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USE OF SELECTI VE CHLORI DE CHANNEL MODULATORS TO TREAT
ALCOHOL AND/ OR STI MULANT SUBSTANCE ABUSE FI ELD OF THE
wONRMENTS@Bl The i nvention relates to nmethods of pcam$2006/013155

nmet hodol ogi es for, using pharnmaceutical conpositions
froma class of conmpounds that directly or indirectly

sel ectively nodul ates GABA A chloride channel activity

to treat al cohol and/or psychostinmul ant substance

abuse, including, but not limted to, the various

physi cal and cal ' t

" viREPRS T B R DR (A NG b ] O

addiplTRREATERNCOMSE. ANDFORGEIMER. AeTFUBSTANCE ABUSE

conpul si ve substance use, cravings, psychol ogica

dependence, physical dependence, tolerance, a

mal adapti ve pattern of substance use, preoccupation

wi th substance use, and/or the preval ence of

wi t hdrawal synptons upon cessation of use. The present

invention also relates to nmethods of, and systens for,

relieving synptons associated with said al cohol and
FIFL ti g@igiégigﬁﬂﬁe abuse in a conprehensive treatnent
———¥§#§Eﬁi cally, the present invention relates

to the use of a conpound, such as flumazenil, to treat

al cohol and/or psychosti nmul ant ubs]téq?dwoate.ab se, the h tical
wilhe drgemionsiphaieso i metheds abetnd Mt ies, iQf> tYfig pharmaceutica

fgﬁ'%ﬁnj agsQgisa | bt cﬁ%@ﬁ@ UMy WBectively modulates
comp g?ﬂ il @g%of)?gﬁg%g{l@rgur et Subst ance ab_uyse Y
GABAJj shlalieiescinane actiétyatt atitngcetwdrmontiar psydhestioiudani| substance abuse,

. impact on_the United State opul ati on. cohol .an .

includige; i At Loniied; on e SERHRREA] & pﬁiﬁhtoﬁ’l-gd‘l‘f’_@tsg}t?saﬁlat manifest an

indivi@@él"rsoﬂngﬁ'i&él cotirSE8%&: subB@ndts fse0fadditEBn, dEdiBimubdRabstsnc8Nuse despite
array of neurotransmission circuits in the brain, with

harm, acosnmygeee eubstanval useo erayingsapkxeylogicahslepensienes mitysichle dependence,

o5 A A B 198, BB s use,andor
prevaR¥ROSUE Bhdr@wh NS BHtéths GforCedsfon B aEE.| Thé preeriintehtion also relates to
neurotransm ssion circuits and adaptations in

methode otf;- et sytems forgmeliqving saapiams sissorised Mikicsaid gicoppl and stimulant
neuronal. nodi fication ar . ' id e i Mt . .

substfiE}sBI pPopbibisify, fPR, Befl e facklcpllyy S debent invenion

relate§ EMHeCugeadfrwvayBpb@aidsuch as flumazenil, to treat alcohol and/or psychostimulant

substance abuse, the withdrawal symptoms associated therewith, and the cravings associated

therewith.

BACKGROUND OF THE INVENTION

Alcohol and stimulant substance abuse disorders have a devastating economic and
societal impact on the United States population. Alcohol and stimulant substance dependency is
a multi-factorial neurological disease. ~The use of such drugs impacts an array of
neurotransmission circuits in the brain, with a suggested final common pathway of activation of
the mesolimbic reward circuit that is mediated via enhanced dopamine release. Over time,
repeated exposure to these drugs causes modification of the neurotransmission circuits and

adaptations in post-receptor signaling cascades. The effects of this neuronal modification are
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to depressed notivation and nood, and increased
conpul sion to take nore drugs. Second, there is a
wonroewuaesi4en of | ong-1asting nenories rel ated t 8BCThS2006/013155
twoﬂbhﬂj ) ﬂﬂstﬁ%’%ﬁ&m thOaGimbYeRunihl RWhAk %i ab¥atd th8 $SWA pathways leads
events or exposure to ‘drug-associated or
to depressed nesivetiomemtimoodsanddutreased soinpulsiondo takguiorgsirggsy Second, there

v o b et ST e BB gpon st

stressfifl WREA13 0F SxpdGine N6l BffpYastbcied bEinbY & 2o BRdWues, AVE stimulate cravings
before any |long-termeffects of al cohol on

for the deug ol ogi cal processing are evident. is clear,
Fﬁ)\f\% 1ndr\73}1;1 a%(c ?ﬂn\éfe &hg eﬂ‘ﬁcaqv on{ay'??rﬁi@& Jth%ﬂ1d sﬁs%eptible to
& Fipal i rent ra n function an N

substaigkerdependeaty b aﬂdwﬁtmbglwmm efenobdfate am,dlqng&émm effatts of alcohol on
areas of the brai [ ch are associated w.t

neurol%gﬁ{ iPEQsssing ﬂﬁ?eﬁvﬂ‘g@t glﬁ icleag, ORiGHeT, J%ﬁﬁ?ﬁsmggﬂrmkmg over time can

lead td ' Fx{ Arfn eﬁ?SP BBy i $TR0R Hnd t&lﬁpﬁpktr&ftﬁlﬁph%lﬂ BRanges in frontal and
neso dopam ne circuit by fying the activity

prefrongdl grems béyher bmpt whighi aretdssmbcbqﬂhmﬂhecwgmm t Imphiged cognition and

nd NVDA receptor GABA
Judgn?ﬁﬁﬁ%ﬂﬁﬁﬁﬁ%&ﬁf???Em§%¥%ﬁ is a neurotransmtter that is

A RH A UFeBR the MHIbIMbRY Jopahiis Bilrélﬁteby n[bdafyﬁgsth@fachhﬁy of two key
brain such as the cortex and basal nﬁ a. The NNVDA

receptqraitriiehdapamings piseuitathy GAsbpteseptos a@d Adregentey GABA (gamma-
ammolJ)L]?I[ytu%ac‘EE)gfé{hg%erug%Jm\éﬁlﬁt?eq tR u?gﬂgﬂ%&b\f& \A%rﬁqﬂhglt&getre{n%h‘f@&qn areas of

the braimnfphtad filie ettixtant bayal tgaﬂglﬂam THedﬂMDA (Nené&thgl-D- asﬂ':krmte) receptor is a
positive affect on the nes nQ|c dopam ne cirgc %

hgand-(gp’@gt igicc @l activated by ,ara Clmgq ¥edyin e Telease of the neurotransmitter

glutamﬁﬁ:u LWARE BARN ﬂlfn?c x%% Weschiltah HE b¥ES TREpYLivaLEect on the
to becone alc epen nt. Al cohol 1 ncreases

mesolinthiodomeinhainnet creates & kelfvreinforcing vecle of newgopathophysiological reward

that B YRl 6 Segpe nRl el BB Bt e channel fon
flow, refati®€ to th@%@s;@él\géi’@ Bli18rid® cltnGeN@! redt £ Eﬁ%ﬂgir{g 4 GABM, receptor site.
regul ati on of A and down regul ation o
Benzod;amr@p@aze syisilamalfedpeat ed exposure results in
CAcgf(% eqn %?co%gfjreg ss ‘?1 tﬂg Bﬁ ?%jﬁtﬁ%n o%tl{fl@[?lr Qﬁf 85\% regulation of

Iazepl nes.

the GAJBAGemine rﬁystréﬁ’f SR[&p@t@B éX@%OfeSreSﬁltﬁﬁScroes ~tierandeegid aboswdependence

of GABAA and an increase in the severity of t hdr awal
betwewgﬁ}@h-gnc? benzodiazepines. Consequently, an alcohgll dependent person experiences

stress, a down regulation of GABA, and an increase in the severity of withdrawal symptoms

when he or she attempts to withdraw.

Therefore, when an alcoholic attempts to initiate abstinence or stop consuming alcohol,
he or she may experience withdrawal symptoms, including cravings, which often result in a
failure to stop consuming alcohol. Traditional alcohol withdrawal symptoms include anxiety,
tremors, difficulty sleeping, elevated pulse and blood pressure, nausea, and vomiting. In some
cases, withdrawal symptoms may be more severe and result in complications, including seizures,
hallucinosis, hallucinations with severe tremors (or “delirium tremens”, DTs) and difficulty

regulating body temperature. These complications may often be fatal. In an exemplary case,
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when he or she attenpts to withdraw. Therefore, when
an al coholic attenpts to initiate abstinence or stop
woansunsng al cohol, he or she may experience wWeChaIS248/013155
ithdi ATy B aintihe dﬁ}% }t@’ =0EAV RPS2 EE Braf b 8Ridr Eobimptibr?of alcohol.
W @"%‘Zm ' ?ﬁg ’sb%%j% C n'Sungng al cohol . Tr adieﬁt?i onal qlic):ohol
Alcohobivtithdresw syrsiyome oray deoad aitded Sdmvireafier atprionoersumption of alcohol.

?ﬁ&é@%ﬁ@ﬁq&h{rg gll agﬁaoei{/%\éﬁ%lleﬁ \ gt'}sﬁs(%@%% stgrlggloggts and include cocaine,
crack ddchinélr sphedrisey ARfpRBEAmMIRY, ARhMRIRxEEMEHIRtARiEe (E5ihinbnlyreferred to as

conplications, including seizures, hallucinosis, .
amphetagtinelc imethanephetaming, ard dhenmeteasines meshylerpdipyiamphetamine (MDA),
1 ffic equl at.j dy,
and %étﬁggﬁgqla}r(}g;a ese t%{éf;l%sl ica MAS%%W%%#%%/ E??beal nfi at %’Iapgs thereof.
Amphdtime-likee riphgy yare ashissified#ha\Vinlibett acfidn hagomstaf bér naradrenergic,
dopam Gy ot FESICBEEL Septss B AKbUFSIaADE: DG both neurotransiitters
reuptaleC 354 TR Ry nrfofhite olRUEh %WC&“' Ly aBE RofpElidRS inhibitors of
of central "nervous system stinulants and 1 ncl uge
noradremadiaé ned dopanike ¢osponeands phbighidoees, alsp hehtibitiserotoniis tsiptake. They

as dextroanphet api ne.(co nly referred to as
cause TR eSS QpA A ARt FS1E et r azi ne,
MRy hiQS OHTRK o2 RRRBEA B NEeurdB¥ikal @i6bits, including dopaminergic, beta-
met hyl enodi oxymet hanphet ami ne” (MDVA or "ecstasy"), and .
adrenetgia| setpionangic cglitanmigyaist %Bq@ermck@rcmtag@daﬂ@metei}s gspiten impaired
S d.ndire ti ' I .ener gi c,
dop am?flg pi{'lslnrlncddnoé1 P gﬁ%ﬁgérﬁ%p cé%rgglg gﬁ‘l'e?vgel?%uag ﬁrgl {élgegl' whi ch result
f A loverhddaes, | stignidarith resaltr it b afesling be eaplicelaptadkimerenst in energy, a
the enzynme nonoam ne oxi dase (NAO) . 'I;ﬂey are
decreageo pEtighe.Ad; #ininsreast B BN AlNe nAF i NEMEHECTERISANT Rerson starts to
. . n. 0 i 1o i 1 P . d
crper ERTREREL, Gkl B9S8R oML, b Y i
panic. andt roglear dosab,i Reperedre axpericcesnih@nses ankiety t paxammiarb ballucinations,

of . neur ol ogi.cal circui.ts, including dopam net.gic .
hypertsicta e BT Y PERh SRl oy e i PO o Rt s

Claditiohsl witliawaltsy bt $thy for 8osk tSyingtol diaahdie Bneke RABshostimulants

function. GABAA functionality is eventually inpaired. )
includgtdepragsad moed fatigrel mvidand unpleasant drnalas,f@ﬁ{quw sgfeping or excessive

sleepir%gﬁﬂ(%{eji%sj%da%&e{g{%? iraﬁxglrségrai aqlde%gel a%ﬁ%l a(ﬁ’&ﬁﬁ STt Jd{% B%CE%stimulant are

fabon,
1 se i Pmental acurty. As d
particul il fRBEGEnced ApAIBN rédud fosmbfy i, ¢NA6 FdaeyIDASreturn of “normal”

mood :&}ﬂeﬁf@}tgfﬁ%@gﬁ%{gﬁ%&?ﬁf ?arll(eesaséigrllirf'lrc:.!:utltaatr)ﬁcl)drltt %’f ti?nneddue to the
depletion or modification of neurotransmitters.

Alcohol and psychostimulant substance abuse are often associated with changes in food
selection and intake that lead to calorie and protein malnutrition and disruption of energy
expenditure. The resulting malnutrition is related to deficient food intake, malabsorption,
increased protein turnover, liver disease, intensity of drug addiction, anorexia, and poor food and
drink consumption. Furthermore, the disturbance of social and familial links can itself result in
poor nutrition. Malnutrition, in turn, is associated with impairment of immune function.

Therefore, restoration and maintenance of normal physiological function can be regarded as an

important objective when treating substance dependencies. Effective treatment of alcohol
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pani c. At hi gher doses, a person experiences intense
anxi ety, paranoia, hallucinations, hypertension,
woaaotsyiasmeli a, hypertherm a, respiratory depr esBCoOmS2006/013155
subs‘éatﬁgaaﬁhse‘j ﬂfﬁw &idﬁ%’@ ShiSfiigNbER L, Eﬁf’i‘giohhloﬁﬁ’d Wchbéi'fcﬁi‘l\@isturbances that
ose frylng to end their guse of
bothcqusqmt&;siamrbhtamhesabuscl ude: depressed nmood, fatigue,

éﬁb&églgﬁ%{?%rﬂﬁg%%%ﬁg r}Ia}I d5 eggéiga eg)%% é’%‘f Piéé t@ %fl@]‘tmnsgraﬁgla of vitamin B

and C Biiphixe®benzbdizdpites f(&) cAlL agitatioh ofid EIUhﬁWﬁthdfaWal symptoms), and,
particularly pronounced and may recur for

sometimps,rdisulfieasy §o preveat alcahelf useh okligetradifiensdy nmﬁia:al H@OXlﬁcgtlonS involve
ot 55,50 XI5 L MR 8 DL 0y o
withdrz[lealr@ﬂaﬁnﬁm Dt®ikificaibic @hnl talen3-pslygd)datolved aedation with potentially

ance abuse are often asso e th changes in
dependﬁa fosmingAen andis acheia %U{lmf%ﬂaala %?rvgﬁle Bite " and
P RdiGbial TRk Aidntst 116N 1RA oS ARl APal Oting n@rﬁ%g for alcohol and/or
expenditure. The resulting malnutrition is relat

psychodémunsn(sufloas donsinkemapreinelvderthe |admm1$tmtnoea@feuenzodlazeplnes (e.g.
L.ver

lorezepgaﬁ- g@ggé{ygngﬁ\é?erégﬁtg is BFF&g I geatsﬁggea agfﬁgf%d{f%{ampersxster% depression and

dopamﬁfé%‘{g@ﬁﬁts‘ 8 AncrEase bRgh dBpLnink N TheleIHdatRaNE hotkv&OBAR limited success
d Tamlial links can itself result in poor

and ha_rvr@thngh flonouivtasut Proppwincan refartprseveral didterut dyreg afjtragtment events
relatedgtﬁgtﬁwnéetu%n%ées%ﬂno rr%l%lélﬁy inc Wléﬁeil e§ fvnl{rﬁ:gt Iaol:?ﬁttg'&gpout during

treatmdI® ahé ghed paticss Riupserfodioia tr&hjneﬁtt ive when treating
xgé,\}*g\p;ﬁ Elgete Yagg]%g gcﬁllr?nsapgl%fg}ccglc%éa%ﬁp%t% gg{sggg forotLe treatment of alcohol

dependdly bdd OO *und R %Pﬁ%ﬁ&ﬁ fefthe ﬁir%& UTRARRESR JribalieROWith Substance
cause and exacerbate t use e customary
Use Disprlatsmevitohot, @dmuiwlnddépenisepmyluwddiwﬂhesWDﬂfeGroup on Substance Use
. admmnistration of vitamn B a
Disordgricr AVapIeaRe LR A agraat PERDLNRNE] Ghm. J- Povehiatry 152:11
Noven¥et 905w Fpl%iﬂéﬁi QAYB dipd A&t re v | %Hﬁeﬁeatﬂlleﬁtubf hlﬁ:@]iﬁl(de@endency was
cohol use). The traditional nedical

created i BidyPiSGnth 61111 ANBAVEL. Do b0 Vi STt O 2, spIsonclude by indicating
that th BERLANCERRE IR U ER kY, B, fofuBpERIR bxhfbpam) are agens

suitable afbrt dee teabmelaty 8f dlovtol véspendetny ) amhemeetsh bBtat-lﬂﬂctkeed | (propranolol),
dependence form ng _drugs,, and_ is generally
neurolgptics (Elprpigmazipg, ranfl Hgmag%lp@mclomdme and carbamazepine, may be used in

coadjuvant therapy, but their use is not recommended as a monotherapy. A benzodiazepine is

any of a group of chemically similar psychotropic drugs with potent hypnotic and sedative
action, used predominantly as anti-anxiety (anxiolytic) and sleep-inducing drugs. Side effects of
these drugs may include impairment of psychomotor performance; amnesia; euphoria;
dependence; and rebound (i.e., the return of symptoms) transiently worse than before treatment,
upon discontinuation of the drug.

In certain conventional uses, flumazenil, an imidazobenzodiazepine derivative,
antagonizes the actions of benzodiazepines on the central nervous system. In conventional doses,
flumazenil [ethyl 8-fluoro-5,6-dihydro-5-methyl-6-oxo0-4H-imidazol[1,5-a] [1,4]benzodiazepine-

3-carboxylate] therefore acts as a benzodiazepine antagonist which selectively blocks the effects
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Traditional treatnents for managi ng wit hdrawal and
craving for al cohol and/or psychostinmulants (such as
\NoamﬁhnSM3nay include the adm ni stration of PCT/US2006/013155
exerﬁéd g@@@lﬁaﬁﬁ%% %Zt?eﬂ%alaiegylrﬁ%&?) dr®TIAE active principle is
y i's presen antl epressant
1ndlcatdh16fos hadteilize dig R:eﬁml asedathvd clfgotiolf rtke bgmdmzspmcxs, consequently, it is
i.ncrease brain opam ne, These treatpents,

conventionadly| ysed 1g fng tlﬁ\aggleﬁ{lgqpeg duf:%d\ggc? niaintained with
benzodgzéelgﬁﬁéét 1nC}ﬁ’J@ ﬁeﬁfz@& Eﬁerﬁ@b? &@Etog'tﬁé §ddatibn bbﬂ@lﬁée@fmh benzodiazepines
frent events felated to the premat ure cessation of
in patidntseatdeegding ibrief dikignoptici orethempeicpprocasiutes qiy aip dapatient or outpatient
basis during treatnent and when patients rel apse follow ng
" treatnent. A review of the various pharnmacol ogi ca

SoRAt dRAdaS stdidst have dx@midddetht reRt s flimeZendll @ofhelreversal of alcohol
dependency can be found in A Practice Guideljne for

withdrawsd sypdramee Ferrafet phi 1 &My Superh Therppeudisdkeserieh, "Vol. 30, 1, pp 62-66,
or oo

st PO UED GREGA AR ) g it mbols

dlsordﬁl%hﬁﬁﬂoﬁﬁmhioﬂbﬁs t 4soOsiBtances aﬂpkyp]mbirlcsdle@tdém) Af2 mg/day of

, h 2:
ﬂumazgtpﬁ g é%e%r TIél\% ré\,\qu]égs ((i:l% l{lg)lg\éq?t??gg{mlg?yga\lsu\ﬁgl el Halésn%p, in saline
solutlo e 2@@&&&5}3’428'\@%%0 Congﬁ &to. 5‘%; g P habihil isbasd P& the presentation

ude I ndicating that the
of phal’nmnmmahpepanaaens( thhioanzah aaryl adiiezpieniple hat agtegrasipdies performed in

| or azepam r are agepts sujtable.fo e
humany BoREERRE BF BYdcnbroceRinbenay. Tnelstdniurl ol pupazenil was
adminiBfe@Ri e of.0. N Bisl ¢H ﬂii%dz@ﬁl eediy; 6rHdLa@E], 0®8ang/hour of flumazenil).
promazi n@& cl oni dine and carbamazepi ne, nmay be used
The te$ts1 petfartned, hyitGartee piaply praseet 3oms ehayacieristics dhat are far from the actual
nded e
cucumgt‘ancengf—? ERAmBIR ctﬁemg ({Hl'g 'bgi?érfnm}d% &lpe{s]szl%ﬁ %ﬁgag Qﬁ halv?cméls) of select
pat1ent§\hbﬁ5rep@tsﬁnitlnféycﬁl’thé pathalody sentdddredsiacd it dnrelatbety customary that these
redom nantly. as antl-anX|ety anxi o
patients ma¥ ey e GikIoBlg, metalelic gserdenst ?Céié %OHBF&/ 9@8%%1%6%% (figgpine, heroin,
i ok fe
e oI5, HARHAREIARI. GRSYE TRt ASEE AR, i sosin
evaluamcm of depdndsyeypoo nm)zntgr eitler é)nfdrg‘/ onaftse adMansttﬂélborCé the drug. Most

1mport%rgfatah%§ape%%3 %?q glﬁs Hltgtl“elg)geasg {hﬁ n;ﬁg%lm 'tratl% ‘¢ very small quantities of

flumazefil &0 ?Z&‘i‘io% QPitise, ARttty ak R p@ﬂfcﬁ&ﬂ?' dgrstivdrat treating alcohol
actions o benzodlazeplnes on the central nervous

dependsye.em | n conventional doses,
Nutt et al. [Alcohol & Alcoholism, 1993, Suppl. 2, pp 337-341. Pergamon Press Ltd.;
Neuropschychopharmacology, 1994, Vol. 10, 35, part 1, Suppl, p. 85f) describe the

administration to 8 alcoholics in the acute withdrawal phase of 2 mg of flumazenil, by IV, for 1
minute. The results obtained after the administration of flumazenil were not completely
satisfactory since in some cases, there was an immediate worsening of the withdrawal symptoms,
especially of sweats and anxiety. In other cases, the withdrawal symptoms disappeared but
returned a few hours later. Since flumazenil is metabolized and eliminated very rapidly, the IV
administration of a relatively high dose of flumazenil in a single dose of 2 mg, for 1 minute, has
several disadvantages since such dosing triggers undesired side effects, and the bulk of

flumazenil administered yields no pharmacological response and results in unnecessary expense.
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flumazenil [ethyl
8-fl uoro-5, 6-di hydro-5-net hyl - 6- oxo-4H-i m dazol [|, 5-a]
wblzo%}mmzodi azepi ne- 3-carboxyl ate] theref oreraTivsS2@86/013155
?\ﬁ OB ESRIIA ShAmk: Géfra ¥hilCAn By Blttietal. )ar@h@tc‘do&cluswe since
F'fect st he benzodi dazepi ne receptors. This activ
in Somp lcam,l 1ol ssgnificint ghangee wereobserved & Plﬁlterﬁh?eb eedhpreggure or F the heart rate
effect o enz e I
o pucp 5L bl RS BATARAL PR ABICABSEHER l witrva

sympt@RN Yadlobssresd, fé@ﬁdc&hllyrﬁv&@datﬁhdnﬁﬁy nzirﬁi the dests twere performed using a
benzodi azepi nes i n, hospi taI i zed patients, or to stop
very smﬂbn@erfmqsmabv%pﬂi@aasam% benzodi azepi nes in patients

d f
(L)iﬁ gvkcg ?a{rtl'g%te%) ; r?f Sgrgf;g‘ 8? gg\{iéyg n(tghgggie RRAY |(CenRirOfRdWI&hol Studies,

sis. Sone clinical
Departgtenitlio€ Pskehigire eadi UNG meoscnérmeofﬁelftetunawemgatqrm digetose the use of

s R L PR e g oy ot
(2000)6?11 @ﬁm@&%‘: bf BR ¢S AAMHI:SH A A h@dnde flimbz&@l 84t efherse anxiogenic

olics (who did not have C|rrh03|s met abol i ¢
w1thdrdwslmf&et8§u0h esnHikition duringa |S@Q1aldﬁ?r40(§10@t‘f¢ﬁé (Fidg efstla H289s 1992) and

reduceg i QPE%I éﬂ“? e%%lér a og IcS’igaéd ? kdr%‘)ls m?’%{ @;ﬁy ehgu 34 9%? @;‘}tﬂcr in Moy et al.

