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10 Adenosine modulates 2 wide range of physiological functions by interacting with
specific cell surface réceptors. The potential of adenosine receptors as drug targets was
first reviewed in 1982. Adenosine is related both structurally and metabolically to the
bioactive nucleotides adenosine triphosphate (ATP), adenosine diphosphate (ADF),
‘adenosine monophosphate (AMP) and cyclic adenosine monophosphate (cAMP); to the

15  biochemical methylating agent S-adenosyl-L-methioné (SAM); and structurally to the
coenzymes NAD, FAD and coenzyme A; and to RNA. Together adenosine and these
related compounds are important in the regulation of many aspects of cellular

metabolism and in the modulation of different central nervous system activities.

The adenosine receptors have been classified as Az, Aga, Agg and As receptors,
20 belonging to the family of G protein-coupled receptors. Activation of adenosine receptors
by adenosine initiates signal transduction mechanisms. These mechanisms are dependent

on the receptor associated G protein. Each of the adenosine receptor subtypes has been
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brain function. Endogenous adenosine, a central link between energy metabolism and
neuronal activity, varies according to behavioural éta{te and (patho)physiological
conditions. Under conditions of increased demand and decreased availability of energy
(such as hypoxia, hypoglycemia, and/or excessive neuronal activity), adenosine provides a
powerful protective feedback mechanism. Interacting with adenosine receptors represents
3 promising target for therapeutic intervention in & number of neurological and

psychiatric diseases such as epilepsy, sleep, movement disorders (Parkinson or
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Numerous documents describe the current knowledge on adenosine receptors, for

example the following publications:
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anitagonistic activity and which include disorders of the central nervous system, for
example the treatrent or prevention of Alzheimer’s disease, depressive disorders, drug

addiction, neuroprotection and Parkinson’s disease as well as ADHD.

As used herein, the term "lower alkyl" denotes a saturated straight- or branched-
chain alkyl groilp containing from 1 to 6 carbon atoms, for example, methyl, ethyl,”
propyl, isopropyl, n-butyl, i-butyl, 2-butyl, t-butyl and the like. Preferred lower allyl

groups are groups with 1 - 4 carbon atoms.
The term “halogen" denotes chlorine, iodine, fluorine and bromine.

The term "pharmaceutically acceptable acid addition salts" embraces salts with

inorganic and organic acids, sach as hydrochioric acid, nitric acid, sulfuric acid,
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wherein L is a leaving group such as halogen, -O-phenyl, -O-nitro-phenyl or -O-lower

alkyl, and
if desired, converting the compounds obtained into pharmaceutically acceptable
acid addition salts.

“The compounds of formula I may be prepared in accordance with process variants
a)andb).

Furthermore, in examples 1 — 7 and in the following schemes 1, 2 and 3 the preparation

of compound of formula I is described in more detail.

The starting materials are known compounds or may be prepared according to methods

known in the art.

Preparation of compounds of formula I

One method of preparation of the compound of formula (I) in accordance with the
following scheme 1 is as follows: To a solution of the intermediate 7-(morpholin-4-y1)-4-
methoxy-benzothiazol-2-ylamine (IT), which may be prepared according to scheme 3, in
dichloromethane is subsequently added a base, e.g: pyridine or diisopropyl-ethylamine
and the compound of formula (III), and the resulting sclution is stirred for about 45 min
at ambient temperature. Saturated aqueous sodium hydrogen carbonate is added, the

organic phase is separated and dried.
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wherein L is a leaving group, such as halogen, -O-phenyl, -O-nitro-phenyl or O-lower

alleyl.
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Co) (a) a is norpholine, Pd 323

2- bi phenyl - di cycl ohexyl pho F-re- K3P04, DME, b is
H2, Pd on carbon, nethanol; 5 c is benzoyl

I sot hi ocyanat e, acet one, I's met hanolic sodium
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a is morpholine, PA(Ac),, 2-biphenyl-dicyclohexyl phosphine, KsPOy, DME;
b is H,, Pd on carbon? methanol;

c is benzovl isothiocyanate, acetone;

d is methanolic sodium methanolate;

e is bromine in trichloromethane.

