2 4 OCT 2005 1 Use of deoxypeganine for the treatnment of pathol odilcBCT 2005
mani festations of the central nervous system based on intoxication with
psychotropi c substances The invention relates to the use of deoxypegani ne
for the treatnment of disorders of the central nervous system such as
cerebral, central nervous or psychiatric synptons, defunctionalization
~mani festations or disorders which occur as a result of unintentional or

i ntentional intake of psychotropic &nd/or halluci nogenic agents, e.qg.
enV|ronne8taI g0|sons use,and_abuse of intoxicants or addictive

subst ances: dRg*¥Beganipe £ar FhestreatpentaPfyrakbalegiral
dependencnanrﬁeaudtibnseofsuhstaaﬁe&aleﬁaeebab|ﬁyﬁhéﬁhﬁhséapsﬂdence in

humans or. hgoxygggggﬁﬁﬁeggl%g&aﬁgtgép gugtro i ¢ substances, including

i nt oxi cant's,  especl a P8 | ead to synptons such
as perception dlsturbances menory Ioss, | npai rment of cognitive ability,
general |oss of control, aggressiveness | mpai rment of muscul ar

coordi nation, . etc. If the substance is del i berately taken as intoxicant,
such as, ?%rlﬁYﬁﬁﬁ¥@n relatas tocbhecuse af debyipebsvhne- foentheni ng

bever age, ti@@ﬂm@hﬁh@ﬂQﬂl§H§ﬁe§§f85tEh@r@enEEEEnﬂnggﬁstQﬁstem such
i nt oxi cant consgﬁgﬁg erson, _they are also under certai conditrons felt
5,

to be di sAAVART CERtTAYREFBARE PHECPBYChiatnie gHEPSemerity and the

dur ati on @éfumdmeisens;mp&aﬂsnnﬁ&nﬂﬂé¥taﬂﬂoh§ ekt aﬂsér&érs umu.&ﬁroééer
estimat e bef o ehanpd y _when there is

consuner gg é@igx ﬁ g ge0|
chronic epen ence an ﬂf? TRE C9hhsRY of ™ ﬁBF%?P@ BhR ﬁnegs there is
not only E$Eﬁhgﬁwm@awlqnﬂhomnhalgauxnodenﬂgeabaﬁtkheéegLs al so the

loceur r encansf - ghamesty poebung) 008! LAa" 481070k " £3E8k1 Q0ReVBLEN 11l T
for exanplg cognitive
dlctlve substances, use and abuse of med1c1nes,_

_ especially when there is dependence on  addictive
substances, especially alcohol dependence, in humans or in
vertebrates.

Intake of psychotropic substances, including intoxicants,
especially alcohol, is well known to lead to symptomé such
as perception disturbances, memory loss, impairment of
cognitive ability, general loss of control, aggressiveness,
impairment of muscular coordination, etc. ,
If the substance is deliberately taken as intoxicant, such
E as, for example, hercin, cocaine or as ethyl alcohol-
containing beverage, then although such effects are
intended by the intoxicant-consuming person, they are also
under certain conditions felt.to be disadvantageous. An
additional factor is that the severity and the duration of
these symptoms may vary and is often difficult for the
consumer of the intoxicant to estimate beforehand.

Especialiy 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 defunctionelization manifestations

which impair, for example, cogmnitive performance,




2 1, OCT 2005 2 especially nmenory performance. This may al so? lela Tt 29305
sporadi c or permanent denenting states. There nmay al so be chronic

mani f estati ons of the previously nentioned psychiatric synptons such as,
for exanple, a general |oss of control. These chronic sequel ae of al cohol
abuse - which occur in a simlar way in other addictive substance
dependences - represent a considerabl e, inpedi ment to successf ul

i npl ementation of detoxification therapies. Thus, it is known that the

| oss of %@ﬂqidllyau@@drbypemmeal Tohw|mgbald sontdaet tabspornadie or

| npossible far th erspn fecte alcohlls This ,is the main reason
why everPEdERAY ?&%eﬁ aé?sar g'hﬁ¥%n‘%alfc? =8 g%s‘élémrﬂé’ual ly with serious

consequqm&eﬁfesmlaﬁbnsfpi&t 1089 I t8dndBi Pidiati3c YRpsSHP| e for
dependent people. was derive from this observation. It is additionally