(2000)%&%&1’9@%% doop) it |th&@bcbrtb‘d tﬁ@d filuh eenileoald/ piévamuhs agitation and
for 48 hours. The use of 0.5 of flumazenil is based

stereotyped hehayios Jaducgd tyhwehdiawat ﬁfﬁ@el%lgé%wn sthapelreppgis 1n rats.  Doses,
\Y il

o3 B R P 8 e e

Moreo®#r, tHteprice aekashes theviak \of dumabenilf intname entionabbenzodiazepine treatment

ol TS St sogt BBt b A SRl G Hodiaepin
to alle@nﬁ{ef&'iﬁﬂ%gwgysy&?ﬁ&ﬁs et al. present sonme characteristics

are far omthe actual circunstances, for
elawpvez, all isclassd 1o fpmaranilnisdtherireataent] of alaehsl evithdrawal and

s B S0P e ST hbben o n
going a8 trRdRtiYné BAberl NEW QuBaKitics f SluffRyeri by eerdotig bﬁidds ,of time. Moreover,

met abol i ¢ di sorders, addictions to other S%Ibst ance,
the digelotedi #miniserpBye regimeny has aob _pplisec featss of df gabsor a class of

d e 0
compJF 35059 o oSS o BRI e .
Furthe@moﬁa‘ hemveadﬁnalltﬁdatrﬁéntm form’lcdtﬂola ant/oigpsywbsedtinulpdrdeaendepcy have had
ra et al | ose thelgdmnlstrtlono

limiteq Shpostand oRpmARa PedesGHOIF PRI SO rPPOH FeAtP fggded that can
improPd thebiffent \gﬁ't&%e%é’a&cf‘ RlauPaniid ¢k aytl 261964 . eCtiuée aAtimproved treatment

treating
methodology for treating alcohol and/or psychostimulant substance abuse is desirable.

l_.

In addition, conventional treatments for controlling withdrawal symptoms and cravings
for alcohol and/or psychostimulants have had limited success and often have undesirable side
effects. Thus, an improved treatment methodology for controlling cravings and withdrawal
symptoms caused by alcohol and/or psychostimulant substance abuse would be desirable.

It would also be desirable to have an improved methodology and protocol for treating

alcohol and/or psychostimulant substance abuse, which results in reduced patient dropout rates.
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dependency. Nutt et al. [Alcohol & Al coholism 1993,
Suppl. 2, pp 337-341. Perganon Press Ltd.;
wolkewsapsabychophar macol ogy, 1994, Vol. 10, 35, ppams2de/013155
T ‘ﬁ’f’{@ o’[ﬁ-lE»ﬁ’?(l N %ﬁ% j be the admnistration to 8
] te wi thdrawal phase of 2 ng of
TTheJ pii:aattllhvenbyn is\diretcted tdwands waous Fhethodssandtpsotobels ferdhe treatment

dm ni st fl I
oo By AT b4 el SRE S 0B oo
a class 8f cérﬂ?&ﬁid@ttﬁat\eﬁrea?}n b fhd@bctiingli B ray@llatsy GABAE chloride channel

especially of swedts and anxi et n ot her cases, the
activitywisedidasviait ney hpn@dstoﬂme@,r @uiy phichrigavireser| short éWlOd of time to

effectlvg& ‘?Fﬁﬁl}g%tg 39{? O;;IIPS? (g flé?%n'? aﬁ@/’gr P{y%hgpﬁnﬁrﬂﬁg ' ﬁla%ﬁd%o buse. As defined

herein, ItRd %Idsy I )bohip@hn&boﬂﬁt @éleétl%[;anﬁjdulatdsnGABﬂm gh]endes:hamfel activity
m nute, has several disadvant a s si nce

(referreél}g&lem aﬁ éelﬁqati‘@g‘élal@n% ghamel Hodulsgors) FapleBdedeavg the selective

modula?ﬁh Kot Vhidrldd lI acBOfY 3he gése Hot/ flﬁ:loﬁﬁaawmll agonists of the GABA,
rnaco Ogl ca res onse an resu I'n unnecessary

receptog)@pelm seflhtyefing beldzoﬁ}azﬁ‘ﬁ‘[esa Aciditminallgrad dofinddubdreis; thelterm substance

are not copclusjve since .in, t
e 5l SR A RSB TR Pt
1nd1v1dHl 1fedr<§ﬁ1?ropﬁvﬁaﬁlb&ml San@fo Sftintullht %@B&tﬁﬁ&t 4 icomtifed alcohol

, an 1 nmedi ate worseni ng of the wi t hdr awal
and/or ss‘ymplantmub%lco hiserdespite bgqm; ciddlidtipns pempelsiyg (ﬁlgﬁ})@i apg/or stimulant
and the tests wer er.f
substanﬁsnu§eep|;>)éa§1g}glsat stgh%ggw genlﬂsé*xpeg ?hys?% gr nance ’golerance a

maladagh% Pttedn oi\'ﬁlyo}(oeﬁ'ﬁhcﬂl@ﬁﬁtllﬁﬁlﬂhmb@@mde&rse Jreocdlipateml with alcohol and/or
t udi es, Departnment of Psychiatry and UNC Neur osci ence
stimulagg sibstance pspy @sc{/@rgta@ oreyalandscolovEhd AL R BRI WRAREFSHROPD Of use.

tIf)1ts bangﬁ%c oggb@&ﬁ‘tp& 'b%gérﬁ @éﬁltlsﬁ? gﬂ:lwd@ foh AN 4nfl protocols for the

I'ng I'n rat nodel's of
treatméni @f @ldoholbind/dit MDmmkmﬂ;@m dulbstEnce falbuseaﬁleh iricluslgs administration, to a

st e o SRR L LML L S DB o o gompound

dlrectlyalor ngd?t%%tl 19R&)veRn %d’dﬁﬁ%e&ﬂ&ﬂﬁnc@hﬁéle&bﬁbﬂz aidr@ﬁhs@éiecﬁm multiple
% lus mazZe (My et al. 1997 Furt in

doses aeta medetegrﬁﬁmnl) raazn unulzsaawerapauuca(lw ytiver qtm@tYr f@ﬁtﬁat é’&OhOI and/or

reve the agitation and

psy°h°§tl”E‘P]é‘8{ V%Bé %ee‘?'PW‘? g?’sdt?eﬁa [rj%agge%y wi t hdrawal from
|10 ROathdP ¥R 0@ lthe ypR\E(MiBvntiohab Srowis €6 methody @nd protocols that

were provided for rat nodels and cannot be re gl
reducetqramggsa@@bM@dﬁ%ﬁy@g@ggé@l@@@tlon to alcohol an /or psychostimulants

that includes administration, to a patient in need of said treatment, of a therapeutically effective

quantity of a compound that directly or indirectly selectively modulates chloride channel
activity, administered in multiple doses at a predetermined rate, until said therapeutically
effective quantity administration reduces cravings and withdrawal symptoms from addiction to
alcohol and/or psychostimulants.

It is another object of the present invention to provide a methodology for controlling
cravings, reducing withdrawal symptoms and treating addiction to alcohol and/or
psychostimulants. It is yet another object of the present invention to administer a compound that
directly or indirectly selectively modulates chloride channel activity, such as, but not limited to

flumazenil, in a therapeutically effective quantity so as to control cravings and withdrawal
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Moreover, the prior art teaches the use of flumazenil
in a conventional benzodi azepi ne treatnent nodel,
- wohbhi1s@agui res the substitution of ethanol usage/vsk013155
sympidiBsio e QEMNGh L8 StahbdsoP Qé@?(ﬁﬁ% RE thLinveh® als6 results in improved
~w thdrawal synptons. However, all disclosed uses of
cognitive fureetieni | in the treatment of al cohol withdrawal and

diction, have reljied on either the singl
iRttt Teck Bt ooy Subetion S BisPiHY fagadripey pod protoco for
re:duciﬁJ%1 gatiog afpbii sitéAorofiosef patienty hrisrgyigd titdairn@ént ofor alcohol and/or
flumazenil over | ong periods of tinme._ Mreover,

t he
psychogtizgiast addigtinnni She Aryeption dprlndess theaadmigistuglipn jofge ccqmpound that

i i by Q NS SREASERCEHy effecti

e 3l LR, i S SMEHGE AR PSREE e

quantiyresdting inchipherfpatienteecovery, rats womphiedrialcotvendvna riteatofiants. This, in
and/ or ost i mul ant dependency have had

al ﬁ?hm R%ch[
turn, rgspfiy IQWET BUELEIRRAMIRERN have undesirabl e si de
ehpiRsafly, REVaARRIGEE Df MEpREH Bty chhah t& BRovidEfoP Wministration of
treat ment outcones and reduce the risk of rel a(gge. _ .
therapauiigslly affestiveramvavatst ofcfumanenil ie nhidtile dggesfasia nrededernmiged rate which

al coh and{ or psychqsti mul ant bst ance .abuse . i s ..
reslts o SR Y xRN R ol B o LG SRR SRR dlgpint
controlling wthdrawal synptons and cravi ngs for
al cohol and/ or IES chosti nmul ants have had limted
RHONQ abl e side effects. Thus,
SN PUAL 8y SEATLIB oRABRUELOBY s CATLATL e aomecinct o
they tenoher bgtey ahdstsiond! byt refumdse atoc ¢heafiold@wving uDettatied Description when

..desi.rable. It | d al so be desirable to, have an
°°n51dFWaﬁ%Q%‘H’eﬁ%?fhW\ggﬁEgﬂfc%Hafﬁ’ﬂ%ﬁ WF“&SoWh‘f‘rF%’é_ti ng al cohol
aﬂ‘l@ﬁ&rl f&sa)’ﬂméﬁdrﬂa’ép?&fng%%ﬁﬂ eQréﬁ%éﬂ%ﬁdﬁé’eiﬁtﬁ‘iehf}%ghtp%st—treatment

in"reduced patient "dropout r s.SU i B
phasespofeae premplasnhtiethodplogyi for using phewaaagyticad rdompssitions dips a class of

compe}ifs RBEHRra o Painted arleBELT Sho R bR sBRGR frannel activiy o

treat alRbh& Ghtl/oe pabiibstinsllaisubftaite aBugd; ass of conpounds that
directly or_ indirectly selectively nodul ates GABA A

cdrigwici s & Hamisbart diusfrating/a fiasiembedimenitof qat exemplarg dngtlpdology to
f H&? I .which requires a short period of tine

treataltcg e Flggg%lc\?éiﬁggéradi cate synptons of al cohol and/or
PRigatedsisianfidveohiart Siipsiating e sedound embAdinttet bfiawleteeuany, methodology to

the cl ass of conpounds that selectively nodul ates
treat al@@ﬁﬁ“@ﬂw&eiaaés%hannel activity

Figure 4 is a flowchart illustrating a third embodiment of an exemplary methodology to

treat alcohol substance abuse;

Figure 5 is a flowchart illustrating a first embodiment of an exemplary methodology to
treat stimulant substance abuse; and

Figure 6 is a flowchart illustrating a second embodiment of an exemplary methodology to

treat stimulant substance abuse.

DETAILED DESCRIPTION OF THE INVENTION

The present invention is directed towards methods and protocols for the treatment of

alcohol and/or psychostimulant substance abuse based on safe and effective administration of a
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(referred to herein as Sel ective Chloride Channel
Modul ators) is intended to cover the selective
woudsiiasi4en of chl oride channel activity and dees/us@ios/013155
----- i by & §@%ﬁhrﬁ‘1§l tivity,
PR PSR G s 20 81506 RGN ApfShAB eljopalcfuas! sty
such afyduehot, limited te ﬂmnazdmlt ant svhidhuequirss ajslnm*t pmadebﬁﬁmb do effectively

the vari ou and chol o at es t hat
efadlcammpé%l%w Sﬁalgﬁ%ﬁ ’éPSygh ﬁ%&\%ag@gﬁw B‘t’ USver al cohol
/p?éseﬁtt 1h%ﬁtﬁﬁtpr§¢i@e°stf@f‘§ 8o pRherts treHaBnt@ppRIAGH for managing the
and/or stinul ant substance use despite harm

recovela(ddomss &or, aleahop and/pr/ssinalawtsubstaneg/abuses t Theimgthodology of the present

1nvent181h )}SS 2 gedsg%mg% Gtér aélllc%g er gtx’réct%e% n?g{r%atlﬂg dgi%eﬁgﬁgaﬁnprove treatment

compleﬁbna{afe@h@édua@ dtaingst landl| deofease paiicab aelap&erates versus current alcohol
preoccupatl on with al cohol and/or stimulant substance

and/or giaulapibuss tresimept @fiapence of withdrawal synptoms upon
GESEA RN dé’s%ﬁg’u&cﬁ t;wc' t&ﬂpiﬁﬂﬁ%ﬁtﬁpj Mot ¥ u§etaetop1;e?§ret'&t the various
invention to providé tor s an pr ot ocol s

physmetl remat pmnhologwail statho that makndfestpay dibeitinatis mgpaiedronaolc ever alcohol

that i ncludes adm.n patient in

anclor galagt S P oo i Bt R @R i cpepite harm,

compuﬂ%nilb(;b)bl %d/%r ‘%ﬁfﬂﬁ&ﬂﬂ Juishibe Ql'sé efxdlof &£v1h%bd| T8E ttdth is intended to
sel ecti vel g nodul at es chl ori de channel vity

1nc1udqal:lm<:hobgma dependendet mbb'%cajd@eosn@mca iolasancee ﬁnlinﬁ]@daptlve pattern of

alcoho]{ gng Lg?r 4 n&%lﬁ%tl sal‘%ﬁtat &eﬁ%gég é;iipa rlr%? %Jl{h :ﬁ&%hso? aaﬁg@pt EB‘NIIEIS]P substance

use, anf@s tRaRBvHlaRe REithiiawas s@nstbie upoh c&sitical oftuse. present
| nvention to ovi de for nethods, and prot ocol s that
yecd & Ahip ﬁ%«s,crmmnwtbqn Granarugs iptednto refeimiedussstiptign or non-
prescrlé‘tgomnahfifagf%:&l: %%f e naﬁ%%%?}?satélﬁ{wlrﬁé%%égﬁéﬁhdt riﬁcgﬂﬁjeeﬁn active ingredient
and, opﬂi@mllms mbn-activeq ltdfknag,e ot Ismbilizyngﬁﬂgedlente, tnehnling pharinaceutically

ound that direc dlre Iect| el, .
acceptHi G OT T gRo e SRR e TR o6 ediafatrion obsul] Abrmaceutica
compo@Hbhd. Pl € doses at a predeterm ned rate, until said

therapeutically effective quantity adm nistration
e chacesilay the tegn dmg iniuséd taweter glynml@smoff ¢aprpounds that directly or

oGRS GRED R B BTG GO chibgae Chame

Modul&Btsh)eq). QHM)riU@ 'ior?ﬂ@vafa@fdss e HaahdlNERh réspeeiab ABA 4 receptors in the
wi t hdr awal K nptons and treatin addiction to al cohol
brain. Qg ofperdinary skill in the art would appreciate that, as defined herein, the term Selective

Chloride Channel Modulators is intended to cover the selective modulation of chloride channel

activity and does not encompass full agonists of the GABA 4 receptor, such as benzodiazpenes.
In one embodiment, the Selective Chloride Channel Modulators comprises a partial
allosteric modulator that acts with high affinity but low potency at GABA4 receptor sites. The
partial allosteric modulators of the present invention are capable of engaging a GABA4 receptor
site based upon a conformational compatibility with the GABA, receptor site. In one
embodiment, the partial allosteric modulators of the present invention are capable of displacing,
modifying, or otherwise limiting the affects of endogenous benzodiazepine inverse agonists by

preventing their engagement with a GABA, receptor site. In another embodiment, the partial
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psychostinulants. It is yet another object of the
present invention to adm nister a conpound that
wdiomatism3or indirectly sel ectively nodul at es ebrmsae/ 013155

alloé&feﬁ‘mﬁﬁd‘fﬁg@fyﬁe@%%ﬁ%ﬂﬁ’eﬁﬁm Bate Did!ihveréeesbonft affect on the GABA,
umazeni |, 1n a therapeutically effective quantity so
receptasiue o & bighragfinity and leyspadengywi t hdr awal synpttt as

MLl Ui A T Bib| . . . .
e St SRR CRAFRL B g i
alloste A6 @i diRMat@OfhaE hetdlo tdyet CABYE teckpinant ainthefebpriasteate receptivity and

_mret hodol ogy and protocol for_ reducing patient dropout
chloridepharnef ign %‘Pﬂé%ﬂlﬁﬂi Teawiag @H@B‘Plgoi ng treatnment for
A,C QG he AN RRSHC qﬂétScﬂ}gﬁ@Qt cafldiaet b‘ﬂ?nne]_hﬁi[odulato s comprise a
imvention 1 ncludes’ the admnistration of a conpoun
compotitiah thtitrfendtions @s aipartial egirigt of ¢heeGBA! secepidubpilisplacing, modifying

chloride channel _actiyity in a therapeutjcall .
o othgRigt (NG ARt HIF 88 Lﬂnﬁ?gfwﬁ%@gﬁze}a@ﬁ iiprse agonists, such as

diazephBCOMEMNE nBiRGr C(B'm?':}fﬁﬂ et FaRYieH agnal ifveRetdPRAlsE of the GABAA
This, 1n turn, results in |ower patient dropout rates.

recept@pf narialthe/presence of amendogenaui perzodistzepine inyetss @gonist.

invention to.proyi .0r mni st ratian . of . .

Reapst ErbirRlrRltatft Pt ClebBi P aMaos sqmaripe a composition
that fubtiddsRk @ pil@lieﬁsalgaﬁistaoﬂlhé TRAIBA [rdteptor BY displticty, heslifylng or otherwise
. .. in significantly |ower patient dropout rates and fewer .
limiting; the affactsc 0§ benzadirgeping ilayarse pERTESts.DRskrIsPHagnpany bmdmg inhibitor

1h t.he at ur ad

PR SRR RS 6 GABAALKABERSH AL abence of o
benzodietpine ihedrseiganixtier st ood by reference to the foll ow ng

Det ai | ed Descr, ptio en cqnsi.dered i nnecti on . .

ot Anethes SEROAFATH %TEA&P&W gr,lg%@?aémgl. ‘@?ﬁﬁ?‘f@rﬁ cpigpyse  certain
imidazfolbg%ﬁﬁfz{:%ﬂgso laGd ! RGMEVdOUE diyE - 8 FRBEIIEN6.dihydro-5-methyl-6-0x0-4H-

co-treatment, and post-treatnent phases of an o )
imidazexdfpalat.¢] reetbmliarepigy-Ferbaxylatey imabadinge satiousa bubstitutions of in the

C sitions froma class of,.conpounds that .direct .
carbo§FA e BRT o UeI B o R e OB S g e teld anhydrides,
amide§ ARG, aB&1d, illaved, @ytlogikhned] IkBAYs, alREAGIE, aldehydes, ketones, benzenes,

gsychostl nul ant substance abuse; Figure 2 is . a
phenyls} end isalts ther¢afst Iraancﬁberaembwbmeeﬁm%gqcﬁﬁﬁtchieprl%@n Channel Modulators

comn B T5L UL, LT S8 1B AN S, amices
nitrile§ riblods, milaineqfoyalvakkxadsp bikeyesnelichivsl gl addghyties, ketones, benzenes, phenyls,
and salts thereof.

As used in this description, the term patient refers to a male or female human being of
any race, national origin, age, physiological make-up, genetic make-up, disease predisposition,
height, or weight, and having any disease state, symptom or illness.

It should be appreciated that the administration of a Selective Chloride Channel
Modulator may be achieved through any appropriate route of administration, for example, orally,
inhaled, rectally, sublingually, bucally, transdermally, nasally, or parenterally, for which it will
be formulated using the appropriate excipients for the form of administration. In one
embodiment, the Selective Chloride Channel Modulator is administered intravenously (IV). In

another embodiment, the Selective Chloride Channel Modulator is administered using an

infusion pump. In another embodiment, the Selective Chloride Channel Modulator is
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treat al cohol substance abuse; Figure 4 is a flowchart
illustrating a third enbodi nent of an exenplary
worbisadsl4egy to treat al cohol substance abuse; PETES2®6/513155
admiiiksd” (ABYIRYEAdE BUSES flat MoRdsd R c6ARARUEEBE phlsidian-controlled,
?ﬂ exenplary ne?h&%o og%gto ??eat sti nmul ant sqbstgﬁge )
deliversiafsthe dangl Hinganothes ensbodirémdutiisabelestive Shlorte (¢hagnel Modulator is

aamini§ SRR SR Bl oA AR TR0 R 5 over an
infusiohW¥EDH! ON The present invention is directed towards
net hods and gr otocols for the treatnent of alc

I ,
dnheitanld uthenbs epprgriated thejibe adodsisnd Prenesed A gﬁé)awent invention

nd, ef f ective adnini | ' i - -

o v R TE PSP S BB Rt gy o puen

data, a&hﬁenrl]dlylto Btoie ﬂmi(:j mdft@ﬁ)l ttepd thateoneprise thamdtholls afd precesseses the present

. a short period of tine .to effectively eradicate

inventighAtRSALSH 1@ EEHEIC RAWH _rdea&syt Fg&tq 5hE Baisephaes. a network

interfa@%’cnbspgorwﬁﬂﬁc% &3£ B tnetwiorR WittP Bthif E&/ﬂlﬂ\%&g‘ Mvices antdha display to deliver
e

ehensive treatnment approach for managi ng
informntamtoausgrsp rlomas snfbodinadnt,cipetifia pogtoeol stepmateasiored in said memory and

subst ance abuse. The net hodol o of, the pr n oy
compafod AR TR G P PR eD T P SR A boptied in accordance
with tHe' ReiBda. t RERuls 2f 3hel@dteparisbBIeOMnh 1€B4LER M3 a user via a network and
conpl etion rates, reduce cravings, and decrease

other qoamnusing deviceperdishlass Nhermetbodelpgien el shecprgsant amgntipn are therefore
I ul ant u Pt ed Ln.thi

sl L A3 P, ROBIGRRs, ASedieGplohl oy v

platfort@ t he various physical and psychol ogi cal states that

RelFisnoa e e Tdp ot deiel KL SHCHUBER S CBA Grenton. While the
inventfé‘)éﬁ)%pl‘g{be,sdés%eggﬁ ocl%Hﬁlﬁh?%}P@itH $Fed8S Binb6diBRAMY it is not intended to limit

sive and/ or stimul ant substance use,
the inventiéoto aneawibodamenfthe termis i ntended to include
psychol ogi cal dependence, physical dependence,
tolerance, a maladaptive pattern of alcohol and/or
1. iodidhinilo W BSLADLSy WiShodWARCCUPAL T ON Wi th al coho
and/ or stimul ant substance

Referring to Figure 1, the treatment methodology of the present invention 100 is a system

consisting of multiple components administered on a pre-admittance, inpatient, outpatient, and
post-discharge basis for the treatment of alcohol dependence. The methodology is designed to
reduce cravings associated with and following alcohol withdrawal, and to help the dependent
patient maintain abstinence and reduce harmful behavior during outpatient and follow-up care.
The methodology will largely be described with reference to the alcohol dependence
methodology in this section, but is not limited to such methodology. A separate methodology
may be administered for psychostimulant, or combined alcohol and psychostimulant,
dependence. Additionally, separate methodologies may be catered to outpatient vs. inpatient
treatment settings.