Isolation and purification of the compounds

Isolation and purification of the compound and intermediates described herein can be
effected, if desired, by any suitable separation or purification procedure such as, for
example, filtration, extraction, crystallization, column chromatography, thin-layer
chromatography, thick-layer chromatography, preparative low or high-pressure liquid
chromatography or a combination of these procedures.“Speciﬁc iltustrations of suitable
separation and isolation procedures can be obtained by reference to the preparations and
examples herein below. However, other equivalent separation or isolation procedures

coudd of course also be used.

Salts of compounds of formula 1

The conversion to a corresponding acid addition salt is accomplished by treatment with
at least a stoichiometric amount of an appropriate acid, such as hydrochloric acid,
hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the like, and organic
acids such as acetic acid, propionic acid, glycolic acid, pyruvic acid, oxalic acid, malic
acid, malonic acid, succinic acid, maleic acid, fumaric acid, tartaric acid, citric acid,

benzoic acid, cinnamic acid, mandelic acid, methanesulfonic acid, ethanesulfonic acid, p-



coul d of course also be used. Salts of conpounds of
formula | The conversion to a corresponding acid
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a stoichionetric anount of an appropriate acid,
such as hydrochloric aC|q 20 h drobron1c_aC|d '
|tql)i| f%rlilersl %I%g :’;Lgtg,nsia tt:y[hIé%F Ingﬁ% oe: g]%ré Vet elggefa %gge it Qi%solved in an
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aci C1.1aC] nj
ggiigh ]fr_'lP e and the ac% Gacﬂ?cll %} aéifn%%}a gdll %lé gﬂlte?%rﬁp&%{%e 1sTRkBLEned
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base is In an 1 ner organlc sol vent such
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!&ﬁ@ggse <A, d s%ﬁlﬁqnﬁ Ble]got@&ﬂlrh neqR&id nﬁﬁgﬁﬁim‘l PaBonate, sodium

vent nperatu eis nt ai ned
@E@M@ﬂﬂmﬁ)ﬂ@ﬂmwd%EQdGhehh@ resulting salt precipitates
spontaneously or may be brought 5 out of solution
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‘the basic For mul onverted to
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ltﬁgﬁ}es&ﬁﬁ\gﬁhﬁt&h%@ IdeGo 8L S tgﬂﬂ%(a‘ﬂg afld %&Ee&s@@é BicRaskity

um or potassium otas3|um
aaw@nhah@wksodnﬂﬁmubmqammonate annnnla and the like.
10 The conpound of fornmula | and its pharmaceutically
usabl e addition salts possess val uabl e i
phar reolosgicvalds pergayestissged grseorppes 7ifh thetesiugivendgieinafter.
found that the conmpoundegfdesdrigionr esent invention is
an adenosi ne receptor 1 gand and possesses a high

affinit 0 ds the enosi A2A receptor,
RARR S b I ol & A RO Y
txﬁﬁf};ﬂ:\ogh\/ﬁﬁ I-berzethiabl-gryl)-arhhle Tersthe Mﬁtﬂﬁbt @ns Fhaklated at human

ngre]%etR}/%fqﬁggg;Xrﬁan%)}(%}@ressea 18 blu% er oeryc(Wé/em ﬁsmcr the

netiibfdrest iy expeession ysaol Cdlsyeye laaqvmﬁdﬁ wesheRdwike by
c%%g %9&1 %?ﬁoﬁ%%rﬂ%d%%&%}gmﬁ%ﬁ -d | n&%gﬂ&f §he ﬁnal washed

Fna eXpresse anst er ovarﬁ %q
cremn@ramm@eftw sus:@ﬁﬂmn of BiselSP nyvly hiefengoptadaingr20 mM NaCl, 5