known t hgitch aa-e foreegrmpie i mdioengyal lekd fofy ensexol n Thesex pbamlc

consunpt ayie0 S mh r _exa oholics.are ,divided
into di f%g%ﬁl%’%c\ét eé%?cl’%@sio S in %ﬁ °ﬁ1curpr1 b?e?ﬂ‘t?'@r gP?’aiLn %‘f%olhol
consuneraddictiival subbt&fica d@@hﬁbﬁubar-lf@wsdnalat&wm&dbmese has been
exceeded, there is a rapi E_ag_];aneral | oss of control with the abovenenti oned

adver se inppdimente tpssuqgrssiirle drpdepertfionapE detrrificatinpne to recogni ze
in  goodiydfEystdaat whigy I'E"Vf‘s %Heghérﬁeéﬂl[ OELEEEV&:EL@&Q&GEQQLQ%WG

even their pérsonal risk of apse of control  brought about
t her eby,chutrirdle eflcehol estuissd makast hbstina@essiimposadlslh dorc theupgtsam, S

the rea Ie are often referred to as dangerous-dri nkers.
These arae’%e\rl\gy(?ﬁleﬁ’ ?fﬁ gglﬁaﬁﬁ the &y Eﬁﬁ%‘?‘bd&’é’ VERdr aval

Lher api etsetmaﬁfrleaaawomiéy @reB¥ondttd SrdRABWAs| h@éuélh@; Less Rbrf&yy rol
icaused by chroni c abuse of addictive substances, as well as the inpairnent

of menor§PRIFSIEBERERCERE aF?ﬁWPﬁedéh%ﬁt'l%ntrQﬁié@ mﬂm“l i3005

impossible for dependent people was derived from this observation.

It is additionaliy known that thexe are great individual
differences in intoxicant consumption behaviour, which is why, for
example, alcoholics are divided into different categories of
drinkers.
The problem for certain alcohol consumers is that, after a
particular individual threshold dose has been exceeded, there is a
rapid general loss of control with the abovementioned adverse side
’ effects. The affected persons are usually unable to recoénize in
'&ﬂ good time that they have reached their individual threshold dose
or even their personal risk of relapse. The loss of control
brought about thereby, which often leads to further excessive
alcohol consumption, is the reason why such people are often
referred to as dangerous drinkers. These are frequently 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-
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3 reachi ng consequences for the affected person and for his gufruhdiffys,
such as, for exanple, inability to carry on an occupation, inability to
organi ze daily activities, inability to initiate and maintain soci al

.contacts and, resulting therefrom social isolation. These
* defunctionalization nmani festations, e.g. the inpairment of cognitive

performance, often persist even after successfully conpleted w thdrawal

t herapy. Further psychiatric or cerebfal disturbances occurring in

associ ation with al cohol abuse or abuse of other addictive substances are,
for exanple: perceptual illusions or hallucinations, amesia, alterations
of consciousness, formal cognitive disturbances, nenory deficits,
deIu5|onsrea%Bﬁ?%bﬁP%f?SﬂgncﬁﬁsE?Feﬁbat35ﬁ9¢§§étEgréﬁnaghﬂafPUnh1$he obj ect

theref or &smoﬁﬂdfhgm n@ﬁ@hoasat £6828kafbl8Y! #h&biiiEyPEYCBARLY EnSY TPt OB
or synptons W t a yous causation, occurring as_a consequence

of chron|%na%ﬁ%%p%F1°ﬁdd?E?ﬁ%elEﬁbE?aﬂﬁgéanﬁ daitycarbivakdsfel abuse, in
part|cuIaxniheliasstoflnbﬁiaaé ah@sha®hta®fnkbbygl abhthttgsandgnenti a,

etc. To the inventio [ Ooposes using the -agent
deoxype92ﬁ+%§1 or tﬁﬁg? ﬂen§°8%agebﬁ92 E gerlng from such sequel ae of
dependendTh%S%ndeﬂwm@theabubatannemanlfestatponsLbéegbythdn1nlstratlon of

deoxypegamipies bedt of CasnPRLLbAhieababhsh OprLexerse the psyghiatric or

cerebral athologlca mani estat n cause are 5hi ¢ al coho
or intoxi ?ﬁrcﬁﬂ%ﬁﬁﬁﬁf%%lylﬁoﬁaleteélﬁlthﬂhewabsbherapmgnFutheablIltles

or 1055 GepamisekicossussiSbratoalblkrbifcas! dodbikiahoin o gradually

recovered It is_ihus gq? %fle according to resen I nvention to :
el i mi nat € BFOH2FEAR (WHF GeRot RPUFR OEh?BHFE gﬁnﬁFBﬁﬁ afdéepdmaences on

addi cti vesshiisimrmesard, 4for &xdipPO05Sperceptual illusions or

hallucinations, amnesia, alterations of consciousness,
formal cognitive disturbances, memory deficits, delusions,
confabulations, disorientation, states of agitation.