As shown in Figure 1, the treatment methodology 100 for alcohol dependence has
multiple phases and components that, in combination, provide a comprehensive and integrated
neurological, physiological, and psychosocial approach for the alcohol-dependent patient. Each

component has been selected to address specific effects of chronic alcohol consumption and the
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use, and/or the preval ence of w thdrawal synptons upon
cessation of use. As used in this description, the
woenwidsu4g i s used to refer to prescription or PADAS2006/013155
..... o . / . .
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neurol@glcalmmahitsy The makddovezy dinefsfrﬁ')t lad@resthesdpatifit iphiysigal injury, such as

liver delg éq%gingtnltéfof@hgq%%q%gq;(gwgg ]te%e?n . y ﬁgﬂptﬁ}gglfoere essential that
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particular, the ter ug is used to refer to a ¢
with do¢ commamis fartthe pdtentielt injerantionnafi argcdiugs sieéck furi thisl yeatment with

3 ori e cha nel act|V|ty ("Sel ective
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least a?& gc%ﬂt : Veg}gﬁg\gﬁg %ﬁﬂ% ?(G Osﬁ#)sthﬁc &&)ﬁlgcgeﬁlg bR sﬁ&\ﬁféntst grﬁ%}cohol. The

DSM iV asiterix 1sehmmﬂi)a6$th<f>sel of aglimiurgtﬁﬂbﬁn tthe afABMAcan be described as a
receptor, nzodi azpenes, I n one enbodi nent,

Su
maladapfiae Baitub, SN BP0k SERAARGNISac Qﬁ%r%adé‘%ﬁr& plinagally significant

t
i Ry 1 g o Pl g s

12-moypthrpeiiad: al | osterl ¢ nodul ators of the present invention

c able receptor site based
3@2??0% a&’(?ﬁ’fag %‘%gwﬂ%aﬁﬁﬁéWWw wWith the GABA A
receptHr Asidegd foa MAfBRDARBRBY . athBEntPasft it substance to achieve
all osteric nodul ators of the present invention are

capabl e #foXpaigngsidegredadfect yi ng, or ot herwi se

limt 'H‘gl\)ie{?ﬁed?)% fdﬁ“gfn?sh% e?fé?to%%ﬂoéé%ngﬁéhz Odl BE AR O%e amount of the
i nver sé agoni sts Dy Preventing therr engagenent Wth a

GABAA r esdptaace.site. I n anot her enbodi nent, the

I I ibt h t h | d
by bt montitsie! bysier PEEJOMBEE o a hi gh
af finig ymeeha{r%mc%%am s ﬁtpig&%rfoﬂﬁbe%mte the

Sel ective Chl oride Channel tors conprises a
parti . dhtoser (@ aocdosedy aclatddatsubstamcet o takest toGABAe or avoid

receptivity.and, thereby increase receptivity and
chlori de™ é%gW@F SYTRRo ﬁ\éow wi t hout requiring al cohol.
hso) TROsHBYtarRE 19 HfFRNhkerd BE 1aP&dremhoMs Ghl09E! H8offRYREbA than was

dul ators conprise a
intended (loss of control).

(4) There is a persistent desire or unsuccessful efforts to cut down or control substance
use (loss of control).

(5) A great deal of time is spent in activities necessary to obtain the substance, use the
substance, or recover from its effects (preoccupation).

(6) Important social, occupational, or recreational activities are given up or reduced
because of substance use (continuation despite adverse consequences).

(7) The substance use is continued despite knowledge of having a persistent or recurrent
physical or psychological problem that is likely to have been caused or exacerbated

by the substance (adverse consequences).
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conposition that functions as a partial agonist of the
GABAA receptor by displacing, nodifying or otherw se
woimietiitsg3t he af fects of endogenous benzodi azepCmas2006/01315s
P QURCE RIS Ve otbdl BT SlcAZRRATHH NGl Hepblbd & the screenin
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of patiGABRAAThe ergision i driterit miay b dailoreb énee aftpaient oddgeatisos treatment

.benzodi azepi ne i nverse agonist. | not her embodi nent ,
scenariag 1Gg £GP EnItgt PERTSERIGD NARHAPARGTORCHBPRLEY Feuls or aloobol o
stimuldn® BEdcewidh@the fpanEdti A8 Sudéntandiédl bAbsRERRiSproblenishtbat, per the

GABAA receptor by displacing, nodifying or otherw se
screenihg npltyisiegpn; hrequitd domedigte esinal egypivetipm\aadseatment, has current

. oni sts,. .such .as_di az hi ndj Wk i t .
medicof 35 YdrrE S5 QBT S0 BT bR B8y Bl tint wnabe 10
work sh®esally with tlidBetAbssiogeoniith theasiafo ddmitdgéring theveatarnt, has current

agonj st. I n another enbodi nent, Select| lorid .
benzod@%ggmmnmr ety edyRpeticardelytiause urin\éeto%ol%zggf must be negative)

s talcil : i ks d derivati f ethyl
oSSR RRERR, S, o1 ) 18 1 oL

|Sifmiladly,it #]préfenzddotan eehinepdicabomax dpatient basis Fardilavhol dependence

where &%ﬁﬁgﬁ%%ﬁtggﬂﬁéﬁgéﬁ‘}f@ %.tg']g ’p%%r ?181%( ill’la ,£e§ rtﬁlen scctrIee%llnrij}gl physician,
requireC {thAEAiGRS prof&ekRdnANEYIidR Sanda it A@Snt, THab r'duk@ft nRkitedl 9r psychiatric
al kanes, ctycl oal kanes, al kenes, al cohol s, al dehydes

probleke thohar thsewresning phytieiay) rendesribe elignt gnatle iowprk gugeessfully with the

ot her. enbodj nen I i ' .
et BB ORGSR RS AED RS s,
FltiehtS .adatitdd ey mdeddoRegl donalbylbli(aeBor pyychiesimulant) dependence
o hitriles, alkyls, alkanes, cycloal kanes,  al kenes, . .
are inigiplpHenaied Mithempdicationsetos v eR ZaswEastabilizetign (whighgmay include
. . b i i S, inti , v
ook, USRIy 4S80 il s 5 GRURL i BT i
body’srability toadsiaraah appropiiste neeggholipfbatanod Gyl as physkdogipgl amino acid and
W T TR —_—
protocdl |cdEHonedts, IBRABIRILYiBPRIpEEhAL §Butt Béoniiéhded) psychosocial and/or
adm ni'stration of a Selective Chloride Channel
behavintai uthatapiesymayhible atehidespeilied hinodgtilayloappr dpei eerabined effects of

t f adm nistrati f . R |
BT e e e T
prevend 8siask Yandole i @iNifgAIor Yhe dépenddiit Glibstdncedi Ongoing psychosocial and/or

behavioral treatment is tailored to optimize the probability of long-term recovery.

2. Exemplary Methodology Components (100)

Referring back to Figure 1, the exemplary treatment methodology 100 of the present
invention comprises pre-treatment, co-treatment, and post-treatment phases further comprising
various components of an exemplary methodology for using pharmaceutical compositions from a
class of compounds that directly or indirectly selectively modulate GABA, chloride channel
activity to treat addiction to alcohol and/or psychostimulants. As described herein, reference will
be made to specific components of the individual phases of the treatment methodology 100. It
should be noted, however, that the individual components comprising each phase of the

methodology — pre-treatment, co-treatment, and post-treatment — may be performed in different
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be formul ated using the appropriate excipients for the
formof adm nistration. In one enbodi nent, the
WSeb(EutlSM& Chl ori de Channel Modul ator is adm nPGT/&Ilsmﬂt6/013155
obd: €e to administ the
i R SRURBRYBLY AT ARl RSO e b o st
individuali da)m];ml’lemtlfolﬁ isheophapw'qif méthodoiagyh E00 mmbpai‘tlmdm ordehis exemplary and

it shoui%lf ect fs&p l or ! Oclxgro S%gghllﬁgdc | at %}ﬂﬁl Sadd%pmtratmn of methodology

100 a%é GLRNARE VR hREksedBLddY 8F theQatibhte drug. | n anot her
- ?I rr%nt gt he Sel ecstelve Chl ore?%el Channel Mbdul at or

|s adni ni stered from pre-filled syringes that

aut gnma iver a predeterm ned dose over an

i"hfg’éﬁ'g %f'ytc(g?b)lt shoul d further be appreciated that
tH&‘erﬁﬁF Ivaels teaPiguiy NGRS esadthitlahe ptethenicainmone pidgrmm dithe present

) be i enmented in a conmputer system haV| n "ﬁhdat
inventippyRes p@ﬁugm shoyld serlrgo amic-gegpenparalusy 1 it bhe prerissipgpt analysis
110 mtag é)%t e NGt Q{T?flé} Glenl &P aﬁeﬁ?tls %ﬁrﬂgftfﬁa@ dah§idaRt AP dBe treatment
rocesses o present 1 nventi a processor to
methodiﬂ@gw af ehe présentt 1rd/amaon nIn eiddttlomn the pscatrdatment puwkss 110 may be
conmuni,

t k
iRl B b1 65 ST Sl Aefoagop, 10 of e

presenfjﬁllvbf{tﬁfn ' ?ﬁ@?i@&éa@kﬁeﬁt%ﬂd%’fy@maﬂ? ifdMEde8 n‘s&% R0 limited to a complete
specific protocol steps arée stored in said nenory and

Physlcclo&manmjloag]ahoasa cpmmi%mpswhtﬂ@gtcal exaneipatione 1 W, enCIWA Assessment

10, L 955mBAEEo e RERBRc) SCARER M . e

phase &ﬁHéTHfétlﬁﬂbE@ 1100 af tlﬁ:qi’res‘éhﬁmﬂetﬂﬁ)hw esatibedinlpgéater detail below.
comput i ng deV|ces or display. The nethodol ogi es of the
present invention are t herefore accessed, tail ored,
and COpMA) 7 am operati ng on
any har dvvay@%t?g){l orm %@%@c@ \%g)r now be made in
d&dfadel Stﬁl@lng[lheltfdaﬂnﬁl‘tbﬂds meefesed fthat hmtieny emiergma othiplete medical

the invention wll he described.in conjunction
examm:?&@&f BRI 15e Rrederably - mongigted; é’?ﬂ ‘io qnmlr?\l!l? &98‘1 count, a
b10cheh1n(‘/a‘? bﬁ’l@ %&ﬂé‘t@gdtiﬁﬁ{ét Iukosd, rHlédlﬁHféb'rﬁﬁ‘o%éﬁA(BUN) cholesterol

lary thodolo y Referrlng to ngre 1
(HDL tnd sk Rbi righichodis, abjelof rhreplpiisschDH Gaeiia debydrogsmpss) and total

protelnghﬁﬁ/eSt 5 gﬁgrlb stlgri%pgj gﬂgi, tl'.\l[Cng"Teoéf‘iru%Pn (??(étﬁ({c?rdlogram and, if need be,

pregna@ty Rt hﬁd‘kvraﬁ"éﬁammatmn Exclusion criteria is applied to ensure no other acute or

uncompensated illness exists within the patient and to ensure that the patient does not require, or
is currently not taking, a drug that is contraindicated with flumazenil or another Selective
Chloride Channel Modulator if being used.

ii. Complete Psychological Examination (110b)
Before starting the treatment, it is also preferred that patient undergo a complete

psychological medical examination.
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post -di scharge basis for the treatnent of al cohol

dependence. The net hodol ogy is designed to reduce
wonexsing@3dassoci ated with and fol | ow ng al cohoPCT/US2006/013155

wi thdrawal , and to hel p the dependent patient maintain

abstinence and reduce harnful behavior during

out pa‘lu' eﬁﬂthdmiwﬂsybrpmmmobgy €l10¢he net hodol ogy wil |

bed wi.th
Bestn b cachdih SUBI U PR e SSBen b ehiaitle ViR Modulator, the
w1thdrdwams%ﬁ9tohﬁtoiy§§1 BRI B8 alcaited Asifie Bz @I W ARt dvanatiogyYAdinoff et al.,
adm ni'stered for psychostinulant, or conbi ned

Med1caéffomlhgﬂogﬁﬁd7§s]5%f(é888))m$ a\ml as et rR AEDLORdI TeE T WBRal |y,
separ at e nmet hodol ogi es nay be catered to outpati ent
vsS. inpatient treatnent settings. As shown in Figure
1, thg, t DeRimBiationef RegoirabMedidatisny (120d)ohol
dependence has multipl e phases and conmponents  that, ? .
dbatnteaieiarin (haeas should Bk AefRIPRENYHIoRN TR Featigt if a patient
i O, C a p S haddiction,
agnol3 R0k By L SRR it SEAYS0C e natpigaghe
should heedives eledizhtioh tfor thisldisesdes,peifirf éxampld, ex patiat Chfmﬂ@liﬁdc Wlth arterial

al coh nsunpt, the'ifJlcib wi t hdra
hypert R BPUG PP I DY RSB T PP S EeRi 2 0 B il efly exising
medicafibpcui ts. The nethodol ogy does not address the
speci fic physical injury, such as |iver damage, that
is often associ ated wi th al cohol dependence. It is,
ef.orgl, etssep%i that each patient be assessed and
%’Ef" ﬁF‘f aier tments be instituted to address
ﬂtﬁf@rkﬁ@'bablﬂlt@l Pigured 1, if dyrtiesnisiadesiasd dmo fthe tl'ehtment program of the
potential interactjon of any drugs used for IS
present mamtmmt aupatient Mol dhers begth Ghe @W@’%EB@W&%EVSC 120 of the treatment
methociorl(g@; f t\ﬂ%‘ >};r@se}l{] ‘fn%ﬁél?mD{ﬁ%g‘ dQnRGY, E%‘u@ﬁ; will preferably be
at1 ent i's preferredth
admlmptateidepﬁanhsceatmedlcotnposmtlogs é&@ae radbdraro ei pybiceibed Simrlg()b maintain an

old. It ferre hat the. pa t
exercispagiime 130p g BRd TR B PR Feriehs 270, TR By components
of the HGRENHENRENOPhAEL T WhAREAmEAt ALHBAGbgy T0@ alSMsbNbed in greater detail

criteria 1s known to those of ordinary skill in the
below,dwt aramdt baitedéo sisboptibetd as a nmal adaptive pattern of

al cohol and/or stinulant substance use, leading to

clinically significant inpairnment or distress, as

mani f egt PHaRMacsutical Colpoditiloho20§) occurring at any

time in the sanme 12-nonth peri od:

Various pharmaceutical compounds may be administered during treatment with a
benzodiazepine antagonist as with the methodology of the present invention. These are listed

below.

1. Selective Chloride Channel Modulator

In one embodiment, the Selective Chloride Channel Modulator flumazenil is used
because it functions to effectively regulate GABA receptor activity and minimize the severity of
conventional withdrawal symptoms. The use of flumazenil may normalize shifts in neuronal
GABA, activity and subsequent dopamine malfunctions resulting from chronic exposure to

ethanol. Specifically, when used in accordance with the novel invention presented herein,
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(1) Tol erance, as defined by either of the follow ng:
a. A need for markedly increased anobunts of the
wenbsiiaras to achi eve intoxi cati on or desired eCTaS2006/013155

ﬂuma’?i?rﬁl wﬂ‘%ﬁ) %é?@f@' %ﬂ)rﬁﬁ i 5&3?291%&1‘3.%% oﬁhf, and decreases

e su ) Wt hdr as

cravinggBni fest ed by either of the followi ng: a. The
characteristic withdrawal syndrone for the substance.
b. The sane (or a closely related) substance is taken

to relieve 0rgaygiessipi t hdrawal symptoms. (3) The
_FtéLF‘en

substance is © aken in larger anounts or over a
| onger period th@nweefﬁﬁblmﬂaéﬂ (loss of control). (4)

Ctl}l%éﬁ?d@daﬁ eﬁ)ﬁg@ﬁ? ?}“il 9 alg%né ﬂ%?ié&%flﬁﬁ ?g&@a 1?7 FQEfiBed to patients

sufferu@gJﬂbﬁpbﬁllepéﬁXeffecﬂWel@tloweﬁl bI@fn glutaenaites coypentrations) and has also been
activities necessary to obtain the substance,. use th
used is Lrhgttm@z:reento@ ARG AISPIdSHh PHGl @ paapls ey tisoRfer and obsessive-

compufsw CREGHRAT | @fbhpertf) c&rﬂ?l%&?t@tﬂlﬁ@a%ﬁﬁ in %fﬂiﬂ@hbﬁﬁﬂize GABA and

recreational activities are given up or reduced
glutamb’e(tmmsmmfonstﬂzbs tidmoeingSPABAdomG. nuat i on despite adverse

CEISHETEES i ek S SEOA S il v
a calcw N CRhnRl ISHeRO! abshtiRr AR @Rhibigt pdss-syrdpeit Yeffeets modulating

e been caused or exacerbated by the substance
NMDA-awdiatet tnanmles.}ge rhyed) reducing DIMPAGlytanatengss me and 2) indirectly

criteria, shou I
helping Sprgherc ¥R relyetf, GRBRe Bt Ao 35 PR NMDR activity in the
withdr@Wh edté. € Mab@penitinPgroviies fér & improved qaalityi and dflmntlty of sleep and an
exanple, it 1s preferred not to treat i, ent P
improvedpamiahitstaiasi As foresult @BHE a‘aﬁvesm?fﬁmnsitq%gﬁ %Hé’n in decreases

ith atient has current nedical or psychl atric
Wi drms}bﬁ%nh')s&flﬁ per the screening physician, require

i medi at e prof essional evaluation and treatnent, has
current
b. Key Pharmacologic Safety Considerations for the Use of
Gabapentin
Prior to administering gabapentin to a patient, it is essential to assess the patient for
interactions and contraindications. Gabapentin is to be used in adjunctive therapy in the
treatment of epilepsy seizures (partial) and for the management of postherpetic neuralgia.
Gabapentin is not appreciably metabolized and is excreted unchanged with an elimination half-
life of 5-7 hours. Possible side effects from the use of gabapentin are dizziness, somnolence,
other symptoms/signs of CNS depression, nausea, ataxia, tremor, and peripheral edema. In
persons with epilepsy, abrupt discontinuation may increase seizure frequency. No clinically

significant drug interactions have been reported in the literature.

3. Hydroxyzine HCI

Hydroxyzine, an H1 histamine receptor antagonist, is indicated for treatment of

generalized anxiety disorder and for use in the management of withdrawal from substance

dependence during both the initial phase of inpatient treatment and post-discharge care (as
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medi cal or psychiatric problens that, per the
screeni ng physician, render the client unable to work
\NeummﬂSSMmlly with the met hodol ogy or w th thepreraktoos/o13155
necé%"é‘sﬁ%@“ %mdb@ﬂu@e%’i @tsﬁagltal mii&die ﬁﬁ)[a?i'ah benefits an can be used as a
|azep|ne and er sedati1ve-hypnotic-anxiolytic
sedativels €TH{isi rsedrivie oeffeco Icalg)benmmﬁﬂ bier negtitg e sleep-iisotdakadnyreathing and

ti-p otlcrredlc ion(s)., Simlarly, it i . .
increasgy areBPRidl oo My e S ot CoREibaiR: Wi itdorislis (e Boes i patents
recovelflﬁg £idhf Qﬁgholdﬁegﬁﬂ@&f&?e PG 1R1sN fddREs! @rﬂ&mﬂ?%n&ﬂﬁﬁi@ Rhat, for some

di cal or psychiatric problens that, {J
patlentS év Genifinantlyrassicditechyvith egbsereerit piveliolitielapsaf essi onal

Eﬁy l&?l%atgl{l}%rléa%%b‘ﬁ}r’ gﬁ%"ﬁ%%ian ?;é?l %’I rhr en%rgg%%gg-BB minutes after oral

adminifidohCi ah, adRAGET hidiexyeinee AtdsufRb lsﬂ)stdiacwkhdrawal process through
successfully with the nethodol ogy or is curren

anxiolyfigkriignausead yelpxant.a9d; vageps elbenproperyies. bk ﬁh@éﬁé’ﬁé‘}?}/@é@t the effects
of onfEl il TIBRARL, WAoo LA hanced it e

adminitrativhed hytdtdxynind (Ekémphﬁy tinrgs Andladesplefrmacological composmons having
eurostabiliz &) (whi ch may include detoxification)
the tra I%Hﬁsﬁit%rﬁxﬁﬁi lst"‘i“r&nal suppl enents to ensure their
supply does not Iimt the body's ability to restore an
appropriate netabolic bal ance (such as physi ol ogi cal

am no aci d 4anHitpwit Bi n t ur nover) Subsequent pati ent
managenent i ncl ude rt ﬁfb‘e anc rmacot herapy with
pr ot ocol corrponé’ht 0 ‘fﬁl onal (but

(REeHRRIa) cmmbﬁem @b}ﬁbteéllﬂiy Iéﬁ/elb I awvilaitantiag, gﬁl‘t@cﬁﬂaﬂy the B
whi ch are described in detail bel ow The conbine

vitaminsf(plse kBown ap Higrsigeotiarapy Thase paminvasareriredihypbe body to convert
food 1n1?c{ gnegéﬁ li%igln tBe fﬂt%[{}r of LA Ithesw El?cﬂﬁveé hﬁlcpcd)mbat physical

r eve duce “cravi ngs
or emosllobslt SAree. Aﬂmmst‘rg‘thmsyﬁ hitsmii Bl coaqdéons pehafithe alhanagement of the

alcohol q)erpgﬁq@ Fﬁfql;.%sé %lsalé(lrl%rlpe g) etxr%gg}%fp gégﬂ%gﬁg@ g@klc)}stza.%of? syndrome and
alcohol} B4 Sodnh ) denefte itk e&ﬁtcllﬁvérﬁlo'r:l (}Q%P&b@y inklMes the provision of

exenplary tteatnment methodol ogy 100 t he "present
a nutritionabsupipbamend nﬁfqreﬁed ptaenmrlbaomphx (thizmine edd Iywiboflavine B2, niacin ~

B3, eyt T AR o O RRT B P e, anc biorn) o
patlentsp faaﬂy&ﬁﬁmtgl aabilisRIERO0Hth ©B8Smbhefdlags laad Spdaf-dizEmRed! ek as long as

hat directly or indirectly selectively nodul ate GABAA
medlcaélmb@mfcrealchannm

b. 1V Vitamin B Supplement

Alcohol abusers tend to have poor nutritional status, exacerbated by poor diet, gastritis,
duodenitis, frequent vomiting, physical illness, and weight loss. Thus, there is a need for
parenteral vitamins. Thiamine absorption from oral treatment tends to vary; alcohol in the gut
interferes with absorption. Thus, there is a potentially large thiamine deficiency in alcohol
dependence. Oral dosing is unlikely to meet maintenance requirements. Thiamine decreases
sodium transport in alcohol dependence. In addition, it is a catalyzer of key metabolic actions of
GABA.
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activity to treat addiction to al cohol and/or
psychosti mul ants. As descri bed herein, reference wll
woeorsads7480 speci fic conponents of the individeair/us2006/013155

phases of thep}sieptdiEplenitat PP 0gy. 100. It Should be
not ed, howeve € 1 ndl vi dual conponents

EHhaqric salcrgloéaxohsmlazm dfcreanes thet hodios qyprall rate of metabolism, and

e-treat nent -ty eat nent - .-
oo PSSR R s B AR G, SRR ad Bt sl
mass. | AlcBh&l feahdRr po@in @Pith&as s a rihgts of aissues einelueivpe bttonot limited to
adm ni stering the individual- conpgnents of th h?ses . ctant
skeletabmuselehddest eyleadty # Aetaopael Prelfaopy %}@rlﬁ@“@&é‘g‘m 1gpyn wmportan
organs I%glg tt sgue%%ﬁgl% %% tﬁ%t ﬁ&gte SLOAM EiBn&QRe g% RUHRRE Yhesk 'efif%c(;[s, a protein

e art e adm nistration met hodol ogy 100 .
supplei®yt dridky isdgpteratily gravidddhdnilystoabe edtiens elising finpaisnt stabilization with
patient. a. Pre-Treat nment 10 ferring. back.t .
the megaragys, T4 ROn R AF P S, 06 SiTe SRS, fa Coch tyrosine and
tryptoﬁ%ggéﬁmdg fthd QibsAte %@Hél{) k1Y RAB1IsR RlcoRGIC Bnd Mith@Rivashetaket alterations
un go a pre-treatnment analysis 110. The

in levepraf-reneatnenittessmicly 8§ doppirineend sseotoriad t o det er ni ne
whet her a patient is an optimal candidate for the
treat ment net hodol ogy of the present invention. In

addi tion, the quuemtineat ment process 110 nmay be

adni ni stered fo prepare a patient for adnittance int? .
t Glatamiae tisréhet masit abyadInG gninQacig in tﬂPf‘eb?fer%"é‘:ﬁS an essential nutrient for

.4 nventi.on. .h re- ; i £
el YRR 1 S LT TSP Okl e grecuror o
both ghi@Ematd 2@ ABAe Insskeleoll agisclalgletmirienia tthomobiCihundartiawino acid and
) Assessnent. 110c,, and determ nati on o equj red .
ts deplBmanFROR1S Wi oY REEERIpBHEh APTOFest it FREY Fegpspd hy elutamine
supple%ﬁ‘?agloﬁ.f t he net hodol ogy 100 of the present invention

are de

scribed in greater detail below /. Conﬁl ete
Phicohaldias Birmnt effitcisoon he i0zfe Bahunesystear.t Algphphpredisposes dependent

puien Dbt bt o Bl B Pl R . Withdravin
alcohd? dBELARN I ALy GERbsd Misodffeat. nGlutaine| given b aanhtritianal supplement,
a biochem cal profile [for _exanple, creatinine,

is an yphprotagk pathlod .dhe me@@dﬂlquo g@hltms’upglﬁgqeg‘@p@? arox@qin_an immediate
an l. ri , . 1 .

