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3H qui nazol i n-4-one derivatives, to a process for

their preparation, to pharmaceutical conpositions

conprising them and to their use as sel ective

t nonoani ne oxi dase BHrQ caivhityest aspect the

.l__!tfll_ 4
present invention provides a corrpound of formulal O
R 5 |R4. ~.\NR2/I \%3\ ) ONR wherein, RL. is

T@Wﬁﬁw%@ H-geppy elicdore derivesives) to appecess for their
%r(eggﬁﬂn,t 0 tpe hakd A A PR npo Qo ROEIY m51 el ARl to their use as selective

bst i d or substituted by one to three
wgpsningeridaseR (bebigers. fr om hal ogen and
fluoro(d -C6)-alkyl; 10 R2 is hydrogen,|ial ogen or

1% 58t @sbkatlthe ﬁ%sén‘f lﬂaégﬁsﬂ Povifiesa ﬁgid&m of formula [

C3- C6-cycl oal enzy R4 is | ogen,
fluoro(Cl-Cs6)- aI kyl, cyn, CI C6- al koxy or
fluoro(Cl-C6)-al koxy; R5 and e & e Rﬁdependently from

each ot her hydrogen or Gl-C6- 78%3 hydr ogen or

Cl- G6- al kyl ; 15Rﬁ§ i's hydrPge ~or NE1 al kyl; in

is 1, 2 or 3; and\f.i s A oLz '4A§ yel | as thelr (1)

phar maceutical Iy geceptall’e salt& IR one enbodi nent,

there i s provi dedva_gonpound of fornula | wherein 20
|S-(GQM1OJM%WS -(CH2) n COOR7; - (CH2) n- NRSRS;

&‘%CHZ )> CN, -(Cl2)n ORB; or phenyl, which is
WIHEIDst i tuted or substituted by one to three

Rfé;JMCPEM@-HRTI?T@H;)J-C@OM%L@% mﬁrgl 2(CHa)x-CN; -(CH,)-ORS,;
uor r.o or
| s Shp e vy O PE TRl e b sl

25ﬁ%hﬂo :ﬁﬁﬁhoréd@{oaj 1C6) - al kyl, cyan,
) al koxy; R5 and R6 are

alkox or fl uorg(
H*gg' Jogndintaden lher hydrogen or C, - C6-al kyl ;
RW 154(%%&%509{3@6%@0?@ -@lcenliiyl ofBriz§l; Ny dr ogen or

, R is halogen, fluoro(C,~Ce)-alkyl, cyano, C,-Ce-alkoxy or fluoro(Cy-Cs)-alkoxy;

R® and R® are independently from each other hydrogen or G;-Cy-alkyl;

R s hydrogen or Cy-Cg-alkyl;

R® ishydrogen or C;-Cs-alkyl;
m is1,2o0r3;and

n 180,1lor2;

as well as their pharmaceutically acceptable salts.

In one embodiment, there is provided a compound of formula I wherein

R' s -(CHp)p-CO-NROR; -(CH)y-COOR’; ~(CHy)p-NE°RS; -(CHy)5-CN; -(CH;)n-OR%;
or phenyl, which is unsubstituted or substituted by one to three substituents selected
from halogen and fluoro(Cy-Cs)-alkyl;

- R? s hydrogen or C,-Cg-alkyl;

R is hydrogen, C;-Cs-alkyl, Cs-Cs-cycloalkyl or benzyl;

'R* is halogen, fluoro(C,-Cg)-alkyl, cyano, C;-Cs-alkoxy or fluoro(C;~Ce)-alkoxy;

R® and R° are independently from each other hydrogen or C;-Ce-alkyl;
®R s hydrogen or C,-Cg-alkyl;
R® is hydrogen or C;-Cs-alkyl;
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acceptable salts. It has been found that the conpounds
of general fornmula | can be selgctive nonoam ne

oxi dase B inhibitors. Mnoan né oxi dase (MAOQ, EC

1.4, S flavin-contai ni ng enzyme responsi bl e for
h w%bé%ﬁ%tlge deam nati on of endogenous nonoamn ne
meum@tlan$n1tters such as dopani ne, serotonin,

adrﬁln %Pharmacé%{tﬁzgﬁ QC%lthl?l’es d trace am nes, e.d.

am ne a nunber of anine
xenob| otics. The enzyne exists in'two forns, MAO A and
M‘h@ Beenl fousntRdegd dayhpeiidds @ @Bherg eldgsuld Baah betseEJ:tlv,e monoamine

Acad. Sci. USA 85:4934-4938 (1988)] (-~
%ﬁ'\ S%I}ra’ill\‘%éti‘“i g in tissue distribution, structure and

substrate specificity. MAO A has hi gher affinity for
Menotminewxidast @fiéﬁﬁ BE, 14014 pival flave;-ceantdnmgy cuyme atspopsible for the

o\gﬁgaﬁ%?a{e#jhe o84 Hf ooﬁr&'(ptﬁ%gﬁ(? %Bo e&/p‘%ﬁsrﬁf s suﬁp as g dopamine,

anne F’y ranf
semtonindidyechling, ckmtdradxsozﬁlmex mmi trmnles egi plbdrylethyl—amme, aswell

SOk PR B0 A M B A rcno
entS&:A)y. diﬁémhtrgekﬂéqachet aly Pt'tyc Nip]pﬁmcb StioUBABEea34-4938 (1988)]
as, been, at,t ri but ed,

gt t .
G Do Bu ORGP T Olhor P - MIFO-A bas higher
alRnityefor se'fbwh&moc&ﬁva&nﬁ@ a{881d, anAddiddrentibkwhddi@ e natural

SR AP RIS S it

o?icﬁseg EbﬁiﬂgiﬁCDﬂACSB @ﬁﬁ%@é@%g&@éd)m%@ﬂtrhlbrhﬂﬁ ﬂi«flﬁﬁmg brain
oun t g Yy sse I N astroc es .ar

[Gorih andPlaipgies. pesti SRR catech SRIA 202 (LREY]. FonipbBADY R acivity
g%@%kd mcﬂeaset»m@auecmts eXdrease hASBedt Gl itaa:cdRa Bﬁdﬁédsg&mﬁd with

pr| mary nonoani nes byl vf AO produces NH3, afde

RNevpply Frepemeds -S40 | psad@maay, MAL B Retvity is

R R et it .

m

chemakhmeniacdf SRt (a9&m an@ifrhias bsonfosndits abighly &xpressed in
al'f}']n‘-l}1 {a{o%q}d%e%;?/:& q'a e i‘gzﬁ%ﬁc’ ? al egll%gsg:iegtr:]e ?"{%5%4 (1994)]: In this

dopam ne an
cpnitekpsigad oridative dehﬁnﬁmﬂnloﬁbmndry‘ rmﬁnohh&nes by MAOQ produces NHs,

i R B b S A Dot Syl i Soegested that there
i ﬁﬁ@hﬂ@ forghénsk ofRaedive90AOSE dilsibaseToniy tad:shed@f dernentia and

attributed to idative stress due to increased MAQ
a@w&wf syliseAs- k@ﬁa@au MRS Gserr fegRHHRY %%BPHW%?&C“‘T&UOH
Mﬁgﬁﬂmggﬁ& BiRRlNADIR dffthe bidlabHip o BY ndGiotdMista@td? in dopa-

uci ng the formtion of oxygen radi cals and
nén@*@a:tnqugons%hq: deaeperation procsfsenpioanicn ¥at ageand Abfhsinper's and

shﬁsaagzp h&agaaﬁégm a%bwé&tﬁ dxddRE stREY HOk RYiteAdased MAO

SOT ers ment | above, there is
activity and consequent increased formation of H;0, by MAO-B. Therefore, MAO-B -

hibitors may act by both reducing the formation of oxygen radicals and elevating the levels

- of monoamines in the brain.

Given the implication of MAO-B in the neurological disorders mentioned above, there is
considerable interest to obtain potent and selective inhibitotrs that would permit control
over this enzymatic activity. The pharmacolb oy of some known MAO-B inhibitors is, e.g.,
discussed by Bentué-Ferrer et al. in CNS Dru_gs 6:217-236 {1996). Whereas a major limita-
tion of irreversible and non-selective MAO inhibitor activityis. the need to observe dietary
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| tda:eed thatyes wseddu dﬁspenﬁeqﬂmamd&hempp&mﬁed nlalmsmhmangldn: forms "2

enzymatic activity. The pharmacol ogy of sonme known
MAO-B inhibitors is, e.g., disaussed by
Bentue' -Ferrer et al. in CNS Drugs 6:217-236 (1996).

WietaendaiBihe kisibE fﬁdﬁéintg 'a%@ﬁeﬁs‘iﬁe@:&‘i@fs%&h%&ﬁﬁr tyramine is in-
non-sel ective MAO i nhibitor activity is the need

cﬁf@f@@xﬁé Wl sapapr ) b /inB g eI nPEThEg0BrOIees [Gaglner et al., J.

Qﬁﬁr s {6y {1896))] SsefdviiE UeinRad PRSI RBS] Weh reversible
cr|S|s dietary tyran1ne IS I'n- gested, as well

tend Sd@ﬁ@mMélo inbibifons, & Rerticelas ofMAD Bt Fhps.theredsa n%qﬁisfor MAO-B
[ ﬁ;gfgb Bi:h a oty se cthg dol-wiblSyk theldwé TS% zuﬁgefgc% ical of irreversible
Mﬁé} "

esé’a verseé events are of [ess concern wt
ohifliwrs with lewe sdetivie fovnle erdyictd-t ors, in
particular of MAO-B. Thus, there is a need for MAO-B 5

i IPﬁHs BLnbendvthit Qoﬁp&hg@ofsf&lnﬁﬁat i Yid Melﬁﬂw&ﬂ@dfly ﬁdagptable salt can

adverse side-effects gyplcal of irreversible

ishow iietnoteatiglite e bighlyseleatbriNAPIB fhibitplie %m%hﬂ?lﬂ affgfsprocess

kf@ﬁﬁe Famghatrb 8f conBRRIN B forRhla er\%ﬂ & dledﬁﬁﬁlleﬁtlé‘ B4skd on a compound
pharmaceutically acceptable salt can show the

péfemiizdl to be highly selectlve MAO- B |nh|b|tors

L
BT 0o S TS B e
diseap Dl!deitCCb[ﬁY fonoarhmeloxidade B Ime’tnlbltmummh cespedivaly, foalthe produc-

&fgﬂygﬂpds in the control or

{
"“pP@ﬁg%? O%Puﬁggseases nmedi at ed by nonoam ne oxi dase

B |nh|b|tors and, respectively, for the produc- tion

. dfheddltavasp dﬂﬁimtlgnnetgeoalabthﬁ ufddainftbé presentgatent application apply

deflnltlo raI e
At en fmffpop e&[ 51616 ‘{I%Etl o %@)Seslé% HL\?/ ceno %} g‘o\?\]h%1fxﬁtlon It must be

L] "

T TR Ny T

and "t he" |nclude plural forns unless t he cont ext
dlhe a:{rhy"(dh{ﬂﬁ;ﬂaﬂﬁl"cit'lbﬁﬁmlb)é") kb irt ﬂferprés@ﬁi apphicatidrkgiérotes stralght—

Si]él Ogg rag)tcrxg(%l @%‘g I not F CHF gg'@ﬁg%wﬁﬁ §tcgﬂ)0n atorms, preferably -

Rl 1021 BB ﬁ%hiiyﬁﬁzh\% bdethlyl tethyd, € pEdOM 188r0pH, n-butyl, sec-butyl, t-
ﬁ%ﬁi ab y 20 with 1 to 4 carbon atons, such as
-, n- propyl,. i -propyl, n- butyl, sec- butyl,
t- butyl and the |like. The tern1"ha|ogen" denot es
frihe Qb hal g O dridgos fRbARE MBI, bR and jodine.
Halogen (CI C6) -al kyl " means the | ower aIkyI resi due

defined herein subs uted_jn.an
él%?n-ﬁ%ré?s}wélﬁﬂg SRt O‘ei%rﬂéfsﬁvf eﬁlé%éh %Eslﬁ‘pﬁ“é@mtedm any

| ?Bsxﬁ@h %ﬁﬂﬁ{elﬁflm&%fﬂato & aﬁﬁ?&sas idagh&Rerefl ExAhS1eROf halogenalkyl resi-.

imted to, 1,2-dif Iuoro rop 1, 2-di chl or opr opyl ,
ﬂﬂp&md@d@,bq&@fqﬂqt lingited tp,. 1,31%%[95@@5@, I1,2~dic oropropyl, trifluoro-

%}1 }I;LI %zﬁ Qctm‘l%fn%%gﬂ% 2,200 Horbetiyl, rahtlllylgf PRAQE: Olproﬁ?}*l‘ Gind the like.

koxy" means ‘the residue -

wherein Ris a |ower alkyl residue as defined here-
"Cl—C5~A]k0xy means the residue -O-R, wherein Ris a lower alkyl residue as defined here-

in. Examples of alkoxy radicals include, but are not limited to, methoxy, ethoxy, 1 Lsoprop—
oxy, and the like.