The cobject 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, etec.

To solve this_problem, the invention proposes using the

- ~ -agent deoxypeganine for the treatment of people suffering

from 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 manifesfation caused as a result of
chronic alcohol or intoxicant consunption, in particular
the loss of cognitive abilities or loss of control
occurring, so that the said abilities are gradually
recovered. It is thus posgsible according to the present
invention to eliminate or at least alleviate certain

chronic symptoms of dependences on addictive substances.




4 The invention is based on the surprising observation that irQén%HélHMS
experinments adm nistration of deoxypeganine to rats was able to bring
about a recovery of cognitive abilities. This restoration did not occur,

. or occurred only considerably later, in untreated control animals.
Deoxypegani ne (1, 2,3,9-tetrahydropyrrol o[ 2, 1-b] qui nazoline) 1is an alkaloid
. of nolecular formula CL1HI2N2 which is present in plants of the
Zygophyl | aceae fam |ly. Deoxypeganine is preferably obtained by isolation
from Syrian rue (Peganum harmala) or by synthesis. On the basis of.its
phar macol ogi cal properties, deoxypeganine is included in the group of

rever si bl ¥nackindel 100 Hadiodd &rl RaleDichdli1 dilng? 30,3668 535, ERAQaM ne
oxi dase inhibitor. Concerning use in medicdl therapy, i1t has been proposed
to enpl o}dediysdg epse imenten admiadshantion &f; fecrmpegandagetoi a, for

the treat magk oksaa®2R0tcS BrikgOuBduts WPRIRSVRY ff degndeliike for al cohol,
for the téﬁg#gﬁnt of _nicotine dependence through reducing -the desire for

ni coti ne 188y dbFemestrEalderroAid fPtaddiclirs Ad OrERrTeRe OPAdat nent
of wit hdr avakidespbdys latker)g in Whtrdatled CoefcaRY. abAmaddi.tion,
deoxypegani ne can be enpl oyed as cholinesterase inhibitor as antidote or
prophylactic in case of poisoning by organi c phosphates, in which case it
ant agoni zBgoripegandiveal( 1612f, 3619 -t taiadlvidyeryireoloi [2o1sb] Andaacioddnie) t he

I nventi ong dggx lsye N I i { ase and
as acid adgi tgiao)réﬁgg'lqlt& ofgaﬁog%fggg%ne%%%?\ulﬁefé&%?&%éa ‘?‘g Jéér }r e%%%egani ne
hydr ochl o?-PdelaH&Sd@éxyb@g&n'gﬂ@hw}éﬁwmfgaﬂm- Peozvpegapdnei Bise i n

addi tion peefiegabalt sbehitkeby BRVIIRGVHOGEAl Isyr3aneRlab!(Bcdands €. .
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-
On the basis of its pharmacological properties,
deoxypeganine is included in the group of reversibly acting
cholinesterase inhibitors. It also acts as monoamine
oxidase inhibitor.

Concerning use in medical therapy, it has been proposed to
employ deoxypeganine for the treatment of Alzheimer’s
dementia, for the treatment of alcoholism through
suppression of the desire for alcochol, for the treatment of
nicotine dependence through reducing the desire for 7
nicotine or for replacement therapy of drug addicts and for
the treatment of withdrawal symptoms during withdrawal
therapy. In addition, deoxypeganine can be employed as
cholinesterase inhibitor as antidote or prophylactic in
case of poisoning by organic phosphates, in which case it

antagonizes the cerebral effect of cholinergic poisons.