Sy:ak g1, GRkhs rﬁﬁrl\qv@@( Qbuﬂ@ﬂ)e“?hé L] S@Hb%%@ (Dionisotti et al.,

centrifugation, ai n washe

Iy B rrgR0l 1?%’ i hﬁM %aS%%Wrcﬁﬁée tl”étg 6-xggdl-plates in
Sths peadeet df g%gﬂﬂl@t&l@@% e thethbeie peottial M Rgs deDsz—lpSMjf—l-lysme

%éﬁ%@@@ﬂ 8 f&?%g%ﬁ %}F{Tﬁas Clgqng?volume)of %)é‘ oefrbu'@er Non-

specific binding was defined using xanthine amine congener (XAG; 2 pM). Compaunds

were tested at 10 concentrations from 10 pM - 0.3 nM. All assays were conducted i in
duplicate and repeated at least two times. Assay plates were incubated for 1 hour at room
temperature before centrifugation and then bound ligand determined using a Packard
Topcount scintifiation counter. ICs values were calculated using a non-linear curve
fitting program and Ki values calculated using the Cheng-Prussoff equation.



1997, Br J Pharmacol 121, 353; 1 nM binding assay was
carried out in 96-well-plates in the presence of
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y-1-lysine 25 SPA beads and 0.1 U adenosi ne
deam nase in a final volunme of" 200 | of buffer. Non-
speci fi.c binding was defined using xanthi ne am ne
cﬁé&g@&éﬁﬁ (XAC, 2 M. Conpounds were tested at 10
concentrations from10 M- 0.3 nM All assays were

co cted in pli. ate an Iea
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SEFHOPHBAT SHITEHGAERY SeSFR At ed AT PRk 8- for the
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XOTEIAET2E, PERREPR0OTPHTS3Rgther Jigdieyasessphdigsglgctvity of 4-

SO Vet i~ E’-%E&Bi‘)'x?l@c;i Far e & -Aeisholin-4-71-
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o - Yimpe b S oweidez Bttt st taadapE-beld sgpetiviy fo
g A%fe\fé t¥r S0k tﬁ%ﬁ%’%es&@&ept or conpared to Al, A2B

ceptors her studi es assessed the
sel ectivity of 4-
Kk asxyitpinmetrhyas pradeatedibneniviea fsability ef Geicgmpound to antagonize
(e TR0 i cdn¥baeRERe tRbRs eror?lsty Ch*afizd8 CHO cells

AL
Versus a variety o urotransmtter tran sporters, ion
Chppaeihg huand /8p Ze}cap:ot'saf(g@tesl to the G protein Gu16. 4-Hydroxy-4-methyl-

?@Wﬁ%@%}éﬁyﬁ@ nc?x%_f o aag (ff emr_elﬂ%zqnf? Imorp 51%)91—'}1 %egz%iﬂ%azol 2-yl}-amide

NRLRRRKIAN; dnddiaRERZAIREAERh 2 21T bf 8183 QHﬂE@IJSde] 6)ed1 Hiptgoxy-4-
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t methyhpipstidineekstagoxTH @Clé&flﬂwfbw -y pbglig syl benzothiarol-2-71)-

eyl ddahedohied Hedyi Mg stifRiabl Cht uefin UMD edlRepieekitthuman A;

ant agoni ze the NECA-stimulated (a non-specific
agtequisiseupled eptherG p;gnﬂnﬁql 6Ceiftra pIst Of n2CAG ckoned).7). Thus, in

eﬁB{§SSI : gslé%’a Aﬁﬁgg{y_e _e )ﬂs iSO cax%o&i)?l?c a%d (4~-methoxy-7-

pﬁ@qﬁhdlmn@r Ebﬁﬁbﬂﬁm[uaeﬂ)&dﬂﬂe EXhlblted >4000 fold selectivity for the human
met hoxy- 7- phoI [ - benzot hi azol - 2-yl ) -am de
MIBF‘TP&}Y Ynses with a pl C5o0 of 8.83