"Pharmaceutically acceptable salts” of a compound means salts that are pharmaceutically
acceptable, which are generally safe, non-toxic, and neither biologically nor otherwise un-

desirable, and that possess the desired pharmacological activity of the parent compound.




I n. Exanpl es of al koxy radicals include, but
WO 2404 p 1984 to, methoxy, ethoxy, isoprop- oay, h@*&ﬁg&tjmmw

i ke. 30 "Pharmaceutically acceptable salts" of a

conpound neans salts that aredpharmaceutically

acceptabl e, which are generally safe, non-toxic, and
Thaeusahemmemiveg froal dny/innoganst drevigisie agnl ordhast. fathiauld i gnderstood

t.Rossess he des [ 1-
R S e T %%w‘&‘féé‘%%“ forms 50
- vated) JEhepgaldabins (pulendphiMedhe soane aﬂdladdm@a
organic acid or base- It shoul d be underst ood that

all refere %es. L9 e.salts
In one mbgcehr%eg vent® addi Ia?({ %&hﬁ@%‘%foﬁ‘ﬁgﬂé es IRor crystal
5 (TN QpdHy,udphis I cofl.- the sanme acid addition salt. In
: one enbodinent there is provided a conmpound of

In 81?8 ? enwgl%r nlog d)%de&? cor?% uglgc_)'aonmgpl Mereingtgs n is O

ore e ere I's provided a conpound
—(Giiz)I-ﬁKhORZ\; whentia Ré |larhy|é._togeg qrCH2Ena d nip@repn2-Hp gngther em-

bocﬂxg’ft QA% g{lmﬁ;lf S Il%merelr?ﬁdlsu{(tﬁ?o 1or 2 1In

anot her |rren a compound of forrmula | wherein

CORIR’t whefebhi® js GOCRaylimet »is0.R7 is Cl- C6-al kyl; and n
is 0. In one enbodinment, there is provided a conpound

In %@ %QJdmﬂalnP n{) E\Q&eﬁ a Egmp'oﬁtd 0(’ %lpl vhH%m Raﬁd nis 1 or
. n

one e Iment, there i1s provided a conmpound of

{CiﬁmﬂﬁﬁabhndheseDnZR is (CH2),rCN;, and nis 0, 1 or 2.
I n anot her enbodinent there is provided a conpound of

.................. Inofleellrl%] dame \C/}‘Herels mw r]p%}!mdo@ Fia?mﬂglgiﬂl@qg Itshegre

oun wher el n
(Cfﬁ)ﬂe@yﬂ and/\hl llx:h. ier %ulkstmd.th,er @dlbbgarrhaﬂ, thyesnis prayidgdea compound of

e is provided a conpound of formula I
°"quf‘§it"f{e‘ iydrogen or Cl-C6-al kyl. In another
enbodi ment , there is provided a com pound of formul a
In dne\éhﬁbﬁh{énﬁalerdis piydidetyecongrounad dhfprmilml wherein ROérdi ment a

conpound of erein R3 is Cl1-C6-alkyl,
nﬁ%}@?%hﬁétl%ﬂm‘@abﬁe‘\é\g’y?“ I n anot her embodi nent
there is provided a conpound of formula | wherein R

In oneS er%god@en? %ﬁérg f glfrwlded L, @oxﬁﬂcﬁfﬂh% R WiBRIn Rtibe

I nventi rovi des a conpound of formula I
hydmgar @i -Rsalkyd. bmzb}wr embodimepth gheeis pEVideh? o here i s

polaQirdfthufh IATRAH M iGlyd iR drdnbagher el n R s 25

al ogen; and mis ng conpounds, there is
provi ded certain conpounds of formula I, or pharma-

In one embodiment a compound of formula I wherein R? is
C1-Cs-alkyl, C5-Cg-cycloalkyl or benzyl. In another embodiment:

there is provided a compound of forrula wherein R? is C3-Ce-cycloalkyl. In another embodiment

the présent invention provides a cempound of formula I wherein R is benzyl.

In one embodiment, there is provided a compound of formula I wherein R* is

25 halogen; and mis 1.

- Among compounds, there is provided certain compounds of formula I, or pharma-

ceutically acceptable salts thereof, are preferred.
Preferred compounds of formula I are those, wherein R’ is hydrogen.

Also preferred are compounds of formula I, wherein R is (C1-Cg)-alkyl. Especially pre-
30 ferred are those, wherein R’ is methyl.
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ceutical Iy acceptable salts thereof, are preférred.
Preferred conpounds of formula | are those, wherein R3

wo bebaldy@eegen. Al so preferred are conpounds of,
h J\'fx}l%erel n R3is (Cl-C6)-al kyL Especially p éﬂ@p}%ﬁ“l”ss

ferred are those, wherein R3 is nethyl WO 2004/ 054985
PCT1EP2003/ 013888 -5 Corrpoun‘d% of for mJI al, wherein

P BPHa 0 BEHAIMEE 6T Kot b -7l or et he & preferred.

wherein R is -(CH2)n CONR5R6 wherein R5 and R6 are
Prefeie pasta Msfdfmmg@@hm@tfaﬂheﬁhdfeo@ﬁ&eﬁmﬁb -(€818)-0-NRR®,

dngs 1.0 ally pr rred are thos
v Bnand Kireie R ea?lbotﬁﬁrﬁ? SR ORifar rp-p7L apd n 55,

1erkOE ci RefARELaRiRdse ch &8s, RN RE 8n PRC S0 en, and n is
V\,hge} e]ﬂ\%@Rl is -(CH2)n % NR5R6 wherein RS aﬁ%

a?‘@r%ydrogen and n is 0. The follow ng conpounds are
exanpl es t her eof

FRed ﬁ’{dr@ pefeafddQrb empd;@ae)crffoma A vidin 2 & J(OH3)YED-NRRS,
ace

wzhefe?nﬁ( ‘fBu%ﬁe&yﬂ%ﬂ’Ia@)@ﬂ‘SQ ox0- 4H qui nazolin-3-yl]-p

ropi onam de, 2-
The(féﬁdvlrm@mnp@mdsla@wc)m@mﬁeﬁwqul nazol i n- 3-yl ]

cet
o B o i o g 4 gl AR T - 3- ) I
2= W@Pﬂ@(ﬁ@rﬂeﬂ loxy)-4- oxo 4H—qu1nazohn -3-yl}-propionamide,
Ld?[—ér Eorfglctg:gréﬁpﬂgnf é qumazo lglw_l%: :aoc)é‘P 45|- qui nazolin
22(7 @~ ﬂxy&@me@@mbxﬂ =4~ gnf |41vlig ﬁAlnEﬁﬂiWB yﬁmf:ro@;éﬁmfé"' qui ngz
m ae SO re e conpoun
ff - &ﬁ%ﬂoab%zwﬁmar?em& ~4-gxo-¢ @?@’}‘H @F@?Wﬂf@s

2hfpdeyelpRomil-7Q3=- feora HexkyloRy) i - Bxd)-i}f—ﬁquﬂaaﬂﬂm%—yl] acetarmide.
Espec:| aI I y preferred are .those corrpounds wherein RR

Alrl%q P angpﬁsgeé.‘.ﬁ@% of F)émrma le“:’/vhte?e%'rl ?&ﬁg)n rbeR vwherein R® is
h?fdfé’geﬁ () qumﬁtaelqamqm 631t 622, r&p&tﬁaﬂw&ﬂawed artHh6dd ddaZRhinds,
“7]18(‘?411 Gt%*ﬁ]eaﬁliiﬂ’é)@y) 3- (2- met hoxy- et hyl ) - 3H qui nazol

" in-4-one, and
M&ﬁw&@%ﬂ&fb%ﬁg&ﬁ ofiddoxy- et hyl ) - 2- net hyl -

upn lin-4- rther rred re conpounds of
7oy ﬂa?rgol?eﬂ%@f kel ﬁre f(thﬁé%le m\ﬁa@fﬂ&. n RS
720 R 0B D rFI0RE pﬁ@ﬁﬂ:ﬂk @@ﬁuﬁbﬂﬂm zt%ﬂé,%an or

Wk ﬁ%oﬂ%ngﬂaﬁaﬁﬁ%m &rﬁﬂg Sae T hoSeAvOHE B hoRSs

and R6 are 25 hydrogen, and nis 0, 1 or 2. The
Hu@thlee PhcfgrEionp @@tﬁséiuﬁs%fmmh Eﬁvﬁelﬂ@ﬁ@@ﬁs ~(CH),-NRR®, Wherem R’

2 fl b I
' 8ﬁld£ @ﬁ%ﬁl‘j}nﬁmﬁgaaﬁ ﬁ{ﬂ(ﬁa%a gthlélg o%gr% ige 85 aﬁcl}li {Iirl]lalg {or2.
Especially preferred within this group of compounds are those, wherein R* and R® are
hydrogen, andnis0,1or2.

- The following compounds are examples thereof:
3-(2-amino-ethyl)-7-(3-fluoro-benzyloxy)-3H-quinazolin-4-one 1:2 hydrochloride, ---
3-(3-amino-propyl)-7-(3-fluoro-benzyloxy)-3H-quinazolin-4-one 1:2 hydrochloride,
3-(2-amino-ethyl)-7-(4-fluoro-benzyloxy)-3H-quinazolin-4-one 1:1 hydrochloride, and

2-{7-(3-fluoro-benzyloxy)-2-methyl-4-oxo-4H-quinazolin-3-yl]- ethyl—ammomum
chloride.




3- (3-am no-propyl)-7-(3-fl uoro-benzyl oxy) - 3H—

wo 20044050988 1: 2 hydrochl ori de, mmo%%issss

10

15

20

25

3- (2-am no-ethyl)-7-(4-fluoro-benzyl ox)r)-3H qui nazol i
n-4-one 1:1 hydrochl oride, and 30
2 [7 (3 f1 uoro-benzyl oxy) - 2- met hyl - 4- oxo- 4H qui nazol i n

d8 BPERinula | axBlegrdcily thaBe20igi0 R aghalogen or fluoro(Cy-

PCT/ EP20 31 +.6 Pr eferred conpounds of formula I
Cardlds E?Heg-‘ifgkﬁﬁ’o%érs W& ein R4 is hal ogen

orfluoro(C - C6)-alkyl. Mre preferably, R4 is f1 uoro.