Supply( Iogcéﬁlag)t% eth‘yg/ d ?Ac%]%ﬁeag a%’n gb%ﬁlg{]&&?@éﬁg :115 , heggﬂfﬂgn ' Clutamine

suppldnmnedtion rhel@stosreb oL theGRAsmAad nhistlerlenglnpf glutamine, which may help

el ectrocardi ogram and, i.f nege e, pregnancy test and
reversszwyss&fmm%waﬁmm F‘lﬁﬂh‘g‘r‘fef’%rf‘f‘%ﬁt “B5plied to

ensure no ot her acute or

ii. Diet (120b)
Depending upon the results of the initial examination, a universal or patient-specific diet

plan may optionally be administered in conjunction with the methodology.

iii. Exercise (120c)
Depending upon the results of the initial examination, a universal or patient-specific

exercise programs may optionally be administered in conjunction with the methodology.

iv. Inpatient Therapy (120d)
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unconpensated illness exists within the patient and to
ensure that the patient does not require, or is
wouoreansi4y not taking, a drug that is contrai nBCTaseme/013155
Wk i LR i 6 BB bHRLRE ik Ep O BRORARLITAMShented in the
Mbdul at or I?f el n usgeﬂc}. 1 7. Conpl etlcoaplg’ésgchol o_gical _
methofisdagy.nbndiddusl 1pybhotBehpy ds Socused myp & hplutaligatoffeinterventions, such as

L R T T TR L —

rehabifBatRs _&[@Jo@ia?,gﬂmﬂ%r)@drk, drodra] atleRlifedife i he patient.
adm ni stration o

“the Selective Chloride Channel
Modul at or, the withdrawal synptonatol ogy shoul d be

a 2 Cl WA- A eval uation (Adinoff et al.,
?/Ed%ﬁ’i%i’?’g’gﬁ‘gg@ 3:172-196 (1988)), as well as heart

r ReferrbrpdbdrkodFiguesk wifeer ai patielleduecensfidlyl amplétefRagudurarg treatment
phase 5F st BEHPARIOLL 81 Gt POPELSeniah ki coch pUgor e o prescribed a post-
treatmgiilta&%glﬁép 136 &8 fé‘l‘ibﬁw,_s’%ﬁ}l?:h%&lﬁgegg ib3P §IR6t 1ri]19h|&g o, @ Rdministration of

al co or psychost’i mul ant addi ction, should receive _
pharmpeagiticalt ¢ommpdsirons Hi38a,di £dWde mssefment 1A eytpatiephithesarty 130c, a diet

progra LG " it B, GHRY B aBiRoRtR i oy Posrpigt phase of

the méthdddlaaorend prebdi ifREH 621 0(04te dBscribed ingredteLddtam Bélow.
(120) Referring back to Figure 1, if a patient is

admtted into the treatnent program of the present

I nventi,o : | 1L, gin the during
treat mé'n{i)hp g‘?@%ﬁ?g‘)%oesh{oﬁlggpﬁéﬁt nmet hodol ogy 100
oBefohedipclesgn fromnthe tioksital, derdr mgore refaherinilowing pahpesitions or drugs
Wi |, referahly be adm. ni stered pharmaceuyt.ical_
are Pf@&ﬁ%ﬁéﬁ i e brdhy g CorRPRIfiRNstep dEigsran bF agedpigipise i1 pegh form to enable
greatef Batinf cOmPRarky %ﬁ'c%ﬁvé’rﬁcgicge?t %F?gfd_rlﬁcg%pr@éiﬁtlg@ $hat, to the extent any of

I npatient therapy sessions 12 xenpl ary
drugs clesuibeé tescinfare mot duailable i det jupisdichorase vdfich Hlgs invention is being

.t reat ment t hodol o 100 are described in greater
practiced, %ﬂqlv%%}tg%cu%pgéﬂégs%%y Pi¥eted to such options. i.
Phar maceuti cal Conpositions (120a)

1. VYitamin B
a. Fortified vitamin B complex

Chronic alcohol consumption depletes the levels of several vitamins, particularly the B
vitamins (also known as the stress vitamins). These vitamins are required by the body to convert
food into energy, maintain the integrity of tissues such as the skin and liver, and combat physical
or emotional stress. Administration of vitamin B complex as part of the management of the
alcohol-dependent patient may help to ameliorate the risk of Wernicke-Korsakoff syndrome and
alcoholism-induced cognitive deficit. The present invention preferably includes the provision of
a nutritional supplement of fortified vitamin B-complex (thiamine — B1, riboflavin — B2, niacin —
B3, pyridoxine — B6, folic acid — B9, cyanocobalamin — B12, pantothenic acid, and biotin) to
patients daily during stabilization with the methodology and post-discharge for as long as
medically beneficial.

b. IV Vitamin B Supplement
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Vari ous pharmaceuti cal conmpounds may be adm ni stered
during treatnment with a benzodi azepi ne antagoni st as
wonods/ b3 met hodol ogy of the present inventi onPCTHSS®6/013155
%ﬁoﬁ&ﬂ%ﬁ@é@ SV J&R‘sﬂe@@&eﬁkﬁﬁ&la@ﬂ{a@&s‘ d@acehadieby poor diet, gastritis,
Modul ator I'n one enbodi ment, the Sel ective Chloride
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interfedst Wilh 2AbRdrpBIMTPUTHS, thEReisus Q)oﬁfnnﬁlljd N@ge thianiisy deﬁc1ency in alcohol
normal i ze shifts in neuronal GABAA activity and

dependenpe; e lahdosighnirHikelalor WRel makienpacs fedpigmentsm Thiamine decreases
r egi
sodiunf B0 I RROR Epr AL i ROR 1 ) ERblter NG gHARKic actions of
GABAherein, flunMenii is' an inportant w thdrawal synptom
and decreases 2. Gabapentin a. Use of Gabapentin
Gabapentin is an anxiolytic and anti convul sant
medi cati on § ypicRablas Prescribed to patients suffering
fromepilepsy (eftectively lowers brain glutamte
dhmcetam a |aoﬁ§T)S fovditrhla serybyo spem) yeisdilant wite no known toxicity or

wddicty FE0RERes R BHLESY Rt R Pyt B eV SRy iftioning in

patient§ %ﬂﬂkmﬁ@ﬂbﬁl flboHprzadiavdl, Peheitng i pfdfﬁ‘hblgf@r@%ﬁbedmﬂthe following
gl utamat e transm ssion, thus enhanci ng GABA t

dosage@af%wé%mﬁhoa@lggbr B rHBS FYEIY ETBRE domaneavedls é@llqweéii by 800 mg twice

GABA. It likely operates as a cal cium
daﬂyﬁ%ann@% bl ocker. Gabapentin al so exhibits

post -synaptic effects nodul ati ng NVDA- nedi at ed

transm ssi on 1) reduci ng NVDA/ G ut anat ergi c tone
and 2) indi?eﬁmm ng conpensate for reduced

GABORS e Chy dPRBIEHHR 5Ol REiRR P& f&'%l %8&1'11545&3){10&1” it ﬁechemwally

w t hdrawn “st at e. Gabapenti n” provi des an | nEr oved
unrelatgddd nmgychcn,detquamhcp,to; otifer gmkaﬂolmxﬂldapressap? ageots. Hrixdesignated (£)-N-

methy B3 BB S a6aT LuRse (g T ar LT R o roRBis ' °Rs part of dhis

metho@¥1BEy1eIE 94 QHdCtoSaERt yniphdihs de hﬁkﬂe@ﬂﬁncf Qépréé%(anﬁssoﬂﬁted with alcohol
and/or psychostimulant dependence. The suggested dosage is 10 to 20 mg of fluoxetine every

morning for two months, but may be increased or decreased on a per patient basis.

4. Clomethiazole

The suggested dosage of clomethiazole (or chlormethiazole) is about 200 mg, and more
specifically about 192 mg, in both the morning and evening for 1 week and eliminated during the

second week.

5. Disulfiram

Disulfiram, an inhibitor of aldehyde dehydrogenase in the liver, increases blood
acetaldehyde concentrations and subsequently induces symptoms of acetaldehyde syndrome,
including (but not limited to) vomiting, weakness, confusion, vasodilation in the head, and
throbbing headache. This agent is used in the methodology for six months post-discharge to

induce averse associations with alcohol consumption, thus helping to sustain the recovery
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Gabapentin Prior to adm nistering gabapentin to a
patient, it is essential to assess the patient for
wgnommmk ons and contrai ndi cati ons. Gabapent i RCTAISL@6/013155
“““ St o r I BRI medicall
prochgs} M epsy&r{sﬂg‘fﬁg{ﬂﬂ#@g& %?ro %’Ll{kg ﬁlogsndd Ehéb:ée% eﬁr@ranaggrsrgg?g oafS Y
beneﬁcpxhst her petic neural gi a. Gabapentl n is not appreciably
net abol i zed and i s excreted unchanged with an
elimnation halflife of 5-7 hours. Possible side
effects frgmt;pga af8nOf gabapentin are dizziness,
sommol ence, er Zlyrrptoms/& gns of CNS depression,
nausea, at aX| a, at r Useef Geliaperé | pher al edenma. In
Q_ﬁ%?pee nun 18 én %@ﬁéélkﬁ‘? é%duarﬁﬁgﬂﬁf\%a% ﬁn%ﬁﬁgﬁ @bicﬁﬁ%?@é r1bed to patients

sufferirty f@mi sfilRpAC (dfﬁﬁﬁvdhyi‘llcﬁwére érain glmamad cloncdﬂttauons) and can be used in
literature, 3. Hydroxyzine HC

the trepimgph et HexicB: éﬁplesilemaﬁﬂc gnpastal A5G GO puflopbessive-compulsive
dlsorde}r ee% PR ¢ ﬁ"x{e"ﬂ?é f8tha2hil & heisP rn@ﬁﬁal?z'édeAQE!Auaﬁﬁ glutamate

e ‘managenent o drawal from substance
transmﬂapn,rttiemerﬂladung Gg\Bmwnet he initial phase of inpatient

tda%%{a%al%\gtwgsnog{ aﬁ]ﬁ fgp e}e stgt}% erglt aﬁafo%}‘??@ﬁ}&) It likely operates as

a calcﬂilﬁl NRhdie] e t SGQEHi‘)eﬁt%D AR YsRilitaSpodt-Sy@ptic \effects modulating
his sedative effect can be useful for treating the

NMDAsméptagh transieission [bye bt mdugmsnhﬂ\ﬂ%@a@wtegéw. @apcandea) indirectly

mvenent ha t t e
helplngrr ﬁOIBQ?I}SSﬁ K o, rré%lgc:\g}g r(:}}rk]gﬂfe?%é %1{ glgﬁ'gﬂ gé;(]icﬁ'ﬂ/ﬂ?ﬁi £Sbt1v1ty in the
withdrdveh @@tead@}ﬂ&@smﬁﬂcag?pmmde rfSDﬁmirﬂpxbhed quélmy aadqeantity of sleep and an
patients, is significan ssoci at ed subsequent
improvaf LY St A5 8. TefyfH P%) %ﬁézé I%enﬁlaﬁ?agn ayalifiss, gppentiy decreases

gcts within 15-30 mnutes after oral
Wlthdr%bolEﬁ gﬁgﬁng“ on. In addition, hydroxyzine aids the
subst ance wi t hdriawKley pﬁ’lmmoh)gwoﬂ'gkt}alﬁansidymtwns Jor the Use of
anti - nausea, rel axz{;?1 and various other properties.
It shoul d be noted“PR¥™¥e effects of other sedating

qfndrrt@%ﬁlhis?e‘rlﬂ ?ﬁkh Sin b A batit, S 16 leGdentialCR) hegess the patient for
enhanced with t mni stration of hydroxy2| ne.

mteractzmmn@ropnn‘amg@amml udebppratinaisotoo§e dised donashenctive fherapy in the
treatm%f’_t1 ofn gpﬁerf)gytsréfaz%rees n(%nﬁf’alfta@({ e ?ﬁ]ed \Qnﬁéé':}ﬁérlt of* pos\(hérﬁéﬂcn neuralgia.

Gabapentin is not appreciably metabolized and is excreted unchanged with an elimination half-

life of 5-7 hours. Possible side effects from the use of gabapentin are dizziness, somnolence,
other symptoms/signs of CNS depression, nausea, ataxia, tremor, and peripheral edema. In
persons with epilepsy, abrupt discontinuation may increase seizure frequency. No clinically

significant drug interactions have been reported in the literature.

7. Other Drugs
Optionally, after the final Selective Chloride Channel Modulator administration, non-

stimulant drugs can be administered. Specifically, after the final flumazenil treatment, non-
benzodiazepine, barbiturate drugs or drugs with a direct chloride channel effect can be

administered.
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Vi t aniypsip ﬂ@””“”%@%@’%g?ﬁmw red by the body to

convert Into’e intain the integrity of
tBefeeend aiftehtha admiresteition of flldmazensl, theamithdrewhlaymptomatology should
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arenteral vitamns. Thiam ne absorption_ from oral )
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) This can lead to a net |oss of protein from and )
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aimed gﬁeélgl?llsl&?igé ték}eo%oié:?él?f rfarﬁﬁg, \b&tﬂpﬁ&gona-lr&d:féijsmeeﬁi% S tﬁJ‘ﬁa%i@nt.

iv. Diet (130d)
Depending upon the results of the initial examination, a universal or patient-specific diet

plan may optionally be administered in conjunction with the methodology.

v. Exercise (130e)
Depending upon the results of the initial examination, a universal or patient-specific

exercise programs may optionally be administered in conjunction with the methodology.

3. Methodology Embodiments

Reference will now be made in detail to specific embodiments and examples of the

methods and protocols of the present invention. While the invention will be described in
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suppl enent drink is preferably provided daily to the
patient during inpatient stabilization with the
wortdsad®i4egy. I n addition, the increased | evel BCOfUS2006/013155
COHJM§§$WIW1§W§E'%&5H% EmEhst Yr S hbe imeadddr YPtinmiahe invention to one
provide the substrate to help re-establish alcohol-
embodzmentwile ladditinal manyicenabinations od theomsthodolosy epmpenents described above

neurotrapsmiters.such. ' .ond N, 6.
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effectivy guantishel p<rag.qumelpp etelfcisg Ciﬂ@%ﬂ%o@hﬁﬂ&?%ﬁﬁla@raﬂwﬂ] as, but not
L el.et al t amine i St -
i E3PAJoh e € nHaE 0 84t 1t 1608 St ot
dependeintin Muas spécifiemlyl thenmsantion relats do shet isetofdhmadzenil in multiple doses

BT TR —
accordRA&J RO BRS Ip?é%@lﬂn fdRehtifatd Qﬁérlﬁpélﬁcﬁllbf QEfcb®NS addfint of the drug is

sepsis by bfunting the initial response to pathogens.

maintaiedhid ﬂm/\pat'gnalth@hby si_gni@garﬂlyt reflpning _pla_{vmgy foraaleqhod  The methodology
R W TR T

side effdéppl enent ati on provi des an i mredi ate supply of fuel
to the inmune s%stem possi bly enhanci ng i nmmun

 Thevst i rpne ehosimend 3uppthedanipaevided feil %§I tf%ﬁtrflg'&tt ofr alcohol and/or
psych sgﬁléﬂn"f‘ﬁg@seQH iﬂaﬁ&és%hé ?Hrﬁfn?stﬁ{ioﬁi 'ttd;% ?E@i € in WUIST sHfireatment of a

feverse the oss of protern cally seen'in

therapalticaltp kffeaivernphantitypetiluamizenil betwee0.5(hg/dby abe hemg/day, specifically
up the results of the initial_.exaninatio a

betwesth etadet-D GhE/ BV ER AT PRSI JraNe sy S GRE! gy, broken

down ffo ﬁgﬂﬁe]ﬂé b fluthacORl HEGEEPD.2VMnkD. 3 By R IARAGEPEEY administration
In. Exercise (120c) Depending upon the Tesults of the )

during predéteriminech timeapdriods oa iuteivabs; satil said gharppsuticalpeeifedtive quantity of

umagggf| G e CH R ROEHEOG gy, RRROT R chfeh teehed. T one
embodineht2 e predéEnhifed tintd perfodPis dhahdkarlgeidftl ¥ed hehaMuRE and the “per

therapy 1s preferably 1nplenmented in the
dose” quantity of flumazenil is between 0.1 and 0.3 mg.

One of ordinary skill in the art would appreciate that the individual doses can range in
amount, and the time interval between the individual doses can range in amount, provided that
the total dose delivered is in the range of 0.5 mg/day and 10.0 mg/day and the individual doses
are delivered at relatively consistent time intervals. Therefore, the time period intervals can
range from 1,2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, or 25
minutes or fractions thereof. Doses delivered at each time period, separated by the time
intervals, can be between 0.1 and 0.3 mg, or fractions thereof, keeping in mind the total drug
delivered is preferably less than 10.0 mg/day. The present invention therefore provides for the
delivery of multiple, sequential doses, delivered at substantially consistent time intervals.

Conventional uses of flumazenil comprise either singular doses or much larger doses over
shorter periods of time and are directed toward addressing anesthesia, conscious sedation, or
benzodiazepine overdose. Further, Romazicon, a brand name for flumazenil as marketed and

sold by Roche, is expressly indicated to complicate the management of withdrawal syndromes
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presents @xpessive iaonsnisrof dlungzesit et pryesiven tied, Morsbeerabioh, conkientional uses
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Ith &ROHLAMRE: FMAREHIGHyE@f that ]ft%&éﬂt?ih@etﬂ?&l? Mun@¥¥nidfcan be safely
drugs described herein are not available 1 n_the

administerddstdipetiérdnin smalhiesmtitips, epplisdeintmyltiplesdases duging predetermined time

. .practi,ced,..equi val ent I .ani ng.:

period G 05 SYBLER] SER MR YNl G tconol andin

pSYChO@i_i?l@.Hljﬁjt d@lﬁﬁ&éﬁ@tﬂal@ fbeléiefﬂaﬁlﬁdﬂs The, itdy @bssililé ts ethaimdter flumazenil in
vitam ns, particularly the B vitamns (also,kngw a .

smaller ghses t @lfain e gepited fherancule resPenst; Y theéqiﬁ?i o Sgeapgary effects in
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darddditionhiiei aalinistratormiethod| of she pesentAdvéntiostpravidesa better use of

vitanmn conpl ex a rt of the na nt..of the
ﬂumazgp §hisat glg‘p%':‘ﬁ%g S Bgiﬂgglwtl aﬁé{yr Bgoﬁ?&t@%ﬁﬁlwlﬁﬁ%ﬁ #nd to reduce the
unnecdsbaty cBhsulsiiBh O Qailiira@ kRérbbys RSB cBAvknience and the quality of life of
al cohol i sminduced cognitive deficit. The present

the patient end fedncipg ebsly wikreat plseheldad/or peyohestimulppidependency in a very short

period of time.

The method for the treatment of alcohol dependency provided by this invention is
applicable to any patient who, when the treatment is to begin, has no acute or uncompensated
illness, or is not taking medication contraindicated with the Selective Chloride Channel
Modulator, such as flumazenil. In general, the method of treatment of alcohol and/or
psychostimulant dependency provided by this invention begins with a complete medical and
psychological examination, as described in detail above. Before and after administration of
flumazenil, the symptoms of alcohol withdrawal, heart rate, and blood pressure are evaluated. If
the patient presents with mild to moderate anxiety, it is possible to administer an appropriate
therapeutic agent, for example, clomethiazole, before administration of flumazenil, as described
above.

Once inpatient treatment has concluded, as part of the therapeutic program, the patient

must continue pharmacological treatment and continue sessions with his therapist to evaluate his
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Scree ?ﬁl - et hodpICBWA-A3 gf detoxifieation ifseare isg>f Hrand/ee ifwsale medical or
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P edimgssldny gint el at ed 1 8.4 bl 6 Ehloblentstird fe¥& C or
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Day 1988iigRgibad (lcTivmiy| . .
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dr ochl.or i - par | ToickiGIVEA it deots lto getermine dizeqtipagnd
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Day 1Wphi! al conoll candd ir P$ YRRaSehqumEdanCIwepengience. The

Day 23ISR O CRTWALS, TV D] g CIAOZE e every

Lk Nl =
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:j \v a1l
Day 20R5:f-8F886n'01) GIWRRIArP AL L
rge evaluation.

' A patient meeting any one of these scores requires a 3" treatment.

For outpatient alcohol dependency treatment, the following CIWA evaluation guide can

be used:
Table 2 - Outpatient Alcohol CIWA-Ar Evaluation Guide
Recommend in-patient treatment if score is > 6 but not
greater than 15.

Sereening CIWA-Ar Transfer to appropriate medical facility for
detoxification if score is >15, and/or if acute medical or
psychiatric problems are present.

Day 1 Transfer to appropriate medical facility for

(a.m. of potential CIWA-Ar detoxification if score is >15, and/or if acute medical or

admission) psychiatric problems are present.

