;uve3eStP(66 Tt9?3 1 USE OF FLUMAZENI L | N THE PRODUCTI ON OF A NMEDI CAMVENT
FOR THE TREATMENT OF COCAI NE DEPENDENCY FI ELD OF THE | NVENTI ON The
invention relates to the use of M“ﬂﬁmmmﬁwmm&al conmposi tions that contain
flumazenil | treat nment of dency. BA GRO(J D _OF THE

| NVENTI &R 3% is adrug with a peawesful stinul at"F%g%sé?? (g(?flthat

i ncreases alertness (reduces fatigue), increases concentration, reduces
appetite, increases physical resistance, and may induce a state of welt
bei ng or euphoria. Cocaine may be taken orally, inhaled nasally in powdered

form OrysEOEPLENAZENHAN YHE PRODUCTION DFA MEDIcAMERT Fegerge W th sodi um
bi carbonate, it is _converted ﬁnto %base cal l ed crack, which may be snoked.

Cocai ne WW%OFWQ%IHE@% NOENCY and the heart rate and may cause a
fatal heart attack. O her effects include gastrointestinal disorders,

i nt esti Nk H YA INVENGIO6R Nervousness, a sensation that sonething is

nmovi ng under_the skin, epileptic attacks, hallucinations, sleep disorders,
par anoi d deIWi"lYFﬂ“o%l’i?Ht"@f‘)’dll‘eéﬁ? of phasrrpical coppositions thateoptgip flupizerilibhe ef f ect s
of cocaithareatrent@f cosdirdepeldenat i on, ca. 30 mi nutes, cocai ne users usually
take repeated doses of the drug. To reduce sone of the extreme nervousness
caused by cocai ne, many addi cts use heroin or nervous system depressants,
for exanple€kcROONDHUF TR ERVERTIGN hdr awal syndrome is a syndrone which
devel ops in cocaine addicts who stop usin cai ne. The reactions typical
of this syndrone 'lsr?c%%%ﬁ}é)%tpr" T ! éﬂ% egeﬁg BePress dpmes ?%‘T“‘,“Sr eact i ons
opposi t eatighe), ipfreagsscancefiratiqgeredycespppetifsoinereases phwsicel rgsistanes, addedy inds¢sdenci es
appear upet ofvelCiemigionenphdrian of use of the drug. REPLACEMENT SHEET ( RULE

£, o2 088, S Sl Sl yahe ) 250

With seiFEYIT R SRUERe] fih wEBEEREy e hAPTHE G f BEh NG FHbsal d

psychosodiichimay besmokedat nmay be subj ected to a pharmacol ogi cal treatnent.

Currently, nOochifidihdteaddsRWBIdoY Predsiire aiid TR Heart GteAlPrndyRdabse a il hGAGRIcRE Wi t hdr aval

syndr oo, & Jfl Sl dliSieink SRR THEGON OGR! i EEALIERLS.S G T educe (he

synptons Of A cocai ne d,egpengllency and 10 conbat cOtai ne vmf h.d'r awal™ syndrone

can be fstpen; that spiefhing de meying anden e Hin, epjleptier dtaekse hallugipatipng; eletls Wt h

Subst anodisokdgrs, palasaid dbbrie, afd Yaénobehavdwcai ne and Opi oi ds”, produced by the

ASS001 Bt | o it e (BOGR hS el SRRl shrFAT, 5E:30 miRNE LBl ©

o Aol PRSI ne o A REbE e S apish O siel y 20

di f f er erly cpiaaemrsreaddicts aise hotonhn aerewuhgrstem depeessas, fot icxagnpleptlcobple pur pose of

findi ng an efdcaiad witdraphiai o 18 sytdbmé Wi deeddps irdocaiRGadinewaeggndency,

al t hou i Joli L I td i The nost
oughyes ?Jcﬁré. §hebdotidns E}Bﬁ&l o%ﬁ sﬁ;ﬁxfoﬁléhkﬁ{&‘e eé&%&tfﬁggé asnlﬁ\é@drésé’x&l, Ee.,

prom sing results seemt e been obtal ne | pram ne an

amant adi "FRSUOTS ORRASH the flpcts ?fral ¢ Spigtnds ey cBRFId! IFBIenEET PP MIPHe posi ti ve
expect atdissentinetiodfost of thodwibl y due to differences in the cocai ne addi ct
popul ation and the route of adm nistration of the drug. O her
pharmaceutical s tested have been carbanazepi ne, pergolide,

car bi dopa/ L-dopa, fluoxetine, flupenxitol , bupropion, maprolitine,
phenel zi ne, buprenorphine, and net hadone.

