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It has surprisingly been found that the compounds of general formula I are
adenosine receptor ligands. Specifically, the compounds of the present invention have a

good affinity to the Aja-receptor and a high selectivity to the A;- and Aj receptors.

Adenosine modulates a wide range of physiological functions by interacting with
specific cell surface receptors. 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 (ADP),

adenosine monophosphate (AMP) and cyclic adenosine monophosphate (cAMP); to the

biochemical methylating agent S-adenosyl-L-methione (SAM); and structurally to the
coenzymes NAD, FAD and coenzym 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 receptores for adenosine have been classified as A, Aza, Azg and A; receptors,

belonging to the family of G protein-coupled receptors. Activation of adenosine receptors
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receptors couple to G proteins and acti vate adenyl ate
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preventing damage during traumas such as hypoxia, ischaemia, hypotension and seizure

activity.

ors couple

Furthermore, it is known that the binding of the adenosine receptor agonist to mast
cells expressing the rat As receptor resulted in increased inositol triphosphate and
intracellular calcium concentrations, which potentiated antigen induced secretion of
inflammatory mediators. Therefore, the A; receptor plays a role in mediating asthmatic

attacks and other allergic responses.

Adenosine is a neuromodulator, able to modulate many aspects of physiological
brain function. Endogenous adenosine, a central link between energy metabolism and
neuronal activity, varies according to behavioural state 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
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central l|ink between energy netabolism and neuronal
activity, varies according to béhavioural state and
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adrenergic function may have implications for a variety of disorders such as coronary
artery disease and heart failure. A;, antagonists may be of therapeutic benefit in situations
in which an enhanced antiadrenergic response is desirable, such as during acute
myocardial ischemia. Selective antagonists at A,, receptors may also enhance the

effectiveness of adenosine in terminating supraventricula arrhytmias.

Adenosine modulates many aspects of renal function, including renin release,
glomerular filtration rate and renal blood flow. Compounds which antagonise the renal

affects of adenosine have potential as renal protective agents. Furthermore, adenosine A,
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20 1p%g\9e)nti8rr1 of illnesses based on the modulation of the adenosine system, such as
Alzheimer’s disease, Parkinson’s disease, Huntington’s disease, neuroprotection,
schizophrenia, anxiety, pain, respiration deficits, depression, drug addiction, such as
amphetamine, cocaine, opioids, ethanol, nicotine, cannabinoids, or for the treatment of
asthma, allergic responses, hypoxia, ischaemia, seizure and substance abuse. Furthermore,
25 compounds of the present invention may be useful as sedatives, muscle relaxants,
antipsychotics, antiepileptics, anticonvulsants and cardiaprotective agents for disorders
such as coronary artery disease and heart failure. The most preferred indications in
accordance with the present invention are those, which base on the A4 receptor
antagonistic activity and which include disorders of the central nervous system, for
30 example the treatment or prevention of Alzheimer’s disease, certain 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 group 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 alkyl

35 groups are groups with 1 - 4 carbon atoms.
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(rac)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-2-(7-oxa-bicyclo[2.2.1 ] hept-
1-yl)-propionamide.

The present compounds of formula I and their pharmaceutically acceptable salts
can be prepared by methods known in the art, for example, by processes described below,

which process comprises

reacting a compound of formula



Preferred conmpounds of the present application are

conpounds of fornmula I, wherein RL is substituted
weywbogemt yl and X is -CH -, for exanple (c  PCT/EP2005/007591
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O R

5 I
wherein R' and X have the significances given above,
and
if desired, converting the compounds obtained into pharmaceutically acceptable
acid addition salts.
10 In Examples 1 — 7 the preparation of compounds 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

15 The intermediate 7-(morpholin-4-yl)-4-methoxy-benzothiazol-2-ylamine may be
prepared according to methods disclosed in WO01/97786. The preparation of
compounds of formula (I) using the intermediate of formula (II) is also described in
WO01/97786.