Day 1 Post-infusion | CIWA-Ar Daily discharge criteria requires a CIWA-Ar score of
less than 6.
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for a subsequent week, the patient receives 25 mg of hydroxzine at bedtime or for sleep. For two
weeks, the patient also receives glutamine titrated up to 1500 mg per day and fortified vitamin B
complex daily. The patient may also receive additional post-treatment options, including a
CIWA Assessment 230b, outpatient therapy 230c, and a diet and exercise regimen 230d, 230e.

Referring now to Figure 3, in a second exemplary methodology for treating alcohol
withdrawal 300, a patient undergoes the aforementioned pre-treatment regimen 310, which may
include a complete physical examination 310a, a complete psychological examination 310b, a
CIWA assessment 310c, and a determination of required medications 310d.

On day 1 330a of treatment phase 330, the patient receives various pharmaceutical
compositions 321a, including flumazenil via an intravenous infusion, ultimately delivering a
total amount of 2 mg per dosing interval. The patient further receives 50 mg of hydroxyzine
during the day and 50 mg of hydroxyzine at bedtime or in the evening. The patient further

receives IV Vitamin B Complex and oral Gabapentin at a dose of 300 mg.
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3Réféﬁtn?g9ﬁo(vlﬂ)8ﬂjgure als ined Ithiad exemplary ahethedvdodyl dordtreating alcohol
pres nt Ther a‘g
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one 422a of treatment phase 420, a first infusion 423a is administered to the patient. The first
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infusion includes vitamin B1, vitamin B6, vitamin B12, and vitamin B complex and 2 mg of
flumazenil over a period of 2 hours. After the first infusion, the patient undergoes a post-
treatment procedure 424, typically in the late afternoon to evening that includes a CIWA
assessment, the administration of Gabapentin at a dose of 300 mg, and the administration of
hydroxyzine at a dose of 50 mg in the evening or bedtime.

On day two 422b of treatment phase 420, a patient undergoes a pre-treatment procedure
421 that includes a CIWA assessment and the administration of hydroxyzine at a dose of 50 mg.
A second infusion 423b is then administered to the patient. The second infusion includes
vitamin B1, vitamin B6, vitamin B12, and vitamin B complex and 2 mg of flumazenil over a
period of 2 hours. After the second infusion, the patient undergoes a post-treatment procedure
424, typically in the late afternoon to evening that includes a CIWA assessment, the
administration of Gabapentin at a dose of 300 mg, and the administration of hydroxyzine at a

dose of 50 mg in the evening or bedtime.
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compl%aﬂgﬁpx gr&ewgq.lq. Opfiiena lw the PAHSAt S, pf;t‘glbﬁg outpatient therapy 430c,
diet PHaSh&L ;&ORI ti3@9p Wi th the nethodol ogy. V.
adie p%:%}m ge (%&%1%epg%n?ﬁ upon t hle resgﬂoésbgf pftéhe ul
iReférviap rewano fgirens, m arfirveesenplary patliodatogy ot itreating stimulant
.. L Eexercise prograns, ma tiqnal ly.be . adm.nistere
iS5 SHE ) SRS SR PS5 R Rl ltln 0. pre
treatmdATPRGINEN 530 Refagr BRRRe VWA | doniil¥te DEhySRAE dxAmdiRitdhl 510a, a complete
specific enbodi ments and exanpl es of the nethods and .
psychoprgiad sarmination Hd Opr e SIWA| assessmewinS 10gpjand a fgtermination of required
. ihveption will be described inconj tio-" 1 Il dfi n
mequuops Si(} is not intended to- limt the invention to
ave ey sdarnly. 2 Spotagidl ddyoh S2omof treamibiinpliaise 620,0he phigent receives

nmet hodol ogy conponents descyi bed above are possi.bl e .
pharmaqgytical cRBPPH{ER: Poh m‘jslugaag el Vidoas HEWVE‘JP&\%EP%@OHS ultimately
delivetlﬁ)l{gée{hgtﬁpam!)ﬂ'ft% ﬁ&eﬁérfdo%ir%gfﬂ%ﬂ? NMhe pdiRnPHBARP keceives 50 mg of

Ton relates to the u of a therapeutically
hydroxyzine twice daily plus or minus 25 mg as may be required. The patient further receives

fortified vitamin B complex daily and a protein supplement drink daily in the morning.

This treatment regimen 520, preferably day 1 520a and day 2 520b only, is repeated after
three weeks 522. During both phases of the treatment phase 520, the patient may be prescribed a
diet plan 523, an exercise regimen 524, and inpatient therapy 525.

In post-treatment phase 530, after discharge, the patient receives pharmaceutical
compositions 530a, which include 50 mg of hydroxyzine at bedtime or for sleep for one week
and, for a subsequent week, 25 mg of hydroxyzine at bedtime or for sleep. For two weeks, the
patient also receives' glutamine titrated up to 1500 mg per day and fortified vitamin B complex
daily. The patient further receives Gabapentin titrated up to 1200 mg per day for six months.
This regimen is interrupted for a second round of treatments 522, as described above, after three
weeks have elapsed from the first round of treatments and restarted thereafter.

Now referring to Figure 6, in a second exemplary methodology for treating stimulant

withdrawal 600, a patient undergoes the aforementioned pre-treatment regimen 610. Pre-

28



10

15

20

25

30

effective quantity of a drug, nanely a Selective
Chl ori de Channel Modul ator, such as, but not limted
woaposfiismazeni |, in a methodol ogy for treat nmenPCofUS2006/013155
i i t
treaﬁ'ﬂé%t HQ?@éﬂ@%ﬁ*{) %a 7 ?‘lﬂ\ﬁé nét :ngrﬁi;@étf d]?‘gfgsﬁtglg "ég(%nélﬂafggﬁ o?lOa a complete
psychofolgmhagmninatmm m]lmb i AW sesesfent 26 Ifcodid erdnteradnationeof required
medi erl _%étas part of the treatnent nethodol ogy. Wen
S ered in accordance with the present invention,
"(‘)rf @eﬁf pigeod, idag ol anowf drficday VR 6 20Ms ke a@herthashy 62D, itBe patient receives
mai nt’ai ned ‘i n” t he patienft, thereb S|gn|f|cantly
pharmacentml AEMPeSItIONIE2 1§ arcleding ﬁl@mazqmﬁvwmnhmaevq;@ys nfusipe, ultimately

e Ol ST R 58 R P LA 0 ms o
hydroxiyAn@NEhe phxghi fatHer reteives Rutfied visamin Blesmplex daitg and Gabapentin at a
treatment of al cohol and/or psychostinul ant abuse that
dose off {mgdes the adninistration to a pat| ent in need of
f n
{jtr%arrtrlgl?ltétrr??ﬁrb gt6v2\géﬁxtégé ?ﬂﬁg}d’ CI‘E@ZbX ﬁ@}pﬁ '62@0 BN sirbYeated after
three V\&BEKJMZ daiding teth pheses df ﬂleawdtn&:m) ph@é(ﬁag), thapdtlmt amyrhsrpgescribed a
di mﬂcallg bet wee 15and2§lF , broken down
et plys 25> AR PXSTEPRICaBRELO S ard Tpate eq%@t en 0.2 and 0.3

"TH -tfe%l?é?l@ e&a@@%ﬁﬂ My S Hisafldrd) €her bRtgent receives J)harmaceutical

pr edet er m ned efiods or intervals, until saj
composmnapéaa,u whichylndmﬂe@aabmen@atwat@@/ upf tof HOPremermer day for 30 days

s 158 bR SR ARSSHRTLIH- 1 REEPEY Bt it

of amihb m@ldpﬁfpp%dnﬁs | Thishegih@ndie inkrripted Cfor15 setondt msndimﬂ treatments as
the "per dose" quantlt of flumazeni |l is between

describig bt aigs D BRSiatt SPyCLEPRIoe it ol ¢ GRAEA and restarted
thereaffitP I%ti' 1 a‘?ogt {tﬁﬁtmﬁeﬁ?@dﬁ gl%éé t Va?{ gl% 250 &ﬂ@reg% Al f3sessment 630b as

anoun I'me | ween th i vi dual
needed] ospatian therapyges Oca dievplan 63¢d, aud deexdrbiae ragieen 63Cs.

dose delivered is in.the range of 0. / a

g apes e, e OrIgy. “pat ty B o, & dhpafignt b3 for aleohol
depencfeﬁl:@t Pfé?éré(bl? OR%hi3 1R Rmdnt ARtHIAbRG ?aﬂhé 1nt3_1hiﬁf Bétﬁ/é@w. tréehfhent episodes,

time periodintervals can range from 1 4,

6,
implerent@} ing, semes, ShQuld be podsss then 121murs gnd IlO?gTegaJBr thf@4 hP@lrS 'Depending

on o a3 SR 55, B o390 b Bl remens

requirihfz ARBat ivid@d YakeSplaceash &8 @@ée\/\@felﬁs/ﬁeﬂu@ﬁlﬁielﬁ sBynas dmnbed above in an
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exemplary CIWA-Ar Evaluation Guide.

On day one, the patient is administered 50 mg of hydroxyzine HCL 50 p.o., unless

_otherwise contraindicated. After at least one-hour, the Selective Chloride Channel Modulator,

such as flumazenil, is administered. Prior to Selective Chloride Channel Modulator infusion,
two infusion bags are prepared. The first infusion bag comprises 500 cc % normal saline (NS) to
which thiamine, pyridoxine and other vitamin components are added and the second infusion bag
comprises 500 cc % NS for clearing the line and for subsequent Selective Chloride Channel
Modulator administration. 100 mg of thiamine, 25 mg of pyridoxine, and 5cc of MVI is
preferably added to the first infusion bag. The first infusion bag is administered to the patient at
125 cc/br (NTE 150 cc/hour) by placing the IV in the antecubital fossa. The IV line should

further include the use of a stopcock for clearing of the line and subsequent administration of the
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50mg po mg IVP mins. | IVP

per per administration

MVV/12, Thiamine, administration schedule

Pyridoxine IV schedule

NTE 150cc/hr.

30 mins. | Flumazenil 2 mg 3 hours | MVI/12, 3 MVI/12,

IVP per Thiamine, hours | Thiamine,

administration Pyridoxine IV Pyridoxine IV

schedule NTE 150 cc/hr. NTE 150 cc/hr.

(Total vitamin (Total vitamin

infusion of infusion of 250cc

250cc - 500cc) - 500cc)

Continue Continue

Observation & Observation &

Monitoring Monitoring
Gabapentin 900
mg po

3 hours | MVI/12, Thiamine, Discharge w/

Pyridoxine IV medication

NTE 150 cc/hr. instructions and

(Total vitamin continuing care

infusion of 250cc - recommendations

500cc)

Continue

Observation &

Monitoring
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221a, i ncluding flumazenil via an intravenous
infusion, ultimately delivering a total anmount of 2 ny
wpemﬁmsmmg |nterval The pat| ent further recePCEASHD6/013155

= P Iy OrexyZiHe tWee dal 1y pifus orf m nus 25 as

Day'1 maybapq Tequl red.Da“{fhe Dphy £nt  f Ur|tdags rmeeEi ves Post-discharge

Time f Qr(Alhis@sh DHys amTimB conpl ex dai ||yrided @isgiabgei N | medications
suppl enent drink daily in the myrning. On day 2 220b

Bedtimof| GabgpaitindPQ mg t (Bediied | Eatapantc@Oves phlar maceuti cal
camoosiater es 221b, i n¢ meﬁptgatﬁq Ymazenji | via an

i nt7 80 8sdYsEtEinfiusi on, EF‘E% 5ty delijvering a tot|al
anddWe-or 2 ng |per dos Tnterval . The patient
f UrPHEPFecei ves 50 my [ Ssﬁ;yl roxyzine/ tw ce daily plus
or| sy i ety [@s may |be required. The patient further
I eCRinY 85 @ talithlef | €d Vit g%araxyan@on'pl ex daily and a
prlahdirdpedt WapbeMENt  dri Gabd po I[N thel norning. Al|so
durmhd@g ntedepfbirent , t he | galedienimaygdy be [prescri bed g di et
pljafee®22, exercli se reg@rapenwitl?Z23,| and j npati ent therapy
224. In the poslt-treat mengnepdedse 230 after di scharge,
fdr one week the pati &iflePecei vies vakious
phar maceuti cal conpositions 230a, including 50 ng of

gﬁ hORE# )%%%wi‘ér%%%#c{gfo e ?ﬁerﬁliseﬁ'gat&[]g% afln%ﬁg)?tient basis for alcohol

48 ten Fecerves
dependaji¢el. CP@Efdﬁzﬂ)lﬂtm loigi6l triesEnent mkthodsloggthe Enervalisetweskissatmbe episodes,

patient al.so recejves gluytanine titrated 00
lmplenﬁélredday saFigs, SR Py B 1697 ﬁ“&ﬁﬁ]ﬁ?@“@&’i‘ﬂln@% 4 tbg Z%ﬁgurs "
R& 1d8 tongai’heatﬁ&nf ?scﬁﬂl’rﬁﬁnﬁg‘éﬂtﬂ(f)ﬂ&l of? g&rbkf/ﬁﬂé Y 50 p.o., unless

optionhs, including a Assessnent 230b, - out pati ent
otherwisearoapgindR8ted. a%ﬂieraatdewst oaerhomx drecBelectiveiinterid® Channel Modulator,

s s ST BB, S bR RS MG ARG i,

two inf8foh ¥aks M@Sﬁélﬁ%%ﬁ THeeriraf 1ﬁftﬁlﬂ?1rﬁzﬂg%ﬁiﬂ>r1§éseﬁd(f®&1’z ﬂi@ﬁhal saline (NS) to
regi men 31 whi ch may include a conplete p@iswa
al

which &u@tmnnawrmxsl@@ad othet Fitpmisy conpopents prsgdded ard theisgeandgnfusion bag
compri40800 35 %88 250 PSRIRLls MR GodgheariuptlineRlyce Chamol

Modul@thﬁi‘adnﬁﬁ@trattdne peo iregtofT thieiings2y aig ofl pypidaxinecend iScalof MVI is
nposi tions_321a, . i ncI udi.ng, f| u%gzem I

breferabit MEpE D i} aHHR Sagk 1 TiFaliel {ATGHe Wisr AGibigitedito the patient at
125 cc?ﬁ}D@\EfE 9k %cmu?e%}bg&%i@gthﬁq [V fle: antORIbRAL f88L. The IV line should

recerve roxyzine
further include the use of a stopcock for clearmg of the line and subsequent administration of the

Selective Chloride Channel Modulator. Using the stopcock, the line should be washed out with
the ¥ NS until no further color is seen in the line going to the patient.

Once the line is washed, the Selective Chloride Channel Modulator administration can be
initiated. Where the Selective Chloride Channel Modulator is flumazenil, a total dose of 2 mg is
given at each treatment episode. The medication should be given by IV bolus as follows: a) 0.1
mg every 3 minutes for two doses, b) 0.2 mg every 3 minutes for two doses; and ¢) 0.3 mg every
2 minutes until the total dose of 2 mg has been given. If, when increasing dose or decreasing
time between doses, discomfort of any kind is observed or reported, the drug administration
should be returned to the pre-discomfort level or even returned to initial levels. In one
embodiment, the total dose of flumazenil administration is 4 mg for alcohol dependence (two

treatment episodes). Parameters of flumazenil administration could be modified in some cases.
33



during the day and 50 ng of hydroxyzine at bedtinme or
in the evening. The patient further receives IV
W01 5748 _Corrpl ex and oral Gabapentin at a dopeTal286/013155
Quatitigsichil @il ed 2tk 1 B ddsé 0R28n BSRigHeP €hadad.8 8RS per administration.

recei ves various pharmaceutical conpositions 321
Additipealyatimecperiodsrhotiorn adminigiratipng cameeningrsasediargieergased slightly. Once

the fl a&érﬁﬂ(ﬁn%ﬁé g\% {)ﬁ/ ?éxlh grﬂ)la t% % t?rﬁ{rgt)lﬁg}rsm fca?l. e 81‘[% once the line is

pati ent ecel ves

cleared wﬂﬂhC%NS NEhelPitichg shioudd Beyhoaticred FoiB) hothirs sl usadentt adininistration
in the evening. The patient further receives IV

durmgwlvalhflmesemﬁﬁﬂé% éﬁassswen@a%ab@he. nerfarmed-dose of 300
. é)'vﬂiea e TRE %rH'éWa@rfgrtﬁéf%@L ailf off ?g%gp&% llngtﬁod&ﬁ%}gl e)éaénple.

tiron, during treatnent ase a patient
prescrlbed a diet plan 322, an exercise reginen 323,

and i npat h | days
one and tJ\I/\‘gﬂltgtst p‘g{c,c? ﬁ?{lr %{kndﬁﬁ& rgg{eﬁ%gﬁgﬁh dOP i ent
recei ves pharmace cal SjLions 30a |nclud|ng

50 mg of hydroxyzi Zbé'éft(?\\‘e{)%ﬁ'eq She evening. For
days, the patient receives Gabapentin at a dose of

9( n? in the afternoon and eveni ng or at bedtipe then

Day 1y | Bayd ng down to O. D%g?é? on@‘y\ﬁeek t he pati eﬁf“ab‘flgBarge

Ting % - Jpedieions
T \JCI VCD VI L alll II LJ \VAV) Ual IIIC Pall CIIL II

30 oFtNegﬁ%g nert&?cgfo%f ll%M‘\A E-{CL%%QQ% %M}JZI%QHCL 50mg
mins. t H€rapy etl plan an € ffs for One Week
I 8@ PrdiRRtmetIRRicalRef erjri ng now to F| gure 4, in ath
exenpbsaeyt et hodol ogy for [tCafdu: DgseAhalzol wciamiéxﬂweginday
400, a patient underlgoes thdomdbdgenent i oned | following final discharge
prie-treat ment regi ngn 410,| whi ch may i ncl ude 960mg po hs for 30 days
canpl et e physical exami natfion 410a, a conpl gthsn titrate down to 0 days
pgychol ogi cal exani nation 41%5 12, 5‘“@1‘%\ assegsHgh{(600 mg for 3 days,
430c, and a determination |off d redi catPbpgTor 3 days)
410d. During treatnent phas é”Zf &MWat | Mo rtified Vitamin B
under goes a pre-tregtnent [pr ocedure 421 t hat dom;lt, dmgpofm
a |Cl WA assessnent and the [adm ni stration of | one Week
hydroxyzine at a doje of H0 nmg. On day one 42Za of
1 hourt 1| @BtiteRyaine HOBS@nR0,| 38 i r(SHiunhaaénilSinTVA23a i|s
admi ni stered to the |patsi entper adindnistration schedufeusi on
i nAMJda@sThamingmi n Bl ,| vitanin B6, vitamin B12, and

Vi tPé(H‘ioﬁmBIVcorrpl ex and 2 mg| of flunmazenil over a period
of N;‘ AQPP/@‘ After thHe first infusion the patient

30 ur %‘?urmgzeni? 2 mge@l’qgetr r edt 19'15: MVI/12, Thiamine,
mins. administration schedule Pyridoxine IV

NTE 150 cc/br. (Total
vitamin infusion of 250cc -

500cc)
Continue Observation &
Monitoring
Gabapentin 600 mg po
3 hours | MVV/12, Thiamine, May discharge if CIWA-AR
Pyridoxine IV <6
NTE 150 cc/hr. (Total
vitamin infusion of 250cc - Discharge w/ medication
500cc) instructions and continuing

care recommendations
Continue Observation &
Monitoring
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procedure 424, typically in the late afternoon to
eveni ng that includes a CIlWA assessnent, the
wadm6m157t43at| on of Gabapentin at a dose of SOOPUg/Usmd/mslss

e —adRT gt ton ,bWxWI me at—a dosg of 50 ng
Dayi i gtie even| ng or bqgiat],lzrre. pdyp day two 422D |Qfinal discharge
reat mnent phase 420,Tide pati ent under goes a | medications

Angaldeatgaawaracedur e 421 that 1ncludes g ClWA
assessnment and the |adm nistration of hydroXNyzine at a
dose of 50 ng. A second ipfusion 423b is then
adPrchirgt wmeedication t hel pati ent. The second i nflusi on

i [estructiens apd chedplad Bl |, vitapin B6, vitam n B12, and
Vit ESRSTex a}

nd 2 ng of flumazenil over a period

f2 hours—AHer—the—seepre—nfuston,—thepatient
.U QLS Sla treat ment procedure 424, tlypically in
]:edumt n(ga%fp%& @ﬁ“g? jon o evefing that includes a ClWA
assessmant t he a m nistration of Gabapentijn at a dose

do@@edditne oy fepeat witlt he even| ng or bedtine. ay |al so

OYH}%QQyﬂEHC&I‘HdeB@ adm ni stration of hydroxyzine at a

ojptsingprabdegediforsleede b diet | pl an 425, an exerici se

regi nen 426, and inpatient therapy 427. After

gg o h L9 mpgaé}s %}@%Pi%yp"at) Psrtlee%‘ge%a%ggn 1%@ d&? o%%atient basis

for stlrﬁ]@?ltahp G%Be!n)ien&” Prefbi@bHl S& hﬁfsgt@eatﬁlbﬁ pattodologyin der gﬁmﬂ between
2c of treatnent 420 that js simlar

treatmemayplﬂodbzzimnplﬁmelmd imasedeshghopibbe ae less thap %B@l&‘épﬂé no greater the
24 ho condi tion and/or Cl WA assessment. At discharge, in
ost-treatment phase 430, the patient is given
WiaaaReay; teapateamioadminisaed 0amgwli bjdroxygAined §1CH0 Sfgp.o., unless

of hydro ne on days 1 and 2 dt Th t
sy LA e ko B P . PELASHrotr
such a uﬁﬁg&@y dg' ad A HEeq" litﬁ)\f 18'SefRdve @h‘l’&Yc& SGhatfhel MYIuMBor infusion,

own to zero. The patient is also given an
two 1nt®§1&h byt aaiprepBreti) Thedirpd iefustwaiHag comprisese0flaskyz normal saline (NS) to

which %@p@&%yk@g@ne &ng g}e? S{t%{p]n%@p&?)o ﬁrﬁg g{flna gx% Cc{ {Sflgtséco'ﬁtd infusion bag

comprlﬁé‘sg’o'(ma Bc 43985 fﬁ%l@éﬁﬂg"ﬂlerlﬁi@ 4l forBubseqlent SeléctivierGliloride Channel
exenpl ary net hodol ogy for treating stinulant

Modulgtot dmavistkat®no, 160 pag iorhiagierer Hode oh@ysderesemd sredf MVI is
prefera%{y ac{dreg 6tlo m%r}tlrs{ 9u51onnba%:.L Ol“heF%‘frgtI 15%5%% is administered to the patient at

125 co/hr (NTE 150 cc/hour) by placing the IV in the antecubital fossa. The IV line should
further include the use of a stopcock for clearing of the line and subsequent administration of the
Selective Chloride Channel Modulator. Using the stopcock, the line should be washed out with
the % NS until no further color is seen in the line going to the patient.

Once the line is washed, the Selective Chloride Channel Modulator administration can be
initiated. Where the Selective Chloride Channel Modulator is flumazenil, a total dose of 2 mg is
given at each treatment episode. The medication should be given by IV bolus as follows: a) 0.1
mg every 3 minutes for two doses, b) 0.2 mg every 3 minutes for two doses; and ¢) 0.3 mg every
2 minutes until the total dose of 2 mg has been given. If, when increasing dose or decreasing
time between doses, discomfort of any kind is observed or reported, the drug administration
should be returned to the pre-discomfort level or even returned to initial levels. In one

embodiment, the total dose of flumazenil administration is 6 mg for the first treatment cycle
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\ s or 2

00mg po
days and days

L [1? Ui re to evening before
higg'gq reatment, cycle 2
h I@_nc 15@“@%0 hs
es
widicegr. T | uryaFzinéd vitamin B
Complex: 100mg po

One Week

1 hour

Hydroxyzine HCL
50mg po

MVY/12, Thiamine,
Pyridoxine IV
NTE 150cc/hr,

30
mins.