According to the invention, deoxypeganine can be used both
in the form of its free base and as acid addition salt for
the treatment; preferred salts are deoxypeganine
hydrochloride and deoxypeganine hydrobromide. It is also
possible in addition to use salts of other
phazmacoiogically acceptable acids, e.g. citrate, tartrate
or acetate.
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5 Deoxypeganine is preferably adm nistered in a pharnaceutlcalzpréparatlon
whi ch contains the agent in proportions of fromO.1 to 90% by wei ght,
particularly preferably in proportions of from2 to 20% by weight, in

each case cal cul ated as free deoxypegani ne. The deoxypegani ne-contai ni ng
pharmaceutical preparations used according to the invention nmay
additionally contain excipients, carricers, stabilizers, etc., in the
anounts known to the skilled person. ?he dose adni ni stered each day is
preferably in the range fromO0.1 to 100 ng, in particular from10 to 50
ng. It should be adjusted appropriately depending on the individual

" equi I eMepbbary BB §AGH HAUT Y AhiuieiAREOII By Lo the present

invention for adm nistering deoxypeganine may contain one or nore of the

f ol | owi ngPRagraceNsicaly preparasios whisdr gontaing: He agend: in

preservat p¥eportibast @ fMETOM G .08t 90% byC Welght, pateivladly
sol ubilizers rfactants (enulsifiers, solubilizers, wetting agents,

ant|foan3?,efe§6§ s 1% PEOPOREIORE P EEOM ¢ &Rd 200 SVs WedGRt gdl f or nrer s:
- absor pt anhpraset eadiculaz@dsonze Free Wm;rglwats - agents
affecting g ion and.di.ssol ution, ens (extender s tizers,
o ease R ERART LR A BR8P phrpllconlt B prepi A ERE) el

physi ol ogheabyiingc topthisl dnyepttianc asyardditdonaldyt kentkinl ed person. 2 4
CCT 2Ooéxcipients, carriers, stabilizers, etc., in the amounts

known to the skilled person.

The dose administered each day is preferably in the range

from 0.1 to 100 mg, in particular from 10 to 50 mg. It

should be adjusted appropriately depending on the

individual recuirements.

The preparations which are used according ﬁo the present
invention for administering deoxnypeganine may contain one
or more of the following additives: .

- antioxidants, synergists, stabilizers:;

- preservatives;

- taste masking agents;

- colours}

- solvents, solubilizers;

- surfactants (emulsifiers, solubilizers, wetting agents,
antifoams);

- ‘agents affecting the viscosity and consistency, gel
formers;

- absorption promoters;

- adsorbents, humectants, glidants;

- agents affecting disintegration and dissolution, fillers
(extenders), peptizers; )

~ release-~delaying agents.

This list is not definitive; the suitable physiologically

acceptable substances are known to the skilled person.
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6 Deoxypegani ne can be adm nistered orally or parenterally. i tQiLsUbésgqaél e
to use known dosage forns such as tablets, coated tablets or pastilles for
oral admnistration. Also suitable are liquid or semliquid dosage forns,
in which case the agent is in the formof a solution or suspension.
Sol vents or suspendi ng agents which cars be used are water, aqueous nedi a
or pharmacol ogically acceptable oils (vegetable or mineral oils). The
deoxypegani ne-contai ning nedi canents are preferably fornul ated as depot
medi canents which are able to deliver this agent to the body in a
control | eBepuppeganine gapy bleoaded niaticartd idraldyaleeo paossitdmldocor di ng to
the i nveng:{:ogﬁf Bbss15$2%Y REI R rlfmP %Io%%r%/em RN taf_l{a Haher al
route. For thiS purpose 1t Is particular advant ageous to USe
t r ansder ngPabedt Fakdetisoox rastddd esorfior feralt kemiddebhaddan .ndlso

adm ni str3hieApaecard 19qbddl RS IAMBALIANRA dbsaRR EHHlAT BRRRME
transdermal therapeutic systens_ (agent ~plasters). These nmake It possible

to delivefagRethgehgepl 48 donths | & SJEtien 3 HReEId vi a

the skin selvehespaki sibpefditg beRint® whildH (el ROMHPAGEd Sedtiat, M suse
Is | ess easi I¥ gossi ble w &}gfg%rﬂeﬂ%)er,al dm nistration forns than with
oral dosadF*SrBFnlethe OF 2 ortEs Y. pSCERSR & t he

pr edet er nimedetabieserr atiaeradn otifiat) .0Mdiel Ghagtpaganite pafritaiimican be
substanti ' oyt... | Lti-on,. _transder mal dosage farns are very
dvan ageisdlphHeBEsote pRFIEIG oo AR T ARRATR NS (1Y e
effect ovhacheprer abger soudefldvmrc dinisolagsintt ke IFheodddavdin aSuch

transder nabnd26xYBAJARKASYC O Bl BYcIBHAM JA¥iy.| Y  have an
(agent - cont ai ni ng, contact adhesive polynmer matrix which is covered on the

side renmote fromthe skin by an agent-inpernmeabl e backi ng, and whose
adhesi ve, Tagkat aldel peesibldesdcbatding ¢Qvamd ibeieatd cap@drcati on by a

