-'Uve3ek@kN 4" 6XT6> Use of deoxypegani ne for the treatment of pathol ogi cal
mani festations of the central nervous system based on - intoxication with
psychotropi ¢ substances The invention relates to the usjmumﬂ ani ne
“for the treatnment of disorders of the central nervous s mmmmm
cerebral, central nervous or psychiatric synptons, defunctiapgkd.zation
mani festations or disorders which occur as a result of unintentional or

i ntentional intake of psychotropic and/or halluci nogenic agents, e.g.
envi ronnment al p0|sons use and abuse of intoxicants or addictive

subst ancH8® @fedar¥vRegeRige fom theesreaspentaofy patdelogdcali s dependence

on addi Chhh&f&%b&t&%ﬁs ofe%h%C'c%Ht!‘ai| KRERloude RYBER/RC Bagied RHMBNS Or in
vertebrat.e l,nt gF_e of 1\%z’iychot i C_Subst %[Eces i ncl udi ng i ntoxicants,

especi al [ 8?‘5'8 Or IS PEYTORT OB e £H A5 3FRF oms such as percepti on

di stur bances menory | oss, inpairment of cognitive ability, general |oss of
control, aggressi veness, inpairnent of muscul ar coordination, etc. If the
substance is deliberatel y taken as intoxicant, such as, for exarrpl e,

heroi n, THeaiinveptign aelptes tohdheomss mfn@mWWlmhdwralbﬂieough such

effects gr@achletRled B sbitdrdl O €M PRI BBV Ly silRY Kich 8l SO
under certain condiitions felt to be di sadvant ageous An addl tional factor

is that PRece&ebrady SORtMRd RSFYOVSH oF Peyehdatyts: SyprePsvary and i s

of ten di ﬂbteuubtlbamumtamumrif@fsﬂa}tam @t Gdslorderes Whirle derhvar ehand.
Especi al | Ly W V\,hen ef $ chrtonl ¢ de endenc d cO 1;?#8\%?61 e of

addi ctivé substeances h&PETEERTECT M P& H‘ é"lpé’lalriy &§*gani ¢ danage
but t her psiyshelttsoptikte anddwrr é:tad.é.wﬁ.np@mﬂmerabeahe:fwncet iganal i zati on

mani f est ghiv33niainthal Bdigons, 0% s W GoudlOYE IHEAALAIARGE.

especi al 'y nmenory performance. al ronic nmanitestati ons of
t he prevP@é&Wlﬁnﬁmnﬁﬁoh“@ﬁ@@% fsmeidigdnesgr exanple, a

general lk@peciblagniwhen tﬂ%@‘%e:l.@r ondeRiHeE|oRe aQfdid}edQ/e0! abuse - which
occur in_a,simlar m?y in.o gdd: ctlI Ve su t ance .de endences represent a

consi der SBPECARSES mSTP 4 ot “ﬂ?ﬁﬁkFF i on
t her api evertiebgatieis.i s known that t he Ioss of control caused by chronic
al cohol abuse nmkes abstinence inpossible for the person affected by

al coholism This is the main reason why even detoxified alcoholics are

prone t 0 InEpkes of, psyehotyanich ssdbstencesondaqlading infexidantisn| e t hat

"control bage@&hn&wsld&dlmq%swlq owAC R dRala RPRiymptmed @hicted from
t his observation. i s,.addi ti onall y known that there aren%neat i ndi vi dual
di f f er en®&s peﬁcleﬁtdﬁ“cwt&’&m'oﬁméﬂnlﬁﬂs vRatrmentnef f or exanpl e,

al-cohol i epgalie idieviatdd iitat,0 géiddrale liosea iofy @drxdlf, diggiedsiveneas)r obl em
f or certg_hlg)aq_lrﬁ%qlgl o%ogtﬁxmlse&’e§oo%rna@clo§{ aet_%artl cul ar i ndi vi dual

t hr eshol 0ose has been exce i's d rapid general 1oss of control

with theIfpShemsvkistene e dredad ilienatelne fakenins ditasmicantor smeh ar e

usual |y @@gbleexr @uaffAW) Herdinobddith (didtad Rthyiawa ddtrahed their
i ndi vi dual thr,eshol d dose or e en thei.r personal risk of relapse. The | oss