IARMEE
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Li kewi se, the above referenced publication states that treatnment with
dopam ne agonists, for exanple) amantadi ne, reduces the synptons of cocai ne
wi t hdrawal syndrone, although two |ater studies could not confirmthese
results. Initial studies with bronocriptine yielded some results in the

t r eat menwoodz2/002asne w t hdrawal syndrome REPLACEMENTp&HEERD2 (0BbAIE 26) wO
02/ 064213 3 PCT/ E602/ 00061 that were al so not subsequently confirnmed. 1n
fact, Modscoviz et al., J. Gen. Intern. Med. 1993, 8:1-4, did not find a
significant reduction between bronmockiptine and placebo in outpatients. In
none of the reviews nentioned is the use of flumazenil considered in the

treat ment of @%ﬁld@&n&a@a@damwmﬁh UniBa nw a b@&ﬂawmal treatment However, ,
8- 11 uoro. 't%i ts or meS% ?gevgrL forms oPtf'ocame éng%n%%}'[t at go }n rfslpt\)lglegzﬁgl azepi ne- 3-

carboxylg I azepi ne” an ocks the
effects @R 0?@&1 Bwtrthﬂbmaeh% F@JCG%M&@%}@?M Waamhéiusetﬁlzro@n #9lEpi ne
recept or effecliv tatmert isweailable foe tdodite withdiawalisydiome. t 0 neutral i ze the central

sedative eff %;me& of Jﬂevmnsza%az&&hcgﬁ&mﬁﬁp&%ﬁmhL xymgt&ns'o%csﬁgy' arly used
i n anest hesi t.he gener est hesi a .| maj. Nt alned with

bons o SR S FRrpl STt B PRPEE o e (Lo s CRBURE [ pr oduced
Wi t h benzhsdTreatrognt 0f Patients PHitti §uhstsncgrlé$erlgwd¢g Bidokdl, decaiger@ad iOpiosk”, t her apeut i c

Prl\,%% a? :J rO?f%%ed 3P the Pk emupoa)n (Sblgsﬁa&el Bt Dia%adrss of BBIdEllﬁerQES@ESIcﬁ’I&.Q\It ﬁFdT]IjE

e. i nven P evel o g a netho or
the treat nen twnfm 8%]5’?% ,,95,% ensefchla tlg#lr%pﬁo Pﬁgklc’)pﬁle r O\degd{éby this
i nvention i s Thijeudicatian staes %@PB’P““F el!r?ﬁf@ﬁi”l’t WW%@‘%#R‘;‘H’P%W bfen cocai ne
dependeneydiedl HarSthe qragpogeb p£ dinding  ah héffective vithadracntogtealn sbahent | for cb@ineise of
f ggrr?zemd{e (%n efim&@. HereSik 36 E@Bﬁy emu@ymt vafablgoﬁﬁlnsbetf ﬂf&n&l ﬂgiencyI tAn
addi tional .obj éct,o an consists i 0 mazeni o}
produce & F}E(j{’-"g‘éﬂ@ﬂ’f bf°(5‘r°%{a‘r?8y Y’\rﬂb‘gflﬁ%ﬂ?e 8¢ Be &W@%@ﬁ‘ﬂr@ )&ﬁot her
addi t i onahat eobld aetcondifm the pesitive expertations ctesieds p@ﬁlhly dye tadxﬁe-mtveﬂnﬂwooam t r eat ment
of cocai RedidpspartaRay the Fate IREdAENNT thekdiig TohEghlmeR ) ticals WekedRNO64213 4

been carbamazepine, pergolide, carbidopa/L-dopa, fluoxetine, flupenxitol,

bupropion, maprolitine, phenelzine, buprenorphine, and methadone.

Likewise, the above referenced publication states that treatment with dopamine agonists,
for example, amantadine, reduces the symptoms of cocaine withdrawal syndrome, although two
later studies could not confirm these results. Initial studies with bromocriptine yielded some
results in the treatment of cocaine withdrawal syndrome
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PCT/ ESO02/ 00061 i ncl udes admi nistration of a therapeutically effective
quantity of flumazenil to a patient in need of said treatnent. DETAILED
DESCRI PTI ON OF THE | NVENTI ON The invention relates to the use of flunmazeni
in the production of a nedicanent for the treatnent of cocai ne dependency.
In the 3% %4¥d in this description, the term "cofSTAEaE98Atency"

i ncl udes cocai ne abuse, cocai ne withdrawal syndrone, and rel apse. In one
enbodi ment, flumazenil is adm nistered sequentially, at short tine
intervals, in small quantities, until3a therapeutically effective quantity
for the treatnent of cocai ne dependency has been adm nistered. Mre
specifiqgkk altshe invent i.on r. Igg the.u

S e, of f1 zeni | produce a
medi canent T of %‘é‘iﬁ&‘éﬁ%‘ﬁ“&“—"é{%{‘m ni-s rfgl%’iq%?ffovgtétall"ﬁr}é(}fnh#r' erva esd' ng?V\een 1 and