For example a compound of formula I may be prepared as follows:
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Exanples 1- 7 the preparation of conpounds of formula

is described in nore detail. The starting materials

I

are known ¢ unds or be pre di t -
L8 ROBSURR AR DTN Pk PG a0 SRRk mgmide n
f dichlok@méethTheis add el oxail etileride and the resulting solution is stirred for about

7 hol i n-4-yl) - 4- - ' i pe:
m&é/ﬁr%{e epmﬁlé:}ﬁp tef‘i}ﬁ)\é}a)cur%. ‘gﬁ%gg%%or%gﬁ%ggé %Iﬁgﬂélle %o% 81?%&?1:1 vacuo, the

ared accor ose

P

WGBiHLe 7s78ken tfhia tplueparrat dgoim eyhperaied deAusesst Thopbaingd acid

j i i iof |
S A ol AT b8ty s

fUﬁhuIall may be prepared as follows: To a sol ution of
abﬁétﬁ?ltdlitsblb@ypdtﬁﬂn@ ah& angéahbety-z-nestpHoland-yl-benzothiazol-2-ylamine

N hy.
oQ@i%ﬁgghFﬁpg
f cimpadbatute akfl teastd eittbsaentatetleqpeasediem Wfdregen carbonate, extracted
CYAP gﬁ@é !Sglgl«}rg 'oer% Wu%r\épérgﬁ%% SiGPAPLAGHLIs tHe JRGUP corhg&%nod of

i de, i n_dichl hane. | s
e TR T hal vt PP Bb R b B g o room

esiaue 1s n toluene and agal n evaporate

dfgrmedsl. The obt ai ned acid chloride of formula (I11)
is then dissolved in dichloronmethane and subsequently

t r eadoR@ioWiah phiritdtidin-dfithS@piguyids am ne and
4- met hoxy- 7- nor phol 1 n- 4-yl - benzot hi azol - 2-yl am ne

). Aft tiLri f bout h [ . .
i Goh o BB 0 SRR R B g o

abel effeceat, fdlevitddnbp atysuithleld sepgrasion o1 pudiicatidnpipersre such as, for
C t r .1 j .

p?}é%gél@, fﬁtrat‘?&é‘?i .@&{1&%&6‘_’%&1%%%&?1 n, ERaH 3hiRRatByraphy, thm—laye.r |
okhrognategraphy, thidolaier GrompQSIHRRY-MreRaratds loy of Righ-pressure liquid

c Qwslgfaﬁ%%m dopibiadt o fithdst paRickire®Spedific tlaspaiondsf suitable
and i nt er nedi

t d i bed ' Ny
desarahon ag B CORTOGEME S8BT ALY BHBeBaAT frdep dpions and
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could, of course, also be used.

Salts of compounds of formula I

The compounds of formula I may be basic, for example in cases where the residue R
contains a basic group such as an aliphatic or aromatic amine moiety. In such cases the

compounds of formula I may be converted to a corresponding acid addition salt.

The conversion 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 suchas 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-toluenesulfonic acid, salicylic acid and the
like. Typically, the free base is dissolved in an inert organic solvent such as diethyl ether,
ethyl acetate, chloroform, ethanol or methanol and the like, and the acid added in a
similar solvent. The temperature is maintained between 0 °C and 50 °C. The resulting salt

precipitates spontaneously or may be brought out of solution with a less polar solvent.
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The pKi value of compounds of the present application are in the range of 7.7 to

8.5. The preferred compounds show a pKi > 8.0.
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The pharmaceutical preparations can, moreover, contain preservatives, solubilizers,

S
g

stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

20 other therapeutically valuable substances.

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

25  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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5. Magnesium Stearate 1 1 1 1
Total 167 167 167 831

Manufacturing Procedure

1 Mix items 1, 2, 3 and 4 and granulate with purified water.
2 Dry the granules at 50°C.

3. Pass the granules through suitable milling equipment.

4

Add item 5 and mix for three minutes; compress on a suitable press.
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oral adm nistration the dosage f or adul ts can vary
fromabout 0.01 ng to about 1004 ng per day of a

conpound of general for 2 I1 Ofla”}le correspondi ng
anount of a pharnaceuti cg—g%g%&ﬁa%q—e salt thereof.