of cont r SCAPIRIME fragfer AAen Hitheugh gl affacks d%her excessive

al cohol dmtemdeld by the tintddaeoit-Wohsincihg eesom eheht ard Qflfﬁ’d ed to as
danger ou I hes fre tl eo ve alre under gone
w t hdr ana %{ rglré%ﬁieasi-kan %da t:eiones ﬁ%lq:l”ll%o \%a %ﬁs[a%vaﬂr}r?&mo% a he | oss of
control @alsﬂgetddwt]cmnqr atmsﬂélacﬁ mlmammtmtdam,dmmd ofs the

i npai r MTehefe NEARICOMRE WRF RRNSE it G £ \H L HE B iDu1 OTERN digs far

consumer of the intoxicant to estimate beforehand.

Especially when there is chronic dependence and continued
abuse of addictive substances there is not only the
generally known organic damage but there is also the
occurrence of permanent defunctionalization manifestations

which impair, for example, cognitive performance,

AR
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-3 reachi ng consequences for the affected person and for his surroundings,
such as, for exanple, inability to carry on an occupation, inability to
Qrgani ze daily activities, inability to initiate and maintain soci al
~contacts and, resulting ther efrom socr al isolation. These

def uncti onal i zati on manifestations, e?g. the inpairnent of cognitive
performance, often persist even after successful ly conpl eted w t hdr awal

t herapy. Further psychi atric or cerebral disturbances occurri ng in

associ ati one\évr t?_ al c% oor abus or abuse of other a d| c ve.subst ances are,
for exanprEeCH8tEdp TR |Pl?§l SEEASE Stal &S AP Yo e§h§ ™S erations
of conscm@mrfessatfwmrsalofc@@m ey igustlor Imrm:esnerthmwlﬂaﬁﬂzmd s,

del usi ONgymeRRkE WA A1, S WA, U1 getledlads 1Rs LY Jolrthor 1The obj ect
therefore was to el mnat'e or aft ast’ al Fevi at e e psychiatric 'synpt ons
or synpt Shes chrendentsesueiaey ofs adeehetli @ﬂPuS@ccuMhJﬂ@ gscarcdms@quence of

chronic akw3gagf wagdiie! iotheilRIREE e 'sﬁhb%%ratr!c“e‘“d%E g abuse, in
particular the | oss of cqntrol, |lass of, cognitive ilities, derrentl a, etc.

To sol verteﬁ’rr§sﬁF‘6blae|’ﬁ°ntsﬁélqrﬁ\;’éﬁ B susseswudgent deoxypegani ne
for the tlmatamm:acmflope@ﬁl aem&iﬁﬂmﬁdmmmlmwudm ofitda@gendenci es on
addictiv S e |sp sibl.e yadm tration.of deo egani ne to
at | east %p u’ﬁ tat?'l%% %ti)loel SIS rec’\'/:’enrtsréD r?eaupse;ac?ﬁ attrhl TOnge @grcé%’r/ '

pat hol ogabwsemﬂqe@smtmmme@msebﬂeslﬂqr ¢hec pegsion @lffsictledor

i nt oxi capl, GARIHIALISAN, mmsoarst 'tfiﬂJ @Jaltzheéa%a Yy Qi 'a\é%oaﬁé 'eta es or

| oss of control occurring, he said abilifies are gra
recover e@ cPP°i1§-ctShl?§epﬁfﬁnﬁ é:°aé%ﬁ9-racﬂsr?§'t Fsuad Ly adddy sexioms on to

el i m nat eofs edfuen@ss. aiﬂee\gxat:mcﬁret aﬂuatch-rc@ﬂtesoswéra AE.n¥indepandences on

addi cti ve_subst.ance 4 Th ventr nrsb the surprisin

obser vat |18W°tsﬁ§“?’q‘i %é’rﬁ fgPe ead"r‘?i% %0#1 peggni ne to
rats was oblgleeviakilomi.ng about a recovery of cogni t| ve abilities. This
restoration did not occur, or occurred only considerably later, in
untreated control animls. Deoxypegani ne

(1, 2, 3, QIttet:n.rsalayﬂchm.rﬁ.mammw[ Znbuwin q:limzmieime)axies grieadl KHalddivddaufalnol ecul ar
for nul & GHEFL2NE Wy Gy i.lu%r,ab%%@ft ea&mg S S ddiRAHID RGeS, fam |y,