15 mi nut8ls4 digmotdingd  siprificant reduction heppeca fomegsiptinerad placeho g qutpgiess- g, until a

t her apeut i cadh hyheef fhe edviewe nigntivndd it the uiefl Aluhazedibdonsddared In te atulinedt & ny/ day, of

fl unaze%éainggepg,;d@&%, cocai ne dependency has been adm nistered. Al though the
[ ef

t her apeuti call ecti aily se Jlumpzenil coyld be inistered in
a single adamél‘l"ﬁ{aﬁ"?lati on,Yé‘}lyij was dﬁ‘g’ °o£ge*?‘£36“°n§ﬁ"? Yii%agx éhymﬁﬁ?ﬁfgh unazeni |
can be dlfdlbgnzedinzeninestcarbexylate) ismbenzedirzeping antsgaist whicteselgetpyely dlocksyhe i n smal |
quant i t ieffcts exaiddi ACthe CttENieivahs 3t FiaStBP Aentodidzdpite FeckRbritl ThisGdchives NOT t _
ntervalypfinl Mndth & Rkl CUERWaluk! LREE oY Sndl U8Rk Y0k, T umazeni |
to treatt COTa] ne. ,epenaency I'S Teached. I'S surprising | |scpove’ry means
that it Peseqedly; i1 ressledy uied | 18 agsthesiayipasdrihe gensral grgsthesia iaduseks pde” doses to
treat cosstaied cdth dbadeiappines inchositalized petitrits, petoistogl tief sedatiofeprodubedodithr educes t he

ri sk of QAR i aﬁ%t&dér%ir%mﬁeﬂ%?uﬁﬁ@orm Ql'ii@ﬂxjoae@tﬁ'esaongﬂrﬁﬁ{entREPLACENENT
SHEET (RULE g0}, VIO'02/ 064213 5 pCH/ E802/ 00061 Use of flummzenil to treat
t he synpt SHEEY "E8cai ne dependency. Exanple 1 dempnstrates that the

admnistration to patients of 2 ng/day of flumazenil divided into doses of

0.2 ny kY DESORMTON OF Bk edeerione synpt ons of cocai ne dependency in a
hi gh percent.age of. the pati.ents. treated. Consequentl [ specific

embodi ment , é"vlenr?\‘}lé%etallscv)‘"ﬁth}h §Ip5’t% em OF %v?q?f’é"guasnéé%’g Ltl | tfr%%%ﬁ'l’ql(’ial?og)g 5r oduce a
medi camelspenedssy: admi ni stration, sequentially, at intervals of 3 minutes, of
0.2 ng of f|ThH¥eaGdh provided iyl thiflinkdn6rip bastd dhicthd we of fudabenll ¢h thehpeatmehty Of 2

ny/ day OchJcLiHJT&Eé?:@énL has been administered, to treat cocai ne dependency.

Fl umazeni | rr,ﬁ% e m r}i stered by any %FB{R/??E” ate route of adm nistration,
for exanpl e, "HP&M9 ‘g’Jeﬁtﬂ a ByFRRnPpsists ip Bpmazenil fp pedugs o pradicats ot ed wit h

t he apprtbpsyinptbms ofxesape deperglefepr t he form of administration to be used. In
one enbodi MeRq additlokdYRBREA df thiS inRéehiib1 banbifts @thbYisd\of MlkRzdnlI e i 22l SO rel at es

to a metod LAl ol REwdbkal FERbinlep&AGRY NC_dependency that incl udes the
admi ni stTation to a patient tn need of said treatment of a t herapeutically

ef fective quiipthet yidisional objsgt 28 thig invepldempqnyisth i puansthod fos the geapment ofy/ day of
f | umaz endotaineldependescyatmbodi ment, the nethod for the treatnent of cocai ne
dependency provided by this invention includes the admnistration to a
patient in need of said treatnent of a
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t herapeutically effective quantity of flumazenil, usually between 1.5 and
2.5 ng/day of flumazenil, broken down into quantities of flumazenil between
0.1 and 0.3 ng and intended for sequential adm nistration, at intervals of
time between 1 and 15 minutes, until said therapeutically effective

“quant it ywefo2feis@d¥eni|l to treat cocai ne dependency iRCT/BeaaAieeRs1l n a

speci fic enbodi nent, the invention provides a nethod for the treatnent of
cocai ne dependency that includes the adm nistration to a patient in need of
sai d REPLACEMENT SHEET (RULE 26) 4WD 02/064213 PCT/ SS02/ 00061 6 treat nment
of 2 ng/day of flumazenil, broken down into quantities of 0.2 ng of
flumazenil intended for sequential adm nistration every 3 mnutes until

sai d quairelpdeyadyfinistrapieq of a thexapeuticaliyreffeetive uantity pERusiaectil topnatigrbinmead of or t he

t r eat mentaidifeatti@tai ne dependency provided by this invention is applicable to
any patient who, when the treatnment is to begin, has no acute or