The daily dosage may be adm ni stered as single dose or
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3 andﬂlcand granul ate with purl'bfi ed wafer. 2. byy the 25

granul es at 500C. 3. Pass the granul es through
Sibi. t atVMegnebiliii Stearetgui pent . 4. 1Add ited 5 and nmdx for 5

t hree utes; conpress on a g itable ess ul e
Forrrulggtalﬁon Item | ngredients rTg/ capsu @rS wgcggérrg 10800

mg 500 1. Conpound of formula I 5 25 100 500 2.

ct e 123 148 . 3. Corn Starch 25 35
40 70 4. Talc 10 15 10 25 5. Magnesium Stearate 1 2 2
5. Mix items 1, 2 and 3 in a suitable mixer for 30 minutes.
2. Add items 4 and 5 and mix for 3 minutes.

3. Fill into a suitable capsule.

The following preparation and examples illustrate the invention but are not intended to

limit its scope.
Example 1

(cis)-2-(3-Acetoxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-

acetamide

To a solution of (rac)-(cis)-3-(acetyloxy)-cyclopentaneacetic acid (770 mg, 4.1 mmol)
and N,N-dimethylformamide (0.01 ml, 0.13 mmol) in dichloromethane (10 ml) were
added oxalyl chloride (1.4 ml, 17 mmol) and the resulting solution stirred for 18 h at
ambient temperature. After evaporation of the volatile components in vacuo, the residue
was taken up in toluene (10 ml) and again evaporated to dryness. The obtained acid
chloride was then dissolved in dichloromethane (20 ml) and subsequently treated with N-
ethyl-diisopropyl amine (2.5 ml, 15 mmol) and 4-methoxy-7-morpholin-4-yl-
benzothiazol-2-ylamine (960 mg, 3.6 mmol). After stirring for 2 h at ambient
temperature and another hour at 50°C, the mixture was cooled to room temperature and
treated with saturated aqueous sodium hydrogen carbonate (15 ml) and extracted twice
with dichloromethane (20 ml each). After drying over magnesium sulphate and
evaporatuion of the solvents, flash chromatography (silica, eluent dichloromethane/ethyl
acetate 85:15) afforded (rac)-(cis)-2-(3-acetoxy-cyclopentyl)-N-(4-methoxy-7-
morpholin-4-yl-benzothiazol-2-yl)-acetamide as off-white solid. Separation b);; '
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t he conpounds of exanples 2 to 7 were

(cis)-2-(3-Acetoxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-
acetamide (first eluting isomer, 64 mg, 0.15 mmol), potassium carbonate (82 mg, 0.59

20 mmol) and sodium methoxide (5.4M in methanol, 1.37 ul, 0.0074 mmol) are stirred
together in methanol (6 ml) for 4 h at ambient temperature. Evaporation of the solvent,
dissolution in methylene chloride and extraction with saturated sodium carbonate
afforded, after drying and evaporation of the methylene chloride, a crude material. After
crystallization from diethyl ether, the title compound was obtained as light yellow crystals

25 (91% yield). MS: m/e= 392(M+H"), mp 168-171°C, asgo= -4.87 (CH,Cl,, c= 1.1%).

Example 4

(+)-(cis)-2-(3-Hydroxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-

yl)-acetamide

(cis)-2-(3-Acetoxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-y1)-
30 acetamide (later eluting isomer, 64 mg, 0.15 mmol), potassium carbonate (82 mg, 0.59
mmol) and sodium methoxide (5.4M in methanol, 1.37 ul, 0.0074 mmol) are stirred

together in methanol (6 ml) for 4 h at ambient temperature. Evaporation of the solvent,
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1. hebhandir Q04 BEA tbr @55 25MUL 1§ & xy-cyclohexyl)-N-(4-methoxy-7-

morpholin-4-yl-benzothiazol-2-yl)-acetamide and obtained as light yellow crystals (51%
20  yield). MS: m/e= 406(M+H"), mp 190-192°C.

