &foSe may be
fective amount” in any individual case may

admlntﬁéqr@i avereshotpetinds of timedsuchray 3st|ng|d08¢smdmglsmmd wﬁhmg6 minutes.

erein
One of G¥baRE SRR TRVl Prrc i R GuREh Enicf G IoF gmazenil are
not ditdeted tdvertigheatrdmmentuftsultaee dbgsef or gradual rel ease of
a_ drug.over an extended period of tine. As used
hBy @d?ilona the %F&flwtfaﬂﬁlil rr&ﬂiod offthe prasgnicementiongngvides a better use
. f at ng Y,
of uplBSHil 18, welt ¥ shfhrfoufit df Pl Sond 9} RARES AVunnccessary
bef ore the admi nistration of the oral fornul ati on of
the present invention conprising at | east one active
agent and who does not eat ggny food and continues to
fast for at |east 4 hours after the
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adm nistration of the fornulation. The fornmulation is
preferably adm nistered with 240 m of water during
wo b@ofiassd ng period, and water can be al | owed BCI/US2006/013152
l[ibitumup to 1 hour before and 1 hour after
i ngestion. As used herein, a "fed patient”, "fed
consumphoh of caisl' dmg, ‘theeby insfesiogt wnaependecind theoqimdidy of life of the

. fasted f.or at.least hour s. overni ght and. t hen has
pation St Eflucifh o by R dinecle BRUSRY X G sty o385 e
behofRtHdagof theSteatéR SF afkicBireldial diSsters QhAiRhdeNstes provided
The faormul ati on of the present invention is

by thig dpnertion &y applisrble 1040y Ratignt Whe.ewWhen thei eatmentnigtteegin, has no
. af: ' . ' .

medicf BEosE IR Fblfinfl AAE R Juth Hof Pt Bof BBy He: Mifkoression
of certath IGABA N meceptor gubudisysuchedsdivenamedil habmdousadtt Briaking medication

i ngestjon, A high t test nmeal provides approQxi 'y
contra tedaVih iae@ntpg’“?i& g‘% AR WRPICASI A B?S&F% A Teceptor
subun?§% of the caloric content is derived fromfat content

of the neal. A representative high fat high calorie

t s ongrembodiorept, i as eampouagdghbatt moddlaten theiexpressich of cérdn GABAL

f con, 2.slices of toast.with butter, 4.ounces .of e
receptfl, RO AT ph DBt B biedersy o e SRS (e antitative
paramptefindRatheb i Riety-Foldted diesrde?@e |GadrB® Ry sbcaptable ranges.

cal ories_and 500 to 600 fat calories. H gh fat neals
chhorg empbediment, @ pempeundehptempdylptes dhri exprgsians obpertain GABAA

_[4-(4- r vl - J - 0j .
oG, S8 & AUEDZRYL L AR 2 AR M oPLERRAEIE e s
to feel snviedsefthieds twheh ae@iploraard Girgaskedlesds ploiggdterond if egbstantially no

conditions", A low fat test al .proyvides . . )
longer; ettt Wlopramanlansr ) WEST Hd saleit@npistgh e upon prior
drugs gggﬁ@({hg%gﬁédt 30% of the caloric content is derived

romfat content of the neal. A patient who receives

slnc bnea einbodifmgnt, taesamipaamld that mefleates dhe expresstimofisertain GABA 4

ecep GBS o i SRR SRR e s o
detriméf@bitd Mk QhEAANGERRINIRA 18 }Sbtieﬂteié@ﬂl%?o@ QY syApion! ofphysiological
phar maceuti cal composition that contains an amount of

paramefgss; syieh aglagart 1gies heart durthm, or laedayessttse desi r ed

t her aRsEl y of adm nistration

tﬁ'at W W%@ﬁ@ﬁ@ﬁ%@ﬁg@ggt ive results in an
elnf s@he rdasayp im enaywibt hedéssaryetod asd, ngthet [duriigror past-dredthent, the
characteristics of the particular active a

t . .
following: | oY I5BHROPGNLS pfrfa_ﬂhﬁ‘a_&ﬂaaa?r&apr%mact_ﬁfﬁnsfplle‘ymgn gptional
compdnbftsRRY Sk&pla : gﬁc?(a‘ltee&élpéhéthgﬁ elg)éﬁ aURRRLN6F ¢ &d(gf,éﬁgluﬁﬁfg%ut not

~"inert substr "refe wat er "i nso
limited tosspamsiysness of thegstiemp treginegt alidf if @reenis anxndiestjon of a sustained

es,, aor an%ic. &)ol ynmers and other material s,
¥y

. cel lul.o ,

1ncrea%ﬁ18r$éa18$a§eﬂuﬂ4? & or (b) water soluble substrates
or seeds sCANPHASREDUATASE BOMIBMN@ani ¢ salts, sugars,
non-pareils and other materials, alone or in mxtures.
A mpyeleP BRsesshry, totdeatinealin trask aipatierd withed Sradphagredudtiserinhibitor if

. l. . ' . | ut.i.
R T A —
inhibitageiive Bserlidssckiteeliidetailtabevd atdwvilnmdibt r&sbate@leRsis t0 a

drug containing fornmulation in which rel ease of the
drugiits AetOL B at e (See, for exanple, Cuidancefor

| ; VB N . .
e e A e S e o P St oo i cton of
prolactifgridvede aninanepse af dstfogen loleks; cabsed\byt a dedling $0 btogestarone feedback.
Testing and In Vivo Bi oequi val ence Docunentation, U S.
Department of Heal th and Hggan services, Food and Drug
Adm ni stration, Center for Drug Eval uation and
Research ("CDER'), Septenber 1997 CMC 8, page 34,
herein incorporated by reference.). In a nodified
formul ati on, admi nistration of said formnul ati on does
not result in imedi ate rel ease of the drug or active
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agent into an absorption pool. The termis used
i nterchangeably with "noni medi ate rel ease" as defi ned
W0 pooRenisegt on: The Sci ence and Practice of PhaP@EU$2006/013152
Ni neteenth Ed. (Easton, Pa.: Mack Publishi ng Conpany,
1995). As used herein, the term"nodified rel ease"
A sustzined indesmiseint tha di@ldlsrcé]pe@iaﬂin bm taiimpdirmehteefsiopaniéleafpactionality,

G 0 O e B e i
dopam‘iﬁéea%&ﬁsthVﬂuBE ab Wi oHb@iptin A VistesaipabA lawiphe¥iBines, such as Ritalin

Rel ati ve Crmax Under Fed Conditions - Rel ative Cnmax
and Addssidr Fasting Conditions As used herein, the phrase

OhBOONRAGENTIRERE, B S OTpRel] 35 |1 the

récitation o harmaceu cept abl e
eAftexpa pdi’tte,nt smce@fu'lmk&fnlfgﬂaey tHectdalnertphagd afothe methodology of the

itive, meant %qdethat i'S non-toXxic
Presenbménwra éaﬁhp%,tiear 8@14 mscg dPatirtesatment jegippendo dolipw, which
includdd) ‘BP{ 5% hﬁﬁ{eﬁrt@ NHE a@xﬁﬁﬁ&ﬁﬁi%ﬁtdf GRArmERERAS Eblﬁgosrlr%’(gns outpatient

erence” refers to a capsul e containin of
therap®.- § dliet progrhm; abé ranowdeyqlﬂﬂ:emgmyqn 2Thetcbyipomm$) afi thec post-treatment

phase G g TSI 8! e 5P BiFeRA Gt BF E T oL DR it RO
UB%fe HR¥hdrad ﬁfoﬁﬁﬂﬁ:OSI F{talo Bge of horeairethe ri6l¥ow1ng compositions or

phar maceut i cal ion is TRI COR(r Abbot
drugs [ra#orbet msegbedfxbmhapemm lend| flppxesing. h oclsl,@@dqaer Braferably, the

compofsglrorrrllgJ ﬁg Eﬂug@%@%‘i}g \égrélg}%glr_aed u%f F lt%cn{r/rg t C%%abie _é%%ﬁf’ Bagaent compliance
and co@osﬁen/@d Iit rsh@llfRQfe %ppneeatdﬂ%aﬂ;r&c thetxtalt aCp o dsudsi desdrited herein
rved [ e abave formula is the Crax, of

are nof h’Fé‘a qblq 1y &f‘a@gwfi@#lﬁﬁl (18 ety ghis Hiyeniign 1p jbeingeRraticed equivalent
f‘m‘mﬁgéﬁm 9810 Ofa bgfus&pe present invention after oral

tra ion under fed or fasting conditions). As
uBﬂthhempbeehdvmraleﬂlmapy|amilcaunstejang aedyob¢ cutical ffar the success of

refer the fol.l ow ng, for : f2. = 50 LOG 1+1/n .
anioty Egied oy pB NG BPTFHRPE HISRSSF GUFY PHRT CoB ALEmRigological
adjundsTt I’I%u@“ﬂ‘f@%etﬁédoﬂ@%? bisBDrblidBs RS Ninfaintenance Pid@hmOthat includes

over tinme points nean di ssolution at tinme point

medications anfldneestizesefos eth&p patienéde @ontme With thaintreaimennprovess through
cont111g§1§nrﬁa?elsﬁrsq%lr Y Og)u to t me?lgoj[em y of %fnxfe Te‘iaggc% ggg&fggsfe %r%dmdlsease

states, Obafidigs ﬂieﬁsﬁﬂtmbﬁvﬁﬁfﬂ Qﬂ)corr{bilnétﬁnv af ughdighosiegic 5Qndil’i§bhaviora1
100 suggests that two dissolution profiles are
intervesytions-ar . A detail ed di scussion of the simlarity

g%]g)k%ﬁ Ng&h{g dﬁ@@nﬁﬁﬁgﬁ%@}a{i@t Hglygﬂt%ﬁ%ggfég énsh’ﬁgtgé 44 Yttend the

outpatisnatreatihentochtdrolbt amrﬂv%ntﬁlwmbeiecre@kmmmqumcy [i.e., once a week

nuf act uri nd Controls; In.Vitro D ssol ution
for th%ast Phige mApt fh; orige G8eTE e quseks during thsqek i Pgpnthyy agd once a

month%piﬁgttﬁgsﬁmrd%eglgﬁhﬁ{g and Human services, Food and Drug
Adm ni strati on, Center for Drug Eval uati on and

Reikewiseh a( seamsRruyturedefrilomben of SOENEVE Bhayiay der@p- Bapptionally

R GAPREARD Py UG B 350 AR or s,

1ncludﬁﬁrﬂ'@h1t1vle%éﬁ&tﬁ&g@\d@ﬂﬂ&&r@y, PRICABTROE reldise,! #idGress reduction,
patient and subject nmay be used interchangeably

aimed jgbyehphilitating the social, family, work, personal and leisure life of the patient.
Depending upon the results of the initial examination, a universal or patient-specific

diet plan may optionally be administered in conjunction with the methodology. Depending
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As used herein, the term"Tmax" refers to the tinme to
t he maxi num observed pl asma concentration. As used
wheweilmsst he terns "treating” and "treatnent"” PEF/E820060013152

reduction in severity and/or frequency of synptons,
elimnation of synptons and/or underlying cause,

upon the evsaits ioftheofnitidl @xanination recenivdrsa yorpiatiem-spacifiorexeeise rprograms
unde I)g ng cause,..and .i npr ovenent orre di ati on of

may 03%??@3@ istersd i gappRcdion-Withthe mgthodelogs i ent
| PNOFRSViRS @Xﬁﬂﬁlb@ﬁ/ﬂpger@e RAREH I Rfstrite SRS gl%ﬁerﬁ finvention without,
adver se physiological event in a suscepti

at the |samp\nmdiovmembnstmtmgw hmitatiof theredfi Onche lcgntrary, it is to be

t omat,i ndi vi dual hi biti ng,
clears? SRR gt Mot G s o ) Dt Cerfhodiilise hodifications and
equlvdléﬁctﬁ HerT Wikt £er treaditt té ARGEGRON BérdH, aRFNugEed ghéhﬁselves to
| east one active agent. The solid dosage forns of the

those shilladeingthe a1} @ithpwirleparing fom the spisk of gre igyntions . Fi r st ,
the solid dosage forns of the present invention, mhen
adm ni stered to a human subject under fasting
VII. cERAMPDBS]: RROTOCOIa FORaTHENAREABIENTT OFXGERERAIe ANXIETY
%ﬁ:@&@% ref erence pharmaceuti cal conposition. Such
gage fornms provide a conparable safety profile
t Rnﬂ%ﬁf iS4 '&?@oﬁ?&?ﬂéﬁﬁ%ﬂg i c}ﬁ'&ﬁg @@h&lh@ﬁb th§te£9 Bfacerbated at
some of the solid dosage forns of present
high tinres @fisiress and emayainiinkiedtte chahges 1rah¢rmmn l@l@l‘ﬂ indhe badyi. bintorder to
an Al hat .does not, differ substantiall m t.he
compeipaif i SRR HEREEn] Krpicse B 13 SPHBR s Broslestfic §, ggstatbed above,
peopleS il &0 Ictddted dsRg stlesy WH thaihillVes. aGABA nfcdlatdrifastelosds, such as
simlar to that of the reference pharnaceuti cal
progesiyapd and ills inetzbplite allgpiegnagplange afent| GABds tageptpn fimstigpality and
thus, ‘%rltﬂe% dﬁre ? %)n \/\}1& cﬁ%%%ﬁggetdgi?lte e?xﬁ V?dlfahka)sugllé ?Q'ﬂfe d&@@; \aflth certain

anxietpnidkokdess, i the exmoskidn ofthe @NBF\ASIGbeIﬂOIdQSSi@am'&QS’ irRrdagatirelative to
to i.ncreased sybj, ec conveni e which | eads t@g X
the expiReyign of Ay GubPeKs B BApeHHg GABA nop@akigipla of refgaier subunits

(decregs%tth@ ﬁﬁ%&%ﬁﬂ%ﬁ%&%& tﬁehﬁﬂ ogfhglﬂmeh mﬁofé%ﬁaﬁve to binding

formeither wth or wthout his Is signitficant,
of GABécandsteenebdiazepines kit isspossible te lttbjltethe undemyingadisease sthie.

ool Gt REANE R BB 8B SMESEREASK ¢ "D esent

I AY QREdribRd AHbSVe, AFrivt tdefinAttaed St e QAR RopBm of the present
whet her a newl y devel oped solid dosage formis I|ike

y
inventicy, pechhpagiequishealdwndergy a prestrestmnptcanshisisralble predigatment analysis
opasj ti C t £ vV
may OIS RS ee SAFERL B bEDaRFLSER e e e
methoﬂdslegyé rdf thevpiebémeninbettioner Ip raalvlitdms the I’pi)d-ﬂleaﬁxmht process may be
gém ni ng whet her a newy devel oped solid dosa
admmisS&ﬁr itQ nr?n@é¢ ¥ Pieak e a@mgt@fzeg Aatp; g rireatment @r«fh@é@logy of the
presenMifBn@g{n ni stered to a human subject. Mreover, the
present invention also provides a nodel for predlctlng
t he Cimx DifgrsiseflGendey AhgjegdDsotded dosage f or m based

NI TR i —
lasting’ SSQ&ty GRS RERA qgcﬁs@d Q)%Vﬁ‘lyo]fhrﬁéiﬂﬁ‘r §Bkétdorf QiiaBon.| -PebPR with this

sageé Forns of the Presé I nventi'on A. D ssol ution
disordginfeeHafsaid| aftsomething b@fsamhmhlertereeuwlate rthe dpecéfinfeand Because of

.Wth a nvent | age for co ai ni ng, eith 3
persiste n%t %Ps%égenﬁbo ?n%n%.{t gts C gegﬁtreacﬁh SR eV 18p ﬁxg?ia&ges heart
palpitatidng)iizAsd38,Gind ihddenris.eTRest phiisied) compldith,adoasbited Wl 8@Sntense,
forms conprising at |east one
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active agent, where the percentage (% of the active
agent of the dosage formdissolved in an in vitro
waele®snlasso on at a single pHis as shown bel ow PCT/Usivhes13152
3 and 4. The dissolution values shown in Table 3 were
determ ned using the single pH nethod with a
long teromemi¢ty omake ttahfficult to enpaimvithneprhabdaily aetivities. Diagnostic criteria
. ld2 [4-(4-chl orobenzoyl)phenoxy] 2- met hyl - propanoi ¢ aci d
NCluGeher ei nafter "Neat Drug"). Based on the Cmax val ues in
[ J
AT ) S BRI, b Sa O Bkl Lyt s
foiPhtaleasicle ntantis, aBoutpo simbemof &"#ﬁeltajplpecrtl\mlm sudf as werk or school
e% ssol \L;Li on val ues shown in Table 4 is from Table 3.
PEHREI4S%er 1inits of the dissolution val ues shown in

o ThE3RIn 4ind@ it AifRIR EIEARQG] BRSESrRN the simlarity factor
cal cul ations using Formul ations 1-2 and 5-13

* Thedaxich dsldvomy ateeasama’tpﬂ with thieh €ordinerep bfithednllowingesx symptoms

(Wétﬁ?ﬁtel‘ F %?,&1? gxlingi{\gnsg Bli\,ég'éi,l‘ﬁ gorgfglggele ld@éss ﬁ%}lgg u%o? tthe past 6 months):
redfl@ﬁdﬁﬁés&irlf@é]ﬁlg-ﬂ_@ Edfuﬁ orl 8 b&zed béihg |e@§il§lt fafipedt dﬁﬁ&%}ﬁéoncentratmg

about thirty m nutes and | éss than or equal
or alyedtgom}elamk aﬁ@eblhtymmmsyle(ts@slomn mecbsmrbanee@ffmmfalhng or

tes and | ess than or
Sta&% S%%%acggg%]teg%é‘b} at%ﬁr@r%%ﬁ%éf)i i xty (60) mnutes At
. THeefaais ofhiedIinGet) ¥nad tworbOig tnot Bdrfingd ¢S Banired ot &5 AxisaSdEsorder, e.g.,

than or equal to about 70% at about thirty (30)
thgyamyjetyor werry dadiot abeyithavingg penigtack dpsciny Ppgo)Disorder), being

BB AN bl U, SRR PR OF3H e

co(nfpﬁbsmm dmdrda&r) Heégsawdyafromrhaapuad clbse mlmivies (ﬂ%laépaihlmﬂ anxiety

ty utes, at |east about 7 O% t ab ut
dlsgr Y ge%*@jg W&?R &35 ) NQLeXis, BRTVESa) ety y$igr)cqmplaints
(aﬁﬂ%hlaﬁkﬁio\h &&Qﬁeﬂ?ﬂ d}q{a%ﬁ‘lgad"&rioﬁ§ %lﬂegﬁgascﬁl ?gé@fonal‘?asw) and the
about 90% at abo ni net%()le m nut e osage
angighyrenddearey ddonet abanexclus b’rdlamglms‘etralanatmtltess @schrdman
subj ect under fas condi tions, all

¢ Thogbly, e Bar SO a ekl o fghtant ditress or

1mP£i&h8iﬁCiﬁ‘ b'édlﬂaéccﬁﬁéfﬁ&ﬁl &1 RRer iMpSHEtARaY of 'ﬁﬁf%t@ﬁ’iﬁgg e
orms descri bed above, after adm nistration to a hunman

* Theulijterbanagrisept fasto thg divectdittysiohmicad leffetta vl aasuﬁstmcet(hgt, a drug
of BB 8 B ORLR ¢ FOpeErh PEoiEH oA LR 46 Lo HEEABOE K GDnd does
nofllbeme &RMsBRKE dari nidoat disSrdad) Ol psyohetie Qflscirﬂ'& GFBQ( Pervasive

of the reference pharmaceutical conposition, a
DevplepmpstabBisged e120% of the Cmax of the reference

DR AR B IRERTEAIohvng, Rbbtor or

COWMEPRESENEINW\ITW is about 110% of the Cmax of
the reference pplgl ceutical conposition, a Cnax that
|s abbut hHCERERtSof t he ref erence

i yme@c% i hos%g Q%hfrbﬁ Qeﬁn trg@?i withed cdn%eﬁpcf}xla{f treatment for

f the of the r fere arnaceuti ca
the anmtnpdssprdeo,nthel\mem/ el rekhe td dEaglﬂcécb e glats cofi imatﬂdrawal which

N R R T T
the con@s&ﬁiﬂbna@ QRéaent PEotETRX Aﬁf eﬂeﬁﬁ)lir?fp%@&ﬁ% BE@EB@& BHbIWe §1|1d thus, it

nposition, a Crmax that is about 85% of the Cmax of
Shouldtb?éiqteélfté?«féh% HveRgmE setitimited toctbepesof sugh prajecad. Craix
that i s about 80% of the Cmrax of the
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ref erence pharmaceuti cal conposition. Thereupon, the
dosage forns descri bed herein woul dbe expected to
woe@eiidssea safety profile that is conparabl e tBCDIS2006/013152
better than the ref erence pharnmaceuti cal conposn tion.
. r r
S RE El fnes OF SR RARRAR By SBR Y, HEEhBOBKR o AbSEey pamc
disorderpwrtﬂlotr ivdthout spohaghiobiagand\gkaekdliztd afxiaty dlﬁﬂdér ﬁ&%msf int Ihﬁnary,

f the reference pharmceutical ositiaon.
Seconda%@eﬁfqoganww £HE: d%%bﬁﬁbeéngw &‘é%@n%ér% detig élle%rfrtgépuse is
heremnﬁgmo@é@dgﬂéf&@ {o a human subj ect under fasting

condi t1 ons, ?ll bit an AUC that is at |east 70% of
Trh@tmm(b tréattnhetsr &fre penecalizph aamaiaty udisarder daalpdes iphammcological

i,bit an, A is.at least 75% of th
treatmer ebudnt, SR e hemBfiaphifs {5 tas Peepomy MuaeagosioBfzepam,
loraze ahhearxau@caforddaﬁl BERPER), PRAHITBEE UWnitidspreSSAMROGHUEH @8 extended
P | east 85% ofeﬂ%e %BC %ft@ﬁe refer eﬁl(b:e A orenee
release mbafwa@@ werexgting dhyesamingnandaeitalepiam) gudertain tiicyalics Gpch as

P 3 r I £ east 95%
s SEREISH B SRR A
conposi Plaoing aRatlesGintA s&@%iowmaamuc of the reference

harmaceutl Qsi tion, ast 105% of the AUC
"gfp"’ltﬁét A24Ye sn@@cgﬁ 4R b Al i %fal“’l i Y Gstively inbipgting the

gAYy his o o phaldig ok 5960 U PRGRLINAR of cpdogenons
neurostepnhds mae gueviowly deseribed, tthisrireatpent e&@tma;m@/(adﬁe\tekidoyﬁa)@vmdmg
the refer e%ge%v%h rmaceutical 0
h

It
steess-inflaclog “ae5uFDy RSP SPUTIOLo PR rEtes. ©

avoiding B8RR&hEd PPogeltRriheSREED qnaaS PEGdnt, H)ctfedp AMdduldihgnd inan’s
relates to solid dosage forns where the Tel ease

progestegdngr levelsr pste) dstively amofwlating enmalgds v demaglein pragesteroat devels
through gfél Afdﬂ}lﬁﬁﬁﬁ%% Jf%fl{gar s?e!r& gwghlg (Square root of time (t)

nanin i'STOl Ut i on at a single pH
cDi MMBSMIO)N I tESF t at daMPoOUNDe ER;I@M e"[rHE)t GIfASS OF
tlgﬁ are_ known in the art and are descri

ROPRNDS THAJMGDUBABER GABSe RE@EPTL@M@%§§ION
(glgogp%x% Lﬁ@-&z@btgxenﬂ}ﬁ@%olpﬁ&sabe\]eﬁeé ered69) %%cp 5%11%%)3,&1? 8P batient is
administee@od cpmpdimed spuartle claet obﬁsompnmdsrtchﬁﬁ hmdummd GAB@ s\nreceptor

expressig L AR R S ARSI AT & (B Rt B otecicRo]cgs.
@ A@M@ONA’I?TREAQ‘ME’NT@TI@NS of dissolution. A and B

are characteristics of a specific solid dosage form
Qusnithe trﬁ'ﬁgleat protaest h@ml@eeacadnu@lsf&gp@in additipral diepnent aptions may

) [ onent esolid

be admuglgtgge%le oerS ‘?Fé@eo abf) %élign t?lggghet%ﬁ&ﬁe&?gﬂ ntghe%’# Posgyf rom about
e0. Bosw-ﬁbmmmmPHAESEOE@BOTG)gmmbout 0.4 to about
0.7. The percentage (% of the active agent of the

Qpssathe wentment B%Pc\saédlaﬁ rPegR admiisteres, i PesiHtEraimentaprofocol is
admimstgfegg%ﬁe ddibibed a?;%vilhot% tgpr?ﬁlrﬁvilré %e}ﬁ?{e‘?ho%olo bl e 5 The

utron o e active age e pHin said
fi NHYIPOTHETKSAL EERMMENIT@XAI\@LEH a mni mum of three

Male, 3, hars % ey DS oo B benpiatie e crediiae esnesd aniety

disordermeasurenments are nmade in replicates of at |east 3
(al though a hi gher nunber of replicates can be used)
Patient Byappratian: ngaun weeks prikntowchaguled treatment de)is initiated e siescheduled

fnasteridF SSLRURIOR AfrE s Ber e TR SSiick o saffam el PhiPap. e

to a human subj ect under zgstl ng conditions, all
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have a Crax that does not exceed 125% of the Cmax of
the reference pharmaceutical conposition. Preferably,
wo beedossge forns descri bed above, after adm nPGL/DS1006613152
to a human subj ect under fasting conditions, all have
a Cmax that is less than the Crax of the reference
ﬁnastqmidaradminilstraﬁrai isclenpimsaietli . thaduhtientoisainktyyctedhto doﬁsa@ge in any

sy R, AR B P BN TR st o reuroserid
produ@aposi tion, a Cmex that is about 120% of the Cmax of
the reference pharmaceutical conposition, a Cwact hat
Day 1jof Taessments MMoleqnrtient ivadminifterneé flupragerdl wia infusion, at an amount less
eyt | 1110 t
s 180RETRF S 93RRI O Ao oRRBAD, B2 e

patlenﬂ 9 r@pmsdlaajlmwe aséaammertthAthis ealthy uhclddibdp wft dob ehnﬁithopﬁubj ective
ref erence pharmaceutical conposition or

feehngsr%ftawse%bgb% tOIQ &And Frte experogfied iy th%!feép@mlée physician based
Jalak s 0 r r s
o G e arzale, oo RESHE and oIt
Day 2 cirficepfimetie Mae pateant & apclllanrsm«ﬂijﬂlhmautendpvm asiisipmat aaate of at least
25 gﬁact hat is about 90% of the Cmax of the reference
Brmaceutical conposition, a Crax that is about 85%
Day 306f TR8tnfdHRX Mhlefafedteik %ﬁ!ﬁﬁ@d Rb alecteRmBiél # Gathird day of treatment is
conposition, or 'a Crax that is about 80% of the Cnma
necessefy. t Kdiercontinuasde rqptoar fﬁralmmf@axle@bﬂwgvmgs; e is again admlmstered
r a rlbedhereln woul d be
ﬂumag 'ﬁﬁ g]#@l%ﬁ?lg}l,pr argtg 0@%’( lg%’c 1%% BY: e that is

Post-T&éumaﬁiabP@stIcOn@Ietlbﬁtdf&featrﬂﬁm phhe, pafiaftds @eescribed a post-treatment
ceut i ,cg composi tion.  Furthernore, the dosage
1Bd

h
regimetho 6 s ipelugrsy but inppidimierhionfheradainishation of Maaseeutial
comp RIS C%ut 58{%%% %%W Q%l&%}ugé%@?? c(le aﬁé:?bﬁis% 8P nfeHC NMBR patient is

I's at t he erence
instrugiédartoreatiend i thel outmatipots iteatorent Menter Spe cefdaraamopthst wigh decreasing

dosage forns descrihed after admnistratio
freauey i OBt SUEER JHb e FAL LN RN (P6h Evers, o Essy uring the
second™ired Mdhthk Sardtonk€ 8 Monf® Herdhg tHR’hitHthred mtoﬁﬁls][’ elff%e?ﬁhgﬁ of anxiety
phar maceuti cal conposition, exhibit an i s at
return] bags seBedubsd tcheepaiCabieashene ey amt apploathiies éwﬂ, cd| flumazenil
treatmS terOS| tion, exhibit an AUC that is at |east 80% of

Fa AUC of the reference phar maceuti cal conposition,

ag. IIEEBOTBETICALITREADUIRNT Ehesvef.Brence

phar maceut i cal osition, at |east 90% of the AUC of
Male, 3Reveaes @de rm%&& stiteriaahascbeppdirgnosed aphaying geneygbgnxiety

cisord 08 Print s P EPTAGRETAP. FHIPABEA erivdipg pargine 2

mg/dap iaad afpcerotantc a? s mgrdag ontanes neaded|basis (maLibiinod ntgm %Ul(aurs)