unconpens i ﬁmm i Igﬁ’ﬁ di cation contraindicated with

fl umazeni ?Eﬁlq%@enera ,?{%%aﬁe%o ow'g?rggt ment of cocai ne dependency

provi ded by {hdigveptippaciatesdnthpasgiofumarant intherseryption of avaedicemint fnthe psy chol ogi cal
exam nat irQinenNo¥ dBBditeYdepdd@éroy. n MR Chert il iR €A Ms@iptich, tHeNerdf "chdathg®ZENI |, the
synpt ons _ of cocai n r heart ra{(g,gqrand bl qod pressure are

e, W t hdrawal , )
eval uat efePendency Haelylas qogine agysg cagring wiihdraws STt is possible to
admi ni st er ain ap pinbgdinieat, Awhdzerildpaintinigeraigpequentially it sharatigpd mtervalsgnet hi azol e,
bef ore agmni i f UIRZR Nickostivk | 1 i o i presents a
signifi cgﬁgtn Q’?ﬁtﬁﬁ%rl?@ ?‘e%% Ion, gtﬁgcﬁv#rc{sﬁ%%ﬁ‘lﬂ ndllefsfr%%ﬂngﬁ%gggbrumzeni | is
carri ed owendeneyhas beenddminisisredf or exanpl e, with propofol, under intensive

care conditi afdfe spbbiBicaBiflMindiifiehtivhi Bte®o UM X MumaPBY thErsdEes bed out orally
or intravepously, for @3@ n_the appropriate

: pl e, g‘¥ bol uses L?H{%t cogta
quant i t ySHEMEH I, seaise PPigTRLgh ot Hee BUTYaE et L 2R FHRMUERE i npati ent
t r eat mentuahtities obfiohawatd betwasn Hhnid ©F mghetit b drempatitally effecogr quntitg, he pat i ent
must cont, [ t ; i gna [ hue sessions
W th b sCPRReRagl F3aR 8 by {ORRIRAS (RG QRhd BRIy PR T
denonst r adrEgisteree i nvention and nust not be considered to limt the scope

t[lelr eof y EXA?ﬁﬂngﬂthImwm&}ny g{ffec?igtdailqgm()se wifﬁlhla{ehiu&méﬁﬂiéi_lghmﬁéaﬁﬂ&ggi) al | \X\Dand
at | ow dose 1. peri.nmental Protocol R

02/ 06421% b&ﬁ‘%@%}e’é‘ﬁé‘%‘} 1y Was dixorgrege S “@ﬁ%ﬁm e %e n)

vol unt ar edmyinigiertdeto eatients witleakaneriepepdengy, mmmilbquentiicn aplictlsequedtiellyd of cocai ne.
Sai d pat s&hikiSa BPS Ridhl LG dnik 08 of AL, AR ?%&aﬂemcgw%btﬂrg ol

t e
correspondi ng I'nformed consent formwas obtalined fromthem t)_’T(ﬁe patients
wer e war fegpezendto frept cacaing dependensy fsierchedr Hisyresing discersrs means thatdt ent was to be
carried Qokkible to MmN iz in small successive doses to treat cocaine dependency in a

very short period of time, which reduces the risk of secondary effects in the patient and

provides a better
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eval uation of the withdrawal synptons. Table 1 sunmarizes the
characteristics of the patients treated associated with cocai ne use.
REPLACEMENT SHEET ( RULE 28) WO 02/ 06421 3 8 Table 1 Characteristics of the
pati ents associated with cocai ne use PCT/ $S02/ 00061 Pati ent codeAge

' (year s) PBPL97/623%3P0335Age at the begi nning of daily FEB8EEI03400061
useP0125(years) P0230P0333Quantity used in ng during the |last 30

daysP016, 000prior to treatment P02S;,000P03S00Nunber of previ ous

det oxi fi cati onsPO10P020P030 Before starting the treatnment, the patients
underwent a conpl ete nedi cal and psychol ogi cal exam nation. The nonitoring
of Lhe %Ebiﬁﬁh}ﬁzeﬁih{o%ﬁﬂ?@nﬁtmoMcﬂh&ﬁpégB&x\l;\%ded exgaulsti v?a bl ood anal ysi s
with a conplete coqunt of all series (red, white and platelets), a