Example 7

(rac)-N-(4-Methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-2-(7-oxa-bicyclo[2.2.1] hept-

1-yl)-propionamide

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-ylamine and 2-(7-oxa-
25 bicyclo[2.2.1]hept-1-yl)-propionyl chloride, the title compound was obtained as white
solid (67% yield). MS: m/e= 418(M+H"), mp 195-197°C.

Example 8 (intermediate)
(rac)-2-(7-Oxa-bicyclo[2.2.1]hept-1-yl)-propionic acid

The title compound was prepared by standard Wittig-Horner reaction from 4-hydroxy-
30 cyclohexanone, 2-(diethoxy-phosphoryl)-propionic acid ethyl ester and sodium hydride
(J. Boutagy, R. Thomas, Chem. Rev. 1974, 74, 87-99) and subsequent saponification with
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4- met hoxy- 7- nmor phol i n- 4 yI benzot hi azol - 2-yl am ne and
5 (as)-acetic acid 4- chlorocarbonyl nmet hyl - cycl ohexyl

ester, the title conpound was synthesized in exact the

same manner as

(ris)-2-(3-acetoxy-cycl opentyl)-N-(4-nmethoxy-7-norpho

i n-4-yl benzot hi azol - 2-yl)-acetam de and obtai ned as

light yellow crystals (33%yield). Ms: nle= 406( MtH

+), nmp 212-216C. Exanple 6

(tra"s)-2-(4-Hydroxy-cycl ohexyl)-N (4-net hoxy- 7- nor pho

l'i n-4-yl -benzot hi azol -2-yl)- acetam de Using

4- met hoxy- 7- nor phol i n-4-yl - benzot hi azol - 2-yl am ne and

(trans) -acetic acid 4-

chl orocar bonyl net hyl - cycl ohexyl ester, the title

conmpound was synt hesized in exact the sane manner as

descri bed for

(ris)-2-(4-Hydroxy-cycl ohexyl)-N(4-nmethoxy-7-

nmor phol i n-4-yl - benzot hi azol - 2-yl ) - acet am de and

obtained as light yellow crystals (51%yield). M

m e= 406(MtH +), np 190-1920C. Exanple 7

(rac)- N (4- Met hoxy- 7- nmor phol i n- 4-yl - benzot hi azol - 2-yl)

-2-(7-oxa-bicyclo [2.2.1 Jhept- 1-yl)-propi onam de

Usi ng

4- met hoxy- 7- nor phol i n-4-yl - benzot hi azol - 2-yl am ne and

2- (7-oxabi cyclo[ 2.2.1] hept-1-yl)-propionyl chloride,

the title conpound was obtained as white solid (67%

yield). Ms: me= 418(M+H +), np 195-197C. Exanple 8

(i nternediate)



(rac)-2-(7-Oxa-bicyclo [2.2. |]hept-1-yl)-propionic

acid The title conpound was prepared by standard
wOobbd/aogedolor ner reaction from 4-hydroxycycl ohexammpe05/007591

2- (di et hoxy- phosphoryl) -propiompsc acid ethyl ester

and sodi um hydride (J. Boutagy, R Thomas, Chem Rev.