Patiengg’fgphp@ite i%g{ﬁégi@ée% Rar gggéfog%g&@%?rsml L g{:lp@gpn’c 1§ 1nstructed to

decrea%@ HaRetih "&os@e ¢ Qﬁé/dﬂ}lff% @\{/o td?@ekéu@&fr W& 1(?&r ’t’d"Q&eduled
har maceut i cal™ conposi t’i on, | east 120% of t

treatmont piteent §fle$tm¢tﬁ§ tp Iqaasnali emdlmﬂonsz angdoding akpmzobum and paroxetine.

ast 250/ f the ref ar euti.c
Pation SREseatiBR g1%h 21 "Eobh ek A b SRREIGE wBURER dfefbubatsd on o
schedule® iR steAdmdaRmpirationn of &t rﬂgeﬁ&t deye @hiek V&y@@;?iﬁ , to scheduled
where the percentage (% of the active agent o

treatmgss Ao fipasterids é@mnwér@tlpm igterminajed pad dhes 9@)111@@ ii® mnsé;tuc@d to not
e

engag% ﬁrggﬁof 1? | Sﬁﬁc\l/ a?n&é yll;hég cquw és'? aa-ﬁgq&g%ge%ﬁ%’éwguld likely increase
neurogtabil prothedionsi ng a sim | arl ty factor. The lower limts

of the dissolution values shown in Table 6 were

determ ned based on the simgslarity factor calcul ations

usi ng Fornul ations 1-2 and g 13. The dissol ution

val ues represent the | owest value of all the

calculated simlarity factors for the above-descri bed

Formul ati ons. The upper limts of the dissolution

val ues shown in Table 6 were determ ned based on the
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factor cal cul ations using Neat Drug. The dissolution
val ues represent the | ower value of the cal cul ated
warechassay factors for the Neat Drug. Tabl e GAEEUS2006/013152
dosage forns descri bed above, after administration to
a human subject under fasting conditions, all have a
Day 1 ofrdxeatment: ddels patientdx edmeihist@bddlomarérs], Qminfision hiean amount less

v 15 5h AP SRRSO P G Al g v

patienfis bw&li&ig]uaﬁtd@iv@ GhsadfiA@t Jfafd heas endhdih® st mdk TinfiRWSoasubjective
Cnax at is less than the Cnax of the reference

t
feclingsinframsictiut Thatotdlolpse and rasm areanadified hithe responsitde phypécian based

. [ h X .t i S about
onn GRS A AP Bl b2
Day 2 of Tpmagntito dala palisnt id ddatiniskrabibuthazbRN%ia infudien, Graxateof at least
25 t/he ref erence pharmaceutical conposition, a Crax that
Smg/dayapout 115% of the Cmax of the reference

Da i K el tifl 2 i

¥ SCTERGRAL, S8 GAIBAS, O (Bt elment
necessgypld die tcontinues tCmeportt felings of abwisty dr0G8sings, hiés Qyain adrhinistered

t he r.eference pharmaceut i C osition or a Crax
ﬂumaﬁeﬁgt vig é%ﬂ%’tat f@%%%gﬁaf?ﬁé Egﬂﬁﬂgy “the reference
Post-TRéak BRE EPGst-eam pl@idR @F itich@ibnt WAARO P&fient tid) ?re‘géﬁ‘%ea Stifeatment
descri bed above have a Cn8x that is aboui 95% of the

regimegyfa,folbews Which dncdpdascleut phaetriimisest foc the adoimisizatianef, pharmaceutical

t i f . th x of the refere D
compefither AhylcBe el 24 Mapdei. et BiorblF b GhBhy g pasent s
instructdd tdrentt€nch xhe foutpaeictite treatarae cpiter HOC etilerdlainonths with decreasing

conposition, or a% Ca%x tha{ir i s about 80% of the Cmax_ |
frequegy {ife PRsFet Bi5ek Ihientisk trpe MIODEn9BSS £YGH two weeks during the

second/hBcEHBMs, FhlSndQ gﬂﬂﬁtﬁ %ﬂ@ ?ﬁgd fﬂg&t ﬁg{itﬁ%]g 110l P6f anxiety

expected to provide a s profi
return,cherpaseliddeledotoorepbatt tteleasthame tihyy amelf ep encthree days, of flumazenil
treatm%l;{ar maceuti cal conposition. Furthernore, the dosage
rms descri bed above, after admnistration to a hunman
subj ect under fasting conditions, exhibit an AUC t hat
is at | east 65% of the AUC of the reference
VIIL g ANMRIL2 | BROTOSo EORI DAE TRIFATMEDET OF PANIC DISRERDER

L. V; fter. admnistration.to.
SRR TR ST, SR LB i
cause Atliblihgtand shaking edisrind@YanddiffioaltAbeeatiing.heARfughgReR attacks

pharnmaceutical conposition, exhibit an AUC that is at )
sometimes s feent ofp o PCFU e OWUET ohowhiaer dheyr isaerally ahapper yefiteralrightening

eXperi%gR%gé)IB.%ayst ts bEandn S0%4Rf the AUC of the reference
pharfmaceuti c

al” ¢éonposition, at |east 85% of the AUC of
téhe PREF EREATMIBNEMETIENT ASSESSMEDST PHASE at | east 90%

s PesebeC by Tiok Thamaanch dnipoie Aiaizacnt program of the present
inventig?,afdhéﬁ‘iﬁﬁ&ﬁt%buﬁqma@ﬁéotd ﬁl%ut_réﬁhflélﬁaaiﬁl 490 %lﬁfprte-lﬁ%rl@g%tt analysis

e reference pharmaceutical conpdsition, at
may bgoseslap determinic wiethetea pefienteiscan phtimahcadidatalfor the treatment

i-t.i on t. l.east. 110% of, .the AUC of the reference
metho AR R st sfERLE ot YhoB. B sl et latiaie may be
adminigferddng> pedparee B GRatiphia Forasditthh ik® RO Hehindhit Béthb&ASEy of the

120% of the AUC of the reference pharnmaceutica
presenigneens i on; or at | east 125% of the AUC of the
' ef er encHIRBNGRSRIF PARICTORPAGYERON: 1N @ fourth
aspect, the present relates to dosage fornms conprising
at | east one active agent, where the percentage (% of
the active agent of the dosage formdissolved in an in
vitro dissolution at a singhe pHis as shown below in
Tables 7, 8, 9, 10, 11 and 12. The dissol ution val ues
shown below in Tables 7, 8, 9, 10, 11 and 12 were
deternmi ned using a
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simlarity factor. The lower limts of the dissolution
val ues shown in Tables 7, 8, 11 and 12 were determ ned
whamedidso t he simlarity factor cal cul ati ons uBCTIgS2006/013152
Formul ati ons 1-2 and 5-13. The di ssol ution val ues
represent the |owest value of all the cal cul ated
Disgnostiactitesia irmtider & discretelperiad of mtehss dedrlve discomfort, in which four
Fqr nul at i.on The u I|mts t.he di sso| ut.i.on
(or megglahhe ToHOWRS SYRPABIE ge\@lom@mat andgen within 10 minutes:
rgpad based on the simlarity factor cal cul ations
* BO%S#Q%Q@WI ations 1-2 and 5-13. The dissol ution
val lQh)sRafoep‘emsmekpedmi penihatmcks/al ue of all the

For hon At Rmonasnte iekd s Bon Sfiohef bR e 6 nrs of one or
abo%orgop%rfommt Ieast about 16.0% at about 2 hours

At | east about 7.0% at about 1 hour, at |east about
16. 0% "t Patsoﬂmntzom sbcatﬁ ha\ang réditionad panie attacks %o at

about 3 Rpurs 1% b
| east abg‘ﬁ?ﬂﬁé ?}H/ Oﬁzﬁur sté Ekc\? %;éosrtjge(g%% S
24. 0% at Aaﬁgmﬁc&lttmulﬁga ma;enhmr reR&sito dlxoattacRB. 0% at
about 3.5 hours At |east about 7.0% at about 1 hour,
. Pr%ﬁnq%a@S%ona&@a@Mb& about 2 hours at | east about
0% about 3 h r ast ab % at .about
» T bt sfposiit bt i3t e afler bEREA 0D Vreek R of ¥sthu RE ey 0 arue
of kB8] a Mb@dhtion)QYa @"ene’:rbnﬁéd@al kRendition (ed, Bsdrthaiidism}.6. 0%
at about 2 hours, at | east about 24.0% at about 3
o Thgpanis attagks|asenet t@ﬁmccgwto%oatbyano@@r menahdiserder. at

?ﬁ'. %Eg)tkﬁgﬁ)\]out 3) ours %6&21 @lﬁr out Sﬁg&i ?ﬁagngOL OF

hourTHRPRESESIT BOVENTIGNO% at about 2 hours, at | east

about 24.0% at about 3 hours, at |east about 28.0% at

about 13. 544?‘&19@ PrerTregtmasntsipout 29. 0% at about 4

hgryr t a TP t%}ﬁl%t t f
Ife?g tlg out ?%%Bse@bﬂlu cugr%nt@y/ h%ﬁg%&vé cpdial Bbatment for

0% at about urs At east
the amxietyblmordet, Hwupatieat W1Ha1$ttedatbdnet pla6ed b at staioooft Withdrawal which
. hour at ..| east about 24. 00/ out 3.hours eas
includgp HiPis 58t St tomping e patictt TR ny TRRHcD Ry gictibed by

the coRten@BRM trdAtR@H pRotodd]. |&§§ienﬂﬂﬁ*ﬁ rStbc Oy @Es@ﬂb@&"bel@w and thus, it
hours, at | east about 32. 0% at about 6 hours, and at

should beastechtbat the 25ve0tipmis nob limited tcmhqruge of suchgzetoetiout 7. 0%

| east about 0/ 2 . .

noiFICH iR rordbe EBRbe TR Or im0 P abithe Br pmsigy pani

dlsordalb idth &&Nﬁ%@fag@’@phﬁblaﬁ and hendrslizedtank o Hisalderin &lt9% primary,
at about 4 hours, east about 31.0% at .about

)
secondpsy,rand gemMMERKY Cat?outl’ublzsho%bat thNations! Hetifelinea¢leptinghouse, is

h q}}&) oraad Ahout 8 hours and at |east about 37.0%
erein llj%gut %}rﬁfeﬂrs "Tabl e OVETHODS FOR TREATI NG

AmﬂﬁfbﬁamfﬁEﬁls Db SEROERBoROGDIReFbAivGED | G dEtoaTEnt options

e T T T
ﬂuvoﬂélﬁﬁﬁée and thﬁ@ﬁraﬁfj%nd%@ﬁhﬁﬂ tﬁ%ch'cﬁ?iu@ﬁ & nl}{Fﬂrﬁ‘r??lefa% ctlotﬁté)ramme).

Treaf ment of Substance Abuse
In severmicased, @tipsychotesompg bonsdd. Pat ent Appl i cation Number

60/ 728,979 ent | I ed t he . Treat nent of
Substlénc %IE%% ﬁedl &%ﬁ%&ﬂgg?{hdf?‘ya&d on Cctober 21,
ﬁlﬂo aueatg gt}a% '9 tte‘cs) (%):lfébdlt @s aPstanéi 6f opidldriiedle By AwivklyC atlibifing the
unber
upregulation of endogenous neurosteroids and/or causing the downregulation of endogenous

neurosteroids. As previously described, this treatment step may be achieved by a) avoiding

45
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entitled "Methods for Treating Anxi ety-Rel ated
Di seases", filed on Qctober 21, 2005. FIELD OF THE

wO MENTUS®N The present invention relates to nmep¢DUus2006/013152
and conpositions for treating and relieving synptons

S'[I’eSS-%Elg(S) ; gs%{ﬁ%l 3)?0 h%l?l%g %J}Oét&%k(g }%cﬂﬂﬁo aéﬁl%ﬁ?lﬁg QCUVRIGS C)

| 0gi ca ive evl at e sensa i on
avoidiﬂ@)ﬁe@mjzeneﬂ/mregesmmé levals| i, a tpatient] € ewtivéelpvrodilating a woman’s
rel at hods of and conposi |ons or Lreatln%
progesigipng |°ﬁge s¥iyelnoduleting 4 Wl O femalg megssterone levels

througﬁ%&ﬁﬁﬁis%ﬁoﬂ‘bfi‘% roidRibRLES ent ' nvention is also

relates to a nethodol ogy for diagnosing a person in an
mtawmm"rmewﬁr At £@MPQUNEr t FBOMr , THEe CLASS OF

el R et THA TR A R £ R o xpRpssion

nBh&PURl pRiLEtAntt HOtRbE B8N bed EI¥réP o R¥d completed, a patient is
qualitatively or quantitatively msasurl ng ﬁ ogest erone

adminjsgayed & ¢ompeupdtirantthe glass pfreonmosnds es GABA, receptor
L, t
oS FOPRR 0 EH S AP A g s
miat MDITI@NAII:I&"REATMENH OBTIGNS&Qge, inproves a

tient's S|olog al _receptivit fre nent n
‘39%9 g tegat qy @r%?qlglaal segx/aqg%m&rqréb@gél lpaaéf%ﬂment options may
be adnﬁhfs‘t’e%ﬂ A3 eestchsed%av%@iﬂt@tgeﬁaap{rea%ﬁgﬂaﬁ&%&ow roactive
teroi ds or actively down-regul ating the production of
emdtfglﬂ%WREMMEN&“tBHASEt(H’rBRO?QGDIavm d
0ss-toler anc The .p vent i o al so relates t .
PR FFAEHET SurREoLcht BT B e Femeprugegotocol is
admmisfbr&prabuéb%hb@dlawmn tikesenBlaheeRmeht AeHods1oPRsi ti ons of
f r}_E)r esent invention in a conpr ehensi ve treat nent
pta

YH@WEE&@AMTREMMEI%EWLEHat es to a
I a !
Male, b2 SRLERRL LAEL ARG IO it bebn HAGED A0S paiRh Bder
Patiene Rfppasisiben Fotir Weéksapribr%Béﬁkdu&d&ﬁHaﬁnerﬁ UIliHJiSI ihRiatddhasa scheduled
treating the w{hdrawal synptons, such as

not
finastqridg; adgunistation, of etpe eﬂeétdéﬂ dT hyeg é@ysspramwdw&lgq? (gatment, the
ﬁnaste‘iiidx% Oa[dﬂﬁﬁﬁtrﬁﬁﬁlofs' t%rrﬁgla tthdpﬁ%Sﬁaﬁ%ﬂ@is%ﬁktﬂ&é@f@ﬂ&@eﬁéﬁge in any
endogenous neurosterolds 1 n a‘conprehensive treat
stress-pldaningbacgivitise airfingest lany mbﬂamneesha:tt would diftelyo maredsa tnesrosteroid
d to met hods of, devices for, and treatnent protocols
produgion. s ng phar maceuti cal conpositions froma class of

Day 1%@%&%&1@& tNIale pdtieRGs h¥mBlistérod ﬂ'hﬁﬁkérﬁl RROiRERIRS aGhiBAMount less
nodul ating the expression of th e GABAA recept or a4

than 1§ ubg/dey. e petig’ Stlmrtrr@te@n@,amoe@ @qustu"p ayel mogioieds alomgavith the

patlen{g % g)_gx% cﬁ]u&glpa\f ﬂéfsé)eg ofr bfelé %%agﬁ'lr ]?(i}l?dﬁég, o& é n’p}geﬁln subJectlve

feelingshaftanitegy| aheﬁotalrt&)seam €86 kRMmodified by ahdrespiRble phys1c1an based
receptor subunits. Mre specifically, the conpound of

on an %wéuaé@n|0§ thernatient hegyt rates blogd p&swe,ﬁr@su@@%}mesr@pms

Day 2 GPPAGm bt Wé Ehﬁ&l’cﬁ Hfs?egé'& ﬁ‘ﬁlh%nﬁf ﬁ‘@ﬁ‘%a rate of at least
receptor a unit an or ncreases th e re

25mg/day o of the GABAA receptor (X1 subunit to t he GABAA

tor 4 bu and ¢ oes, not c
Day 3, Etiiant o P ToHieit R axalhed dp cioinect s hTa. daycptreatment is
necessﬂl%}e SIfMRLcoRBMRS t6 RpoHeREBAR L %Bxfeﬂﬁof &hﬁhgs\’ $iei@hpfin Qfiministered
e GABAA receptor a subunit to the receptor a4

ﬂumamﬂuwaunﬁmoe, at haate ofrpblsnst 2énmigklapo Ionger present in

the patient's system BACKGROUND OF THE | NVENTI ON

Wi | e nost anxi ety di sorders and depressive respond

well to treatnent, | ong-ter4rg
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treatnment is conventionally required to prevent
recurrence and naintain anxiety levels. The standard
wW@e s nss@ppr oach to treati ng nost anxi ety di SPCTHESR06/613152
a conbi nati on of cognitivebehavioral therapy (CBT)
wi t h pharmacol ogi cal conpounds. Typically, th
Post-Treatmpsunitst-complstien o ltsatmeps PhescoPEHITh 1Y B’i?ﬁ%h@g a post-treatment
. inhipitors. {$ 4 L thd Cro e s HEREERRA Y harmaceutical
reglmenlf??%@?vﬁf’l‘g Sﬁglﬁcgﬂe%%h% 1% %é:tﬁﬁlg%éc@%er ci'se. adgquat@ rest,
composiidils, su@pient thefadply] @dietiplograe] bndan PRemiBagegiaens d¥lale patient is

NI T O
frequen@g Nt Beed) Yek ARt Hirel MUER, oBEE BVES two weeks during the

zodi azepi nes or selective serotonin reuptake _
second thids nbhths,sndtduos a emdvdin diming e thisd threg mpatisly M Aeplings pf anxiety

to 0, conventional nethods o tof @ il
reumn, B Fisghecb, REeeriel SEIRaeo00 CHG DR 2P oo HhE U of fihazen
treatmehfnat occur with anxiety-related diseases. \Wat is

therefore needed are inproved nethods of, conpositions

o YRQT TR REATMEN b EXAMPLEZat i ng
Male, 3 nﬁ%‘?%z?l%r“?}é?%@ggﬁo\? ?lrh%ﬁﬁ Shas Y& dfag?%lre’é Qs RSRAS PadE Aisorder. He

conposi tions and tTeat nent
is curreRilPREWINy f@6xdtinedl mg/danxi et y-rel ated disorders, in
whi ch t he under] yi ng

S NG SR SR A
decreas% :Be/ag(?{e'tiﬁg Jogéﬁgﬁ)is 26 Qn%mﬁ}h Pols v wRBKk, C BMP QiRdeks PRidr ft@rscheduled

ng an evi ng synptons and di sease associ at ed
treatmewd, tpatiemtciis dastivoted todfugher daereasp pyrokefinsgdaesage & i1Q ang/day for two

al Leviate a sensatign.of .apxiety. |n. t.
weeks. o P vRER OE Bt SRR oL ofiefDrs BERTET g ease al
medicalibss, eRIBSSHABxAmeCertai n GABAA receptor subunits are
used to treat or aneliorate anxiety-related djsorders
Patient sRrepatelpmeStop\d dioubmeekss PHEK st eheddlediTeRtHsh i gitiated on a
| grance, to | dep i heduled
el TG BERRRRIRLT, S HEJE 0 gl prie i
treatme@f,, the Fitias@6idé AdmisingationeRt terninated atndcihl pationt issinsigucted to not

phar maceutjcal, K conpositions froma, class of co ngs.
engage NGy G- BYBGIMERERALEY O EGH DT OF B S S SRR merease

-receptor a4 subunit relative to the GABAA
neurost?eébﬁcééfor 6% subunit. The treatnment of choice is one

Day 1 dfiBfeatneset ddlé paticntrisasintinisteadd furoszend, vip infisiogagan amount less
receptor, and,mgre specifi ly, the GABA A. ' .
a1 S0P RGPS B3R S5 g B S SRR T v e
patient%haﬁﬁ ;ﬁlﬁ%ﬁ{z@ BlsesBicdAP dp haoNeatth, idRidRigebanhol liméted it@nsubjective

enpl o

S one or nore conpounds to_reset physiochem cal
feelings lo&anxisty. bt totalidosd anshiate e anadifiedhe therrggnonsiblpphygician based
caused by.the.brain n ' ri : iat e
on an 3{EpERR Lkt g ARt e T Pt Bhd S i K
Day 2 BEVFcafiddi-OMige pdtiRnoiRedeniisdiedehimazehié via Bdiesitn, at a rate of at least
invention is directed towards treating indications
25mgldwat arise fromthe drive to address an endogenous
n | Qa1 0o, 2 86 idblefink Yif aGhiE MG Ofhtbinent is
Day 3é§ufgr§%¥enr%gl i ze%%%ﬁ%?gl\@g?lg%t?%er; ganinc .diasorqler;?. .
necesssedf hé comtircies o repbrtpfhelbiga ©f ankistyswiovevingsnpelisagaen administered

di sorder; .post-traupatic stress disorder; and eating
flumazgnid oigy é}fgs,m’ilw?éflﬂ‘ﬁ? ﬁg‘%&ﬁ%ﬁt 2>§| Iﬁgﬁ@l'v osa, bulima
Post-'[?fa'ﬁﬁi&?t?’ P&RdoRbRESH R itdcRn G PRARES batidh@ i€ predéritRdrd podt-treatment

el r cause, a o _
regimen to follow, which includes, but is not limited to, the administration of pharmaceutical
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bi ol ogi cal |y detrinental physiol ogical and
psychol ogi cal response to addressing anxi ety brought
wo@rotbgtiss@ogenous neurosteroid wit hdrawal . TheP@r/ESm®ne/013152

i nvention al so provides nmethods that, in a first

stage, inprove an individual's physiologica
compasiioagt dutpdtient thetapgah i tprogrampand b ekavise régmen. Male patient is
. nef hodol ogy. i s directed toward preventing the . .
mstru%f i giend itBn WiPadffoEMBIGat SeRlFD A Foierdl BpRihysWigp decreasing

frequeA& ti‘.’e‘?,l Incd VBB YDA IHeNGrst B nRAUE! b8 8fer§NHRIRENISduring the
neuroacti ve steroids to avoid cross-tol erance. The

secondpthessemonthsvaad tonon a aanth during the shirdthiesagonths]: , If ifeeliags of anxiety
second st , . enpl oys thods ,of , and conposi i ons .
return,¢ b 1 sghiel 1o N B[S Qe 2%t kD ip A8 gk day®, of flumazenil

treatmé@cept or subunits, thus treating the w thdrawal
synpt ons associ ated with psychol ogi cal and
physi ol ogi cal addiction and dependence in a _
C$§E5@FE$ ( CQ?B NesTie)
Ix. alsoréla g'spgo(ﬁ:)p |lg%g)lt% ?@%ﬁ@?ﬁgﬁ%?ﬁ%}{%ﬁg BIA AND
t 8@alAE PHQB Y (SOSIAIN ADNXIBTYaDISORDERD t he net hods of
and compesitjions of .th resent i.pventi.on in a e .
cOrifioOKeHs? @@Welsﬁam?? fBird et 88 ok 28 QRITR)iWedupdpn. The
persort kAT B8 B BNHaBb¥a1di&ohdahxRY AMHRY, SPREBIOYiRdrders differ from
conpound fromthe claSs of conpounds that nodul ates
generalia@®h anxietyc disowiersexpt pamt alisorders daeavseritheie et spectie stimulus or

.. .method.i.ncl udes .t he steps of assessing a patient for
Sltuatl?l?ﬁ"ﬁf%é% 4 grr?ﬁgiferaﬁﬁsp? <. preparing a patient for
t § e PRIETREAAMENAP ATEHNT ASSESSMEWDRHASH om t he cl ass
of conpounds that nodul ates GABAA receptor expression

t &s glepraibied AbovevERTiREde asimittance dnfer Bigi teratmens, progwea: Phhe present
. o ! . S .
e SR HRET R BB I LB ment antos
may BABRdAto deeprhine whethassiptientVist hio dptiatag cahdidatpr fovi tHe dreatment

for treating an eating disorder. by adm nistering a
methoglpgh Flather BIFSTHDEPRRE. ofin A5Hindbe (HrerToERFaF draess may be
. r r M . . . n . |
wamin50 o RSP 2 AR T AR IALEOEN AT ORIAES of
presenit detfidryi ng such conpounds, that nodul ates the

expr essi of certain receptor subunits. Mre
speci fi'c IF‘%‘,‘OS_{SrPéIS@’Sﬂ-Bg?ﬁﬁﬁaf choice is one that a)
o MAkLS af® pRrP¥itifRhr RIONR SlceRiveBBieaddhablBNERIAL By ttepresence or

upregul ation of the GABAA receptor a4 subunit and/or
antigipateans@is preificobiect onsitvationo of the GABA A receptor a

subunit to the.GABAA receptor. ad4. spybunit, and c) dae .
+ EXERRE sk, HEeOauIR ABISD b AR okel df BmEgER amdicty
respoRss) ivthi dNAVA Y talbOBS O of 3UsBatidallf 8enRRSL siafatibhdlly ]?]redisposed
relative ratio of the GABAA receptor a subunit to the

ragaRitiack. dacqbildrena thesagrigty mayrseexpiesseh hp 68iag, dantryns, dreezing or
clibgﬁger present in the patient's system It is
erefore an object of the invention to provide _
. Tfﬁ?ﬁ’efb@ﬁ&e@@ﬁi&@ R0 Het fe@is ek&Wssive bt Bhrehdd@ableelnf dhildBdn, €is may be
of neurosteriods. It is another object of the
absgifent i on to provi de methods and conpositions for

+ ORISR G PR RS R R P R AR itress.
o ThEBAVEENcAN GNP AffidipA1b%, TR dikkaat inNtheS FARIIOBBubon(s) interferes

_anxiety-rel ated disorders. Another object of the o
significantly ovith the perspr's npueal rotinehecqupatigsfal (pr@agiemic) functioning, or

so%iglce%%?]i/g{es gpgelﬂtﬂ)tn 'yg,galxté%r?e ﬁrrgﬁo%c%fsgl&& %Eo@t Hlemgccﬁlggﬂgbia.

1
edt an anxi e der, Sess
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conpul sive di sorder or an eating disorder. Another
object of the invention is to provide for the use of a
woewsostser oi d production inhibitor in the prepeCHUS®NG/013152
of a nmedicanent to treat an anxiety disorder
obsessi ve conpul sive disorder or an eating
o Indlidbvidas uddee 98 yend, it deratiohjet least 6 amhthises and
advant ages_of the present invention wll becone
o Thgmwaictntpania aitacksy ex/phabiopveifece Aispenigted Wit Hiel spgeific object or

SRRl B USSR BRI BeP 1, oL
DRAWLBGS Uih@ld@&kﬁ'lﬂoeﬂl Phshia (Juiciab AnsivopDikobderconsi de r ed

in light of the drawi ngs, as brjefly described bhelaq
e A maéﬁfi@né PeTsistent fepr o ongar @%@F@H%@@@@ﬁnqwﬁ%ﬁl?ﬂsdﬁ which the
t 0
pefip] i PERRETL] Bptahilhe f2B0R O B st BEERRIE ) PG O T lividua
fea@d\BAAhe Bt gherwilladt i mwaydbmommaﬁy symptontsh thagill be humiliating
mbate” ng mechanismin a person's brain; Figure 3ais
or hematic presentation of a plurality of GABAA
. )%sglﬁptt@ bty S AW {ctial Fsataytfcﬁl :ﬁﬁm?tsnﬁ'raﬁ%l? @%ﬁ@@ FRkiesy, which may
resentation of a rality o ecept or
taleuthe firtnsqf ﬂl‘glatlmdkhy tiosndor situatienallytriredispmied panic attack.
. h:gg)%gsgg:rtgé)éﬁz%%gatt ne g]? %glxgqtsglgza g’gﬁﬁ{eésc%qggle {n cr:hi{d?en, this feature
m He@nt ai ni ng GABA A receptors are the nost common
BA receptors in the brain. Figure 4 is a chem cal
¢ Thiifegedsvadl erheerfoimek@ddtuatiortsiaee avrided sf else afe endured with intense

ang B/g sdilér one to all opregnanol one via inhibitors of
& 15%-d pr oductl on. DETAI LED DESCRI PTI ON OF THE
o TheNKRNHLED AnxibNT 159“09%&%&53’ ik %@?@ﬂe(ﬂ's@&ﬂﬁ ®P pRfférmance

caused by behavi or that arises froman I ntense desire
sithagionés) a freerderdy cmgraﬁcmﬁlyaM&etﬂ;c epcm@nisenc@maldmutmg, occupational

endo neur ost er.oj d Wit h re specif.ica '
ERERET TSRS PR Pl St i riani iR oERESh ob Skl distrss
abbifHaviattBélphdbid.ne devel opment and course of various

nment al and mal adapti ve di sorders. All opregnanol one

o Forvindivideals undsn sl agedl8 yoas, hie dotasion daat least paradls. t o
+ TG ORRRER s ilee s L Rt BERA By o substance (eg, o

driE 6P Eduse PR nfedaRHoh)es 4 Béherdliniddidd] cbAditibe afdll i bt ®itter accounted
BA. Al l opregnanol one acts via at |east two

fom@cmﬂnemsentalﬁeqomﬁrng i ndi rect ly by upregul ating
.n e t hus . e
+ 17 FREnSrl e oRabitl o Apnter RESR! forchi S hrkRRE RS P iy Criterion
A fhiuredlitedl td icr easi ng the flow of chloride ions i nt o t he
i on_channel. The nechanismis described in great
dt AREBARIDG AoPATREN o & O TREdIIENTg Wl db &EoBBOTOCOL OF
neur @REIS%NPI* ﬁ% is to engage in activities
whi ch 1T ncrease endogenous neurosteroid production,
such as akdditiordal Be-Weatthentausestress. Stress acti vates

DI et SR b EEn DS SFREN St ceRGal teatment for

the anXft} M&&%@b&twm R RRAD6ad plaBed €91 Ralel Sf DRhERwal, which
equl lTbrium or cause the brain"to be in either an

includesy dmt arrmu $igdtedrtouwenmingthe petieht :otfﬁmfeanymhausamh@ap}sprpmlbed by
the COPWIRB&?I% q@bp%rgﬁaz&rolg d %@hg)%e%lpqgr?fpﬁrbt\c/)gol i§ WRSHibed b fégv, 'and thus, it

should be noted that the invention is not limited to the use of such protocol.