(H| Il sl ope O 6) 4- Hydroxy 4-

ngiﬂyd) %—Qﬂyﬂﬁfxwdé—ﬁﬁtﬂ}i;l—@@dﬁﬂmd l—amﬁemﬂlc acid (4—methoxy—7 -morpholin-4-yl-
net. nox
h@rg@*gﬁ%’) *}@%@mﬁéo I 2?1}1}%‘@0&% c%ar%laflg &%&?y Twacmlgg antagonist.

eKRMeSShREs oRNotioh @@k iSrEON0h @tﬂacﬁlfﬁriehma i@jections of 0.01
protein

pl,C50 of 5.22 e.0.7).
Tﬁ{gék qiﬁ&%@ #RA éerfqﬁﬁgﬂp_b EEFFPIQL gegﬁ}'ngt%ue dose T this coznpound

A dseX Yo Ahimet fiyde- cﬁft@@APECﬂﬁdlhceﬁal sydrheti@ctaiowing oral
(4- et hoxy-7- morp

b t -2-yl)Y-amd
BTG5 000 TBP HESh PE@W\?P%?S%?I&POIE el e o

completely antagonize this APEC-induced hypolocomaotion. This antagonism persisted
for a number of hours and had a functional haif-ife of about 8 hours in this model.

The pharmacckinetic parameters have been evaluated in both rats and dogs. In rats, after
intravenous dosing, the compound has a half-life of 4 hours, a clearance of 11 ml/min/kg,

a volume of distribution of 1.4 I/kg; the oral bioavailability after administration of 5
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ouhd to be a potent, long-acting, orally-active
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Medicaments containing a compound of formula I or a pharmaceutically
acceptable salt thereof and a therapeutically inert carrier are also an object of the present
invention, as is a process for their production, which comprises bringing one or more
compounds of formula I and/or pharmaceutically acceptable acid addition salts and, if
desired, one or more other therapeutically valuable substances into a galenical

administration form together with one or more therapeutically inert carriers.
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on the nature of the active 20 substance no carriers
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present invention are those, which include disorders
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trea preventjon of Parkinson's di sease, ADHD,
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can vary within wide limts and will, of course, have

t orpesadissbad- 1&1@1:110&‘/15 ﬂnﬁﬁtih\éhﬁmaﬁ Heﬁmﬁhraanbh-tyk) _¢anbamichcid phenyl

particul ar case. e of
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FFeter £52 b gEn RO B8 CRRPVET S S HIBhC 0 0L 3B
t Q8RB 800 MY R8N £AR¥d afclatiew spolipdroxy-4- methjfl—plperldme in

trichloromethane (3 mi) and tetrahydrofurane (3 mi) and the resulting mixture heated to

refhux for 1 B, The reaction mixtare is then cooled to ambient temperature and extracted

with saturated aquecus sodium carbonate (15 ml) and water (2 x 5 ml). Final drying with
_ magnesium sulphate and evaporation of the solvent and recrystallization from ethanol

afforded the title compound as white crystals (78 % yield), mp 236 °C. MS: mie=
407(M+IH").



of general fornula | or of the correspondi ng anount of

a pharmaceutically acceptable salt thereof. The daily
woRsaHg.rRYbe administered as single dose or ipyghpbeemss2e

doses and, in addition, the upggr limt can al so be

exceeded when this is found to be indicated. The

follow ng preparation and exanples illustrate the

i nvention but are not intenggﬂmwgﬂzzo limt its scope.
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1o TEELYSLAH L2okhonilr @oetirnay jaEfas dedshe Ll e

oun rysta yield), nmp 2
n1e— 407( MrH+) . WO 20 05/11 60 26 PCT/ EP20 0 5/ OO 5 3
29 13 Exanple 2 Example 3
(4- Met hoxy- 7- nor phol i n-4-yl - benzot hi azol - 2-yl ) - carbam