1974, 74, 87-99) and subsequeghimgaponi fi cation

wi t hpot assi um hydroxi de in ethanol. After

recrystallization fromn-heptane, the title conpound

was ' [ | d.4. El-M5: nle= 170( Mt),
H h@%ﬁg@%&%@@%@% 1.3 (d, /=8 Hz, 3H M),
1.7 (m 8H CH2), 3.0 (q, J=SHz, IH CH M), 4.6 (t,
/=4.5 Hz, IH CHO, 7.2 @s IH COOH), nmp 61-62C, bp
1200C (0. 008 nbar). d ai ns AL, ounds of the genera
formula wherein RL is cy al Rybn substituted by OR or
is 2-(7-oxa-bicyclo[2.2. eps- | -yx-ethyl; Ris
hydr ogen, | ower al kyl or O-loger RIkyl; Xis -CHR -
; and R is hydrogen or IE%E] al kyl ; and
phar maceutical |y accept akl e/ aci d addition sal ts,
optically pure enanti omer &s, racenmt es lor
di astereoneri c m xtures thereof. 2. Conpounds of
f otherdim | according to claim1, wherein Rl is
substituted cyclopentyl and X is -CH 2-. 3. Conpounds
5 222&{38%‘@3'&6&11!%@%&@{1&&%)1 @R%&@ﬂﬂox%ﬁl}&b[@ 2tnﬁept 1-yl)-ethyl;

' R) - 2iyIydsegsnoeyerglsylop & OYlgwenallylimet hoxy- 7- mor phol i n

yl i h ol -2-yl)- acetam de,

(éﬁs Fp??%ﬁacg?%xy cycl opentyl) - N- (4- net hoxy- 7- nor pho

i & 4- yd hydeegeotanilewaslalkyly| ) - acet ami de,

( )-(ds)-2-(3-hydroxy-cycl opentyl)-N(4-nmethoxy-7-norp

I

( %1&1 ?hé‘rnﬂce@t?&ﬂﬁﬁ%’egégle g)@/l((:i aggl)élr?tnggl% @1&ﬁ¥r§ﬁreoe)?;r_1t1c_>rﬁgrres,
10 pﬁ%ﬂemﬁtwﬂyﬂla@@rﬁp@twca@mw@t sievf acet ani de. 4.

Compounds of fornula | according to claim1, wherein R

IS substltuted
2. Compounds of formula I according to claim 1, wherein R' is substituted

cyclopentyl and X is —-CH,-.

3. Compounds of formula I according to claim 2, wherein the compounds are

(cis)-2-(3-acetoxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-

15 acetamide,
(cis)-2-(3-acetoxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-
acetamide,
(-)-(cis)-2-(3-hydroxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-
yl)-acetamide or

20 (+)-(cis)-2-(3-hydroxy-cyclopentyl)-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-
yl)-acetamide.

4. Compounds of formula I according to claim 1, wherein R' is substituted

cyclohexyl and X is ~-CH,-.

5. Compounds of formula I according to claim 4, wherein the compounds are



cycl ohexyl and X is -CH - . 5. Conmpounds of fornula I
according to claim4, wherein the conpounds

WO0a0m(008@) - 2- (4- hydr oxy-cycl ohexyl ) - N- (4- met horgT/EPRASPT591
ol i n-4-yl - benzot hi azol - 2-yl) - ace am de or
(tra"s)-2-(4- hydroxy cycl ohexyl ) N (4- met hoxy- 7- mor pho

I szé—%]sl}-@l?@lzo%g—qg&g l?“[‘}ll(ll 1 mq‘?ﬁ‘ orPh(ﬁln-%rmgnzoghlazol 2-yD)-

2- @vetgmidsiarycl o] 2. 2. 1]hept-|-y|) ethyl. 7. Conpounds
2‘; n%tglﬁ%t?4jhyéﬁﬁ9 T f By 18- I@l(g'n[f@tﬁexy)“&'%cﬁbﬂoﬁrhg -yl-benzothiazol-2-y1)-
(réE?ﬂgﬁ%M met hoxy- 7- nor phol i n- 4-yl - benzot hi azol - 2-yl)
-2-(7-oxa-bicyclo [2.2.1 jheptl- yl)-propionam de. 8.
5A pr oc@sCoimpoupdsaffdsrinigda Bacordigicklaim fahediaRr! isas (7-oxa-
defi ne I ; Ny j ch process conprises reacting a .
co%b d%gi?#ﬁFg ndb &f h a compound of formula CI\ O
Rl mto a conmpound of forrmula wherein RL and X have
t he si gntpinpanedsfdonmura hirsorlingedildimde svheriy the compound is
converting the conpounds obtained into
DthdZ}iNiM et dxy- Ame iRl £ 1@%%&%%1-2% @@7 toﬁa bRyclb{2.2.1]hept-