bi ochemi cal %ﬁﬂ‘?kellé‘@{"&‘?ss%ﬁsiﬂ?ﬁ‘ ﬁ‘& ?‘!‘TBPIEP%B%? PHF&‘&Pf%Wéfld@é‘tfélue’Pze(ﬂ% LL and LDL),
t ri gl ycedividk@Snto adsésalf 0.0 engehas p hiines aadidalobkhé byniptdn ofledeyifky ege@nase) and t ot al
pr ot ei ns; ic f ' s [GOr, GPT, GGI, bilirubin),
eIectroc%?3§g§%%$$§ﬁ%?&%?gﬁ%%%é%e, pregnancy test and x-ray exam nation.
The excl usi ofionssauendy,iima pngeificieregdizenii the igyentignarelatpein dhetveciofumpAGENENT SHEET
(RULE 26k proaWs A40AAR! B HEhiES02/ AAARMD ol b SSmindls, BS HOL VS
excl ude er the. pre-adm ssi i nterview an es perfornmed. Before
and aft e “ﬁ‘ézcﬁfijl’ﬁ‘?}ias ?%Pf?tﬁ%ﬁ'o%g‘ft’lvﬁﬂ‘ﬁ?tgﬁl"& l“'ﬁglawrf%?aé 2Bt omat ol ogy
was eval adaiinistbradstio irept cdching depdndacy.t eri a as well as heart rate and bl ood

pr eSSUr . _ Tl 2u,Ph 80 mhidfreh 5ol rofta! 60 or ol I | N0

hospi talization.
example, orally or parenterally, for which it will be formulated with the appropriate excipients

for the form of administration to be used. In one embodiment, flumazenil is administered by
Iv.

The invention also relates to a method for the treatment of cocaine dependency that
includes the administration to a patient in need of said treatment of a therapeutically effective
quantity of flumazenil, usually between 1.5 and 2.5 mg/day of flumazenil.

In one embodiment, the method for the treatment of cocaine dependency provided by
this invention includes the administration to a patient in need of said treatment of a
therapeutically effective quantity of flumazenil, usually between 1.5 and 2.5 mg/day of
flumazenil, broken down into quantities of flumazenil between 0.1 and 0.3 mg and intended
for sequential administration, at intervals of time between 1 and 15 minutes, until said
therapeutically effective quantity of flumazenil to treat cocaine dependency is reached.

In a specific embodiment, the invention provides a method for the treatment of cocaine

dependency that includes the administration to a patient in need of said
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Protocol followed during hospitalization TinmeDay of adm ssionDay 2Day of

di scharge9: 00 am C onet hi azol e 192 ngd onet hi azole 192 ngVitam n B

Compl exVitam n B Conpl exPiracetam 3 g (oral)Piracetam3 g (oral)Drink with

~vitamns,Drink with vitam ns, m nerals, proteins) andm nerals) proteins,

" andami nd¥ae?/#§4#2no aci ds11l: 00 a. m Fl umazeni | 2 nyl:POU/ES0RY WOogket hi azol e

192 ngVitam n B Conpl exPiracetam 3 g (oral)4:30 p. mFlumazenil 2 ng7: 30

p.mVitam n B ConplexVitam n B Conpl ngi sul firam 250 ng9: 30

p. m C onet hi azol e 384 ngC onet hi azol € 384 ng Fl umazenil was adm ni stered at

a dose afeatther? ofi neidey pf Sunmzenil] @skeq dpwit drtcaquantitiad ofod.2 ﬂmgmg/ﬂdmgz):ml because of

t he fact, e I 1-2 mnutes

after t Hlét%r{ragéaf Hgg]iu&f“gl amw%u?& ev@égﬁﬁtﬁscﬁglegr&%d@ "%%‘%1% IO{ shed to

m ni m zelmagenihigyesshsd si de ef fects associ at ed with w t hdr awal or

i nt eract i onsThdihdtho@ tfé}ethe eaaﬁeﬁasfedé&dneadeﬁen%c)pﬁwﬁhap@t hRliRehiRs is By

adm ni str%ti n of 2 %ﬁﬂgf F.{EPtFAﬁCENE SHEET , ( RULE ; %r) WO 0t2 064213

PCT/ ESOZPBY & pep QRPFN (S eFUmeRt s {9 bergy, hps RECHSUIMEGMPERSTed 5y npr e

t han 55%teks, briendBaBite Bediaoplootandivetcd wiic tunprad. In Rerterab tiesneitiod opr esent ed

mar ked %ﬁneﬁ%f YRkife laBHcy #,,%891 MiS Ankibr§b3ns mgcmp&%em of

cl onet hi azo m nut es ore m nistration of flumazenil. Before

begi nni rigd Pﬁ’éh"?"ﬁlcfl %‘P"“EP&HQ Aoeeallychefore a5d aftyr adripistration offlumezenilithes per f or ned

COHISI st l@gﬂms b tQcaid WitRérawdl aiesroﬂteohdaﬂob@blu@mefm(bvﬂum Hfthegﬂawd?fﬁzenl :c to

eval uate the subject's reac those patient ad a. significant

di sphor i RSP, A8 Fifs 1 ‘ﬁlp?ﬁs‘g{g t&aﬁ?’ﬂ‘is%rt ?nadt?’f’ré}?f'ab“‘f 'ﬁ?rfﬁfwgz%ﬁ'?t’l ©has perforned

under sentartplg nlomethiazofer briawé atminiskelgon of fiteazenily bikewsegif trerpdiicni werents Bef or e

di schar geglhdy t%tbﬁhobx@%&ktﬁoﬂl the trtg@ a%%mwgf iGlbntid QRSed ok Gndef €SCT i bed:

Vitam n B conp br eakf ast -1 unch- di nneréw Piracetam3 g: 1

week 1- ms@horpﬁqrampwabemvﬁjol Tdﬁﬂ?f?‘ﬁ“’icaie epndifipngolhstapmigisggiongt 2 nont hs

é 0- 0; aﬂgﬂ]aaqmmeﬂvoa&led éut 3%y dFHitradentvI9 Kforlexbinple, bﬁliuilsés&mﬂedrﬁaﬁﬂ}&é o 0-0-0
urlngtes a S.tr e in 2 cases

Che 1 i (PEPPRESLaGRS s RyZRR orineoil St afii ohhdstd BYER (| Uimzent

was car rhae@ndudcdmde'r Ofsmamcwqghmpthgp@hmmuﬁwonthee phmmn@lpml care unit.

Resul ts @bk as@spﬁ‘oul@tcomﬁa gagsmmmhaiplswoumﬁms propftes. Wi t hdr aval

synpt omat ol ogy patients reveal e at It was not possible to find a
si ngl e physi %&If°lm§m5ld6@?@%t°3§¥dﬁfmﬂ?“é!ﬁ&f“%?e @Fr%de!? flimibnt s, The
heart r aphescylihessf.of the patients) normal at the beginning [67 + 5 beats
per mnute (b.p.m)], remained stable during the entire adm nistration of
flumazenil, with the excepti on d#XAMPLEtrease of 15 + 5 b.p.m after the
admi ni stration of the fi redatmintofpraandvibduutzafl 1 unazenil in the 2
patients who required the u&ﬁugﬁiaMﬂgﬁgdo@EPLACENEl\ﬂ' SHEET (RULE 26)

1.1 Experimental Protocol
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WO 02/ 064213 . PCT/ ES02/ 00061 11 The systolic blood pressure values of the
patients al so underwent no significant changes that would reflect suffering
on the part of the patient. Wth an initial value of 110 + 10 nmm Hg,

t hroughout the adm nistration of flumazenil, there was a decrease of 10 + 5
" mm Hg i ot bedesddl ues in the 3 cases. The di astoli c potgdadz pogssur e val ues
of the patients, 75 + 5 nmm Hg at the begi nning, devel oped the sane as the
former values, with a slightly nore pronounced decline (15 + 5 nm Hg) .
Results after the second adm nistration of flumazenil The w thdrawal

synpt omat ol ogy of the patients reveal’ed, as with the first admnistration,
that it was not possible to fnd a si ngl e physi cal syrrptom in any of the
patients, with the 3 stating that "ideas" and "menories" associated with
the drug ha amar ower, j nten he heart rate values of the
patients (65 Y8 §‘°‘m¥3 men A n‘é’&m@? ?{rg";{ W&%gﬁo‘ﬁ? € tepr%?"i‘f

adm ni stdisagntione tiof usé blivpesinen Bid patieith were pevidedathe shppesdts infrmatioy add ne. The

systol i no

signifi %ﬂoﬂ%ﬂoéﬁfngs %&t%ﬂégal ues iﬁlto??a&qfomﬂ%]ggﬂ% 12% ?g&%ﬁ%gged of the first
adm ni st‘}"'a‘f’luﬁfrf’o"wet magEning, ey Whigh %‘rﬁa@w@fw fosbe camgieqypt fgyenable bedieighout  t he

adm ni stevaiatianofete withdtiwal &yptomst here was in the 3 cases a decrease of 10 + 5
anginth T ressure vy es of the patients,
75 + 5 mm Hg 3 a%l[e\‘i%hrgl%%lzes &g fh%?éé 91:s (1? thtg %w?tﬁ Prea%ezi rraésoggte lfh ogame. A ues,
again wwh a slightly nore pronounced decl ine ( 15 + 5 rrm Hg). The
psychophysi ol ogi cal functions such as appetite and sl eep carne back very
rapidly during hospitalization, progressively fromthe first night and were
REPLACEMENT SHEET ( RULE 26) wo oz/osdals 12 virtually normal at the tine
of discharge. PCT/ES02/ 00061 The second day of hospitalization, the
patients were permtted to spend a few hours outside the clinic during the
aft er noon.
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Probably, the nost striking result is the spontaneous report fromthe
majority of the patients concerning the absence of anxiety and of the
desire to use cocai ne. REPLACEMENT SHEET ( RULE 26) WO 02/ 064213