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
v 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




dét achabl e protective layer. The manufacture of such 2 1, Oi CT?fbg ' 2005
systens and the basic materials and exci pients which can be used therefor
are known in principle to the skilled person; for exanple, the assenbly of
such transdernmal therapeutical systens is described in German patents DE
33 15 272 and DE 38 43 239 or in US patents 4 769 028, 5 089 267, 3 742
951, 3 797 494, 3 996 934 and 4 031 894. A transdernal therapeutic system
(TTS) used according to the invention may have a content of fromO0.1 to
50% by wei ght of deoxypeganine, particularly preferably from2 to 20% by
wei ght, i#svshemspandxthe bnSihemagenialasendoéxcipfhhtabWBlch can be
deoxypeqaiuog- eRoLaEBE - TRyBA dRCLUNBEEAL 0L, EHETDLE1ILA HOLOLISSTO.
Al so suitable as parenteral dosa € sO ons ec in
parti cul afo¥ he¥ampdR nfha asgerbiyf et sueh auaayéqrmﬂa hhenanaubucnélease

of the agepk8@ssibl @escFopstl ahi @asmad! habbfickObn! 95 51pUspesanare known Lo
the skil ornul ati ons on_a nonaqueous basis (e.g. based

0
on phy5|dP%g? aff E?%I%%a%EdU§|P§F9nFF Fs7ﬁﬁd@2§os§|53% B§71 he present
i nventi on3tpazrest, sevpalm949n30595a934e£ﬁacn8091 sequel ae of chronic

b f b th I I lb f
these Bat.29?é3%§¥$%%¥o§%%9§§§ﬁFﬁé gssfan’ (oP ograd oreoralfmcte
chr oni cal ¥jye himvent bynaddirchave subshtanesofsframsdsleto 50%algi tion, the
deoxypegapbfight ' At HEY é003$gg a§8?g9599a£ﬂy;h§ek vggilo?ﬁenrégées t he

prospects of _ success O era Feduce
rel apse. 4P@é by cupheht, rrmaeébemﬁt@mms yoci:he agenht vgsarvobref the

persons aghpeiBLe abexgﬁégahbﬁd EéﬁEQiﬁiﬁ?Cwﬁé &ec 6Lk Hhehyr Bapces, in
{particul ar_an %npalrmﬁ 08 § 2n|t|ve performance or denent T a, may al so
occur as FTFER Ht8R%%or the

Also suitable as parenteral dosage forms are solutions for

injection, in rarticular 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 nonagqueous 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

Q of these-patieﬁts is improved and the social reintegration
of those chronically harmed by addictive substances is
assisted. In addition, the deoxﬁpeganine treatment proposed
according to the invention improves the prospects of
success 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, pentachlorophencl, mercury compounds and
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abuse of other agents such as environnmental poisons (PCB, dioxins, furans,

pent achl or ophenol, nercury conpounds and 2 r O Cl 12005 8 brom ne
conmpounds, anal gam chlorinated hydrocarbons such as certain solvents),

t hrough addi ctive substances or intoxicants, or as a result of use or
abuse of nedicines. Agents therefore nmean in principle for the purposes of
the invention all psychotropic substances, whether solid, liquid, in
vapour or gas form w th which pathol ogical nanifestations of the type
mentioned occur on single, occasional, frequent or chronic abuse. Besides
ethyl alkdemine ywonpowads al avaligabeecchlienihahed, hyfizseariyens ssuahso

incl ude. gy Nageka 061 behea) CObRL S CHatBYIDS <RhESERLeL 08z exanDl & as

impurities in alcoholic beverages. nvention relates In particular to
the fol | WRHEELPRYERO PEpRE AgERFYELEnGf agaat oxorbusei af pedbatnaeseons, e.g.
medi ci nes such as; neurol eptics, antidepressants, tranquilizers