49



10

15

20

25

30

the brain's ability to maintain stability or
honeost asi s t hrough change. Wen the systens invol ved
WO pooal1i38¢ asi s do not shut of f when not neededPCDUSIHO6/013152
not activate when needed, the brain experiences a
drive to address this inactive or constantly active
Pholbies anf tiest ecthinbinlyettedted using faogombinatien o€ hagpacotherapy and

...cravings. I ncrease in stress, ha S . )
comnif BB9E" A" B3Rl SRR RIS R s, v
blockerBOG¥d 2qtkcEPd RANTBhihMRSuptaed ifhibifors.0l dablce pvides listings and

neurosteroid. Anxiety is the result of the subsgqtggné h

examples, iindlnding Hosing infermation nf varieusFomppEndsin the gages dptsf ¢aove that
Wi ngagi:ng. sy s@pStress do

may bei%ﬁégoatg%ag? %élc ?és\(?e e?glﬁd yé’%{é‘g@ﬁté 1rllegaﬁréosltl'er oids, this
phenpirenPlaciaga Padee idet StatsenftWithdrhivelct s on the rest of

t he body, particularly if the.n ed stress.i ey
Ay ieN g abt yPlasgdl dustals of. WEndavAl B, ot Jopibitipe the
upregufilioRt ¥¢ reﬁ&gd%ég&ﬁs b kdrBls laRd/bP Baz@iethe ldobmbdgiilagion of endogenous

nsequent nunmerous stress-related, anxiety-related .
neurosteroide pAe psiviaistii desariber, drisl tngptzuenti step mazybehechigyed by a) avoiding
.accurately. characterj.zed as disea Jr t .
sress- B VEH Y 3EY. Th Oige B RO A or s - Ehnsing pgtivites, o
avoidirdY AEGhRAME hicyestbionetBveld hh S batsent,0f) bethieli moydylatinpta otoman’s

contributes to craving and irrational behgﬁég or to
progestergeglevels, ar ) ictively mediriing asmale’sc ghdepaiefcBgesigrone levels

has been nst r . w thdrawal fromthe
throug]ﬁﬂﬁragﬁlglpgﬁg&lf;ffaggeﬂfogﬁ&%igﬁllélg%%%b| one after chronic

ad MAHMINISTRATION praigest eCHMPOUND e aROMaANTHE y (IS OF

| at th 4 buni t '
e eRPOTNDS T MiRaT b ETE REAn Kader bR SR o
He GGEREQimdR Jrb®cH Risbded ddMRrefltc? ah® €BRIpRited, @l Pitient is

re erreg&t 0 as a bﬁernzogl azepi ne sensitive receptor.
adminisieesd e redopenod frone dheo stasy of dompotmdisathal modulpteseGABHsereceptor

cxrese 5 b e SR Gy SR L ey
W t AdSBITRONATOTR ERENGRRTaBPIIgNSeur ost er oi d of t en

causes synptons of depression, anxiet

and .
| Gt e vieaynens srawgmh bap besreadniniiersde addHowm dreatnany eptions may

rreduced numbhe r t i
ve s S o VOl B P S
eéﬂ.d(PgP’IOIJiRFAEIMI%NTf&T}DASiE (F@R@T?O)Qﬁ and nore I _
specifica , the uctuation of allopregnanol gne,, is .
i Apge éh?t Efat%lﬁﬁ’nh Patpedt Basqbeesn r’é‘fliﬁf“?i?‘go? 3’@?"2‘“ gent protocol is
adminSRREE 5SS HYRrifl S WAL S the! JenQaLr&iRO HEBRbdol6HE Present
I'nvenition I's directed towards treating indications
tHatI' PO THETIOALITREATMENT BXadPEEd an endogenous
neurosteroi d "Wt awal."., Specif.ically, diseases. .
Male, 36 Y51 ok ipde S SH 5 Bt s e dipfitesd s BARER 3Bcift filbbia (or

sodal%ﬁﬁ&?ﬂﬁ&w@ﬁﬁ soci al phobi as; obsessi ve conpul sive
| sorder; post-traumatic stress dlsorder;.eatjn%

Patient|Pepratios;, Foncveekismyicariosebaduleddroptiaent, Iiisiipitiated on a scheduled

nervosa,. and bi nge eat| di dar. y [
simastegis egmys AP o6 Sl Jeb ity <6 Blys Pl B/ Fedu @Y Hotimen, the
finaste?dB HdatTRis@Mebr isStefrinatedchndi the gmtiestt Bti@strudial & naisengage in any

of their cause, a biologically detrinmental . .
stress-fipising| asgiviies QANBSERs K SUBYRRAE th%s%wgelﬂie&/ infapase feHpsteroid
pmmu&ﬂ%%ety brought on by endogenous neur osteroid

w thdrawal . As nentioned above, certain depressive

di sorders, including but not limted to ngjor

depressive di sorder, dysthynmi c disorder, and seasona

affective disorder (SAD), omn also be linked to the

fluctuation of allopregnanol one, and have, as part of

their cause, a biologically detrinental physiol ogica

and psychol ogi cal response to addressing anxiety

brought on by
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endogenous neurosteroid wthdrawal. Thus, when the
GABAA receptor is dysregulated, the clinical
woreovsfiess@t i on of this dysregulation is initiaPdpUs2006/013152

anxiety. In addition, the anxiety is often acconpanied

by conpul si ve behavi or. Certain conpul sive behaviors,
Day 1 sfiTteatserttuMale patidntrist @hihistededufjurnimesd, vigamfukionggt an amount less

0 | si sexual .activity, conpul sive eatin n .

than 1§ G031 VB BOER S g e it pPo St S o ifce £ g with the

patient&UENR rcf{u_@litaﬂ%’ hQSiBlct Of PiORHAGh! RRIANE, Dbt limited to, subjective
sinul ati on. Subsequent discontinuation of these

feelings of iankittye sTheatotal dosd and yatespre mendified by hedesnaasiblpaphysician based

mani f.ests,itsel f, thr ' d ' . BA A

on an (R atE bF oty e S0 RSHERPERGE ATt A RIRT,

Day 2 bEBfbatn@er@D B¢ patiehhi® adprifiistefid dluniazesifitvieinfesai, wea rate of at least
anmounts of food can be attributed, in part, to the

2.5 mgid@¥sunpti on of certain CNS stinulating foods. CNS

Day 3 9 TekiffehDd l\&eﬁ@@ﬁﬁi&ﬁ%ﬁ@ﬂhﬁe# RS HERART e GPAQERAMS of treatment is
néurosteroid levels. Both tolerance to certain foods

necessanyd If hbsonpirmrs taieporfeélimgatbl enxiety arenpihgs, he iszgaimgdministered
ha{ii t.s.can result i F%t\LT t hﬁr av\g(l syndrone t hat

flumazepil; yia itusipp.2E pfate AF #east AdiB#ehed anxiety and GABA A

Post-TH&@HbR! Wos@-ﬁéﬁlﬁﬁﬂbﬂbT ARatmen® ph¥eS pANSME id PredérfRd a post-treatment
associated wth an increased need for a particul ar

regimengo dolbew.gwhigh insfudesduik is wotdinsitadde, rsdminisiation ofphagnaceutical

i ncreas eurgsterojds. |t y i . oy
compo PPt TRty BRIB be R oRiRy ot A ERELRE Fefin, Jale patent is
instruct&y t@iafeh®QBS duspatie@atreatthehi @etex f@t yevasd omoathe dwith tdecreasing

the withdrawal of a particular food or group of fqods.,
frequenie lirceserae dveelifar thsuligt Bues Mmpttse 98¢ CYER &Wpowe?%% Shiting the
sccond BT Sy SpbERELLH Bl WL Obed 8580, s of ity
return,Ch¢ G¢ ischadadddr toctdpeat ali Biast, onet damyarise updesthideedays, of flumazenil

structure a diet treatnment protocol that enables :
treatmgRtagt er patient conpliance. For exanple, but not

L%.MH%THEW@RL@@‘WFMEWEBQMP'LE@ ng guidelines are

ten an I nmportant con‘ppnent of nmmi nt enance tre;at msn_t .
Male, gésyeatrapidatunier BDEMyEY yerit@in, ihas bieen singgesed afobavipgsocial anxiety

. address the .under| yin siol o behi .S] .
dlsord%rasll-{[ﬁ bs cqﬁﬁnﬂy él{lﬁ%’r ) afrﬁ%(%gl%eﬁ%ﬁyc X\ﬁ%slg}?g;l{:%ﬂogg glgcglgc%}ﬁé iésroxetlne, 20
mg/dafRafd slpheroliin, €29 g/l iofGintab @eddel B sin GRadsRaCH afgei 24i Holrs).

certain foods bytreating the anxiety associated wth
Patienp\Preparetian |Sten &m ik aeks paeksto; @h@cﬁ@ec{,ﬁr@ﬁg@nbfpatlent 1s instructed to
' L0 ti I ost-bariatric surgery.
decrea?%b%ég%tﬁeg% ,Sg elrofrgé/ﬁlggéﬂgrﬂggggeglﬁgr ative disorders can
Four Weeksepridreth sche@iiBAAr¢atment; patiehy sis dgsthatédom cGaBAAl medications,

. [ eceptor, dysregul ation, in one enbodi nent, causes the

includ pzQlpmiand PRt ni t to increase relative to the

Patien@@‘%fati%ﬁ §t9}? 20 Ho@UREKst prictNE RAeRRURbAtmER! 1RI 11 ifffiated on a
GABAA receptor is less sensitive to the effects of

schedu#BAinagisride radsuimistraticonpt 5 exgeper diy.GABIresrdayis npriaratoe scheduled

treatm%%tiﬁmegﬁpésggri] uéc?rﬁﬁlllésgiaaggg tis?-ﬁe'gtsnﬂ'tgaggﬂ ?11(1e ffe:e E}%&é ?ris cf1f1structed to not
engagd 8\ hRF e8eRahAIcineachvards AR ingdsh ahy dutidhncBdthab ould Mkélgdncrease

to Al zhei ner's di sease, age-related denentia,
neurosigrpidzupdeddiona, and Parki nson's di sease. The present

[ ian,.i is :
Doy 11155508t e e L SR FEAR L S8l ot s
than 16iagdae ahsqatieitachesit fatd sdi bladbd presswrawsechobjtored, along with the

physi ol ogi cal drive to alleviate a sensation of

anxiety. Mre specifically,sthe present invention is

di rected towards nethods of and conpositions for

treating and relieving synptons associated with

endogenous neurosteroid w thdrawal .
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The present invention is also directed towards a
nmet hodol ogy for diagnosing a person in an altered
wW@2BAAI0S8Cept or state. In particul ar, the net hpdDUSIYY6/013152

is directed toward determ ning the relative

receptivity of a patient to the treatnen
patlent’sr@wmowh@gwwssﬁrssmh@ frhds dealth, ﬁ%‘éﬁ‘ilp&nb‘ﬂymt limited to, subjective
feellngﬁqbg %} n)fgé ¥c£c do%k.J %Hctl k&té‘tafevrﬁbdlf @? %?L{%i: %p%ﬂﬂ@ PhfdiQRe based
on an edlbAPheF I‘Dl&ﬂpdtﬁﬂ’és hﬁﬂﬁda& b]obh Ipreswrp,edndesnbjestrtfr ®mports. The

Day 2 qidesromere yaimatentisadiippytd Biageenl Haopeonsh Tl Eh atlast

2.5 mgl ient's phyS| ol ogical receptivity to treatnent. In
particular, the nethodology is directed toward
Day 3 of €wanhénty Mk pqmemegmvatuatnd tof deéfrrmygeerfom thirdedayoal trpafment is

necessa&ﬁdﬁg%wﬁkﬁésﬁt%g\g’ﬁ%rr ffgﬁgg :1; i §t{ 'gp graw?lgs GIASTY léﬁ&lh%rdm%lstered

flumaz&i0 98 ihflsRmaCEratd oF a@[b@stel‘@ﬁ@c[@nt t he present
i nvention is directed towards optignally enp LFFY % t
Post-Treatmentit Postatompletiamediireabmenfy Rhase, Fﬂaitlélilt is@regeribgd a post-treatmen
4 q 8 pRfrmaceutical
eSS AR . GAIRRR 0l
compogiiéds, oltpatigitaBanpy,i ndienpiogram, Sandl amoemrmm:tegdmtmv\Maii%pdlent is

treat ment, net hodol ogy that, in a second rr%?1 avs
instruciet RoAGon Uk BV POHBOTERBFHE FBIS nga et g s it BFeasing
frequen%?gggs%'n%‘ a%e&eﬁcg‘%h@ fRABAR " BERIRS, 06nc% Uéii'éfy tWo WdRKS during the

he W t hdrawal synptoms, such
second alwet mqnthse had enteci monthietusing e thindrtbres m@lﬂeﬂ]s & fgelirgs of anxiety

SSocCi th | cal ,toler anc n
return, uFo%‘iahgﬁ'glF%‘imstf’ I\?B.Bﬁéx g 11 137> e, eé@rﬁg %&geﬁf?%%nazeml
treatmen®. di rected towards met hods of, devices for, and

treatment protocols for using phar maceut i cal
conpositions froma class of conpounds that directly

cyly FHERT! OBSESSIVE
X. W I’Egnaof PWA recﬁor a4 subunlt relative

tCONMPRIISABA/DISORIDERT O 1subun|t The present

Lagventl R IS allsmo d%él : I% ?‘%%%’I%T%ﬁéggh conmpounds,

tmheﬁﬁﬁé’d @v?e tpl?l%r e RARSINGS iR (RE HeBinten®PRfrdm of the present
receptor subunt More specifically, the conmpound of
inventiohoéach piatiemtrshotldatndedgozecprs-tecaitraciy sanplysis. él@‘@mrg‘ﬂ:re@‘qment analysis
GABAA; Db) .inhibits the uprequl atiaon,.of
may b gisei8r el D OHReEhek PRt i SR SHFUSEAF Y, the trtment

Ive

methoddbdyP offtht NFesoBAVnEBEPT B a@htlbnSlﬂHiBJlibtd—tréﬁnkh’e pEABAAmay be
receptor a4 subunit; and c) does not cause th

adminisiereslgtd atdpere of paticat Coxpadmitiepe e the JipBtment mepdglogy of the
oes not cause the decrease of the relative ratio of
present XCRUBAN receptor O 1 subunit to the GABAA recept or

a4 subun Dlagfliﬁ;@@ of DbHs€ssivp QBJnipLﬂJS‘ive Bisocdet 00GEY) p resent

@hl s mt he] D e S@ygzgqg {SG&BWPC BAe%g dC so? (':Eharacterized by
obsess[bﬁlg ra.ﬁ&/'bia 1%1&1855 esﬂSﬁ ar@(ils'tr?;%’l% F Y eVitivy fh’%ﬁ B8 of ﬁnages that

ral n cor The stemis oun
the individngl ofiére reaﬂllzea‘:e& selnseld:dse Gompmlsm)npusq repe;tl’avcebe]@efvmrh dghat the

brain a ci ated farmatio utam c.
personofayl domeat & ORBFlishiFanaog, Bhapter dcEigy A focD is
characB¥&kd B&@ftﬂer%@és@foh@ﬂlséﬁnﬁ WSio@d as a precursor for the
syntheSis of GABA in GABAergi c neurons. d utamate

o Obaessionate defmdby @Nof)o@i@ndfd):net abot r opi ¢ gl ut anat e
receptors, described in further detail bel ow. GABA
signals interfere with regisgtrati on and
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consol i dati on stages of nmenory formation, b. GABA
RECEPTOR TYPES The GABA receptors are a group of

w0 ewentwss W th GABA as their endogenous | i ganBCT/US2006/013152
Several classes of GABA receptors are known, including
ionotropic receptors, which are ion channels
t hersdacomentand peetistbutthoyghts, inpwpisposimages iat aresexperienced, at

G protei.n coupled receptors that apen igon channels via
ot opdfaf AtBnE B AERRARS, A1 BuA B aRewprotie nd Hat cause
act imiBeddyn:tidte ofdistr¥@t i on of their receptors. The
ionotropi c GABA receptors (GABAA receptors) are based
ofi tthdhsrtbaughés impulsesypitimages are mot simply excessivie wottiasgibout real-
of Zied &%ﬁ%ﬂjts (al-6, bl-4, g 1-4, d, e, p, q, pl-3)
and |§p ay an extraordinarily structural
het €. dengirton. atEGARMA O gaepta@rsappress seiMbewdts) impulvé or images,
ci rcul arll}/??r r@ngfd, honol ogoys subunits and are
i npOY fupgutEize hepy Wih seme eFbRoughOr agaten, the GABAA
rgcapt j I : i : .
Soban T BERTEIB0GRIRIMATA U0 BRI bl iyl or images area
r ecopeducs of GiiBAoBhereowpt onind (sandnpasedf fromowathbuingd Sn thought
GABQ B%[. and GABA B - Physi ol ogi cal responses foll ow ng
act i'VATHBW of GaBA B receptors require the coassenbly
CopuBEIGA ﬁheﬂﬂghwﬁd \BA C receptors al so exi st
natively. c. GABAA 'RECEPTOR SUBUNI TS The GABAA
r ec eptRepetitive babaviors pki, handovashing, ondetieg, dieckieg) ommental acts

ner S em di sorders,. maki . recept or .

" G PR By, afiedind Dok ol WABRR peiampfegle diven to
ar e peifgen dn gespefsel LNarC RS or hRtorRIORU Ul thtemBAMB applied
super . famly of receptors as glycine, nicotinic

cholMgil¥gi c, and serotonin 5HT receptors. Enhanced

fyunegt i ; e r.th

o o 8, IR EBE S A ol PRERU U T ARRNE T e ingy press or
det pirdvehiédgvomée dreadeld event or aitmativhe howtvezpthiess Bélgvivay er mental
exhi bited functional se|lectivity for GA receptors. .

The *BASADA PPt OPIeTHDITeR rpalistic et Wby t thgse piegfesigned to

Pr Otn@htbal Bk oW pEVER, bOAERIERY cfQs@ssenbl y of subunits
fromseven different classes. Five subunits are

* Atsiomeapeidt idnring ¢he cotrae ofirtheyisonderp thedpergorn hae mcdoghized that the

bchI.ori de- perneabl e pore. . It has bee%%s:(ﬁge.siﬁ,d hat
OOFREONLhEHTEWPIPBY 416 GERte e eASEREMA N isrfifeﬁ got apply to
chitdré®t i ni ¢ acetyl choline receptors involves rotations
of the subunits in the |igand bi nding domai n. Assum ng
The hsessiopnor eaupysions caitse markedadistress) @e tmsstaniming @iore than 1
channal openi since GAB receptors bhelong to the
o3RG, L PERIRR G lSFire Wi B iRio0h s BTy Ciogi i pecupational (o
acddemiy) tfaiciontrd] BCusbcial B@Rifes R YelbilbRhfRr € With the
channel opening (steric hindrance) resulting in
If apetheg dviist disowter ecprosant, the comtenmt afdhpobsedsions or compulsions is not
resﬁ%?&jlcfi on, the activation of GABA receptors wl | .
Infl'uence several other systent, ultimately resulting It.
5. IThe aligemenc isasott @udTerditfe didddt Physibldeal @¥RE®R! df a substance or a
function of the central nervous system The particul ar
medigabiomditiodn of subunits yields receptors with

Cf " o . Py
IR e PR TS BR ST P £ TE, PRETOCOL OF
not THERRBSENT IMMENTIOMI from anxi ol ytic

benzodi azepi nes, ich produce their effects by

faci I+t a?ﬁ%ﬁgw@aéﬁ@%?mmsor medi at ed i nhi biti on,

yields an increase in the steady state nRNA | evel s of

a4 and 1 subunit nMRNA in both the cortex and

hi ppocanpus. It shoul d be ggted
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that the d subunit is often associated wth GABAA

receptor subtypes containing the a4 subunit. GABA and
wW@EBAALNSETept or s are invol ved in di sease stat eBCHUSIN0EG13152

sei zures, depression, anxiety and sl eep disorders.

GABA and sone of the other indirectly or directly

alfta pagietdBAMRghessdpindrecuagnily Béisg (redBd-withetdrdentional treatment for

i ncl udi ng al | opregnangl one and ) X )
the a M%dét@x%m velsteer daebe slaged in defigte of wathdrawal which
[
nlodB06t [ RNkl MERRGPAL [hBSrk i LD g et o
the cobeantiodildreapiens prothovieder ¢xesm;ﬂarya:£rdﬂoa<zlep drscaibed below, and thus, it

s R PR PTG BB
sSPeei fdlaihy . gatBndi Rdsadkptel hgromh ef‘Db?@E%@bnﬂﬁiﬂﬁv& Disorder

subunits, an action which gates open the chloride

Patient/Kanii| Heegdowt'| qwblisghed: sk htwr/}’wwmsyehg%dqw@m/@hs phpt ovhich is
heremﬁffcemﬁcﬁja{edb}%ﬁ dypically hyperpol arizes the cell,
ARIDI T tory action on neuronal act|V|ty by
n@Kings t typicaliybtrened pwitke nédgaitivefbehbeion! bsyﬁhditﬁerapy (CBT) and
ative, and %(F)nsequen@l ally, .increases th

medlcstéogbwgb PhaAGAETPRSWIRNY AgelbEits: SEeionR Tsupfbs inhibitor. Popular
medwﬁ%rﬁ Hhdl@de cl&ﬁgﬁ‘aﬁﬁﬁr ﬁﬁ‘(ﬁéﬂh R oRGHRAL! %a?oﬁrtﬁﬁg SamdiEhrafie.

t he benzodi azeépi ne tranq v zers, barbiturat

aPﬁeBnhelso bs tucif@ll ai s@prbdmem ¢herSSREwath ztramecletyfredudl@ megication,

fect on the rece tor at. uniqu .
such aﬁﬁé@}wém b lecorin Barnsns ‘ot Ehish FrelaComing: | Agddition, a
high poegRy vekolefmitarsaes as hia{tfpleﬁﬁoll @lnﬁsff)eﬂfd%né hfhaﬁ & used when tics or
i nduci ng sedative or anesthetic fects
thoughiwlisosdersympioas aregrasemit i on of various parts of the
l. | Cemens of the
iR RaRhasil AR 5 B BAERATERRRS, ", Lroad
s pectitumPidcifgePaticne inABAAe af Britltitaval Some of t hese
Iecul es have pl aygd a key role in the understandin

pleens AR eSO PHEFI o & hEateagihAvithdeapaloby 1 agtively, inhaiting the
upregtﬁ?cf’cﬁf '&FeﬁB%%fo%§ SBEBstefoids zﬁ@/&r' &Hélﬁ% i &M@g&laﬁcﬁpgp&mogenous
he receptors confers selectiv or certai
neurosd;hrqygls A Iﬁr&ﬂpesiy dascsibbdnthisstreata entretapi mhys bdlashlevmi‘ by a) avoiding
rimacol.o acti. ns of benzo i.nes, .i ncludi

|az
stress- BRRERL BeeRiRor e o ngnwwn%f Glign E‘Hﬁ@"’f’%r?ﬁtl%ltles ©)
avoiding 'He[gh‘ﬁénédltpr@g&:st&orﬁe[&@@ RAZ8 Hafl8, ﬁ?%@h@eﬁ?rﬁo&h@tm a woman’s
devel opnent tol erance to sonme of the effects o
proges{dipne levelsgor Dhaiveldmeidnigtinged matg’s ir clamals’'s ipregsyterone levels
througMé fdr}ulﬂ ﬁﬁ&f&ﬂ {i‘f!l}rgs@gr'o?d &nﬁf'b P ese dependenci es
remal NS ear erance an dependence appear to be

rel aIEMHt\IIS’ItMI‘IﬂNr NBE ody NalORP AUNDeNFROM.Z EFHIPESCLASS  OF
Lon%-term adnm ni stration of benzodi azeEi nes nodifies

t he *¢; POLYIGH T&ABM@@W Sl 8 JBEBEORGABRRESSION
SOh4 HeS reﬁ%ﬁﬁe E;%R S50 hik 960F ?ﬁ%%?‘%d;?c? Y c%h’}p%teci,haepatient is

sensi t vl receptors
admln;stmrdraothm@nndilfram dl¢ atass $>f aothpobrdsetivt um;dhtdteseGWB%A receptor

cxprespt LR DSl LLECE £ 0ot Sependence on LU oy

det ybreeNAeTREAINBNIYOb ProNpgnzodi azepi ne recept or
ligands as well as the efficacy of these |igands. For

eRagepthe treatinzens proddcad éﬁ& betineadepinisterealy eddisivsal (teeagment options may
d
be adufi 507 T aceoIbG ARG b i ReBeral RFREG HUPSHOGT  cacy

ad. MTREA&MEMMEWI!}@MO@@W a6 subunits. The
subunit conposition of native GABAA receptors plays an

inportant role in 54
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defining their physiological and pharnmacol ogi ca
function. It is possible to characterize the
w@bysitalsegi cal , phar nmacol ogi cal, and pat hol ogi PEl/USWDE€613152
of GABAA receptors by understandi ngt he nmechani sns by
whi ch the subunit conposition of GABAA receptors is
r 0ged dheedreatmans protoeolehasr bemi admbfistapéchf past-GaBeAt protocol is

: r bunit genes na ffecte vari ous
odmindsFER o SRR oy LR TR e B e it i
i fic[HYPOGHBIICADITREATMVEENT BXANIRL pECOl 0ogi cal agents,
F en enous neurosteroids, and food. For exanple
emalF,ogg%ie

aisnoldx yadarr BSM, T¥ reritetin shagulasn dinginsedgal having Obsessive

CompRRRESILG4&PI nes, zal pel on, Zol pi dem or neurosteroids
. result in selective changes in the expression of
Patlen‘sgw'ﬁlfahon-ﬁmb wackepint torschédifed irmmuﬂtia f@nﬁg phﬂ&{t6§§§ministered
of, the.ad subunit nRNA, an 0 epti de subunits an

oral cfiiraeREivRSy oDBBC TN BHEE fbRNeolell EehtBa dhe gdminisivaion of ora
contrab¥iptiRed ayabrmiinoBd.di TERRAMRI niidh | | Aleelotient ;
. %)/\Ayﬁtth both a reduced abil i}?ypé?il g?gg%dggr%greg@?eglﬁt ?%’t gatlent 18
InstructesHie npt engagedn dny swesstinduding axftivitiasmomaegest ayosubstances that would

: i acti.on. Chroni c benzodi azepi ne
hkely?‘?feeggén%%%&é%é%%é@&ﬁgm wi thdrawal lead to a change
Day 1iof Tréetmife ePéfiile Pabietitiié a8@MIReel ifRmazamd \;i? GihsiBR VAt an amount
0

g%n%hesi zed_receptors are |ess responsive
less thp, A5 spg/dsse pThe gatienks haprt retg @nd land pressuteeark rseritonéd, along with