Deoxypeganl neis prefera tain rom Syrian rue (Peganum

har mal a) W& /b o3y eeaaple, @4%#@15&35 §I@f dirviqeidadimteoIdddifexent opert i es,

deoxypeg@@t@%dﬁésn(afu@qﬂk@rtgﬁe group of reversibly acting cholinesterase
i nhi bi tori %I S0 acts as npnoani ne oxi dase inhihitor. Concerning use in

medi cal 583 3o FoSAR Ao SRR TFe b8 FiGdni A % & he
treat rrentpa&‘ft:u@duZlh&l riﬁrdwmmntulﬂsesﬁwld I‘cﬂi.béd’ aaigderDfexiedud, sm t hr ough

suppr essi Q. Qf tsh% q:%%,rur?erg %tehe 1c%% con e tre”aittrﬂeq:;l_loof ni coti ne

dependence through re desiTe T i coti ne or repl acenent
t her apy @bomemeridgineds aeﬂwzfaﬁ stiide terfeiﬁqtrﬁwt Tife wififfefrtadalperaansons during

wi t hdr avglrel RARANy hihaaAd td&%edi@ii&)ﬂ@&%ﬂ'gﬁ%d:ﬂﬁn{@ I QiR Fhave
chol i nesteraﬁe ' nhi hitor as ,antidote or prophylactic in case of poisoning

by or gani*& IinditHiduelc Fhresheld dnsa A% avRr &/ al effect of

chol i ner gierqmiaﬂpmsmmrﬂmga it i TNt O sontaely fagAIgHY aksutbe used
addrtro.n salt for, the

both in m of s free &2 d i d

treat men:theﬁre er ctglalcffgtez?r g"ec?e xyr]:pegé"fﬁatﬁ'e hydtoeiior T foghel
deoxypegmmﬂmtdmbr dre déhe Ited soralwiy FoBd IHeenle i tafvert 0 use salts of
other pha/dRAAULDiIvRlde B QG s & thedd il Srdfddiy?

people who have already undergone withdrawal therapies and

relapse in this way.

It is known that the loss of control caused by chronic
abuse of addictive substances, as well as the impairment of

memory performance (and even dementia), often has far-



or acetate. v 5 Deoxypeganine is preferably adm nistered in a

phar maceuti cal preparation which contains the agent in proportions of from
Q.1 to 90% by weight, particularly preferably in proportions of from2 to
*20% by weight, in each case cal cul ated as free deoxypegani ne. The
deoxypegani ne- cont ai ni ng pharmaceutical preparations used according to the
I nvention may additionally contain excipients, carriers, stabilizers, etc.,
in the amounts known to the skilled person. The dose adm ni stered each day

S preferab Jn the range fromp 0.1 to 100 ,in artic from 10 to 50
o 1t SHEGERES SRPRSEnaNR Gt Fhe FRRASEHA RETROR RS HAR TR

requi remrut'xou"ﬁlds.qgﬂsapatmh @S \ﬂm:chmmmesedrmhim:mmg:d @aryyy mresent
o) Fou sl SIS, I aRy RGN AU dod0re Of (he

f ol I owi ng nt 1 oxi Irgists
preservatlmé)é-ll-tn a=§t dnitdiatey amgiemag-nta:t@blml condlagti®t @ndsol ubi | i zers:

- surf act-aahad i tHdrietrom,S Ydtiidl 4 chatiRid.] N9 agents, antifoams); -
agents affecting the viscgsity .and consi stency, gel formers - absorption

pr onot er Fhesey ional ization dangfephatdons yfmt-s B ecti ng
di si nt egrisipadintnt & Ighiiitdvve dd RIvmard,esftieh) pdiffiidt &ven -

rel ease- %%1%4 @%é%%ssf%lly completed withdrawal therapy. Further
psychiatric or cerebral disturbances occurring in
association with alcohol abuse or abuse of other addictive
substances are, for example: perceptual illusions or
hallucinations, amnesia, alterations of consciousness,
formal cognitive disturbances, memory deficits, delusions,
confabulations, disorientation, states of agitation.

The object therefore was to eliminate or at least alleviate
the psychiatric symptoms or symptoms with a central nervous
causation, occurring as a consequence of chronic abuse of
addictive substances, in particular alcohol abuse, in
particular the loss of control, loss of cognitive
abilities, dementia, etc.