1l AhofBOdR iR Akt 8B Provided @ c8BmbsinB bORokEES] fleapound of
formula | selected fromb5

fronf 7. (3-f | uor o- benzyl oxy) - 4- oxo- 4H qui nazol i n- 3-yl ] - ac
th]’a@liﬂﬁ)ro—benzylo xy)-4-ox0-4H- quinazolin-3-yl]- -acetamide,

Zdar(éré}rﬁ oy g}lcg é%l) qém%o mé—%'_ yﬂ“'%?;aﬁ)%'a}rﬁaé” yl'l-pr
2%7L(Z %rforﬁlﬂéﬁfﬂm@@W&@&Wqﬁn@mjﬂﬂyﬂwa&amﬂe,n 3-yl]-ac

297 - theBrRoRRr SF A APEE T P IORSEAPES 32y 1 | =p
2; 49 B @b dfn 1xy)—Z—merhyl—4—0&0—4H—qu1nazolm—3-yl]uacetanude,

nzylo:

3-1l b -2- 4-
2= [g—tycl%pg@*l{l g:»ﬁ% eo?é )f%xys—{e PED rdcbpwl%?é?o 15 %H-ﬁ%fa%ﬂ@
7g§ 26! ﬁa%ngﬁwlzﬂr%reﬂnﬁmtﬂﬁb gUi-gasetdlin-8-opk] - acet ani

7—':(4(®drbrb@rl§)ﬂ%7éﬁ‘§y(%W%W(eihﬂr‘s?ﬁ]oﬁ'ﬂmé%‘ﬂw& 238 qui nazol

7./(% (rﬁmgp %engrl -3 (2—methoxy—ethyl) -2-methyl-3H-quinazolin-4-one,

3#(&%@%}&)—7— nzguo%ybengy g)gy [TSEIE[Pq%)iI(l:aYzolem r&—01)16: Igj}jl_ h%gro Rfdide,
( Sinods) ogyrj%@hea&m&lzgaxypgﬂo@mmwo& nethyrocBldride,
33(%ﬁﬂmﬁthrlwh(ﬁrﬂu@bfwlg@r)oﬂﬂéﬂwwk?#‘%&e F1 frpgigride, mnd

45 ! in-3- thyl-
LR R e S TN Do L N e A
n- %hl@@ﬁie.l 2 hydrochl ori de,

3 (2-am no-ethyl)-7- (4 fluoro

% %%?égé 33836 IQ‘HCISU g )1/1 }l}gé_ggsﬂéli‘ Qs pdBaradbs of a

foh)ﬁhﬂ bf i aiula & arﬁi-zyp.ﬁ&rﬁtahguticaﬂyrmmmﬁble@ﬂlt ghergf copypriging reacting
further aspect . t. present invention provides a
asogpeved Pgorf’méa eparation of a 20 conpound of
formula | and a pharmaceutically acceptable salt
t hereof conprising reacting ound of formula N O
NH (RN (N 4m~o ! N-Ra

(R)

(V)
g\ 0 N/)\ R3
wherein

R® ishydrogen, C;-Cs-allyl, Cs-Cs-cycloalkyl or benzyl;
Rt whalogen, fluoro(Cy-Cs)- alkyl cyano, C;-Cs-alkoxy or fluore(C;- CG)-a]_koxy' and

m isl,2o0r3 .
with a compound of formula V

i 2 ) | (V)

“Br R

Y




ey N

woPBaad drogen, d -GC6-al kyl, C3-C6-cycloal kyl or )
Wegé#z@ﬁ%%% R4 is hal ogen, fluoro(Cl-C8)-al kyl PFCEFRH§3/013888
C - C6-al koxy or fluoro(C- C6)-al koxy; and mis 1, 2 or
3 wth a compound of formula V7I-lRi (V) Br/~RZ WO
2004/ 054985 PCT/ EP2003/013888 -7- wherein R, is
whe@iR) n CO- NR5R6; -(CH2)1 COOK' ; -(CH2).-NR 5R6;

s F0R R (PR O, conparmty heR L. cis coone

unsubst
sules phenpdiwlich & wonbstitufed @mshbdtioged bamae to three substituents selected

fl ] - - y [ 1vd , hal

. SR htpg g Rl B e pandent |y 1 om each

Rot hscrydnggimohdngor oiGh-Coalkykyl ; R~ is hydrogen or

&L - ORs I i s - 06- al kyl: i
IR s ep ek R SO B e R Ceng

Ré oisfydnaenforfr@ashlyl i nto a phar maceutical |y
ird aspect, there is provided

ac ble salt~ lin.at
Ba %ggﬁggﬁgﬁg%%éﬁfggﬁ?ﬁﬁpa conmpound of fornula | as
ndefsiOpgdrdbove or a pharmaceutically acceptable salt

r.eof Han har mpceut kcal |y acceptabl e XCipients . .
o P TR B el SR PRt oD scticaly

astiptebleasle nedi ated by nonoani ne oxi dase B inhibitors.
In a fourth aspect, there is provided a conpound of

In b @fiflbkpect, tise if pioviied a aRONANES cHRdihin@® cétnpound of formula I as
ally acceptable salt thereof for use in

har paceut’i |
dcﬁw@ ﬂgg‘@é’lrﬁé’ vrgreuiral ertcpighlestlt drsefaad ghampepupicalypeqgpable

exéipiRRS for uld QIR treatrnOMIdGPE et of AR cAREs PhiGOIFD Rl ie@ by
formula | as defined above as well as-a
Imﬁﬁﬁ?ﬁﬁﬁ@ﬂ??%ﬁpw-“%%ceptable salt thereof for the
manuf acture of anedi canent for the treatnent and
prevention_ of di seases which are nedi ated by nonoam ne
In ¢ fqugth asped. hpisiippreyred a compopndkotdpmmwin e defined@bevsitp vighas a

phﬁfna&ﬂﬂ@ll? lacdepiablels@t therdb¥ctod {38 ixf thDHafMBE SHbrleGakibY of diseases.
acceptable salts can be manufactured by reacting a

compound of forrmula 11 0 ThH (R) F e N' "R3
In a fifth aspect, there is provided the use of a compound of formula I as defined above as

well as a pharmaceutically acceptable salt thereof for the manufacture of 2 medicament for the

treatment and prevention of diseases which are mediated by monoamine oxidase B inhibitors.

In one embodiment the compounds of general formula [ and their pharmaceutically
acceptable salts can be manufactured by reacting a compound of formula II

0

/[:::I:H“NH | (1
F N/J\Ra .

wherein R? is hiydrogen, with a compound of formula IIT

(R’

@A o (m
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wherein R3 is hydrogen, with a conpound of fornula |11
(RA)m OH (~) -7a- to obtakn_a conpound of formula IV
O (R,,, (N O/ NXR wherein R3 is hydrogen, which
inturn is reacted wi-th a compound of formula V Rl 20
(VM) Br RZ to obtain a conmpound of fornmula I WO

2004/ 054985 PCT/ EP2003/013888 -8 and, if. desired,
te@obitt 2 ngmpoewhgdondulefilVf ornula | into a
pharmaceutically acceptable salt, or alternatively,
reacting a conmpound of formula VIO ITRAImOH (~) O
NH2 5 with a conpound of forrmulavigl OC2H5 C, 'J, HNR3
(M1) HC to obtain a conpqufid flermula 'V which in
turn is reacted WrRilj a conpg 618rnula Vto

obtai n a conpound gf{ef mga kT desired,
converting a conpo| of formula | into a
pharmaceutically acs€ptable 10 salt. In accordance

with the present invention, conmpounds of genera

whers B Is 1gdrodes, which ipaie & depdtb@WithG cekiR®d bf formula V
2- Ami no-4:fl uorobenzoic acid VIIl is heated in the
presence of formam dine acetate | X which after
basification of theRreaction medium affords corn-
pounds of type Ila. 'Subsequent reaction with the
sodi um salts of B¥nzyRic al cohols of type

_ 1o obtain a compound of formula [ -

(Iv)

W




15 X affords conmpounds of type TVa which are then ™~ =

di ssolved in 1l-nethyl-2-pyrrolidone (NWP) and treated

~ 'wo 200iloLyegpdi um hydri de and an el ectrophile of M@B%M%gs

10

- 15

to give com pounds of formula I, wherein
hydrogen. Schenme i O NH O 11 HOCH3 OHNH2 I X NH F
NH2 F NJ VIII Ila' WO 2004/8054985 PCT/ EP20031013988

-9& O (Ba)lm\ ONa (R4 NH \ NH/ XIm\ O~ F N
and, if Ggsirpdy COPETIT ROERRO f fpple Lipto\a pierpacagticaliygcpeptable
sald\forédtérﬁé‘tivei m~\ ON lvala Aternatively,
conpounds o gfeneral formula | can be prepared
feaﬁ*é%?ﬂ?fﬁ@mff@q HermgpMdwi ng  scheme 2:
4- Fl uoro-2-nitro-benzonitrile Xl is heated in the
presence of HBr and the re 5 syting acid XlII is -
esterified with acidic nethanol}ljto afford a conpound - &
of formula XIll:, Subsequg eagjH-on with the sodi um
salts of benzylRg, al cohol § type X affords com VD
pounds of type ’Y.W roh afe thgn hydrogenated to
ani lines of for VI- Treatnent wth acetam date
hydrochl ori de of type VIl in base (usually sodium
met hoxi de) forms the quinazolinones IV which are then
Wthlalc@gaﬁmuédoﬁhfm%ﬁbounds of type Vto formthe target
to conpounds of formula I. Scheme 2 NO | \ / t OH
OCH3 OC,H,

to obtain a compound of formula IV which in turn is reacted with a compound of formula
V to obtain a compound of formula I

and, if desired, converting a compound of formula I into a pharmaceutically acceptable
salt.

In accordance with the present invention, compounds of general formula I can be pre-

pared following scheme 1: 2-Amino-~4-fluorobenzoic acid VIII is heated in the presence of
formamidine acetate IX which after basification of the reaction medium affords com-

pounds of type ITa. Subsequent reaction with the sodium salts of benzylic alcohols of type

X affords compounds of type IVa which are then dissolved in 1-methyl-2-pyrrolidone (
(NMP) and treated with sodium hydride and an electrophile of fornmla V to give com-

pounds of formula I, wherein R? is hydrogen. ‘

Scheme 1
iy ;
N
oM | HO .CHé 3
NH, 1X )NH
SFT NN, —* N

VI _ lfa




TENXLOFXITOXII OO (R4GX 0 R4 ONa O\ RT
OFN_ 1 XIVO Xiii 000
8

\ B ( )mO/ NO / :
| ! (REOC Il (Ram .vO ON)ClvP@T/,gmgh?,)ﬁgggs
ng%@fﬁ%?gss PCT/ EP2003/ 013888 -10 O O M e10H (R4)

"\ OH(R4) OON, NH - 2 VIOOOCH2H54(}|
HCl HNAR3 (R4) \ NH (RmwWVII- 7- ONH2 11 V11V
Phar maceutical |y acceptable salts of conpounds gf
formula I can be manuf actured readily accordi nj to

met hods &nown p&tlsse and taking into consid ’;
nature off the co oun@Nao bgz*converted
lcuﬂ or ga adgs such a G~ - TTYGFC

Alternatively, compounds of general formula I can be prepared according to tl_ie following

190

scheme 2: 4-Fluoro-2-nitro-benzonitrile X1 15 heated in the presence of HBr and the re-
sulting acid X1 is esterified with acidic methanol to afford a compound of formula XIIL
Subsequent reaction with the sodium salts of benzylic alcobols of type X affords com-
pounds of type XIV, which are then hyd:ogenated to anilines of formula V1. Treatment
with acetamidate hyd:mc}ﬂonde of type VIl in base (usually sodium methoxide) forms the
qumazohnones IV which: are then a]kylated with compounds of type V to form the target

compounds of formula I.
Scheme 2
o ' N
o
F rf’;o
xt ©
8]
OCH, b
+0 0
F I}J_ > ®/\ Xiv o©
X o ~_ _