’ . i l ith the.. . "
L R P ——
feelingsfof baxiztydi Hrepial dostepehdendae moffitdibavial reé}fon&i@ﬂ@ﬁﬁ}@g:ian based

or. Zol pidem |.i ke that of diazepam 1nduced a marke
on an §¥aaRGY 8Pﬁ’ﬁ PRAANT S sai rateyrblopd RigHyFs, endrrwective seports.
Day 2 of Tecdusef Zhde @ ' %?E}A%, or
~ ene exgr essi on ggtqebncd%ﬂ%%gl{ttlgrt}ét;%hgﬁlat e’r eardlﬁl@gsgén’ at a rate of at
leaStZEGngd@hce liability of these drugs, conpared with that
' a well as wth their abiljty tao jnduce )
Dy 3 B TOURRERE R Bl A Pl b o ament i
necessdriyhari6l shel thidinavalio | RYVE Sfbelifss’ BRSAKidHD (Srhd%r %T%‘é,msﬁe 96 again

a4 subunit nMRNA and protein are associated w

administered dppagzenid, ia ipfesjors pt orpsnaf atdessp? Smeg/tlay. GABA and

. I o) . f alcohpl are simlar to
post-TREBEAR, GPLAESe I SR pRe HRRHPls Afrall ot bamens
regimen ¢ &ptoov, syhiethinchudgg et ishwt Ghnited 46, rtBe hdminiatatiBR @ ph/maceutical

st i ng)i Pi togé neurotransmi ssion in the brain, as o
compo%n}gglasr, PB ety @pyAglj][lf‘é|p§;08¥ﬁlgha%§nge(§¢lsqireggn@1. Female patient is
instrucfe@t @nhﬂtéfdeﬂ@%g%@én?%&%&ﬁné&% tfé)?ostegelgf‘ltn:ﬁ;n‘%}é t@\g‘%h decreasing

reconbi nant GABAA receptors, a ronrca
frequencae e, roace pt weekefoprtbs irsinthrekt hamthb, @ldeCivesy twe weekd Hating the

ts .t hrough nodul ati on of neyrotransm ssion )
second frgf Sicghsn 4 Bt izl P SR Biek Banghedn bt eetngs of aniety
return, BReiiatselbdaled e&tCHCRAA She Hdy, AR \%?g(? ftlzllg?‘;&?/%g@f flumazenil

| ong-term et hanol adm nistration als
reatmegfhuni t conposi ti on and, consequently, the functional

r ’[?ﬁE ' 1&?&@? . The
hg?gg?o Ogﬁ?gﬁ?@}%& e’o gﬁgﬁﬁis simlar to that
FemalepR7bgmro didamden DS dVatfiRribe5sd béer diakh6sed AChARME Wbsessive

f c oss-tolerapce and, dependence. Exposure to

C"mpug“?"a?z }sarfert Female patientis quirteatly undgrepiag anghitine thebwrionak therapy
d | i il | I dance of the

R i B A AR A e LA

W t hdi azepam al so bl ocked t he et hanol

wi t hdrawal -i nduced inpairnment in cellular nmetabolism

Cells exposed to GHB at thg tine of ethanol wi thdrawal

results in an inhibition in the increase in the

abundance of the a4 subunit nRNA. The nodul atory

action of flumazenil in cells that are exposed to

ethanol is simlar to
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that nmeasured in cells not exposed to ethanol. In
contrast, however, in ethanol wthdrawn cells, 3 nM
WO baoarissl | potentiates the GABA evoked C - cuPCEOS2006/013152
consi stent with the ethanol w thdrawal -i nduced
= at i, bunit.. i c
vauen: SRPRGALNTT Lihy Mgk Tufbs i BEbuied ddfaGe” Bragip 4§ smucrea 1o
decreaseepdraratinendgage do 20emphiay tiow éewondedkat | Sin wéek3 pridr to scheduled

flunpazeni) induced_ by ethanol wthdrawal. The presence
treatmers PAHGRL SAnsiRRISH 10 FHEE SRHHEIR HHOCABRAOTIEE éﬁt]@r%‘g%éy for two
weeks. associated with a reduced sensitivity to classical

benzodi azepi ne agoni sts and to Zol pi dem as well as
Four weglst prica toliselteidnlet! trsatment,rpatiéntrie insiracted to ¢qass all medicationsalor this
cowseogggq not§llqﬁteréc qp%ulation) by flumazenil. In

e IECIW e RApF hent with agoni sts that act at

Additiorhl PPatédrepirhfidn: OfSit h@e@?ﬁ& tesetiotigied tRatthds, fethale patient is

changes in the biochem cal and functional properties

administged; ¢l ¢ontapanbives. hepe seek REELIRphEded reaiment die adminisation
f i i C . ' .
o ol SHURIANGE &R TUACH Fp UL Wi v pnt s
instructedad woa trgaGABAAnY sinastinduciigaactivities oo sigestoiny ubtthineey that would
. .results in changes .in the biochem cal and functi onal
likely ingregscdperyostergid Wo@ictiglept or that are acconpanied by

Day 1 omﬁénlﬂ: NEdhe %Quaﬂqagﬁnﬁﬁstae@qmageﬁig%mr%si&ﬁ% Rhtamount

. The obse(vatl on that the ethano
less thanwi § Indy'dayal Thepatisst|s ihaat ezie end bladdepresspreesys inooniwfed, klong with

. a4 subunit gene in culture rebel J.ar anyl e [1s,. ..
the parictf's BUA kol o0 fostitmbb o er Bedify ERTE il S iusiig viective
feelings ol ahxibNZIKH @ZL dosard @et 418 M sHifEEbE tHeaeiionsibldphysician based

treating al cohol wthdrawal synptons in humans. Thus,

on an evaluptipn of ha@atientiedwart mip.cieqd prssurr: aad sirkientive reforshe a4
Day 2 of 38t TRUERE pRIst A0 A ALANBL T\ Y 801 o
least 2.5ung/dalyr.awal synptons in humans. 111. GABA AND

NEURCOSTE DS Characteri zations_ of the role o BAA .
Day 3 of 5&%’6?6‘?% Bl paficah 1y siadaithieadsigire et pLaatment is
necessax?y Wi G esABRES (GORPBR! fdeBiled Sff SRR & cralitfls, she is again

.. Tong-term adm ni stration of Sedative-hypnotic,
administeredi fhinyazenil, ia indwtiong ahw tts afiat leastid$ mgidanf f ect

expressi on of GABAA.receptor. subunit genes as.well as
post Trefiry 1 Bectaplelivh Py WERERATRRFohiisht FBERered dbpast Ratment
regimen 36 GIRSA, vildch BrludesHudRCIA Ninsif tb 5P aBMiMbteatiofof PHShaceutical
changes m ght al so underlie the physi ol ogi cal
composifgi ogtnatentdherappanlictaregrams endgn exadeige meises ohgroda gatient is
. ugh .0j.d neyr.oact i er.oj . .
s 900 HL S50 B UENTEMGR NS R SHPAE i oo
frequenc¥ali 2] -adich ydwesly f&rathp riaginthifee? roaths, once every two weeks during the

al | ot et radi hydr odeoxycorti costerone, or. THDOC) .i nduce .
second t@w ks, and BekA mogth Hypedhs thirdthreeanentbnJ{ifeskings of anxiety
turn, $BE {8 ehedildl kM rede: BEMAQALAZ ARY N %ﬂa%f i
remm anxli ol y?i c dr ugesé.e ng conclzerzngfg%t ?rglngﬁg? t es%ays’ of flumazenil
treatmenbeur ost eroi ds are increased in the brain of humans
both in response to treatnent w th anxi ogenic,
anti depressant or antipsychotic drugs as well as

XI.  HXOWSIPIEPGE gROPOCHE FOrodieR! TREASMENTSOFSPORTAR AUMATIC
depressi on, stress, the |uteal phase of the nenstrual

SIS DEYRBER(RARE)NAGCHEE S DHSRDERd enpt i onall
state. Additional studies inplicate endogenous

al | opregnanol one as a physiol ogi cal regul ator of both
basal and stress-induced dopam ne rel ease in the rat
brain. Steroid netabolitesfreact with the GABA
receptor conplex to alter brain excitability.
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Several of these steroids accunulate in the brain
after local synthesis or after netabolism of adrenal

WG L@®6011d80 Neur ost eroi ds are synthesized i n t heCT/US2006/013152
peri pheral and central nervous system from
chol esterol or steroidal precursors inported from
pBeivgbeneanhtals agearels .is Bexealipg dlpe shanyo beaim rmad dstrmogalnchanges may

alter excitabili of ., neurong of the central nervous .. .
oceur 8y s FesHl E5p e aihlsbesd LEiHbgGH (esnSBRSF AFBPLPGR Cficultes wih
memo&f,eleﬁi‘hﬁ% 41RIC RiFuRting eiﬂgﬁ!lh‘é@%nﬁx&hbﬁéﬂsp CAAbih&E with a disruptive,

gl utamate receptor, and i ncreases the nunber of

abusi\@)dtqmqaqrwﬁwnmgmv ihatdoes yah fstes healthycisteracéion, these brain and hormonal
S n BA- . at pnhi bi t.ion, . . .
changf¥ BTG SONEE BerRa B RUAR, (heh &5 shffliap. gperession
sexualGABHNA JueCeptity Sdisdrderpaalcohol/ditg 4buegeahér @ifedestidetivieS actions),
,rreaaabol ites have .been denpnstrated to have profound
emotigia degulatinn BHFHES GSueR | intepse Tags, dgRtgpsionyfor panic), and mental
_ _ . 't N
G SESERTAR) o TPt EStA i NS s
individdalsreoftems ardPrdiggmsed owith i depresailiel Wisoodeyer padonadity disorders, or

. all opregnanql one (3a:OH 5a-pregnan-2Q0-one or 3a,b5a- )

dissodhis} R i ml SBRARGE AT SRS GAHUF SR S i cABer ban with

regulak PN, FhaydypRAY hah iMEhhAswhieaRk, Gh@$&4uirek la e iV and structured
maj or anxi ety-rel ated di seases, thus 1 nking anxiety

treatment prpgrapy éadivared| boraetrauma spaeialigtl " . Neur ost er oi ds

r Qi .al t.er .neu al _exciitability thor Ta g .
| RBl iSetR R0 R PR Ve DB PORD. gty prssion
alcohoNsubguaneg rabngd, gRaaid diserdpintli otBerPab@dty divdtdrat Alth@fght Hises that
GABAA recept or and enhances the action which gates
threateshdg splly e, SYIeey O KB ATRETS et JF Iadurepser st B bon gpatment results

are achfé'{}?d W%EI? .bBﬁleP’Pﬁblaﬁd-mé Bthky His?ﬂle}@’) AU RRERY! t@#étﬁe%srafhgte than one
cel I, "having an inhibitory action on neurona
after the othed. s ispspetially trak fai ESIh andbilooisolacbsams abuseedat i ve

%&B%f@ mg&%‘?‘%ﬁ&g %ﬁ%gﬁ&@?% ri bed above,

| 85 aleSQi0e8 HHOVS PHE toUdnRHAHCRIRMNELIEN Srogram of the present
wi t hdrawal synptons. The w thdrawal profile shown

inventidye eathnpatient sheuldundepga & are-iregdmenieahalysis. of Ingepre-treatment analysis

- ulatory drugs such as the .. .
may G2 R SRR AT o iefidel R bt Sotimal sendidigoor th treatment
method6log@NsF e PRUEMARYEMRNST Gh CAddRIA) thé gﬁé-&ﬂe@ﬂﬁ%n’c process may be
.transmtter receptor in the brain lead to alterations
adminjstered do (EERT ar Belispt der sdmiftanee defapidsi trsapmenthmethodelopy of the
4t thvepggpes in the intrinsic channel properties of the
receptor and behavioral excitability. Changes are al so
associiat ddagndsis «fiPgsi-Traamatic Stregsddis@der N bot h t he nRNA
and protein for the a4 subunit of the GABAA receptor .
o Theperson hes hser suprsed to a trapmatic syedanvhichdath phihe folloming were
pr&Bh©ONi ¢ admini stration of progesterone inhibits the
upregul ation of the a4 subunit of the GABAA receptor
and/Ite psusppreapsrésiced orifriessedanr twasi doyfroed syitht &xeevent that involved

endogenpus._. neur osteroi d all opregnanol pne exhibjts . )

wi t FERALEH tERLRIER a8 Of SRS ARIUR, CARRLebHR IS PBYSiead iRtperity of
as topgIAND zers and al cohol, as descri bed above,

i ncreasing anxi ety susceptibility foll ow ng abrupt

dp sddat parsenls taspariseeinvelved ritensed fiani belplesiness. off herror. Note: In

i ncr i.n. neuronal excitability. has been at.friluted
o SEragm i B AmS e ERRbL HistRRe S8 Bl b ior

o The4hdfali eRin€ {sqfepitbintly - SPB&REE th bR (LPWREY JFUL PN wWing ways:
wi t hdrawal . Bl'ockade of the a4 gene transcript

prevents withdrawal propertfzes. The increase in
expression of the GABAA receptor a4 subunit relative
to the GABA A receptor X1 subunit can thus be
attributed to many factors. These include, but are not
limted

prese



to 1) conpositions, both endogenous and exogenous,
whi ch, upon withdrawal, increase the GABAA receptor a4

W@ aiweni1asse el ati ve to the GABA A receptor (X1 sPOIOB1006/013152
and 2) conpositions, both exogenous or endogenous t hat
result in the increase of expression of the GABA A .
e Reptrentaphdsintrusive distressing thsolectivns of tescpreabsipplyding images,

t he, GABAA receptor buni t ' 3 , .
D SRet SAER S NSt o bR, BUSAATDER mbP b i
t hayiabh QRhRE bfaspeets botheafautaBe éxpreisedict |y or

indirectly, via an endogenous neurgsteroid th )
mbRecsupat disessingh dreamsosk then&Veitto SiRier g} ﬁhﬁgr,ep;/%{er? fnay be

f. i t. 4 neur opr ot ecti ve,
5 nourgiiefy AR itiond BtoBhiz e Bbifed, 1L ODF O eCtl ¥

BeUAagchrt feeliny as hetieubainaaticeevenh evenp resurréng (seludesi 4 sense of
response i.s achi eved. \Wth the up-requl atjop of. .

neueBepgr Bied SXPERAKA ilﬁfﬂ@ﬁﬁ»o palipcipgians i dissdriatiye flashback
Caugjiiided i @BhS Bloss tak 8c&ir dACivalkdhing br WHegnto@iated). Note: In

tine, may cause neurosteroid tolerance. Therefore,
oncunp ehildren,deoiatspecifly reqnasinzeme may 9Cel- | onger

pr nt, th rain's. neurosteroid lLev i
I e T e

t hr Sublige 61 RE@nBIE anWspddtlsBiatrauhatiereddne neur ost er oi d.

In the course of this "withdrawal ", certai

L GAB .
oo CBIGISIOB A Aot e CHBPURpaB EERt] b PSP syprfolize or
a man 's brain to be

sug%g%ﬁllglﬁltagaépgggéﬁgggrgﬁi?%eﬁe%‘%gg of anxiety. In

. Pergi@trehi Wd)idﬁncehd')ilé‘: stiali ndssodRABA vith QGTEE; xﬂguma(aﬁkl suimbinigt of general
ecrease in relative anpunts to GA recept or

15 resBUBLYANESS (nplsPrRSeRE DFTare Ghe HRUMBS 13 B GEe B MR Y oY of the

fou%)gg?éubsequent up-regul ation of a4 subunits relative

1 subunits, the GABA receptor isno |onger
ef f Bffoity &l avoibillohgite dedlingGaBamvarsdiionstrssasiasedwith dla firausma

in the person, experiencing a greater sense .of .anxi
9 BSrEIR AR CiearP Ry PEIAF 12t P i egPag (Gp tauma
i&hhﬁbﬂﬁyzyo&emirpimﬁa@m ipsctioT@uoifind s caused by the
modi fication of the receptivity of the synaptic GABA A
20 ree c Mpirkaddy diminiskedniaterest papastivipaiion igaRmifi¢Rnt pgivities

i ndpvi.dual,'.s brain. Far ex I ance abuse
off nr Flmgod d@&@ﬁ?ﬁ@éﬁ? T F@%tfﬁ%%%u{éﬁ% exogenous
IbReaAER Ynge BTudfecn@g dds st thecABMAe nameet ararriafee children
t he user ceases consunption of the exogenous
subgr anemal ifrespaB) changes in the GABAA recept or
co Siti ' I (i ' [ ;
+ PosRER SOl R bR (o6t pscot RERSOBENL BT By Mffoated by
25 twﬂdr@ﬁ@@)@ﬂthél‘ollbmﬂn@units), the receptor is not
effectively nodul ated by GABA, thus causing anxiety.
P gmaﬁicmlwfqlh@ PLaEng Pée"é’pect rum bet ween i nhi bition
dy.disi-abi bitj Vi direct and/or indirect
Z(PI ggitt%drlﬁtg o?rg {l?lagsttsl %%ng?IeGABA A. Spectrum 100 further
de p Diffeuitheoncengatitpet ween i nhi bition 105 and
di siphi bi,t,l on 110. An increase in an exogenous or
endoy@ROLE A8 ehst ance that directly or indirectly
30 enhenGesriifesthiRGEigeRsOf GABA or the GABAA receptor
115 can"result in an increase in GABA agoni sm and thus
e Duaatidnnfiteadistuitrantea tsybiptoronin Guitetia By €5 and lg)nfﬁ ansire thagdgmonth.
sedati on, and even.a mat.ose st at.e. However, as . .
» ThgpdistgRafe; r‘faﬁsFéaP]é’iucé& a?lgmi‘ﬁ%me,dlsgte?ses%r, IFiPgEMmeRtL social,
i Br BRBAMh R tafEre¥PdffEndtivasey, adapt i ve responses
ocgﬁ%ug%{agr upts hopryeost asis - the brain's internal
bal ance. Upon wi t hdrawal ofsgboth endogenous and
exogenous substances, there is a marked increase in
the a4 subunit 120 of relative to the a subunit 125 of
the GABAA receptor 115, as shown
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i n spectrum 150. The increase of the a4 subunit 120 of
the GABAA receptor 115 causes the receptor to becone

W0 p®ensisso ve to benzodi azepi nes and ot her conpPGI/USINE013152
that act upon and/or enhance the function of GABA and

h . Th f wh h .
SpediBuheiber SarelihoRALIO LG REPSERY Eg A 5 GRTE) dgonic (he
duraﬁgt% 82 g)kjrhptgﬁfes i%’? ot orr}ﬁ&gﬁ &ifl] a8y eaUns@ i th@bRseYbESymptoms

ain experi efices a conpensatory drive to
is atdekdt 6 afonithy aftet tiRGtiesser)or constantly active state,

often exhibited in the form of anxiety or cravings.

| V. lAI\I_XI@ngnOAN[?fmq_feB(ﬁ SON'Rixi'ety may be defined in a
Thegiep{oﬁl ﬁa‘é»ﬁgg{l eYBYsRd té QG MHaRE ReMAAUSHidR BoRASRINE following were

nmotion that 1's experienced in anticipation of sone,
preseft:en ill-defined msfortune, a conpl ex conbination of

égmgog%xgéﬂ%ﬁ%i ﬁ@gsisgﬂcgrg\ﬁsg%gﬁggtg aig}ywoé\;eﬁpor events that

pali?{/él%d QB8al 60 @FtatBRIdNdHRE oo seibE inj@Fs oofa threatthe physical
feel 1 ng of a&prehen& on, fear, nervousness, or dread
ac dotegaty ddelhypr pthstsl essness or tension, and/ or

adehi litatjng condition ' ' S with

Ror T8I PEET9PE TFRRRRYS 18&1@%%%&(?%?3{ #’sﬂgg}g%gﬂgstgtgghéﬁélﬁi cal ly
EitHés ‘vs}‘lﬂleq%xga%é}ﬁﬁﬂgcoﬂ YU ik PEfi BRIt disrebing blaarit) therindividual has

Anxi ety ting Scale (Quy, WIliam "048 HAMA Hami | ton
threArfsu mpse) SE tedollowioprisspeisidasTyEtoRgnual , U. S.

Depar t nent. of |t 3 LGi€Sor PibRlAce Hgaldntbtional

Sort SRR o ', ARG 2elERHLRCRor FBHKE
Adniegpcakivahdson, Rev. 1976, pp. 194-198) or the Beck

Anxi ety Inventory (Engephal e. 1994.Jan-Feb;. 20(1);
47 - srefuctigy @@W@@W&ﬁ?ﬁﬁﬁé 6%%‘}%“@&%%; B%‘f‘% Fé%@aez.e I'n
ne i:ent, anxi ety conprises a physi ol ogi cal

g)t a%eggqli%g{\}\ﬂ?ch an individual has a | owered degree of
ionhddpietsonglization r ol over his thoughts, as described

boye w th . F 1, :
e AR B e Vo B PP
Thd Hgﬁtﬁbﬁc‘l Qx{bﬁl‘(c) ?E'}%éﬁi@t@ﬁtw fCe:dR¥Bnd¥adH | af ldadiodf ofathe following ways:

I nterna ught filt'ering mechanismin the person's.. .
rectraitrimagest roughiy dreams; Yusiens: flashkkack gpispdesl o @Hwnyef reliving the

filteri hani 200 ' '
expFiphien RO TS o ppp s PoRTiels g ayiadt &R AT e
M idARE BF HeOstineNi #hhO arotlé edtollectivas oif dies #auma (e.g., thoughts,

responsi ble for exerting control, and the anterior
feelingsy nbuteesaioss, aolinities, PlCesoneIidr ed responsi bl e for

tivation and drive inpuls e by.ad oy
AL e e e BB P55, RIS B, i
poéﬂb%ﬂ&&rtraﬁ@ﬁ,hlgg&v@gifaﬁ&@ edagpleratad dtartlb aésponsepmos@sedtlessness).

nucl eus accunbens 220 and ventral tegmental 225 areas o]
Thef dishebdncai wauseheplinieallynl signifieant| dist@ss e impairment 1 social,

orbi.tofrontal .cortex 21 I 0l viBual's ability t
occlgpLo o gt e h aeay of AeibRhg o RRPE 1P HRlypals abilty o
purs@¥ o heBdsarpytasgosieh s pbesdsiagineeessaiyoassidme or mobilizing

eelings of fear, apprehension and worry.. |f GABAA
penseisd pesonroes . tallipgfamily membepabRih! W%ﬁ,exnms-r ,
BASYSIEqul 851 0 i?lﬁh’ﬂ n y il o8 weeks and oceurs
Thﬁfﬁ?‘?’é&ce?%% ?&ygo if e g)rf%i %gg %g%taglﬁg%lort eg Zlvg)eet (s)an o°
wi@%rfﬂ&ve@l@ﬁ&fz;ﬁét@tnﬁﬁtfi@\mﬁt.gpn' S thoughtls and, therefore,

a lowered degree of inhibitory control. nsequent |y,

The [désturhaogiis nal dusde dfediresh ﬁ’ﬁYﬁl%lP%Plffgﬁcfs\fg% SPSS ance (Jeg’ a drug of
~address’ Lt LA ek U5 100 Be Bl tRES\Rted for by brief
ab%qa{a &egcaglh@séra%g§e?%rm€%%ageh@%ov\haslt gve? activi tei/, Y

his brain believes it needs9in order to elimnate the

feelings of anxiety, e.g. regain inhibitory control

over his thoughts. Therefore, it is the physiol ogical
drive to address feelings of anxiety that
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causes an individual to consciously engage in behavior

whi ch could be classified as selfdestructive, such as
wGeaivstias8e abuse. I n the absence of a sol uti onP@DUS2006/013152

address anxiety, a person is in a constant stress

response state which, both psychol ogically and
psyphotsi dikerges; ahd yis nofi merelysan bxacphation of @ mwesxistimgfAxis dreg Axis 11

ain a solution to the anxiety. Many indications are

ds@ﬁﬁiicated as being caused by the physiol ogical drive

10 PREPARINGeA! PATENT FORIERFATRENT SWUBK eTHBPROTOCOL OF
certain indicationsare caused by the psychol ogi cal

addTHE RRESRT INYSNOII6EY cal dependence upon vari ous

subst anc and endogenous. Exogenous
subst%hcg'dw@ﬁ%ﬁwgﬁggﬁﬁgH%s benzodi azepi nes,

CIﬁE] patds is diaghaedand Bmmtiyrhemm@htm With adrongentional treatment for

irectly or _i1ndirect GABA A rece
the anmewcfhsa%ism the Péﬁsnt ﬁle?CL e BlBFEnBud S&i%ﬁf afidhrawgl, which

1ncludé@ B&g%ég&flﬁlﬁga &) viedfink 1 tBUAdtient BHF ah) PhAKRICEHELBY p@efscnbed by

receptor a4 subunit (hereinafter genera
the com&h‘emnaémkea’mneas ptdt@:oéAAsmmmpla)'y pmtocml n%é@serl & belpweandothus, it

shonla e gorRa e 16t Blelind FnEyRHRY Bubp o EbpRIGE, ©' 0

Stﬂe% l18%v @B éht HecdnBn SRMF O%! Wériada [ﬁ@cﬂifr@frﬂﬂe @aidlalme)s provided
When t hose substances are later with t he ampunt

by thedfnitesl Statas nlp@mrtﬁf(ﬂnﬁtoif\)éet‘tr@n@ffﬂlr@uNamltaé Genier g Rest-Traumatic
Thi ratlo change of d i j ec

Stress rev r1§°§f1 "However FOfZ di s | nct mgﬁ{ ﬁ{.‘é{tll@gl ol %e;/aggnerté%%{) fo

http: //Weurhdptsdh@sgwﬂ“&tﬂﬁeatﬁmm/ﬂl Beptmoniieiny. when a4 subunits

no | onger down-re t rela ive, t subuni t
E&ﬁqeg@&n&wp@coﬂﬂgﬁ cRSYS 9]ﬁgﬁﬁ§§pg| gcfclggf(/_:\gl treatments.

Pharm?z%t@prl mdl(%ﬂglé)%&lﬁg ek °£nxtl$’c? r ﬁé}[ﬂ%&cﬁﬁ CARESisb@Bf often
sensi t e to ben I azepl nes and et¥ec
expenmddl Ivéithi PESDy ahdhén neme oasea,ns Myt leerlp @lme the dlsrtlsSSI agkemotional

e300 SR, SO 30t Y ove

contrithdied ® RASH 1ﬁlp?0\;e<ﬁ1&1@ ot (Eu%@%ﬁﬁ\cﬂﬁbél\’cﬁalﬁt &fhdlugh no particular
score ("GS Score") for nearl¥sall subst ances. For

mmghew%n@gs@b%@éﬂb@ﬂvﬁ@@ﬂmwm@bég Re bl ood brain barrier,

S RCl.ve, an t s
eSS o e B A LG s P ot ond e
only FDRShHBREEd tlﬂecﬁéafu@ﬁtfor/ (PTB‘BU B fetrdlimee| B 1@fal£0<8m=emdy wmportant to
sterol ds. Thus, the Score el ate d|r
considgr PessBMAdBIgniSRRStions f?réélfhvllﬁl}@fﬂ WHe 8¥P RPSTge
: nmedi at ed pat hway, such as, but not
thecoﬁ&g{§ﬁﬁﬁ§o gllopregnanolone For exanple but not
| inbdmeel chsess actlindoiamphay, newic &i peestialse asycheoropiCSnSHoatons even
rtane,. since cocaine.is re. p

et e 350 SR S S B Bl b e of

medlcét%ﬁ‘é‘l ma, ffbeGﬁ%s%VMEerﬁtﬂ?er @hl@iSvorTﬁeda@%el%%@r extrdinély agitated, or
met hodol ogy for measuring and assi a nuneric
psychovta:l e sech cltmlms@amcs,\tbe adid&rldmal\sbmpidgqﬂeta ¢relo @f emergency room. In

subst ances. Fi.gure 3a [
the oFEREheY FESmamnai kBl bPad TRt el PIMARUAE R 1 potency
neuroléﬁt%%% @ h§ldep rm@ﬁmlﬁinﬁﬂ sedativé, YanGithalinerit, tavd drihoktatic side effects
b2 subunits 305a, g2 subuni t 310a, and. t
may psmeﬁfqoéws 188/piwy nﬁﬂm&ntlpﬁée ghispetiders)o ﬁfaml%tg}/eﬁo%ﬂ)w doses, may
[ r
aiso bF SAGER R ihBISRE NeaBUIT. PulllCSIRAT TR for the trcatment of
expreSS|on of the GABAA receptor a4 subunit to
increase relative to the expression of the O 1
subunit. Referring to Figurg 3b, the nodified GABAA
receptor 300b conprises a plurality of subunits,

01’ over-
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including two b2 subunits 305b, a g2 subunit 310b, and
two &4 subunits 315b. As shown inFigure 3c, the GABA
wo200eae38®r t herefore becones | ess sensitive tRPCT/US2006/013152
benzodi azepi nes and effectively, nodul ation by the
neurotransmtter GABA, and is | ess capable of exerting
trauma-retated tiouyal dneltideobernedinzepinds retid\antadiehargichapenistsscla sl clonidine,
behavi.or. Endogenous substances may al so have sim| ar
guanfaéf@é’t?fi@roféﬁéogolfi cal ly, GABAmpdul atory steroids, such
aﬁo@ [I8ERTE %E(ﬁﬂ&ncﬁ@lqlaqg QY BREA bicRSsANBNBed Mm% dtage fright and
their netabolites all opregnanol one and
performeneeatnyiety deoxuse gt qu@&@rphy@lcab@pfbe@gm@w magffesations of stress.