To solve this problem, the invention proposes using the
agent deoxypeganine for the treatment of people suffering
Erom such sequelae of dependencies on addictive substances.
It is possible by administration of deoxypeganine to at
least partially abolish or reverse the psychiatric or
cerebral pathological manifestation caused as a result of
chronic alcohol or intoxicant consumption, in particular
the loss of cognitive abilities or loss of control
occurring, so that the said abilities are gradually
recovered. It is thus possible according to the present
invention to eliminate or at least alleviate certain

chronic symptoms of dependences on addictive substances.



-This list is not definitive; the suitable physiologically acceptable

subst ances are known to the skilled person. 6 Deoxypegani ne can be

adm nistered orally or parenterally. It is possible to use known dosage
-forns such as tablets, coated tablets or pastilles for oral adm nistration.
Al'so suitable are liquid or semliquid dosage forns, in which case the
agent is in the formof a solution or suspension. Solvents or suspending
agents which can be used are water, aqueous mnedia or pharmacol ogically
acceptabl e oils (vegetable or mneral oils). The deoxypegani ne-contai ni ng
medi' camefRg &PEGBFé%é‘r a8 Papsenorathe éélra’éﬁ'éﬁ-nﬁeﬂ’?’éééﬁgé%hﬂ:@ﬁtare abl e
to deliveéh hhifadgerperdimeht sbadyini st ratibhoblfcdebkypeyanine &opr ol onged
peri od. lr% S alssob?_os%iob%e.acco di ng tg th%ei nvent icon f.gr. deoxypegani ne to
be adni niF&F&r ¥g b)"’/l e pa ETEEr APOPSuPe TOEST oM € puPﬁgg' s

parti cul ablijitdesant Thdsusestorationadide okl ogculy, avsnecesxiredosady f or ns
for the I 1LNi §t.r at.l rdi O hpvention, in

parti cul g‘?ﬂ%ﬁgg?%@frlgﬁgggr grﬁgﬁ ﬁ%tg?g%%&toicghg%&le#%Q?‘ga.%ﬁt pl asters). These
make it possible to deliver the agent in a controlled nmanner over a

D(ij Otngeﬁe_léﬁ&tbﬁéaw:l;ﬁet ha , 2k |3|r) SLQettEQ_hPatw::_ﬂb:F.ot[Q_,El[]-ﬁqhﬁfintaéofl:ihbher
advantage i s suse s |ess_easi ssible with parentera

S ni ot L5 PEnSREATOI S BOLRCTHAT GSTIIES Srlol. HRIH cfb BFARTRE

agent - r eimapd adtaa ofn tthieh Zygropthetl daieased famidyse Deakgypeganineatisover dosage
by Lhe PRiegBrafdy BECAUBMARY dof el B AU e zeldRgor ™
dosage fOrnms are very advant ageous becCausé of othér properties, e.d.

avoi danchagmailad o by- prnthestigct or a better, nore uniformcontrol of the
bl ood | evel. Such transdernmal deoxypegani ne-containing systens normally
have an agent-cont ai ni ng,, contact adhesive polynmer matrix which is covered
on the sPfethenbagis (?rﬁgt"l’fé Pharmpcolediad DLARertE®Se backi ng, and whose
adhesi ve deoggpledaniiver iRy ineluded iih ahiéeegrduieicd eerRiigitdlyi @eting

det achablcgoar.otees%tei \éeel ayels i'gg)er manuf a tuoreac%f sucho SsSLens and the
basi ¢ materrars and 5xci%’?’§ﬁs Wi o ¢ & $5e AFsEd B EPECH A" known in
princi pl extidasiee ighiibiddrper son; for exanple, the assenbly of such

transder %hc%%ri%%e‘&éeci!n hedi® 'th | Bed Haly SRIARR RS tE 33 15
272 and DE 38 43 239 or in US patents 4 69 028, 5 089 67, 3 742 951, 3
797 494, *3Pdew gepryRedaniRre Jor the treatdent ofhdlaheimer s stem (TTS)
used accdeftiendia) tHor ithe: HrddtnEit bE & lachylliend thircughin 0. 1 to 50% by
wei ght of _deoxypeganine, .pariicul ar pr.ef erably. fr 2.to 20% i ght,
' Phe mereRresRRtA k. il ddsiieianh RICGHAL, o e sapatRnt. S o ni no
TTS are cdsotiined ddpendenme |thraugh/\@efcidty’ TheAldesine tfad e as parenteral
dosage f Qs I i Y i | r4.Lcul i digs i a
depot of f Ao Ao s A s ety ey o ol st Sl A

