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WD 2007/ 105177PCT/ 1132007/ 050868 1
Tet rahvdr oi soqui nol i ne derivatives to enhance nenory

wo J0d9%dsh N The present invention provi IB2007/050868

nmet hods for enhancing short-, middle- and/or longterm
menory function and performance, either preventively
or curatively, to enhance 5basdal |evels, prevent
deficits or to restore capabilities in |earning and
menory deficits. The present invention provides

al so net hods for enhancing short-, mddle- and
| ong- t er hetrakvdroisoquineline Acrivailvesiofcahancs aremary funation

& o Pt fen ol ook 0 NG 08 e AU B8sor ong:

tedin inembess fatction afad bpdrfdrinascd, Ritheraprvagiveid ofmemmtiyely, to enhance

~defjcits. 10Specifically, the present invention
bisbY ' Yior erpeb :

HEPTRYFIWACT (108 Y BF OIS ERFRPYEFT d saaing pad myrarony deficits.
the ggoerabnd ALEMR ntrofvﬁfes SN3AREInDEs %}oé@hnciﬂ% 842 middle- and
and/or long-term nmenory function and performance,
lopgtteren memevefitnclied gndperfrmandoy elthertpoeventiesiy or basibely, to enhance
b eY?ls“ gr vent defiicits or fo %gstore ca abih%%Les '

<A IEZAE s THRRIORe A1 OBeq 61T SORAGES BRAFRYy defigis o to restore
caPaBRRiRE inl 18YAMH A dARY R HNOWN , ,

tetrahydroi soqui noline"derivatives of 15 the general

f or ntipesificallyy thaharsentg igvention, pndvddise-kngmu/ detrahydroisoquinoline

| ong-ter nor ncti.o nd perf.ormance, ejther
acsag PUUR BRperal, KR, R ehGhoioh cROBG cmfldl G g grglone:-term
mmBB BNt tibh NGk StforinAnéd, Qitheo YrevamekeDy oy @itatidelyl ©i éfhance basal
or to restore capabilities in |earning and nmenory )
leyelsi pravent dedisitsn of deefrsere ssrralibtestis lcawingeand vaempory deficits.
3 |+ " " . . .
ABHERIIES APpIRE it cAon BEMS LRI dis Rl derivatives of
the peherdeforaalad fat @hbnaag st i diete dok &aiR-terh @icindip Gection and

of action . in animls_and humans involves bl ockade, of
PEFERARACS, EBE BFY VAR OF nFupthy el donehanss .% lgggrning & memory
r‘ [ r‘ - - . . -
RRCETP oo T PHIL I FRORIP dcfH 8 B Footf capitiiics ip Joaming end
mamgry def@iri as Human nenory is a set of conplex and

interrelated fornms of rem ni scences mpst 25 cqmmonl "
v QBT eI | BHAEOES | BONECNGR, HeRTecholp Teretn ¥s "OXRA

cOnYRAIMYE"S 803 AdVeP tRRI SO HEG RN Iy RGN MG HBHIRY dn@fGhat decrease
non-decl arative forns, subdivided into an array of .
alentrieise rapd t progotss slepr| Bhéingnercoob aatier i lenirhalsrewdr jumans involves
clarative recall iLs . 0., for facts apd, events
blggtgl%aéig So?kﬂr%m? 6ec(§:gj%?§% }no%eﬁzl%%ﬁcgg%oggﬁﬁo%ﬂg sle€p ané arousal systems.
ORRAsARE bt ety \dRvElBpal for uSe inGth@ treffRACSI M ALY arff insommias.
skills and operations. A newy acquired experience
i ni tHampy megmogy dte peti of| compdex, and wipstelged Hymms offeminiscences most
' t i Jth.tkne. h el .t v | ST
A difted Bl el AR i BEREE WURRGIORE 496, episodic and
sehmetic nheirpr @idesbut-declapstiveafoemt, habdigided ihfoean avbrvkafndifferent types
. Sh rt-terqhgenony IS consglidated into a nore_stable,
inlgfe; BRRFHEROR PEMOBY RgClRrEVE icealhiis. ehi8odiongfagis apd events
ac@@s@ﬁﬂf%’ to DRYEER reEARKHOY ﬁh%ﬁ%e@faﬁaﬁ‘% RAR f{g e.g. procedural memory
consol 1 dation, integration of WO
of b1}y &GbaperRons 1 AIROAY/RHOBEB cparihacenmitiaily is susceptible to various

repr nt at.i on.._.t.ransl acati on of the representati on, .
oY & G FEngt. PHE faifor S eEar Ui P |SPBISTRECRePmey fgsistant to
disFRpidY THRPSIRSRALS habéeh RRHreiado LRIDAE AIFE 2 Ustileakbtking, short-
once again, requiring periods of reconsolidation.

te1Be irpwmasy) isadonselsdagedcintha sndre stalilet omg-teime mempey Tollosving the initial
consol i.dates nenory.at certain key tine intervals. . .
enSoiRg of o ETor, SR ey CasuiinPecs AR CmOdR (cBRCHERIL itpration of

the first few mnutes after we are exposed to a new
i dea or |earning experience. The next phase occurs

over a |longer period of tinme, such as during sleep.
If a | earning experience has ongoi ng neaning to us,

C
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10from m ddl e-termto | ong-term storage. Menory
consolidation, or long-termnenory is believed to be
wo bgpdastent al Iy affected in a variety of neurop@gigah7/0s0sss
and nental disorders, such as e.g. nental
retardation, Alzheiner's disease or depression.
| ndeed, | oss or inpairnent of 2l ong-termnenory is a
significant feature of such diseases, and no
tlef inefloty feptdleritaioh, tAnslbeMRA lof tRNGpEREtatiaRI)OF Yradlre of the memory.
| oss_has enmerged yet. Short-term or "working" nenory
EOEOg@rgelﬁéﬂr|ryca%etthes MgHIOEY depreseptatinp 48 believied te regome unstable once
gﬁh' ?&#u%rin%q periodst Pf Ye iﬂa‘a{)l‘idB'eﬁ‘avritnﬁalpfésgirc]?rhtas found that the
that “orexit*receptor antagonists nay I nprove the
homian riyimdagacolidatésPreaeng at icenainykedc tigle! mtervdas) UBliey iriifial phase of
2006, as ] as artiiq%lle%fp bl i shed ig February i
| W}’P"N"\{ﬁﬁ%‘m GHE F Hro AeE cnigHtes Aoy 8t GRopgdeto a new idea
Ogieéﬁagﬁégzré teg%%%? ?\1}?%5}%&)3 . npr gi\./ée%r%flé%m% ciapa?g i Otf)?,m % glrmh as during
slerp vif aflessiag expertnty bes @fgomemeaning woss theawst wedkeor so serves as a

i nvol ved The pr nt jnventi.on relates to the

1P v of pgmofh sobp Eifpnr LT eSS db it The Brpemoves from
sBERER to l@oMekA slorARY oPtht 6dmdr ReSves Kl shoAltbmPto AMIe-term and
of these fornms and Stages of nenory. 25These

Twonpéldieiterarte lagig-fgunsioragst use to enhance and/ or

restQre short-...m.ddle- . and/aor_|ong-te MeRor Y.
f inc AP R do i o Rty b DFET a0 be fundamentalty
- affedTRO & Sarddt oPhe6logith] @ld meetal SisedbaNarRhaRd/g0mental retardation,
restore | ong-term nmenory function and performance, ) .
Adzhgimerf disease o deprendon: ﬁn@ﬁedehsﬁr gt impaignacns af bpjecerm gremory is a
ShARUEEAL: MATHA0L R SENE RN ot ongom memory
Idsenat icorrgeddyqie Shomhans eor ‘BidrReg” phan@ntis iehyrally not significantly
.curatively to enhance basal |evels, prevent deficits '
irgpaiged ip CRifpabilities in | earning and menory
defi gi; | 5: t ' 3 ot - :
mvents SR LERS PRRE o HE i [RehEl ERERnats may improve the
menivan cipagity (Hrgsenéation e detglidnufacnarg i 1a206pas well amantieles published

. ei._ther ntively.or WD ) N
in, Bt 5 100 12 s GRfREmaion, Mt iefspyon iy structural class of
cORPANAE tRARRAY deRRNAY adivIBBiMpfove Ghdridhy chackly OMbr on what stage
down and prevent deficits Or to restore capabilities

[

andhtype af memgraprgcess vonld bednvalived . The present |
i nvention relates to t.hod. f or _ephanci ng.gener al . '
romor b Bavih i Pifigh FReTToE ishlon PAF ARl AP R0 B potagonist of

ﬂ@r%ﬁ.bﬂll feeaph armay tafigenbsdefiefally el geasy ak théser faktha and stages of
(1), or a pharmaceutically acceptable derivative,
IMEBIEY. sol vate, pndrug or mnetabolic derivative
t her ' bei Yedevet cridflo.
The. iessefrBindTREs SplE 180 o el 3GR: PRARE Kpor., middi
andier lon@xirm rheaent fanctinl Aagqrirbimarice! epagididaradhescosompoands are of
(I).may affect all or any of these for and stage
PYFILAL HEst . enﬁﬁnfﬁaﬂn@{%%?@ 19%W%wﬁgcw%per&maﬂce, €.g-s
fol ‘?Neilﬁﬁ _US& hongRhance and/or restore | ong-term 10
menory U%Ctl on and performance, e.g., to inprove
| onglttie mmabpgmd oy the present invention to provide methods and composition for

enhancing long-term memory function and performance, either preventively or curatively
to enhance basal levels, prevent deficits or to restore capabilities in learning and memory
deficits. It is another object of the present invention to provide methods and composition

for enhancing long-term memoty function and performance, either preventively or
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The synthesis of the tetrahydroi soquinoline
derivatives of the general formula (1) is described

wo bdd7M3,194/ 68609, WO 2004/ 085403 and WO 2005/ 13Epfioa7/050868

The present invention relates to the use of conpounds

of general fornula (1) for 15the preparation of a

medi canent to enhance, naintain and/or restore all

stages and/or types of short-, mddle- and/or 7
clruAgelly £ ke AIRIIRE Yoasal 2Quaeipe BN nidinorRdundfén, t¢ slow down and prevent
| ¢ independently_ represent cyano, hal ogen, hydrogen,
defyeifsgrfo restoravaakifities dsaminEd meperydefigiscy |

(C24 e 2 g £ hyl rifkyo hox

( CaacuiEr BEpttVimybrc, WARREELTY melipl, Kt LARLRR dencral. memory,
comprsing ragtnindyteritie taefoaan Mfioh Of 4al deexiy , redspfslantagonist of the general
NR6R16C0-, NROR16C00-, RI GN-, R800C-, R8SQ2N11- or
fm@oroﬁ argRgewisaly acoeRiehler dBtvatye aslt Rplvate, prodrug or
ole@AR1iB AeritivE RO, hZanhrh RBESITETiAPY dnfidBe\hdnioryne.

phenyl ring, to which they are attached, a five] six

or sdhemasenthevantion ir¢lgtes trnthaidicoerp et the droxin oeoggien antagonist of

o O b SRS SBACPIE By B ot ST AU ey, 1
pgkgkﬁl%ﬁ agh¥sk: Eéehpdndy | ar®lof rlﬁit&ftﬁaﬁﬁé 18 %ﬁ@eﬁ@drb%tsﬁore long-term

R6 represents hydrogen,” aryl or heteroaryl;
neowRTy fosioy papaisneod. 05086 dngrove long-term memory.

R7r ept esent sh n i.4al kyl o C2dal kenyl ..(.C3 6) cygl .

oal ky esy%e&&%o%{t@%ﬁektr%)%ﬁsa%lﬁﬁglﬁne (%vait’we\é of{he genzraygormula Mis
dadeyibed fal Wal &yb636097 W@ LRe046883403 (and AV0lJonb/118548R7

represents an

i ndanyl -, al, 2, 3, 4-tetrahydr o- napht hal enyl, or a

6, 7, - - 4= j

or oupt BRER A RO TRCHE, OPERhEAY: BT QURefhula 0 for
thie preparatiéredf ni mgdiohrnént(10i dlaked, mdiydinoxyd/o0restle alll stages and/or

or s stitu_tggin the aromatic ring wwth one, two or
OPRE esoippideice ARYOT loREHERYBRTTY sl ect ed from

(G 4al kyl, (Cl4)al koxy or hal ogen; R8

represents(C 4al kyl, aryl,a aryl-(Cl14)al kyl ,

het eroaryl or het er%g\ryl-R( C14) al kyl ;

) Q
R3 NW)I\N/RT
5 6 H
R )

R* R

wherein _
R!, R% R’, R? independently represent cyano, halogen, hydrogen, hydroxy, (C,.4)alkyl,
(Crg)alkenyl, (Cig)alkoxy, (C,galkenyloxy, trifluoromethyl, trifluoromethoxy,
(Cs_s)cycloalkyloXy, arvloxy, aryl-(C,.s)alkoxy, heteroaryloxy, heteroaryl-(Cy4)alkoxy,
R°CO-, NR'R'°CO-, NR’R"’COO-, R°R"*N-, R*00C-, R*SO,NH- or R"'CO-NH- or R' and
R” together or R* and R® together or R® and R* together may form with the phenyl ring, to
which they are attached, a five, six or seven-membered ring containing one or two oxygen
atoms; _
R’ represents hydrogen, aryl, aryl-(Cia)alkyl, aryl{Cz)alkenyl, aryl-oxy-(Cisalkyl,
heteroaryl-(Cj.4)alkyl or heteroaryl-oxy-(C,_4)alkyl;
R® represents hydro gen, aryl or heteroaryl;
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R9 and Rl independently represent hydrogen,
(G A al kyl, (C3_6)cycloal kyl, 10 aryl-(C14)al kyl,

wo 26t/ 5 a;yl or heteroaryl-(GCi 4al kyl or R9 andP&‘IIBZ()OWOSOSGS
are

oget er wwth the nitrogen atom to which they
attached, may forma five or six-nmenbered saturated
ring such as a pyrrolidine or#a piperidine ring;, Rn
represents (Gidal kyl, aryl, (C34cycl oal kyl,
Rfet erepieydnts R9R1a§ax\ogenor R&O:-alkyl, (Caa alﬁeﬁylrt he(c3 s)cycloalkyl,

embodi ment of thé invention is the use o ormpounds

((éis)wma&@rbéﬁm)aﬂtsf,@nﬁualai (Cha)alkyleer hﬁ@@aaMGeL;)alkyl or R’ represents

wher e n Rl and r R2 and
af naEfeREn: i« CareEs ﬁ%@f&ﬂ&é@%"@@m o5 (6 28173 gprrahydro-SH-
b&ﬂzfoﬁﬂrme@myhgmp @E&ﬁcgctgiu DX, uﬁulsbmﬁt@ﬁ) ak K@lbytltuted in the
het er oar yl oxy NRIOR16 represents

saé\arwed(r@gztwh;iﬁ dalkbrbthéfﬁlwafy r p@nahnzw stipefd in the aromatic ring with
of Pl B (oS 0860 hcpRhadb RO, From (Cragiply (Gyomtkoxy or

hilkydn, (C34cycl oal kyl - (G 4al kyI aryl - (Cl4) al kyl or

LSS AR AL B SIS b ISR sy

6, ot c HR{@@ t I
Rgr%[lljcgsﬁm Siﬁﬁ?&%éﬁ%}%fgﬁbgp %?é?edh? 0 lgug(g%{l tu ’dLﬁEn'\gt&géelBa]kyl’ aryl
alsr&((llpﬂtlkyﬂ hetarpayvyiton hE&(@ryﬂa(ley)aﬂ(yﬂJ v Rgmyd R toptthenywith the nitrogen

o LR AL 0ot SLOTRLLE 00 M L 6%y 8. T o v
{r@m@g&yg%lp&g,ﬂ@hh gxy or hal ogen R9 and Rl

ndependen present hydrogen or
Rarrdplﬂseut@@‘an{vékylmh (‘Ehécynlwbdehﬂtwm P?B%bhloc B @h ey

are at r f.ive. or si

oot uRar B PmbStiia il BripVeh i3 i TEE Y fnpounds of the genera
forMRNTY Bickised Beoveswhekirconpounds of the gener al

formula (1) as def i ned above, wherein Rl and R4

Ry et Bseeprespidiydene®; R2 and R3 i ndependent |y represent

R ROGRepdnbAtR) HBES et ny iisRER R ARV OficyL, (C, ayalkoxy,
trifluoromethoxy, (Cs.¢)cycloalkyloxy, aryl-(C;_4)alkoxy, heteroaryloxy or NR’R"CO0-;

R’ represents aryl-(Cy)alkyl or heteroaryl-(C oyalkyl;

R® represents hydrogen, aryl or heteroaryl;

R’ represents hydrogen, (Cra)alkyt, (Caq)alkenyl, (Cs¢)cycloalkyl,
(Css)cycloalkyl-(Cyy)alkyl, aryl-(C;4)alkyl or heteroaryl-(C14)alky1; or R’ represents an

.indanyl-, a 1,2,3,4-tetrahydro-naphthalenyl, or a 6,7,8,9-tetrahydro-5H-benzocyclohepienyl-

group which groups might be unsubstituted, or substituted in the saturated ring with
(C1.0)alkyl, hydroxy, or phenyl, or substituted in the aromatic ring with one, two or three
substituents independently selected from (C,4)alkyl, (C,.4)alkoxy or halogen;

R’ and R'® independently represent hydrogen or {C;_s)alkyl or R’ and R together with the

nitrogen atom, to which they are attached, may form a five or six-membered saturated ring.