PCT/ ES02/ 00061 13 CLAIMS 1. Use of flumazenil to produce a nedi cament for

t he treatoreaosetiscocai ne dependency. 2. Use accordi rgTyEsoef@iogrl, to
produce a nedi canent for sequential admnistration, at tinme intervals
between 1 and 15 minutes, of quantities of flumazenil between 0.1 and 0.3
ng) until a therapeutically effecti®e quantity of flumazenil to treat

cocai ne dependency has been adm nistered. 3. Use according to claim 2,
wherein said therapeutically effei.gi Ve quantity of flumazenil for treatnent
of cocai ne dependency i s between lg and 2.5 ng/day of flumazerul. 4. Use
according to claim2, wher &barasteiisticnefdheqatiomt contains 0.2 ng of
flumazenil. 5. Use accordi NgehQatbd vt Qocaineif3€r €1 N t he sequenti al

adm nistration of said nedicanment 1s carried out at intervals of 3 m nutes.
6. Use according to claim2, wherein said therapeutically effective
quantity of flumpzeniT To treat cocalne degendency JS Z hg/day. 7. Use
according to clajm 2, wherein said flunazeni | Fdhiased| nedi canent is

admini stered orally or parenterally. 8 Use aceéddipg tojclaim?7, wherein
said flumazenil - pased nedi Z\% nt is carried o 0 i nt ray_}enpusl y. REPLACEMENT
SHEET (RULE 26) | WO 02/ 064515801/ 8802/ 00Q61U§O4

31
P03 35
Age at the beginning of daily cocaine use PO1 25
(years) P02 30
Po3 33
Quantity used in mg during the last 30 days P01 6,000
prior to treatment P02 5,000
P03 500
Number of previous detoxifications P01 0
P02 0
P03 0

Before starting the treatment, the patients underwent a complete medical and
psychological examination. The monitoring of the patients throughout the morning included
exhaustive blood analysis with a complete count of all series (red, white and platelets), a
biochemical profile [creatinine, glucose, urea, 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 included acute or uncompensated
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9. Use of flumazenil to produce a nedi canent for adm nistration,
sequentially, of 0.2 ng of flumazenil at tine intervals of 3 mnutes, up to
a quantity of 2 ng/day, to treat cocai ne dependency. 10. Method for the
treatment of cocai ne dependency that includes the adm nistration of a

"t her apewta oatdey2ef f ective quantity of flumazenil to reTEgoReotosin need of
said treatnent. 11. Method according to claim 10, for the treatnent of

cocai ne dependency that includes the adm nistration of a therapeutically
effective quantity of flumazenil to & patient in need of said treatnent,
broken down jipde@s A pliikiti 08 eRdtuded AR AR prb-BRENBEHeNied ABGhDwesds M and
intended for sequential adm nistration, at time intervals betvveen 1 and 1 S
m nut es, pcﬁfﬁ'ﬁe‘f said therapeutically effective guantity of flumazenil to
treat cocai nBefatepentiarinadnadstriive of fixaedné the withdrawd symptonmatdagy a1g t o cl aim
11, wher ity of flumazenil to treat
cocai ne %épenc%lg%&im{%h%ﬁghl%gﬁh %Mgﬂiaﬁg’?%&ng%%m of fluxnazenil. 13. Method
accordi ng toT@leélpmsq!!F theiieaiment profonel followed duriye hopoitelizatinizeni | that is

adm nistered in each sequential application is 0.2 ng. 14. Method according
to claim1l, wherein the sequenti %I b1 mnistration of flumazenil takes

pl ace at intervals of 3 m nutes. thod according to claim11l, wherein
sai d REPLACEMENT SHEET (PRuthdel 2Bowed dyyingJRAii@Hatign PCT/ EB02/ 00061 15

t her apeptiTatty elnercu Ve quantiify to tTeatctocajne dependency 115 2 ng/ day.
16. Met hod mmeord ng)atymmdmssimll wher eiugzt he adn nDay éfdisciumgeof [t he

f | umaz epH—takes—prace—ora-y—ortparentera-y—H—Methoed—aceordi ng to
clai m 1B, gsagei nf the adni ni str aflicfmemfazdis | ErohmatkBsidoseg
intravenously) 18. Method for the trea ment cpcai ne dependency t hat

i ncl udes the adnmijistration, to 4 YWapR&fremp nee Virmn B Cempleat nent , of a
therapeputically effective quanti ty'xra’cfctanhlmgmnzlenl | | Pifacan®)g cbaap) of |f | umazenil)
broken gdown into |jguantities of O. Hgga UNE i.nt.ended for
sequent|al adm nijstration, at int er va S o{@ Jit)l_e%@ﬁr}}tﬂ%gl Jgai d
therapeltical ly effective quanti t|yinsfals; profeing and | | mineplssqteinsorsd | ne
dependepcy has bejen reached. amino acids amino acids

11:00 a.m. Flumazenil 2 mg

1:00 p.m. Clomethiazole 192 mg
Vitamin B Complex
Piracetam 3 g (oral)