Howe%egbégrgglgﬁse ﬁléouic} ]io%&cftil;) onlglgfél}% aand f%cul‘fg' ’anwlﬂ)gorpg%qlol Jud1clously for

survivoRCwith datdiovaSaulksialiidase. ER %Slsdc@ﬁbeaheiehﬁe&éﬁibﬁs rrﬁwﬁtbtlﬁée blood
a4 subunit to increase relative to the expression

pressupt dn @ddigign lpridinermaimdpeorebowrd hyperisnsien ifthe l?léelllté\l%‘POd levels
f [ [
fall dlﬁ tloqﬂﬂ&gﬁﬂp 4(2 1ﬁ§ Hf Q%h&(ie(ﬁ ﬂsd@%@?ﬁ%@)ﬁt I?Elgget a}@ tlrl]%sFe gents should
not ben prasostedr wi ﬂexpmnsdmﬂll dlabetes as tlodfyt miay tietepiereamyith counterregulatory
sol uti on, becane as descri bed above, a distinct

honnoﬁﬁlr‘??BB‘i‘ﬁ‘?§ B e ges and when it becomes
nRch‘h?’tiﬁﬁlﬁh @%16@5‘%3)9 IS BB SR L&Ebflﬁa’cﬁ% Ay%tﬁl@rhs of depress1on
down-regul ate relative to GCl subunits. Thi's | oss of
Since aH Hhuioe symptopoelusiors GSESIP sespand trlsaléativa lserotautn rewkf: dnhibitors

crav s_and thus Lontr butes to irrational
(ssriflng Pesp R ddraRE Srpiotns DR sE5n p i bl 25 bredicc pTSD,
it is reeoibReRRACEEt JURTY beY&dmeired fdri periiftentd pekttraigatil B¢ 6§smn In
to inhibitory control via GABAergi c_neurons |qcate

additiors SYdamaey bersefd f@fv@ﬁl@mllﬁ’@t anéwtﬁémfbgélﬁ?&e}styfs&m éﬁmréant to note
f
w58 o 0ot SR o r by ERBERANE e i

effects of SBRISL S8Ry aglwgllrdsi dihdri amnﬂdqfreﬁsbmb shamltllhel.dcmmnsyemcbm a "start
can be. determ ned whet.he r stemis
low a'&C&,‘} dew a?%%g regifien PRsauch Omerp e iduals bt declppikigeased aniety or
agltatlgﬁ GAUSSHARsP IS 8. Bxhidtibs BdRAdalCBE@EiIohAY E8dIoN p§§chotlc or
di sease state, and nore specifically, a disease stat
manic\sepeonis lghesPOhm/teISSRiS an endogenous narker are
esent.. .For, exanple,. but not. lim.ted ta such exanpl.e

COREF iaRee BETERsr e d ittty il e P8Ry prso,

at thediimeaial el OdkpefieePfriiBa. YTIRY SR Mredeht tfAGME@VIAEY eRacerbate these

primary systemis not dysrequl ated, then it can be
preexigignger pRmkiEonsh e trpkinganiti rassapiipbr i sW@@Hb’l sassess the individual's

psychglth%x!agglt{&I fin%dgll% e%&ﬁé& rgée)lls tgrﬁg aIt gilpﬂ?ﬁ@e}%\%:ghg% chthn]Lman contact any

other aitbpgeenes and ttraﬁx&hmroendmnysafcchreas al | opr egnanol one and
progest ergne. Far  exanpl e, of i mted to such
exanple, E%%%Pﬁvmt HhipTiete 038%‘ ##al and thus when a
pat iLef h: | I 0
AR ET o Bl ) 2 B Sy BT e, dnlibing the
upreglillmﬁxinbbf cndpgémmd meutosteradsind/orgcausing iy dawedgiletion sf edidogenous

ctjn. Increased.l|evels of prolactin.my, be t -
neuroflRidE A5 by BSSG RSt pofine uimBRR Y iy LA Gsd B o) avoiding
stress—i‘fﬂ:ﬁhcir]@u§ct9§’d1ﬁésn hH))b 'a{fbl‘d VnetloMefdRt ThroiiRtidREBhHaNcibbEactivities, c)
L “TREATMENT OG ES OF THE PRESENT | NVENTI ON

avmdma eh%gmmdu ml‘pgmerd@fs deviebretn hepaélmt dérﬂﬂztlwiaf wokpatingis woman’s
progeé&grggé Il vegsd hg Pé} %&pvaei}!; ?rlloa@[a? rf%éhOd © oagés’ gg}r%egtefonne levels
througdhtBe hdmhistRfibn 6B4 hadakte@lceﬁlhﬂﬁmrl bed bel ow. As used

in this description, the termdrug is used to refer to

prescription or non-prescrigtion pharnaceutica

conposi tions and/or nedi cations that include an active

i ngredi ent and, optionally, non-active, buffering, or

stabilizing ingredients,
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i ncl udi ng pharmaceutically acceptable carriers or
exci pients suitable for the formof adm nistration of

W@ 200d/1pi580 maceut i cal conpositions. It shoul d bRCT/US2006/013152
appreci ated that the adm nistration of the drug may be
achi eved t hrough any appropriate route of
adMADMINITRATIONr @Kanpl eCOMROUND i ERAM, TABal CYASS  OF

o PRk A MORERR S Tianla o RERER R E R G Shr

tbﬁc@fﬂ{ér BRLIrHBeRX oEBc%Ptlﬁs f0&n blRrEP%Ma88 completed, a patient is
adm ni stration. Table offers an exenplary |isting g

adminjstespdracesnenpuod| frero ribb@ u:&a:ks daf reompeunds dwe snatulaten i Brls receptor

T NS s e —

CONPUSDITIONAL TRE ABVIEDE OBEIOMAt h the present
i nventi on and that the Er esent | nventl on i s not

| PRES B tregtmend prefaceithag been %(Bmwmﬁ% additiopgh\jreabgss options may
be adné#@gé&%%g?:&&nﬁ@%g?@ i%nvent Ion 1's rIAI r g&?e%y t owar ds

ae. nﬂ’tOﬁiﬂTREAthTTd’HASE@EHROfT@ﬁ(ﬁ, cl ass of conpounds
fi.on I nhi bitors of

hi b d
NE TR TERE R ARL 0 RNt AT et protocl

adminfRFRD W dedcBibONELIVRRL tHergé'ng’ﬂaI ﬁeétﬁ%nﬁﬁ&l’l@&ﬁb er
i:*q_ﬁsteronetoms metabol ite al | opregnandl on
afot

¥P0@H£BBCA§ﬁﬂKEAﬁhﬂﬁﬁﬁﬁawﬂdPLElone t hat |nh|b|ts
Male, Iy GROUEL Sn08 BSNBTPAFRLET TRS pRE Shgniied Aakeving, ppsttpumatic

stress&ilsgﬂdleﬁ(ml“smrogester one is first converted to
5a- di hydr opr ogest erone via an enzyne call ed

Patient Brepaigtien-as'eur waelsi n1jad e @elwg@kdére@mentshq isdnitiatedvasy 2 sgheduled
ol.ene

s 30 AOIESCA 1 oL REECRALRIEL, LRy psmen.

ﬁnastamldbladnnmsbalmﬁdaeM1mtedcarfdl the glatismieis mﬁtrtidﬁéﬂ ti hor engake in any

n rosterOJd praduction for use n t ent
stcess-EPERE| GHVIAAF IET 267 24 BHENER b HPEA D Gfercase neurosteroid

produdiRr osteroid production are described gener al | y
herein, it should be understood to those of ordinary
Day 1 ofTk¢atmentt Rdalapatientds administerad Bumeteriily iabinfusics, ef an amount less

ste ction, t hat vent the conyer
than 135HEARY. O TBe GafirR S Rl e AR PO DGR ugp At ORISR0 with the
patienP¢ oWdeghalititive sk gEM tofi HIY BEHIHHO Mnchitiing, Ak nob Sinlitedttol Subjective
not exhaustive.ln one enbodlnent an individual is

feelings pfianxistier Bee totalidopa pedirate atle modified by itheereapansitle physician based
t I

onan B0 BRLIGHERS KARIEL! Qoo BSO8R s,

Day 2 ef €rqatment: MaAé pdimant ecidediniseerddiirhadenil, vis irffusios,tae airate of at least
crlaa anal ogs or derivatives thereof. Preferably, the

2.5 mgday; educt ase inhibitor is capabl e of acting as a Type

Day 3'0151 TYRheher Mde Eﬁﬁ@n’c it el DARE 4O éiete%m@ if %nﬁ]ira‘ﬁa?od'f treatment is

hereof, and In I'ts the Sa-reductase enzyme om
necessanynvléﬂlt |cng1rptesgesapertdhdmgs of anxﬁjetyyu:tmnmgge &t ég agein admlinistered

thys .fr .cre ro net abolite
ﬂumazfnﬁ’o‘ﬁ? B\l ﬁéa g?ﬁ%ﬁg 3?3 %nt |y accepted dosing
Post-Tea@hemn SPcfsﬁlEmﬁthBﬁ‘ ?f rtl%ﬁﬁh?én@?)ﬁaden Bht'fén& & ?resaﬂ%dpcf S eatment
i nvention contenpl at es opera he maxi num

regimen; tgifplowsf whigh inohadey, by @%mténméhdsfpn@le raégmmmlommfmhdenaceutlcal
L T A L

instructeslc eptatterd tle tougratiskntreatien BenteNiierdbdRill , mafiths with decreasing
individual is adm nistered a therapeutically effective

anount 62
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of a 3-al pha-hyrodxy steroid oxidoreductase inhibitor
whi ch bl ocks the conversion of progesterone netabolite
w® 200di1i0p80 opr ogest erone i nto al | opr egnanol one. PCIES2006/013152
exenpl ary 3- al pha-hyrodxysteroid oxi doreductase is
i ndonet haci n_or anal.ogs. or der,j [ &V L MeensTHELE i
frequency di.e, onea arwdel foe é%f thrggirﬂ%ndrﬁé/g%nﬁ%%s% or c' )
e SLoRIR: DN Gibonshetaldisiny iahd dabasmonthsh Bl fbgings ofpexict
second thrgg T'nvention contenpl ates operat i g]%evm DI nof BEmazenil
return, heMBXédiednlbd o trepeat at deasevmpydaye GBPTEY UGS H P &gl nens
in order to effectively decrease the production of
treatment.a| | opr egnanol one and make the individual nost
[ BSSRSTIETICAT TREATVIENTEEXAMPIdE 2al  (1995) have
g-dem)nsrl:rat ed that tre_at,rregt }g/ith a 565%&%@%&5&%“%58@%%3“
Male, 47 iyehisbiltpunder ¥Vt BV cHETBoAYE &L fiaghoss? S5 et eFone to1 4
al | opr ol onerand el i hAat eadérBsingnxdoghitiviedehavioral  an
stress d‘é@’tdﬁgi W)'pr oglgstlgr oé_ng. ?%addirt%i on, it Eas been
pharmacozli%lg ti6 thehthirht, cheemtnuédicption as piroxins v Bher t i es of

pregnanol one can be even IfAHsnt is instructed to
Patient Preghatiation tSteqt ibﬁl%wesg%aﬂ?%r%%@ﬁ%‘} %lxa g@l}{ or educt ase
bl ocker LR mEithachdeks. . 50C REDUCTASE
decrease Pﬁﬁfiéfnfzd%gg # hle "-argduct ase inhibitors ?re 80P YRRl ations
Four weblisUgiomid Relpedbledatehtmgatipatientt SvinuGteth 0 SPEECET VETY ’
_ decrease the anmount of the 5a-reductase enzyne and
including Hpeezplamy BHPAFRGHBSt er oi d production. 1. FI NASTER|

PE
Patient ﬂ?és&?écgo%{ sﬁg J:S Fauswatlaepiier %- sthaduled dieatmsimla Hol™ HiRd ©
I'S7"a Sal pha-reduct ase i nhhi bi tord Fi q%?eteefiéﬁephér to scheduled
scheduled- Aizaseentle oztministrapen pf 5 mg per day. . )

7-car boxani.de .i V-.(| .1~ di net byl et i) the-paxent, {sSinstructed to 1o
treatmeng, t ?ﬁl})na?teﬁ*ﬁ% ag%ﬁugtlregan %ﬁgﬁml a of finasteride i§ G2 H3 o
engage N dyAidsd-lraubik aetivises weingst dny SPHABES thapufli D] &

a cgrrpet itive and specific 5a-reductase inhibitor.
neurosteFdid@saductioe has no affinity for the androgen receptor

d_has n | Samialdrangnagenilcyiassiusiogeat ag, amount less
Day 1 ogﬂ{qag'g?t}tbig%%g gﬁt?%‘? liprdcla%lest artt ional effects. . d with the
than 15 R @885 Thepatint searbrotei i Wlgod BRFSEKE 8t DEHIELCARMN
receptor-potentiating.neu tk Ik Ghot limited to, subjective
patient’ s WS FUBH NG [28T7ESTBI 3 Seéga?@ég%ﬁcg%% szmgs %101' ' g,yv\s'gcgg%based
b - hy tREOLAd axé drrmodifitd by the-respeisene @
feehngsa%ag&lceghﬁpg{lél)ﬁ%e 5a- r educt ase i nhi bi tor

aned t
on an evhegion of e ptieutcheaiTatss biap Bfﬁswﬁaaﬁ&sl%\?ﬂsg‘}?"r%nﬁéﬂ& .
O e o prilerd e innaeihenfusion) & a rate of at leas
Day 2 o(% él‘pqga\‘ylgplétd mgl]e I;?a&%}q 1s]e %oglgqg%?érgﬂeﬂﬁmaiénﬂ il nj & a

one oral tablet with a total
zsmg/ﬁ%i,'y dose of less than 10 ny, preferably less than 5

I't shoul d be appreci at t h t 8R! of treatment is

Day 3 of BraaumeniiyMelsgertianbrs, VAt o fagmifs G i 8 '8arér; o

al so. be del i yer ed i nea6h CaPatics optravings) Iy iscghioradgyinistere
necessaf Efsl?eo?‘ﬂn%ﬁ}l%sa@? g?érgg&sh%ul d no?ﬁbe used by wonmen of

Aumaz&hii, ViPiRaIsidig atgate 6f atdssed.b aeg/daysi de ef fects incl ude
reast enl arge

nt apd tender s ' ibe8 \Wepdst-figatment

o s ool L SRALRSGET L S8
. dec k aCabt dindteddd ahe hdmijnistration s 3a

reglmeﬂg%goggqi\g%}?{%pg{é@rﬁlgge’,@énd t est ieé:;ﬂ ar pai . 2: o0 Male patient is
compoRtiEAS BaabEnDhtmpy % Hige Pragram st HLEXE e KBS of ]

conpound t i e [ L ohi it edvepfl Mehths twith decreasing
instruckgpts A 1 putbefiefio pREmEl® chitp) 807 evefl o
froquefly, [RIUGHARSE wBld fhintioafist Hutbamontiiy wBce BYATEJEr WERKS; ATing

Cally designated as (5a,17h) 2 . ¢ anxie
secondvihsdet mphths,omd roweh g Fl}q;ﬁkéa\ygl}g the &%d Jc}ll'rée mgnths]. If feelings of anxiety
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4- azaandrost-| -ene-17-car boxam de. The enpiri cal

formula of dutasteride is C 7H30F6N O, representing a
wordoeaulssr wei ght of 528.5. As a conpetitive TREEUS20861013152

Type Il 5a-reductase inhibitor, dutasteride inhibits

he conversion_ of pr.o t t r AN 0L, | wiasow
rotumn, i s, SPARARIGR' 7 bbb RER SRR, Ayl 10T SARONR
treatmenitecept or. I n one enbodi ment, dutasteride is delivered
using at |east one capsule with a total daily dose of
| ess than 10 ng, preferably less than 0.5 ng. It
XIL E&%&Uﬁﬁ‘%@ 8. BREFRC G POR TRE THIOA TRENR DFTEATING DISORDERS
regul at or

y authorities, dutasteride can al so be
Hatirigvdis@dersnalsabbesiderest pspichologicaldiserdersy typielly iipgude elements

Dut asterjde shoul d_n be _use . 1
of malaggpiiyah SHnE R * SUSETe Pt ragh Rl danal or wilbdrawal-like
symptofn@Y8 fheydhitdri Rtk idiet S0aldnd Pehoreki neress, bulasih nervosa and other

eartbeat, hives or welts, itchin skjfn, uf f ness_or . )
eating diseaildrs,rryclohs binge-egting, mayde metBesiafor AL @Vé@ creafing stress in one’s

| jps., or .ton 0, . it h,
st i Sy B BORHBlon 0 ey gEsia it .
Ta¥efimagophysiologital@harattaristivs oif anemexigueivosy prsdipdundarystarvation

weakness, wheezi ng,. abnornal ej.acul ation. ..decr . .
and exqroisRFLEass. Irha%désk%i%_ IPWPE?@ESW@{“%&%E&%@W%%§<°u§ag‘§ ikt in a high
level OE gﬁgﬁEM@i@i I AESkLiS: AdHRRh eléP had Ratighiivey ithPachametherimmune

ep an erection, loss in sexual abili tg}g,é desire, :
system Gl Be cartrapaefvonsrayrten (ENS3wedl lis algo shoughe type digked gy serotonin
breast. sorenpess. 3. O her 5a- REDUCTASE | NHI Bl TORS The
and dopgmyige APNGTAEHES on al so enconpasses the use of ot her .

ThalBa Jrefidedx@s mal MavdhtRhstic tdispom@ht)gvid) a certain gene linked to

4-aza-4-nethyl -5 al pha- pregnane- 3, 20- di gn &AI\/P.D) . _
abnormafitieh withhilisi beprefirangmitiaryChemied SCEHGHB- 5_%(}% epetic’ ¢haracteristics

. reduct.i on, b) ¢ [ t . hus instilli
i s Db S B ADE AR Ly bR oy s g
heighteR8d NwRS dfoarhxiety pinddstedss.onBiflogicedlyo gedres, a gpersaal & 10 a state of
hornones, one of which is the inhi.bition of nsumption
starvativa, theretelsef serrienip degresie, PRACIRCTEIE LB HPIP Aa% gsump
of foocI{ E%‘iag?ete of){heotl[s%?(ﬁi&glli SHLS 88 dPEomaidbd BReréif ¢ optOpRan is used by the

ron, ng organi ¢ sources such as saw _ . i
body tpaymbedize scBatoningl iteisttbuy Heothesized dips ke anoyeddicistcgpdifioned into

_..soyrce of .a Qa-reductase ipghibi.tor . .
woia S e 95 OEEY 8B SR s T Sl ey, cavsing an
increa%g% gfbgfe%ro?lb?( BoR¢dting amd pufdaigdintedy ingluesistans agmarmmlize anxiety.

use it is 1) substantially free of side effects

dhlirgl verwpseefi acpsyebological comifien innmhish; dies sgpject engages in
t eJ.oi . . i i f .
recurrq'gﬁ g)}rn(%g gg{u?#] 01E>r geg OC %gaﬁﬁil;%ﬁglgc{/o?@%egl&eo?ﬂfﬁg% %gtpg FHIISWARE in order

duct ase
to comPeakefos fcheGﬂ_tdkﬁ gﬁ mbdlf‘zﬂiﬂtﬂre\(eﬁQQJBi)gfhs pajoe yomitive; inetpprolpgiate use of
anxi ogeni ¢ w thdrawal property of, progesterone.cou N
laxativies, epemed iwgtigsor eihey m@yaﬁa% %F%Sls’r‘)gte?‘gﬁ‘flsb‘?g’ éng fasting. Purging is
ek i . . WOl PR GefdnOC HBE compuldid@ to purge results
aqulcgeﬁbng%ﬂcgﬁgﬁ%ﬂﬁ%%ﬁ%gg%ggﬁ]ﬁﬁs%uc%zd? I ndomnet hagi nis g © ]
in indoeddl StressOargiahommntlized rdnkityrand rhus)r u gr¢aigAfepling reft control in the
. .. .reduces fever, pain and inflammation. It is simlar to
lndl"lfi"élbprpf en and naproxen. |ndonethacin is effective in
r RYEdNYs Eﬂ?a‘%aﬁ&%aca% ibAAm whEPES 8O4IRITIEIS $ncapibls bOtdrdrolling the
be "appreci ated that any conposition that can be used
urge t6 bingajuvieh durieg feshingoitilf when be ob pheceamspaes & bagqrmayat of food

t ] ti hi odi .
that o o papld PRl hanrtins BEpE AL TR o AUPRURRIcR ofurs ot east

used in the treatnment net ho&o' ogi es of
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the present invention. Specifically, an appropriate
cellular nodel is used to nodel the inhibition of
woewsostser oi d production. The efficacy of the PCT/US2006/013152
conposition is nmeasured by neasuring the rel ative
twi | evel s gj rogest erone and al | opregnanol one in a node
Wice pen week Erithrse aupnths. sBulimiacia offentlérs abowpiosils andnmaredabout dealing
wit aay ' f e C si.tign. In cases
h AR Pl chBoRU e b Bl 515 SEBRR Lt
alhogokgnagodiegositeaid asetniht @uidUAbN bfdt h&pt@N frohl'%he National

o R ke e e
and mdidge RGPt { her(EE AN GARA Ra &%eatil}ged&scgdﬁf .gIheicester

SUBUNI TSMol ecul ar b ol ogy studi es have revea
(UK): Bsitish Bsysholagicat Sovielly; 2fide 26 pr{@D8 yefofentdst). GABAA

o IREATMEN IR o SSERMRAEREGSEY (e

uAslelesdtribad i abgve fpriod Go RISt e Ah@Hhe & |
) roles_ of differ epnt GABA r ececpt or sgbfééggg{tgﬁg%#ghgdpmsm
mventijog, ¢aph, patieat sheuldaynslgraoca argeleatmentt analysish sBire hawatohdidanalysis

m u QN Lyi Ly is..ohtainable for a.nynmber of
o Vel el B AR 1R hcamen
methodolpgsc eyt he spregentiiineention Un e radiad] M Pfe-irBAMIRE HRSUs Bnay be
admi ks)% %\pl ch _subunit ,con¥05| tion is regulated. The
DISTEREL % PRIPAER APt {9rofrirpiftanced iftte \ihe Hpsimernt onethodology of the
presenfivb@iant i ¢, or anticonvul sant drugs can affect

expression of GABAA receptor subunit genes as well as
t he di ugDIARNQSISi QY EATINGURISORIDERS t hese receptors,

S tl t hat _the nmechani s res i ble for such
C%%g%gnsenpn %6 Peonle S\%lﬁh S H@o{%&s W gp s§mpsghensive and include
physicaip gsycablogivalf an@ABAA] meERPARN § cB%pg%E@géfifvf‘ Qééésﬁge;ﬁﬁ)g)?qgﬁ to self.

Th S c? as neurosteroids. The |eve I cacy

© leﬁi'o Fig toathe matient's mentd nd phykiesd hdalthughonld bemdhsead @s aeatment
roereS8PER i 1.0 hus.. b asuring the level .

p gr.e.o £ giﬁgga/ rg?}gggﬁ%i (glr g¥an§p1%a¥ql{c')§¥1ng welght gain or at times of
transitiegy betiveth servRgoin cbesaif aBofegaRiWsasi te, it is possible

\t,%oﬁééj%t erm Ee what |, t hsgﬁdi sease state is and determ ne

© SHMPS AT SRS TrEMgaslude yeurgwamen gvithnlomheodpABAs index
BMI) lc8&9Ried! with! [ LS lnformation

( )cger ai n Vgorrpb%g i%ﬁ%ﬁ’?@%ﬁtﬁg&%fltﬁ@ i?’#@ LR LY H OGS 1 gho are not
overweight, cwamges wittey meastsil i rlisBABAves Ul Nidinfenotio@gldipatiéfls  with

. S| he GABA binding site in the GABA A receptor is
gastroifieely %%Y%Ptoffﬁep?tiﬁngﬂr P PhySie et e af abaloh on reasstadhemiting,
and childd&ARithpbag@divet.s can bind to and stabilize a distinct

Lhactive r.eceﬁ)téor conformation. The present invention
Vehen, sereening ctos deativgadiderdarsc loas softwo osippltn dfiestivals should be

; : Lon of. certain (GABA A receptor .
considefREkte Bk eI b lpf o BB EinY s kgia6 Mo cating
problens®¥rand $Dasyoarwagosicsssivaly st BAfeipReept or, and nore

ipeci fi{iﬁ' [&% at either the a4 subunit or a6 subunit,
QHRS Reonls wiithdyps I dinbetes wad popiireatmient ddhgre@aishould be screened

and ass&déd R the pRbidnbe ﬁg@e%@ggﬁg&&@l ly, the conpound of

choice is one t S a partial agonist of GABAA

b) RRHRARING thPARENTD ;Htmh iTRéE:tAmf’lMEhE“ Mmmlpm PRUTBOOL, OF
in t he subunit relative to
th?}g@mﬁ}ﬁwﬁl bunit; and c) does not cause

the up- reicdal PR-Phatig:@4 subunit and/ or does not

cause the amount of the a4 subunit to increase

relative to the anount of the a subunit once the
compound is no longer present in the patient's system
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The changes in expression of the GABAA receptor a4

subunit relative to the GABAA receptor & 1 subunit
weanwehessitri buted to many factors. These i ncl dBEUSIHNG/013152

are not limted to 1) conpositions, both endogenous

and exogenous, that transformthe GABAA receptor a4

s Hipupatient is| diagnosed: and: queremApheing dcetstiovitlna sotventionah ir@atment for

Sitio resultin fhe.decr.eas
the adfhif HHHIE o) IR S LAN 0 BEBIGET dh ‘4 Balnpt PERHORRED which
includes) Gue fsieot AimiM[R6 SFSdnil B ﬁaﬁ@t@?@%ﬂyﬁﬂﬁﬁh@éotl@erapy prescribed by
subunit; and 3) conpositions that do not nodif

the cogysndionslfresifpentinrotoeele| An e’éﬁmplﬁlé{tMQWC@]rlé\ﬂémrlb@ﬁ elow, and thus, it
h hus, the
should B KA1 ot 0 R lenfORRAA BRERN 20 R S BPURh prodfo et case

in the expr éss’h“ypmcabﬁnbfmm@@ﬁﬁodhﬁe&tﬁmwr (X1 subunit

relati.ve to ression uni Thi s .
| PhEBE Vel LT sBBRo e Her 0 Phgimiaiomitabjrepient of anorexia
nervosaf Keﬁhg@b?ﬂ Y nfi)CoelfisedQh Qh@frea{tﬂl%nﬂ‘ o dRU B co?:;htions but caution
regulating the expression of O 1 subunits;
ShOUICH XSEpigedt mn@eﬂ‘ngseegp’leest‘hﬁ oprhysicab fulnetability sqf mpny people with
g, a4 subunits; or d) preventing the upregulation
anoreﬂ?ﬁ%ﬁjve a4 subunit. The focus is thus on using a

chfedieatich Slioald hdtebeOlksas as ee MPOpHE Sy RAmERAY} MPR8xia nervosa.
.the@e ression of certain GABAA receptor subunits, and
Cautl%? “i‘g@& ?’ﬁeﬁcéf’reldym thsvese phanedigagion \fer isamerkid %mdttms such as
d at.e
R T e LT B
o%ea whati¢atientis usdsrbtqotrestqmoplen\w&htanomxtaehaw& e §ibe effects of

drug g3t (B ReBG, Citing, 5 R bEhOHAGY aPisEIbrnsidersd brcanse of
the coRPRIMESS &E‘dl@f/as@tﬁ%ﬁﬁ&y@f ﬁ1§n P ;b With aﬂéf%xﬁ?ﬁenjo%én ted

to, flumazenil, in a methodol ogy or treatnment

Sdealthagnce peciesstonalsrshowld herdyeate wéthe risthef dmgpdiwtd)rastmyg the QTc

intervag1 g :Hlﬁ\r/'a N eeZectéglc%rfihoggra‘@ z Rgﬁgé d(lggz € xlanm% e, ant1psychot1cs tricyclic

antidefresbahitg dfmacilide tahilbiofic e@d Adnfd Sadistimined: M [phtiddis with anorexia
benzodi azepi ne- 3- carboxylate |nclud|ng var i ous

nervosg ghgisk ptieargie Cempllﬁ?él%lﬁrmmsaﬂbthmw%dméﬁmth@n@ﬁfects that may
l_chl.oride

compri%&)@/ cﬁa?dd%gmgén Il(lilgg sﬁ&ﬁl fbel %r;btlc?é’dr knyﬁgg prefs&rlp]técgl §8 med%hfon that

may caypronadekandiag ﬁmbﬂ(@negw eabemibl) ESG mlodiRbryiteshouldeieniiisrtaken.

b Is and. salts thereof. |In another

éﬁ@ {1 ?@%F&ﬂ d%r?awaear?pm%@ shpvidehaemian alsrt placed in their
prescribRigO0H b@n&?ﬂ1ﬂ§the‘-’r§s‘ked'f§1de%?ﬁélztschl orides, acid

anhydri des, amdes, nitriles, alkyls, al kanes

clpewémmwhlan@mw neavaso i &Ver@edmdd}ewmgh’egam ©$0.5-1 kg in

d salts ther Fl umazen acts
inp at1eB1e Qé?ﬁgss Fmg&ml lho?&&@&}\s eitings ﬁﬁ?'éldtl??ea% ﬁﬂ@g‘ﬁ# g@qtg}qnt This
requlre@fabbti’cei 500 15 Ut000i dxtrakglodies b hekeases the anount of the
(X1 subunit relative to the anount of the a4 subunit,
aHEulss Physieal moniloing rrnd ip sera lcases disaofent thmgubmln/mulu-

t u of t.he 4 subuni t

minerof QnPEm 833 08T 05, 5 Sl os Pootle P b Bttt during
bothlnpmtmmampoutpmhensmcghkmsgﬁmq@lr esent in the patient's
z%st i ti.rone I n another enbodi nent, the