Flumazenil 2 mg
Ivp

per admin.
schedule

30
mins.

Flumazenil 2
mg IVP

per admin.
schedule

30
mins.

Flumazenil 2 mg
IVP per admin.
schedule

hours

MVI/12,
Thiamine,
Pyridoxine IV
NTE 150 cc/hr.
(Total vitamin
infusion of 250cc
- 500cc)

Continue
Observation &
Monitoring

hours

MVI/12,
Thiamine,
Pyridoxine IV
NTE 150 cc/hr.
(Total vitamin
infusion of
250cc - 500cc)

Continue
Observation &
Monitoring

36



delivering a total
The patient further

Day 1 f
Time ©

Z&ﬁ%i@iﬂnmay)i S

e

ment regi

anmount of 2 ng per dosing interval.

recei ves 50 ng of hydroxyzi ne.
\Npammemfmﬁurther receives fortified vitam n B eomulsen6/013155

The

gm

ﬁﬁﬁzG
mapeal e

a dose
Pref er al
after ti

1; W dl

a%y

of —3Q

DIpYy 813
NTake V)

onmg. TS
Wal3620a a

leeks 622.

NPbstldiychZrge
Duiedi¢agions

[
[

bot h

ey be prescri

phases off t

he

bed a

| GabagieR®n 00 pl
dgpt plan ¢

hase 6
523, d

AGpapefiia pa
rf0erepei se

L ent
regi men

i ent

b24, and i npa
hase 630b aft
) VR A Cdipming.al

i@fg ﬂn tit

[ota v1a to

ilr B OJCOO
G} c)supplemer
econd round ¢

loseusveeks hd
Obsrvadat&s and
dMrniteringat nent

herapy 625! ln post-treatm
scharge, the patijent recelv
psi tions 63Q0a5 mhﬂ@?‘?ﬁEWud
up t_O 400 g per ?réz%rs?ctlfr@rnds .
patient also recglNes, Lo
ex daily and a plq&g ‘ot
his regimen|is interrupted |
at ment s, as |descr|i bed above
apsed fromthe fijrst round
arted thereafter.| During
the patientl may

er di
conp
rated
0. The
conpl
ts. T
f tre
Ive el
rest
630

hours

— = (n ) << OO TS T

O CL\MAA

al so_under
needed, outpatient therapy f{
an exercise regijnen 630Ce.
et hodol ogy, |a patjient is tré¢
or al cohol |dependence. Pref
et hodol ogy, |the i|nterval bet
i mpl emented in a series, si
s and no grleater| the 24 hol
Denpera éetigl f@n g pati ent's progress with the trea
eslegr she may irequife an additilonal treatnent

b as

and
ary m
asi s 1
ent m
odes,
2 hour

lssessnent 630

?lefatgglb |
§§§E 5t|en?pt
e

be S
émbagg?WMan 1

530c, a
n

bat ed on
erably,
ween
houl d be
ur s.

At ment s,

Bedti
me

b will e B | '_"_'('“ O!ﬁ Q)

requiring that woul d take place on day three of
hi s/ her inpatient stay, as described above in an

| | ;
AT Y b SRR RS i 45

p.o., unl esse@%ﬁ B Wi Hﬁﬁlﬂi"’aﬁ@ﬁﬁéut—%h@ﬁt Stay! east

one-hour, ectlv [ ori de Channel Mbdul ator,
such as flumazenil, is adm nistered. Prior to

Seiective Chigri de Channel Nbdul at or 1 nffusion, two
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to 0 days 8-16 (900mg for 3 days,
600 mg for 3 days, 300 mg for 3

days)

Continue Observation &
Monitoring

Pre-treatment
Medical
Assessment

MVI/12, Thiamine,
Pyridoxine IV
150¢cc, NTE 150 cc/hr.

30 mins. Flumazenil 2 mg IVP

per administration schedule

1 hour | Hydroxyzine HCL

50mg po

MVI/12,
Thiamine,
Pyridoxine IV
NTE 150cc/hr.
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and a selective chloride channel modulator, preferably flumazenil. In one embodiment, the
patient is administered hydroxyzine HCL 50 mg p.o. one hour before flumazenil infusion. A
medical practitioner records the time of hydroxyzine HCL administration and all subsequent
medication administrations.

Two infusion bags are prepared. A first infusion bag comprises a 500 cc Ringers Lactate
Solution to which thiamine and multivitamin components are added, and a second infusion bag
comprises a 500 cc Ringers Lactate Solution for clearing of the line following flumazenil

administration. To the first infusion bag is added thiamine 250 mg and a Scc MVIvial. AnIV is
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On the second day, the patient is administered, as detailed above, hydroxyzine and

flumazenil. At bedtime, the patient is administered gabapentin 600 mg p.o and hydroxyzine
HCL 50 mg orally if needed for sleep.

On the third day, the patient is administered, as detailed above, hydroxyzine and
flumazenil. The patient is instructed to take 900 mg of gabapentin at bedtime and hydroxyzine
HCL 50 mg orally if needed for sleep. Thereafter, the patient is instructed to take 1200 mg of
gabapentin at bedtime if needed and hydroxyzine HCL 50 mg orally if needed for sleep. Before
discharge, patients are prescribed the following medication: hydroxyzine HCL (50 mg p.o. hs for

one week), gabapentin (beginning the day following the first treatment cycle, 1200 mg is to be
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CIWA-Ar assessment is repeated if treating for a combination of stimulant and alcohol

dependence. The patient may be released when the CIWA-AR score is < 6. The patient is
provided with 50 mg hydroxyzine HCL and instructions to take before bedtime if needed for
sleep.

On the third day, the patient is administered hydroxyzine and a Selective Chloride
Channel Modulator, preferably flumazenil. In one embodiment, the patient is administered
hydroxyzine HCL 50 mg p.o. one hour before flumazenil infusion in a manner as described
above. After completing the infusion, the patient is administered gabapentin 900 mg p.o. and the
CIWA-Ar assessment is repeated if treating for a combination of stimulant and alcohol

dependence. The patient may be released when the CIWA-AR score is <6.
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admini

subsequent administration of flumazenil. A heparin-lock may be placed in patients admitted on
an in-patient status. The intravenous vitamin infusion is administered at a rate between 150 and
200 cc/hour. A medical practitioner preferably obtains and records the patient’s pulse, blood
pressure and respiratory rate before infusion and every 3-5 minutes following flumazenil
administration.

The medical practitioner should use the stopcock, stop the flow of vitamins and washout
out the line going to the patient with the Ringer’s Lactate Solution until no further color is seen
in the line going to the patient. Flumazenil should then be administered, as described below,

clearing the line with the Ringer’s Lactate Solution after each dose of flumazenil.
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f&t&é{a %«g gf @{e/: g%épgeﬁg&i t%%%m?rgg%éﬁggé taf(r)é) He%tféﬂ tﬁ@foll%wgledication:

hydroxyzine HCL (50 mg p.o. hs for one week), gabapentin (beginning the day following the

first treatment cycle, 900 mg p.o. hs for 30 days, 600 mg p.o. hs for days 31-33, and 300 mg p.o.
hs for days 34-37), multivitamin (once daily p.o. for one month), and thiamine (100 mg p.o. daily

for one month).
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subsequent adm nistration of flumazenil.
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];?11: gh (Enédﬁﬁ‘) t'1gi')r§$e239000k, pH PP the frfyn?gw of (1115112%1%)&; ameldications
. out TR N the I €
30 min. Fq\%ﬁ%ﬁegmﬁe ?%drSoleI;ﬁQ; %gnuntl I ném%rt %ﬁ%& gr i's
deen iR t he I|ne g ing o t he pat/i ent. |Fl umazenil
shoul % tgen be adm |nj sger ed, as descri be(glongrell ow,
ol EEEEIY"t he |11 ne wj %‘1@‘6&‘;@&@ ngerl' s Lact@ha gl 4t i on
af %ssn%ﬂph dose of il ni l.n g rn | Mbnit¥ridgnf usi pn,
fil'umazeni | shoul d be adm ni stered via IV over about| 1
m nute as fol{lows: 0.1 ng every 3 m nut &r t wo
doses. 0.2 ng every| 3 mnutes for two d 1amme O3 Ny
every 2 mnuties unt MVVF?eTQIQi’Ela% dose of| 2500 shag, been
gi ven. 1f, when incrwgngg &ose qr decreaS| I ng ti ne
Th Broseqadkse O e K oAt AR
°“rreﬁﬁ%m t he >4y aﬂt‘r‘ gﬁﬁ%,%t%nl orl “shoul \jé retur eijdroxyzine
t |§rpe dijsconf oy L Jsgnel or even r et Usengghit. 0 HCL: 50mg
i iyl levells. The standard totgl dose| @hedfkumazeni | pohs for
adifiidpist vati gn is 4| ng for two trleatnent epi sodes One Week
(trzeasmse/ﬁlt days one| and two) and 6mg for three
t fv@q))erad e [the flupazeni | adm ni st r at | Diflanise, IV Begin day
Cpspddete, the vi t am psidfistslan can cont | ikbec-15Vlehr. following
pptient is tqg be medigal JikmmoNi t or ed f of (Tolab é@mitour $  discharge
pbst flumazeni| adni mision et2s@a- During | B&SEBHI2PWE T 100 mg po bs
pfocess, ClWA Ar asssmsoent shoulld be repW@sPed. At | for30days
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the CIWA-Ar. |[On the| seeierdg day, the pat | Mepitorigs mgyfor3
adm ni stered,| as detail ed above, hydroxyzi ne and days)
Gabapentin 900
mg po e
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Thiamin’e v medication .and.
125¢c- 15’0 cc/hr. instructions and Thiamine
continuing care - 100mg: po
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Bed- Gabapentin 300 Bed- Gabapentin 600 mg
time mg po no later time po no later than
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Hydroxyzine Hydroxyzine HCL
HCL 50mg po @ 50mg po @ bedtime
bedtime may may repeat with 25
repeat with 25 mg mg as needed for
as needed for sleep
sleep
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flumazenil. The patient is adm nistered gabapentin 600
ng p.o prior to discharge and 50 ng p.o. hs
woydreoiyad ne HCL. Depending on a patients' ClVWAeRMUS2006/013155
19 B i t :"l """
ﬂ?fbéxgﬁﬁgﬁg%?@ﬂz : %%?%n%?’ & at%a?g 1191 té%:a{gg g% chftepatlent lﬁasm dfor alcohol
abuse. @kr al FaticBOKAS 8En p&di}&r]@aécr@néd | aSpaibnt nndﬁrgasesch 860 tegtment cycle,

which c@n@pnsg;1 ,k;gfe?{ét@ ! qrj} , tgqrglﬁgér&% %vg& at H;r?éio ﬂ(gf '&900 ﬁ% ea@&y the interval
between {rec?tt&gr?tf e%?s%tdﬁs ALl R 1@%_%}2&2 €3 ﬁ{)ﬂlrp ﬁﬁid hé %refa@r ki@ Jthours.

roxy2|ne for one
Oretk, figahape tﬂel pat{enegs radnmglsitetael li}adrommn@)wnﬁga Sglective Chloride

Channehﬁ/l%ilge{tggggr Faa:) %nglxrgferggo erP 3%b%§n%r?tr tﬁ’% é)gﬁuyﬁct 18 6ang'umstered

hydroxﬁ’i]hf i??L | ﬂhgvﬁ & a&en hé@NB&ofAfilidaRendl. inf@ioRNeA rﬂiélildml practltloner
I am ne O mg p.o. daily for one nonth)

recordsq ther et@herent EWOWZU@h FICIDe pdmirasisdiond andi al r ﬂhséﬂpem “medication
2 day in-patient stayT fol f j atpileri'f

admmw?]g@fn&%h Dependence During 3 day in-patient stay (Day

c"I”V\)'oeiialfﬂsi’o%doagﬁ afel ﬁfﬁpa?éd) Arfirgtayfudionrbag apmprises £5WPAccRmgers Lactate
post infusion on

Solution 4g Whidhothizmiae ped @gfrﬁmfcgggglg%ggﬁeg\%ofﬁ%gﬁt ciéfiond infusion bag
comprlf 5OPRNh VoS ﬁ'ir%%&eﬂ mﬂ@tepgcglhﬁ& FHNERLGOE DI Ahé 'lfn%t following flumazenil

eat’nmen onprises a series of
adminidtfagioh MEFottle ﬁlssernﬁmqirebag:ld addedtthiandey 500 Rgehdader MYheal. AnlVis

oo RAGELS o DS eSS0 PR 5 gy, A

bseqiienf § Hoh@r PRiaS8iL | & REMINIRkeRSHbOYREQK KZpatRnBRAmitted
subsed n% %gg?¥$g'Ch orlgé éhanne? Nbdulat%f grefe¥§ 8 econ

an 1n-paﬂlajulmmam | Thelintraveaowstitaaiingmiusion hs;acb‘gmpséqxpd pka rate %etween 150 and

t d, h >
200 cc m ni an'eeaﬁ;ﬁlz B%F{ﬁu?r%/# @E%ST%A&S% %crog@stetk{é tlent s pulse, blood
pressurk ezﬁiélr dspirhery irae BdfolRy tifesiyiz iane eH@hy Eﬁdﬁn mlrmtasafolkmwmgl dflumazenil

al | subsequent medi cati on adm ni strations . Two
adminigteatigsi on bags are prepared. A first infusion bag

SIRLLSES ggaé:%i ?%C\Shgi?lagﬁé ?hel-ﬂ%ﬁc%l? se thEifRRy bOvidihiab and washout

t'hi am ne am n conponents are added, and a
out thedB@qidthg tof ths ipatierd agﬂntha‘ﬁhnmts TeacE0O Sclutim mgtk o figthencelor is seen

in the Gaprznngiedby aRicTo Riasent onHrfies B sgRiPGred b dereribed below
clearink BleAHeFitH B K@ R1ta2€ Sol¥Mbn ¥ftéH eacBode\bfiffumazenil.

In a freely flowing intravenous infusion, flumazenil should be administered via IV over

about 1 minute as follows:

0.1 mg every 3 minutes for two doses.
0.2 mg every 3 minutes for two doses.

0.3 mg every 2 minutes until the total dose of 2 mg has been given.

If, when increasing dose or decreasing time between doses, discomfort of any kind is
observed or reported, the drug administration should be returned to the pre-discomfort level or
even returned to initial levels. The standard total dose of flumazenil administration is 4 mg for

two treatment episodes (treatment days one and two).
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st S0, 81360 B, o AL 00 LB o, nd 00 m
hs for ddySTNITRMMulRFitaatiy (Kicedailg peb&erone thanth); epbthiaetine (1 mg p.o. daily

drug adm nistration should be returned to the
forone;ﬂi*‘ég@i-sconf ort level or even returned to initial

| evel s. The standard total dose of flumazenil

admnistration is 4 ng for two treatnent episodes

(treat ment day¥abled3arnbreatmpnt fon|Aleohol Dependence

Padl rilri' Sfteti.on i.s conpl et the vitan n. inf.usion
can cont i ngg‘.mq’ﬁ&abgﬂ ﬁgﬂlﬁg?ﬁ@&lﬁ@%&?g@aﬁ Td)]/mrﬁ)nl t or ed
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1 hour Hydroxyzine HCL 50mg po | 1 hour | Hydroxyzine HCL 50mg po

Continue Observation & Continue Observation &
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MVI/12, Thiamine, IV MVY/12, Thiamine, IV
125¢c-150 cc/hr. 150¢c-200 cc/hr

30 min. Flumazenil IVP per 30 min. | Flumazenil IVP .
administration schedule per administration schedule Hydroxyzine HCL:
(cumulative dose of 2 mg) (cumulative dose of 2 mg) | 50mg po hs for one

week
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50 0., unless otherw se contraindicated. Afjter at
Bedtimfeasltlydmmzmd{ﬂmeheo Sel ective Chloride Channel
Mbdu@dedsime may eepeatwsily | lumazen{ |, is adninistered. Prior
to [SEIBERPFACIERSER del Channel Mbdul ator i nfusion, two
i nflusi on bags are prepared. | The first infusign bag
conpri ses 500 cc 1A normal saline (NS) to which
other vitam n co ents are

E"d Hotiet gé%('cﬁgthgﬁ ql08Y-0f Bkt o‘ﬁ‘pW@g "5 pleghio} adependence.

Preferdbdy f ﬁrthi% liRath 29 rﬂeﬂﬁ)dbldé? @aGntRk] ﬁ&%%&@aﬁhe@éﬁﬁdbé’ Smplemented
Chl'ori de Channel Nbdul adm ni stration. 10

ina set1h$ ahmdé be 26 lesg tlpin lﬂthudmandrr@ graater the @4 doutel/| | s

QR U 48 el e G o' i bR 'S0 po. uness

othervﬁ§d Eﬂntﬁaiﬂfﬁzal&ﬂ AGEhUIedst bﬂleﬂio@filtﬁg Sehetive/ChidbridB € hannel Modulator,
antecubital fossa. The IV line should further include

such a8 Hlumagenids ispdatipisiesnck Poer tol Selestig Ghloride (hianrel digdulator infusion,

two ingnanﬁgﬁ%gﬁi) oﬁ? ch'.l S’i‘%ﬁﬁfs?ﬂ}fﬁsgo% F%p‘é%gﬁc‘ﬁ%% g&‘o T,q”n/zgl{os Gl sa Ome (NS) to

which bleiaméseh pyhdmdmevurtdfbthdiellﬂtﬁni\lﬁbmmnehtsme fddetihad tldeeOdSnd @mfusion bag
int [ to.th t

comprlsseeée I}Ob ncc ‘pzeNg Itjcq)l('e Cl%gll‘lrrl]gg theohne gng orI seurlasequent Selective Chloride Channel

Modulator administration. 100 mg of thiamine, 25 mg of pyridoxine, and Scc of MVI is

preferably added to the first infusion bag. The first infusion bag is administered to the patient at
125 cc/hr (NTE 150 cc/hour) by placing the IV in the antecubital fossa. The IV line should
further include the use of a stopcock for clearing of the line and subsequent administration of the
Selective Chloride Channel Modulator. Using the stopcock, the line should be washed out with
the %2 NS until no further color is seen in the line going to the patient.

Once the line is washed, the Selective Chloride Channel Modulator administration can be
initiated. Where the Selective Chloride Channel Modulator is flumazenil, a total dose of 2 mg is
given at each treatment episode. The medication should be given by IV bolus as follows: a) 0.1
mg every 3 minutes for two doses, b) 0.2 mg every 3 minutes for two doses; and ¢) 0.3 mg every

2 minutes until the total dose of 2 mg has been given. If, when increasing dose or decreasing
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Once the line is washed, the Sel ective Chloride
Channel Modul ator administration can be initiated.
woherca15ae Sel ecti ve Chl ori de Channel Modul at oPCTAIS2006/013155
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examp¥d.i ghtly. Once the flumazenil admnistration is
conpl ete, the vitam n infusion can be reinjitiated once
t eanofhes epibogdinecat ©f thy prgsent jyentip, pmethodeloghids pepvisied for the use
L ! et : .
ond oJRIRAAIH of SRV TIRRE, MR SRt ARt op, fr e
treatmpgrdferavings fBr aleoliddind Btithabines ¥ admihiGerteé imacatdance with the general

metho{l g%géqqggécgﬁlmyl | Saio q.,gﬁn ; ?aipg*flt? aﬁgie%éeg%@rﬁmmt h(?q% l@ﬁ%&%ﬁ%&%& is maintained

in the B@ﬁéﬁ@,c{H&@% sioRifRERYY f@%ﬁcﬁég lerdvitEos US L algbihl 2@ sHinidn@d | PR invention
of a Selective Chloride annel” Modul ator, such as

also priolviges fasrihe adrinistiatien of Samhazenil vathout signifigantfsiste edfectshol

A ST ) ASETRIE Dl I s
the us€hdeadnhinBtrafi®uof a Blerdpb@ticalyREIME el duafifiyrifal Stdsttive Ghitgide Channel

patient, thereby .sia%ni ficantly reducing cravings for .
Modulgfogopisth ash dlumazenil, £t dhe tisatment ohtqrevingd ob ppydipptdaylants, reducing

w8 OGP S8l Rin PR b tiGFhyspogmys nd v
improyemese of cognitvd aldhityamrertah okheikyg ayid ifscupr df adlethidtérad in accordance with
tes t ?& he use and adm nj stratjo

rel of .a, .
the mfﬂﬁ@?@.{g@up PyFSens DNERAD. GuREPEYIoaly P1iselivg appunt of the drug is
maintaHHdAh B SAANREleby significantly reducing cravings for psychostimulants.

The invention also provides for the administration of a Selective Chloride Channel

Modulator so as to reduce, and in some cases, eliminate withdrawal symptoms and to generally
treat addiction to psychostimulants. Preferably, a drug in the class of Selective Chloride Channel
Modulator, such as flumazenil, is administered in multiple dosages for a predetermined time
period until a therapeutically effective quantity is administered for the reduction of cravings for
psychostimulants.