For nul at itdfs txaataant of wikhdanawado symtona shr ity HeEhdgawadd person,

e. Ig for dmﬂa?aws o0 ama‘jm&quemb,ggﬁl 'bgen(iem Garhasee bniplayad gy ogical ly
tolerated,oil.s). It is made,.npqssible Jt resent i.nventi,on to treat
certain g&?&&ﬁe}s&rﬁra@ﬁ e’fﬂ?b%'r%°sre(ﬁfel"§gtlo$°%c rod':nipc?mz?[}"t? Fraddt ctive
subst anc esysebfivnaisondas hergarsiaphesptatiesry dn twhisth patdeerniits i s

i npr oved Jdifi AR rel td (o1:T-N Per-1H QYA d by

addi cti ve substances 1:|3-1Se %ﬁ%&a %%Lé"g{jiétfl]on, %&?%33#%19%% treat nent
proposed according to the invention inproves the prospects of success of

Wi t hdr analeddi@iiany Qfo alKb rBAHGRS ddle ddsikdgditlid an B Jd&KBHBUH

nor eover ,pra te% SOCI%U_ relgéﬁegratl on of the ,ec{so . affected. The

descri bed'npéirj%]i m ohritgBmarate apdb At &19 IR 281 S pai r ment
of cogni tthee ymEyHtMereC Pi1sf aiered td el t e renl Gaosgpatfarinen result of the

| ntake Ol ASA B Mo RUEN SuSHED Bon SN SONIPNLAL P01 2005 (PCB

di oxi ns, ‘Turans, pentachlorop Wer cury conpounds and
possible in addition to use salts of other

pharmacologically acceptable acids, e.g. citrate, tartrate
or acetate.



v8 brom ne conpounds, amal gam chl orinated hydrocarbons such as certain

sol vents), through addictive substances or intoxicants, or as a result of
use or abuse of nedicines. Agents therefore nean in principle for the

“pur poses of the invention all psychotropic substances, whether solid,
I'iquid, in vapour or gas form wth Whi ch pat hol ogi cal manifestations of
the type nentioned occur on single, occasional, frequent or chronic abuse.
Besi des et hyl al cohol, mhich has al ready been nentioned, these agents al so

i ncl ude thanol and ot her S Rr esent for exanple as
i npuriti 65T PH9R3HEe 3'5087: 1&%%%@ &es in particular to
the foll mamapg@hawbmmmummmmemomm mheg qgeepar:ati ons, e.g.

medi ci neir%!ﬁiti%né‘%‘f i IS tgd;egyemrbtrﬁ: r]; (espeC| ally
benzodi azepi nes% anti psychotics, §:'gnotl cs, psych stl (especially
anphet anP¥efer iioh P antiens xem Z dio @0%mbive wlﬁey,llspeed with

unst andaediche ¢ aFeX ldd188 19c AU YUY Pred l&éda@rpefo_;%xﬁhm J el drugs and
subst ances, and s%nt heti c deriyvatives there g based on St John s

wort, va e~gantadning phaymacqutic PaFations uged
THC- cont maaaaz@mgt @O Ctafd a:ﬁmft:am e rama::amim@s Ricrtaifrir t her nore

cocai ne, crack SD, cal i ne, | um hi ne and nor phi ne
derivati vas J'?uceﬁlltas’ herof'he sc’odg aﬁ%ﬁ%ﬁr}‘?ddo \M’gg:}ger % ves such as
chr om unfkwiopme it &ihel ekiddedl pregwanat i ves, and certain organic solvents
and hal ogeRAlRMA L ABAMICARUY Cadl dMANFE Y, %W%ﬁﬁ@wﬁq&%

uni nt ent i onal IO;F; or consuned as i ntoxi cants by

n
envi r onm&FCR %di SohL9%Pmg - ditvRartiqwiegh £ram o &a cﬁgbrﬂ%nd‘lt mer cury
conpound sshamd.db beimad) usuEd WitropFl«(Uely AebaElnABn dHeN on use as
i nt ended J.%Td 9 f the af or ene nti oned substances which are enpl oyed for
t her apeutti c:"pd"i'r%1 unjIre“Ba sﬂ‘m e for the side effects nentioned to occur
during 9 nedlcally prescribed therapy, especially on repeated or