Rt o ORI e b forRsomIe et mwuein nervosa, unless

there i\PSifibdrit B Qstﬁ)tmt@étmal E?'s?ttﬂcgbﬁ' on by miltirone of
up-regul atl on of AA receptor a4 subunltnRNA by
et hanol wi thdrawal in hippocanpal neurons", European

Jour nal of Pharnacol ogy, 494 (2004) 83-90.
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iii . Flavonoids In another enbodi nent, the conpound

may conprise certain flavonoids that act as a parti al
w@oweilstssof GABAA, inhibit the upregul ati on of PETTESHA6/013152

subunit and/or increase the amount of the & 1 subunit

P&«%@tgti ﬁg}egp‘%nglg ﬁatg?rr gllr'l]rreg{t o% NemattSHRNOLE nicARHa 4RSS AR wuvav

he a4 subunit and/or does
intensivé%nﬁ_@l%@e {ohmsaendequacd prbimialamusmmlmdtfetabdfp
relative to the anmount  of the le su?unlt once the
conpound i% hepicerERmR HEwRts 7218 pati ent' s system
AL o 0%, ARRGS 3:8d1dpna s Yn eoRBASS bised sélhtlpgaogram,
U oNn as "déscr i be above, can be used in the
adults with ®uintia hervesatrhaynbe offerod e triatoban prtidepressinb dteds ar e
referably screene 0, determ h RN of
ieatsi shopldebs P’&%’t“i‘ﬁ%n{hahﬁ?tﬁ%%ﬁsg%t \gé]&%sf @atrnhfeelag%lee?_ e mlr@iler:cy "
' | | Afind HiR A RABAsekcts £ pekhowemt Anabeneficial effects wi
binge edé%ﬁ?&g@ggl?%’ determ ne whether it functions as a
be rapidbpappasdnt.agoni st of GABA A, inhibits the upregul ation
f the a4 subunj S@ichiDe flipkRd) aleithédrugs
gqleo(twg SEIPQR a?ﬂpﬁdkgﬁggbﬁﬁgiggﬁn%ggﬁ% s % o r]gerj B
of first PABSERY: thetréddaeMmadiilittis neyssacim teMits ofeaceemalitityo telerabilify, and
skill in the art can deyi se.such experi ts S
reducticxefnyymigme nBerdpeeRkt WER YL ‘&W%@?pg\ﬁi eﬁﬂeﬁ{iv? gos%POoquué) Sine 1s
' L0 Mest al | Lno elsiRlne daliffi bRbi @figfYothibt itharomgtiddpressants, are
higher Hﬁl-nrwgo uﬁé‘{r{e%gono%% V' ?ecept or 3 subunit mRNA by
recomnfhiédfr tivd tidutinamadf bulimid ppewesanpal neurons", Eur opean

TREATNENT AETICH deseirbeniis ipdeipeDiditer - S0
U 501 VB 6l GO BSE DV ® sing! arevidanat destd self-help
at enploys nethods of, and_conposi gé% é]gf F‘ﬁt epressant drug
programmepmns_raigraalo?ah@ld?tbefgb‘gzgziﬁfeﬁiﬁﬁtattﬁ‘ﬁ 5 § t _llg_dhp 1¥&
. expressi on of certain receptor subunits. The
to Patleﬁpe‘g’gmﬁmgﬁ%‘mgi W'Aerefore treats synptons associ ated

WatibntP WIS h@obaRl digdrédrasiald be andrméd that 8GRI gangguce binge
certain steroids, and in particular endogepous
eating, nlatr thet lonaitersn effectsharec BRIOD- d&n’%{{e@&ﬁs&?ﬁghé’ﬁ% {{egtment may be
.treatment . ol - FB4tfhtsand/ or phar macol ogi cal
sufficignf grg?'t eﬁt fog@bq{r?lleﬂ)é?p%gg%\l)gg{ 'y, the present invention

rel at £s Phcimgtafadieniib A Sttd ofeWithdrawahnd t r eat ment
protocols for u

[ sj ng, phar eutd ¢ it f . h
5 abosunit ACE TR bR, ity i oo
8 e 8Ssin8ls RurbfierofadBAY of ke theatbvawegutation of endogenous
upreguyeﬁ 'gt I've t%éflt Ese _G.u&BAA receptor éX1 subgnht 'acIEQ\?ed by a) avoiding
neurostereids. mastprefioesip deseribed,dhis treatm 1t stepraay pe .
stress-i;gggigéz %ééglﬂ?;ls, g&@@/&g“ %%lggsﬁigé@@ p:iﬁcﬁ%ﬁgﬁ L%nrlﬁrrgcﬁn%ﬂr)ﬁﬁivitles, c)
avoidiﬁ%?ﬁfg‘ﬂ't&%&i%s%&ie%@ Tevelsnial 4 ipptientpdpsetivelp anodiating a woman’s
odol ogy of the present .inventiqgn er%l oyS one e%‘{rone levels
progestayore dovefsownd® 2csivelys Brodplaiiag G L EMAHR POKRE

througb?ﬁefs %f‘nlgf e#gﬁgf ofa HLR6888iFihRibRor.t Nat are caused by the

ONsci ous drive to alleviate anxi et¥ arisin

f &, OMIDPENIVER ATION i OF oh eGAMPONIND nEBOB4t e BEdsCLANS OF
one enbodi nent , Nt i 00— i
one SIS A OB YA et gematasoy
t Bn@éj?ﬁee gf}ﬁ‘&hﬁ@&p $ HA§ Weas aghatd 10 Windhebmapleted, a patient 1s
Specifically, anxiety-related disorders such as

admingstéred al campbumdxirenythdi cdess e conpawngds dhal gperilates; SR Ap geceptor
and soci al_ phobi.

eXpres§ing S§ ageg.ﬁ rség Qgs%g”l]%gci %ﬂ\)c/?%e_ f gﬁr%tgeggr:él?tﬁgitﬁﬁﬁﬂﬁéthodolo gy.

er;
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di sorders, including anorexia nervosa, bulima
nervosa, and binge eating disorder, have, as part of

w0 b@oni1issuse, a bi ol ogically detrinental physi pCDUS86/013152
and psychological response to addressing anxiety

br ought on .g endogenous neurosteroid w t hdrawal .
Efls APPIEONAR( MIMEI‘EU@BTIQNScatl ons reqw res

h
TN A
be it amedorbod mvec m@w%eaw?eﬁﬁue%g%%ggy ds,
{ t
o S R ERI SR S Bk BT eliomi ¢ The troat Pre‘n)[
”@h@@%@ AY tnRint tﬂﬂ@to@&leﬁ%nt)eénnyt&ﬂﬁﬁﬁﬁeahH dsp ﬁ'%tﬂ} ?oscocol is

1) determning if a personis in a recep tF
administesed, s descaib dvovcamﬁler@narab‘&eaztmamtmethedmlngya recept | ve

TPl RN, RBRBAEE o, on

pr otmNo}EEAauNGrmslqﬁ@Enre drug assessnent incl uding
optional detoxification, treatnent, and aftercare. The

Femal?e?@n %B§M~&‘é asiteniag has deen disgnorsd eishavimef & sating disorder, and
more sggé’l?i'c@f%h i J{n%ltb%h' Cgﬁs&pe the patient is w tggr ?é,\g‘d

O enous an EXOSEHOUS subst ances.

Patient iﬁ’rdﬁarﬁlodeslnr omﬁ emboditdeat, tsix WeRR$ pEibE té @élﬁdﬁleﬂotr@atlﬂ@ﬁte female
nmal, e hqllj rl bei ng of any race, national orig
oiely

pat1entabsea§ H*g)%?rs CHINUIERALVED %@né‘iﬁp]é I¥ASK o Lﬁﬁhe@I@baVQ@tment the
d ;

a mlnig,lfrggdgg gp?taia%cgﬁrac rripvtg% %} tgl?ﬁm%@ﬁggg)reeat{}% + g)%c%&%'lﬁe% treatment,

the pa@@nhpp rlmttlruateédtot mat enpagenix lanyisstmss;lnﬂumngsmﬁqtia‘s bihéngest any

en ion _can be i mented in a conputer
SubStaRce %é ]ﬁl@eﬁ%m&ﬁetaée ?"éﬁ%%%lﬁf@foih&?t‘roécel ve and store
In andi?tﬁéﬂ %ﬁibodﬂﬁe’ilt AreARIERE YprbRcslt dFethieh t S
that conprise t ﬁe net hords Cand pr ocggegéerg gﬁg}ﬁhe gpeggnun when
progesteiinler el areglopr o fsnle P@ﬁe@v aPredereblyathietimedaindowrbegins on the
0,42 oG PEQT S, net rk interface
day of ﬁle@%ﬁnl%ﬁﬁ%lca e a\g/t Saf()? a%éﬁwn 8& i h%g? Hg cYRpGYinflgw of minimal

progestbemeckeselalhds deeh dpcibed i d@hil WBSvd. NTRE REHLAILIE Arcdfifs %hyswlan
odi ment,  specific protocol steps are stored

on
should; fa iy DBy ha U GO0 SYETHE. i Bivpetdeanosto fests and

tientl Hiéth [ L8l
o P S Rl o SRR I s on RS g pationt
Thus, pprqt@@lomwhaem‘lsbmnmmyparl son are conmmuni cated to
t wor. k  and, ot her Zln'putl ngdew ces or

Day 1 §f d5Fm ¥ Boorilc Wi S udingtored, BupResBhA SO o an amoun

less th@ &5 nl@dH1 OTIR PARBES Bbart t4¢ LR %ﬁ)odaﬂﬁs ? Afong with
a software program operating on an \Nare plattorm

the patippE's exagyrliiative meﬁsm@m ofnhas hexdid| ngludofg, bhvenqgidiasiadtto, Subjectlve

feehng% gg ?H}%l?tgg i rre%{ah ﬁgssee eaﬁt% nlmeo Wyshqge%pg)?l?%{%p%ysman based

on an ew]mrpﬁnsredsmhe pi‘u@lﬂ’s Q&ﬁﬂm’c@b}’o rBRAR) B8 subfctide &oksed
reference will be made to speci fic conponents

Day 2 Bﬁfﬁﬁ@n?qﬁd|F\?rfkﬂ%ﬁ‘apat5ma§ea§1rr§mstemi flvmazeniinvianpfusmap kogyate of at
1east2|5tm HI | d be noted, however, that the individual
ents conprising each phase of the nethodol ogy -

Day 3 pf @raaamme ematopdticatisnanluatedd deesihide i€atiRdday off@atment is
perfornmed variably, and

Iﬁ gngeél?l e and may gfe
necessaﬂﬁoul POIBPSS R JeBOTt dlepdnaspal jaanictb i eravingss shaarly again
admini$tefe@ RISl vBAARICH 8f 4 Rtk §HE 1400 ¥ hf%‘) e conponent s

C

of the phases of methodol ogy I n a par [ar order is
exenplary and it should be understood to one of
ordinary skill in the art that the adm nistration of

met hodol ogy may vary depengd ng on the assessed needs
of the patient. Furthernore, while the invention wll
be described in conjunction with specific enbodi nents,
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it is not intended to limt the invention to one
enbodi nent. I n addition, nmany conbi nations of the
woreithodsBogy conmponents descri bed above are poRGT/DE®P6/013152
thus, the invention is not limted to such exanpl es as
prOV|ded a. PRE- TREATMENT/ PATI ENT ASSESSMENT PHASE
Patienprip dhert instrinted t tanieturi rib otr¢adtmentr emtereint 2P rdags. anAgémt tie treating
| nyen pati ent shoul d under
ohysiGRg SRRl iR pERGY iR 2 iRl ASeStete it Y Bido v

Day m1u§ﬁ¢réa&n@iﬁt eFEhAR MMIRhN S admPidtér8d tlunSaz8nitatd] i‘ﬁﬁlsf‘on at an
for the treatnent nethodol ogy of the present

amountrigsikaroly. meflagd dhe patient’s heat rase andblond presprre @@smomﬁyed along
r
with ﬁi@ pﬁﬂ&]ﬁm ?r eaﬁlﬂll{aﬁvg %@%ﬁﬁnggoga%e]r Ei}lg%lth 1}1%%1% bAES: timited to,
subJeqtmefnellm of Threxigty e- Theeadtabdcbsepii’t&B eaté \ipd @aldifyed Bfihld@ieésponmble
is,not limted tq hi story and physic
PhYSI%%h?%?thno% evalyationid] t@@ ﬂoe%ntaimfaﬁéﬁ@v%&ompressure and subjective
report§ssessment, a determ nation of required nedications,
and detoxification if needed to render the patient in
Day 2842t eft Ereatipeyst | Temale patemt ise adminidtered rfhmnazemﬂl via infusion, at an

X|e | at e rs and di segse
amoulfG P38 BMeldby, TPEbHiehbBeh e tpBhed plstia e Mt ored. along
with herpatifits &fn quaRtide afseSHRNaN: AITaRs 'h\éﬁlt@rlﬁclluﬂ gg bat Rét 11m1ted to,

neur ol ogi cal ,” physi ol ogi cal, and psychosoci al" appr oach

subjectige feelings edgireeess pheg el d@@cmdcm@me modifiesl bedhe respons1ble
sy BEHS ot AAERD 08¢ phASIETAE. EBap ave, py st

reports:orrespondl ng synptons of endogenous neurosteroid
with fhe objective of restaoring a bal ance

Post-fmFPtWéﬁtr V\?%ij icempletionqfi treptmet phas, waa%mdgyr%@he%ﬁ)ost-treatment

regim @Y ﬁﬁ@wawhfcﬁq}lﬂﬁ&%s Eﬁtqg Q60m [t o2 4 %ut: c[uTm fffstrhtion of “pharmaceutical
i medi ate danger of harmto onésel ers, or

compcpa:tqn@mutmtpat thempynzg dehpegranet agndraal eatbmlsesrygmtenmﬂeaiale patlent is

s e RIS SEThISE o S TS8R0 g

frequehSy [Ld1e68de0f QvecRTOL M Alst {NBE nERARS, RALE %Uérybt%voa%ﬁés&’tgmg the
and the appropriate treatnents be instituteéed

second; fapeenthprangioace a geante duringth thid fnecimenthoh slifd?ealmgs ofianxiety
returnf 9ﬁe i h?ch@?élggtt&r}gjﬁ al?tat% rlge{skloglg cf?g/egﬂc¥ él{f)e Eongn efrﬁtgfﬂ g&eﬁiumazeml

treatmemtEr gency treatnment. While the present methodol ogy can
lied to an atient is preferred that the
o FEPROBEEL TG AR TS P GNE ESANTRER 2ot BRELAMIADNERYOSA
Femal@I ?6 under SINR lIVt 1tgljiy SHa§ %Ieergﬁ%gh%@agrhagﬁi Ol gt{n%r (EIE@I%CI‘ and
hetreat nent, pat1 ent rgoe & ¢af
more Spesnﬁoaljly bph;mm eplboctexarﬁhn as cmmerﬂlydlﬂdabﬁeammland taking 60 mg/day

SSes t,..including.but not |[imted to a conplete
ﬂuoxeﬁp%g}adsrg%ﬁ%de ﬁg%F%%ﬁ‘gﬂf%me BOIBME e [for exanpl e,
PatlenﬁPté@‘éﬂaﬁblﬂe Slx@ée‘ﬂcﬁ&%s pHOE scﬁ@&ﬁl%ﬁ@z{tﬁﬂenﬁ H%ierﬁ‘ Adadv/leli-to reduce

trig @é/cerl des, al kal | ne phosphat ase,

the dogagey ﬂ'g@wasi@)to aRdngeley | fop fotr eveeks., Tw.!q:lm lwcek:u pnm tnscheduled

veaims 5 oS S R s 58 A S o

schedt&mmémtppﬁlenascddbiﬁé@fb §6p taRid geauah@dlaminb Sfclu8ing ﬂﬁl@k@ane
o ot her acute or uncorrpensate | ness exists wth

Additipp Patientdepaisiprt olneang gnebadiraents i vireks prier wowhediied treatment,
femald Gih! &2 nfst%réﬁ"&faﬁ Qéllﬁ}{ac Ny )&%\ai@ﬂ’égw%&( ]glrl iorto af}éduéed treatment,

contral ne Cat ed ¥ recept or
the adonnijstativeh bﬁlomag caedcegtives o utthihated.heThiee B9t gdidrh@dt scheduled

certain exclusion criteria should be applied to the
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screening of patients. The exclusion criteria may be
tailored to an outpatient or inpatient treatnent

w@e®earisee For exanple, it is preferred not toPCT/ES1006013152
pati ent on an inpatient basis for an anxiety-rel ated

treatmﬁB’HﬁQ;e %[“8%8 Wﬁp@g%g&%@g&éﬁéﬁ% E&%ssgg ?%Jgé:%vnws or ingest any
substahE&sARA I viAGLL P m@lbl(ih&éhse meahekieRid proadiw@ie prof essi onal

eval uation and treatnent, has current nedical or_
In anp&npt rﬁn@hqdumetpr digagmentt peatocopeof thee presente nnmmon is begun when

proge&a% fél qré ?nvg t%% ati%ﬁal%é;{ ﬁg&o ;i%g{})a{”a%ly, 1n?eh\é/irgdto¥ 1?egins on the
day oﬁdﬂ&ﬂ’strﬁ&t&frﬂ BEd Uaes foreabd®ntn days. haFhecidebletine w1ndow of minimal
benzodi azepi ne and ot her, sedati ve-hypnoti canxioly
progesjerane dgvelehasdiger slesgiperhia detsd awyet i \hﬁ)resnmmalepfa@qt@ﬂtphyswlan
t
shoul% %}){(&ﬁ{g{hé %?.El}l ét Hﬂ‘g fl%lgfh%ﬁfﬁﬁﬁcll Q egtgirnlebg%ﬁé ﬁ‘?(g} 1 di é’nbg’c?c tests and
patientl htswiry, vilednathe optimablatv propestdrond timb evisddve isyfonezn partiofifar patient.
di catj.on .under t Ii]e supervi sion of the

Thus, ee%ff"foﬁéﬁe l)l,%qdcl}eaqn 13 eXeMP Gy -agnosi s of Anxi ety- Rel at ed

Day 1Q)t5Weg@ﬂen|tt Feﬁlalér tRh{ %dadhﬁﬁ%tel'éaleﬂlﬂﬁ&ie%ﬂt vidGffusfh, at an amount
| east a portion of recognized criteria for

less tfainxlﬁemg/fdé}’atTé?G ratiantireheaa ratti ok bleed pressigh archmoniiorefealong with

the pa%nﬁgsno q%al%ﬁ%&g%ts ae{;il’rslérkgihgrﬁ ﬁ%ﬁ emglbgﬂ_gﬁ}ﬂ ﬂnél?tecg?o Subjective

feelingd 6ft exidipt TaexoteY Josdiap@rsieasd modifide byahe efdbynsible physician based
general i zed anxi etg di sorder (GAD), social anxiety
e

on anavaé%@@rof(d@mﬂem 5 Beaehigin blpgd EsHE, Mbﬁyﬁvesrﬁe@itm c

P
Doy A0 PO S P AR, 0 5 e o
least:)(mgjdaand post-traumatic stress disorder (PTSD). V\hl |l e

th DSM | V rltarla.arek own to those qf ordinary )
Day 359 Treatment:n Eemale, Patigay is gvalugigd to et Be ghe i df Bp egtment is
ne:ces§a§=‘yt her ex@MRhEntdsea 'TWH Fﬂ%élfn%ﬁ 0bfS aﬁﬁle 'or bcra‘i? 53, AfleN&S  again

PATI ENT FOR TREATMENT W TH

admlnm%mamla@ﬁ(smmmwafsmm MgTdaEATNENT) | t

d be. not d that the individu opent s
patien] I8 b PRURHE o Wik PR 128 AT oabppy the weating
phys1(ﬂ§rﬁshoﬁ1deér@ﬁl®rtﬂﬁaehé ﬁatﬁﬂﬁtjlsrlﬁﬁ nhinkg ﬁohsg“emeﬁbn\é arnh@mﬂdo“a nd
shoul d be adapted to the ﬁatlent Thus any reference
n

Day 381aefrTFratnenti nfemple paiient isdedminisierpd flumagen, yigeinfusion, at an
I t S

i v S et e s

with uhé p@tlekltmmwnajuah’[atwa akdeesmaerit of et Hehieh, sidoiuding] bﬂt holimited to,

subjecfse JES S a1e Afigty et he 16 fora . et raogr&trﬁ/h AR BY s gesponsible
physi@n B&%d gt Jipg@ih%ﬂﬁéncdi‘%Q %@tnérﬁ’ sARafR thike glo%@?é‘@ssﬁfee ancg1 subjective

possi bl e; thus, the invention is not [imt to §
reportexanpl es as provided. i . ASSESSI NG PATI ENT' S CURRENT

Day 50t ABRTCHE pERTaR DB S BIHTERY ISP g VAcgHon at an

amourt| 168 akhh tselnFmayherhe PSS h@irt tdi@ M dBIBbd Presflird are monitored, along
conventional treatnent mnethodol ogy, including, but not

with the patient’s: ews ralitéive fasseasreant iof ches dealtlo inpludiagpbukaot limited to,
ot t...the (o

Sub]eqltlgg @él > eo(f.%l ﬂ S?g{]a%gg&géﬁg%@r fqtehc?ﬂs r;?l-lfgegzg tedqgSp onsible

phys@z[rﬁbzt%&min 4 otabeion. ofIthe patieditisdiehrtirdtef Ylob@Présgure, and subjective
undergm ng conventional treatnment for the anxiety

1eportyi sorder with which he is diagnosed, the patient is
preferably weaned off of the nedication at |east two
to four weeks prior to 70
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begi nning treatment with the protocol of the present
i nvention. Preferably, before beginning treatnent, the
wW@ewant05ed the drug remai ning in the patient iBCT/US2006/013152
substantially small. Thus, it is inportant to consider
the elimnation half-lIife of the nedication that the
Post-Tredtmentt Pest-@ompatioh yofttedatment phse) patiere 1smdéscabécbm Ppost-treatment

. suc s SS en dosing,js,sto act i .
regimf Gl Bimorheansifes: Beis pactim it ke tecupbRphe i plhamaceutica
compdsRidndPéuthaticHERRAPY NS AR pidghny,| Ak @k e&@fcﬁ&%glmen Female patient is

characteristics, previ ous dosi ng regi men, and | engt h

instrugied i eaficnd sthe rmmqwntattre@lﬁrmb reeitar £ox @ﬁ\)erall tnonﬁls with decreasing

frequenggg;tr?n h%eegt | egl% ﬁ?s& ?l%rﬁ %%ont On@ﬁéfﬁ? %Ker tt\gvgg?ve l?s during the

second ﬂﬁemeﬁﬂh@t anldrote8hingdhth Sengs tle thix@ fpbamynthsf aIfrfaenings of anxiety
protocols are briefly described in the sections belo
return] ghes i Rl ded rigt iepeat b viedre one tdiay apth et FeHirpe Hpys, of fhimazenil
nemn@§9t000|3 outlined herein are exenplary and anynunber
of treatnent protocols may be used with the present
i The abhaverexpmples dedmietedy iltuseytiver &f the mang mppldatidhse af thd system of
wi.t h t.he of a of, t he armacol.ogi cal conpoun
preserf iV SLEn W o8 ORL oo H P RO OF e PFSeih YeHiion have been
descnbé&’ BLin0M sHOAK HEuAerfBbd ARk thd ?iets@rﬁ 1h9e1ﬁ10ﬁq{1¥é%' BE embodied in
fromtheée class of compounds that Increases the
many raghext spﬁelﬁsxﬁms swﬁhpttbfdeph@m@c&om@ﬁ\ spigiubuscoper ef dhe wre/entlon

i t,and inhibjtors of, neur
Therelife o g cRenuR i b Bmsh it o foapiapitd 45 HHIsHalthe and not
restriciN&r ARIC e g &RlonCeMRAUO AR IHleRed kddtk Wethils ERSAREeih Obut may be
t he conventional treatnent otocols shoul d be used

modified cwitlin e sepnsues the meperdion Al peteats, publicajigpeand abstracts

. f i e dosing

cted e B8 ‘2‘?@%‘?@8#3%5‘32’2%%%5q£%e§9?‘§}rft\9ge| ow wi th
respect to the exanple treatnment protocols, Table 1
offers sonme exenplary treatnent paraneters for nmany of
t he pharnmacol ogi cal conpounds described herein, and is
herei n incorporated by reference. Many of the
conventional protocols described herein are adapted by
the National Guideline Cearinghouse. The Nationa
Gui del i ne O earinghouse(tn) (NGO is a conprehensive
dat abase of evi dence-based clinical practice
gui delines and rel ated docunents. NG is an initiative
of the Agency for Healthcare Research and Quality
(AHRQ, U. S. Departnent of Health and Human Servi ces.
NGC was originally created by AHRQ in partnership with
the Anerical Medical Association and the American
Associ ation of Health Plans (now Anerica's Health
I nsurance Plans [AHIP]). The NGC mission is to provide
physi ci ans, nurses, and other health professionals,
health care providers, health plans, integrated
delivery systens, purchasers and others an accessible
mechani sm for obtai ni ng objective, detailed
information on clinical practice guidelines and to
further their dissem nation, inplenentation and use.
Certain clinical practice guidelines were al so adapted
fromthe Expert Consensus Quidelines are being used
t hroughout the country by clinicians, policy-makers,
adm ni strators, case managers, nental health
educators, patient advocates, and clinical and health
services researchers. As nentioned above, the use of
i ndustry-accepted treatnment protocols is optional. i i
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SUGGESTED DOSAGES FOR USE WITH TH

TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND
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% ess may be adm mmstered to epare a patijght for
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cﬁ\%l op headaches, heart pal pitjations, dizziness, and

mia—Thesephystcat——conptants;——conbimed—wth—the
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enhanci ng activities,
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b) avoi di ng neurosteroi d product i BCT/US2006/013152
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gk ood pressure aregﬁgnilorgdﬁ along with the patient's
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t not limted|toR ’@lﬂ_j:j gcﬁiwﬁe feelings of anxiety.
e [total dose a@d@"r:ﬂt% rarte, godi fied by the
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egiimen. Male patient|i$ instructed to attend the
Jut patient treafnment cepter for several nonths with
é§creasing
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Pl acing a Pati ent
patient may be placed in a state of w thdrawal
wa@edositelsgo i nhi biting the upregul ati on of endogeeUS2006/013152
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in A State of Wt hdrawal
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TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH THI

PRESENT INVENTION

not be prescribed to persons with diabetes as they nmay
interfere with counterregul atory hornone responses to

whyeniosseni a.

tonin
eSSi Ve
ict Pl
i der eq
tion,

irritd
mat i z4
i cul arn
s. SSH
dm ni S
men be
ety or
vi dual
tons i
Xi stin
Xi stin

serd
depr
pr ed
cons
addi
and
trad
part
SSRI
be 4
regi
anxi
i ndi
syng
pr eq
pr eq

reuphake_in
» syngton® o
'SD, ngtoiqé‘ r
LFjorﬁép'gréis
Rl -

l%ﬁ i ﬁy?‘ t

& wolpER, gco
By rEspoasi
Ries ag wekl
er ed agnba
&us& So

o Ba

1

S
(=2
9}

I
c

S
C

Q

1

adm

(@]

B
@uiner
snabl
N |
ne Wi

ywetha@;
du

o =
(7))

it

— —

and

at

trad
pres
car g

clin
@R N
M1 A

Bre

ma. Th
Xistirn
fully
phar g
i ci an
tain d@
St at 4
e of
gul ati

ess than

eral
=i
(¢

1
=

Y820
no

(DR B sindicat

X

ogan HE1)

edadl
ls:nfD

=

kel
oI
g&ﬂse

at mteava

38
>

depggsstall. 2 55 S 3 9

s

ngghna

t&-(l)

1

AFriety DisSrdery

<
zeds

1

8
of IELAPECTs 1002 SR Kiily.

is indicated-fap the dreatme

CIRET

d

op
56

&

24

:‘scélital
order

ge
dis

Somniended:

O T O
YSSSIVID

—+

(Sp (<

Si nce al
ond to,sel ective
anf Because
fteB Braum

N

31
(]

Q -

D

3

atnied sho
therdo

emBigdded
dose L
an

o

se sbo

n

ose is

(@]

S8 m:

o

tptoa

o

D QD D
ulsive Disordes:

1§rec
Enig/d
ts

mncremen

O

>

D

miled initialgl

=]

der; Teea
eck

p

3
QJ:'Q'
=50

i} the Fhgyrith

ok tineld GeFid Jot.ege
ooy a19

ivreE:g.C%g

cred
&

PP

" Panic Di
o0 0

, il

(@)

75
Y.

2Y

sV CompgIGvE Hoet i dose of S0
h@Enihg is r’EcommendBd 25 theist

e

&,
Th
Themimxgniin E BRI Gse gl oPeguez
day,

aBthe Bitialyd8be,

80 rEe/day. 2

g/

1ated with a dose
=5
iwreasedoel

—

afiniinjsiéreq i e

adminigteled.

gt

entonot ge
eases

D
@D

Disorder: Thede

(o
—

Some(-’pati

U

=9

EPIessTV

Major®
20 mgfday.

it} fgm dose incr
maximum o

f 50 mg/day. Obsess

recommended dose of PAXIL in the treatment of OCD is 40 mg

Recent trauma survivors nay al sBCEU$5086/013152
fromdebilitating synptons of depression.
three synptom¢lusters of PISD re
hi bi t of%

daily. Patients should be started on 20 mg/day and the dose can be
increased in 10-mg/day increments. The maximum dosage should

neur

ti

d

—+

Y

Cdaduy
st ep

ha

0g
Y

gt
ost erd
may [

nci ng
esterq
I ati ng
vely n
l's thr
bitor.
S OF (
RESSI O
red tg

vitieg,

(Ecgl

g

OWIT €cygui
ids. As pre
e achi eved
b) avoi di
activities,
| evel s i
woman' s
ulating a
o t he ad
©

Cabrd

DM NI SLE
NDS T

HCnce the pf
conpl el

QXA&lA TEFLHEXABRO
e

a pa

e

st

ONEIS A COVPOUND FROM
& HODBATES GABAA RECEPT(
5 fe@g
H|a2 a

PRz indicatd ring tam@ubo MeforDepressivg s
FBalifE NefydSaSfliE Regningnded3igs¢ish®meg/gay
&

dadege-of 2

=
d
d
ts
q
d
s

y described, this ti
avoi di ng stress-indy
rosteroid producti of
oi@bng hei ght ened
[ienmt, d) actively
 eone | evels, or e
femal e' s proges
Fon of a neurostq

nt protocol has
atient is adm ni st

< 5 bene
>
~—+

:I-I'

RGCHIORIDE
> o g
D

AR O TINE

arad a

o R

ound f
VA T ece
ri bed
DDI Tl (
ocol H
ons nH
ral tr

romthe cla
pt or expres
above in th
DNAL TREATME

ly be admi ni
eat nent net

as been adni

55 of

51 0N,

b gene
NT OPT
ni ste
5t er ed
hodol o

conpounds that nodul
such as flunazenil

ral treatment nmethog
| ONS Once the treat
red, additional tre
as descri bed abové
gy. e. POST- TREATME]

ates

as

ol ogy.
nt

t ment

> in the

NT PHASE

LASS GEEONDAR

DRE???