“acid, hydrobromc acid, sulphuri€ acid, nitrié¢ acid,
phosphoric acid or citric acid, formc acid, fumaric

woO 20ibdessmal ei ¢ acid, acetic add, succinic addpq iﬁﬂﬂ@:i}ch%sss

aci d, nethanesulphosrlc aci d, p-toluenesul phonic acid
and the like are suitable for the formation of
pharmaceuti- cally acceptabré®salts of basic conmpounds
of forrmula |I. Conpounds which contain the 10 al kal i
netal s or alkalife earth netals, for exanple Todrum
potassrun] Ca crI magnesi um or the |ikey bas ¢

(@ nes or s anPfo aci ds avé)suitable th&
& j I

At of,_phar prseu-_ti ca AEC . é\f of
c c6hpounds The coanUnd%:Ejlfgfﬁula I ﬁg their
ﬁ,r=ceut|calIyOacceptabIe sal re, awgi al ready

menti oned above, nobnoan ne oxi dase B i nhibitors and
can be used for the treatnent or 15 prevention of

o

di seases in whickh MAO B i nhid§itldy s m ght be
. beneficial. Thesg include qﬁuﬁe and chronic NH
urol ogi c or @eir s HoEBYni & ve di @Qkder s andry/k
( i ciLs. abl e neur oMBgi cal di Suders~@reFor @ )3
i hce Qr aumat NEL o er ¢ processes

e neryous system such as Al zhei 's di sBase,
ot her types of dementia, mninal cognitive inpairment

or Parkl son's O her i ndjica nclud
Phyaiachte reccapegife gﬁﬁ%ﬂ%&méeogéﬁwé? G be gﬁtfiﬂ)“ed readily

% ic dis- orders such as obesjt ﬁg% asht 51

pogp GogpyeriFHinge & 53 FARPTEgRicRR £ Spfris hiydrochloric
acil) : OEJJE ac1é t&#ﬁ;ﬁnr_‘ﬁﬁ: a@%d} ﬁl’ttﬂl: g.(flﬂl [ﬂf&s H@*l@d%di &t figlc acid, formic

: i ¢ | er .treatable indica- :
aaﬁ ag%@ﬁ i D » 9 B4 iegatﬁym s.rﬁrrer%qy Rfphonic
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acxﬂ élﬁéﬁé@ﬁl @Hﬁ%@ld é?l\ﬂ tﬁ@ﬁﬁ@ﬁre%ﬁi@i@é ﬂﬁ%rﬁl‘i’ﬁbn of pharmaceuh-

3357 he t reat nent i ple scler
P eeﬁé'e)o AR SRTARPUIIS AL g‘?fﬁrﬁ%lmqg%ﬂéﬂ% ntam the

arkm 6 cR106 FRED RULEA|masT] it bngil ewaeu&ogﬂmnﬂﬁ ermlm, magnesium
tested using the follomrn %Fthod WD.2004/ 054985
or fetiermstramypanerbasicpmimp acidprpg suitae &y ﬂﬁ‘@ ORREAT PRphggmacen-

ticARch M Ble WBE R FhbiaRoaidunmdl.r ausf ected into  EBNA

cell s using the procedure descri bed by Schl aeger and

Christen Cyt ot ec _ 15_1 3 (1998)] .. After
The F%W@P%%éﬁ eﬁ[orreerar enaéh ce‘i)a frg g alts gfe, gs already
mé%%loﬁaa %bvehﬁl@sﬁeeﬁerescﬁﬁdas@ Baﬁms%ﬂs' raha HChe Bt BF theRRatment or

. 0, t mvi EGTA d O.
oot oo e iy FAG o et bt Bl Theteanclude acate

anf %ﬁn‘i‘@ﬂaﬁ‘}ﬂlogtﬁzgi (Hlk(glﬁgﬁt éc%?utﬁte didhpd 9 Qréc’r(nﬁrr@;@}d defﬁféﬂs ET'reatable

two rinsin Tris pH
negenhegFal rﬂrﬁ@r@rsarerfm leemce mawm@ degraptatiyg pypcesses of the

nekfous g@@eqﬂds%@h wALzﬁen?e@e\aee@ef &8Er @%95 SRS misbRERSgnitive

use. nHtIC act|V|ty
mwagmsgeyB@hmog ] dwemf:- @ﬂm esileérpngueﬂ qhéﬁtlmdiseases such as

de@%gglgﬂ%gﬁg‘z% %%ﬁ%é\t}@{i@ @ﬁ&g aJHoB{E at.éﬂfzogﬁf&?ad BREaRYlic dis-

orders such as obesity as well as the prevention and treatment of withdrawal syndromes

induced by abuse of alcohol, nicotine and other addictive drugs. Other treatable indica-

25

tions may be reward deficiency syndrome (WO 01/34172), peripherzﬂ neuropathy cansed
by cancer chemotherapy (WO 97/33572), or the treatment of multiple sclerosis
(WO 96/40085) and other neuroinflammatory diseases.

The pharmacological acr:ivity of the compounds was tested using the following method:

€£.,..

‘acde@dih Etcf\ﬁreﬁfd@s kaewher fhofl @king eito t@ﬁﬁ&@@m_@h ﬂeaianﬁ@ oatl_@b com-
ano

(




[Analytical Biochemistry 253:169-174 (1997) |.
Briefly, menbrane aliquots were incubated in 0.1 M

WO 2¢matoagss um phosphate buffer, pH 7.4, for 30 pCwreaboo3d38ss
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with or without various concentrations of the
conmpounds. After this perlod the enzymatic reaction
was started by the addltlon t he NAO substrate

T T e ARG REREAAD A R L g el S B LA R o

EBW A edisydsird; the pehdaghate aesopibed b)( Szl nezef :&l’d)ChmstMn [Cytotechnology,

15l SRl KA Sosteciof BATHFE Wl lArmei tiopept capaon o

. hahsgnbiante ZMSMT‘[M{GEEIﬂfm Pl (g ontaitmved. emlgv_tmcm 5¥D0.5 mM

bﬁwﬁ%”m S%%% SRR el R bR e SRa b ehntyifigation at
dﬁbﬂhmgﬂ ﬁl]} g(? rﬂzﬂg TrisIHCl fmlffgays opl-se Of erntaining 0.5
mﬁ@g‘é‘%&wﬁfﬁ B St B RTHAlE P Fushordfva ﬁ%ﬁh&?@f@%@m

stidcdet Lguvichhittirnse.concent rati ons in duplicate,
fitting data to a four paranmeter |ogistic equatlon

VISUEN L T L O -

plabineirid Bsayafdapted Iﬁﬂ’mﬁuﬂﬁfmﬂﬁod degaribed by diowred Baetiuk+Voloshina

ITae Ty T I AT

mF{M [ pd)t&&ium'ﬁhes;ﬁﬁfﬂlﬁﬂf&d@}m’ 4f lﬂﬁﬂﬂ ldin lat a¥ﬂd: with gr thhout various
o arnaceu accept .salts,t ereo can be use
T R PG Fl PO OF SHAPHAS Bt Pk started by

the raaﬂﬂio&tdeHtSMA'ﬁb'l eutkhaterpeaiihé togethpf #RA-1 Waklloas-&dikh peroxidase

sk Bicbamrestd o0 Y ES orsP ey Phiatinn homplex Red,

mma&m PSob&R |’Il]hte|sﬁﬁ Iﬁi ﬁﬁi&%ﬁ&tﬁﬂ&&n@ﬁbﬁé&fl@@ BS hﬁﬁa;c ?7"(: in 3 final
wev ra on can.al so e ;
volgpeq I290 Pﬂﬂﬁia% 153 “I’%?rtﬁ?lbﬁhet%{?ﬁ%@ 2t %Wf‘%f‘i fc5t7 65m using a
Spat@M ARtk Yeader Molbﬁﬂaﬁ]b@m:fe@)’ B &l rd)lifdc?@fdnoipeaﬁc) absorbance was

RS b I CRGL A SCEEURE 1 WA B 104 eopregy! for

MASSE Cﬂcyeﬂvtathe@ba@ferm:&@ﬂﬁﬁ&la&ém thHiBftion duf@ds SBBIikediising nine inhibitor
organi ¢ car;i L gr t he Eroduc%lon of pharmaceuti cal .
coEparaen oRsUPleHS 5 Stirpiaa &t 2R Pararerdes logisiic eaation using a
Cé%ﬁﬁﬁﬁ rodrainC, Stearic acid WO 2004/ 054985
/ EP2003/ 013888 -12 or its salts and the |ike can

be used as such carriers let coa

Thappepginds %@%@res% IR 8 SEF? NL“AE ltogfiffflaﬁ?tafmes of
c&ﬁ{abhﬁassofff@fmﬁ@ﬁ b ﬁﬁm&ém ﬂa@aﬁiw EScTW&L aRvEase in the range of 10
veget able_  oil waxes, sen1 SO|Id and liquid

ﬂ%P&]@FSSWHY rel M@lesée%ﬁ@ﬂéﬁf ehi Y 1888 ur e of t he

actlve substance no carriers are, however, usually

© Thees Eegnayoﬁfhﬁn@ﬂ 8n@ phe@idcetifdBY bepEBR sﬁltmbﬁ:afcan be used as

SU|ta l e carrug ? for he production of solutlons and
O}

maRehiGpRents 8.2 @ aharmeeyra preparatiogselhy phgppceutical prepa-
R can Gk H@Qﬁﬁst@féﬁ otrzﬁFy L 5 K8 th VRIS ets SMbatd@Tblets, dragées, hard
al cohol s, polyols, glycero
and soft gelatn;e capsules, solitions, emulsions or suspensions. However, the admmlstra—
tion can also be effected rectally, e.g. in the form of suppesitories, or parenterally, e.g. in

the form of injection solutions.

‘The compounds of formula I and pharmaceutically acceptable salts thereof can be pro-
cessed with pha:maceutlcally inert, inorganic or organic carriers for the producf:mn of

phaxmaceutlcal preparanons Lactose, corn starch or derivatives ﬁlereof talc, stearic acid




WO Y8 d¥ e oils and the like, can be used for PEHERSHS/013888
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injection solutions of water-soluble salts of
conmpounds of fornula 1, but agz?a rule are not
necessary. Suitable carriers for suppositories are,

ofitgsalts Bad thiedlke @fin haﬁﬂﬁné.?., @f $i&ch cﬁﬂl(e@gfor Ez@il??tp, kcoateld tablets, dragées
ol's to_a .the |.Ke. n

sem -liquid or Iiquid .po _
i risgiting f?@sb]lﬁﬁgﬁﬁg‘%lﬁf 1o for spfh epiinsifePedRs @6nt&i Hesetable
oily; esdsyRts] 3608 -s0iaauB ligh#epslyolk and SHedlke] de?@ﬁ 8ing\Wal the R@ture of the
~agents, emulsifjers, sweeteners; colorants, )
aGvE JPRLARCE DO SHFEED FHrhayEV e Rgudlacdurrdin dhrass gfifeft selatine cap-

sudesf $igitable daBS Rt (RYBRIduCAbn BR5I1ENbAMHISyrupRGYe, KBY, @it0polyols,
val uabl e’ siibst ances: 15

contain other _thera tically
S%OS%HY%%&%&WFW%%@&&% HY 4t Shthasigadpols, polyols, glycerol,

vegerbie Wiltlagd tHedTke1ta be 1R6d RIVAGIBG QU ertidtPd Nt AECERI AR Rluble

al%s t her eof %gd tgerapeutl cally inert excipient,
salty gt comappugids of wemala Iabut a5 arule geaws necsrsaph Suplla gamicsnior
supbositeies fRE £ aNR0ES oYRhARnEP BB, W38, Bid E@ﬁiﬂgclpﬁﬁ%r‘?fquid polyols
nore._conpounds of fornula I or pharnaceutically
%blfeabl e salts thereof and, if desired, one or nore
ot her therapeutically val uabl e substances into a