pr ol ongedydyg, ég{% whith GO delf sy Cl:%s’tl'féerpg{g Tthe present

defunctional i zat| on Ifestations, psychratric npt ons
i nvent i o PVeRYtERE £ AAnidi FtaTime dapmymeganimeomay adntadgemne

deoxypegai mdred dff @He FEIN Uity WAE vilvgdr have been caused by the use as
i nt ended or ahusgﬂg t he afor errentl oned subst ances. The sane applies to

i nt oxi cati & TR/ RARALE S froi SRE T%hed. It is al so known that
t he side -efm:rerses:mmmed can be caused not only by use or abuse of
psychot r Qpig, ?&a@iﬁ. S0 as a result of single, multiple or chronic
adm ni stratl on of other rrecf can‘ents. The use according to the invention of
deoxypeganiaedaWr&ief ore al so extends to the treatnent of synptoms or side

ef fects cauysAdrdntd,NidgoMima1iGRxar al di sturbances or psychiatric synptons,

e.g. nmenory lass or cognitive, di sturbances are also observed in the people
affected 'bf"&'cff?[cé: aﬁ"ﬁﬂ' ’ef"?j’s'c (b Lizexnsre abt g a9P i oni ¢

exposur e snt iffwisens (e g. environnental poisons such as wood

preservatj r o] y conpounds
and brom n\eél%?:gorré;s(c):liEZ d"qﬁ'l‘:@r(r"'er{rzf:utr%/e}J il O&ﬁ;@ %@H o%oﬁﬁif%rhcﬁoig bons,

hal ogenatf@¥msigsifenyl s, tributyltin, vvood preservatives, etc.). The use
accordi ng. tgbgdﬁﬂlra@rﬁf&ﬁbggrgjeoxypegam ne therefore aI SO extends to the
treat nent of B 3PI e whqQ have been adversely affected by exposure to poisons
in the afo By apkg sy, sE’Jt"I'f%‘i""ﬂ'f‘e'e'sent application al so proposes
the adm m ﬁgmﬁmmﬂfem@pmﬁhﬁwgfai&m 2D\ BEY 1w ish € aBE51 6 Ot her

vert ebrat ular. o mammals, suffering fromthe synptons or
di sturban(c%?a{s d{hSCl’l)b'e% %léers'
- release-delaylng agents.

This list is not definitive; the suitable physiologically
acceptable substances are known to the skilled person.



10 dainms 1. Use of deoxypeganine, as free base or as acid addition salt,
for the treatnment of cerebral, central nervous or psychiatric synptons,
defunctional i zati on mani festati ons or diseases occurring through intake of
‘psychotropi c substances - as a result of occasional or chronic abuse of
addi ctive substances, intoxicants or rfedicines, or - as side effect of use,
especi ally repeated or prolonged, as intended of nedi canents, or - as an

ef fect of use, especially repeated or prolonged, of nedicanents, which use

is not the intended use of sai d. nedi cane r as a result f acute
poi soni ng FYFSEA D HAR B%Wﬁt«ﬂﬁ?@ ??r?"ly £ Parsihsr at}f%%hrom c
exposur e Ito imyxdsrﬂimdm da:l Iqseadhonm tdbsacgeswmhmcmﬂzh rash wablet, ot her

vertebratgsg, efe%nct B ARG eI TNy To A 011% Sggﬁlo A i'Jt%daei% { hgly the

synpt ons, ron nmani I ons OI‘ seases are cognit ive
di st ur basuddabie axe a‘c!@ﬂdi ¥ taerdldiqnid slosage fprmsterizathiigh t hat t he

abuse of dd HHe/gEHISHAIGES v HUE F AldP¥ ot oxl%s’f];f&ga’i%f'g to

Claim1l or 2, characterized in that the abuse of addlctlve substances i s

the abus&°VSPEFcIRR rOIRSAIRG ARREs dpsh A3% Bt wead R ot

subst anc aguepusUiteditr @l iphh it dsodiicdl 13} rEcdeptaiile <316!|.rs’:lfCt eri ZEdl in ]Ehat
deoxypeg n|ne EéPysed far th tr atne of a general | oss of contro o]

menory Ioss g8 8)re SoyRimg e
ability, muﬂumamanhsaarerpreferably formulated as depot medicaments

which are able to deliver this agent to the body in a

controlled manner over a prolonged period.