4
3 3.3 JBRUG CLASR 2 RIFIINGS

ROTOCK
ni
ni

D Oonce the
ed,
ed, as desc
nmet hodol ogy
Mal e, 47 ye
i agnosed as

a post -1

reat
reat m
"1 bed

f. H
ars ol
havi n

nt_protocol
ent protocol is

above in the genera
YPOTHETI CAL TREATME
d, under DSM 1V cri
g post-traumatic

has—bhee

NT
eria,

97




stress disorder (PTSD). Patient Preparation: Four

weeks prior to scheduled treatnent, he is initiated on
wa@2@ehedsd ed finasteride adm nistration of 5 nBCPES2006/013152

day. Three days prior to scheduled treatnent, the
finasteride admnistration is ternmjnated and the

nosed as havi ng|gost-traumgH & stress di sor d¢
D). He is currepkly undergg
itive-behaviora d phar rgepther apeutic
tment, current % pcation i gﬁ @r oxetine 20 m;%day.
ent Preparation|Bt8p 1: Sixuwekeks prior to

job)

. =2} Yy
pat i jemt g ns ted to not enga inang .— 2 — &
St r e$S- % e gtigitiesgo& |@%t§ y %I&Eaﬁ;és 8 g
t hat B kel B intre eSneur OStErd ,aarfo@@téo@. S 25
Day |t &f ST izedt : | Bhl e3pat ents i istegel 5 65 S8
f unvg@iﬂ '3 ¥ & ©nf lisi ong RIS an aRPENS [BEsR Bal P58 2 2@
my/ da .5 B gaf) €nt |5 hearg gate&a&pf @og‘wgsgugegg o o
are Inpgt thpE Zalongbwi th $he pad @R S oW E 5578 8 o
qual[iFat i€ Esgedsmeht of his h@ldtﬁﬁm@@i;ggé BUE =3 o
not |3 i Lpd 10,0 LubjEct ineEfeel [Hds D ﬁwgg‘t . 5IBed S & o
t ot QS dE RIS &eldre Qudifi e@%ﬁ i Eo%s%lfﬁe?f.ag
physli€i ﬂ%kfaggé?n aB 23l Bali orf & & I %&jce@t EERES
hear|tS Rate S bb §o@ pr 83URe7 "and $ubjed Fvé Cepotl8.0 o & 2
Day acﬁ%rrzeﬁ Feat gb@Qfépﬁt%en@i dighisEebel| 8 § 2 2 ]
f unﬁz%g,& & &nf Usi gng Stoa [Fat %f&? a | &adts 255 £79 »
my/ day.S Bay & &f STt ¢&t BedtS $al €S g éhtg 25 levalsligtEdE § §
to dgeﬂﬁ wed §, & ther a,%@f 18 enizment; &Engc'g saByE § &
If he' &t ishieE To | ere - e%lirﬁgéé{,_a@ige@/“ogg,gqs.gj
cravidngs 2 @gg &bail 8 .8 '.ﬁigfte%q’}f’d @/m:z@]@ : g g‘é o5 &
|nfu§b@%%8aﬂr§te BfZay ﬁ?st Ay G E B E RS ERE
Post|-Hreat felt & Fosi =cHBI Er on-PiE t‘:?@tm‘gﬂ%eghﬁ LR EQ
pat i @té 5% ScE beg 3 gegtgtra@t 5 @g Eon 2 8 8
il ||qvs hisch Snél Sitesy BUg & r@grgémw £°;E‘£ = DT
%Im’ rﬁé‘ir@%@q.go Eh r-%a&egt?ﬁ caln corpestl iLorsS 5| T~ 8 &2
ot pall 2% 2 elave | 8 i SUSPR odtBin A1 8 mxerpfSey £ 5 &
. = = o B Q

Uu%JI aI?:i c;?t\/@’t Feat %ﬁlﬁbénnt Lg‘ﬁfg?%gg al §n§§h§t€ Lf"oha O & 5 Fg
decrleasi ngf r equency EIUiji .e., once a week for the fijrst
t hrge nonths, once exery iwu w|second three nonths,

d lonce a nonth durﬁng the third three nonths]. |If

elii ngs of anxi ety%etur n, he jis_schedul ed to repeat

lleast one day, a up to threeglays, of fluni agenil

edgtnment. g. HYPOTHETI CAL TREAT EXAMPLE 2 M%e,

years ol d, under |SM IV crit Ea has been E

-

dul ed treatnment| patient ig instructed to de¢rease
xetine dosage 10 ng/day for| two weeks. Four yweeks
r to scheduled treatnent, patient is instructed to
e all nmedications, including al prazol am and
xetine. Patient|Preparation Step 2: Four weeks

r to scheduled freatnment, He is initiated onja

dul ed finasterige admnistrjation of 5 ng per|day.

DRUG GLASS 7 TISENGS

€ days prior to[fscheduted treatment, the
Isteri de adm nistration is tlerm nated and the
ent is instructpd to not erjgage in any
ss-inducing act|vities or ilngest any substangces
woul d |ikely ipcrease neurlosteroid productipn.
1 of Treatnent:| Ml e patient is admnistered
razeni |, via influsion, at arn anount |ess

= D — Q)

DRUGCLASS” JYWEGNRARY & [EXENIR ARY DR

C< Q = + 35

TABLE 1 —EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH THE

PRESENT INVENTION

98



than 15 ng/day. The patient's heart

pressure are nonitored,
W@ e@bil1@sl ve assessnment of his health,

not

I

ota

limted to,
dose and

3

B oy Bl fo %

2 =h)

2

B g oGRS Bl
QBRI il gp
@&*@a aa{l]i_(ﬁsalgl

il PRI BoRs deBr&sipn,

CCL

r;ﬂ;%%g

dgyParerigt Feca
S - - S SDTOTT S
— DD

cRildrdn.
NOre

3800

ORI G B T wlief of yMpTOmsdL

gzt
gnd%l

g QD
o

raf e, ¥

> e
pee
Fos

ey
B dai

&
jor de

uR{1m
o
t

2

t

8

8

gf’s- g gt fecRrimene
g e &
de
d dpses
il

arcmot TeconmiIe

divided

S

Dest
Sm

(&
Osg-%
D D
E:
gn—r

&
&Y

r
o
da

@)

FrjoBefo® fenisionoal: FasdkglPto

@s
0 to=5

are godi

< -

e
n (8]

Y

—~ 0O
eticperiph

Of—l-:—l-—h-

o

ay 233

BcatSd avigh Gid
EDkRder 2Cymbaidhoyld behdmihi

icated for-the tfeatment of-ma

o

Major B
tRald&s

a2t
e

IRBHH% BBl Bcg:Bpathip Baim:

rate and bl ood

hat igent
ive repd

D
&

tarifig d@se pENgrdil is Ghtablet @5 niR) Thrg

=
e
wn

T
(7]

HHr

g

3n

—~+ 35 TT0o Q@
o

Chlgridely
ive disorel o
e Gt G fr TpOr is T ng/ GG

e
e

f 395 Ing/dEy? cenerally indhgee dividedndgs

verdafndng

(

o d

x0p,
ii6r G
The®efD

i Steer et

along wth the patient's own
i ncl udi POT/UB20D6/013152
subj ective feelings of anxiety. The
fied by the_respons

kple

e
»
d.

ggéy or

2,

S
blet, 15
ong as 1s require

OW as one ta

o
d should be continued for as |

(¢

(7]
¢

enmaybe as 1

>0
= 3 = O
@D D

every other day. an

e dos

T
i

Bs3
—~+ o
D O

For the treatment of Major Depressive Episode Without

Melancholia.

The usual effective dosage is 30 mg per day, usually given in

[0)§

ir diet suddenly. Ano
ot her eati
net hods f or
e
eb

e

t hus i
decr ed

on and
nal st

ne

risticg

Yo
—1given once a

a150wngf
3

<]
=
-t

E
Q
<

rex
ng di sorders,
artificially
ncreasi ng pro
181 Ng anxi ety.
of anorexia
xercise str
vation, sub

i ve i npact
ous system
& _serotonin a

B of physi cal [}

=

& M nked t

KESYTP
a nervo

n g

such as binge-eatir
creating st
ge§£erone/al
The primary physi ol
nezvosa ar gEvol unt 2
I n addi

i

s Wl

d opam

ivity., A
(D & he | mun
) and i S

Habinfinistéped at atofal Fode SFB0GnT/ T

a,

| 4

ne

i@ R

O__A
c -
"

m a

ress in
| opr egnd

on to
o takd

Hor exi a
)
8] oyster

Ror nal

> oThe

rvosa
nd

£

iSo tmﬁpght

ptles.

TRANYLCYPROMINE

(Parnate)

The
CoR7

AR

3

onset of

otransmtt
acteristigs mght poten
th towards (¢

58

ogi cal ly,

-

g

a certain

['1ing hei

\norexi a may h
gene |inked
er chemcal s
verly high se
ght ened | evel
when a person

er ot oni n.

rotonin |
s of anxi
isin a

ave a geneti
I o abnor nal

Lially equat

SU

eveg
ety
St g

C conpor
ties wt
ch genet
e to an
I's, thus

and st
te of

ent ,

h the
iC
easi er

b

€ss.

TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH THI

PRESENT INVENTION

star
hen
Hecduse
ein

L
T

er
ra
g
Xi

t

vat |
ce i

ondi ti oneg
ety.

on, tf
ncr eag
of t hg
(trypt
onin). It

St ar

ieir evel's of
e agai n upon
> tryptophan a
ophan is used
is thus hypo
i into avoidin
ation is thus

no.
LAY |

an i Nngd
CATT T TG

SEr ot omi

t hesi zed

‘frease. i n._nrog
ease1h—prog

sterone.

I he consunpt
M no aci ds ¢
by t he body
that the ai
g food to re
t he stress-

n

ECr €ase,
i on of f
ont ai ne(
to synt

duce hi 9
i nducer,

and
ood
i
hesi ze
norectic
5 or her

Bd

th eatit

pur gi ng
Bulima
t he subj

99

rg—and

acutely induce stress to normalize anxiety.
nervosa i s a psychol ogi ca
ect engages in

condition in which



TABLE 1 -EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH THI

PRESENT INVENTION

recurrent binge eating followed by intentionally doing
one or nore of the followng in order to conpensate

w0 oooet1iisso nt ake of food and prevent wei ght gai PCT/US2006/013152
vom ting; inappropriate use of |axatives, enenas,

di ureti¢s or other nmedication, excessive exercisi ni'

and gggbi'g. Punging is a quigckesg n%thod of increa ﬁng
Stress. tfgus |prggest erone. | The conmpulstn o pu

resu i flugedzsirigss and nornmaflézeo@ Fxigy|a
t hus eatr |£e ITg‘rg ofgco trdl i@ ti@g ndidvi dug
A pe § gpgeﬁi ed @s |yl & ni e $he
f eel "cgrdir olEi n gg

dur i
| ar g
cons
at |
ofte
deep
| ack]
gui d
Cent
inte
anor
di so
Soci
PRE-
aboV

& t
E pr
y

ti

1

er.df
d=u
vided éo

agyin.Zor%D

A single 300mg dose of moclobemide inhibits 80% of monoamine

1GR dbtiy
oxidase A (MAO-A) and 30% of monoamine oxidase B (MAO-B),

, dfic
& Says, AltRofRep the gﬂﬂ;@ 8 egefgd in4 hahis
SPIESELY

13 di

gddy eiyer] Hieg HiB-
cotigicl in Bitients wif

feqifte 7 PSR B AP Bproifiep

2330 meRlgy.

ﬂgg‘%]a

ngnea
gl%u@n 1s
fo effect

e

v
\ 51

d

c

3

&y
®e.

2 @
depress

5(@‘1
Ay
ed

EoB60 g p
£.0X1
e) is ifdicate
Zn
A
1ate

rib
ith
(Be

d

mg e

&

Ve

% DIREMERON

ded Bosesis™
sith

GvBlg s
io /o
boxay

I = N B 2 [ ey
d
i 19 60rhg.
g dailytin 2 o

<

Be initi&% dose is3

ressi%mT
Social PhobR:: The recommendeddose is 6(%mg

divided doses.

i
s 7
m.

1

dig

=~ N K
W assoc.
BeFreatmehit

i
8

_,,
a’

gddy Biver 34

il

pagbl
5
&
2

m/dag, ¥p To F maximum §f 45 &
ghlo
ﬁlsacmd?tlm
Tl
8
:ts, tefsTalPdosei

ts*e%

Sexleiglel g
SSwithdr
ne hydr
E Wipmd
ot
tepntie fai
Cop >
mﬁg%d¢
| hekday
ey
doge of ispic

gl
Rarging
1§ iR a@ &f
haglRKE @s
is@sgd in

Eeptficht

et
&
eSO
le f

§
aily

> B
O Nno=w
cq)mIﬁDe_r&ﬁe%) st
MiosEis 38D

»
Ress 8600 1Mok

RI

=]

i %%E%
Tfisilo

19Hs 19
9
treagmento
LB

diide® dgsts;

When Tragyle

ey eed

Trglien

Retgents

/3 hifBlosc iy

gr.

Maladp

@)

ajconsider glemskfof

3 SERY.
1T
:

bat fot'i
e
2@"%1@
g
Ehen
sexum]
—~ |THe m
Dep

d
=
9
¢
=9
go)
oo

preEs |
prodgess may be administered tjo p
admijttance intojthe treatnent| nmeth
esent invention. i . DIAGNGSI S OF
sgssnment| of peopl.e with eat| ng, di
rehengi ve anpd @ncl ude physi @l

al needs andgﬂcon’pr ehens|i V&4 as

fSrisk to tz'g;gati

~
H

- -
(D 3
[olxe]
o

= g
—_—
=

D
S 0
~—+

Dr

O — T
— @

— —~ q

t he
DI SORDPERS
s shoul d be
ol ogi cal, |and
nt of risk to
Eent al T

o

Ktion

@QJ

} ==

TRENG Hyifo

s =23

ical hgalth
ressesggecal |
oW ng i ght iQ or at tii

een sefvi cesH ases of %ﬁ@( osa. T

ps fonSscr eedi BgAshoul d i ke Gy Avonen

CEILO

d be nonig &k ed
may ch ﬁ?

R G
arboxaz

oe
Maclobemide

D—

YRE.
BUPROPION 3 &
HYDROCATORIDE,

B

body mass imndex (BM) conpared (with age norm
ents ¢onsul fing with weight corcerns who are
wei ght, wonmgn with nenstrjual di|sturbances or
orrhog¢a, patients with gastrointestinal synpt
ents with physical signs [of stdarvation or re
ting, |and children with poor grjowth. Wen

ening|for eating disorderls one|or two sinple

7

SS= @IS

ARY o BRENEIARYDREG

OJ
@D O
=3
=
o

DTREG.

fions|shoul g be considergd for [Use Wt specifit
et groups (for exanple, "|Do yoy think you haye|an
ilng probl en?] and "Do you (worry |excessively about
wei ght ?"). | Young people with tlype 1 di abetes and
treafnment adherence shoul d be |screened and
’ssed for the presence of |an eat|i ng di sorder.

f—i-ﬂ(D
bkl e WL 02]

n O C
D= =

DREGCEASS 2 L6

100



b. PREPARI NG A PATI ENT FOR TREATMENT W TH THE PROTOCOL

OF THE PRESENT | NVENTI ON i Addi ti onal
woe@e/Trissd ment sl f a patient is di agnosed and cRECT/E8100¢/013152
treatnment for the

being treated with a conventiona

t he

atient wll

need

TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH THI

PRESENT INVENTION

anxi
in a
[im
phar
trea
bel o
is nat di
Anor|eXigh
evi d
anor
tred
exer
vul n
Medi
tred
exer
cond
f eat
\When
ner v
part
cons

&

st at
t2d t

@&

=
oThe dEchmposiero
e

c =
(© D

1855 gxfordt, o

D
(@)

bt
% sand 3

o

o

RuR FansilitBrsoftirsy =™ 9 22

g

i

y

19 merher day agiifiered asdiyided dRse

ety disarder,
f with
weani Ny,
apy prn
ot ocol
[

hus,

ed to
vosa T
e for
vosa.

conor
1

t hei
of
houl d

r anof
the U
uch as

t hey

ion iS

si de

cardi a
ecausd
many [

q
b

i onal

r ol ong
ogr am

=

1gng @allyBriveer Ay~

@rawal , whi ¢8 i nctide
th8 pabi g off Hf
5 Zhe Zdnv

cr%bedgb

= Angexe Eq%y

) shgul dg'gﬁ- ot @%
S1ch iy

e HWse Bfg
at.Bent STHekes iS
ar-#ag o o

dggg Bf

EoRdEt §
égngnH
. Begpke
hﬁgﬁg

0
h
t

|

b~

<OV O D

&
1

&< W= 0
D
(]
(6] (&
€
1
Efipaserde

I&IS MMEN!
aeBvalugt& pefiodt

al

gell
t
%

€

&

Wi

ut 1me

go

L —

i\

9
¥

&
b
ngnse

th

Eiﬁéf

M

w1

@)

5
or

0
o

1
=
eV

osc

> O

» 201
)go
S
D

Q
ot

FE

&
throp v
q’.g@
tored
ed.~C

e o)

as
ijes, Ghgleglos

md
WL

S

%
CHv
h<
dt&r

3

S,

2

(!

ak; dai
4

s

alt

I-l-lllgl,geu‘
ermated
= i >

bngfi

benefi

—h

$=b
In gener

yol

to be placed
bef is not
2 =

-

o 0

1 3bj
o=

esc

>
<
(©)]
o4 me (8

ve l(:lDeen admirgstered
olinical stl.%}g cg.lly doses

of 5 mg (10 times the therapeutic dose) were administered to 60

V< T
oc —
giaaq

iy,
370 o<
PdutaSterid
o

m—'
S <
in gle elge
R

ave

oy
oo
for 7'¢ays h:

djg&

oo =
a

? 3
entiQsegcess

gle

59

eRE e ose o R EaRegde i80S Rgtabel?

o
g”af'ety concerns. Ina

B~ o
utic

mgnif%:nt

o5y
i
) &

J

ePharmasoRIngtiCs Basngt beeh @\@sﬁgﬁe@

1 Sg@rgogagé,g

o)

an
theth
ithout

Wl

tasteii

L
I voluntgerstadies

TBeSegbitibadeg
azilly %nnge pefd

O
tianes

Np dose

Trig

wn

o

§< .
o oiloékig
>

=i

=7

=

o
(7]
o]
Q
—+

ner\

Py egcripti
EONMAr om se
ghe |prescr

rdi ac fu
9'aOLId be

EAR

cribir
cts. |

age we

=

I

¢
nq

Lnas 4
~J

tidep

st am n4
i sk of
on of dfugs wth side effectg that may
» ¢ardi a¢ functioning should q

tion
tioni

undert al
exi a nervosa $

recor
nost
ly we
Q_5

Tefulgr®: o@D F RSB B B Brg
= Singt Resultin advdisgreaconsS & & 3 <

essants,
2S). In patients wit
cardi ac conplicatiorn

u

(
I

pf medi cati on that nay

Is essential, ECG
n. All patients wth
oul d have an alert {
concerning the risk
p&tients with anorexis
ight gain of 0.5-1 kg
@ in outpatient setti

%
&
J'

— Tlegs th

" 9
>
O g
= =
D g
X
D q

t he

e avoided. If
conpr om se
eni toring
di agnosi s of
ced in their
gf side
:<her vosa, an
i npati ent
Bgs shoul d be

i m of
0 extr
toring
i -Vita

D, LIBTIRE

I npat
1

mrende

par ¢

~ & T Paegilia

eat ne

Ccadf,

nt. This requires aboy
|es a week. Regul ar ph
N sone cases treatnent
i m neral supplenment i
bopl e wi th anorexi a ng
] out patient weight re
nutrition should not K

it 3,500 to
ysi cal

with a

n oral form
ervosa during
pst orati on.

e used for

is

) e W
i ficar
N Wit
i Nt ens
nat al
ima

O 3<S SPRUG CIA

)

nt
1
5
nut
Ne

DRUGCLESS. 3 SEFONDERY £ [T REMP

Ki @ nervosa, unless tf
Di nt esti nal dysfuncti ¢
current or rem tiea
nhatal care to ensure 4§
n and fetal devel opmnel
Tr eat ment

1ere 1S
n. 52 Pr egnant

anurclL uciv u.
ndequat e

it. 2. Typical

101

subjects for 6 months with no additional adverse effects to those

seen at therapeutic does of 0.5 mg.




As an alternative or additional first step to using an

evi dence- based sel f-help program adults with bulima
woersosEsimy be offered a trial of an anti deprECHES1006/013152

drug. Patients should be inforned that anti depressant
drugs_can, reduce t he freguency of bipge eating and

2] bg N
purgifg, put thed ong-tefmeffect|Sae Grknown. AnYer,s o
benef%e_jﬁ efd ec V\nﬁll "Be_rapi di \2 &pakest . |Sel eciE E
ser oEBng 8 re@t ake i ghi bEtHrs 3 S %géclflcall_gg e
fluox@tae) @ e the 8rugs Of fersiEcha&edol the (g8 &
t r e QEDIS of Sul Eni d=ner ai@gé@%m@& 223 =
acceffl sbizhi t tg ergbi |3ty, ahdsiiedud iR of &3
SynptOfs.E FoiF pe@pl eowi tH Hul igiH Hef Vosa s t he S &
ef f 6k i & dose of~ f | Boxegide a%@i@r%ra Ean for  |S45 @
depr/essd & (€D ng, daBl y)§ &b%%gsgo@gghan Eg Z
ant i %&r essarg s, yar eﬁr:e_c@gen fr. the i eat nent @fa S
bul i & & rervesa. 23. 3yg!-§ T4 |t o2 B Bge Eat {Hdn 2
Dsogﬁ:ﬁ% ansakt er fakiges or &g iDL S Est stepgtd g
usin @gyi (ﬁegcng bageﬁ‘@é;f- He1$) fp@%r S R Y
consBJIe\;' [ _orFo aul d°bg giFen gqe ogff"@‘@ cairi al Jg S g g
an SSRE gt ﬁr&ssaﬁtﬁdx% t s it @n@g\mstg‘ binge|3 8o ®
eat i|ng Wizsor ge, ePat-Eents & t I IH r%@ ead &g Sdi sor degse o é8
shoul®l & i nEoemed t%qﬁ B3R s_g:@l%@lmc B ‘Age eat gg 29
but |h& @g%@r gf kegtg are gjrgé_‘vgnf; 'ﬁi,_*,pressagto-g,g
dr ug f PH &t geiat Smey Ehd SUE (3 o ¢l g dmant Gyr 2 58 2%
lim @g sgy%g mo@aggsl. rﬁsg% 2 %ﬂg@ BacbatientSiy 52
A St e of Wtk G A Pat i TR ey @@mglnaggmg

at|§S & S rfEaval Bybagty vely EhEb2 g Ehe g 5 5 g
re Eﬁ%%@?aﬁﬁ gngqﬁeﬁ s4 el Gt andl or 8BS =84
usiEhg Ehe goginbe D] eRl@eheu o ERER 2
g S= .0, g 8.8 . . E) Q ,_8
ur|gS iR R0 SAS BrEvE s iE et e St f £ treat AR B2 T

steg may be achieved by a) avoi arng Stress-rpaucig
acti|vities, b) avoiding neurosterfoid production
enhgancing activities, c) avoiding hei ghtened
ogesterone levels in a patient,| d) actively
@odyl ati ng a worman' s progesteroned evel s, or|e)
tijgely nodul ating a male's or f | e' s progester
veﬁ% t hrough the adm ni strationtof a neuro;teroi%%
hijd tor. c. ADM NI STRATI ON OF AStONPOUND FROM TH%E
:

LIREG

fpazes

ASS OF COMPOUNDS THAT MODULATE$=GABAA RECEPTOR
FSSI ON Once the pre-treat nentjzprot ocol has bee

s%ed to and conpl eted, a patie is adm n{stereEa
aund fromthe class of conpoygds that nogul ate%
R receptor expression, such a% f| umazenil, as

ri bed above in the general tneatnent
odol ogy. d. ADDI TI ONAL TREATMENT OPTI ONS {On
it nent protocol has been adm ni stered, addi
it ment options nay be adm ni stered, as de
e in the general treatnent nethodol ogy.

o
(0]
(7]
Q

cié}%
Bn?gsﬁ

@NDARY
G CINSS

n(g'- TREATMENT PHASE OF PROTOCOL |Once the tr patmest
% ocol has been adm nistered, @ post-treat m‘%
protocol 1s adm nistered, as des¢ribed above[in the
eral treatnment nethodol ogy. f| HYPOTHETI CAL
ATVENT EXAMPLE 1 ANOREXI A, BULIM A, OR BI NGE EATI NG

QR

DRDER

TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH TH]

PRESENT INVENTION
R

DRUG L

102




TABLE 1 -EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH TH]

PRESENT INVENTION

Femal e, 26, under DSM 1V criter
as having an eating disorder, a
w@pwsaots8€ and bul i m ¢ epi sodes.

ia, has been di agnosed
nd nore specifically,
Pati ent PrepaPEl/Us2006/013152

I n one enbodi nent,
treatment, fennle
contfraceptives. O
t he [adm ni strati of
ternmi nat ed. Three
t he jpatient is ing
St ress-i nduci ng aq
t hat| woul d |ikely
anot|her enbodi nment
i NVe]
a fe
on t
days|.
| eve
resp
pat i
di ag

mal e patient.
he day of meng
The ideal ti

onsi ble treati
ent i ndivi dual
nostic tests 4
| ow |pr ogest erone t
patilent. Thus,
exenpl ary. Day 1 (
adm ni stered flu
| ess| than 15 ng/d
bl 0Q

not limted tq
t ot al

t
e

22,

dose an(

ntion i s begun

| s has been de

t he

”féifai

d pressure ared®

g/n qualitative asé
)

si X weeks prior to schedul ed
patient is adm nistered oral

4 gg‘%lﬁ %dg‘;eat nre

e week pEior f@
1%% or al'%cont ra 5
S pri @b&tgegt
<+
s

t.

&
il

L

It

eal @egl;gig in Ayidlt Pa
si

%

trobtamenl aft

q
—
o

Y

& get R fe

A
SIY
Q
0 a maximusn

t';oo
ted

®
ce
pt

I'g
as

g.@

t
£

=

partiz
Whereg
)
ce

5
Anbined

%Zi;%‘ie -
ionch
iSand-th

&
sedat:
(@}

NS

9]

vt
ogdus
Igesinys totf 4
9] —d-rg:i o
k= 1nj

e%ia

% BB
afy

fet
es imceas
tmen
ap
V&T
eigded Thitialdgs&of- 3
HisterRdIngaFesbusly,
STl Al S e
an a
an
wn

m
BiGand thet
BfBeazsdiazapineD
&)t 2

D

&
m
_as_

where
imum total dosesof 1-g (10 mL)

e
er warti
mg+2 m%];%’
Recess

2
P6(-sgc
@t
]

o

;edat%éffeg_s o Pemzod

~—+

raneatlos

%a
£33
%3

R & Fadd
o
2

dose o0

~—t .
-second in

é,'r&g“ )ﬁi

mg

0_
3

&

R
B

@i

Vgi‘

iGngg 45 setonds 2 sepill Ao BIETHE @

eendngu
Ford
19n:

2

'S e

m-
ik
&and zeppafe
1l
Ko)

1 Intravenou.

T C DD

S:—b|_“.