TnGaHRIdNG e pRArHASASE] {p%ﬁ&:&ﬁﬂﬁkﬁﬁ Eoﬂ’t‘éingbr@&?vﬁveggéﬁbﬂizers,

erapeutically inert cCarriers. The dosage can vary .
stalyilizgrsn Witiang apsits egulsifiers) Sweetegerseenlpraats, avorants.aalty for varying

the Bﬁnbﬁ@ﬁr\éfsﬁk@buﬁéﬁﬂﬁhﬁ%ﬁ dt a%?%ﬁdgﬂrst'ﬁgéy by £185 Eontain other

In general, the effective dosage for oral

- therapaicallyavaluabdmiubsiapeest i on i s between 0. 01- 20

ng/ kg/ day, with a dosage of 0.1-10 ng/ kg/day being

' As(%giﬁ{tﬁfr{eg daddief, n?édlicaﬁ{ent%ﬁitzﬁﬂﬁﬁag %)%uﬂgéﬁ \%\'&éﬁqxg%i %QB@ gga.rmaceuti—

y dosage for an adult humé&n being
calkgpcaentableialigthsredfiapd a Betapesicall), inert 4@{pient apelso diaglosed,
as RlaGh&le by DHLUREBn If ARmcASadiB Wit dRrisctne
fol'low ng exanpl es are provided for illustration of
bringmgione onriayn compeyndsuffounnletl doghamonsidedlgdcaptable salts thereof

 enfy RS SO EARS Rt oGSO B M setenica

dotagmpenatogethtr with abboexicat dbrgseuticilly. in@0 chxiapl e 1:
2-[7-(3-Fl uoro-benzyl oxy) - 4- oxo- 4H- qui nazol i n-3-yl | -ac

o A AT, 2 el e
J:eq;ﬁmn'tnnis@ as:hqmtlﬁcaﬂﬁ dadd I_ﬁ) generdl3thz etffﬂglv)atdol@%gg fo¥ oral or parenteral
g e O ke RE iR Asreed e d o melidtay being
preféirad for Whof e Wi A4 9B2d P &g 93l F$88Badul Buman being

splid formed.. The m xture was diluted wth anmoni a
w E%%?Gi@ aﬁ@rﬁﬁlggglng?%ﬂ@r75-1%\%ﬂgpﬁréd%weéerﬁwmwn 7 and
7o(plfgirr$af1@aywashed with water- The solid was then washed

w th hexane and dried under high vacuumto afford the

title_conpoupnd (12.5 g, 81% as_an off-white solid,
Thetollowing exampies arq paemrd for illustration of the invention. They should notbe

considered as limiting the scope of the invention, but merely as being representative

thereof. The term “room temperature” is abbreviated as “rt”.
Example 1:  2-[7-(3-Fluoro-benzyloxy)-4-oxo-4H-quinazolin-3-yl]-acetamide

a) 7-Fluoro-3H-quinazolin-4-one: A mixture of 2-amino-4-fluorobenzoic add (14.6 g, 94
mmol) and formamidine acetate (19.6 ¢, 18.8 mmol) in. 2-methoxyethanol (110 mL) was

heated at 130°C for 18 h. After cooling, the mixture was half evaporated and an off-white
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5 b) 743:Flloio- benzyl oxy)=3F qui nazol i n- 4~oné: "Sodi um

(1.8 g, 78.6 mmol ) was added portionwise to

_obenzyl al cohol and the resulting mx

“at 80-90 C for 4 h under Argon. The Fg@%(mmwmwm
suspensi on was cooled to rt and

7-fl uoro-3H qui nazol i n-4- onelf3.2 g,” 19.5 mMmmol) was

added and the resulting m xture heated at 130-140C for

sqlyd formedtn Ehesmistarervis ki taas th arammoatad@a ey dmi; inPOvplk water) and
tﬁélmdrmaerm LeeorRineh Wil sk diThe %J@asﬁhk&ﬁaﬁmg vmht}ts:me and

.. The resulting precipitate was iltered

d@lfﬁﬁl unﬂarsh#&@vwm tetflord thale Gompoand (47-88h84%1 #rem offtwbite solid.

: m)m/eREngﬁEI@]{_H"‘?atl on fromtetrahydrofuran : -

) afforded the title conmpound (3.2
-3 nagolingg-ong: Sodiugy(l. &g, (7ftminol)oyas added

p%ﬂwm(r@e EJ eua&@ 1951513(1 §ﬂa Qe L RA AN HdtedaY 80 -985C for 4 h

m xt ure

mﬁ%ﬁm@eﬁh@re@uéwgmpqmlmm japlatl tonbay @ D@luprg-3H -quinazolin-4-

omé > ﬁg ﬁ&g quag%(g%égga%ggé%m&gnﬁ;gtg@%eré% 6%&‘1@% for 14 h.

Tile hOhd'fFEﬁleﬂl‘@ﬁﬂ%@t issobied Withavaiey, (400 88.) and e maurgadidified to pH

atg%m@clr 9. &h@&smﬁw@aﬁg @gﬁﬁgﬁﬁ @f Galif 16 v W}ai?‘mter (100
After coo I ng tor ed an
mlesandidiehylether (190tral o Reguysfa wmtertrawdmfmm atwlacetate (L1

acet ate (1
gibltorasbey 5

@gf%{aﬁh«?hﬂﬂo gh @@g@l@q (aggygﬁe ekl %oscgygn—tzel 3 (M+H").

fluoronbdnayloiB)-4-eke-4H -geiRadlinhi-idi yacetdthifa drmplixtue of 7-(3-

fRiokd- bgl:;’zygd)&%é QEBQICL 4’%011@ (Jﬁfé(}nn% 'd’ﬂ%ﬂl%%)oajﬂd@oaﬂ ilycﬂ{de (55%,

opI onam
315 68 O lyorol)be rﬁ\fymaﬂxm%hﬂlqunm@mm Waﬂh@ﬁmi 4t BOOCifgr; 1 h. Then

b%x%élc‘?eg%%{{y(e Lgl % (9 Eé’ ﬁ'ﬁﬁ(ﬁgw%égancféi%g ahh Hle re%xﬁ{{gg njf%gcufe]wgas heated at
%fﬁrfax: lahaﬁftctec))ohhg tli"lrtm&er)bﬂ amIr)edasaddai avihd the resplting, precipitate

Bl st oMUY dieay B £l driedspienhish e o etford
thatiddeanpo@sl (260 d@ en%b eslf off-whimnplid NM§, m/e = 328.3 (M+H").
7- (3-fluoro-benzyl oxy) - 3H qui nazol i n-4-one (200 ng,

ﬁm&%éeg%m" [zu[g"‘ﬁsﬁlﬁgfbbﬁéﬁngﬂ)xm %8-4‘1& E’H%aeqﬁ‘?g %r‘l‘]d ]%)11603131111&&

of brorracet am de] which was obt ained as a white solid

Agsfdesqribedyfer QiilamPllﬂ bav H{drflvorofekybndny B Et-ieinazolinepan €00 mg, 0.74

oMo Vil Rar e PO cor AR o 7o06) s brmpgpygnamide
mﬁeaﬁrei bromacewnidpaj whith| vsiotitrized as a white solid. MS m/e = 342 3 (M-+H").
2- (7-(3-Fl uoro-benzyl oxy) - 4- oxo- 4H qui nazolin-3-yl | -

RS e e S T

(200rrg 0.74 nmmol) was converted to the title
P@sdvp@dmd foneamplg 16 70@ flueso-hgnzl@BpéHaniinejolindi-one (200 mg, 0.74

RN SR SECRR L RARRR 1o e h DAL RN G nguormctod-

' mtthyleﬂsao fristbad bf bromcy‘@naﬂe] whidatwhorbthinedndi ehity b@didhedrer crystal-
, Hsat?§P Er%xr}ledmtlg%ether heptg’rf'ez B Myt )342.3 (M+H").

Example 4 3-(2-Amino-ethyl)-7-(3-fluoro-benzyloxy)-3H-quinazolin-4-one 1:2
hydrochioride

© a) 2-{7-(3-Fuoro-benzyloxy)-4-ox0-4H-quinazolin-3-y]] -ethyl}-carbamic acid tert-butyl
ester; As described for example Ic, 7-(3-fluoro-benzyloxy)-3H-quinazolin-4-one (200 mg,

0.74 mmol) was converted to the title éo:npound (175 mg, 57%) [using 2-(Boc-amino)-
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et hyl)-7-(3-fluoro-benzyl oxy) - 3K qui nazol i n-4-one 1:2

WO zd{%ﬂf@@' oride: A mxture of PCT/ER2003/(13888
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(3-fluoro-benzyl oxy) - 4- oxo- 4H qui nazol 1 n-3-yl ] -
thyl}-carbamic acid 5 tert-butyl ester (150 ng, O. 36
rnnmol ) and HCl in dioxane (4 3 n) was stirred at

el e e B SR Ay b s R ater oyl

lipdon &o&xiai&tmmath&ﬁ%apaae aMBihtee= 341.3 oM+EvB) me = 314.3

%ﬁ% drochloride: A

Iﬂlﬁuﬂ';Cdfq2E[Vt’(}zlﬂtﬁﬁ‘b&fenzﬁ@xydﬂsﬁidwbﬁd?ﬁlﬁﬁzoﬁﬁm -%tﬁy@}—carbamzc acid

tofi- bl as L e o ML e B Brots (a0 S et e at et for

71 ﬁ?fhe@eaﬁﬁ%@e wal Silteig d und wsﬁéwaﬁatda&mm&ttaa&oed the title com-

P%%? nglg §SEW%H$mamiE£%ﬁ%£ %ﬂf 8ﬁmﬂ4te sol i d.

Fl uoro-[7-(3- fluoro benzyl oxy) - 4- oxo- 4H qui nazol i n- 3=y

E}Hmﬁ@ gt | C[7a(F-Huoes-Bhzybslypu-de- A sfiihd26lnBoy]-exeaiRakid ethyl ester
7-(3-Tluoro- benzyloxy) SFLqU|nazoI|n 4-one (200

74. 15 1 the t
A?é?ﬁﬁ s S0P g™ b3 PSR RERY TP SRR Pl o (200 me; 0.74
nﬁﬁﬁy dhecdmietted b e thl’e@ﬁﬁip@hﬂﬂ(ﬂﬁ)] myg5e4) [weisg alftid bRgtloacetate

o D e BB SR OB A RTISRL 28 s

crystalllsatlon fron1 di ethyl ether : heptane. M5 nfe

Example 64 (M’dd:h) {7-Exapt@bdizyloxy)-4-oxo-4H-quinazolin-3 «yl]-acetic acid
2-[7-(3-Fl 0- benzyl oxy) - 4- oxo- 4H qui nazol i n-3-yl ] - pr

opi oni ¢ att %*ﬂyl 20 ester As described for exanple

lc, 7-(3-fluoro-benzyl oxy)-3H qui nazol i n-4-one (200

MescﬁbZ&forl”Hiﬂht;VRﬁ%Q@Jﬂ\ﬁGfd -BehAyoxi ReHt ith&otiorPonn 00 mg, 0.74

élg @Vgg ¢ V%(Qﬁg ggtttg]ﬁet g%/po\}mfigi](?qr;ég p{ﬁ%p)a[iuﬂ@a e&g& bromofluoro-

a@é@ét@ hi{slt&a%f‘btdm@éetﬁihd@}fﬁrhich ek bbAinddas ﬁm}ﬁlﬁ@bﬁgﬁﬂ&@ﬂnﬁmﬂon

bﬁ? %m(t%_%ﬁl y (S &%ﬁ%\lﬁ%ﬁe&ﬁ 98 l:li%) 9: ls/gnd crystalhsatmn from
diefylsthbl -0RHOMREABY InfY By A4 %@% qui nazol i n-3-yl ] - acet

ic acid tert-butyl -ester descri bed for exanple |c,

Rt S BRE s R pic i iy

ny, 97% [ugtng tert-butyl-bromacetate instead of
bromacet am de] which was obtained as a white solid

after_purification by hy, (S0
forber R oy ORI o opesbgRosy BRI liagkgng 200 mg, 0.74

rﬁ%ﬁﬂas MReA46 Wt%ﬁo%%ﬂuﬁ@%@%}%ﬁﬁ[usn&@ﬂﬁi afbgo propi-

W{Wﬂf(ﬁg&@%ﬂ@aﬁﬁ#@w&) spjchavas,ebtainedianaralariens ol 3ffr pprification
Qh%&ogﬁ@ﬁ,;tﬁog CRMEY 'zhﬁﬁt—ﬁMé@H@%%@oﬁdMs%/e =371.3 (M+H™).