It is also possible according to the invention for
deoxypeganine to be administered by the parenteral route.
For this purpose it is particularly advantageous to use
transdermal or transmucosal dosage forms for the
deoxypeganine administration according to the invention, in
particular adhesive transdermal therapeutic systems (agent
plasters). These make it possible to deliver the agent in a
controlled manner over a prolonged period via the skin to
the patient to be treated.

A further advantage is that misuse is less easily possible
with parenteral administration forms than with oral dosage
forms. The predetermined agent-release area and the
predetermined release rate mean that overdosage by the
patient can be substantially ruled out. In addition,
transdermal dosage forms are very advantageous because of
other properties, e.g. avoidance of the first-pass effect
or a better, more uniform control of the blood level.

Such transdermal deoxypeganine-containing systems normally
have an agent-containing, contact adhesive polymer matrix
which is covered on the side remote from the skin by an
agent-impermeable backing, and whose adhesive, agent-
delivering surface is covered before application by a

detachable protective layer. The manufacture of such
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weight of deoxypeganine, particularly preferably from 2 to
20% by weight, in the matrix or in the agent reservoir.
Suitable deoxypeganine-containing TTS are described, for
example, in WO 00/48579.

Also suitable as parenteral dosage forms are solutions for
injection, in particular those making a depot effect or
delayed and maintained release of the agent possible.
Formulations suitable for this purpose are known to the
skilled person, e.g. formulations on a nonaqueous basis

(e.g. based on physiologically tolerated oils).

It is made possible by the present invention to treat
certain concomitant effects or sequelae of chronic abuse of
addictive substances, by which means the general wellbeing
of these patients is improved and the social reintegration
of those chronically harmed by addictive substances is
assisted. In addition, the deoxypeganine treatment proposed
according to the invention improves the prospects of
succesgs of withdrawal therapies and reduces the risk of
relapse. The treatment moreover promotes social

reintegration of the persons affected.

The described psychiatric or cerebral disturbances, in
particular an impairment of cognitive performance or
dementia, may also occur as a result of the intake or the
abuse of other agents such as environmental poisons (PCB,

dioxins, furans, pentachlorophenol, mercury compounds and
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transdermﬁq &nventlon relates in particular to the following

psychotropic agents and agent-containing preparations, e.g.
medicines such as: neuroleptics, antidepressants,
tranquilizers (especially benzodiazepines), antipsychotics,
hypnotics, psychostimulants (especially amphetamines,
"fashionable drugs" such as, for example ecstasy, speed
with unstandardized mixtures of agents), further
psychotropic drugs and substances, and synthetic
derivatives thereof (e.g. based on St John’s wort,
valerian, hops, melissa, lavender, kava-kava, absinthe;
also THC-containing intoxicants such as marihuana and
hashish, furthermore cocaine, crack, LSD, psilocybin,
mescaline, opium, morphine and morphine derivatives such as
heroin, codeine, methadone), wood preservatives such as
chromium(VI)-containing wood-preservatives, and certain
organic solvents and halogenated carbon compounds or
hydrocarbon compounds taken in unintentionally or consumed
as intoxicants by "sniffing", as well as environmental
poisons (PCB, dioxins, furans, pentachlorophenol, mercury

compounds and bromine compounds, mercury and amalgams.

Even on use as intended of some of the aforementioned
substances which are employed for therapeutic purposes it

is possible for the side effects mentioned to occur during
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inistration of the agernt deoxypeganlne to treat such

disorders which have been caused by the use as intended or
abuse of the aforementioned substances. The same applies to

intoxication by the environmental poisons mentioned.

It is also known that the side effects mentioned can be
caused not only by use or abuse of psychotropic substances
but also as a result of single, multiple or chronic
administration of other medicaments. The use according to
the invention of deoxypeganine therefore also extends to

the treatment of symptoms or side effects caused in this
way.