In another embodiment of the present invention a methodology is described for the use
and administration of a therapeutically effective quantity of a Selective Chloride Channel

Modulator, such as flumazenil, for the reduction in patient dropout rates both during the
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Sel ecti ve Chl ori de Channel Mbdul ator, such as

the scopq (heeepéni | , is adnministered in multiple dosages for a
predeterm ned time period until a therapeutically
effective quantity is adm nistered for the reduction
EXAMFLE &Vi nggedtovenp Syt atientsl | Wihs . Flumaaadil hir Multiple Dosages at
enbodi_ nent of  the present invention a nmethodology is
Predetﬂé%’é‘teflﬂéﬂ“’f]%ﬁm’tdﬁe use and administration of a
therapeutically effective quantity of a Sel ective
Chl ori de Channel Mbodul ator, such as flumazenil, for
1.1 ExpdrémemtaliProtoeoli n pati ent dropout rates both during

t headnvt.m -kri'krhtetm e

Shrne g Ga rhdisr s A3l nOLRE T hisa] Bgyeegmentyprosram 10
discontifiRSBOusd 6F BIRbhSINTh phikpRett prodded tief dpeépricge aifommittion and the

of the conmpound is maintained in the patient, thereby

correspepgjng finforned gonseef form gvas roé’ﬁlli*ﬁglsﬁ‘?f@ rthean cﬂmat@mﬁ were warned not to

drink a‘i&{hto?'tﬂes %ﬁg{%a% Swhl]'izl?stﬂé ttfe'aJ é’s"“?J odf 99 iable better
uc si' N rov or amnlsratlon
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osage | evel s, thetreatrrent is still effective for

treated,ag@g@iqqlgw%g]icglm Ud¢-opout rates while al so being
BReH:| CRALatérishRE lof atien REAS Rl Qﬂtheﬁmoﬁ%se note: 85%
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consumeﬂ hlicohdl daliky mﬂcﬁ?el%Iwnemhed Ememne?daﬂy)xe nt of
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T e ARV VL TR BT
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AGE (YEARS) 427 102 20 75
AGE AT 246 102 6 71
BEGINNING OF
DAILY ALCOHOL
USE (YEARS)
DAILY UNITS OF | 24.9 15.4 4 73
ALCOHOL INTAKE
GAMMA.- 159.1 2272 12 1.230
GLUTAMYL
TRANSPEPTIDASE
(GGT)
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64 al coholics (51 nales and 13 femal es) voluntarily
entered a treatnent programto discontinue the use of
Walzmmh05743The patients were prow ded t he appr opCTAlS2006/013155

D, VTP T T %P TINBFUNONS ENMAXIMUM
tarned fromlthem The patlents wer e war ned

not to drink al cohol theDWA:TIﬁ@‘ on |which the

ﬁ?f it t-o—becarg gt out tO gngbi e better | 111
CORPﬁs |on Igbf?gt he withdrawal synptonms. Table 14

VOLUM]&(B@ﬁ)zes the charactefristics of the patients tneated

""""" —atedwtth—atcohot e TABCE 14y Characterigiics
NUM]%?@Z\U ent s TAéssoci at ed Wl'%h Al cohol LL?se (not e: 850$/o

PREVI®®ISsuned al|cohol daily @and 39. 1% consuned

DETO?%%R‘E pi nes daily).Before startiing the treatent,
|ents underwent B conplete nedical and

psychol ogi cal exam nation. The nonitoring of the

&eé}ggn%gﬁ{pg ?]geg Et?%&rntgﬂ‘.e go r nz:;tga?ﬁ' gu%lfigrr%vggl{ a%::néggﬁlg{e medical and
psycho%gg:‘épéﬁamﬁht@&{j ’Itlfeexﬁoﬁiltdrﬁfgg(ﬁnthé Blfibnts cholgisdue tind rr(oHDhg included a

, triglycerides, alkaline phosphatase

complegd blopd womthytoblo@ifmsai)praﬁ]@ [crsptiningy slvé@a@s]vboaégs% pitrogen (BUN),
cholest%rpgg]i{l) cgf;g)é_f)a%g%c&?g_% aﬁ@é eSJhoE%lirégigsﬁ)a%]gy glactlc dehgdrogenase)

and totX-protéinSK depatat futtionlests RO SPAN GUT, ﬂ)dlmhma,miéqtl@dardlogram and, if
i ncl uded acute or unconpensated illnesses,. as A 23
need bQ,h?ée&DaR%h@Sbﬁ‘nda’ﬁ‘yaYd‘?WlB%Wr zﬁiﬁ axusier cijfefip applied inclu ed acute or

uncomé)én%@& AlcssesNs QAT la§ e YRS Q?f%h&‘?izlg% %ﬂtﬁa‘in&nﬁh@ed with flumazenil. No

-adm'sStoh 1 nterview an s perfornmed
patient Achsi asludled affteo tie mtadan!;swmmtqmstwpm(bdleansts |petfp1§ned Admission of

cardi ac pat hal o Bef or,e after the
one Pl BPTRRTICrRGA 1 ch ﬁro%% h‘@awﬁeﬁ%@g

W%ﬁﬁtﬂ&@% Mﬁmﬁ'@ﬁﬁ% o€ flugiabénit, Rike %M&raleval symptomatology was
eval uati1 on (Adino et al Medi cal Toxi col o

measuid 1725 1ECTUSS) e)vahagowéAdmaﬁfehéb,rMedlaaleTcaﬂ%Pq@%%dﬁ 196 (1988)),

o P T oA e ET ST SSGHE Ao love

during Rogi@RLdtionol | owed Durin Hospi taI I zati on. Fl umazeni | vvas

adm ni stered at a dose of 0.2 ver nutes p

P "riabia 1 Treagmertcpyotoenl Fllaed Durine HpSTHEAG MR
TIME est abl | 5R&Y QRAPMISSIOY ] PA%2 adver se si de ef f|dt4 %3 (PISCHARGE)
9:00a@SSOCIafed wth wt hdravﬂbméﬂﬁazblﬁﬂﬂhﬂgﬂl ons Wi Qlémeitidzele 192 mg

pharmaceutical s or psychepal nq%o?% & Pat i entw WG complex

present ed mar ked anxi ety ered gn

additi ohal dose of 192 n@racetam 3g (oral) Piracetam 3g (oral)
Drink with vitamins, minerals, Drink with vitamins,
proteins, and amino acids minerals, proteins, and

amino acids

11:00 am. Flumazenil 2mg per day

1:00 p.m. Clomethiazole 192 mg
Vitamin B Complex

Piracetam 3g (oral)

4:30 p.m. Flumazenil 2mg per day

7:30 p.m. Vitamin B Complex Vitamin B Complex
Disulfiram 250 mg

9:30 p.m. Clomethiazole 384 mg Clomethiazole 384 mg
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of cl onmethiazole 30 m nutes before adm nistration of

flumazenil. Before discharge fromthe hospital, the
woabdeoasrag nedi cati ons were prescribed: VitanPar®s2006/013155

conplex: 1 nonth with one dose during breakfast and

one dose during lunch. Piracetam or a nedi canent

tHarhazdesnil phasr atdmmisdxgect at hydosgof V& ergt ¢veBy § minutes (upete a total of 2

PR AL T N RS W AR R N

with witH&l%GIal orfthi@eEbhitR BiHED Pﬁé}ﬁlagelﬂiéﬂlfs 3% dethaCtH@o §1@§ e
during breakfast; C onethiazole ng for

\Ratiknts rvdaodm@nmqirmmge@ ﬁmkfyamreaidmlmf@rq@cﬁbad&mmb dose of 192 mg

d.a su I.m.n dose during the
of clon%eéfggm}e anutestﬁ ?{eT H,?Ji%tam oqtﬂlﬂrgblzg%l}]e dose during
IBeFolel AschargfSropattie }@fspltdh ahé fcﬁl@t\m@meﬂfca@dir&rwert peescribed:
patients were instructed to attend the outpatient
. VltameraBmempl@@ﬂnrmnth ithengdaseduriethieakdast and ppgdose during lunch.

o P1r g%#,:%g%’ 9&?{;‘%&\%‘( %ﬁlﬁlﬁa&{ﬁi()egéal t cgltﬂ\{a%eﬁlég?%nﬁ? 1 week with one
dos%@nﬁ@%eakfﬁﬁ@ ahd 800 iignfbr tihBorthivith bl’(ﬂ’ & by $>}eakfast and one dose
Li kewm se, a sem -structured foll owup of cognitive
dutiegpflsr  t her apy was i npl errent ed. Individual and
am. | ‘ j or
¢ Fh}oﬁ?tér}f\y/%(ﬁ écf?}roi ?Eﬁm 1ﬁ€§en r es%aﬁgrf F%@mMr k therapy,

o Cldh&HRBleq92 @g foR | apGR widnehesddse Sﬁrlﬁgﬁﬂaﬁkﬂ'a@ﬂ’%damﬁﬂdsea(ﬁurmg dinner
rehabilitating the social, famly, work, personal and

and aFahsequant elimpption ef é%md@ﬁflg the, Szcmzéls\wa% O the 64
ien trea e first adm nistration
° Dlég}ﬁﬁ %’@z"éﬁﬂl{h&% 4d E err rg%kfg%d post poned to the
f 8% lpaii gTghel agatntune p@égrmhgtne peftientsasere iugtnuesddyto attend the outpatient

i ntoxi cated with al cohol nmonstr ted a dis ssln
treatmercenigs foridmenih yaihdiecrearing ¢ ReRug 190 AHFeH (o5 Hje fist three months,

once egﬁgrt%sﬁeékg d 1ﬁ%@% §erc fifee MBHENEIIWAE 2 mUWAE W@Bg the third three

'so addicte enz I azepi nes,” denpbnstrated a
months]. gni fi cant increase in anxiety. Another group of 3

ients receiyve
pf'tkewpse, a semle struc urecri] ‘"afolflév{f-%% 0 cogm%ve beHavmr ﬁlerapy was implemented.
Individual and family psychotherapy was focused on 4 major interventions (cognitive
restructuring, work therapy, prevention of relapse, and stress reduction) aimed at rehabilitating

the social, family, work, personal and leisure life of the patient.

1.2 Results

Of the 64 patients treated, in 3 cases, the first administration of flumazenil was
interrupted and postponed to the following day: one of them, who was obviously intoxicated
with alcohol, demonstrated a distressing increase in confusion, another had a significant increase
in distal tremors, and the other, who was also addicted to benzodiazepines, demonstrated a
significant increase in anxiety. Another group of 3 patients received the first dose of flumazenil
under sedation with propofol in the intensive care unit.

Approximately 10% of the patients suffered headache during or immediately following
the administration of flumazenil, which disappeared after a few minutes, or after administration

of metamizole magnesium.
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under sedation with propofol in the intensive care
unit. Approximately 10% of the patients suffered
woeeaaek@3zduri ng or i nmredi at eI y follow ng the PCT/US2006/013155
----- bk y di sappeared after
13Rés§ﬁ$‘é/{'i‘f§nnitﬁ§§ﬁé§s%&gém ist er ‘?13% nll\‘sp@ | on of netam zol e
I’m@r(H;WAm Ycatingi dfﬂbylydtﬂen‘atshmedﬁhat:lménd la sTgrafi@nv\edaction (t: -
55 t t h dt .
7.713; 3RG AR afloes p&%@&&ﬁq SRS 12 7% Greba g fperease (¢ 2511

p<0.0483( f Eﬂeecﬁfe?@agbg P ?ﬁkﬁ% th@gﬂea‘?egt 1?1((?&@ tife tRdaiiért ivied Miscontinued).

I ease I n th e t hree cases
ﬁl"‘reéeamrm@ vahes g>|f Satpatients nhm@s‘élat t99% had arpignifi¢eas reduction (t: -

o520 GBS B s BERD s P 5 L RAbg s 4750,

p<000§) 820; pO 00O ; 40.0% experienced no change and 9. 1%
d a significant increase (t: 4.750; p<0,009

ha
shhet systobic ilensliprsssaizss viglues, af §afmnt%§1qmd1 P ﬁ%%{b\ké‘él a Slgmﬁcant
el SRS 55000 5.0 RS (i 91ROy ¢ i

mcreasau(gma‘m;pm 01)4)crease (t: 4.314; p<O 004). The
di astoli¢ oQd pressure v es of 5 at i d . .
i diosaly ?Lv@daoreﬁsgﬁ Yot § S BeS cpred (gt %égﬁ hida significant
d tB 08030, 4<0270FX RREYE H&dCH@rb%a angld 18 89 har adsignificant
recuent n% %Q%:anﬁ%l nchase {)t We ﬁ 1.4 Resul tsa enean
mcreaséa’(t er51lhp<®ee®nd Adni ni stratl on of Fl umazeni | The
Cl WA- A scoring of 58 patients showed that: 36.2% had a
significant reduction (t: - 5.363; pO OO0 ; 55.2%

1.4 Reﬁnﬁeﬁtem&ds&@n& mﬁxﬁﬁlstmﬁn%f@%ﬂaﬁeml si gni fi cant
i ncrease (t: g 016). The heart rate val ues of
t

SeherfakW. §cgtmg,@‘65& B entmsbowglﬁ]gp@ 36-3Yochdra sigpificant reductlon (t: -
Ny .. ) 0%
5.363; R%@ét@%ge Ao xper%nt%@(fno R, d)agc} 30 o 2GiEtRek SAGEHe (: 4.000;
p<0.01Bat i ents showed that 28.6 had a significant reducti on

(t: -7.596; (Ig) 55. 40/
1’@1elh)%aﬁdateavagqleérg fﬁ)SC%thents Wed ‘Eﬂa% g3 Amqqadcahs?gl%%cant reduction (t: -
8.523; p<0.000); and 58.2% experienced no change.

The systolic blood pressure values of 56 patients showed that: 28.6 had a significant
reduction (t: -7.596; p<0.000); 55.4% experienced no change; and 16.1% had a significant
increase (t: 4.612; p<0.002).

The diastolic blood pressure values of 56 patients showed that: 28.6% had a significant
reduction (t: -6.325; p<0.000); 51.8% experienced no change (n=29); and 19.6% had a
significant increase (t: 6.640; p<0.000).

Table 16 statistically summarizes the results obtained before and after the treatment (at the end
of 18 hours). Table 17 summarizes the follow-up data.

Table 16 Statistical Summary of Results Obtained
Before and After Treatment

Mean (M) No. of Standard Mean Student’s Significance
Samples Deviation (SD) | Error T Factor
BT* AT** | BT | AT | BT AT BT AT BT AT | BT AT
CIWA-A | 4.13 .76 54 |54 |4.28 1.52 0.58 0.21 6.19 .002
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Blood hodpi t al | zati gn. The s$econd day |of ho§pi taliz

Pressurk N€ pati ents vvere{J permtted to spend g fewl ho
outlsi.de fhe cliini¢ duting tthe aflternopn_ Sone pati el

is

Heart 1aq 84fhner>@ut|sPde 5 he 1:84 01993 Tihe® nost36t | FRTng 0.0

Rate reqult i$ the spont angous \er bal report fromthe

et S ht o ~ A a—ahéaneca-la

E3 1 Ul T 1T Tl S bUIIbCI 1 I Ilu l. T Ay CIIbC Ul

Befor‘gﬁ%?f‘tél}eny éﬂer rf’ﬁmergey re to drink al cohol. Exanple 2.
In'proved Met hodwibdgy7 Seinidie ohBallowsUp Baton of

Fl umazenil to Treat Al cohol Dependency Before starting

TIMEt he protocofMohiR@ pal! eNieniander went | Riog@md! €1 € T Month 9

medical _a nsvcholoaichl exam natio The nonitaring

% N)of the pati 243 ncl udef3448dnpl et e pl®¥# count , (42578

Theragyl 8@ Nem cal P af,iTe [Cregghdi ne, grucesg, brood (ras
nitrogen (BUN), cholesterol (HDL and| LDL),

Disulfirgm g| yceri dps, al kal i ne| phosphat ase, | LDH (I actic

Theraﬁ,aﬂmﬁpgenasgg%anﬁtma proteinsi, pepatic funcrilggg%
tests [COT, | GPT, GGI, b|lirubin), elpctrocardiogra

Disulfigey, if neef be, pregnancy test and k-ray exan ndtl on.
DropoUtd € eXclrusi pp7griterta pppy, ed Tnciupggd acute or 1559,

unconpensatedill ne S I t e ""taM || bf aliily

drug contral ndi cated with flunmazenil. No patient was
cI ud hlIe re-adni,ssi on {@t erv ew and th Ll
Stp§Y P %“’a SHRPS SPghas et SHCRIBE é‘?ﬁaweflﬁery Tap1dly

during ﬁomuﬁfmohc Thie $8¢dHAIdat DF BbyRM1igdHon; BieYakekts ere permitted to spend a
few hours outside the clinic during the afternoon. Some patients had dinner outside the clinic.
The most striking result is the spontaneous verbal report from the majority of the patients

concerning the absence of anxiety and of the desire to drink alcohol.

Example 2. Improved Methodology for the Administration of Flumazenil to Treat Alcohol
Dependency

Before starting the protocol, the patients underwent a complete medical and
psychological examination. The monitoring of the patients included a complete blood count, a
biochemical profile [creatinine, glucose, blood urea nitrogen (BUN), cholesterol (HDL and
LDL), triglycerides, alkaline phosphatase, LDH (lactic dehydrogenase) and total proteins],
hepatic function tests [GOT, GPT, GGT, bilirubin), electrocardiogram and, if need be, pregnancy

test and x-ray examination. The exclusion criteria applied included acute or uncompensated
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hypertensi on are prescri bed the appropriate nedication
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medlcaﬁ(q{n Np 5t ik AiadASsedP whd attglﬂghﬁﬁﬁeﬁis%(n f¢ prbsesibed the appropriate

dependency over the course of the treatnent. Patients

medicatien er inbturtediioi continwer with anyi erdstingi raedicationr i ent s, and
| tani ns ddi ct
atrlﬁnﬁﬁ %’F’éertggn} ayenou. F’Yyt %Cﬁlr? gllgtegééf gé}’iﬁg %tf i) %z%rgl every 3 3 minutes for

two adftfisigedonk t . If Fthé Ipatém gliadiot Rikpdrieate any aﬁsobhffom,r thicoabh¢ dosage was
patients underwent 6 to 24 m)ﬂt hs of glut pati.en
inoreasechup tpY-3 e evere minuiss. (Whs taghepese ghelamaz
¢ ki thReaBs, S1 X

3 Omgﬁogf(@#fgpélﬁgig&ggﬁo d%ﬁ%rgvﬁgﬂ?hc\gﬁﬁsast tvvelave nont hs, once

@umms tvme ribsot i inisBeed namumag acids,t Igriputs, @n:t vitahins. Non-addictive

ent. t.reatnent in edc tive

sedativEEPE 0 RGO B GO0t MRt TR OBy T
FB I IhoPRANERRE S PEDhE Bﬁkocﬂﬁ)ﬁaﬁ&ﬁb UARr&888 fol 24emonths of outpatient
restructuring, network therapy, relapse prevention and
therapﬁ(ﬁmetbs fmawotm@nhs Breerp wselg, the gp¥tdpaHmos thﬁo%m@yo pigeks; the next

s b, SR G208 SRS, BRTEGR! AL G0 popeciv n

the patRh€S®Btoutphieht t@iﬁmeﬂﬁ inchldetl adghitive lhbhaﬁnmlmbml s’muctured follow-up,
protocol for the treatnent of alco cravij
such 2 s induie an o ile PEUPPEIEEY GRAAR R, GBI ges Ructuring, netviork
%'%%gg ed: disulfiram 250 nyg.
therap}{ilg%l% Y g%egﬁ§ngrrgdn s;fgdﬁﬁiggm c acid, 500 ng. once
daily for one day, twice daily for one day, then t hree
tines dallyfor t week tam ex dai.]y;
Examplpd. hparosed Mothagology 1o s Saimisiafief pBIHAgR i Tesat Aleohol
DepenHEn t bedtine for a week. Exanple 4. |nproved
odol ogy for the Adm nistration of Flumazenil to
Tn eattord}tma ivith thisprenlensiimonté s presant invengon. 96 relpise de sich example,

mﬁ@red was up to

a proto&@&gﬁ%el % nﬁ%efnlf 9 e?lrcg\l?oritcra%n{:g% Q?heesgﬁb&le %' tﬁéij[ab?enl%low.

Time Admission Day Day 2 Day 3 — Discharge
Pre-Procedure (AM) | Atarax (sedative) — Atarax (sedative) — Fortified Vitamin B
50mg (1-2 hour pre- | 50mg (1-2 hour pre- | complex.
procedure). procedure).
May repeat with 25 May repeat with 25 Protein Drink.
mg for anxiety if mg for anxiety if
needed. needed.
Fortified Vitamin B Fortified Vitamin B
complex. complex.
Protein Drink. Protein Drink.
Procedure Flumazenil 2mg per Flumazenil 2mg per
day day
Post-Procedure (PM) | Atarax 50mg. at Atarax 50mg. at
bedtime may repeat bedtime may repeat
with 25 mg. as needed | with 25 mg. as needed
for sleep. for sleep.
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exam nation. The nonitoring of the patients included a
conpl ete bl ood count, a biochem cal profile
weomatismasne, gl ucose, urea, cholesterol (HDL aad/usBioy/o13155
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e treat . Patients were al'so sel ective
phosphathse, il «laetic defiymivogroasty and tatali proteins], dwdatid fuastiorstests [GOT, GPT,

naddi ctive sedative re also admnistered in order ..

GaT, PEARERY, St Serinfuin 0, U Sl nReiiy 31 sy Qffpghation. The
exclusidf FritdrRtappliePihcRided Boutd bPiRGRIpenfiddd Bnbses) Af feltRR tthdtaking of any

to 24 nonths of outpatient therapy (for the first two | ]
drug copfrpindicateshwith Alupmeaenil. tNpopatient wabercludsdafisr theyseydmigsion interview

: next six nonths, once a nonth; and the | ast

andth%\%gt%@grfgﬁ%ﬁetdhs, once every two nont hs). Dependi ng on

tThe agditiog npaticne diagnpsdd evith tar @aydiletit diseldededeeived anti-psychotic

cogni tive behavi aoral sem’,-ﬁ](yruct ured foll ow uch as

medicatiof; Fiatigis diggaoseanvitty apenal Hprrsnsiop WAy b Bt e appropriate
modicAREY isKBoicd ™ LYRIYE bihanD LiBRE plclRRARY, 1 &l apse

prevention and stress reduction: Exanp e'M‘iM h > or _ _
tRatiemid wend admiaistered 0f1 rrg ofiflumazdnilteyerfr Pmtim@ectar tweo administrations.

1 the AERRRLHHE Aoy GBREEOT: 5T BPHpctE SO P b agRsd Up 103 me every 2

minutes. The total dosage of flumazenil administered was up to 3 mg per day over the course of

the treatment.

Patients were also selectively administered amino acids, nutrients, and vitamins. Non-
addictive sedatives were also administered in order to reduce patient stress and/or discomfort.
Following administration of the protocol, patients underwent 6 to 24 months of outpatient
therapy (for the first two months, once a week; the next four months, every two weeks; the next
six months, once a month; and the last twelve months, once every two months). Depending on
the patient, the outpatient treatment included cognitive behavioral semi-structured follow-, such
as individual and family psychotherapy that may include cognitive restructuring, network

therapy, relapse prevention and stress reduction.
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a protocol for the treatnment of cravings for cocaine
is described in the table below. At discharge, the
wt)abdm\m'smg may be adm ni stered Neurontin 400 ngT/Udaiolsmlslss

Exaihtgg% fnni_ﬁ 3\((3%1 gj?g}%% 1&1}1%@ {éI%IIIT?)? Freﬂl?hl‘ enrlc{r 'ﬂggt Cocaine

Depend@idyl Nui ng for si x mont hs (decrease by 400 rrg vveekly

i_n order to .discontinue); glutam c acid

daapserdace gyik mltqslﬂreelt&gltheyplmnt W@n@% as f*ﬂg Tﬁdttch ?%Cé\ example,
aprotot:bl&fﬁ?th%?fg)%‘éfné&%[)f &r‘ﬁ@in??ﬁ&%to?a:{%é @e&g@gﬁ\%@&%@ %éllﬁ : e
Timeng. at bedti melnﬁssnoraDageek ExRaple 6. Enhancgday 3 — Discharge
Pre-PMetd\el QANDY | A@drat RdANR) A St AtaraX\(sedativb) ez @ rHdrtifi@d Vitamin B

the Treat rrewsolag (PhaRPpre\V t hstyayvel-2 hdtieprtol || @ohiplex.

example is rd’égdlﬁ.gj)odl ment of.algHhanced priot ocol

for the adm Ryshipl QRmols f| ul% %ga bt 26 25 e |6 RBithk

of al cohol j?%:%éggé h%we e Perq?gfocol

i mpl ement ed ncen?’r ate t GABA (A
Receptor Io ‘e Conpl ex. rrbodl ment enpl oys a
Cl WA- based al gorjthmfar 1) trla pat entls i n need
of acute neblf@’élﬁeééflmmpﬁ:at glﬁ 13prcw de
synpt om base8omplgEKi ng throub‘fﬂmﬁle&cute phasg of the
prot ocol treatnment. The enhanced protocol al g0
al | evi at es tdieindvalk. r el at e/dPokae Pruotkst ur barice and
Procedinxi ety. | n| Btahdzenib2mglper enhBlnaaderfir ihgped duppl i es
key co-factpdgy that synergistdgal |y enhance GABA tone

Post-B3fedut PN $AkfHhx 50/M fJ’ceTTOF AbES850RE a8l CONa

w t hdr awal ﬁecﬁﬁﬁé ﬁl@i tiBEéem &E%{ent [ oged
pre-treat "e”‘imt%ez%'lﬂg bs yw%’h% n!igri%g pERL.| the
oy sfee

patient recei VEB f f'ravenous

Hf-usi-on ||| 1\/ rlnll\lnr' ep_afnl —aput—of—2 e
} & t+—O+—r~—H

oot

per dosing |nterval The pati ent further receives 50
B0 I ReYBil g @%@ 0 I
12 LA BORIRS S S URARL T 0y, gy o o oy
(at morfning) Hiben tvwee tinee daityofor iohe day (merairigang bcedumle)s xhembree times daily and

i GSLIE e 958 D Fr  f Bomi si
500 mg.Nbhtsel Gy fot bhdadye |t\)01c@Qiaily Foi ik Tyt @el thReRIHs &aﬁlyzfoﬂENo weeks;
u

per dosing interval. The patient rther receives 50
vitamin B complex daily; and Atarax, 50 mg at bedtime for one week and then 25 mg. at

bedtime for a week.