(ospeci AYPRRAHENSRRFBES Teknohn cRELRELEl Bobor oLon BNEDPERs cobrthe
ecstﬁsy, hveedt ion t A1 UNSE Rt Hoptd Eiélsi:tlﬁﬁéegf ﬁﬂgﬂh@i,sef,mahe[] f
psychot r ugs.. an stances, .and sypnthetic . derjvatives thereof (e.g.
based onogi&ﬁgﬁh'gna%%?sggv%fe??%n?oﬁ%ps%l%ﬁIV%%%P P%#%%%%?}ci va- kava,
absi nt he,mard festiciount af nthy tybexientisnedcbeasr nami bimgkeand hashi sh,
further MyEe£oeaude, ££8kkont SO ORELOENPhBuse Ueﬁgﬂngggé%g%m mor phi ne

and nor phi ne derivatives suc eroin, codeine, wood
pr eser vat3heRhalc iwhkch dhg s na lineadly - besn anehbionedd- Phesersgentes, and

certain £IgAnisc MY aRéEhandl hah@I8PRE £0a £A6RONs CHRDON NSy Obe hydrocar bon
{conpounds takeqﬁég unirtentional |y or, consuped _as I nfoxi cants by
“sni ffindTeSR ?ra§x§$ﬁi?oﬂﬁe BRrihbesoiR ROl o xXPRECT19PENS,

pentaChIdﬂb®h@mm¢nthGMCﬁe¥ates in particular to the following
psychotropic agénts 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 agentsg), Ffurther
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;

T

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 unirtentiomnally or consumed
as intoxicants by "gniffing”, as well as envirommental
poisons (PCB, dioxins, furans, pentachlorophencl, 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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conpounds and brom ne conpounds, nercury and amal gans. Even on*use as
I ntended of sone of the aforenentioned substances which are enployed for
t herapeutic purposes it is possible for the side effects nmentioned to
occur during 2 CC T 2005 9 nedically prescribed therapy, especially on
repeated or prolonged adm nistration, 9e.g. cognitive disturbances,
cerebral defunctionalization manifestations, psychiatric synptons, etc.
The present invention therefore provides for the adm nistration of the
agent deoxypeganine to treat such disorders which have been caused by the
use as i nmeddedldy pxesseibled hheafupyemesipeeiad lgubst aepeatedhersane

applies t | i ' . nvi_ronnment al. . poi sans,.nentioned. It is al so
known tha?r?ﬁghg?gggghagggﬁr%gﬁfgﬁngagEaﬁ @ltggﬁée&sﬁbr%gncfsby use or
abuse of psyehsalodiefungtdiomaddsation xagd fastations,t pelvchilaghdce nul tiple
or chroni gumadeingi, Stekation of other nedicaments. The use according to the
I nventi on of "deoxypegani ne therefore also extends to the treatnent of

synpt ors  SPesPEESERtednyepdiond thereicre wapvideseifioa téiest ur bances or
psychi at r h@mS¥HRteEEioR Gf FREDhYento UeoRypeR@iihey @ Aittlutbaness, are al so

observed i,n th peopl.e affected by acute poisoning (e.g. cheni cal
accidents?lﬁﬂESFﬁscWB&ﬁPCE@Q'ogﬁﬁg £5U56% st%@.gge &y ir&sRdedaPrpoi sons
such as webtdspr efetthat afesemetB iondido subst afndeans Thiee Raaeh kopaiken b,
mercury c I ne_caqnpounds, ,nercury,. amal gans,. chl orinated
hydrocarbgﬁggkﬁgﬁggg%ang%gkp%@ﬁy SEMERESh RorETSWES RSP %sr vat i ves,
etc.). The use according to the invention of deoxypeganine therefore also

extends touthe bigd! HRdlmOknaRCANC 4 AR ARG ALY adf kRCted DY
{exposure to poisons in the aforenentioned way. '
- 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 disturbances, are also observed in the
reople 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

o bromine compounds, mercury, amalgams, chlorinated
hydrocarbons, halogenated biphenyls, tributyltin, wood
preservatives, etc.). The use according to the invention of
deoxypeganine therefore alsc 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.