xanp eflc [ uor o- benzyl oxy) - 3H qui nazol i n- 4- one

200 ;
E(xampleng [7—(3—Fluom—benzyloxy)—4—0x0—4H—qu1nazohn~ 3-yl]-acetic acid tert-butyl

. ester

As described for example 1c, 7-(3-fluoro-benzyloxy)-3H-quinazolin-4-one (200 mg, 0.74
mmol) was converted to the title compound (277 mg, 97%) [using tert-butyl-bromacetate
instead of bromacetamide] which was obtained as a white solid after purification by chro-
matography (Si_Oz, CH>Cly: 2N NH3/MeOH 99:1 to 9:1) . MS: m/e = 385.3 (M+H™.
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mmol ) was Converted to the title conpound (245 ny,

83% [using 2-bromppropionic acid 5 tert-butyl ester
2803/013888
te solid after puri fication by chromatography

(Si 02, CH2CI2: 2N NH3/MeCH 99:1 to 9:1). Ms: nle =

385.3 (MrH+). Exarrpl e 10: ~15-

3(3Amno[jo (3-fiuoro . ol
Exgwpie/ox 73 prpalz'%fm}ﬂm brizo 4 b quiipaeliR firTd prapiqrgc gt tert-

13-(7- (Sf‘}tﬂ%g,grbenzyl OXY) - 4- ox0- 4H- qui nazolin-3-yl 1-p

ropyll-carban1c acid tert- bntyl ester: As described
for exa

As?de(sguqu[rfglr @@ércrﬁgzl@ Xylp= @ma#ﬁaéw)ﬁﬂr%}%mh@zﬁ@nﬁgoo mg, 0.74
m%o?ﬁg%@&%&h)reﬂ@sto@@ﬁﬁé {sdpbighd 095 big, B?’/o@ Qrc(t&i;%oplomc acid

['using Boc- an1no propyl - ron1 |nst
teisf Lttricnsmu@teeﬁqoﬁbqomm@ﬁu deloviich Ry otained a5 GHpHies %ftff puri-
Emfrﬁ A1Pio93. QUB: = 385.3
R G L R L e S de e
(M+ Amno proliy 1)-7- (3 fluoro bet zt | 0x0- 3H qui nazol i
n- 4- one 1 2 hydrochloride: A mxture of

Bl 16:3- L1800 B9GUN Y0Py et i) 58 0l hitzoknyd-bnp1:2

car amc tert-. butyl estér (275 ng, 0.64
- mol ) andwid@bchileridi oxane (4 N, 8 nL) was stirred at rt

for 16 h, The precipitate was filtered off and

tihed fgs(gmp}[ée ia 7—(3-ﬂuoronbelnzylmqg—3H qmggzolm—g—one
(z%o %igf' oA &og%%lel%v%feﬁ%o Eﬂé@ﬁ@c&ﬁgmﬂaqg Y2 3oty [M@%@I3-(Boc-

one escri for exa

aﬁm(ca pfdpybbronhidn mystasspf bmmwta@a@e]l Whicla wopebteingd gy white solid
at?r%xf,p%&ﬁ%@ abﬁﬂaﬁegﬁﬁﬁ%@%%m, ERECL,! A ?H—%‘PNT@@H‘@ 1 #PB1). MS: m/e

usi ng benzyl “brom de 1 nstead
=a2B15d| )am de] whi ch was obt ained as a white soli d

AEnﬂmnie@f 1»{7- (3»ﬂuoro—benzy oxy) -4~0xo 4H—qmnazol -3-y1]-propyl}-carbamic
aa{i ?ﬁt‘ é:'ltﬁ !e&%%@(? E%Z ¥ |6Q %oﬂ 0% Y1t QHHARZ Q1B BLY Whs &frred at rt

: fduélnﬁzly M precRikadarivas ﬁmed off 41:@ rsrystalised foreB6TH setbpnimafiond the

gl EolBub iy 420 oo AR Rl e B BT L o0

(3.0 9,18 mol ) in DVF (75 nL) was heated at 140 C for
FainpléTHe Be(gtmumgbwmén@r@m@doenaﬁomd%&umwlm—éme
the m xture acidified to pH 3 with HCL (conc.). The

TR | TSR St L st o 07

rmlmob WD cA0A{e( 54 G851 ﬁﬁﬁl@gg@% hsinged @gp@@ﬁyzyl
| t UTING
bogmi Jlggt?a@ begg{lﬁ%ét%g}%%‘% wp%s é)&ﬁagﬁ%%i ‘;a whltkes)éﬂal Qfter purification

as an
bﬁffdhrmhﬂogra?hv (10, NET, Gl ENNBI MG KPR 9: )MS m/e =379.3 (Ma_—fr*).

2- [7 (4 Fl uor o- benzyl oxy) - 4- oxo- 4H gui nazol i n-3-yl ] -ac
i Fz 65[7%345 ﬁqllorboggez(zg{oxy) 4-ox0-4H-quinazolin-3-yi]-acetamide

&) 7-(4-Fluoro-benzyloxy)-3H-quinazolin-4-one: A mixture of sodium hydride (55%; 3:2-
g, 73 mmol), 4-flaorobenzyl alcohol (9.2 g, 73 mmol) and 7-fluore-3H-quinazolin-4-one
(3.0 g, 18 mmol) in DME (75 ml.) was heated at 140 °C for 2 h. The resulting suspension

was cooled to rt and the miixture acidified to pH 3 with HCl {conc.). The resulting precipi-

tate was then filtered off, washed with water and diethylether. Partial purification by chro-
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Xterra RP18 (5 pmx 50 x19mm) elating wth ACCN/

0. 199FA/ Water. Ms: me = 328.18-( M+Ht) . Exarrple 13

2-[7-(4-Fl uoro-benzyl oxy) - 4- oxo- 4H qui nazol i n- ﬂp
mzapgraphymni exhcaﬂgl detiog widdthd rcdxia nbt}@np €2:1) afforded the title com-

|_u -b ng{ 400 ,
POTnél(lsE S%\%a%ﬁgr)éﬁée&zw%o the “34(1'1\2 co%poungg(37

b)ae(7- y rpptidaAsofescribed for -

RIS AR P a4 5 i 10 mp 074

mi50l)Brohvartedtto g tifid dorAsENd (30 19 BW) ‘%)mﬂmah NBs obtined as a

il o e bitsN O Py B e iern RIS 1 b lpmgm oting
witlc ABCNH0 @ WTHA Waiter MS1mm/ds 3d88¢M-H€D. f or exarrpl e lc,
7 (4 fluoro-benzyl oxy) 3H qui nazol i n-4-one (400 ny

Exgigpje (o HGPRe g ok P4icds-4ui g%&agaw%wp;o%%;ﬁ%ﬁe

br omacet am de) whi ch was obtained as a white solid
Asalesaibédifor &iacgld hn?@ -fHRIrG-beh b SHkgeinazol RPA®nE $440 mg, 1.5

g s 9 mjfelétta gge&w% D 45Ma Q7T 70 YALRE > Wt pidhamide

| mﬁeaﬂd?oi{b’teﬁiauﬂﬁmdaaa wh;cﬂl(ﬂ@s)obﬂamatbaséthh}tﬂ sohd aftﬁnp@?@dahop by HPLC

PR S B 6 oL RSP A AR =

3400, (M+BEY).rmol ) was convert ed to the title conmpound (32
ng, 6% (using et hyI 2- br onopr opi onat e |nst ead of

o oga ‘f‘gur f@g%??r E@C’%’ab" fler é% er &g'%%lfggr(lg el ester

x 50 xI9mm) el uting W|th AcCN 0. 19%FA/ Water. MS: me
Asdes&THed¥of Mirtiple 1&7a@plleorb&enzyloxy)-3H-quinazolin-4-one (400 mg, 1.5

4- F h t
o A LA RO G i s
uﬂteécﬂ of bicataoetamidta) Iv@m;h) W@d-bh}ﬁﬂhﬂé 20d whitdlsodidexfien @0rifiggtion by HPLC

(W ter %ra?ﬁﬁﬁ%ﬁfi el elup %%\nvé%lffecd\ﬂ%ﬁ ?W%?{'el\ri& mfe=

SWGMH—EHDIOH by HPLC (V\aters Xterra RP 18 (5 m x 50
xI 9mm) elating with AcCN 0. 1%PA/ Vater. MS: nile =

22 1llé M{?H (4—1%310%9 %gfx/lgy OXY RO quu%égz/oﬁlji%% —préﬂignic acid ethyl (

3- (2 Am ngstet hyl ) - 7- (4-f | uor o- benzyl oxy) - 3H qui nazol i n
-4-one 1:1 hydrochloride a)

Ag ﬁ?ﬁ%{lbé(ifcg lﬁﬁ:}%{;}p g F&t %/ﬂt]eﬁi,l&% ﬁ@ﬂ%l%xyﬂ)l—glgl uqllurfr?azzgim&g’ﬁé/ MOG %g, 1.5
mmol) was converted to the tifle compound (32 mg, 6%) (using ethyl-2-bromopropionate
instead of bromacetamide) which was obtained as a white solid after purification by HPLC
(Waters Xterra RP18 (5 pm x 50 x19mm) eluting with AcCN/ 0.1%TFA/Water. MS: m/e =
371.3 (M+H").