A further embodiment of the invention is the use of compounds of the general
formula (I) as defined above, wherein
R' and R? represent hydrogen;
R? and R independently represent hydrogen, (Cy4)alkoxy or (Cs.s)cycloalkyloxy;



5 R5 represents aryl- (G 4al kyl or _
heteroaryl-(C 4al kyl; R6 represents aryl or

het eroaryl; R7 represents hydrogen, (Cl4alkyl,
(C34cycl oal kyl or (C3_6)cycl oal kyl - (G 4al kyl . A
further enbodinent of the invention is the use of
conpounds of the general formula (1) as defined

above, wherein RI and R4 represent hydrogen; R2 and

R’ F@rdsademnctamdllk/yl pepetesenyl-(CGlallg)lal koxy; R5
crepresents aryl-(Qd 4al kyl or heteroaryl-(G 4al kyl; R6
Rﬁ@ﬁﬁgg%ﬁygmfe%ﬁ%% b group; R7 represents hydrogen or

R fptdalekddrogen, (CRIGUECHEy@odIod oM )@ticael-(Crpalkyl.
Invention is the use of conpounds of the genera
formula (1) as defined above, wherein Rl and R4

repkeﬁ.ﬁﬂ%rsaé@c@?jg%g; of e AnFoh (e RfERENSt BREIRNNS loRale general

represent nyl - et ynF or a 2-pyridyl-ethy
for@iRUPD asdeGiedgibougsvharetn substituted with one or two

,substituents independently sel ected from nethyl,
R gp RI@BW@H%BW%Pg%¥ hal ogen; R6 represents a phenyl

R2 G PRPindFhnd @RI @& ReAt (T Ja@er or (G 4al kyl .
R’ represénts aryl-(Cy_y)alkyl or heteroaryl-(Cio)alkyl;

R® represents a phenyl group;

R’ represents hydrogen or (Cy4)alkyl.

A further embodiment of the invention is the use of compounds of the general
formula (1) as defined above, wherein "
R' and R? represent hydrogen;
R? and R® represent methoxy;
R® represents a 2’—phenyl—e;£hyl—- or a 2-pyridyl-ethyl group which groups are substituted
with one or two substituents independently selected from methyl, trifluoromethyl or
halogen; \ '
R® represents a phenyl group;

R’ represents hydrogen or (Ciy)alkyl.

| The above-mentiéned compounds of general formﬁla () are also useful for the
preparation of a medicament to enhance and/or restore long-term memory function and
performance. |

Accordingly, in one aspect, there is provided the use of the compound (R)-2-{(S)-
6,7-Dimeth0xy-'1—[2-(4—triﬂuoromethy]-phenyi)-ethyl]-3,4—dihydrom1H-isdquinolin—2—yl}-
N;methyI-2—phenyl-acetamide; or of a pharmaceutically acceptable salt thereof, or of a
solvent complex thereof, or of a morphological form thereof; for the preparation of a

medicament to enhance, and/or maintain declarative or procedural memory.



The above-nentioned'conpounds of general formula (I)

are al so useful for the preparation of a nedi canent

to enhance and/or restore |ong-term menory function

and performance. Accordingly, in one aspect,

there is provided the use of the conpound (R)-2-{(S)-

6, 7- D met hoxy-142-(4-trifl ugqonet hyl - phenyl)-ethyl]-3

, 4- di hydro-1H-i soqui nol i n-2-yl | N-met hyl - 2- phenyl - acet

amildehe preseft desgripiondbe tarmncEl loplkbcdpncann @ eogitynation, means a

thereof, or of a .soly the HonRf which might b
swaigh ol gg teantho B KDL AR 1| Q%1 Bbon Yonl which mieht be
unsiRGheaNBNdubbied Reticeanand((L alimixptabmyt el oatny gwoor three

procedural nenory 5 ) In th res
flucgiag AGPE | lorampies ‘Pfe?t’fﬂ‘%%"élaﬁ% ,fﬂ%?ﬁ%‘ﬁéeb dlky eroups are methyl,
 ethfIOMRIBANT RdproEBRNEb@yS tikHug! seRith, aért-bigl cdvasomdiyinand 2-
o a1@%ﬂ§§oupp§??h 1 tg 4 caggon at ons mhicﬁ m ght Pe, i
cyaoesipbs Preferredd (@ra)allkad serpenst &g wethyl. aybyiyl and sec-butyl. Especially

@] [ kQXx r. 8Q¥| group or one, two or three

jxeépﬁ%p¢%‘mgﬁ§%§$12xa l'es of straight-chain and _ _

br anehesdm( QCA)akényll, glonepss an ecomiinegibn, etcayd a straight-chain or

erarce b S ke g fo Aiian SaPRteiny DTl Hiind

(G 4al kyl groups are nethyl, n-butyl and sec.-butyl-.
Especially preferred (Cl A alkyl group is nethyl.

The term (C24)al kenyl, alone or in conbination, neans
a straight-chain or branched-chain al kenyl group with
2 to 4 carbon atons, preferably allyl and vinyl. WO
2007/ 105177PCT/ 132007/ 050868 6 The term

(G 4al koxy, alone or in conbination, nmeans a group of
the formula (G 4al kyl -0- in which the term (G 4al kyl
has the previously given significance, such as

nmet hoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy,

i sobut oxy, sec-butoxy and tert-butoxy The (G 4al kyl
group m ght be unsubstituted or substituted with a
(C34cycl oal kyl group, a 5 (C 4al koxycar bonyl group or
one, two or three fluorine atonms. Exanples of
substituted (G 4allcoxy groups are

cycl opropyl net hoxy, “2-fl uor o- et hoxy,
2,2-difluoro-ethoxy and 3- fl uoro-propoxy. Preferred
substituted or unsubstituted (G 4al koxy groups are
nmet hoxy, ethoxy, n-propoxy, isopropoxy, tert.-butoxy,
cycl opropyl net hoxy, 2-fl uoro-ethoxy, 2,2-

di fl uor o- et hoxy and 3-fl uoro-propoxy. Especially
preferred i s nethoxy. 10For the substituent RI, the
term " (Cl4) al koxy" neans preferably methoxy and n-
propoxy. For the substituent R2, the term

"(G _4)al koxy" neans preferably nethoxy. For
the substituent R3, the term" (G 4)al koxy" neans
preferably nethoxy, ethoxy, npropoxy, isopropoxy,
tert.-butoxy, cyclopropyl nethoxy, 2-fluoro-ethoxy,
2,2-di fluoro- 15ethoxy and 3-fl uoro-propoxy. Mire
preferred are nethoxy, ethoxy, isopropoxy and 2, 2-

di f I uor o- et hoxy. For the substituent R4, the
term" (G . 4al koxy" neans preferably methoxy, ethoxy,
npr opoxy, i sopropoxy, 2-fluoro-ethoxy and

2, 2-di fl uor o- et hoxy. The term

(G 4al koxycar bonyl, alone or in conbination, neans a
group 20(Cmal |l coxy-(C0)-, wherein the term

(G 4al koxy has the previously given significance.
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Exanpl es are net hoxycarbonyl or ethoxycarbonyl. The
term (C2_4)al kenyl oxy, alone or in corrbi nation, neans

WOQ(;{)% p; of the formula (C24al kenyl -0- in V\hlf@rlhﬁgomso%s

term (C24al kenyl has the preV|oust gi ven
signi ficance, such as vinyloxy and allyloxy. 25The

“term (C34cycl oal kyl, al one or i n conbi nation, neans a

cycl oal kyl ring with 3 to 6 carbon atons. Exarrpl es of

(C34ave! teah KW Ja ?‘w}’ﬁloﬁ@r&pﬂﬂ corbight@filtniéans a group of the formula
cycl opent yl cycl ohexyl, preferably cyclopropy
(7 héaléfmta@cyw@whkshp termp (G104l hasethe praviasit given émtﬁcance such as

nge:ﬂg %%ﬁl&?}@ \gﬁ}ogo%g%@%}%é&&ég%%y%g%{?%%yﬁ% %HR)I)& and tert-butoxy.

mmet(@yi)amypgmbpl ibht eediyibstitited op eulisiiluted with a (Css)cycioalkyl group, a
2}? - 30¢ycl ohexyl or di nethyl-cyclohexyl. The term
(@@ OB CHEIORYY S0P OF| Pife 1HP qrﬁh{?sfﬂ}ma@ adpms. r%efmﬂ%ﬁ of substituted

(?1 @hﬁﬂf}%ﬁ g%%l?cyc ;{i%ﬂfﬁggﬂe ]%.%Qﬁ Z{hg;? 868_ dZﬂuoro-ethoxy and 3-

ﬂ@memewaen’ﬁdsswmmdem unm;lbytﬁgiede(lﬁi;ﬁ)a@{myl grauge are methoxy,

oS, e e on e S Ry BT hoBs oy, 2.2
Aot LBEYYY G ﬂﬁBﬁJ—{n%ka)( Bfexalonblnba (Chhalky |

al one or 1n conbination,” neans a )al kyl 5 group

as pFew ttsugibgtityerti Redthe e |“6<En4&ﬂdle0)1yydncﬁgle rprefecablh asthoxy and n-
been repl aced by an (C34cycl oal kyl group as
pﬁ?@ ‘'ously defned. Exanples of

(C34eyeine @hlks‘ﬁltuehmzr | 3h&WrmI{ONPSIk%E’ means preferably methoxy.
cycl opropyl - net h ‘and cycl ohexyl -methyl . The term

( C34E9tihg éuwmméhkm “(Q)-onkowy” mpans pnefershly wethoxy, ethoxy, n-

Cl4al r u I f
P @ggﬁi 2%9%% e ﬁ’yé‘?%gﬂéﬁ éﬁ?%‘gps eler?ﬁl;&e{ | 2ceo0 qﬁ ehﬂl)%g’n 2,2-difluoro-
ethE¢ ayid | 0Ahdey presexyp M@re pirefened sdry nikahidxye @thoE}Q,aEEbbﬁ)@oxy and 2,2-
of (C34cycl oal kyl - (Cl4al koxy groups are
TORAeBY| - met hoxy and cycl ohexyl - met hoxy. Preferred
|s c 1 )
E e o R 188 Yerm (kPR h Sl e obly BBy, ethory, e
mpom 1gproporg) 2-fluomr ethesy mdez Z{dnﬂnomm cthoxee
substj tuent s, I ndepen sel ected from cyano,
15ha %e??rﬁyépér%?ﬂ‘(’ﬁ% L, (HOa) Re g SR (oS @ group
[RGKAODOXWherefa31H) G ox&%%& Qfkriously given significance.

' he eroaryl oxy, trifluorone hy di f | uor ornret hoxy,

ExatnplesimeanstaryrgrbonyliarethoNReRbOGA0- and RORLN- .

(oSBT MRS B0 ol B S it s e

forhlf, (Chy g@lﬁt@@l -0 iRheMIh, (RBMee @31 Jalle ?/Fl has the previously given
benzo[ 1, 3] di oxol e group. Exanpl es of ary groups are

81gmﬁ|c@:meosu,§h anyinyloxy and allyloxy.
The term (Cs)cycloalkyl, alone or in combination, means a cycloalkyl ring with 3

to 6 carbon atoms. Examples of (Cag)cycloalkyl are cyclopropyl, cyclobutyl, cyclopentyl
and cyclohexyl, preferably cyclopropyl. The (Cgé)cycloa]kyl group might be
unsubstituted or substituted with one or two methyl groups. Examples are methyl-
cyclopropyl, dimethyl-cyclopropyl, methyl-cyclobutyl, methyl-cyclopentyl, methyi-
cyclohexyl or dimethyl-cyclohexyl.

The term (Cs.g)cycloalkyloxy, alone or in combination, means a group of the
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20 fluoro-phenyl, 4-fluoro-phenyl, 2-chloro-phenyl,
3-chl or o- phenyl, 4-chl oro-phenyl, 2nethyl-phenyl,

WO %0355513{-} phenyl, 4-methyl-phenyl, 2-nmethoxy- 87/050868
hoxy- phenyl and 4-net hoxy-phenyl. Preferred aw
gr oup i s phenyl. The term aryl oxy, al one or in
conbi nati on, neans a group of 7the fornula aryl-0- in

which the termaryl has the previously given rreanl ng.

fE6RIIP (€5 5)0f cledIy100Y 0 ndiikihs tiRr @) Y(UhgReUMalky] has the previously given
3-trifluoronethyl -phenoxy and
signifiqanpe orisheash pycigmemdesy. ercigtatyiesy. i welopenpleyy or cyclohexyloxy.

| ngrréc%ﬂg‘ Ei%km@?%g%@n@%&:my@égne or in conmbination,

neans a ¢ 4al kyl attached to

t he @hggerin ﬂﬁ]j)d)ﬂ:}@:ﬂoaﬂ{}ﬂl(em)aﬂ&heﬂdrer(Efslnacdmlﬁlmiion, means a (Cj.4)alkyl

(Cl4al kyl reviously given neani ng npl es

%“Paﬁf/lpr%%9“5\({3(:1&fgpﬁ‘5|mg}”8 ong 413 ﬁomsb%ﬁﬁ% replaced by an
810 -

(é3 {)!r%l’é;hlf uor o%hﬁyl - phenoxy- rrelﬁ% Eg’%el 13? roef (Cﬁ)cydoa]kyl (Crajalkyl

g;:druea ereyeyephoplyl-methy] afidh eydlehamyhrrgct]}yq Cl4al kyl , aI one

or i corrbl na (Cl A)al kyl group a
zo 56 SR BRR R ROy BB B alforfFabination, means  a
gf’%ﬁﬁg% Yevidhis d’éﬁn@ﬂ%’ﬁzh% on\élﬁydrogen atom has been replaced by
CT/ 1132007/ 050868 8 previ ously defined

aEi@nﬁpﬁ@oaikylarwp e@nﬁmqwlw dpfinap sExanepl i’ @fs,ﬁ)oﬁfabhlé{ﬁl «Cya)alkoxy
t
w5 ¥ o BB oA 5} GHslonr PR PRk B cyclopropy-

nieftipst i tuted or substltuted in the aryl group with
one, two or three substituents independently sel ected
f r omThetterax yryl.aglpne eF gneembiagtion. imequy r phepyhespaphthyl group which

?ﬁ%@?ﬁtcg%e%p"gf% o Pg tﬁrlf"‘%«‘] g‘ré%%lmeg%oé%(ﬁh i[nﬁg[g/)eﬁlﬁgﬂﬁysqlected from cyano,

hatepdny| Hyldr(f;dyuor Qmej;)h]ljgyl et(EyL)aIHeﬁylt leCyl)a]kbkjuor | (I08.4)alkenyloxy,
hyl anmj no and hydr ox

étﬁbo“ ! rg&%@gm’, n%tequ%arylgp(m  ariflueromc ém](,w _ difluoromethoxy,

trfRithom Bt ﬁﬁh NOXY RERPN-; Preferred substituents are hal
3-et OXy-fnet oxylﬁem CICITed SUDS n are aogen

((Z,m)qlkjrlo € opsikorst arakirifBionenétbyly Askditiophlly thenaryhong;-if &Qual to phenyl,

gy FBT R Ry HISa B out ERaETBls T Ry e 2-fluoro-phenyl, 3-

ﬂ§®14) eﬁ?lhyhrﬂﬁﬂ?dﬁbhm%l 42%&&'0%1@1‘19? NZ¥hloro-phenyl, 4-chioro-phenyl, 2-
-fluoro- pheny1) ~eth