Example 6. Enhanced Methodology for the Administration of Flumazenil for the
Treatment of Alcohol Withdrawal.

The following example is of an embodiment of an enhanced protocol for the
administration of flumazenil for the treatment of alcohol dependency. The enhanced protocol is
implemented to concentrate targeting of GABAa Receptor Ionophore Complex. The
embodiment employs a CIWA-based algorithm for 1) triage of patients in need of acute medical
detoxification and 2) to provide symptom-based tracking throughout acute phase of the protocol
treatment. The enhanced protocol also alleviates withdrawal related sleep disturbance and
anxiety. In addition, the enhanced protocol supplies key co-factors that synergistically enhance

GABA tone and transmission.
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ng of hydroxyzine during the day and 50 ng of
hydr oxyzi ne at bed or in the evening. The patient
wouodshes74ecei ves fortified vitamn B corrpl ex #arivg2endl31ss

B AP PGt BuiR R ooa? o B kPGl R8T Tl undergoes

the af@Bflchtidhed! PR-tRAtth&@t roghi@l. veonS@ayry of taatnenzithe p’atlent receives
bedtime or in the evening. For_ 30 days, the patient
flumazenik ¥ia\A8sintravrAsEHNHsien, Wimasly dlivatins Agotphampnt of 2 mg per dosing
ft 0 rati
1ntervafJ‘ "ﬁfe %n@@qﬂ‘.h%}éﬁgéev?\\%g kffO ?rige Be %ﬁr{iﬂéﬁyilﬂ?sﬁg}lpg Ctgg:é chea and 50 mg of
hydroxyzmamlt rbeBtime gl mxthda&vie;ungExﬁh@ Ipatight fErthemoedives fortified vitamin B

Met | o for t he ni strati on of Flumazenil for
comple?‘r?élg%?ag at g dosq %@‘?F@mg/\i’t hdrawal . In a third

XL RRY & Wf TREHRGR] 88Y pdiRht hEQRRes NGuAd£ a1 Obia Vin! iflfad¥®us infusion,

a patient undergoes a Ere treat ment procedure that

ultlmatchydleud@snaa Ttalansntes peard@snng éntgeiial. nlle patienbfurther receives 50
mg of BYQRSAR Q5 R E8 Fadep e PR nuReffte 3F B by iy e cvenine. The

patlentﬁ&&h@ﬁécelﬁ% doftiifies tvithiirBicomplexCdailgesd \GdbapentinBit a dose of 300 mg in
vitamn B6, vitamn B12, and vitam n B conplex and 2

the aﬁer%OQS*anﬂlelYﬁﬂfléﬁr At hediimeg’ per iod of 2 hours. After the
TAfetd dbdﬂai’g%' 5y d{?ﬁ ox?e?%h he o g%ef)ﬁ%?@ rébeRS 0 g@é gf ﬁgdroxzine at

procedur e ernoon to
bedtime loatin th&odvanhag @ oEB(V\klapss slespatient receives Gdbapentn atg idose af 900 mg in

the aﬂ%gﬁﬁg]%é(ggggg@%gg %Sc?tbtgé gi%g?u g(gln g ttg ﬁe %g(r/n %15% %taélg:ﬂlleogatlent also

receiveR ¥thinEB cERpHaYdailpo Of treatnment, a patient undergoes
a pre-treat msnt procedure that includes a ClWA

assessment and the adm nistration of hydroxyzine at a

o, Sl VORERT, F Fe DpT BRI or

Treatxﬁént ofiAlesH ol VEh dMviad)mi N 812 and vitam n B conpl ex and
of flumazenil qver period of 2 hours. After the
é@ @dh@rd iexernBlaphmethrdology if@rifeauﬁa @k@a@lswahdrawal a patient undergoes a

pre-tre%?}seer %oo%ﬁ?% Bt chﬁﬁi@g WA Y &gléni’ aﬁcfé'l’ BrlidbEation of hydroxyzme

eveni ng hat i netudes a assessnen
at a dosdef ﬂ):imign G dayt orenofafeattakapefitst infation ivkakeinter&DH ﬂ’[g patlent The

. an dm,ni st atlon of droxyzi pe at.a dose of
first mﬁ@lqnﬁnﬁﬁ SR | G A R Gri ey kb ud s ﬁ&n’&’#é‘ and 2 mg of
flumazBail 1098 aSperiod of 2 hours. After the first infusion, the patient undergoes a post-

treatment procedure, typically in the late afternoon to evening that includes a CIWA assessment,
the administration of Gabapentin at a dose of 300 mg, and the administration of hydroxyzine at a
dose of 50 mg in the evening or bedtime.

On day two of treatment, a patient undergoes a pre-treatment procedure that includes a
CIWA assessment and the administration of hydroxyzine at a dose of 50 mg. A second infusion
is then administered to the patient. The second infusion includes vitamin B1, vitamin B6,
vitamin B12, and vitamin B complex and 2 mg of flumazenil over a period of 2 hours. After the
second infusion, the patient undergoes a post-treatment procedure, typically in the late afternoon
to evening that includes a CIWA assessment, the administration of Gabapentin at a dose of 300

mg, and the administration of hydroxyzine at a dose of 50 mg in the evening or bedtime.
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medi cal condition. Optionally, prior to discharge, the
patient undergoes a third day of treatnent that is
weinislias74o day 2, if warranted by the patient PET/US2006/013155

@E@E ﬁlgé@i&] {t ; aggfi’?@ gqoqi@%‘m a Seﬁfﬁgﬁ&% A ﬁ%ﬁ%&w i'cuﬁ%the patient’s

medlcapébn‘aﬁib% @)pﬁagalgl %ElopﬁﬁalbéﬁrgeTﬂ% M%h@ﬁdet@e@la&ﬂr& ldéf}e Bf treatment

abapentin in the | ow ng” anounts: 300 ngy

that is saﬂrmgo day daif “@rraat(rd b@ﬁh@aa,t@ntés sBdicgbepndiion; and@tf éfd&’d‘bﬁﬁessmen’f

6188%%? eg Bgt?eitr{c/ ?s? %}zen yﬁ%‘i{é{%ﬁf gl?'&}f%n %ﬁ‘c@ Nt Bedtime. The

patient E&ilh@@ﬁ/leﬁ@ﬁbépéhtlﬁ h@t}&%llﬁwﬂgl’ Ahdaits: oBO(Fhigﬂﬁ]Zﬁyl 1; 6(m)|tng on day 2;
the Treatnent of Stinulant Wthdrawal. The foll

and on gaigApP 30 705 HCRABOTIMET: Gho BNLGH ISEL S HoEh Ol Gigin B 100

stration of flumazenil for the treatnent
compleggﬁllg%ﬁ%gﬂe%] ant dependency. The enhanced

nmet hodol ogy is inplemented to concentrate targeti ng of

Rece r ore _Conpl ex.. The, enbo t .
Examply | o EnRgRee NEMORRIRY G e  ALPERSaEORpBhehpmazpyl for the
Tream?e%%tsaﬁ.uﬁwmhmﬁd met hodol ogy al so al | evi at es_

drawal rel ated sleep disturbance and anxiety

ahh aﬁ@blemngecxmudb oigyofapw ershodpphenssofi ay epbaicgdt mpthociwgey for the

admini a{tlllg{;l ﬁlﬁﬁ%‘lﬁ{%r@r gﬁqge%&%%ﬁgi%sg%q%gglyi@g rﬁéﬁn@&{m‘iﬁ Th& enhanced
method%ldg@ﬂ-ib afplewichizdrta\wahcenrafeabigetig bNGABYOERetdpor Ionophore Complex.

af or enent i oned pre-treatnent regl nen
The empogpmant @loweder, strageilisang efmutriiersl @e@ppn%zﬁhﬁq%dlw% tﬁﬁa enhanced

| t |

methodg%ﬁ%&g?ﬂ%néﬁg; g@fh‘agh‘w&a}l‘ ﬁ%lhfléﬁtsgér%aﬁq@u#. l%ég&é gﬁ’cll gﬁilgfya The enhanced
methodbloglyhelsor agmpliee skeyO cofaasbrs hytat csyymigi&ﬁcaﬂ\y cheladel GABAS tone and

or. mnus 25 ng as may be required. The patient further
transmisHieRi ves fortified vitamn B conpl ex daily and a

24 Qt ﬂsﬂeﬁﬁﬁﬂﬁﬁ@fﬁ&n&ﬂ'lﬂ&hg&dw%’ i t?é&ﬁn@@ﬁﬁihﬁﬁt withtifawal, a patient

regi men, preférably days 1 an y, IS repeated
undergedst e afhnee@nmdspre;&teta@nerulmgmngeom daysone? wadid, of freatment, the

psins SRS SGERY 77 YA, B AREUEy Bt amount 2

mg perl ®BRigViaterad. rmlleanBMdﬂuﬁhUrZﬂeBﬁv@d S(Dﬂfgt d)ﬂTIEydiidSX}fzﬁ{e twice daily plus or

minus 25 mg as may be required. The patient further receives fortified vitamin B complex daily

and a protein supplement drink daily in the morning. This regimen, preferably days 1 and 2
only, is repeated after three weeks.

After discharge, for one week, the patient receives 50 mg of hydroxyzine at bedtime or
for sleep and, for a subsequent week, the patient receives 25 mg of hydroxyzine at bedtime or for
sleep. For two weeks, the patient also receives glutamine titrated up to 1500 mg per day and
fortified vitamin B complex daily. The patient further receives Gabapentin titrated up to 1200
mg per day for six months. This regimen is interrupted for a second round of freatments, as
described above, after three weeks have elapsed from the first round of treatments and restarted

thereafter.
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sl eep. For two weeks, the patient al so receives
glutamne titrated up to 1500 ng per day and fortified
woR@nmisT4B conpl ex daily. The patient further PpPeTISY®S/013155

iR B R T 390, Ruebitn 8 Bl or e

Treatniént of SAIBMEWiGArSRET | bed above after three weeks
have el apsed fromthe first round of treatnents_ and

lest seeend exemplart anethedolegy NP itregiing ovtimyjent withdrawal, a patient
[ f [ t t f
underg%%rqh@ a‘;f&{ ﬁ‘\ﬁlﬁﬁ%&l e-ﬁ‘lé%glﬂ 1Je ginken., Q)%e%‘aflé Zl I,;Q:“%d Q' of treatment, the
patient fedehied Bluagyedibviatahdatciveposs infusicnn ultish4téigrdaliedringsa total amount of 2
patjent undergoes  the aforenenti Bnedﬁghe treatnme

mg Perrf@@n&éﬁte § atjent Furfhey recepyes Ydroxyrng, = hispgtnt further
recelveﬁ ?&%’f\é& ﬂt%ingﬂrpzc%?ﬁﬁlef W&iRnd G’éﬁ RAE ‘zl?a'dﬁgé"éf 90bmg. This regimen,
timate ivering a total unt of 2 nmgy per

preferahb'sdalyghand @rondy, is fEpeatpdafte tireé weeltser recei ves 50 of
ro i ne. ., The ient f her ..receives for fled
i ket st GarleRl rechven Wb e E o 48 4o ghg fper day for 30
days, RBHng 1H0S Tl@eg%aﬁwﬂt a@befte@aﬁ@é@ﬂmﬁﬁnwlﬂanﬁﬁds 300 ra-Jompldx'Sdaﬂy and a
repeated after three weeks. After dischar
plurahlﬁa@f @mncr agis m@l@@a@en?hlﬁ Tegimeat @dm!mmugeid@r ggsqserd round of
treatmerngsg & \8/£essc B §'v&x1:gl§ %618 el%»lggc} Qtﬁr&lr&gnd of treatments

andresvdmﬂahdréafte@f am no aC| d suppl enent s. Th| s regi msn is

interrupted for a second round of treatnents,
(e OB @XBBIS8. are,PIeERly Ay DY Bk 1on BPBY GPBiieians pf e system of

present E‘ﬁreflﬁ r?:tA[tHbr‘l%gl %lgf/ Ee@WT@ baaiadts S?ttﬁé' tp?&ent invention have been

reafter. eexa es are nerely illustrative
descrlb@ﬂ hbmal neshpubpipd uWStthf the Ipeessytsingentivn rprgbsbmtmbodled in many

th h f nmbodi f
other SB?Cé cler(r)l}nsnwﬂa u[tgﬁg on anegs\gérgtrci)rSSé:bgg 8% g}egmv%rtqleon Therefore, the
presenﬁé‘)&ﬁiﬂesbﬁlduéiﬂ%cﬁin@ﬁﬁ atré"@é bé BEnFAREERS illdMNd A HotABétrictive, and
nbodi ed in rraéa/éother specific forms w thout

the 1nV@etp@n isi mj, trismimited spithe deteits givepdersin, thwe may/ehniogified within the
T resent exanples and enbodi nents are to
scope %@E%%I Sk eréelgl Sg illustrative and not restrictive, and
the invention is not to be limted to the details
gi ven herein, but may be nodified within the scope of
t he appended clains.l claM U',
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1. The use of a selective chloride channel nodul ator
in the preparation of a nedicanent for the treatnent
wohomliestasl or stinul ant substance abuse. 2. TheTws2006013155

Iclﬁﬁ?la'"1l wherein the selective chloride channe

modul ator is flumazenil. 3. The use of claim2 wherein
the flumazenil is adm nistered in an anpunt between
about 1.0 and 3.0 ng/day. 4. The use of claim2
L. wher eiThet me pf mgléﬁwe ncbloaden ghiasned r mgdylatoaninathgupteparation of a
of claim
me?ﬁ%ﬁ'}bﬁeﬂ? hlﬂllga%rle iﬁ\c/éhogh 'g%m ﬁi‘anne‘?B alId)%lgeul ator is
a partial all osterl c nodul ator of a GABAA receptor. 6.
The u of cl 5 wherein, the parti.al IIotelc
2. modul r “Saf'ct‘g R hi yheisBy éhf‘cyﬁei?ﬁl"? i eggapelpmodulator is
flubBgnfPABA A receptor. 7. The use of claim 5 V\herel n the
partial allosteric nodul ator resets GABAA receptor
receptivity and increases chl ori de channel ion flow.

8. Th 14S8. 9 ei-n the.sel ect.ive chloride
3. ChannameiBaar sEuP 2 Wheriahe ithpalfh S sfRpdGre iR fount between
aboue ¢ ©PRind 3.0 & g/dhpe use of claim 1l wherein the selective

chl ori de channel nodul ator is at |east one of a

I m dazobenzodi azepi ne or a derivative of  ethyl
4. gxglz hl(% rhiéa g?ogf@%&ﬁirgﬁ%é%agenll is administered in an amount between
abdue bScaidl@zemigday 3- car boxyl ate. 10. The use of any of

clainms 1-9 wherein the stinmulant substance is sel ected

from cocai ne, crack cocai ne, ephedrine, anphetamn ne,
5. dextr m@%mm'l %@fé’i@%ﬁe%le@ﬁve B@é‘ndé\/@%n@f‘glodulator is a partial

anal ogs thereof. MVHC f aims 1-9
allogtegicanodulier afta GABa‘mresmb@t ance is rret hanphet am ne.

12. A nethod for the treatnent of al cohol or stinulant

subst ance abuse conpri si ng

6. The use of claim 5 wherein the partial allosteric modulator acts with high potency

but low efficacy at the GABA 4 receptor.

7. The use of claim 5 wherein the partial allosteric modulator resets GABA,

receptor receptivity and increases chloride channel ion flow.

8. The use of claim 1 wherein the selective chloride channel modulator is a partial

agonist of a GABA, receptor.

9. The use of claim 1 wherein the selective chloride channel modulator is at least
one of a imidazobenzodiazepine or a derivative of ethyl 8-fluoro-5, 6-dihydro-5-methyl-6-

oxo-4H-imidazo-[1,5-a][1,4] benzodiazepine-3-carboxylate.
10. The use of any of claims 1-9 wherein the stimulant substance is selected from

cocaine, crack cocaine, ephedrine, amphetamine, dextroamphetamine, phenmetrazine, MDA,
MDMA and analogs thereof.
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the steps of: evaluating a patient with a pretreatnent
reginme; admnistering a therapeutically effective
Warzmu;ntlsnﬁ a seI ective chloride channel m)dul aPOT/US2006/013155

1 @gPJ H ﬁ@?é{g@ uf ai.:ll'rrlslc B?r;?f) Lﬁ erel p rsﬁﬁl(l".l{dtnpl Qbstance is

metﬁg,hghaﬁhﬁfét | ve chl ori de channel rmdul at or, and,
prescribing said patient an outpatient reginme. 13. The
met hod of claim 12 wherein said patient eval uation

12.5¢ ep o%et%r ?1{1 Jtrgaﬁﬁltenp ale(ghc}l he SEIH*UIIEQIWSGBSTMR‘,C abuse comprising
conpl e yS| cal  exam na a conplete

the pRY<HOI ogl cal exam nati on, a CI WA assessment, or a

det.erm nati on of gw red nedi.cati ons. 14. The net hod
gvalpatyiga Haile%\é"rﬂé? LA FDPy e chl ori de channel
?\Eﬁiﬂh&@l‘?ﬁ |5 thidpRARREIMY - effe’éﬁvé— hﬁn&ﬁﬁhgﬂ Dfsefledien cidoride channel
ereln sal dt apeutically effective anount of
moddlatogzeni | is between about 1.0 and 3.0 ng/day. 16.

The . nmet hod .of .. cl 4 n said therapeuticall
Sqoiforipg sad paticht BIfmgFrﬁ%{E'fgﬁl |sI betvveenpagolut al g

@)Féicﬁblﬁg @@ pdtient & thihgelR! bsfipdiindCinaddditloh véedidiselective chloride
sai d therapeuti c conpound includes at |east one of the

Ch&ﬂnbb%ﬁ%&tof,@pdi fied vitanmin B conpl ex, hydroxyzine,

?Sglagggggﬁ g’uerzt%n ol Eg@fg@%ﬁ‘ of claim12 wherein said

rme in [ east one of diet,
exercise, or cognitive therapy. 19. The met hod of

13. Flsalamﬁé}etmg‘[ﬂelrfgprﬁla ellgﬁ%ghl }C}}h!sjﬁ? :pgﬁ %&é ms)tcejlloJ comprlses at least
ond &ERIL rfoﬁ?m y‘ €3 NEInEkeO Iph?sll@dl %%1%%1{3' B t&Bplete psychological

partial a eri ¢ nodul ator acts with hlc? pot ency
exdmihaticoya €TV A asspssatens air d desBahatier epregpire medlcatlons

14. The method of claim 12 wherein said selective chloride channel modulator is
flumazenil.
15. The method of claim 14 wherein said therapeutically effective amount of

flumazenil is between about 1.0 and 3.0 mg/day.

16. The method of claim 14 wherein said therapeutically effective amount of

flumazenil is between about 1.5 and 2.5 mg/day.

17. The method of claim 12 wherein said therapeutic compound includes at least one

of the following: fortified vitamin B complex, hydroxyzine, or gabapentin.

18. The method of claim 12 wherein said outpatient regime includes at least one of

diet, exercise, or cognitive therapy.

19. The method of claim 12 wherein selective chloride channel modulator is a partial

allosteric modulator of a GABA4 receptor.
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21. The nethod of claim 19 wherein the partia
al l osteric nodul ator resets said GABAA receptor
woeewatsMBty and i ncreases chl oride channel i oRrCTius2006/013155
22. The nmethod of claim12 wherein the selective
chloride channel nodul ator resets changes in GABAA
20.SubuniTie. méfod Breldmt odhefeir iR phrilal aMdstetit inddiator acts with high
sel ective chloride channel nodulator is a parti al
potercyrtug dow eificacnaisail GABLptiseert@4. The net hod of cl ai m
12 wherein the selective chloride channel nodul ator is
at | east one of a im dazobenzodi azepi ne or a
21.deri véthevmetifodedhylai- 9 wdieeein, thé paitiay dillostericahbdulator resets said
-0x0-4H-im dazo-[1,5-a] [, ) )
G BaPRIoRIS e RV o RERSAS S é!.lorz@. cheprel don f8%- of clai m
12 wherein said outpatient regine includes providing a
pharmaceuti cal conposition. 26. The nmethod of claim 25
22.wher eiThesmettiop lof cluir di2t wherkindbenpelsétiviearhlonids! ehdesel anodulator resets
chleq;l(%gEApf he, fol |l ow ng: hydroxyzi ne, gl utam ne,
AP SSHPYER:  amino acid suppl enents, or
gabapentin. 27. The nethod of claim 12 wherein said

steps of: adm nistering a therapeutically effective i
23.anpuntThst mgthed | of laie L nhsrain dhe: prientive q%mﬂea«tf@m,lel modulator is a

RN ' [ ' during treatnent; and,
b pr:eu cg{sg%é%aﬁfj’%g%g%ﬁ@t a therapeutic conpound in
addition to said selective chloride channel nodul ator,

are repeate gfteli ,th{ee weeks of initi eat men

Lr t. )
2409 T .enlgta q_i;'fc gimg anWilgreEprﬁr s?eéqcﬁﬁe pﬁJ@rlélf: éggnr&l modulator is at
leagc]\cb%'e lé?'é'iﬂﬂia%olﬁ@&b%@iéﬂrﬁcgparﬁeﬁtlﬁ’%eg%eI r?ﬁl Iggfli 641 b SRy dfo-5-methyl-

fective anount umazeni | i

6-oxheithpeidaiebl,§-p] (¢4 benzodimzepinesBicaitoxyletss t han 3ng/ day
and is delivered in individual doses no greater than
0.4 ng over a period of no greater than 20 m nut es;

25." f nof fTHe Methold &f Elafnh 10 Whérkin $did rR@IafBRX rdB i8S GhdIRdddTproviding a
said patient a therapeutic conpound in addition to

phaymagewisalecompesition] or i de

26. The method of claim 25 wherein said pharmaceutical composition includes at
least one of the following: hydroxyzine, glutamine, vitamin B complex, amino acid

supplements, or gabapentin.

27. The method of claim 12 wherein said steps of: administering a therapeutically
effective amount of a selective chloride channel modulator; monitoring said patient during
treatment; and, prescribing said patient a therapeutic compound in addition to said selective

chloride channel modulator, are repeated after three weeks of initial treatment.

28. The method of claim 12 comprising the steps of:
evaluating a patient;

administering a therapeutically effective amount of flumazenil wherein said
therapeutically effective amount is less than 3mg/day and is delivered in individual doses no

greater than 0.4 mg over a period of no greater than 20 minutes;
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channel nodul ator; and prescribing said patient an
outpatient regine. 29. The nethod of any of clains
wa2eda15Mer ei n the stinmul ant substance is sel eeceastowent3iss

o SR ER R G gRcsy | 1o ot om e,

Fe@hhas tdernRatnt Sherdiatiorbhodust inagditibn dbaaitssd@ig8 chloride
wherein the stinulant substance i s nethanphetani ne .
channel modulator; and

prescribing said patient an outpatient regime.

5
29. The method of any of claims 12-28 wherein the stimulant substance is selected
from cocaine, crack cocaine, ephedrine, amphetamine, dextroamphetamine, phenmetrazine,
MDA, MDMA and analogs thereof.

L0 30. The method of any of claims 12-28 wherein the stimulant substance is

methamphetamine.
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