" Example 167 7- (4-=F1uorp—benzylo:x:y)—3-(Z-methoﬂ—ethyl)—3H—quinazolin—4-one

As described for example 3, 7-(4-fluoro-benzyloxy)-3H-quinazolin-4-one (400 mg, 1.5
mmol) was converted to the tifle compound (115 mg, 24%) which was obtained as a white
solid after purification by HPLC (Waters Xterra RP18 (5 ym x 50 x1 9mm) eluting with
AcCN/ 0.1%TFA/Water. MS m/e =329.1 M+H").
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ester: AS déscri bed f'or""'é'k—"é'nﬁl"ellubé," ot
7-(4-fluoro-benzyl oxy) - 34 qui nazol i n-4-one (300 ng, 5

WOZ%%{%’%” was converted to the title conpou%;@r,ﬁ%&/msss

ich was obtained as a white solid af
purification by HPLC (Waters Xterra RP18 (5 pm x 50
x| 9mm) elutlng vvlth AcCN Oli%TFA/V\ater MS: me =
4143 (M+H). (2- Am no- et hy

Example ¥7: udr@- fb@mﬂbﬂ)) —%ﬂgarpﬂw’éylpw)ﬁlémuqaz@hn-&onﬁ 1:1

hydr ochl %th) descri bed for exanpl el Ob,
{2-[7-(4-fluoro- enzyloxy) 4- oxo- 4H qui nazolin-3-yl]-e

thyI}- 10 carbamc ac:ld tert but /1 ester 5102 ny; Odztstb )
/ L B w 1] "-:'A:gs act eri-pLl

“‘%{A@S zd@?Hﬁi- _ ﬁg@ @Sﬂ@OTEBE}'l - MRiazBli 4one (300 mg

1. Befolf Waﬁmmecb g iz pympoendh( LB 23%2 sbich waswb]tave?d asa

e L T e
with AcCMIl%T\ﬁdSV\EB@m/MGt ade £41EAEMHH e conmpound ( 72 ny,
b)]_%gg@ A(rHr% @glvﬁ Pr(@ ﬁBBfooBE&Q X )d?f{]tﬁnrlnﬁﬁflﬁﬁdoﬂé 1:1 gwd.rochlorlde As

d&iﬁlﬁ?f;ﬁ;émmabﬁﬁ y(4 ﬂm@ b(egéngcg;yé i?@:ser—éﬁ m&o@s ~Sryit-ethyl}-
0
cagjﬁﬂ(;% %%ﬁi Ibld{'}é;%&ey\q 1hH T@C &% &&Wﬂé@ﬁkﬁéd tdBie utfycgmpound

(Sﬂﬂﬁgg'(%') mhurd:rmswmtcba@@w}mmh&ﬂmsms%ﬁ&mﬁﬁjol in
3-yl]-acetam de a) 4-Fluoro-2-nitro-benzoic acid: A

e e L R

vvas heated at 130 Cfor h. After cooling to. rt
Aamsembe(dﬁotme a«dae(d—ﬂ%mwm@zsfl@éwa-qgnq@r@m Aiapgd 300 mg; 1.1

U RS Lo AR SNE 1 D0p L5 g, HRSLUH popamice
mstea(l 88beon(aekdthmids) whidH ‘M@r@i@nﬁﬂ ﬁsrad\flb‘@’@bd @ftQJCP‘@'lﬁEaUOH by
HPREMWaES ;q{;ragﬁm Bl & 595 l?mﬂgléﬁ{t&ﬁang}} quggs &z@z%fwater MS:
mtmﬁazm(h@}ﬁ)lfurlc acid (1.8 g, 18.7 mmol ) was

heat ed under reflux for 41 h. After cooling to rt the

Q)

E}g&ng}%lg EEOV\%@?@ 9 I)i(atg{rlér ?’@ﬂ uﬁk%’x@e‘? :?99 Lice gtﬁfax%gﬁ‘ﬁﬁ -§- >2!1]—ace.tamide '
100 m,). The corrbl ned. extr-acts were vvashed Wi t

atg-Fliers-266tmthendpic addaf anm‘p@%ﬂe@mr%m@@nb@nz%trm tize 8, 73.7
m?tﬁm %ﬁglb&g}q?&'% 4%0/94 ?f‘nLaééiﬁi %olw&vﬁkakédcﬂf'l% oMRir 6.5 h. After
cdalmgd:ﬁlrmartar dnzvds @ﬂ#e)d @ndithe Fesuliieg potcipitate was washed with water
f lLu 3afo r = .
Chop LS SRR Ho T R D b Ty brovsoid. M e
186 &(MFH) of 4 fl uoro- 2 nitro-benzoic add nethyl ester

bgg ﬁ%&ﬂu ?Up5u0&1 i zo%)clagiﬂ' &g#ﬁgr ,‘?%E ar‘%}ﬁ r]fctﬁl'e c?lhghlé&gcpz éé@%vbenzmc acid
(mmg )58L 8 m B I@Eﬂ&ham)l (m:nh}satrﬂdnmg sﬁEuﬁc igd (18 ghl8.7 mmol) was

e indermeih B 07 B3 SRR e diaie g R I G

heddogas tatomite fsadi260 mil), zaid‘rm‘:acted with, ethyl acetate (3 %100 mL). The

U

. combined.extracts were washed with brine (100 mL) dried and evaporated to leave the title

compound (10.7 g, 91%) as a light brown liquid. MS: m/e = 199.0 (M-H).

¢) 4-(3-Fluoro-benzyloxy)-2-nitro-benzoic acid (3-fluoro-benzyl) ester and 4-(3-fluoro-
benzyloxy)-2-nitro-benzoic acid methyl ester: A mixture 6f 4-fluoro-2-nitro-benzoic acid
methyl ester (9.2 g, 46.3 mmol), S—ﬂuoi'obenzyl alcohol (16.7 g, 132.4 mmol) and potas-
sium carbonate (12.8 g, 92.6 mmol) in DMF (210 mL) was heated at 65 °C for 48 h. After
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etate : hexane (1:1) afforded the title conp
(140g 76% as a light yellow liquid. 5 d)
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:m xture of 4-(3- quoro ber zyl oxg& - nitro-benzoic
cooklipg i 1t3thie| raigEw e e Py Red artoarater{¢00 ml); and extracted with diethyl ether
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ester ni nol ) E (1 nit) and water
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el it B Forabe o T ea b K AR ER A v - 230 0

e) 2 Aenifibl4- faaﬂaomabe:&vhmt—h&mdxc'ﬁhel Aasixture 04+ ghiordrbemryloxy)-2-

P hhalad (14 LA i SRS, P kB cpuc

(5%01.0 d) Wﬁ@h}hﬁbg&iﬁt@. at 12613, predsivkeipr 3.8t Fheatiktued was then filtered

an%rgi( gﬂégtegnzas%v Ft)eg.of]% rgfelﬂ@g 12%}335?2 ] IEQT W%%Q %urafeﬁ%gl di-

chiptasehase (CIJA€affaththd tifle gympasncfcll ©@ovatas dn aff-white solid.

MG LS was evaporat ad. The re sulting |ignt

AlteFoviRels o inthktwrsofidr {3t k@b esknwdl oty ) DMt cebafzbaratid (665 g, 22.8 mmol)
in %t;’l%f].l acetate r‘r(ngl rr]xg_jL)(l t}:ll'e Igresenge §f7 P@/ ca(Ety To gf) vva\sl\"ﬂ*y‘érogen::utecfj atrtand
pre%sdr@fcﬁi 3PhoThemipthepaydstBerBitdiyd armithg il thetz Ofaks Bvapoedted. The re-

sulfing S MO IS BRBBRL P toofordihe tiespmpap (51 &

tayknaﬁemmmm HC1(1 9 g, 15.3 mmol) in methanol
- ) ) .d .

ﬂu'b?cf B&ﬁ‘zyfcﬁé’y‘)-la@nfbm ﬁﬁa @z 0 gh; ',Sn:&lhcmfalﬁl &m 1 a@@t@hﬂ@@télm (BQ g,15.3

B 36 ethBich HE] Whptl el dedion torie  ae i Ff 155 mnol) ead
thé'@e)éﬁlﬁhg i8R E thal Héaté%ﬂﬁ{cté? kefflixHor TR, Qf{ftﬁ‘fr ek kiRg: éﬂ@yl htetamidate

m Xture was poured into mL) an

H@Mé I% ééﬁtmwgl)mﬂéépéﬁ%tr@fhﬁ&dmgﬁﬁrl‘ﬁe%?r HrioP qamo(témas added and

thi felsﬁlﬁﬁg Qm%‘flfre h@ate@fd} %chtepf‘htAfté&OBBH@M hd 1%31&(119: was poured
N -whrte solid. M 283. éf =
| m@waxel(@f) F!ﬂub?rfk@-ﬂbéﬁ el rssel}t)ngprﬁﬁpﬁyﬂe s é%ﬂf@réhh ad §ftered off to

afford Hel t1tﬁcc%}r?;§9uﬂ9. (2@% 97%) as an off-white solid. MS: m/e = 283.1 (M-H).
-2-methyl-4-oxo-4H- '
described for example 1c, 7-(3-fluoro-benzyloxy)-2-methyl-3H-quinazolin-4-one (250

7-(3-Fluoro-benzyvlo 1]-acetammide: As

mg, 0.88 mmol) was converted to the tifle compound (218 mg, 73%) which was obtained
as a white solid after trituration with dichloromethane (DCM). MS: m/e = 342.1 (M+H).
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35 deséiTbed forméx'éh"pl' e Ic, T
7-(3-fluoro-benzyl oxy) - 2- net hyl - 3H qui nazol i n- 4-one

0.88 nmol) was converted to the t 013888
wo 2(&%/5%486% (o8 m #éfxﬁrzoo?/
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739 which was obtained as a white
solid after trituration with dichloronethane (DCM _
M5: me 342.1 (MrH+). WD 2004¥%54985 PCT/ EP2003/ 013888
-19 Exanpl e 20:

Exprgige BY: UG- Emmbewmgd@z@rmﬁﬂmyregmﬁnqhﬂ#ﬁ yuinggolin-4-
- qui nazol j n-4- one As described for exanple 3,
7-(3-fluoro-benzyl oxy) - 2- net hyl - 34 qui nazol i n- 4- one
(250 C ng, 0.88 mmol) was_converted to the title

Ag despribestifof e5anplg 3, 263 flunre-benaxiexy bBrasthEldH siuirazglin-4-one (250
m\(@,hé gmﬁ’%lg.&rag (]irﬁre:tg&' ’Ed {Herﬁ@te 'ceﬂlfgﬁn& Iﬂf%g Qﬁ%ﬁﬂﬁch was obtained

eptane 1. 343. 1
agaviwhity solidEfanpinafigition by chromatocraphy (8102, EtOAc ‘heptane 1:3 to 2:1).

. NFS L{Je(:%4$ﬁ3wpﬂ§|£zyl oxy) - 2- net hyl - 4- oxo- 4H qui nazol i n

- 3- niumchloride a) {2 47

( 3Fl uor o- benzzyl oxy) - 2- net hyl - 4- oxo- 4H- ui nazol |
Ekarapleyl! - 247 arheoradicazylow)ilesetiie e SHesngrlin 3 71 thyl-
descri bed o Sk, _
7- (3-fl uoro-benzyl oxys 2-met hyl - 3H qui n- azol i n-4-one
(250rrg 088 mm}l) was convertedtothe. |tIe

1 ecarbamic acid

(Pl Bhl EAS a&%hgémr 594}5@4 e oFTBL O @4}@ %%ethyl&l—l-qum-
a@lin74-3Ek (Zi0ong, 0.88 mmol) was ConVerted to the title compound 72 mg, 18%)

I
NARR W RO gma oty o
E(cc’zAp hept3né 1:460 2:1bevisyinteey 32823 (t)- 4- oxo- 4H

rtpéﬁl—_ Akt it 3 L v 8848 nium

Mmsjde(sasbéa}g?pr %%plwﬁb c{Eu [Mé fbmramqwl@ér)g -pysthyl4-oxo-4H-
SO| | dll%éb?ge@l% %a%ll g%i t&%ﬁwn?ﬁglt 8@5‘%’ t@ﬂl(r%ﬁ_l_%’was converted

)
tEXlﬂm!ﬁﬂleer:QZ@Gund (45 mg, 85%) which was obtained as a Whlte solid after purification

7- FlL uor e _ Vired- 0X0 0
ichromgippa B B A e AR e S Ak e
*| oxy) - 2-isopropyl - 3H gui nazol i n-4-one: As_descri bed
foamPée(ZﬂTplze[%CBQFlporo—benzyloxy) ~2-isopropyl-4-oxo-4H-quinazolin-3-yl}-acet- _
2- am no- 43%:;{ fl uoro- benzyl oxy) - benzoic acid (1 g, 3.8
nmol ) was ﬂ‘verted to the title conpound (196 ny,

1699 [using et hyI | sopr opyl am date HCL instead of
H7h{A-Flaost-beamniodal-2-i4dD agolithi-minepdls descrbedifor @X&mple