H@MPBWBQI 6rrfl¢thﬂﬂdlephle metleMbnyl,z 2-methoxy-phenyl, 3-methoxy-phenyl

tri fI Uor g-
1%?? ﬁnegh%{ tl? |eF¥uor o ﬁ'g/']lgrmégﬁﬁhenjél (3 _
- chl Uh@te2mfdriAeke, aﬂlﬁﬁ'ﬁt lin coibtion, means a group of the formula aryI-O-
. 2-(3-net hyl - phen |)-ethyl, 2-(4- met hyl - phenyl ) - et hyl ,
}(1131:1 thedeime erw ha qhg ,ﬁ’yeﬂm@bhwen meaning. Examplés of aryloxy groups are

gy 4 #Bione A e OIS fldictpy) phenorey. Proforrog i

plisbky| - phenyl ) - et hyI

2-(3- hIoro4met - ph | ) -ethy
2- (2] ¢ iy 3? a@winaqu}e ordp ﬁ91|nbmat10n means a group of the
- (P t
e T —
hatwmthd: pevBusly pyvengheamyig) Esamlale,s of arvl-oxy-(Ci.4)alkyl groups are phenoxy-

ol haor onst il phem ) ot Ik, 20 2| 40035 F ety

Pl%f&?eﬂflhkjﬂéﬂ@,x§-rﬁéth 1l uororret hyI phenyl ) -ethyl and
2-(3-fluoro4-trifluoronethyl-phenyl)-ethyl. Mre

pr ef €hg tatmaany] G(Qm)@lkyiletalwxyorb@ntzyﬂlbm@mm dicamst by I(C1.Dalkyl group as

benz¥1§ %eﬁn?fl ?11{13%1?1 %d%{lhagy?m has been replaced by an aryl group as

2- (4 nmet hyl - phenyl ) - ethyl 2-(2-
fIuoro-3-nethy|-phenyl)-ethyl,
2-(3-fluoro-4-nethyl -phenyl }-ethyl,
2-(4-trifluoronethyl -
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25nmet hyl, 2-net hyl benzyl, 2-nmet hoxybenzyl,
2- et hoxybenzyl and benzo[ 1, 3}di oxol-5-yl- nethyl.

wo MvRois-ef erred are benzyl, naphth- 1 -yl- mtﬂ‘b‘i‘mﬁﬁ@msosm

benzo[ 1, 3] di oxo1-5-yl - net hyl . The term

aryl- (Cl4) al koxy, alone or in conbination, neans a

(Gi 4) al koxy group as previousPy defined in which one

hydrogen at om has been repl aced by an aw group as

pEsvetisBU dbfmcde fExaahlcsExB BB/ €6, Phlkal 14} Ba@ny naphth-1-ylmethyl,

groups are benzyl ox naphth-1 -yl - 30net hoxy and

naRthhrimethyl dt -1pylEpthyt eand; @ -penylethydy which gropps might be

I n I 0
uh&fb@m{e‘& F%ﬁﬁb&%ﬂ gtp%u%glg Sg?'%rﬂe\r}?nglggzﬁ‘l gtwfol %5 e substituents
mﬂ&pefhieﬁﬂlﬁ sdiydedfiom ratthoxy alihineeimcthopy,atdeidotoynctivxg) sthoxy, propoxy,
as previously defined. Exanples of _

33 %ﬂm -PEEPAY R R%‘?W?P‘@% uise-bataxyy. PRERRERYY. adlyloxy, benzyloxy,
O Qddi GAR, e :
c’hglgiruéups n%ﬁ ght &gtgﬁg%%tgg?ﬁgﬁi? gd or sél]g)g(tnﬁ%lgt g%ﬁ?thny lamino and

hydmxﬁryl group with one, two or three substituents

L PR Yo 3 B S e 0e Lort éams HCAEIY3 4-dimethory-

bénRNeN¥hoBf-BeRtho: SRS, 4%%9&@@%&%@ IhhetRSxy- beﬁlzyl 3-methoxy-

unsubstltut ed or substltut ed in the awl™ group W

4dAenahyltmopasihdeiavbehflvotorttasthwoabienyyl53 delimethytibénayin3,4-dicthyl-

: b%xfﬁygy#s ﬂ éflrc%k%f))@/eg;yel; | f(lg'“e*ﬁ.{ 010~ é)}lit}/yl)—etfl IUOJ {ﬁ 4 %nﬂuoro-phenyl) ethyl, 2-

(2( 253&%&%@@%&&1)} @ﬁ@@ﬁiﬂuﬁﬁ%h&nyl)—eth 1 2- (3 chioro 2-fluoro-phenyl)-
{2 5-difl uorophe%ﬁ/
ethgt & Gamgthyl-phepnb-hyli i?l Gﬂﬁiﬁﬂdﬁhe@ﬂ) eﬂagbrps(_’aélg1mqtby1—phenyl) -ethyl,

2Ry R | TR S AERTE A DL, 2-64-luoro-3

Ryl ehenyli-sthelg eD-(Robiosa phethyvitiea i) ety 1, b € -Chdifl6GudhetHoxy-phenyl)-
t,?} fer nt, The heteroaryl e%%b?up n hh be 10 :
Hsu %mﬂuesp%? SRy Lredly! r{335 poyomethosy-phenyl-ethyl,  2-(3-

SRS SRIOENL i AR EATISARAG, 2.0 o

tr(fmoﬁ()mé:tk}d)q;henflg}zﬂyyal Réh-y]wny4—mﬂudrbnmﬁghphh§yﬂ) ethyl and 2-(3-fluoro-
fl f
il BER GPRTRD-4PY. Aforayero g s MR Ry st 34-dimethyl-

béﬁzgd @W-Hl@bh'}fbb no dz@émﬂﬁ%@lﬂh%’ﬁ) eﬂakn thﬁlLﬁé}}i&l’-phenylyethyl 2-(2-
t hi azol yl, i sot hi'azol ryl, i'm dazol

ﬂwpﬁzmemyl-pbgnyﬂ)@ertbyl Qr(agih@ng-lli-mcthyﬂ@p];dny )»re;ﬂmln ddi(4trifluoromethyl-

PR o y1 > G RES A PRy proms e ARER o i By 2-G-fluoro-4-
mmaﬁﬂaﬁf h-ethfl. Fagfi il drBOprBRIRH AT g& -t R BmE Lghenyl) -ethyl.

pyri dy vvh| ch mght be un substituted or substi
Fou the éwbstﬁwnt Rt ih¢ tom rasyhay)alkyl” meapp greferaply benzyl, naphth-1-yl-

r
w1 A9 08 b ST AR BRE 950 tiorol -1
mibilyE Mae prefbraad i deityd\iapttil- -yGimethyl amdibérag| 15digbeS-yl-methyl.
of 20 eteroarydgczx groups are pyrldl n- 2-yl oxy
pyri hrfeRmAny y%“WVaﬁlioﬁe 9L {1t exybiastipn, meand & (C,4)alkoxy group as

prectio€9! defin¥d ‘?ﬁ()(?vlﬁé% ohe HyRHEER Bt thal Self) %’]?%édt & aryl group as

or substituted wth one“or two substituen
pnevnﬂeng ndtdmietly Exeinples eof hr;dif(C(Qalk))ajf kgrbups( @red bethAylowyy, naphth-1-yl-

|quo t d efered are

mifhohy B e g btk EbEAIGSY, o °
5- nethwerRHINCdl, ﬁ%{e\ﬁgfp)él/one or in combination, means an (C;4)alkenyl group
4, 6- di met hyl - pyr|tn|d|n 2-yl oxy,

asa;rn@phsimdeﬁyqzd mi whivh ong| lgxiyoges-dtemrhgs been replaced by an aryl group as

PPy [P ERTIOY o alCoa k) Spyppaie 2 bghonyi and 2

and thi azol - 2- yl oxy.
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The term heteroaryl -oxy-(Cl A)al kyl, alone or in
conbi nation, neans a group of the formula (C A)al kyl

wo Rblfsed to the oxygen atom of heteroaryl- 0-podii®oo7/050868

terms heteroaryl and (Cl4al kyl have the previously
gi ven neani ng. Exanpl es of heteroaryl oxy- ( C1-

304) al kyl groups are (pyridin?2-yloxy)-nethyl and
(pyridi n-3-yl oxy)-net hyl which groups m ght be un

néphilflidihngtwlichsitbets tighede Whidbsome:dosr subktituted in the aryl group with
substituents independently selected from (Cl

ORG W KB ihres rsubstiteerdhapdspendenilyn aslegsed fr Wef%mﬁ%é’h 4Cia)alkoxy,

o LTS, B R S A o, Wi croups migh

uhibstitoadyd- f(uﬁétah’eexil in tht and gbup mﬂlom’m oatwe mbsgmns mdependently

srrCaRR e Bk ReBoss A ORIRY: Hyorahs HrdicblRuiiey More preferred are 2

| 1E%ﬁﬂﬁh
(h%?g?g§®¥%h zﬁ?ﬂﬁtgmﬁgégﬁﬁgﬁgre pyrlgFﬁfzyyllnethyl

pyri dhe- Byl h@eﬂmyty,l plonkedon-id- gémisinydn, means a 5- to 10-membered
f ur an-.2- benzi m dazol - 2-yl | . 2-
OBORYELF A Doy HPPRE Toe CRYRGTE 2 g T Ny salected from oxygen
nitrogEt AN s8pKhn whidAYhayBE Ghe SHrRdBS ARG, WRe heteroaryl group might be
unsubstituted or substituted with one or two

urgybstitited on sebstindepwith apitp yhree pehstiagnis iagapewicaflsselpeted from cyano,

RIS e Y QT T DRLBEE D2 syl inrorometty,
triTRAAS Ehed:E o inying - ERinipled 88 such) hetdroyyl %ﬂh@blatelﬁﬁﬁﬁyl pyrimidinyl,

with methyl, nethoxy, chlorine and trifl uoronet
PYAFINYk up}grqaymyb gw@p]etmle dsqgyinolinyl, thienyl, thiazolyl, 1soth1azoly1 furyl,

b T LG I S s, oot

oxalyd, guadfaeolah|thiapiarblg, muﬂ:toxyhﬂﬁt filythalazmyl cmnolmyl 1sobenzoﬁ1rany1

pyridin-3-yl met hyl, pyri nmet hyl
Afms%reé tg%%% rouRdd Herisy FNL}E‘& BYe beyynsubsiippted or substituted with
Eh%ﬂg&gferred is pyridin-2-ylnethyl.
eteroaryl- (G 4al koxy, alone or in

co nbifhatatmrhetarm]gxml@@ of)in c@mkinatién,gnemp agsoup of the formula
AP AeO e S RGP G oY BN HG i Eh TeNge. Bramples of
héi%hﬂrﬁg(yag%oﬁﬁ&raﬁ $3Ph & -Pok ¥ PrmiBIORYloxy, pyrazif 2 g}l(lﬁgf md

n “means fl uorine,” chlorine, bronlne or io
gfy ’@’r‘abbbf sfqups plight henmsebstibreder subpféutedyith one or two

S‘%B’ﬁ“tb‘s{%}%( indsBE A7 S0 b €t e gty and

- hdlogigh. PheffirddGird @ldﬁwm—ﬂWdﬁ'DZ(—ylox@r pﬁﬂﬁi’dﬁ‘ﬂ 2-y06xy, 5-methyl-pyrimidin-

substituted in the aromatic rlqé_ one, two or

2meee4 Subimethy lrpyimidipdefeny Srimp ogwwmnf%ﬂﬁm 5-bromo-

o B R0 SO0 53 Ryt o2

yBxhydroxylndan 1-yl, 2- nethyl i ndan- 1 yI
2 rre? ylerr:nn d%?@}'y%xy él Phsn l)gggrglﬁ c%_nlfbuwtlon means a group of the
tRoXx t =
fo?mPFn (EQ%)\énégg glﬁfﬁ: ed ‘E{y ﬂhe 0§V§enddtgﬁ %&?éﬁddagﬂ@ ]1‘h¥ ltezrr_ns heteroaryl
argh (et Jajkyd hanckathe pﬂewgusl}agldetﬁmmhg&anqﬂamfheWOaryl oxy-(C1.

4)5L§]L§rr [ Sd ar & Tl —ykg;p}s m%yn%—gﬁ{f]loig) %thy]GWhlch groups

m@& By hndd&gﬁ’tﬂted%l')éﬁbﬁﬁ?ce@ wmﬁtdﬁew ) mnmbnrsxhdep endently selected

articularly preferred is indan-I-yl he term

from (Q?; dalkgl, (B1y)alkpdy.driflapiontetiyd agd halagem ?referred is (6

et rah phthal enyl group which m ght be
K%W‘ é%Xl nxgﬂﬂgﬁﬁ fhed in the saturated ring
W th (Ch4)a|ky| 30 hydroxy or phenyl, or
substituted in the aromatic ring with one, two or

three substituents independently selected from
(C14) al kyl, (G 4al koxy or hal ogen. Exanpl es of
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1,2, 3,4-tetrahydro-naphthalen-1-yl. Preferred are

WO 300%?11&147 t etrahydro- napht hal en-1-y1 and 2- PCTIIB]ZRO’HOSOSGS
met e

1, 2,3, 4-tetrahydro- napht hal en-1 -yl .
term "6, 7 8 9-tetrahydro-5H benzocycl oheptenyl " neans
a 6,7,8, 9-tet r ahydr o5H benzocikl ohept enyl group which
m ght be nnsubstituted, or substituted in the
sat urak e&nﬁhertéragrymm)a@ﬂ aloky br i atioR n{éHﬁ‘s‘M (CM)a].kyl group
or substituted in the aromatic ring with one,
ag prcgwuslylsisfined/snvkich pte brdrdesn stpms é)ecreu:ptacedrby an heteroaryl group

s PR el B o her RGP oDt BEL s, pagp-2-vimetty
pgrﬁmum-ylme&lyt B yBicin- 2tylabG Oﬁﬁbhn%ﬂﬁe%\:' 0b@ARnRTAzdl-2-yimethyl, 2-

-yl he term carboxy, al one nat i on, mnmeans

(tafmieeéér et 2-(purrdia-1-brethykeed Qt(fhﬁﬁr%ylﬁ"@thye%é\ﬁé‘t groups might be

B oS PR Sl ARy st o

 (ONHZAIRA; (CNbKSR) eilioram.ethiN ftd3)aR20- . The term

i - NH2 - 5Th
S oo st et Roythe (At e AR e P B s preferably 2-(pyridin-
3-%5&%11{5@&{‘ %Vliho{’n nﬁteﬂ:to%_rlg %Hﬁ'& an-cﬁhﬁieffui%fedrﬁrlnethyl. Particularly

nmeans for exanpl e” CH3CON
prefezredOs 2- (ﬁﬁ:aﬂsorbmeﬂe&-@ypﬂm-Eb‘B&ihyleA f urt her

enbo nt fth knyention rel at
Con'pg%n@g B}? I7’n péerlmf PWF&-}I mqqg.apreferably pyridin-2-

@m%a 8- hﬁéte 1C ARy 1S ShBGL R and b idazol-2-
Y pgi gxy y %?Htrl Iuororret hyl - ghenyl)anet ?/HZMIaZO

Yl]rn6§13d~ Bﬁrh«ydar@% mﬁierresioq pymnf%ylmethyl

(R SHOTR hoBRBARY 86K Dof o i epmbinaton prangiey Cromtkony

giolp aSphevtdusi: defidedithvaich ldne hydrogen atom has been replaced by an heteroaryl
Zs%soqw nol i n-2-y11- N- net hylyz ghenyl acet amé) Y B

groun a¢ prexiopplyeiehoeg e plon eyapls psndylrm@the&sy 3, 4- di hydr o-
1H' I $R4 Lterﬂplﬂa[bg%ny&t—leaﬂg( ?13651119& ncl‘ﬁoxwle, r@r{)%e) ofC 8&1@@ 81%1 preferably

ﬂuorlne and chlorine.
The term “indanyl” means an indanyl group which might be unsubstituted, or

substituted in the saturated ring with (Ci4)alkyl, hydroxy, or phenyl or substituted in the

aromatic ring with one, two or three substituents 1ndependent1y selected from (C,4)alkyl,

(Ci-i)alkoxy or halogen. Examples of indanyl groups are indan-1-yl, indan-2-yl, 2-hydroxy-
indan—leyl, 2-methyl-indan-1-yl, 3-methyl-indan-1-yl, 3-phenyl-indan-1-yl, 4-methyl-indan-
1-yl, 4-methoxy-indan-1-yl, S-methoxy-inden-l-yl, 5,6~-dimethoxy-indan-1-yl, S-ﬂttorom
indan-1-yl, 5-bromo-indan-1-yl, 6-methyl-indan-1-yl and 6-methoxy-indan-1-yl. Preferred
are indan-1-yl, 4-methyl-indan-1-yl, 4-methoxy-indan-1-yl, 5-methoxy-indan-1-yl, 6-
methyl-indan-1-yl and 6-methoxy-indan-1-yl. Particularly preferred is indan-1-yl.

