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Title: TH AZOLOPYRI DI NE DERI VATI VES AS ADENGCSI NE
RECEPTOR LI GANDS [err] Abstract: The present
invention relates to conpounds of the general formula
(12) INTERNSTIONAL RPRACATIONS PURMSHEDIUNDER THE PATHNG IQPIOPERATION TREATY (PCT)
t et rahydropyran-4-yl; R[err] is -(CHerr])[err] aryl,
s Wil Thidh@ehalOPropdysSt i t ut QY one or nore
subst i torgmiiation sel ect ed fAEEPA Sk
D o o Koy | (O milmiwnﬁmmmminﬁ|H||ﬂ|ﬁ’||||ﬁl|ﬁ|||||||||||||||||||||||||||||||||
NR R', -0 (CHerr])[err]-N&gofer alkyl, or
«8)Qhleaiatidnal BblidatibeDSE OCcyCl yl , or i s (loginteredtiodadl Publication Number
uBs Mrath 2005681.a8.2008pst i t ut BC'By one oW @r2005/028484 Al

(51) 1t @NBEnaBatéMtiCiasshiRUBH: al oo ¥13/04( Clel)Ebekikrlarl EthteNBUdR otherwise indicated, for every
A61KGIHh®B,3])3ker r] - het erocycl yl ,  wWhi el of isricappibo@inad dyiable): AE, AG, AL, AM,
substituted by hydroxy or |ower #lK&k¥ BAGIB, B&BR,BW, BY,BZ, CA,CH,CN,

1) Intdriakipoar Agphid@in Numbet er ocycl yl, op t‘.ﬂ%ﬁ%:lq %5 P PK; PN EC, EE, EG, ES, FT,

by one or nore subDSTEPWEVHSTSe] ?ﬁgzetg])é%\y % %é ILLI’JIT’VI?\&/JXRI\%’
consi sting of (CH[err])[err] A NL NO, NZ, OM, PG,
(22) @rjagemal FikirglBate: or | ower al kyl , or pSpL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
- (CH err]) [ et'rprede P‘B‘éﬂk‘}f’izoo“br i BN, 1R, (CE.@nr]Q, Ps, UZOC, VN, YU, ZA, 7M.,
-lower alkyl, or is NRR', or is #enzo[1, 3]di oxol e,
(25) Fifinghapgigee: | - oxo- 2, 8- di aza-"eglt o{sg 5] decane,
2- oxa- 5- azabi cycl 0 [ 2. 2. 1 he neesigpjated States (unless otherwise indicated, for every
(26) P 'I‘bl‘ﬁ‘i‘%{‘ Igrey3ss: spi r of 4. 5] de@éﬁ’éh R %ﬁ";féfj% W@%ﬁ@f&%ﬁ?% 57 1 e
(30) ma(taach ot her | ower al kyI ian (AM,A MRY, MD, RU, T1, T™),
1’; or 1g3§eptem 5}) (3(4 o ﬁ I%lpal I yEu&yAalsmtBEtBeﬂabxcy CZ, DE, DK, EE, ES, FI,
and to praGBaR Ut IEgAILIWWC, NL, PL, PT, RO, SE, SI,
(71) A 91canp %zra dglgaalged gtatadq:épit: t S 1 ey B AT HESE, @ ¢, CM, GA, GN, GQ.
iﬁgmgsgpt r ol SOMpMBRNENTY: i 16t
114! émm@&l (I@a;se e nodul atl on of t he adenosi ne
system such as AI zhel ner's % Par ki nson’

irlternational search report

(72) Iﬂdénﬁ)eaﬁ(e, Hunt i ngt on's di sease, —nel;éfmg Weg,tpggt}-a)z he_time limit for amending the
(75) Irﬁﬁllrwmmkwle(m a5 ongANOBLROSPRIgEY, ' €Sqiiksahd BIbe MALIiGA iB the event of receipt of
DabeoliGBS ElJ; gytie Salighy g CRAUP Rbgindahien suc hurasimanphet am ne,
(@bcai ne, opioids, ethanol, nicotine, cannabinoids, or
ag ai nst ast hna a| | er g| cC res poﬁg@zs lettehya.desplgl)g[haabbrevzatlons refer to the "Guid-

& Asegthg’e(? REn Retingi 7 iepgschrsu b¥t affedvoiin e Tk g earing at the begin-
“ohpol ﬁé%?of the present | nven?’”go”ﬁmf]?ﬁ?’”lﬁ)’émﬁ r?lfCTg%e”‘e

sedatives, muscle relaxants, antipsychotics,
antiepil eptics, anticonvul sants and cardi aprotective

(54) Titn AHIAEQEQP YRBINHIPERIVATIYES ADSPENISBERECEIOR higAtBS | ons i n
accordance with the present invention are those which

| ude di sorders of the Dahire] Tlnemsvr@msent@ystaem cofnpqunds of the general

xahpl e the treatmnment or lé'éh”t*iefé‘ﬁR m%H’hQIWéthE*PHYéOT tetrahydropyran-4-yl;

: : y stlt ub W more substituents,
semse, jcertain dgpr GSEI lect ,from ér éI(ifu cons1st1n f§ gen lower alkoxy, lower alkyl,

! neur 0\91'—0 ection an P?r 0 §—§ -1 (éﬁ)n heterocyclyl, or is het-
N S %R ) eroaryl, unsubstltuted or substltuted by one or more substituents, selected
from the group consisting of lower alkyl, lower alkoxy, -(CH,), NR'R",

R1 O -(CHy),-heterocyclyl, which is optionally substituted by hydroxy or lower

alkoxy, or is -(CHy),-heterocyclyl, optionally substituted by one or more
substituents selected from the group consisting of -(CH,),,-OH, -(CH,),-O-lower alkyl or lower alkyl, or is -(CH,),-cycloalkyl, or
is - (CHy)p,-O -lower alkyl, or is NR'R’’, or is benzo[1,3]dioxole, 2-methyl-l-oxo0-2,8-diaza-spiro[4,5] decane, 2-oxa-5-azabicyclo
[2.2.1]heptane or [-oxa-8-aza-spiro[4.5]decane; R',R" are independently from each other lower alkyl, - (CH,), ,-O -lower alkyl or cy-
cloalkyl, optionally substituted by hydroxy; nis 0, 1 or 2; and to pharmaceutically acceptable acid addition salts thereof. These com-
pounds may be used in the control or prevention 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 against asthma, allergic responses, hy-
poxia, ischaernia, seizure and substance abuse. Furthermore, 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 include disorders of the
central nervous system, for example the treatment or prevention of Alzheimer's disease, certain depressive disorders, drug addiction,
neuroprotection and Parkinson's disease as well as ADHD.