Cerebral disturbances or psychiatric symptoms, e.g. memory
loss or cognitive digsturbances, are also observed in the
people affected by acute poisoning (e.g. chemical
accidents) and in chronic exposure to poisons (e.g.
environmental poisons such as wood preservatives, PCB,
dioxins, furans, pentachlorophenol, mercury compounds and
bromine compounds, mercury, amalgams, chlorinated
hydrocarbong, halogenated biphenyls, tributyltin, wood
preservatives, etc.). The use according to the invention of
deoxypeganine therefore also extends to the treatment of
people who have been adversely affected by exposure to
poisons in the aforementioned way.

Finally, the present application also proposes the
administration of deoxypeganine in the abovementioned cases
to other vertebrates, in particular to mammals, suffering
from the symptoms or disturbances described above.
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1. Use of deoxypeganine, as free base or as acid addition

salt, for the treatment of cerebral, central nervous or

psychiatric symptoms, defunctionalization manifestations or

diseases occurring through intake of psychotropic

substances

- as a result of occasional or chronic abuse of
addictive substances, intoxicants or medicines, or

- as side effect of use, especially repeated or
prolonged, as intended of medicaments, or

- as an effect of use, especially repeated or prolonged,
of medicaments, which use is not the intended use of
said medicaments, or

- as a result of acute poisoning by psychotropic toxic
substances, or

- as a result of chronic exposure to psychotropically
active toxic substances

in humans or other vertebrates.

2. Use according to Claim 1, characterized in that the
symptoms, defunctionalization manifestations or diseases
are cognitive disturbances.

3. Use according to Claim 1 or 2, characterized in that

the abuse of addictive substances is abuse of alcohol.

4. Use according to Claim 1 or 2, characterized in that
the abuse of addictive substances is the abuse of
psychotropic substances, especially of hallucinogenic
substances.

5. Use according to any of Claims 1 to 4, characterized
in that deoxypeganine is used for the treatment of a
general loss of control, of memory loss or of an impairment
of memory performance, of cognitive ability, of dementia,
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: of perception disturbances, or impairment of muscular

coordination.

6. Use according to any of the preceding claims,

characterized in that the dose administered is in the range

from 0.1 to 100 mg, preferably 10 to 50 mg, per day.

7. Use according to any of the preceding claims,

characterized in that deoxypeganine is administered in a

pharmaceutical preparation which contains the agent in
proportions of from 0.1l to 90% by weight, preferably 2 to
20% by weight, calculated as free deoxypeganine.

8. Use according to Claim 7, characterized in that

deoxypeganine is adminigtered in a pharmaceutical
preparation which has a depot effect.

9. Use according to Claim 7 or 8, characterized in that

deoxypeganine is administered orally.

10. Use according to Claim 7 or 8, characterized in that
deoxypeganine is administered parenterally.

11. Use according to Claim 10, characterized in that

deoxypeganine is administered transdermally.

12. Use of deoxypeganine, as free base or as acid addition

salt, for the manufacture of a medicament for the treatment

of cerebral, central nervous or psychiatric symptoms,

defunctionalization manifestations or diseases occurring

because of intake of psychotropic substances

- as a result of occasional or chronic abuse of
addictive substances, intoxicants or medicines, or

- as side effect of use, especially repeated or
prolonged, as intended of medicaments, or
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said medicaments, or
- as a result of acute poisoning by psychotropic toxic
substances, or
- as a result of chronic exposure to psychotropically
active toxic substances

in humans or other vertebrates.

13. Use according to Claim 12, characterized in that the
symptomg, defunctionalization manifestations or diseases
are cognitive disturbances.

14. Use according to Claim 12, characterized in that the
abuse of addictive substances is the abuse of alcohol.

15. Use according to Claim 12, characterized in that the
abuse of addictive substances is the abuse of psychotropic
substances, in particular of hallucinogenic substances.

16. Use according to any of Claims 12 to 15, characterized
in that the medicament is used for the treatment of a
general loss of control, of memory loss or of impairment of
memory performance, of cognitive ability, of dementia, of
perception disturbances, or of an impairment of muscular
coordination.

17. Use according to any of Claims 12 to 16, characterized
in that the medicament mentioned contains the agent
deoxypeganine in proportions of from 0.1 to 90% by weight,
preferably 2 to 20% by weight, calculated as free
deoxypeganine.

18. Use according to any of Claims 12 to 17, characterized
in that the medicament mentioned has a depot effect.
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in that the medicament mentioned is a medicament which can

be administered parenterally.

21. Use according to Claim 20, characterized in that the

medicament mentioned is a medicament which can be

administered transdermally.