The term “1,2,3,4-tetrahydro-naphthalenyl” means a 1,2,3,4-tetrahydro-naphthalenyl
group which might be unsubstituted, or substituted in the saturated ring with (Cy)alkyl,
hydroxy, or phenyl, or substituted in the aromatic ring with one, two or three substituents
mdependently selected from (Ciu)alkyl, (Ci4)alkoxy or halogen. Examples of 1,2,3,4-
tetrahydro-naphthalenyl groups are 1,2,3,4-tetrahydro-naphthalen-1-yl, 2-methyl-1,2,3,4-
tetrahydro-naphthalen-1-yl, 4-methyl-1,2,3 4-tetrahydro-naphthalen-1-yl and 5,7-dimethyl-
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2-[1 -(3
, 4- di met hoxy- benzyl) - 8- (cycl opr opyl - net hoxy) - 5- met hox

WO i’ﬁo??/ms‘i'f'ﬂ' hydr o-
1H soqui nol i n-2-y11-N- (pyri di n-2-yl - met hyl) - _PCT/IB2007/050868

302- [ 1- (3, 4- di met hoxy- benzy1) 18- (2-fl uoro- et hoxy)-5-m
et hoxy- 3, 4-di hydr o- 1H i soqui nol i n-

12 yhdetfih@ﬂﬁbtﬂl@'hfha?myi yITetrBpétotd aget 2m ﬂeemhydm-naphthalem 1-yl and 2-
241- (3, 4- di met hoxy- benzyl 8- (2, 2-di fl uor o- et hoxy) - 5-

Hi?é‘%)ﬂdx%ﬁé-tﬁﬁ%hymﬁml% L.nol i n-2-y1] - N-(pyri di n- 2-

50 Ogﬁ é&%ﬂig@@?é%ﬂ%%g@wwlohepwnﬂ” means a 6,7,8,9-tetrahydro-

5BABent Seybioticpihyioxsup ehiohlhidht 8t haxibshtud, be¥ybsBndeddinithe saturated
ydrao-1Hi soqw nol i n-2-yl1]-N(pyridin-2-yl - net h¥ll ) - acet
riggivgth (Cigalkyl, hydroxy, or phenyl or substituted in'the aromatic Ting with one, two or

t
Ry TRy PR RS0k B, s
ptederiade;example of a 6,7,8,9-tctrahydro-5H-benzocycloheptenyl group 18 6,7,8,9-
5241-(3,4-d _b 1)-8-allyl 5-neth
G SRR SRSEISI L) 8 11 0xy- - met hoxy.

( pyr THé R hbto¥B! zmﬂlé o &b ABifion, means a —COOH 1ou
1-(3, 4- dlnethoxy benzy1) - 8-1 sopr opoxy- -3,4

- d| hii'lic terH R € Olimeenhs for 2xanle CH;(CO)-.

2an (% b A R TR S BrENRret noxy- 3, 4-a

hydr qrhelHehﬁoqmecoo% Y&y for example NHZCOO- NH(CHg)COO- and
10( pyri di n-2-yl - met hyD- acet am de. A“furthe

ot HBht of the invention relates to the use of
conp Qlop g, g f.o ) as defined
abovgﬂg\%h?mr j&?%e%@%@uﬁ%@??@el ected from
© 241- (B¢ ferii wowynmaﬁgﬂ&kxﬁnﬁbdmwawxy 3, 4-di hydro-

1H-|squ| nol i;n elﬂéll N- 15benzyl -acetam de; 2-[ 1 -(3
DR ErMoRy y 1egs foreaho Sl 30N . hy dr 0- 111-7

22‘2”*{%9%% Mﬁ R B TP G yaror 1

H i sthericnol RAOZ2 mﬂ:ﬂnsl%ﬂempi@@igﬁenzyl) acet am de;

A further embodiment of the invention relates to the use of compounds of the general
formula (T) as defined above, wherein the compounds are selected from:
2-{6,7-Dimethoxy-1-[2-(4-trifluoromethyl-phenyl)-ethyl] -3,4-djhydr0-1H-isoquinolin—2—
y1}-N-methyl-2-phenyl-acetamide; |
(R)-2-{ (S)-6,7-Dimethoxy—1—[2-(4—triﬂuoromethy1—pheny1)-ethyl]~3,4—dihydro—1H-
isoquinolin-2-yl}-N-methyl-2-phenyl-acetamide;
2-[1-(3,4-Dimethoxy-benzyi)-5,8-dimethoxy-3 ,4-dihydro-1H—isoquinoﬁn-2-yl]—N—
{pyridin-2-yl-methyl}-acetamide; |
2-[1-(3,4-dimethoxy-benzyl)-8-(cyclopropyl-methoxy)-5-methoxy-3,4-dihydro-1H-
isoquinolin-2-yl]-N-(pyridin-2-yl-methyl)-acetamide;
2-[1-(3,4-dimethoxy-benzyl}-8~2-fluoro-ethoxy)-5-methoxy-3,4-dihydro-1H-isoquinolin-
2-y1}-N-(pyridin-2-yl-methyl)-acetamide; ' '
2-[1-(3,4-dimethoxy-benzyl)-8-(2,2-difluoro-ethoxy)-5-methoxy-3,4-dihydro-1H-
1soquinolin-2-yl]-N~(pyridin-2-yl-methyl)-acetamide;
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202-1 1 -(3 ,4-D net hoxy-benzyl)-6
, 7-di met hoxy- 3, 4-di hydro-1Hi soqui nolin-2-yl] -N

woﬁnﬁ?@éﬂ?f"o benzyl)-acetamde; 2 - [ 1-(3 PCT/IB2007/050868

nmet hoxy- benzy1) - 6, 7- di net hoxy- 3
, 4-di hydro-111-i soqui nol i n-2-y11- N( 6- met hoxy- napht hal
en-2 -yl net hyl)-acet ami de; 122-1 1 -(3
, 4- Di met hoxy- benzy0-6 , 7-di met hoxy- 3
2,[4 (gl |4bdiﬁfeﬂxogdjfﬂeﬁﬂﬂ}18&ﬁ{dx5} 52nﬁé&ﬂox§d%54( d:h?&bh](})f—i’soﬁﬁﬁmm“yl]-h’-
-yl met hyD- acet am de; 2-

(pwdm ﬁéﬂm@')ﬂbé@ﬁ)imlﬂﬁﬁ 7- d| met hoxy 3

2:[25(9,(??4/ o}clfl- e ~§S~r1])g(|():pec%xg %lgb10§§' ?1 -d1P§dro 1H-1soquinolin-2-yl1]-N-
@ﬁrdﬁi—ﬁ%ﬂlm@fﬂylpemagﬁrd@ 7-di met hoxy- 3

4- di hydr o- 1H-i soqui nol | n- 2- y%ﬁl N( 1- phenyl - et hyl ) - ace
2t[3\T@df i, oxy-benzy -8-allyloxy-5-methoxy-3,4-dihydro-1H-1soquinolin-2-y1]-N-

(@9%%%_2 %Qﬁgﬁ benzyl) -6, 7- di net hoxy- 3, 4- di hyd
0- | soqw no i n- éi] N-
2{[py(B J4€ﬁmiethﬁxy4bﬁﬁ;tﬁhy8-hs@ﬂqioam5dmﬁthﬁxf—3 4-{iBydro-1H-isoquinolin-2-yl |-
XY - nzyl
N('Pyﬂfi%‘lf' g g‘?d‘nill i soqui nol i n-2-y1]-N(2-me
2l 5 (Q_methoxy-3,4-dihydro-1H-i lin-2-y1]-N-
D ARy ACEAATS B onoxtilmethoxy ydro-1H-isoquinolin-2-yl]

(Satin-2;yd-nBithyd)-aestamidenz y 0- 6, 7- di net hoxy- 3, 4-di hydro-1
fl-isoqui noI in-2-yll- N(3 met hyl - benzyl ) - acet am' de;

2-11 -(3 i th 6,.7-d h
4[ di e rre O qelﬂ%féntiﬂn]rela‘fq(;: ﬁlgé( gf compounds of the

'geﬁé}al TR g?deﬁ'—i%d[a%o(zg’ wherein the compounds are selected from:

4-Di nmet hoxy-benzyD- 6, 7-di net hoxy- 3, 4-di hydro-11-1-1s
2¢d1-UjB |4dl)mre=t}i}}xy§|1]enkyl)-(6;l7 &ingthoxy-3,4-dihydro- IH—Isoqumolm~2—yl]—N~
&etrah dr o- napht hal en- 1-y1) - acet am de;
?’ZP' 2QeRMAIAR; et hoxy- benzy1l) - 6- met hoxy- 7- (pyr azi n- 2 yl

29503 AR Beltziiie! ARGy N0y HOSRrtfOr -

naph{hhldsmlhhmfthﬂmma@ met hoxy- 7- (t hi azol - 2- yl oxy) - 3
dro-1Hi so ui nol i n-

i h
21 b5 g I el ehene s 0 it s dihydro- EL-isoquinolin 2 y1J-N-

, (}é#hg, gb%@gc% Q nzy1l) - 6- met hoxy- 7-i sopr opoxy- 3, 4-
) | |

oqgul no in-2-y1]- N (5-met hoxy-indan-1 ‘
2 -[l/—@ Ad0ialeiixgtbenzyl)-6, 7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-y1]-N-

(4-fluoro-benzyl)-acetamide; ‘ .
2-[1-(3,4-Dimethoxy-benzyl)-6, 7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-yl]-N-
(6-methoxy-naphthalen-2-ylmethyl)-acetamide;
2-1-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-3,4-dihydro-1H-1soquinolin-2-y1]-N-
(4-methoxy-naphthalen-2-ylmethyl)-acetamide; |
2-[1-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-3,4-dihydro- 1 H-isoquinolin-2-yl]-N-

© (3,6)-difluoro-benzyl)-acctamide;

2-[1-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-3,4-dihydro-1H-1soquinolin-2-yl}-N-
(1-phenyl-ethyl)-acetamide;
2-[1-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-yl]-N-
(pyridin-3-yimethyl)-acetamide;
2-[1-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-y1]-N-
(2-methyl-benzyl)-acetamide;



10

15

20

25

30

241- (3, 4- D met hoxy- benzyO- 6- met hoxy- 7-i sopr opoxy- 3, 4-
di hydro-1Hisoqui nolin-2-y11- N-(6-nethoxy-indan- 1

WO 206%/)1 f5et am de; cmmomm 0868

1 (3, 4- Di net hoxy- benzyO0- 6- met hoxy- 7- i sopr opox
, 4-di hydr o- 1H-i soqui nol i n- 2-y1] -
N-(6- met hyl -i ndan- 1-y1) - acet atthi de; 24143
, 4- Di met hoxy- henzyl) - 6- met hoxy- 7-i sopr opoxy- 3, 4- di
2h[nd((aor Dl tBOENHARYIE, idﬁﬂdthm&}lrﬁ 4- dﬂ%td?(y-lﬂlmgqlﬁnolin-Z-_}/ll]-N-

et rahydr onapht halen- 1 -y1)-acetam de;
(3(t®thbll+henatlhmey&mdﬂ,zy[}6 met hoxy- 7-i sopr opoxy- 3

2 Dty beat oL eg% 5 i - soquinolin-2-y11-N-

(inflsn-4=5P)- ARt RNY: benzyl) , 7-di net hoxy- 3, 4-cl i hydro- 1H
-1 soqui nol i n-2-y1] - N-(6-
Zﬁét(ﬁ Mﬂnaﬂmquﬂemi]))-éab dinathale-3,24lRIro- 1 H-1soquinolin-2-yl}-N-

D net 7-di nmeth 3
(1 43¢ g ﬂapgtéémm MR (-
I
144#(j %ap?/irl# #% o%%tﬁ%ﬂ metroxy Qé%z”??ﬁ %d];lygw 1H_lsoqumoml-

2xyt}-B-dndiinhig)-@edikinides oqui nol i n- 2 yl

2 GBS R - el isrot Avlen) Adr iy drar Wigipgauinolin-

2%11 Xyoindndt-gi) Aydagidttt N- (i ndan- 1-y1) -acetani d e;
-11-(3

‘27[4=@44n@mhqualmzyliﬁ mhethgxy-7 Hermoopraypbhvijhyerarbtitsoquiglin-2-yl}-

é e@} dro(%ll 1130| soq{u nolin-2-yl] -N(indan-1

22[1{(3 4(131n4eﬂ@bxry95 HOaENLyY-7 Asdptopd @-ﬂﬂiyhﬂiimq@o olm—2-yl]
hoxy- 3, 4-di hydro- 1Hi soqui nol i n2-y1] - N-(| ndan- 1-y1) - ,
Nermsaibgay-ndap Lpdaeatanidey PCT/ 1R2007/ 050868 14 .

zﬁel(%é;g(]éné%@ﬁ%% 67 iSO %‘)I n%‘f ?1&5‘ I%J‘ WF%% gﬁ)&}@qﬁ'}om' Y-

g Nu@cmmm ﬂﬂan 1-yl}-acetamide;

2?{4_3% |met hoxy- benzyl) - 7-.( but - 2-9 X Xy- 3,
3 by -fdns Q}g}[—%lfopmpoxy- dlhydro—lH-lsoqumolm- -yl]-

( gafa,g _i- ,
N!\gﬂﬁ%?gl gﬁé%eﬁ%g ﬂgly Ien y%ce%apmrl%%yl nmet hoxy) - 6-

: Z{Eb{(hé)@nﬁﬂmxdkﬁwdyla}éﬂethexy- -1sopropoxy-3 4-dihydro-1H-isoquinolin-2-yl]-

N- (i.ndan- 1-y1 tanid
Nt i TGS RBRAEY 3)~ 7 Lt hovw- 6. met hoxy- 3, 4- di h
2;[ (92 itk iRRG HAY )-8, 7odivhb ¥y L R bl vol | FIA G RBLASI -y1]-N-(6-

methoxy-indan-1-yl)-acetamide; .
2-{1-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-y1}-N-(6-
methyl-indan-1-yl)-acetamide;

2-{1-[4- (pymmdm—2-y10xy) 3—methoxy—benzy1] -6,7- d1methoxy—3 4-dihydro- 1H-

-isoquinolin-2 -yl}»N—benzyl—acetanude
2-[1-(3,4-dimethoxy-benzyl }-6-methoxy-7-(N,N-dimethylcarbamoyloxy)-3,4-dihydro-1H-

1soquinolm-2-yl}-N-(indan-1-yl)-acetamide;
2-{1-(3,4-dimethoxy-benzyl)-7-(3-fluoro-propoxy)-6-methoxy-3,4-dihydro- 1H-
isoquinolin-2-y1]-N-(indan-1-yl}-acetamide;
2-[1-(3,4-dimethoxy-benzyl)-7-(2-fluoro-ethoxy)-6-methoxy-3,4-dihydro- 1 H-isoquinolin-
2-yl]-N-(indan-1-yl)-acetamide;
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241- (3, 4- di met hoxy- benzy1l) - 7- propoxy- 6- net hoxy- 3, 4-di
hydr o- 1Hi soqui nol i n-2-y1] - N-

WO é'o@&/!ufs‘i' -1-y1) - acet ani de; PCT/IB2007/050868
(3, 4-dirnethoxy-benzyl)-7-allyl oxy-6-net hoxy- 3, 4-

dlhydro 1H i soqui nol i n-2-yl kN(i ndan- 1-y1) - acet am de,
241- (3, 4- di met hoxy- benzy1) - 7- Hsopr opoxy- 6- met hoxy- 3, 4
-di hydro- 1Hi soqui nol i n-2-y1] -

201 {(B ActiimethoX et} 22 delifluoro-ethoxy)-6-methoxy-3,4-dihydro-1H-
15241-( 3, 4- di met hoxy- benzyl) - 7- (1- et hyl - pr op- 2- oxy) -
1Seqmphw;y ENAGRiapyltyg-agetamide;

22 53(1(9 Hscﬂlill B%xﬁ %%?ﬁt?@ﬂ Fﬂ%ﬁﬁx; -3, dlh grrt))r %Iblgso)gugmlm-}yl]—
mkidﬁyuy dicktiagidgyi nol i n- 2 yl]
231503 Hle%"ﬁiéibﬁ%%bg}i Yo e Sy Y3 s droal B

L SRAY-pE! k 20 N-benzyl - acet am de;
133%1%1?%1?9%1](11#'6 ?ﬁgszf}a%édr?zyl) 6, 7- di t net hoxy- 3, 4-d

2+[h-}(ﬁi,|4€£hm13thloxy)dpanzyb}7ﬁtlﬁ)xy Ftmethoxy-3 4—d1hydro 1H—1soqumohn 2-y1]-N-

( [ ndan 1-yl kacet am de;
(19%111 %’ﬁ) % 0xy- benzy1) - 7- et hoxy- 6- met hoxy- 3, 4- di h

2%@1(9 4@1@1&&1&9%&:15@1) NpLopok i RBEbk y 3R R eIH—lsoqumolm-Z-yl}-N-
3, 4- di met hoxy- benzy1) - 7- propoxy- 6- met hoxy- 3, 4-
(mﬂﬁlfllyblﬂ -appfamidgiui nol i n- 2- yl kN- benzyl - acet ani de;

o T A TR E T RB Sy R B FR R St 2y

(ﬁﬂ@en.gry):lacgﬁﬂmdé% 4- Di met hyl - benzyl) -6, 7-di met hoxy- 3, 4-
di h%/dro 1Hi squ| nol in-2-yl k 30acet arni de
242 YAy b EHRPIoPOBY -P- AP REK ey @ydrndhﬂwﬂsmmhm%yl}—

%%%yq%é%l KN-[(1S)- indan-1-yl] -acetam de;

/ 1132007/ 050868 15 '

20 JomAatihethéy-bBnAEV-€1 h)dthyb@ﬂdp‘l)O@)-B-rdﬂ:thm)hﬁmdlﬁyd@ed H-
i hydro--1 acetam de;

_lszalim‘elglay Nehoprylmssiamige.s, 7- di met hoxy- 3, 4- di hydr o- 1H
-;”-%?gl‘blﬂ%lﬂi eﬁ%rfi) @R AT Rsopropoxy-3,4-dihydro-1H-isoquinolin-2-yl}-

N- [(lS)—mdan— -yl]-acctam1de .