C4%@éxﬂo§h¢fﬂﬂérp%h§r4 A1LDbhzoBiZHERSN GG @F)

y-7-nor phol i n- 4-yl - benzot hi azol - 2- ylanlne

( ﬁl\/gﬁﬂ%«”éﬂ’l qgl%g{lrgllqa%)é ;ﬂﬁg@yﬁ ﬁuggn%té Eﬁange](nﬂ/ m cq]?oroform (130
Chl gr of ortrrgt etkg é‘r%rr?m%% nil%?ar{ml ?1]'90 rQre?luge@ﬂQ ltSI'h%urs After

ure | lent tenperature '
15 Af:érﬁcﬁva]loifthe Wﬁlaale dofapbnithts id 8&uonbk prod@st mddax;fs’raﬂnded fnen THE (2.8

react heated for 1 h to 45 C. Then
egﬁyr%ggégé?éﬁ%%%dhﬁp) and 2M HCL (125 ml) were added
and the organi c phase separated. After renoval of the

solvent and recrystallizatiBasglei tert. butyl - met hyl
et her and finaIIy fromethanol the title conmpound 1o

m?s %ﬁai d as It%ds%ﬁ§§ﬁg$o @6y|eld) rap 166-168
_ ST TR 5 k

4- thhoxy 7 nDrpholln 4-yl - benizot hi azol - 2-yl -am ne
( 1!BenzéR- SNH htedyos-Fatqppiadinnd4t-phenyhetiidyres (8.0 gy Hammol),
20 ( Es)us%egc’[ed n nmal)lol (E60th)o£r%ftPeg{n d(WIgl 6 ml sodium methanolate {(5.4M in
methanol) and the mixture stirred until a white precipitate forms. The mixtare is
concentrated in vacuo, the crystals are isolated by filtration and washed with methanol

and hexane (5.0 g 86 %). MS: m/e= 268 (M™).
Example 5
25 1-Benzoyl-3-(2-methoxy-5-morpholin-4-yl-phenyl)-thiourea

To a solution of 2-methoxy-5-morpholin-4-yl-phenylamine (4.6 g, 22 mamol) in acetone
(140 ml) is added a solution of benzoyl isothiccyanate (3.4 ml, 25 mmol) in acetone (80
ml) and the reaction mixture is stirred for further 30 min at ambient temperature. After

removal of the volatile components in vacuo, the product is isolated by flash
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m) are treated with bromne (960 |) and the m xture
refluxed for 18 hours. After 15 rempval of the
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Item Ingredients mg/tablet
5mg 25 mg 100 mg 500 mg
1.  Compound of formula I 5 25 100 500
2. Lactose Anhydrous DTG 125 - 105 30 150
3.  Sta-Rx 1500 & 6 6 30
4.  Microcrystalline Ceflulose 30 30 30 150
5.  Magnesium Stearate - 1 1 1 1

Total 167 167 167 831



15 stirred at 80 C for 96 hours. The m xture is then
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f or rrulvm ttefns 252, BOGAHOM d2ratidalt vdte: PAntfiedrvads. DTG 125
I\/Ig 1&0 3. St%-g%woo 6 6 6 30 25 4.

Tro CAHE | ose 30 30 30 150 5. Magnesi um
Sgear amtﬂc dradulds thifoigh sultehle H6linEEdrR3dentMO 2005/ 116026
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2 Dry the’ granules at 50C. 3. Pass the granules
t hrough suitable m i ngCepumigfeniuatiomd. Add item5
and m x for three m nutes; conpress on a suitable

press sul e Fornul ation Item.l edi ents

ng%@@aé%gé%g%ﬁg 25 ng 100my soo%'g?—gsqi"conpound of
formula I 5 25 100 500 10 2. Hyodhgous Lzcingse WBOMY23 500 mg
148 --- 3. Corn Starch 25 35 40 70 4. Talc 10 15 10