4:30 p.m. Flumazenil 2 mg

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

9:30 p.m. Clomethiazole 384 mg Clomethiazole 384 mg

Flumazenil was administered at a dose of 0.2 mg every 3 minutes (up to a total of 2
mg/day), because of the fact that the effects of flumazenil can be detected after 1-2 minutes
after their administration. This quantity per dose was established to minimize the adverse side
effects associated with withdrawal or interactions with other pharmaceuticals or

psychopathologies. By administration of 2 mg of
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Before discharge from the hospital, the following medications were prescribed:

Vitamin B complex: 1 month 1-1-0 (breakfast-lunch-dinner);

Piracetam 3 g: 1 week 1-0-0; piracetam 800 mg: 1 month 1-1-0;

Fluoxetine 20 mg: 2 months 1-0-0; and

Clomethiazole 192 mg: 1 week 1-0-1, and reduction to 0-0-0 during the second

week,

1.2 Results
Of the 3 patients treated, in 2 cases the initial test was positive and the first
administration of flumazenil was carried out under sedation with propofol in the intensive care

unit.

Results after the first administration of flumazenil

The withdrawal symptomatology of the patients revealed that it was not possible to
find a single physical or psychological symptom in any of the 3 patients.

The heart rate values of the patients, normal at the beginning [67 + 5 beats per minute
(b.p.m.)], remained stable during the entire administration of flumazenil, with the exception of
an increase of 15 + 5 b.p.m. after the administration of the first and second bolus of flumazenil

in the 2 patients who required the use of sedation.
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The systolic blood pressure values of the patients also underwent no significant
changes that would reflect suffering on the part of the patient. With an initial value of 110 +
10 mm Hg, throughout the administration of flumazenil, there was a decrease of 10 + 5 mm
Hg in these values in the 3 cases.

The diastolic blood pressure values of the patients, 75 + 5 mm Hg at the beginning,

developed the same as the former values, with a slightly more pronounced decline (15 + 5 mm
Hg).

Results after the second administration of flumazenil

The withdrawal symptomatology of the patients revealed, as with the first
administration, that it was not possible to find a single physical symptom in any of the
patients, with the 3 stating that "ideas" and "memories" associated with the drug had a
markedly lower intensity.

The heart rate values of the patients (65 + 5 b.p.m.) remained stable throughout the
entire administration of flumazenil, with no elevated peaks at any time.

The systolic blood pressure values of the patients also underwent no significant
changes, with values virtually identical to those of the first administration: with an initial value
of 115 + 5 mm Hg, throughout the administration of flumazenil, there was in the 3 cases a
decrease of 10 + 5 mm Hg in these values.

The diastolic blood pressure values of the patients, 75 + 5 mm Hg at the beginning,
developed the same as the former values, again with a slightly more pronounced decline (15 +
5 mm Hg).

The psychophysiological functions such as appetite and sleep came back very rapidly

during hospitalization, progressively from the first night and were
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virtually normal at the time of discharge.

The second day of hospitalization, the patients were permitted to spend a few hours

outside the clinic during the afternoon.

Probably, the most striking result is the spontaneous report from the majority of the

patients concerning the absence of anxiety and of the desire to use cocaine.
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dependency.

2. Use according to claim 1, to produce a medicament for sequential administration, at
time intervals between 1 and 15 minutes, of quantities of flumazenil between 0.1 and 0.3 mg,
until a therapeutically effective quantity of flumazenil to treat cocaine dependency has been

administered.

3. Use according to claim 2, wherein said therapeutically effective quantity of

flumazenil for treatment of cocaine dependency is between 1.5 and 2.5 mg/day of flumazenil.

4, Use according to claim 2, wherein said medicament contains 0.2 mg of flumazenil.

5. Use according to claim 2, wherein the sequential administration of said medicament

is carried out at intervals of 3 minutes.

6. Use according to claim 2, wherein said therapeutically effective quantity of

flumazenil to treat cocaine dependency is 2 mg/day.

7. Use according to claim 2, wherein said flumazenil-based medicament is

administered orally or parenterally.

8. Use according to claim 7, wherein said flumazenil-based medicament is carried out

intravenously.
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therapeutically effective quantity of flumazenil to treat cocaine dependency has been reached.

12. Method according to claim 11, wherein said therapeutically effective quantity of

flumazenil to treat cocaine dependency is between 1.5 and 2,5 mg/day of flumazenil.

13. Method according to claim 11, wherein the quantity of flumazenil that is

administered in each sequential application is 0.2 mg.

14. Method according to claim 11, wherein the sequential administration of flumazenil

takes place at intervals of 3 minutes.

15. Method according to claim 11, wherein said
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18. Method for the treatment of cocaine dependency that includes the administration,

to a patient in need of said treatment, of a therapeutically effective quantity of flumazenil of 2
mg/day of flumazenil, broken down into quantities of 0.2 mg of flumazenil and intended for
sequential administration, at intervals of 3 minutes, until said therapeutically effective quantity

of flumazenil to treat cocaine dependency has been reached.
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