21 (3 4-Dimethoxy-benzyl)- 6—methoxy 7-1sopropoxy—3 4-d1hydr0 1H—1soqu,1n011n-2-yl]-
N-benzyl-acetamide; 7 '

- 2-[(1 S)~1.-(3,4-Dimeth0xy—benzy1)—6,7—.dimethoxy—3,4-djhydr0-IH—isoquinolin—Z—yl]—N—
[(1S)-indan-1-ylj-acetamide; |
2-[1-(3,4-dimethoxy-benzyl)-7-ethoxy-6-methoxy-3,4-dihydro- 1 H-isoquinolin-2~y1}-N-~
benzyl-acetamide;
2-[1-(3,4-dimethoxy-benzyl)-7-propoxy-6-methoxy-3,4-dihydro- 1 H-1soquinolin-2-y1]-N-
benzyl-acetamide;
2-[1-(3,4-dimethoxy-benzyl)-7-allyloxy-6-methoxy-3,4-dihydro-1 H-isoquinolin-2-yl]-N-
benzyl-acetamide;

N-benzyl-2-[1-(3,4-Dimethyl-benzyl)-6,7-dimethoxy-3,4-dihydro- 1 H-1soquinolin-2-yl }-
acetamide;
2-[1-(3,4-Dimethyl-benzyl}-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-y1}-N-[(15)-

indan-1-yl]-acetamide;



10

15

20

25

30

52-[ 1 -(3 ,4-Diethyl-benzyl)-6, 7-di net hoxy- 3
, 4-di hydro-1Hisoquinolin-2 -yl]-N(pyridin-3 -

wo Wo7A@ify! ) - acet ami de; 24143 PCT/IB2007/050868

, 4-Dr et hyl - benzyl) -6, 7-di met hoxy- 3, 4-di hydro-1 H1soqu
inolin-2-yl1]-N-(pyridin-4- yl-nethyl)-acetam de; and
241- (3, 4- Di chl or o- benzy1) - 6, 71i et hoxy- 3, 4- di hydr o- 1
H i soqui nolin-2-y1]-N(pyridin- 103
Nebdnzi B2 1yd3, 4 amiethanbelery )4,7&@&@&@,&@@&3@11%6? i86lin-2-y1]-
the 1 nvention relates to the use of conpounds of the
formula (I) as defned above, wherein the

a 1
| t r . . .- . 1.
2] O R kS T bs . ity Wb ispanyingling 2 iN(pyricin-2-
BT 3 DL B oy benzy 1) - 6. 72 £ net hoxy- 3. 4- di hyd
- 4- Di met hgxy-benzyl) - 6, 7- di t net hoxy- 3, 4- di ro ...
243 G Do g BRSO HA M U RO L Lol LN pyridin-3-
y%fﬁhggf%-e%mn%?;hoxy- benzyl) -6, 7- di net hoxy- 3, 4- di hydr o-
2 H(B deldriethybbemeyD-;, 7T idinéihogpa 4-dihydrb) Hhdetainokin@: y1]-N-(pyridin-4-
0241- (3, 4- Di met hoxy- benzyl) -6, 7- di met hoxy- 3, 4- di hydr
Yémffi}yi)ga&awﬂ%% AR 2. y1] - N
. : L | en- 4 - ; -9 -v]1-N= TN
D R B O 2y 1] N pyridin
3y medhvd)-aketamoide- 1H- i soqui nol i n2-y1] - N- (i ndan- 1-y1) - ac
et am de; '
241- (3, 4-di net hoxy- benzy1) - 6- net hoxy- 7- (t hi azol - 2-yl o
Xy) - 3, RrtHétwhliodtirhéhtiof @i ind @l tioR-relates to the use of compounds of the general
252-yl | -N- (i ndan-1-y1l) - acet ar ni de;
fopapuly (3) ap-dofined penvg, Whersimthe gompewnsisarerselectnsifepoxy - 3, 4

A RTR B iy i1

berfryDhdBRinmi@x,y - benzyl ) - 6- met hoxy- 7-i sopr opoxy- 3
, 4-di hydro-1H-isoqui nolin-2-yl]-. o
24 (B 4Rintethoxy theday)-6, Kydimetiuetyath-déy dro-1H-isoquinolin-2-yl]-N-

30241- (3. 4- D net hoxy-Db 1)-6-nmeth -7-1 -3
narpti oy eI ROl | 7 2.1 K N (6 ot hyl i ndan: 1

| 2'.51149,?Meﬁmx?ﬁoehzyl)-tﬁ,7-dimethoxy—3,4—dihydro-1H~iSoq1ﬁnolin—2-§I]2\I;

3, 4- Di net hoxy--benzyl) - 6- met hoxy- 7-i sopr opoxy-

(indfinhirgheacttamidoqui nol i n-'2-y1] -

21?Hﬁ&l§ﬁng¥ﬁo%%ib%h%1§-af A PR R I e ST A U\
(1,2,3,4-tetrahydro-naphthalen-1-yl)-acetarmde; _
2-[1-(3,4-dimethoxy-benzyl)-6-methoxy-7-(pyrazin-2-yloxy)-3,4-dihydro-1H-1soquinolin-
2-yl]-N-(indan-1-yl)-acetamide; |
2-]1-(3,4-dimethoxy-benzyl)-6-methoxy-7-(thiazol-2-yloxy)-3,4-dihydro-1H-isoquinolin-
2-yl}-N-(indan-1-yl)-acetamide; ) |
2-[1-(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy-3,4-dihydro- 1 H-isoquinolin-2-y1]-
N-(5-methoxy-indan-1-yl)-acetamide; ,
2-[1-(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy-3,4-dihydro-1H-isoquinolin-2-y1}-
N-(6-methoxy-indan-1-yl)-acetamide;
2-[1-(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy-3,4-dihydro- 1 H-isoquinolin-2-y1]-
N-(6-methyl-indan-1-yl)-acetamide;
2-[1-(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy-3,4-dihydro- 1 H-isoquinolin-2-y1}-
N-(2-methyl-1,2,3,4-tetrahydronaphthalen-1-yl}-acetamide;
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WO 2007/ 105177PCT/ 1132007/ 050868 16 2. 11
- (3, 4- Di met hoxy- benzyl) - 6- met hoxy- 7-i sopr opoxy- 3, 4- di

WO ﬁ)ﬁ@ﬁ&-ﬁ.—ﬂ-l squ| nolin-2-yl]- N-(4-inethyl-i ndﬁ'f‘mﬁzoowos&sw
-y1l) - acet am de;

241- (3, 4- D met hoxy- benzyl) -6, 7- di met hoxy- 3, 4- di hydr o-

1 Hisoquinolin-2-y1]-N-(6- 16

nmet hoxy-i ndan-1-y1) - acet anai de; 524143

28+ (@Imidiélﬁdxybﬁéiﬁ 12)6- ~fhethrod JTBME}% Yox3-F4-Qitdes-0Hlikbdusiblin-2-yl]-
in

qui nol in met hy 1-y1)-acetam de; 2-

N- ﬁ%mﬂw%ﬂqﬂ%drﬂ) -2Ceiaide) - 3- met hoxy- benzyl | - 6, 7- di nnet
29@ X% ﬁDﬁ&h&i%%e%z}ﬁ'—éﬁﬂ%&ﬁ&ﬂE 4=k PERENlinAGES 3 .N-(6-

mefhakyriatide kythesgyde; 6- rret hoxy 7- (N, N-di net hyl car bano

I 3 ,4- h
20613 é%lawqﬁw'nb%mylﬁé ‘Reimethry- 3 yiheerd Bspmuinolin-2-y}-N-(6-

n%ﬁ%n%&ndi gg ¥adenzyl)-7-(3

uor o- pr opoxy) - 6- et hoxy-3 , 4-di hydro- 1

2H lskée[lpynnhd1n—22ylyky)—3\4ﬁ(e|ﬂmtarbeﬁzyl})5-7ad:ate&mxyié 4-@whydro-1H-

iso m@oﬁg{%&ﬁ “E‘RE% bEnz : Sé ;: ]uoro et hoxy) - 6- net hoxy

2= [I}l:(é '4U(ﬂﬁféﬂ1%xy-%)en%ﬁﬁ6%@tﬂﬁﬁy-i§ﬁ M:iftRethylcarbamoyloxy)-3,4-dihydro-1H-

-dlnethoxy benzyl)-7-(2,2
EﬂdumbllmﬁadeF@a@a)l -J6yhrecetopyde3 | 4- di hydr o- 1H

A4 Py B s R Ao ey,

@gﬁﬁbhﬂ@%ﬂpm%daﬁ-ﬁyb}%emﬁhdd ndan-1 -y1)-acetarni de
2- (33 rrimethesy-herzit Y F-Tueyc ethpx Oy metheridxd lihg digetHrdsequinolin-

2§2TFN-GTJI n?@] ﬁ?f%%% deN— (i ndan-1-yl)-acetam de; 241

2[4 33 4= cﬁm&ﬂbh%}énig&}-l'l{l)z dlﬂ@dl’ﬁ&xhbx@)-ﬂﬁilﬁﬁd}w 34- d:lhydro 1H-
4- di hydr -1H-|so U|noI|n2yI] -N(i ndan-1 -
is0 111 0]&1&- &tV an- —y )-acetamide;

2%11(3- 4‘&@?%19%}2&%%% Wzﬂb%ﬁﬂﬁu?f %?Qg%% df%?&ll?)omqs%qmnolm—}yl]
N—Qtﬂ;)anak:yk)amtdmde _ _
-2{1+(3,4- dlmethoxy-benzyl)- -(cyclopropyl—methoxy) 6-methoxy—3 4-dihydro-1H-
isoquinoliri-2-y1}-N-(indan-1-yl)-acetamide;
2-]1-(3,4-dimethoxy-benzyl)-7-ethoxy-6-methoxy-3,4-dihydro-1H-isoquinolin-2-yl}-N-

(indan-1-yl)-acetamide,
2-{1-(3.4-dimethoxy-benzyl)-7-propoxy-6-methoxy-3,4-dihydro-1H-isoquinolin-2-y1]-N-
(indan-1-yl)-acetamide; _
2-[1-(3,4-dimethoxy-benzyl)-7-allyloxy-6-methoxy-3,4-dihydro-1 H-isoquinolin-2-y1}-N-
(indan-1-yl)-acetamide;
2-{1-(3,4-dimethoxy-benzyl)-7-isopropoxy-6-methoxy-3,4-dihydro-1 H-isoquinolin-2-yl |-
N-(indan-1-yl)-acetamide;

2-[1(3,4-dimethoxy-benzyl)-7-(1-methyl-prop-2-oxy -6-methoxy-3,4-dihydro-1H-
isoquinolin-2-y1]-N-benzyl-acetamide;
2-[1-(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy-3,4-dihydro-1H-isoquinolin-2-yl]-
N-[(1S)-indan-1 -yl];acetanljde;
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25241 -(3
, 4- di met hoxy- benzy1l) - 7-al | yl oxy- 6- met hoxy- 3, 4- di hydro

WOZO],’;-hbﬁQﬂUI nolin-2-yl kN~ (indan-1-yl)-acet ani. : 20%7[020868

241- (3, 4- di met hoxy-benzyl) - 7-i sopr opoxy- 6- net hoxy-

-di hydro- 1H-i soqui nol i n-2-y1]- N-(indan- 1

-y1) - acet ani de; 24143 , 4-di methoxy-benzy1l)-7-(1

- met hyl - pr op- 2- oxy) - 6- nEthoxy 3, 4-di hydro- 1H

23048 GIDIOhdHY-Beny H)-Nnb@b Ry 7-i06RbpdRydR4 -dﬂiszﬂﬁlmﬂ-lso uinolin-2-yl}-
4- Di et hoxy- benzyl) - 6- met hoxy- 7-1 sopr opoxy- 3, 4-di hyd

N-bengpl-pesamideiol i n-2-y1]- N-[(1 S)-indan-1

2019y AEEE ihnfioxy HhARPE b6 53 4 4G A8 TE ARG o 2-y11 N

[([IS)-ilﬁiaﬂ-lEjzlﬂmtéim;debenzyl) 6- net hoxy 7-1sopr opoxy 3, 4-

di hydro-1Hisoqui nolin-2-yl] N benzyl -acetam

22{1{? ﬁmftbc%y bﬁ%?ﬁ&@;ﬁwﬁeﬂ@g}lﬂm d@vﬁ@rﬂéwﬂ@mhmZ-yll-N-
bQMﬂﬁQm%ﬁhkﬁoqu'n0|'n -y1]-N[ (1S) -i ndan- 1-yl kacet am d

2f[1-(63 diﬂﬁthmY%en%dh@pmﬁbkyﬁmﬁmﬂ@—dﬁmew -3soquotohiy-2-yl}-N-
dro 1Hiso ui nol i n-2-y1]-N benzyl - acet am de;
t*ﬁmdlgtnethoxy benzyl) - 7- pr opoi cy- 6- net hoxy- 3, 4-
241 by At Bt ok -%Hiyﬂgbi Nyidxy-H-mbiheRv-8l4- A8 S4B IR0 311 lin-2-y1]-N-
q R?S 4- dlne?hoxy eﬁzyl) allyg%ky 6- ﬁethoxy % 101n i
fWQﬁMKkqu|nolln 2-y1l]-N- 10benzyl - acet am de;

A6 A B o i1

adAamidad; 4- Di met hyl - benzyl) 6 7-di met hoxy- 3, 4-di hydro-1
i nolin-2-yl1]- - i ndan-

H-i soqu %1 1
2134 ge@qhﬁld@nzyl) 6,7- dlme oxy-3,4-dihydro-1H-isoquinolin-2-y1]-N-[(1S)-

“&@ﬁh3@?539?§%% (3, 4-Dinthyl - benzyl)-6, 7-di met hoxy- 3, 4

I'soqui nol i n-2-yl1]- acetam de;

N2dehz (B2 41-03, & Dhiythybbazy )6, B-dimethomt- B,Gxﬁhﬁiré-lﬁl Rygligolit=D-y]-
-1 soqui nol i n-2-y1]-N-(pyridin-2-

APAEEhy| ) - acet am de;

- 24f ik %ﬁ? @é&m@y -4 4@!1?&#8 P isdqitmhily CiFlPN](Hyndm-z-

-1 SOC]LII no

: ﬂamwmﬁemmﬂmdacetaWIde
2- [1-(3 4—D1ethyl benzyl)- 6,7- d1meth0xy-3 4-d1hydro 1H-lsoqmnolm—Z-yl]—N—(pyndm—3—

yl-methyl)-acetamide;

 2-{1-(3,4-Diethyl-benzy!)-6,7- dlmethoxy -3,4-dihydro- 1H~1soqu1nohn—2—yl]—N—(pyr1d1n 4-

yl-methyl}-acetamide; and : :
2—[I~(3,4-Dichlor0-benzyl)-6,7—dimethoxy—3,4-dihydr0—1H-‘isoquinolin-fl—yl]~N—(pyrid1'n—
3-yl-methyl)-acetamide;

A further embodiment of the invention relates to the use of compounds of the general

formula (I) as defined above, wherein the compounds are selected from:
2-{6,7-dimethoxy-1-[2-(4-trifluoromethyl-phenyl)-ethyl]-3,4-dihydro-1H-isoquinolin-2-
yl}-N-methyl-2-phenyl-acetamide;
(2R)-2-{(18)-6,7-dimethoxy-1-[2-(4-trifluoromethyl-phenyl)-ethyl]-3,4-dihydro-1H-
1soquinolin-2-yl}-N-methyl-2-phenyl-acetamide;
2-{6,7-dimethoxy-1-[2-(6-trifluoromethyl-pyridin-3-yl)-cthyl]-3,4-dihydro-1H-
1soquinolin-2-y1}-N-methyl-2-phenyl-acetamide;
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211- (3, 4- Di et hyl - benzy1l) - 6, 7- di et hoxy- 3, 4- di hydr o- 1H
-isoquinolin-2-yll-N(pyridin-4-
> | )-acetam de; and
WO%@IH?%% Di chl or o- benzyl) - 6, 7- di met hoxy- 3, 4- %CT{[B&OWI%O%S
Hisoqui nolin-2-y11-N-(pyridin3-yl-nmethyl)- acetan1de

25 A further enbodiment &f the invention rel ates
to the use of compounds of the general formula (I) as

(gls%irznﬂeﬁz*s_)ad?ﬂuﬁnetmsr.@J[n(smﬂ&ﬁamewﬁmiﬁ.asﬁj-@&&ﬂsﬁ,4-dihydro-m-
iqoauino&n@eylh&gmmlcphmﬂ-aqetmidmt hyl - pheny1) - et hy11-