2 5~ Ma afate 1 2 5 Tot 200 2 300
go %W@%’Hﬂfﬁgmf Uﬁ fProcedur% 1. M ;a(iﬁl tens ?802 and’
32in a{yﬁmﬁsabl:t@sem xer for 301A¥nutes.122. Addlétens 4 ---

agd SC% S{Qrél for 3 m nutes. o5 a5 40 70
4, Talc 10 15 10 25
5. Magnesium Stearate 1 2 2 5

Total 200 200 300 600

Manufacturing Procedure

1. - Mixitems 1, 2 and 3 in a suitable mixer for 30 mmutes.
2. Additems 4 and 5 and mix for 3 minutes.

3. Fillinto a suitable capsule.



3. Fill into a suitable capsule. WD 2005/116026

2 e/ 005329 -16 Clains 1. The conpound : AT
R R M = S i O e e oon whi &R TEP2MSH05529
4- hydr oxy- - 4- met hyl - pi peri di ne- 3-%€ar boxyl i ¢ acid

(4- met hoxy-7-nor pholin-4- } 5 .

yl - benzot hi azol - 2-yl ) -am de; aﬁEEE@arnaceutically

accept abl e add addition salts thereof. 2. A

medi cament contai ning the conmpound as clained in claim

1 and pharheestbdadA dffoRe@ept abl e excipients. -3.A

medi canent. according to claim?2 for the treatnent or
prevention of diseases €lated to adenosine

receptors. io 4. A nmedic@nent according to claim3 for
the treatnent or preveptms ¢ seases related to

t he adenosi.ne Au, recep $ A negic accordi ng
ent S or ent of
i nson' € di s e, iwntington's

toclaim4 for the trea
Al zhei mer' s di sease, Par
di sease, neuroprotecti ¢n, ) schi zophrenia, anxiety,
pain, respiration defi&jts) depression, ADHD
(attention deficit 15 hyPer-activity disorder), drug
addi ction to anphetam nes, cocai ne, opioids, ethanol,
e 'glsc 'tl',?s? @h%g?%%@-ﬂgg%gm 'ori,d];%b—t h agc;ﬁa;draefltmgzhoxy—T-morpholin—ii*
o s@ltetizethi S0l-2 4t Lamlep sl BplaerabsifRallyodcobnble s6idaddition salts thereof.
. muscl e relaxants, antipsychotics, antiepileptics,
anti convul sants and cardi oprotective agents. - - 6. A

nmedi ca t accordj ng,t.o.clains 5 for the treat;qent or
b event dompegicansst deiifine she Sompautle Timebt HhRe 1l
depharitachtpelly axtptableyxdpotsder ), depressi ve

di sorders and drug addiction. 7. A process for

- pre paré']@m%d‘fcgﬁ}aﬂy:ﬂgmoégrnpé %; wgﬂhﬁz for @fe HEdehRffod ﬁre‘&&ﬂﬁﬂ of diseases

1, which “processes co
related to adenosine receptors.

~10 ~° - 4.A medicament according to claim 3 for the treatment or prevention of diseases

related to the adenosine Ay receptor.

- 5,-A medicament according to claim 4 for the treatment or prevention of
Alzheimer’s disease, Parkinson’s disease, Huntington’s disease, neuroprotection,
: ) - - schizophrenia, anxiety, pain, respiration deficits, depression, ADHD (attention deficit
15 -hyper-activity disorder), drug addiction to amphetamines, cocaine, opioids, ethanol,
~ nicotine, cannabinoids, or for the treatment of asthma, allergic responses, hypoxia,
--ischemia, seizure, substance abuse, or for use as muscle relaxants, antipsychoﬁcs,‘
antiepileptics, anticonvulsants and cardioprotective agents.