' ' OCT 2008
Finally, the present application also proposes the adninistrat?dh”df 2005

deoxypegani ne in the abovementioned cases to other vertebrates, in
particular to manmal s, suffering fromthe synptons or disturbances

descri bed above. 2 1, OC i 2005 10 CLAIM5 1. Use. of deoxypeganine, as free
base or as acid addition salt, for the manufacture of a nedicanent for the
treatment of cerebral, central nervous or psychiatric synptons,
defunctional i zati on nmani festati ons or diseases occurring because of intake
of psychot copins substances as a result of occasional or chronic abuse of
addi cti ve substances, intoxicants or nedicines, or as side effect of use,
especially repeated or prolonged, as intended of nedicanents, or as an

ef fect of Wse,Usspdcidabkypaepdatedanripreobangesy asofaci@dadaimdnhs, which use
is not the_intended, use of _said nedi capents, or as result of acute

poi soni ng 8§f%éyéﬁb?ggp?%p%ﬁﬁfggresﬁ §T£%%%§?m%ﬁteé?ré%PgsEﬁ?aH?PnEhronic
exposur e t of psycdobiopoesttal naectove dwypisgchidistianegsptandumans and

persi sting af ter .successf ul. caonpl eted .w thdrawal therapy,
characteriggﬁggéFﬁﬂ%ggl??&f?ﬁx§§nfggﬁﬁé%%ﬂﬁ% RF sTETEESR PRCMHe"Sai d medi canment
is in the barged mdminbale taf P8Pchytrqrief enbbtayndd® to 50 ng, per day. 2.

Use according t C%ain1£ [0 aracteriz§d in.that the Syt ons,

. h LS resu]:: Q CCagsliondg O Chd’_‘Ol’llC abuse o P
defunctional i zati on ‘'mani tfestations or disorders  are cognitive
di sturbances. 3addztiawcentdsngndes,Ciatoxisamtizapachediziedsi nothat the abuse

ot ol ve S s AR s el sl Shgplilcolibearcy g Lo 0 e
psychot r opi c prolonged, as intended of medicaments, or
- ag 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 and persisting even after successfully completed
withdrawal therapy, characterized in that the dose to be

administered with the said medicament is in the range from

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

2. Use according to Claim 1, characterized in that the
gymptoms, defunctionalization manifestations or disorders

are cognitive disturbances.

3. Use according teo Claim 1, characterized in that the

abuse of addictive substances is abuse of alcochol.

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

substances, in particular of hallucinogenic substances.
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subst ances, in particular of hallucinogenic substances. 21, ol @Céoggg‘r’ll
5. Use according to any of lains 1 to 4, characterized in that the

medi cament is used for the treatment of a general |oss of control, of
menory | oss or of inpairment of nenory perfornmance, of cognitive ability,
of denentia, of perception disturbancesiror of an inpairnment of nuscul ar
coordi nation. 6. Use according to any of Clains 1 to 5, characterized in
that the nedi canent nentioned contains the agent deoxypeganine in
proportions. ofuder aprBrdine B0%nhyofvaiighine 1ptefer a:hbyaaténz:éa% by wei ght,

cal cul ated, as_free, deo ani ne. cordi ng y of Clains 1 to

6, charact &F | F&F %Pﬁ ‘%;%/ a\r%éltn‘éﬁl%saergeﬁ ngﬁ?ltolhe ﬁﬁg ‘ggdaepot effect. 8.

‘Use accor dgagertad abysodf Gaitirel]l 6D memotlyal asd esd z:ed:.mpamﬁnhﬁm: bhe

medi cament _nentioned i s a medi.canent, whi cg ga\i % .st er §d orally. 9.

Use accor di'Ry o PERYCBT S % vE 1€ 7 Vo RRF AR Er iFe em?lﬁ tHaf™t he

nmedi carrentp@ﬁﬂpmmeddistwmﬂeeanmtomm bhopatrmere ad i silared

par ent er al Ig % Use according to Claim9, characterized in that the
medi cament SRS s a nedi canent whi ch can be adnini stered

transdermal | y.

6. Use according to any of Claims 1 to 5, characterized
in that the medicament mentioned contains the agent
deoxypeganine in propoxrtions of from 0.1 to 90% by weight,
preferably 2 to 20% by weight, calculated as free

deoxypeganine.

7. Use according to any of Claims 1 to 6, characterized

in that the medicament mentioned has a depot effect.

8. Use according to any of Claims 1 to 7, characterized
in that the medicament mentioned is a medicament which can

be administered orally.

9. Use according to any of Claims 1 to 7, characterized
in that the medicament mentioned is a medicament which can

be administered parenterally.

10. Use according to Claim 9, characterized in that the
medicament mentioned is a medicament which can be

administered transdermally.