‘B tguorg% BRSH qg%@?g{ﬁhdéméﬂ(l)xyé ,4-dihydro-1H-isoquinolin-2-yl} -2-

pﬁ&(ﬂa};e@m{dels) 6 7-di met hoxy-142-(4-trifluoromethyl-p

hen eth 3, 4-di hydro-1H

2o 25?01)51 hwnw y P Z-dingsileanyt 3, 4dtydre-dH -isgquinolin-2-yl} -2-
- OXYy- 142(6tt|fluoromathyl pyridin-3-yl)-e

p%‘%ﬁfg%{%f hydr o- 1Hi soqui nol i n- 2-yl |

2-{¢; "blithytheRy-pH2H¥trifleerbartigd-phetd-cthyl]-3,4-dihydro-1H-isoquinolin-2-
7/ 10 177PCT 1132007/ 050868 18 (2R)-2- ,

Yf}(‘ ‘?‘C fHE¥hoxy- 142- (6-tri fl uor omet hyl - pyri di n- 3-

2¥{11\5|_),7r;§1i1ﬂ§t?11_)xzs_3-’1 ﬂfZ LT e ?ﬂeagﬂ%'ﬂ{m 3 R-dpdls-1 H-isoquinolin-2-y1}-2-

enyl - ace
pheryl-4@eté18idés Di f | uor o- pheny1l) - et hyl ] - 6, 7- di net hoxy- 3, 4

25{3 ﬁy&r 5-Di uolrﬁc’-g iyﬁotlatilgl_] %_’y&r}methoxypyg g}élydr v ?lt-lz-aig(])qq&nolm-Z-yl} -2-

phdiryl dcdtgmeD f | uor o- pheny1l) - et hyl | - 6, 7- di net hoxy- 3, 4-

d| Aydro- 1H 1 soqui nol i n-2-y11 -2- phenyl - acet ani de; 2-

{6, ﬁDmletéox)eH2 12 me(cm)wrptfenubfe&m&hg}+dﬂmm&1}meqqun-z -yl}-2-
ffdlh ro-1Hi soqui nol i n- 2- :

p@% B¢ 1-acetam de; 2-

2416 [2-(BLFIRsrO Phinyid 2th g, 2| iftolgH-0 - |
{82 mBirounit g B ahea il b Lguidot 041 2

phenykageargiges- Di f | uom pheny1) -.et hyl ] - 6, 7- di met hoxy- 3, 4

2- {q [EY@ ﬁ%gﬂk&h&g%ﬂeﬂg ) e@hﬁ]’ g lfldun%fhogy %rlfyhihg&%t ﬁ-ﬂs%%hmohn—}yl}—

2~phenyl—acetarmde :

®R)-2-{(S)-6, 7-D1methoxy~1 -|2- (Z-methyl—S-mﬂuoromemylmphcnyl)-ethyl]-3 4-dibydro- -
| 1H-isoquinolin-2-y1}-2-phenyl-acetamide; S

(R)-2-{(S)-1-[2-(3-Chloro-2-fluoro-phenyl)-ethyl]-6,7-dimethoxy-3,4-dihydro-1H-

isoquinolin-2-yli}-2-phenyl-acetamide; :

(R)-2-{(S)-1-[2-(3-Fluoro-4-methyl-phenyl)-ethyl]-6,7-dimethoxy-3,4-dihydro-1H-

1soquinolin-2-yl1}-2-phenyl-acetamide;

(R)-2- {(S)-1-[2-(4-Fluoro-2-trifluoromethyl-phenyl }-ethyl}-6,7-dimethoxy-3 4-dihydro-

1H-isoquinolin-2-yl }-2-phenyl-acetamide;

(R)-2-{(S)-1-[2-(5-Fluoro-2-trifluoromethyl-phenyl)-ethyl]-6,7-dimethoxy-3,4-dihydro-

1H-isoquinolin-2-y1}-2-phenyl-acetamide;

(R)-2-{(S)-1-[2-(2-Fluoro-5 -triﬂuoromethyl—phenyl)—ethyl]—6 ,7-dimethoxy-3,4-dihydro-

1H-isoquinolin-2-y1}-2-phenyl-acetamide;

(R)-2-{(S)-1-[2~(3-Fluoro-4-trifluoromethyl-phenyl)-ethyl]-6,7-dimethoxy-3,4-dihydro-

1H-isoquinolin-2-yl}-2-phenyl-acetamide;
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2-
{6, 7-Di met hoxy- 142- (2- met hoxy- pheny1) - et hyl ] - 3, 4- di hy

WO ﬂfo?ﬂ&s’iﬁ soqui nol i n-2-y11-2- phenyl - acet am depcramr007/050868

152-11-[ 2- (4- Fl uor o- phenyl) - et hyl ] - 6, 7- di et hoxy- 3, 4-
di hydr o- 1H-i soqui nol i n-2-y11- 2- phenyl - acet am de; 2-

{142- (3, 4- Di et hoxy- pheny1) - ethhyl ] - 6, 7- di met hoxy- 3, 4-
di hydr o- 1H i soqui nol i n-2-y11- 2-phenyl - acet an de;

RLDUS- L4 BRibRx Y rdethd=fhen ety l}-67 idiméthboy-6 pEdifydro H-
heny I? et hyl | - 3, 4- di hydr o-

ispauimolingod cpheﬁylzacy@mméephenw acet ani de; (R)-2-

S0yl R Bl R R o S ot

19‘5(1111(15%)111—2 yl}-2-phenyl-acetamide;
R St -?@Eﬂué%%té@&%%%amyﬁhﬁ% 18 T ety E5 iy dro-

1?%%; E 112- (%9@ %ﬁ’% atgr ”ﬁ ubr omet hyl - phenyl) -ethyl ]-6

(RIF2-d(Siet-fi (Q#Fﬁptb—ﬁ-ltll‘lﬂnbromethyi-phenyl)aethyl} -6,7-dimethoxy-3,4-dihydro-
t de; (R -2-

! (1§Q%‘%§{H?%Y§r%BPélyi’aP?ﬂﬁﬁ or oﬁg?h;llm pﬁen§/1g ethyl]-6

(R)qu le(@tcﬁloﬂa Q&Hﬂﬁ&%ﬂﬂétﬂﬂ%&!ﬁﬂpbﬂh?ﬂ% ¥-8imethoxy-3,4-dihydro-

acet am de;

1H(®qmm2u%2y§k2r@hmy$ﬂaﬂ¢¢mld§oronet hyl - pheny1) -et hyl ] -6

%&ﬁﬂ%ﬁ%@w g't?ﬁﬂl‘i"fﬁmﬁﬁé’h iphenyDssthykl §7-dimsfhoxy-3.4-dihydro-

1H(1§)q111ﬁ’(ﬁm(§ BLygﬁ&qAabétaﬁﬁdéor onet hyl - phenyl) ethyl]-6
I met hox di'hydr o1lH- i soqui nol i n- 2-
(003 3Dy > Bt s haopmatin P RgTs Dyt G oo b iy dro-

)
I{11 g%&ly&l ug yé acet?rﬁldle phenyl) - et hyl] -6, 7-di neth
(FOM/-{C*BM}-@D (2yDiftuotdinstaaky pméﬂym} &hyll-b;2dipRgtivkly- 4-ditgidie 1 H-

13(’11%}1119111{ @S’)l} -B-PhenylrsedBige 142- (2, 3, 5-tri f | uor o- pheny1)
a?eﬁ ggé)l I-B-(5- Blub¥R5 Gri A S A0HYLBh Y1 Petk 627 BRI xy &£ £ Wihydro-

1H- 1soqu1no]1n—2-y1}-2-phenyl acetamide;

- (R)-2- {(S)-l [2-(2-Chloro-3 tmﬂuoromethylmphenyl)—ethyi} -6 7 dlmethoxy-3 4- dlhydro- ‘
) 1H-130qu1n011n—2—y1} 2—phenyl acetamlde, - : L

(R)-2-{(S)-1-[2- (Z—Fluoro 6-trifluoromethyl-phenyl)-cthyl]-6 7-d1methoxy-3 4- d:lhydro- '
1H-isoquinolin-2-y1}-2-phenyl-acetamide;
(R)-2-{(S)-1-[2-(4-Chloro-3-trifluoromethyl-phenyl)-ethyl]-6,7-dimethoxy-3,4-dihydro-
1H-isoquinolin-2-yl}-2-phenyl-acetamide; '
(R)-2-{(S)-1-]2-(2,3-Difluoro-4-methyl-phenyl)-ethyl}-6,7-dimethoxy-3,4-dihydro-1 H~
isoquinolin-2-yl}-2-phenyl-acetamide; :
(R)-2-{(S)-1- [2-(4—Diﬂuoromethoxy-phenyl)—ethyl] -6,7-dimethoxy-3,4-dihydro-1H-
isoquinolin-2-yl}-2-phenyl-acetamide;
(R)-2-{(S)-1-[2~(3,4-Dimethyl-phenyl)-ethyl}-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-
2-y1}-2-phenyl-acetamide; |
(R)-2-{(8)-1-[2-(3-Chloro-4-methyl-phenyl)-ethyl}-6,7-dimethoxy-3,4-dihydro-1H-
18oquinolin-2-yl}-2-phenyl-acetamide;
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5(R) - 2-
{(S)-142-(4-Fluoro-3-trifluoronethyl-phenyl)-ethyl]-6

wo 2007/fdspt hoxy- 3, 4-di hydr o- CT/IB2007/050868
H-?dsoqw nol i n- 2-y1} - 2- phenyl - acet at ni de; (Rg ém

{(S)-142-(3-Fluoro-5-trifluoronethyl-phenyl)-ethyl]-6
, 7- di met hoxy- 3, 4- di hydr o1lH i s#fui nol i n- 2-y11- 2- phenyl
" acet ani de; (R)-2-

B eHierd = BH-
o ey T o MBIV st ol T 2y

mgulpﬂ@ar%d ethepylroetapmyle; . [ (S) -1 [ 2- (2 Fl uor o- 3

(%/)dﬁ 'g(%lh soqut noﬁ’ﬂt@wﬁﬂf&%ﬁ%ﬁ&ﬂ?ﬂ% tam ggé%?%:ﬂ%%lf}phenyl-

ac{e(t@udéﬂfZ (2-Fluoro-4-trifluoromnethyl - phenyl) ethyl]-6
- di met hoxy- 3, 4-di hydr olH i soqui nol i n- 2-yl |
(R)zzm-,m-pg@g@gm e 2 - told-othyl)-3,4- dihydro- TH2isoquinolin-2-yl]-2-phenyl-
adetahit ;42 (2-Di fl uoronet hoxy-phenyl)-ethyl] -6, 7-di neth

oXYy- %4 di hydro-11-1-

(RsD{S)o01-Din2thydyi- A2 phieiy tetiad £ B Andibhedro{1R)-is@quinolin-2-yl}-2-phenyl-
é@;ﬂﬁdmz (3-Fluoro-2-trifluoromethyl-phenyl)-ethyl]-6

a fret hoxy- 3 , 4- di hydr o1H-i soqui nol i n-2-y1{

2 Ffu@fﬂ yl)RkhyA1-6,7-dimethoxy-3,4-dihydro- 1H-i lin-2-
(R)(ngﬂﬁﬂ - Chl onﬁaiﬁéIl tri fslauor onet h)?xyphenlyi’) 0et )}Soqumo .

y ﬁrﬂhﬁfm’i-h@m}m@e 4-di hydr o-

T U T T S —

ylf}yj i)h&lﬂa@gtﬁﬁjd@oxy 3 4- di hydrol Hi soqui nol i n-2-y11-2-
(1{))@ {%/I-acetam de; (R -2- { (Sft 142- (4-Chl oro-3
i

Dot Ryetiemangny St Ghmeprsp Hostpy do-1Hsoquinolin-

2y o L 2 et by - phomy D) et hy1] -6, 7-¢

(R)mit{(ﬂ)ﬂyfﬁ(%-ﬂlld‘lﬂ&bqy 1)45:3@(11]46 JAaliinBthdxy-B4-dihydro-1H-isoquinolin-

henyl - acet am de; (R
}S§P g (a&‘itﬂnﬂ‘l%ororret hoxy- pheny1) - et hy1] - 6, 7- di met h

(fagﬂ-éﬁsg S(r,:‘fyetﬁglrﬁn %%ﬂplzé@ﬂ%ﬂhs?? é')ﬁq_l%?\’ﬂ(dgy—?, 4-dihydro-1H-isoquinolin-
-ykl}—Dpheri)h:}alceqaimiwl) et hyl] -6, 7-di net hoxy- 3 :
RSNy %&th%?ﬂ L’['2'”(8't;[-lﬁuoromﬂayl phenyl) cthyl)- 4-d1hydro—1H—
: 1soqumolm—2—yl} 2-phenyl—acetam1de ‘ o :
(R)-2-{(S)-1- [2 -2, 4—D1ﬂu0ro—phenyl)—ethyl] 6 7 d1methoxy—3 4-dihydro- lH—xsoqumoIm-
2-yl}-2-phenyl-acetamide;
(R)-2-{(5)-6,7-Dimethoxy-1-[2-(2,3,6-trifluoro-phenyl)-ethyl]-3,4-dihydro-1H-
isoquinolin-2-yl}-2-phenyl-acetamide;
(R)-2-{(8)-6,7-Dimethoxy-1-[2-(4-trifluoromethoxy-phenyl)-ethyl]-3,4-dihydro-1H-
isoquinolin-2-yl}-2-phenyl-acetamide;
(R)-2-{(5)-1-[2-(2-Fluoro-3-methyl-phenyl)-ethyl]-6,7-dimethoxy-3, 4—d1hydr0—lH—
1soqu1nohn—2-yl} 2-pheny1—acetannde
(R)-2-{(S)-1-[2-(4-Chloro-phenyl)-cthyl}-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-
yl}-2-phenyl-acetamide;
(R)-2-{(S)-1-[2-(3-Chloro-phenyl)-cthyl]-6,7-dimethoxy-3,4-dihydro- 1H-1soqu1nohn—2—
yl}-2-phenyl-acetamide;
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302-yll -2-phenyl -acetamde; (R-2- {(S)-1-[2-(3
- Chl or 0- 4- et hyl - pheny1) - et hy1] - 6, 7- di net hoxy- 3, 4-di h

WO zzlogméé)gyssoqw nolin-2-yll -2-phenyl -acetam dercwfﬁ@oowososw

177PCT/ 1132007/ 050868 20 (R)-2-
{(S)-142-(2-Chl oro-6-fl uoro-phenyl)-ethyl]-6, 7-di meth
oxy 3, 4-di hydro- | flisoqui noli#®-2-y11-2-phenyl -acet am

(lidi?l gs)[-(i @Dlﬁleﬁm@'yﬂleEﬁ@ﬁﬁﬁbﬁo&&h&@ﬂ{mﬂ)@ﬂ{ﬁ]—@ A4t Ry 1H-

H i soqui nolin - 2- phenyl acet am de;
lsygmpohu{Z(ﬁ} ~2ephEng- mt&mdcy, 1- (2-mtol yl - et hy0- 3, 4-di hy

Qb 00 G DR Tl s TR pon] PSPl ceemat ity

isd ﬁ)jnélﬂJJZ%ﬂp.QLﬂ}thpao%t;ﬁf&he 2- phenyl acet ar ni de;

T e bt
15%,1%@@19233}4;Jgﬁﬁlgﬂmngge{apmge, 10y11- 2- phenyl - acet ani de;
BB €S)467 {{Brmicthions-d~[2R@B/4-tri fidpypheiyl Yoty Tey S ddtydid- BHd

i hydr o- 1H-j soqui nol i n-2- y1)-2-phenyl - acet am de;
m()gymg?n-{’l yg-z nyl—acetarmde y1)-2-pheny

A2 PP OERRASIY G S By T AR = B s
is{)({tﬁ)leliJﬂ-Z—y(lB-ZQ}thlmmﬁd}enyl) - et hy1] - 6, 7- di met hoxy- 3
(%)Fa ?@yz [ DA SS i eth 516 - diraethory 4= e THf B quinolin-
2{),(4;32 eBetarhlidiet hyl - phenyl) - et hyl] - 6, 7- di met hoxy- 3

di hy

ro- 1H i soqui nol i n2-y11- 2 - phenyl - acet ani de; 7
(P{)F.g -{(8)- 6 ,7-Dimethoxy-1-[2-(2-trifluoromethoxy-phenyl)-ethyl]-3, 4—d1hydr0 1H-

iRt H ARSI oo ol 2 ya)

(R)22 Qtsgrlytz @CALDAEA| 680 phenyl)-ethyl]-6,7-dimethoxy-3,4-dih dro-1H-isoquinolin-
R -2-{(9S)-142-(2, 4PD| f?’l)Jorg phenyl) et%yi] y |m=3tq
QWBX%‘-P@W@FPWW >1H- i soqui nol i n2-y11-2- phenyhacet ani d

Oy Bimetpsy -4y onophepigbg b gioelity
mddulﬁolﬁx-myhympheﬂﬂmqmmml in-2-yll-2-phenyl - acet am de
(R) 2-{(8)-1-[2-(3- Bromo-phenyl) cthyl}-6 7-d1meth0xy-3 4—d1hydr0 1H-1soqu1n0hn—2n

) 'yl}—2—pheny1~acetam1de

(R)~2 {(S)-1-[2- (4—tert—Buty1—pheny1)—ethyl} 6,7- dlmethoxy-S 4- dihydro- 1H—1soqumolm—

2-yl}-2-phenyl-acetamide; ‘
(R)-2-{(S)-1-[2-(2-Bromo-phenyl)-ethyl]-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-
yl}-2-phenyl-acetamide; .
(R)-2-{(S)-1-[2-(4-Bromo-phenyl}-ethyl}-6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-
y1}-2-phenyl-acetamide; and
(R)-2-{(S)-0,7-Dimethoxy-1-[2-(4-trifluoromethyl-phenyl)-ethyl]-3,4-dihydro-1H-
1soquinolin-2-y1}-2-phenyl-acetamide.