Iz
pines
g).

farthe

ated St 80

az
_1m
of 4 additiopal times) to a

CRINgS
aBefticat

&

ngodiaze
Rus et

— -

c n.>S

aa
. 3]
Rt

€ regomirie

g (10

£
e

Patients: the recommended initial dose of ROMAZICON is 0.2 mg

Management of Suspected Benzodiazepine Overdose in Adult
(2 mL) administered intravenously over 30 seconds. If the desired

Ho
Bngod
&R
vipifing 4
canBEGnie
(Bpioa

a

pati[ent " s heart T
repgrts. Day 2 of
admini stered fl um
lLeast 2.5 ny/ day.
is dval uated to d¢
=5 necessary. |f g
ijety or cravin
umazenil, via if
ay. Patient is
tnent center i
i ci an shoul d ¢

x

BTG

onsi bl e physi (:@
T

A CONSCI1oUSNEISIS

—seconds, &

o
g

o

o

o
atlkse
I

o

=

ad

v

d

ke

(E —
~ —+
4o
aqrepe

50T~

Tr eat ment :
azenil, via infusion, at a rate of at
Day 3 of Treatnent: Fenal e patient
ptermine if a third day of treatnent
she continues to report feelings of
JS, she is again adm nistered

usion, at a rate of at |least 2.5
mhEn instructed to return to

28 days. Again, the treating
cRAsfre that the patient is in a

o Ssgeondt. If BdiLigdleRePr e @scicusieds § potoifabed

3 ROMAZICON's0 P

TS
D
-

ient is

Q

ent's heart r
g wth the pat
heal th, inclu
i ngs of anxi el
fied by the r
uati on of the

BRYE CIASS®

mal progesterpnesti ne wi ndow. Day 28+1 of
gtnent: FemnleaFient is administered flumazenil,
i nfusion, at an anmount |ess than 15 ng/day. The

at e and bl ood pressure are nonitored,
ient's own qualitative assessnent of
di ng, but not limted to, subjective
y. The total dose and rate are
psponsi bl e physi ci an based on an
patient's heart rate, bl ood

sure, and subj
It nent : >Rgnmal e
i nEBusi atZ

Q) (N

—_

ective reports. Day Z28+Z of

patient is adm nistered flumazeni l
an anmount | ess than 15 ng/day. The
at e and bl ood pressure are nonitored,
ient's own qualitative assessnent of
di ng, but not limted to, subjective

IDRE@CY.ASS S | FEQNDARY = EREMPIRAREDRYG,

2D -"O0 O OO

g

[y. The total dose and rate are

of the patient's heart

and subjective reports.
103

bl 0od



ED DOSAGES FOR USE WITH TH

TABLE 1 ~EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGEST

Post - Treat ment: Post-conpl eti on of treatnent phase,
patient is prescribed a post-treatnent reginen to
wo odobavssmhi ch i ncl udes, but is not |imted toPCT/H82006/013152
adm ni stration of pharmaceutical conpositions,
outp@tkgnt therapy, a di.gt program apd an exercise
' Bl e Ratd ent Bs&instructed q g tend {he
sever |t h
first
cond
three

%a
s

()
oS
s not &

7,

5
Hs
i
o
(@)
ot or
>

>
=
D
&

P11
.,
GI‘IOUS:SI%

o % D

1B ePels
T
1z§ )
301)) cf&sg§ aren
ﬁoiiéd
WB

e stand
1%
: BEn9ugh:
been &t

coragEnde

2

Hes
c
' gars
saf®

boBbaBideEdmeTo

QJ_'igS
x
> 00D

h, piblicatig
SERRL L
Tt SIS

er%I
ans

hr ee

arn

be SdmirsRyg] dver
e startin

Bl Over andthgr
&
%%BU@’@
2€l ééi

= :—t-%t

i hurag

bels;

o
o]
<
n
a

0 S
itég%(f"s B
nded. Pizinjegyion Ad>

_i
Py
%
9705308 Flliter T i#on BE miBiiR
Quslyadi
of) fofS

R

i
pt
mapyditte
=

tigidhally "Adig B yda® Bdvlder)

ng an

5
ey

(@]

o Aty dGEPLE3 mE

Wy

aki ng
in
pri or
duce
peks.
psage
Ei ght
dvi sed
tine.
t, SiXx
nt is
to

VED

.
i
ek
€

%
an
g
vz(?z'er

Y8
Sind

e re
Fhererisno widal

Ui:)
S
LY
aml%
&nd-tie

4
h

hgrb) waSgiye

glerse

: gyg d<

adnmingy io
&

ence o recamm

TS
fom
the
s 0P
>
t10
) e ®
i gmmm@iﬁrm
Ve

s
iy
el
ad
Yy

2

est

Gl

2
0o

ol e B
GRePeR 02 Tipy(S
MinutE intepval s T
reopy
jrt]
any
teat
oun_ge;o.
o=so

[

)
— @D
are

ouldl
dgs&czn HeSeol:

%

pas

ax

Bhethelow ap

ba
e
o

~—+

&
BlRE Edis

Dses g
radigngl 5549 9
hmﬁnvtge;m't_hamw

eg?lgven. Yau'sh

= |

ardigaBoR:
PRclig
théP1
a 10%
ey
of

dig.

f
I

O O
ona
f@e
¢h
#
mic®
e
<

=

e, dgs@oP (3 M
39 seao

o & DD RESTIS @G
onds. Tt
secords
St
Hect
A

tasAdThep sBFeditwglcdhdhcteR i

B
=1
sac
notH
ﬁgﬁ

18
children

S

o IR sBide® dgshed B tisofe

—rehedr

m%ms

. mﬂfﬁl
ischo
for thi

ai

%}

7

(@

(@
alseien

i V)
ira
~iBth
-+ =
_.

=
D
jab)
—
M|
3
—

schedul edtr gat ment,
engage in anpy stress-inducing activities or g
substances that would likely increase neurostero
gy oduction. (I n anot her enbodi nent, treatnment pro
tthe present invention is begun when progester
%vels are lowin a female patient. Preferably,
$4 me Wi ndow begi ns on the day of menstruation an
E?sts for apgut ten days. The ideal tine w ndow

5
M g
n
—
Q +
5
<

o

gcédrding to their ghéhnfeal
ructure, and are usually

a5sii

iimal progesterone | evel s has been described i
%E%ail abovex The responsible treating physician
i

| d examte each patient individually and
rm ne, i ng proper diagnostic tests and pat

subdivided into 6 subgroups:

They haveDednl

2

Flavonols, including Quercetin,

, the optinal |ow progesterone tine
or that| particular patient. Thus, the protog
ined herein is exenplary. Day 1 of Treatnent
hl e patient is admnistered flunmazenil, via

Isi on, "at an anount |ess than 15 ng/day. The

=

red,
t of

SVDNOIDS

he patient's own qualitative assessr
health,| i ncluding, but not limted to, subjd

<
(0

e
3
ent's heart rate and bl ood pressure are non
ﬁgwg wi th
aR
ee

i ngs of| anxiety. The total dose and rate are
fied byl the responsi bl e physician based on an
<€val uation |of the patient's heart rate, bl ood
ressure, and subjective reports. Day 2 of Treatnent:
enpl e patijent is adm ni stered flumazenil, via
wnflusion, dt a rate of at least 2.5 nyg/day. Day|3 of

éTeatnent: Femal e patient is evaluated to determne if

PRESENT INVENTION
E

a thrrd—day-of treatment—+s—neecessary—+—she
continues to report feelings of anxiety or cravings,
she is again adm nistered flumazenil, via infusion, at

a rate of at least 2.5 ng/H¥dy.



Patient is then instructed to return to treatnent
center in 28 days. Again, the treating physician
W@ bmalithsensure that the patient is in a m ni maPCT/US2006/013152
progesterone time wi ndow. Day 28+1 of Treatnent:
Fema| e patient is adm nistered flumazenil, via
nfusion, at an anount |ess than 15 ng/day. The
patient's heart rate and bl ood pressure are nonitored,
along with the patient's own qualitative assessnent of
her health, including, but not Iimted to, subjective
feell ngs of anxiety. The total dose and rate are
nodi fi ed by the responsi bl e physician based on an
eval uati on of the patient's heart rate, bl ood
pressure, and subjective reports. Day 28+2 of
Treat nent: Fenale patient is admnistered flumazenil,
via [ nfusion, at an anount |ess than 15 ng/day. The
patijlent's heart rate and bl ood pressure are nonitored,
along with the patient's own qualitative assessnent of
her |health, including, but not limted to, subjective
feelfings of anxiety. The total dose and rate are
nodiffi ed by the responsi bl e physician based on an
eval jJuati on of the patient's heart rate, bl ood
presisure, and subjective reports. Post-Treat nent:
Post|- conpl eti on of treatnent phase, patient is
presicri bed a post-treatnent reginmen to follow, which
i ncljudes, but is not limted to, the adm nistration of
phar|maceuti cal conpositions, outpatient therapy, a
et| program and an exercise regi nen. Femal e patient
[ nstructed to attend the outpatient treatnent
ntier for several nonths with decreasing frequency
E?.e., once a week for the first three nonths, once

The dose of bromocriptine will be different for different patients.

EVETly TWo WeekS during thersecond three months, and
oncg a m)nEh during the tkkrd three nonths]. If

feel|li ngs ok anxi ety retqﬁ she |snscﬁeduled toﬁregsat

Ieast oae day, and up~ threeaﬁdyg,dof flumgze |l

T eatfhent . ._1 AThe affode ex es Aare’d &‘?;& i || ustch at @%,5
& t applgc&tlong(ﬁ th'éﬁﬁfé S preSedt S2 8 s
wvegl on. —cAIthoUg onl W%\Zf.e@ odi ‘BEBL S of5the [,;é' &S
ey | ngentlo ave Ga§§gq' dgﬁargin“aﬁg .S-§n§ S
QDL e ﬁnder sgogdzt haf bt g)gﬁegtgigvﬁntigrﬁm %D A A
I eg. n§n§ ‘?theﬁ\sgo%og mdﬁ ﬁthglﬁ_ %-Eﬁ-anaﬁ
Er& g ﬁr t§edspirig ors & @Q%fg'tcge mv%r&lor‘é.'c.'g"g
& @ e, BrHe pRedent %ﬁ@%@%ﬁ@@m@%miﬁao
Bt g ddred At R LSt Fat) fedtri c®iWe, <Rl &

&
£
2

2
Qh
ga

&

=

e linvention is not to be |limted to the details
E%%%n herein, but may be nodified within the scope of

&|appended claims. Al patents, publications and

E}racts cited above are incorporated herein by

erence in their entirety. TABLE 1- EXEMPLARY LI STI NG

W TH THI PRESENT | NVENTI ON K) TABLE 1- EXEMPLARY

ERGOT

[1 NG OF PHARMACOLOG CAL COVPOUNDS AND SUGGESTED
\GES FOR USE W TH TH PRESENT | NVENTI ON UTABLE
KEMPLARY LI STI NG OF PHARMACOLOG CAL COVPOUNDS AND
%ESTED DOSAGES FOR USE W TH THI PRESENT

i

%E’HARMACO_(ISI CAL COVPOUNDS AND SUGGESTED DOSAGES FOR
LI S1
y

ENTI ONTABLE 1- EXEMPLARY LI STI NG OF PHARVACOLOGE CAL
POUNDS AND SUGGESTED DOSAGES FOR USE W TH THI
ESENT | NVENTI ONTABLE 1- EXEMPLARY LI STI NG OF

TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH TH]

PRESENT INVENTION
[

DOPAMINE

P HARMACOEOG-CAE—COVPOUNBS—ANB—SUGSESTFED-DOSAGES—FORUSE
W TH TH PRESENT | NVENTI ONTABLE 1- EXEMPLARY LI STI NG OF
PHARVACOLOG CAL COVPOUNDS AND SUGGESTED DOSAGES FORUSE
W TH THI PRESENT | NVENTI ONTABLE 1- EXEMPLARY LI STI NG OF
PHARMACOLOG CAL COVPOUNDS AND SUGGESTED DOSAGES FOR

USE WTH THI



UGGESTED DOSAGES FOR USE WITH TH

TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND §

PRESENT INVENTION

PRESENT | NVENTI ON 00TABLE 1- EXEMPLARY LI STI NG OF
PHARVMACOLOG CAL COVPOUNDS AND SUGGESTED DOSAGES FOR

WQBHBoMI0FB) THE PRESENT | NVENTI ONTABLE 1- EXEMPLARYI/US2006/013152

LI STI NG OF PHARMACOLOG CAL COMPOUNDS AND SUGGESTED
DOSAGES FEOR USE W TH THE PRESENT I NVENTI ON OTABLE

1- EXEMPIARYS: kSTl NGROF PHAR QGCAL ZOOVBOANRS AND g
suecﬁﬂzgs FOR ®SE SV R, HHIE @Eggjgi ENJERTRON &5
OOTABLE '{'ﬁg RARY.ALE ST G & w CRLT = TR
W%ﬁ%\@ it v A P
PRES t B T ° s 5
PMF.IVA@).&@& %Zﬁ w@%[g@m]%&ﬁ@&aﬁcﬁw@% 5 g 2
USE [ THSTH ZPRERENTS| | SJ5) TABLE &- EXEWPLARY %8 S
LI sﬁ%@@%@wm&mg@% ANB ‘B ED 2 2§ 2
DOSAGES ﬁo% W THETEI'E FRESENT, ISNEENTLON goTABLES- 2 £ =
EXENRLARE 5 STENS OFS PRAR 2, G 08 ZNDE % 0 &
SUGGESEE SCRPE VT THE PRESENT LNWEREQN & §F
OOTABLE, & X Yo LE STING @ PHARMBCELOFGALE B 5 2 5+
CO\/F’@J@D%\@N@ T ;‘F@?g\EEBVXL“T@ ¥ ;’%" o] BEE
PRESIENE: SNEENTECH c&g EES S LARE &I 23w
PHAR%XE%@ "D *SUCEESTEDELAGH R = § 5
USE ﬁ«gﬁﬂl §A ESENTR cz\@rgz%?@f -EX I\ijg 5 53 B
LI STI 2 L. DS B2 8 o3 g
DOS/ BrH B PRESE g.uvag% 2 B3
ok et e
E o o 8
o0 T'EBBE%].%’ 7&)@@\@( 3 |5H NG W@C&Cﬁ&‘é.%\lz’ -§ E 5
et SEPEEFY
/PO D %‘-‘g 5 E éé
' EEREEL

g
M
C

DOSAGES FOR USE W TH THI PRESENT | NVENTI ON MoTABLE

1- EXEMPLARY LI STI NG OF PHARVACOLOG CAL COVPQUNDS AND
UGIESTED DOSAGES FOR USE W TH TH PRESENT

BNVEENTI ONTABLE 1- EXEMPLARY LI STI NG OF PHARVACOLOG CAL

POUNDS AND SUGGESTED DOSAGES FOR USE W TH THI

BRESENT | NVENTI ONTABLE 1- EXEMPLARY LI STI NG OF
HARVACOLOG CAL COVPOUNDS AND SUGGESTED DOSAGES FOR

WTH TH PRESENT | NVENTI ON - nTABLE 1- EXEMPLARY

' NG OF PHARMACOLOG CAL COMPOUNDS AND SUGGESTED

AGES FOR USE W TH THI

PSS B2 o

DRUG CLASS |L

ALKALOIDS

DRUG CLASS |[SECONDARY |E

AGONISTS

106



TABLE 1 - EXEMPLARY LISTING OF PHARMACOLOGICAL COMPOUNDS AND SUGGESTED DOSAGES FOR USE WITH THE

PRESENT INVENTION

WQBHBoA 0580 THI

PRESENT | NVENTI ONTABLE 1- EXEMPLARY LI STI NG OF
PHARVMACOLOG CAL COVPOUNDS AND SUGGESTED DOSAGES FOR

LI STI NG (J: PHARVACOLOG CAL COVPOUNDS AND SUGGESTED

DOSA
1- EX
SUGGESD
| NVE

PRES
PHAR
USE

L1 ST

SUGG
00 J
COVP
PRES
PHAR
USE

LI ST|

COVPGE)

DOSA
1- EX%F&A

ARY g

Nﬂ'}

Riig

@
dos

fersee
BrsVAd
98@1

b
 yOTLr.

%?’53
A}r ieal ';[
ﬁ@%@

C.

sem

‘o-r—

“18
N

USE WTH THI
TINGC]: FZEIAR MACOLOG CAL COVPQ

3§ g E>@Ms> RY";EL@‘@ NG
N

HETH - Rﬁg
_op

PRESENT | NVENTI ON 00

USE WHH TH PRESENT
BTENG OF P@ARI\/A(
5FOR USE
XEVPLARY
(FGESTED 2DOSA(
c&rﬁ\mE 1- MPL/
ENDS AN SUSK

N\/ENFI @\l 0B

L&STH

<

) w—
raCIR

@) PRES
PHARNA O8I
AGES TFOR @JSE——W Tﬁ

LI 8TI NG

B8 -AND cs
ENVERTEGR g BLES
{z€] LOQEJ\E’ ND§

ST D ZDOSA

“CALE
%Nr ng‘

%gg_
TR s

=

£

&
3
>
i§

de
880

=

@&‘%ﬁ

55;

L

o
3Ty
- Bing

eﬁat?ﬁ)
s
2

ﬁ:;

@CE%@%%R&%

TABLE

&se i
=

resp
obtained. In children 6 years of age and older, start with 5 mg once

T

ol
Be

a 2
Sl age. m
&ﬂyﬁaﬂy dosagemay
y intervgs éntil opt

5 mg at we

t

incr,e%m%:lts of

or twice daily; daily dosage may be raised in increments of 5 mg at

ge

PRESENT | NVENTI ONTABLE 1- EXEMPLIGYUS2006/013152

weekly intervals until optimal response is obtained. Only in rare

cases will it be necessary to exceed a total of 40 mg per day. Give

XEMBLARY-DRGG=

Emgl
\EB/—V—\ I UbU[J
facture of a nedi
rder, obsessive
rder. 2. The US €

pt or nodul at or i

Bzenil is adm ni
se of a neurost &

rder, obsessive
rder. 6. The use
ost er oi d product

erein the flumzg
10 ng/day. 4. Thg

pa0i d production inhibiton
facture of a neds

L Of UX[JI CoOOST UIT TTOUUT Al Ul
icanent to treat an anxi e
compul si ve di sorder or ea

of claim1l wherein the (
@ flumazenil. 3. The use
<’:nll
use of claim2 wherein
ered between 1.5 and 2.

o

'-:—i-
~<

canent to treat an anxi e
EonpuIS|ve di sorder or Ed

of claim5 wherein the
on_inhibitor is a 5-a-re

=]
¢

p

=
=]
«Q

&
3

of claim

is adm ni stered between 0.5

t he

. g/ day.
Eln t he

ng

@JCt ase

DRUG QAR = RISHUNG- S =53

bitor. 7. The us
reduct ase i nhi bi
m 7 wherein the
t 5ny/ day.

e of claim®6 wherein the
tor is finasteride. 8. TH
finasteride is adm ni ster

e use of
ed at

DRUG CLASS |SECONBARY S

PRESCRIPTION

STIMULANTS

107




"SINOY 9 0}  JO STRAISIUI Ik (T 10 ) SSSOp [BUOLIPPE

‘Suruesjeme uo 3s0p 151y 9AI3 s191qe) PIA orerrdordde 1oasrogm
93esop Aep-e-00u0 I0J pasn 9q Aewt sofnsdes ajnsunds “paonpai aq
poys om%mmw Aﬁxouo%m 10 BIUTIOSUT 5°0) Jeadde sgproear gsPape
QUIDSISI0G IT “pouTefRo ST asuodsar [eumdo [run speazojur Lpgoom|
1 Qﬁ%@?&ﬁ%ﬁbﬁ ur ﬁommmmmu%mﬁ owlumow bmmﬂbaw S OH
] Fregs LQH&EN @&mﬂo s1eok d squoned U PImedo st Ssuedsol]
Yokl pua o ek o ge Bib 0B Eomo R wh pasTe: oq
vl Shop mw@mm%@.wm @SLe £ B oupasusysdiog 4505 jenm
oRBoBaNs Bogh 5 Terw torty i orimitiogds nﬁp@. SuBpaxer;
S 1. ugym PoApoT S8Hy0 s  BpUnFHalp DUl SBI50
s Rsipipom s ospodeTimRdivnppipuren @,mswm&m
sosoppRpIatRBAED 3w By T asop [ & Sdonati
E3ES 2L 85 0t 5 U Sty Ui 5 8 e
B D Bsepemdrpe BHupEnt @ ma Bup B Hbnger
DI o5e50h (PRSI 1o iidiur ) Boclsgproy
1A mgamm%mm Fpguttifo @@@@@%@& iBug @momw
o G o yuou@iBinriposti o Feln 0B el A1)
Bt TS J9pIo (3w 8 19 Suaf 21, sipoledaiy -paufifh)
m..o,.maawe  [ew g BARS UL Apomm 12'311 @ )9 SSugIIRr
#iBsms B Ko o580 Lp=igop e ', -5 g ogd sy
[eHE BIDRE W I Posmag B Hmm.wgmvﬁ%ﬁﬁnmﬁcnxmv
up HW@._M @@%ﬁm&ﬁﬁ A %D Eﬁ@&o_wvt PRI
Bs XsHofbow i S dBonuendgraprs PumE W Kipradeps
sop' Bofith mikepmdEuE00 6 i 2s0B STz ARaNoSra™
2 © < © Iignpauydd dmbard ushpil fuerdudsis
BB R P et TSR S o A B
g 8 Brot® yoiRnsrmpe S Ssod mmw& HRY9|5
Pgrrmgelcdeg)Sopfrugapt Tl geegrEsw;,

O _ 0O 00 - o OO « 5 U0 =-.=— 0O ———7J0©
(%))

o EBSeS8- PSS P2 S cioveoE! - aANODAS| SSVID O9MId
ZOHHZM%HZmHmmMm

[HL HLIM H5N1 Y04 SHOVSOd A4.LSTOHHNS ANV SANNOJNOD TVIIDOTODVINEVHA A0 DNILSIT AYVIINTXH — [ ATIV.L

n

erei
UTIT

ing the
IS

w@@p/1of58@dm ni stering a conmpound that nodul at BGT/GABA6/# 3152

obsessi ve

IS
e

al

23. The

(78

ut
und t hat nodul at es

rawi ng a patient
od of claim 22

of preparing the
the step of preparing a pat®ent for treatnent

I ent.

%

assessing a patient
prepafing the patient for
state of wit hdrawal

d of%

Cranmnr Lo wret

in a

The net hod of claim 24 wherein|the patient

met hod of claim 10
l e and the femal e patient may be

®» arvhara

7

A

The net hod of claim9 wherein

i ncl udes witl
24. The net

10
11. The
metod of

m i@ stereddi

%ﬂ ]

29

i

by

rhe
nasteride is admnistered in a therapeutically

o

1

| is
qudh
and adm ni stering a conj
\A receptor expression to the pjg

|
e

fl umazen

&

nod of claim 22 wherein the stej
current treatnent.

udes pl acing the patient

it ment ;

fective quantity. 21. The nethod|of claim 20 wherein
id therapeutically effective quantity of finasteride

% ng/day. 22. A nethod of treating an anxiety

sorder conprising the steps of:
rftreatment conpatibility

F
fi
ef
%
-
:
&
| e

iient for treatnent

m

tein

OSS¥ID HNAA

9. A nethod of treating an anxiety disorder,
conpul sive di sorder or eating disorder conpr

recept or expression

i
ef f elcE

=
Q

<

E=

t he
flu

108



by

by actively nodul ati ng
of neurosteroid production.

"SIoy
9 01 {7 JO S[eAIUI J (7 10 T) S9SOp [eUonIppe Sutuayeme Uo asop
1SI1y QAI3 ‘s1o1qel YN “ojeridordde 1oas1oym 25esop Aep-e-00U0

0J pasn aq Aewt sansdes ajnsundg Aep 10d Sw (g Jo 810} B PI0OXd
0] ATBSS903U 9q 1 [[IM SISBD 91l Ul A[U(Q "PAUIR)qO SI 9suodsar
[ewrdo [run S[eAIUL APjoaM 18 SW § JO SJUSWIOUT UT Pasiel

2q Aeur oFesop AJrep ‘AJrep 9o1m3 10 90U0 uI § YIM MBS “IOp[o
98e Jo s1eak 9 syuanied omerpad uf ‘paureiqo st asuodsar fewmdo
[Tun S[eAISIUT A[[29M 18 W ¢'7 JO SJUSWIIOUL UL Pastel 9q Aewl
98esop A[rep 19[qe} £q ‘Afrep Swr ¢'7 Yim 11e)s ‘03e JO SIBaL G 0 €
o1y sjusrjed snerpad uf -a8e Jo s1eak ¢ Jopun syuarjed orrjerpad 101
Ppapusuriodsr JoN “ANARORISdAH UM ISPIOSI(T JIOLS(] UONUONY

26. The et hod of cl ai m 24 wheCEURWDEE 3152
hibi t or

%an in

séerin

the female patient's progesterone cycle with

patient may be placed in a state of w thdrawal

placed in a state of w thdrawal
adm n

TIVSOd

ONLLST'I
DA AAVITJINIXH

SSVID HNAd

AAVANODHS| SSVTID HId

W@ Wb 85ept | ves.

NOILLNHANI LNASHId

IHL HLIM 9801 404 SHOVSOd A4LSIDDNS ANV SANNOJNOD TVIIDOTODVINIVHA 40 ONILSIT AV IdNTXHA — 1 A1dV.L

109



WO 2006/110580 PCT/US2006/013152

CLAIMS

We claim:

1.

Qaos LN

10.
11.

12.

13.

14.

15

16.

Use of a GABA, receptor expression modulator in the manufacture of a medicament to
treat an anxiety disorder, obsessive compulsive disorder or eating disorder.

The use of claim 1 wherein the GABA 4 receptor modulator is flumazenil.

The use of claim 2 wherein the flumazenil is administered between 0.5 and 10 mg/day.
The use of claim 2 wherein the flumazenil is administered between 1.5 and 2.5 mg/day.
Use of a neurosteroid production inhibitor in the manufacture of a medicament to treat an
anxiety disorder, obsessive compulsive disorder or eating disorder.

The use of claim 5 wherein the neurosteroid production inhibitor is a 5-a-reductase
inhibitor.

The use of claim 6 wherein the 5-a-reductase inhibitor is finasteride.

The use of claim 7 wherein the finasteride is administered at about Smg/day.

A method of treating an anxiety disorder, obsessive compulsive disorder or eating
disorder comprising the step of administering a compound that modulates GABAA
receptor expression.

The method of claim 9 wherein the is flumazenil.

The method of claim 10 wherein flumazenil is administered in a therapeutically effective
quantity.

The method of claim 11 wherein the therapeutically effective quantity of flumazenil is
between 0.5 mg/day and 10 mg/day.

The method of claim 10 wherein flumazenil is administered at a rate of between 0.1 and
0.3 mg over predetermined time intervals for a total administration of between 0.5
mg/day and 10 mg/day.

The method of claim 13 wherein the predetermined time period is in the range of 1 and 15

minutes.

. The method of claim 10 wherein flumazenil is administered at a rate of between 0.1 and

0.3 mg over predetermined time intervals for a total administration of between 1.0
mg/day and 3.0 mg/day.

The method of claim 10 wherein flumazenil is administered at a rate of between 0.1 and
0.3 mg over predetermined time intervals for a total administration of between 1.5

mg/day and 2.5 mg/day.
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17.

18.

19.
20.

21.

22,

23.

24.

25.

26.

WO 2006/110580 PCT/US2006/013152

The method of claim 9 further comprising the step of administering an inhibitor of
neurosteroid production prior to the step of administering the compound that modulates
GABA receptor expression.
The method of claim 17 wherein the inhibitor of neurosteroid production is a 5-alpha-
reductase inhibitor.
The method of claim 18 wherein the 5-alpha-reductase inhibitor is finasteride.
The method of claim 19 wherein the finasteride is administered in a therapeutically
effective quantity.
The method of claim 20 wherein said therapeutically effective quantity of finasteride is 5
mg/day.
A method of treating an anxiety disorder comprising the steps of:

assessing a patient for treatment compatibility;

preparing the patient for treatment; and

administering a compound that modulates GABA 4 receptor expression to the patient.
The method of claim 22 wherein the step of preparing the patient for treatment includes
withdrawing a patient from current treatment.
The method of claim 22 wherein the step of preparing a patient for treatment includes
placing the patient in a state of withdrawal.
The method of claim 24 wherein the patient is female and the female patient may be
placed in a state of withdrawal by actively modulating the female patient’s progesterone
cycle with contraceptives.
The method of claim 24 wherein the patient may be placed in a state of withdrawal by

administering an inhibitor of neurosteroid production.
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