- L6 A-medicament according to claims 5 for the treatment or prevention of
20 Parkinson’s disease, ADHD (attention deficit hyper-activity disorder), depressive
disorders and drug addiction.

- 7.A process for preparing a compound of formula I as defined in claim 1, which

processes comprise

a) reacting the compound of formula



a) reacting the conpound of formula WD 2003/116026

WOBhEPRGETF/ 005329 -17 OCH3 N ~ --NHZ S (0) IHerMbahdt 03329
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b) reacting a compound of formula
OCH,
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S

with the compound of formula
Me
.’V’

toa compound of formula



-di sease, Huntington's d

;iy—el\k_(]ﬂ OM Co) | wherein L is a leaving group
RO%R41¢M3f ogen, -0-phenyl, -O-nitro-phenyl or PCI/EP2005/005329
-Olower alcyl, and if desired, cmnverting the

conpounds obtai ned into pharmaceutically acceptable -

add addition salts. 8. The@CHgnpound according to claim

1, whenever prepared by g¢ess as claimed in claim

7 or by an equival ent ng AN ﬁThe of the

conpound according to cliapA for)t_lpﬁgﬂ“écture of
correspondi ng nedi canments!for thetr iMe or

prevention of Al zhei nmer’ N i sease, Parkinson's

‘:Sse se, neuroprotection,

schi zophrenia, anxiety, pain, respiration fi cits,
depression, ADHD. (attention deficit hyper-activity

di soyder), .drug. addiction to anphetam nes, cocai ne,

pi B’L‘E‘%}J Telsidemsing #pep sedeas helogeaniOrphesyl, -6)-nitoo-phbsyl or -O-lower
tredkylpsid of asthma, allergic responses, hypoxia, |

I schem g, sei zure, substance abuse, or for use-as

muscl e l? é?sgfﬁ*ﬁogﬁferalﬁgutb@,mp@m, obtait ¢cbinitd phtinefeutically acceptable
antacEbsidtisaales and cardi oprotective agents. 10. The

use of the conmpound according to claim9 for the

manuf acture of correspondi ng nmedi canents for the

t r eat mantrhef blhA S0 ; - of--t he . _
co nd acgg?%i ng to glgjg\%r%§9 iorl’ﬁ%nenan%#égg’fegrbg “gprocess asdaimed
co g‘?ﬁ%ﬁ&? §apeamTasetmsthods the treatnent of ADHD -

(at t_ent i on deficit hyper - aCt|V|ty di sor der) .12 Th@ e

use of gty r.ding. t |aim9 for the .
oo 01 e SOPPAUI SR Lk S 0 L Brer
t r EHTHRPRAIBE MI thetreafimentiseprefertion GfoilEsHRe:’s disease,

- acRakilisogs Hi2 : ’%}@ag%ﬁﬁ tyre. of . . i X
© corres onéﬁe&&qgﬁ%%g?ss or %Hf?ﬁléog?‘%@ﬁ‘t schizogbgpia, anxiety, pain,
AGPCTTDR 485 Rresom D HI: pttantin deffiinger-actHaniborder), drag

- niaekdidtion taathphsRBaRky)0b&sne, opioids, ethanol, nicotine, cannabinoids, or for the

- Treatment of asthma, allergic responses, bhypoxia, ischemia, seizure, substance abuse, or
for use as musdle relaxants, antipsychotics, antiepileptics, anticonvulsants and

~ cardioprotective agents.

10. The use of the compound according to claim 9 for the manufacture of

corresponding medicaments for the treatment of Parkinson’s disease

11. The use of the compound according to claim 9 for the manufacture of

corresponding medicaments for the treatment of ADHD (attention deficit hyper-activity
disorder).

- 12. The use of the compound according to claim 9 for the manufacture of
corresponding medicaments for the treatment of depression.

13. The use of the compound according to claim 9 for the manufacture of
corresponding medicaments for the treatment of drug addiction to amphetamines

cocame, opioids, ethanol, nicotine and cannabinoids,