A further preferred embodiment of the invention relates to the use of compounds of

the general formula (I) as defined above, wherein the compounds are selected from:
2-{6,7-Dimethoxy-1-|2-(4-trifluoromethyl-phenyl)-ethyt}-3,4-dihydro-1H-isoquinolin-2-
yl}-N-methyl-2-phenyl-acetamide, and
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25(R)-2-{(S)-6, 7- D met hoxy-142-(4-trifl uoromethoxy-ph
enyl) - et hyl] - 3, 4-di hydro- 1H

' i nolin-2-yl1-2-phenyl -acetani de; (R)-2-
WO %@2’?‘%12’8 (2- Fl uor o- 3- et hyl - phenyl) -et hyl ] - 61’)(?:/33'2%%7{0%0868

oxy- 3, 4-di hydro- 11-1-
i soqui notin-2-y11-2-phenyl - ac® am de; (R) - 2-
{(S)-142-(4-Chl oro-phenyl) -et hyl] -6, 7-di met hoxy- 3, 4-d

d(lg)f-_qgf_g'-éﬂﬂiﬁﬁﬂi&ﬁ}ﬂﬂniﬁcﬁmﬁgbbﬁa@yl%%ﬂMb%&‘iﬁtﬁmdﬂﬁrdro-lH—

15p(@nelin-2-y1 8-Nchietnd-2gptenytjcetntige.] - 6, 7- di net hoxy- 3, 4-d
i hydr o- 1Hi soqui nol i n-2- yl1{-2-phenyl -acetam de; WO
2007/ 105177PCT/ | B2007/ 050868 21 (R)-2-
{ (S) 265ufthb} pRIGSMYerittAirtednttofithd HREATTRH X tBRBMMid oftddompounds of
hyl ] - 3, 4- di hydr o- 1H soqui nol i n-2-y11- 2- phenyl - acet am
tigegeneral formula (T) as defined above, wherein the compound 18:

@%{{ﬁsﬁé,?@iﬁipﬁ{o@y%Li?@}%ﬁbﬁo%&e&éy}%h@ﬁﬁﬁie{hw?j RdRRARY 1i-

ido?@ﬁul'imzl—)ﬂ N2mieihld 2-gHeanyd cetpdliahydiechioride salt.
5(R) -2-{(S)-6, 7- D net hoxy-142-(3-trifluoronethyl-phen
yl)-ethyl]-3, 4-di hydro- 1H

i soq li'&@ %Hﬂ@ntzﬂééﬁ!no% zﬁgkf gié%l%!%g Al PIAS thé Bhods-mentioned compounds of

{(S) - nmet hoxy- 1
gerbralr fobdular @) phé ropkiralbt pyit] er@ntidmelis, mixtures of enantiomers, racemates,
hydr o- 1H soqui nol i n-2-y11- 2- nyl - acet am de; -2- .
PR it GASEHORIEES B R STe IR Baep kg raccmates,
miYtirbs Aﬁfddllﬁk?f&%&sailﬁ"enc racemates, or meso forms and pharmaceutically acceptable
10i soqui nol I n- 2-y11- 2- phenyl - acet am de;

s4IR) -seheS)compRxe?, SrdDntdrplerlogipH e forms- thetepf,1 £@, Thadipmparation of a
nllg:gf%wgw;‘/'}odérﬂ]égéo I of Te¥tbie rz‘;ﬁcl)rlt—r] %ruﬁ&ﬁe- and/or long-term memory function
afRpedofnlake 6 A ddidloREl Oty -abdve-foentisricd! stmipyimid @i/ aRbakeful for the

'yfi-ethyl]-3,4-di hydro- 1H soqui nol i n- 2- y11- 2- phenyl - a
peeperatipe@f 21 Bedicapent to enhance and/or restore short-, middle- and/or long-term

- {2, 4-Di - pheny1) - -6, 7-di -3
oS A A TSPk LT
usable or pharmaceutically acceptable saits of compounds of general formula (I). This

encompasses salts with physiologically compatible ‘mineral acids such as hydrochloric acid,

- sulphuric or 'phosphci)ric' acid; or-with -organ-ic acids such as formic. acid, methaneSulphonic

acid, acetic acid, trifluoroacetic acid, citric acid, fumaric acid, maleic acid, tartaric acid,
succinic acid or salicylic acid and the like. The compounds of general formula (I) which are
acidic (e.g. with a free carboxy group) can also form salts with physiologically compatible
bases. Examples of such salts are alkali metal, alkali earth metal, ammonium and
alkylammonium salts such as Na, K, Ca or tetraalkylammonium sait. The compounds of
general formula (T) can also be present in the form of a zwitterion. For a comprehensive list
sec "Handbook of Pharmaceutical Salts", P.H. Stahl, C.G. Wermuth Eds., Wiley-VCH,
Weinheim/Ziirich 2002, p. 329-350. | _

The present invention encompasses different solvation complexes of compounds of
general formula (T). The solvation can be effected in the course of the manufacturing process
or can take place separately, ¢.g. as a consequence of hygroscopic properties of an initiaﬁy

anhydrous compound of general formula (T).
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(R)-2-
{(S)-6, 7-Di net hoxy-142-(2,4,5-trifluoro-phenyl)-ethyl

Wo%"&? ‘%’Ll%l hydr o- 1Hi soqui nol i n-2-y1} - 2- phenyl - aﬁ?f/ﬂ%&%sosss

{(S)-142-(3-Brono-phenyl)-ethyll-6, 7-di net hoxy- 3, 4-di
hydr o- 1H soqui nol i n-2- 20-2-Phenyl - acet am de;
(R) 2-
S 1
L(5)Th2p ) sty syl s SOBMREE G, <
C(ylﬂiyallme{ f@)ns,ldbﬁ c(ozamuudmoﬁ rmyrb) -fanm;l&] ()6 ,aid dihenet dalix yand  solvation

C%I(’]ﬁgésg % n LI 02 )ﬁli)/%# en&é 031(1: %?nﬁénrto%gqles stability

ptbfﬁes"raﬁi ﬂh)é @k@ ah'd‘dr@ 91‘1] Eﬂcﬁﬁieﬂ i #re scope of the present invention.
y1ll- 2- phenyl - acet am de; and

(R) - 2h¢ (agyoust pf Ldltrr@om@m;ndmﬁﬂ(mmmr&ll f@rﬁﬂdﬁe@h)%lmprt@rﬂae patient to

&!%angé ngc‘/J)rg%KtAFe sl%c%p r 191{1)(%({; I :@:&g aqgnrgo{é :]'I{]iOI%fi%P%l(}ﬁl ard’ performance
isi sonepiscd rbemieﬁtleﬁlgt@dt 1090use pef deo(IRObEE&eR0.0156and 15 mg/kg body

general formul a as defined above, wherein the

WEtERh B HY) ma@l%l@rb’cﬁr@a Stpgn 590 mgger daypilged Aok o 1.5 me/ke per day),
1
o A BTN APDRRA o 641310 s o o
y 11- Theredrhycunds plf genydralformdaill and éhed phdhaceutically usable salts can be

2007/ 10 177PCT/ 1 132007/ 05086
uged s medrcament (8- 1ythe f{* ? E@rmaw%ﬁﬁw@mﬁvm&ﬁem pharmaceutical
%ﬁ%&%ﬂﬁaﬁée :%Hh%ﬂlstlreﬁed 111tema.}1 . such a‘?]grna)l/lr e ge]tn a{:krlrel: fc‘f)é'm of tablets, coated

ta,b.leta,l rdriggies,phafleand: dofk ngﬁbahnnetmpsuiﬁs t smélthmv,e minubons or suspensions),
n er.al

atestoth use,. of nds_ o
DfsGRF R b fiealritert et SHOVE, OuFRGrLY o nd dBotgr suppositories).
Hbﬁreve(rR)hezadnnmstranon can also be effected parenterally, such as intramuscularly or
{(S)-6, 7-Di net hoxy-142-(4-trifluoronethyl-phenyl)-eth
m;ala}fel@ualydﬁ Byigrthe iqamsququieﬁtmn gelutiops). - N- net hyl - 2- pheny!

- h
o <o TPk ey REBHREH Fmiit o gl freftal s RAT le sas can be
POOEELI RS phﬁnﬁ&eg@mnyaheﬁ daofghsic (ok or@init £fiandd foy the production of

ure enantiomers, nmxtures of enantiomers, racenates, .
sts cmtog fblas, dftepgees cids Bk gelaml@(tqap@ées@fiactose, corn starch or

déHv@:ﬁ%eesr ﬁl@fe?&? rra[cs st&h@sefcﬁ{ &P '1t§oﬁﬁ§ 'e?c rc%ﬁet%&ﬁfeﬁ for exampl_c, as such

m xt ur e ‘diadtereoi someri c racemates, or neso
adjovants fanfhbblmdf@éwtan@hhﬂd)gehmnepimblee sal ts sol vent

co ex d norphol ogi cal forne thereof r the
pr SB itgblecaivrants feg @%ﬁ%ﬂ{w papsulah aice é)rm ; Vegstahigoils, waxes,
faf) 951{11—301'@ QebScR '?ﬂ(iq g(??réol@r&% NGIRbY ddfiRhisORr é‘é production of

and performance. Addlt e above-frenti one
sobwimme andl syrapsara) 0 exmplm Wiﬁﬁlr polyelspsaeplarade, Divenfugar, glucose, ete.

L X NG LTI T

oIPERSIEDEgekdBYSHiLd. ON enconpasses physi ol ogi cal |y usabl e
or pﬁar maceut i cal Ify accept abl e salts of conpounds of
Pt

gen&@ﬁbkoad;uthﬁl T suppositetigsopsadeie sxaymples nefurdd or hardened oils,
onpat | bI e m neral aci ds such as
W%‘% g“h?or |S€Ihg¥) %q{ﬂap oLy

Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
viscosity-increasing substances, stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, flavorants, salts for varying the osmotic pressure, buffers, masking agents or

antioxidants. They can also contain still other therapeutically valuable substances.
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20 sufphuric or phosphoric acid; or with organic
acids such as follicle acid, nethanesul phonic acid,

WO?@%J)S&T?C' d, trifluoroacetic acid, citric ac 8[&32007/050868

mari c aC|d mal ei c acid, tartaric acid, succl
acid or sallcyllc acid and the |ike. The conpounds of
general formula (1) which are2acidic (e.g. with a
free carboxy group) can also formsalts with

physimpkRehpsitds dhedBad bl dlbagesonvEiamtes ﬁﬁmﬁé&lﬁlcaﬂy acceptable
salts are alkali metal, alkali earth netal, amoniu

S@Jﬁdlemfawmamﬁmpwmmsets such as Na, K, Ca or

tetraal kyl anmmp sal nds -of. .gener al

For s compOuR oRea el vl 7 ARG Bl AT ine the occurrnce
of Wedrii@ | #@8/or r@¥my C&Hﬁﬁt@ Rensdafect! drginisf qe gHap diRKe®fin a lesioned
Phar maceutical Salts" H. St ahl C G rmut h Eds.

eyl opeeing\amaly wdz'ihwﬁ,.aéqang)elzunmowsg or gEstpringHhe learning ability
SR8 R YL L5 IRRRSE Ty AL BRI copponas o e

gemérulaafomtilac(a)ﬂado&eseﬁﬁﬁt uagbel may be vsall s prephret ienedicament to enhance
Lif act ur [ ng pr ocess or . can take pl ace sep[?r ately
émgqswﬁ%rngg@ Bighemmalserd poamp! madels).
' ni t ipRly éﬁ%@dﬂﬁmﬁ@rﬁ%

e I
W HED%, e YA ONRY uBthplin ISSIethe! schfallt !B’%élfsl‘!é)r@ as described

aboweemty be ubad t)rmﬁpza'n (aompés&nmt do ftfeetr patientsowiuh biegbasal diagnosed as

A5 T A S T e

?ﬂ@ as%ﬁabéé?i%%bd%ﬁﬁﬁ[ SRS My exhi bit
ferent dissolution properties, stability profiles,

and ihh@ further, cmbetliment, ghe chmppurttiscof, thetgvaetat Gpanudd (1) as described

ent nventlon 5 ,-The unt_o
B BE sed B PR mhedicHifer 0 Wl oG 0k Mlom improved
ntéﬁfdﬂﬁ(i§ REED fMEﬁﬁi}O desofd@d, t whichl ¢hell Bc tRBEAOKccording to the present
| ong-term menory function and erformance is

inVEHTL S84y Brve\ieBwmberRf epigins Go b meghgnigm o clinical comorbidity

Pl R e ——
nhkd Cognitigy kgpqnﬁnemta)e)c) nﬂn@-mdllid:eidcuﬂ adibpathico aiaa]tﬂmm;l lesions (e.g.

to 200 er day (i to 3 nu/k er day)
dementia) ,ﬁgﬁgolg%@gtbéq %gétﬁgp%ﬁl Ip%p% |(%g( Hgm @5) ¥10ns for which such

di canent arnaceutl c

p %%ﬁ@&%ﬁﬂ; ?@luhé{fuyﬁﬁﬁkﬁ 1? cﬁ?ﬁb s YAg ‘ilneqﬁorg impairment due to, e.-
o . int orm. 0
gpﬁepam&tmqnsﬁe,Bhﬂnphpnnaegutmbabpmﬁwmaﬁpﬂqmysnﬁm&dbemKMUon1n

R 4755 Bt S 3 e ey e, 1 can v
u&@ft& t@ﬁl Atk CanmthRating Rkl %Hﬁrorﬁé%@étﬁ&ssh%ke syndromes.
suspensions), nasally (e.g. i'n"the form of nasal

spr alrsy f@ﬁhﬁre%nbﬂdlme(ﬂe the compouralsfafrihe gfencral formula (T) as described
Howev i stration..can

pn%%lre or ecg%oe areé)g}:eeﬁtné?cg?%entgﬁgﬁrq ¢ above-mentioned diseases, and

ﬁir!hbf RSE (Hrdédsyn Gle JeRitF NSNS &/ ploph@laxik Agiifg rthéhéRyGhopairment as
i njection solutions). The conpounds of general

2 FQRSAgHCACE Pryrelted toHaGhemimer hrposia pushias poaydiethe cansequence of reduced
] n
A8 S, SRS S5 G AETEGEV SR Loh By pihin rduc
ot m@a&b& cardﬂﬁtoGQJut)airl &Xpesurd (@ Ppeeszygen dohditidng &h atfurtie:r embodiment,
capsul es ct ose, t{?n stg\&ch Qr 20derjvatives
the fopepnd St the gqms bs fesgribed gbgws ey heapsegdo prepare a

S
mg‘?‘g%gee’%% ﬁgﬁ@lyg cl(jlg%%lt #%Elfgsg% fot erscd‘g%itl\;e %{rj&ﬁﬁﬁon expressed as
dedatits unmtysfofmror stage of ettattloneleammjd)memo@, hirfked to psychiatric disorders

exanpl e, vegetable oils, waxes, fats, sem-solid

substances and liquid polyols, etc. Suitable

adj uvants for the production of solutions and syrups

are, for exanple, water, polyols, saccharose, invert

sugar, glucose, etc. 25Suitable adjuvants for

i njection solutions are, for exanple, water,
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| R%‘H%‘ ¢ GEPFEBE 155

30 viscosity-increasing substances, stabilizers,
wetting agents, enulsifiers, sweeteners, colorants,

wo%dofr¥ ants, salts for varying the osmotic prgsstHBorososes
ers, can

nasklng agents or antioxidants. They

al so contain still other therapeutically val uable

substances. WD 2007/ 105177PCH 1132007/ 050868 24

The conpounds obtai ned nay al so be converted into a
(PHarBBESPHrébER ! bry @ﬁ&@ﬁb@bl BeiaddgchdetiROTdidoRders, g8 FerAlzheimer or
known per se. he conpounds of gener al f or nu
P@&ﬁmﬁﬁyﬂﬁwyGQQﬂ@HWm@ﬂwknwﬁé@@ﬂgPﬂﬁ@ﬁﬁécurrence of

| earni ng and/ or nenory deficits in a defect organi sm

(e.g. as nodelled in a |l esioned 5 manmal or agi ng
manmikperiradidaltSddtion al tering or inproving or restoring

t he Iearnlng ability and/or nmenory capacity of the

or gahi (Gemisty:a further enbodi ment, the compounds of

t he I

1o TFESE e 05l AT IRFEAERLBRANE O e ool ()
désanbtd oW as1 /686090 MES RO 0SS 406 ramd (W Oe00B/1$8248ed as

ani gﬁdeLs). In a further enbodinment, the

conp OBF the general formula (1) as described 10

abov @oﬁﬁﬁmﬁﬁ 458t RHARAT @) B UsEARMccbRiahéE alith the following
patients who have been di aghosed as having or at risk
exgferidentll opting. di sorders in which dimnished

decl t dt
or oc CUBPEAORaRyIal Daraa R E i Agep oo odi mont . the
CO”DT'H&Q%I‘@E vafi8 §tdlford oM ﬁlhétw‘ﬁs e%%ﬁﬂl‘y h@c’g'l'llnF and memory

above may be usec to prepare a ned |carrent for norma
teisting, \WM@M@ nlﬁtpg oprtalis lesionsd pnimaly @anmg and/or memory

te%% 1116 (?rr g%z{}%%lﬁ g}]o C@iﬂ e\e?trmr eﬁﬁﬁﬂ)étl%%g?a%g (I‘,e contextual fear

c@ditﬂﬂﬁﬂg Qzﬁb@lal il aanfﬁxmtaf tChAnipl€, patal ARy ﬂhd-Ma{cﬁ 16 sample visual
anxi et depression), physiological aging (e.g

dlé%}é’—mé‘é Jo7b i BATRQY CHREHIGF napepTiverater Wedraéwé AR maée tests.