und accorﬂlng to any one of clains’1
bBF“B?%ﬁQ'%d by a process as cl ai ned |n cla|n110
r ui valent nethod. 10.
Cont ai dAPTIRES bk Prsspeng g rovsaniad aboenafiea definekiy clira 1, which
of pedabs@niprises 7 and pharnaceutically acceptable
excipients. 11. A nedicanent according to claim10 for
t he treg}EF %nglou Jg¥o s di sease, Parkinson's
di sease i I'ng PO sease neur opr ot ecti on
schi zophreni a, anxiety, pain, _
0

N
\>_NH2
s
)
0O 11

with a compound of formula
Cl

1
15 0 R

to a compound of formula

wherein R' and X have the significances given above,

and



respiration deficits, depression, ADHD, drug
addi cti on, such as anphetam ne, cocai ne, opi oids,

woetdsansi) ni coti ne, cannabi noids, or for the pPcEEPIONITSIN

10

15

20

25

of asthma, allergic responses, -hypoxi a, ischaem a,

sei zure and substance abuse, or for use as sedati ves,

nmuscl éf desirak aotwrtimnthe psyppbatdsabtainat inepphaplatasically acceptable
ant.i.c vulsa ts and cardi aprotective agents for
c&f@nglu%ﬁ?ery di sease and heart failure. 12. The use

of a conpound in any one of clains 1 to 7 for the

{reat o\ o php dlinaGaxing b any Bt RS 130 SAURAYR prébared by a

any one o e manufacture o

c Preeesprsitiiimgd HedrisnHbenty amcﬂqutmksnt methodent of

Al zhei nmer' s di sease, Parkinson's disease, Huntington's

di sease, A lﬁ&'dﬂic@ﬁfeﬁt &Q‘Itzhﬁi’ﬂlg 086 bt ZEROEENPSund3aK tlginyed in any one of

pa on defic ressi.on, ADHD, drug

P e 537 oh G bhO Tty SeftaRe B3RS, “ont ot e

et hanol , nicotine, cannabi noids, or for the treatnent

of astlhrm,meaﬂidaeregt asccosbyptosbim IyfpottiedreatraotiabAlzheimer’s disease,

SQ,Alh st ?ltu‘ﬁﬂﬁ?toﬁg lﬂ?s@ase %eu@@ﬁro%ﬁoﬁﬁcﬁ%&ﬁ{rkﬁﬁ Sinxiety, pain,

musc axants ‘%ﬁ{ tics, antiepileptic
an@ﬁper@ﬁmrigﬁmssdeaﬁw@ar Hp» Srugaddicsionggich @s argphétamine, cocaine,

C QpRAas, ¥R hitofhs %@rﬁﬁbﬁﬁﬂish&aﬂ& t}fea:kéatkh@mt of4sthifagallergic

i nvention as_herei nbefore des ¢l
responses, hypoxia, isc aemla, seizure an substance abuse, or for use as sedatives,
muscle relaxants, antipsychotics, antiepileptics, anticonvulsants and cardiaprotective

agents for coronary artery disease and heart failure.
12. The use of a compound in any one of claims 1 to 7 for the treatment of diseases.

13. The use of a compound in any one of claims 1 to 9 for the manufacture of
corresponding medicaments for the treatment of Alzheimer’s disease, Parkinson’s disease,
Huntington’s disease, neuroprotection, schizophrenia, anxiety, pain, respiration deficits,
depression, ADHD, drug dddiction, such as amphetamine, cocaine, opioids, ethanol,
nicotine, cannabinoids, or for the treatment of asthma, allergic responses, hypoxia,
ischaemia, seizure and substance abuse, or for use as sedatives, muscle relaxants,
antipsychotics, antiepileptics, anticonvulsants and cardiaprotective agents for coronary

artery disease and heart failure.

14. The invention as hereinbefore described.
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