UINS g)éﬁlo)cor 8 nyéaiﬂjg#geﬁfeﬂgmdlﬂfeﬁ aﬁ%t?téng rod paradigm. In

anat om ca I ons

thisnaodeti aaiuldxmm ek rdtent@n cﬁfeamnimra}ask {sna:ksesaéd ongrolips of rats using a

whj ch ‘such preparatlﬁ may be usgful |ncJu31_,
FOFARETOA PAHACEEB | PHFEAE ahR aﬁ’éwny A PP fefplatdgeiargontal metal rod,
which Qccélﬁéieg Adn @)&Pgﬁ Bin PR 'nﬁnhlréb UFRe ro@aﬁﬁ% rod is placed 15 cm above
schi zophreni a, epilepsy, nental retardatio .
a phifbun enntamtr@ 18§¢tnsi thetreowstnel asdigitddinoke mdfitic apent on the rotating rod

. includi,ng Al zheiner's dise can used,to
is P Bt Bp R e %fef% E BOGKE: Apimals need repeated
trAh A Murdil HRLard Y R Rstiow fheaacchfeI“d‘ﬁﬁ ﬁ@%@ﬁ@nﬁ%f’&he bdiefor up to one
conpounds of the general fornula (1) as described 25
mamm@omiylabear@sw@np@r fayelonsevesal ey canent to treat
t(gf bove a% p%g} erla%fgﬁgl%cje ters:fel ggl%esrt hgﬁg’%rotu% rt]‘lsa% consists of a It

chagiben $]iat T@Hﬂfe}’s apadd fent a afiria cEONBEUME ACHidde d6drati@draining, the
to i schem a or hypoxia, such as naé be t he

anélaﬁlsléqﬂméemdhe 1i& gherabrrHiop germe | RsHOB of it dug dhe deor is opened. The

an%%l 0% "B allY RRS L ﬁ”%ﬁ&f % QHt{ r{j'd%ﬁzgstﬁé i34 M{af‘gxs recorded.
reaucea or 1 npal red cardi ac out pu Xposur e

Upanerttxy grea tho dakkt dhantber, | the alobtiid Stert chysbd dhdranfoot &fbck is delivered.

t he, conpounds of the egenerﬁ\de éer:?guglpg%‘%l@?qﬂg% sfgglt,bﬁdor% hours,

eftid D iHele st BY ire%%}cﬁﬁ%‘?ﬂes lﬁénd?o%klte' e rgﬁng YAGIOBS the passive
ex ressed as deficits 1h any formor stage of
avaidaeod pongduresar ni ng or nenory |inked to psychiatric
di sorders WD 2007/ 105177PCT/ 11B2007/ 050868 25 (e.g.
schi zophreni a or depression), neurodegenerative
di sorders, (e.g. Al zheiner or Parkinson) or any
normal or pathol ogi cal agi ng processes.
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Experinmental Section 51. Chemistry: The
synthesis of the tetrahydroi soqui noline derivatives

W general formula (1) is described in
o %&7/%(%27 V&"rﬂ]}zoomsosss

09, WD 2004/ 085403 and WD 2005/ 118548
Bi ol ogy: Compounds of general formula (1)
‘were tested in accordance w t# the foll ow ng
10experimental nethod. Ceneration of animl paradi gns
to taste 4r§ maze testhlpeE@bédifient Hatht S MerOfnate Voskih® memory test.
cognitive function, especially |earning and nenor
In generalgthe matkad wiilivepan epparatusl vehieh cerisists ofor eizdulagwater tank. A clear

iex%%lasa ep gl?nng%}liﬁ%(%fe(? li)xoftl %‘? E %ta{fcg 5?%3/9{%%15 Pottom of the tank, is
subhidriéd Qisy balod danteicr GATA@X Nithallgasd s@vﬁﬁﬁﬁk@% tdt QARG perceive the

vi sual del ay non-nmatch to sanple, spatial delay
Igsatiomef the plasfosmmbyt & may tseall it S08E3 Previeas PERerione snddraining, unless it
r I
S o T g G ML 1R S G0 BTt s s

alﬁi”rMeird | ateiot asi the ﬁzhalclyoDahnd gahy erJenafe?.dlagmnehﬂmthS:ues such as ceiling
node uisition and retention of a as
h&@% et fen wﬂ%fagef@flmg%rsla@gwﬁ@ aig geRpral “ﬂﬁj}( with rats with some
B §eRSh&Hhd rgg of placing an ani mal on a
rotating horizont nmetal rod, 20 which accel erates
from4 to 40 rpmin two nmnutes. The rotating rod is
pl ac@énéﬁatmm(ﬂhmmannpﬂakbbcmmaéﬁﬁmg trip plates

t hat _caontr ol dlglt timer. Tinme_spent on the |
r ot aBTHy snef aoipaal éanfﬁ or BEEHRE) C4ihbs psed fﬁégmfy dosages of the

Lﬁ)?’éc’r %ﬁg&dlﬁ@llsogvh% éﬁ@re rﬁ@ﬁle @ t?&ﬁ%h[)ﬁ PR Reloned mammal can have

aining unti| they are abl
a dswel @ the iforginov 2 rdated bfait seudsare thair dlmuptsornﬂne;ry consolidation (e. g.,

m ut Four tri are ven r several ;
pefuieal R ey, ] vEDul ohude ' Poud HeMMruse shivpocampus,
matrA DR BIdE). tIt@;'iorféQﬁ $hé hﬁmﬁﬁal%ah'ﬁe sroanRaryyt ﬁ@&haﬁﬁ:‘él or chemical

~_be separated froma dark chanber by a sliding door.

digguptipni A ﬁgmptdﬁﬁe teambertion | of theademiy reisriets | admemqbehohnerglc and

GA%Ar%gfgﬁ‘%g glé)n agd kg&ggfichghﬁﬁgemgl%t%r@ Fnogplgﬁ%q;tfaq reorgamzatlon in the |
higpd Qypah orhatien Oy gehdtl, ke foedeteashctiblp @AliAatiA Yhd filbfect method will

the dark chanber, the door is shut closed and a foot
nafifhiernpest dhy pyrahippocagakension frem e neproriexply thepe embadiments, the

fog@;{ %faﬂk&ﬁg ylfquot M@Hﬁg@h H? ¢Haf L&l H@Lacﬁle Dgt b){ ﬁ‘l% p%ahlppocampal

repeat| test and recor
reg@hemd@pen&hﬁr(ﬁ' ﬁb&sﬂﬁg)bywm: Il@ﬁpo&amf)alt ﬂnﬁ:nﬂ:ﬁﬁﬁ Iaﬁé hence would not be

avol gance roc
e@@@f?&' 9@1@61*% %sﬁ%mgm@a sgen following, ragre fomaplsfe hippocampal

AeddresleliNdoPRQE ment is the water maze working
Sy%rmry teé,lt.oln general, the nethod utilizes an

appaTlm osmpaovnds lof aeneriab formofla §)cire adinaristermtigo thamkimad in order to

osSis8 i Gt APy BRPBIon, BT Phfemats Seumiigntigly An increase in

lehrd8d bORIVANr! REtNALE thSMisbAGEaf the teiRhbdhts, nEWETMIHAOhe administered
rat cannot perceive the 5 |ocation of the platform

coppoupd enim,ncc%mampry forfpten andgomgolisiasiorxperi ence and

traini SS suffers f rom s
ot B8 B0 8 e SRR ivhiPT SRR SE I fsammeg, pabavior can be
ddmﬁwde foro@niphd, aftee st k@stasoﬁthlez-tzahem@yizt-m hoth@, 1620 hours and or
eriment, all orientational cues such as ceiling

1& 1 hews afiecompletign of thedyanne ahasedn geferige svhethes ﬂm agents promote
m%ﬁgﬁ (%nnlé%bcfrﬁ?ﬁﬁrl\ﬁeadpé%éﬁalr &ﬁﬁocﬂn&ﬁ, P Rioh TR 1TEREd b8havior can be

determined 24 hours afier completion of the learning phase.



10 Ceneration of animal nodels of cognitive deficits:
Brai n-1 esioned animal s (rodents or primates) can be
WO Hﬁ%ﬁh s i dentify dosages of the subject conpgsiideffsosss

whi ch restore nmenory consolidation. The |esione

mammal can have a lesion of the fornix or a rel ated

brain structure that disrupts?frenory consolidation

(e. 9., 15 perirhinal cortex, amnygdala, nedi al

sept als y3bE heresn, 4 %ﬁ&opﬁﬁfrma@'uaan bé BR A@BBRYS lesioned mammal (i.c., a
mamm | | ary bodies) Lesions in the manmal can be

bsinrtngioand Byimed cpeaiviagno agerih oRinehthediagiefombirations to be assessed), a

tr n.o r,

tré%ngngit}trg?lcmgﬁﬁx%ﬁ g r&i Jgaﬁgﬁl 1 %%E ad g?éce%flb (':l?li% to demgnstrate a learned
béfaaidul i thloubgityl Mekioy) aiiier amghitefsedraanibbnagintah |(1 ¢., a mammal with or
reorganization in the hippocanpal formation,
wilbpwt lesion hatirgegiyesmodrrivibs fodcensirateddesrped h@awour)

subj ect nethod will 20 not disconnect the

par a region fromthe neocortex. In those

enbog ﬁ%ﬁﬁgﬂqthe fornix transection will not disrupt

f uncBigae Dftchhinced pro@dol mteetbro tavdpedhobserved in an animal model of
parahngocarnpal regi on i ndependent of processi

n
aErhaseRh PREOTMaRRe - 8 Retestsuby chisn %gﬁme spent on the
(?étﬁrg‘:}ﬂ%d #8s Bﬁ&%&ie?tt {L%O&y iR 1 MME'%?E% ng?%rﬂfl a compound of the
OW ng nore co I ppocanpal Syst amage :
gaons forsils (I)Zﬁﬁﬁmr&:bﬁp@\lmﬂks cafiro émcatrrent (fogure (1 alndIZ); the abbreviation
are adm nistered to the animal in order to assess
“PHEnFas Pkt s on menory formation and/or menory
consolidation. An increase in |earned behaviour,
relative to the absence of the test agents, indicates
that the adm ni stered conpound enhances nenory
formation and consolidation. In the nethods of the
present invention, retention of the | earned behavior
can be 30 determ ned, for exanple, after at | east
about 12-24 hours, 14-22 hours, 16-20 hours and or
18- 19 hours after conpletion of the | earning phase to
det ermi ne whet her the agents pronote nenory
consolidation. In a particular enbodi nent, retention
of the | earned behavior can be determ ned 24 hours
after conpletion of the | earning phase. WO
2007/ 105177PCT/ EB2007/ 050868 27 As used herein,
a "control manmal" can be an untreated | esioned
mammal (i.e., a brain-lesjoned aninmal receiving no
agents or not the sane conbinations to be assessed),
a trained control mammal (i. e., a mamual 't hat
undergoes training to denonstrate a | eaned behavi our
wi t hout any | esion) and/or an untrained contro
mamal (i.e., a manmal with or 5w thout a | esion,
that receives no training to denonstrate a | earned

behavi our). Experinent 1. Si gns of enhanced
procedural nenory have been observed in an ani nal
nodel of notor skill nenory. Enhanced performance -

as assessed by enhanced tinme spent on the 10 rotating
rod - was observed at various tinmes follow ng
treatnment with a conpound of the general formula (1)
conpared to vehicle control treatnent (figure 1 and
2; the abbreviation "po" neans oral). 28
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Cains 1. Use of the conpound (R-2- {

(S) -6, 7- Di net hoxy-

112- (4-trifluoronethyl -phenyfl-ethyl]-3

, 4-di hydro- 1H

5|squ|noI|n 2-y1}-N-net hyl-2 phenyl acetam de; or of
a pharmaceutically acceptabl& salt thereof, or of a
sol vent conplex thereof, or of a nnrphologlcal form

Claires eof ; for the preparatlon of a nedicarnent to

enhance, and/or maintain declarative or. procedura
nenory 10 2. Use according to claim1, wherein the
Lconp¥ Eﬁh%ft%“@@m@d{ (S)-6, 7- D met hoxy-1

(12 9% g@w ﬂﬂ%ﬁi’lS%Stl *[%'(Aﬂﬁﬁg&%eﬁh@ﬁhényl) _ethyl]-3 4-dihydro-111-

ydr o- uinolin
1secixlumiiﬂq3/4y1 }2Nphethyl—2«pheﬁ3amcetam1de or a
abl e salt. thereof, wherein

ceuti cal acce
%ﬁa HPRaTecr S call abrans o O ey Bup’ 2 5elRR gqmmax gereof, or of a

]nbﬁﬁ APfdMnAhéeofCi d salt, sulphuric acid salt,
osphoric acid salt, forn1c acid salt,

fonﬁtmmp&atvpxh ofi i anabéahenalia enlznet.i and4imhisialnt declarative or procedural
trifluoroacetic acid salt, citric acid salt, fumaric
@ salt, maleic acid salt, tartaric acid salt,
succinic acid salt and the salicylic acid salt; or a
mor phol ogi cal formthereof. 20 3. Use accordlng to

2.cl ai Weelacgprding ipredaini h vhseein &mmmun@ is

Gpr- I DR R pho S R RS-
@fhﬁlﬁmiﬁ 2¢BLEmheayhy-ghaslacsthiiedes alt or a

phol ogi cal formthereof 25 4. Use of a conpound
ora%E}éﬂrgqaﬁ@lchllhﬁgpe@@leoqahcqhgqeﬁg wharginaidygalt; i selected from the group

coR§ERA ihon of a

hydrochloric acid salt, sulphuric acid salt, phosphoric acid salt, formic acid salt,
methanesulphonic acid salt, acetic acid salt, trifluoroacetic acid salt, citric acid salt, fumaric
acid salt, maleic acid salt, tartaric acid salt, succinic acid salt and the salicylic acid sait;

or a morphological form thereof.

3. Use according to claim 1 or 2, wherein the compound is
(R)-2-{(S)-6,7-Dimethoxy-1-[2-(4-trifluoromethyl-phenyt)-ethyl}-3,4-dihydro-1H-
1soquinolin-2-yl}-N-methyl-2-phenyl-acetamide hydrochloride salt;

or a morphological form thereof.

4. Use of a compound according to any one of claims 1 to 3 for the preparation of a

medicament to enhance, and/or maintain declarative memory.

5. Use according to claim 4, wherein said declarative memory is semantic memory.



medi canment to enhance, and/or maintain declarative

menory. 5.Use according to claim4, wherein said

decl arative nenory is semantic nmenory. 29 6.Use of a

conmpound according to any one of clainms 1 to 3 for

the preparation of a nedi cane to treat any clinica
mani f estation of cognitive dysfunction, expressed as

deficit of menory, linked to a neurodegenerative )

8i sor Hes of s rompeunt aeroading te uy pBF Af 6lalik drtej hiog 4heypreparation of a

Hl%&{cgrggﬁ%g FeRt An\ffeclﬁjﬁcsa? &%ﬁffeétﬁlﬁl of QS lgﬁﬁ(fe tciy&[u‘f‘cet‘l%ﬁ,e expressed as deficit

of memory, linked to a neurodegenerative disorder.

7. Use according to claim 6, wherein said neurodegenerative disorder is Alzheimer’s

disease.