Jéa?cdﬁ x&l%g feLinly {/gc al B:g:y% %énz%é%q@;f’g Eérér?ol)’-éra&%n%ted to the

nd)l S@mgf 1606} Glsﬁiglmh}d) 1sopropylam1date HCl instead of ethyl acet-
@fx%ﬁéﬁ?}@é '3 og @Q%Fd g&g SRt g@%ﬁf&? ﬁﬁﬁﬁc&?ﬁo\fﬂ ﬂy AEEN#Bsraphy
(&@;’; ﬂﬁdhlblbﬁreﬂ:ﬁmz @Xﬁ)%z-tbﬁﬁﬂﬁbwﬁ -Bid-g33hhZdtNEA).one
' Vﬁasconvet €9 4D qhilf he cg]mt _L)%l -acetamide: As

descnbed for example 1::, 7-(3~ ﬂuoro—benzyloxy) 2-1sopr0py1 3H quinazolin-4-one (80

.mg,.0.26 mmol) was converted to the title compound (84 thg, 89%) which was obtained as .

a white solid after trituration with dichloromethane. MS: m/fe = 370.2 (M+H").
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a'white solid after triturati on with di'chioronethane. = =7 ™

M5: W = 370.2 (MrH+). WO 2004/ 054985
PCT/ EP2003/ 013888 -20 Exanple 23:

- WO 2pB054985) |or 0- benzyl oxy) - 2- i sopr opyl - 4- . oxo- EREFEFHIILIEsS

in-3-yl]-aceto- nitrile To a m xture: of 2-
[7 (3-fl uoro-benzyl oxy) - 2-i sogfopyl - 4- oxo- 4H qui nazol |
iﬁﬁi{“-l‘ig} -acet- amde (50 ng, 0.14 ranol) in .
b f bf-ReaRiugso enarlmf) -G RRpBdwae ihewioazolin) 3wH wceto-
5 added Ayl -N, N-diispropylamne (26.2 ng, 0.2

mmol ) and the resulting mixture cooled to -78 C. Then
trlfluorosulfonlc anhydride (49.6 ng, 0.18 mmol) was

- Taadebrtans@f 2t ﬁé?’rfb%@‘tbghz)’ﬂﬁmﬁrléomdp@l;\é@kpd:}hgnma@uq-@-yl] ~acet-

aff A58 3 9. 1'1‘r i'i']ﬁ difietl }r%x@@am‘]ﬁ‘d ts(g ‘sﬁ‘nlgaar'irﬂﬂ'&?&hl J:H&ﬁé’ @9nL) was

0i ntd sodi um hydrogen ca Fonars
agflodt Wraghd»N i%éwmowlmm(%@mgf Dé’tmmol)(ﬁsldxh@ rgsylking nifiyaire

c&&@cl?’tdq e)% XL AL W%s@.}_féﬁ% Qnﬂ?ﬁﬁ%@&ﬂ({i‘%ﬁtrﬁ% WfSr}ﬁ]m grv{ra%Qdeed and

and eva i 6 porated. ave a
i neadti cpamixouresliowed orarognm phst o(vSr wxmrEt"Rh&c:cdméptg mixture was then

il AR 8. 1 SRR (30, TR

etdglether (3 x 5 mL). The combined extracts were then washed with brine, dried and eva-
pélbalkclg&n @?i@%{l@gﬁé ggillgm( g]gél %&f&a&gﬂ] By cMatogrgﬁﬁ%f (lékbz, E{(ﬂ@c.hept—
ang 1:24@PBIBpattpgtd the £ils chinponod hXfmer 5594)9s-Brhitpsoid 2dBi m/c =

As described for exanple 19f,
34Ty ' )

*(3-fluoro-benzyl oxy)-benzoic acid (1.0 g,
3.8 minol) was converted to the title conpound (607
Emgipldl  Rel2iCnylagtrbiyil-7e{Refiwmodplzy iy déioso HE-qiinstaddiad3-y1] -
of et hyl %ggu?ﬂ‘i date HC] which was obtained as a
white sol P alter trituration with di et hyl ether. M5
rrie = 311.2 (I\/H—|+) 20 b)

D mdﬁbhbmi foaexample

585 B 600 B L AU L e
title c(sﬁipoun@ (600.18% MI[WIM@S:W n)ccémpmpyltamidla& I'ﬁlﬁl 1hsiead of ethyl

ace% %{&ﬁsvggl?l? ?S;ﬁta%xﬁd 65 ay 'Sc% ﬁ%l[uf %f?eggﬁﬁn%tg) dleth)rlether.
wmemmm@naﬂé)wem 98:2 to 9 1) MB: role =

dlesanleﬂ oimn a)[am@k’,dlc; M&apmpﬁs?&ﬂabrd}bd]zﬁmwbmﬁaﬁhn 4— one (80

=i DI BB some it T SRS e i il Brained s

aGeiRQolid aftdrpurificaiéy bythromatesaty (SiO, didhindto afiethandVe©H 98:2 to
af,t er, tion by chromatography (Si02,
92’3&?41(%0 F‘ﬁgxéM T80 MoOH 05 5). M5 role = 369.2
(MtHt) .
Example 25: 2-Cyclopropyl-7-(3-flucro-benzyloxy)-3-(2-methoxy-ethyl)-3H-quin-

azolin-d-one

As described for example 3, 2-cyclopropyl-7-(3-fluoro-benzyloxy)-3H-quinazolin-4-one

(150 mg, 0.48 mmol) was converted to the title compound (15 mg, 8%} which was ob-__

tained as a white solid after purification by chromatography ($i0,, dichloromethane :

‘MeOH 95:5). MS: m/e = 369.2 (M+H").
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WO 2004/ 054985 PCT1EP20031013888 -21 Exanple
26: [ 2- Cycl opropyl - 7- (3-fl uor o- benzyl oxy) - 4- oxo- 4H qui i

woz?%?d%-lté R-3-yl]-acetic acid methyl ester As desghbbfstissss

10

15

exanpl e 1c,
2-cycl opropyl - 7- (3-f 1 uor o- benzyl oxy) -.3H qui nazol i n-4-o
ne (100 ng, 0.3 mmol) was corivérted to the title

B A 1 BHAR Bl B R 05t Ao 1) cetic

avidirthehsldsted after puri- fication by chromat ography
(Si 02, EtOAc: heptane 1:9to 1:1). M5 me = 383.3

A%M%%f%sﬂ |exg%@§ & 26T BomORIY 6% from-Byylomy il nassizolin-4-one

(IZ@BMQ,] 0. ﬁﬁﬁhﬁﬂﬂvﬂe corﬁ*):rtgd to thle title co ound (33 m 27%) [using methyl
bﬁgmg 4 gq.t? s (F‘,SF g%igaﬁﬁq%glzl @f%\f)&nch was c?b%lalrllgé gs é \Triut(-e gqld after puri-
ﬁ%at@éﬂ BPcHrofmdtddrsHyASITBNEND QXNItRRNEDHL1: 8 ME: (/e & 1833 (M+H+)

rmol) was converted to the title to conpound (731

9% [ benyla dateHCI i nstead of
Eggm S e B Ot T Db A s g Pleacetamide
solid after trituration W|th di ethylether. M5: nie =
aﬁﬁ%eﬁzﬁl%&ﬂuoﬁb}begg ggi-i’:H—gumazolm—é -one: As described for example 191,

_2&-;{1%- B‘f'géﬁf"- h i&§)’ r gggzg?q 35533((1%/ 4 Ay Fx'?r%ﬁéaﬂ%é?é& to the title

cBrpoasy (734- :ﬁ§ Ef3|%DC[E1Qn ﬂ@ylb@fgymnﬁdita}m ﬁ%ﬁlaﬂﬁbféth‘?ﬂ&etanudate
H(;(gﬁ-ﬁ' i)to 43 \N@Ea&gnverted tQ {Eﬂ?l% St mje =
éﬁ‘d‘”"t@ Hped o rstr%rtaapﬁéﬁt ef- gMS: mie=

3spb|(p}{4qf[t)er purlfl cati on by chronat ography (Sl
t har ()—I : 9 ) n1

X Py £ Q H AL.CC A

d@&ﬁm@éféﬂ@cﬁm €1 m@m@d 30086 HRUSAS 13@{ Hﬁﬁﬂ&! 4&4& 150 mg,
/Tabiet Aglvcg |g§ IFﬁgt%@ent 1IOO %%%@ed ["act osen (150 mg _
pEoblova coprresd tg SRAPRISVOR B8 GbTee wiichswagp Bained as a

vﬂﬁfel%@m& aﬁéﬁpdrmcaﬁ&bb}l&lmm%%&@ fh.ealcBlométhah@PVRDH 99:1 to

250 | EX le B: Tablets blets of the
% }ﬁ@vﬂ 2&? Han are produced in a conventional
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manner : 30 ng/ Tabl et Active ingredient 200
Example A:  Tablets

Tablets of the following composition are produced in a conventional manner:

meg/Tablet

Active ingredient 100
Powdered lactose 95

White corn starch 35
Polyvinylpyrrolidone 8

Na carboxymethylstarch 10
Magnesium stearate 2

Tablet weight | 250

Example B:  Tablets

Tablets of the folowing composition are produced in 2 conventional manner:

Active ingredient _ ' 200




WD 20047 054985 PCT/ EP2003/ 013888 - 22 Powdered | actosé™ ™~

100 White corn starch 64 Pol yvinyl pyrrolidone 12 Na
nmet hyl starch 20 5 Magnesi um st ear at _ :
WQ 2‘\‘/\%{)8‘%@400 Exanpl e C. Capsul es Capsul es o%ﬁ%ﬂ-ﬁ%&bsss
foll owi ng conposition are pr“o%uced ng/ Capsul e 10
Active ingredient 50 C Crystaltdine | actose 60
Il1ine cellulose 34,.Talc 5 Magnesi um
PM(‘%{{%%&X‘%%als'Capsu| e fill v\épght 150 The active
‘Wihitg cedi #mithhavi ng a suitableggarticle size, the
li;ne | actose and the icrocrystalline
Poq@{ﬁtl J()Imh(go s honogeneousl y r#]xed wi th one anot her,
Ngtﬁbeﬂymaﬂﬂsmftéxreafter tal c @dd nagnesi um stearate are
final mxture is filled into hard
sul es of suitabl & size. 20 Exanpl e D:
Tdbktenmtgkmn sol ution An injecti4of sol ution may have the
foI | owi ng conposition and is manufactured in usual
e@ Q?%)lv substance 1.0 ng 1 NHC 20.01 25
acéf ac nmg NaCl 8.0 ng phenol - 10.0 ng 1 N
NaOH q.s ad pH5 H20qg.s. ad 1 m W) 29041054985
CREHERPDG 3811 BH 8@npodBen are produced:

5 M%g €s um gce%rg

10 Active ingredient 50
Crystalline lactose 50
Microcrystalline cellulose 34
Talc 5

- Magnesium stearate 1

15 Capsule fill weight o 150

The active ingredient having a suitable particle size, the crystalline lactose and the
microcrystalline cellulose are homogeneously mixed with one another, sieved and
thereafter talc and magnesium stearate are admixed. The final mixture is filled into hard

gelatine capsules of suitable size.
20 Example D: Injection solution

An injection solution may have the following composition and is manufactured in usual

manner:
Active substance _ 1.0 mg
1 NHC 20.0 pl

25 - aceticacid’ . 0.5 mg
NaCl 8.0 mg
phenol - ' ' - 10.0 mg
1 N NaOH _ g.s.ad pH 5

HO S g.s. ad 1 ml
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o aiTs 1. A conpound of formula | ORI F (R4 NJ~R ™

(I) m ON-R3 wherein 5 R is -(CH2)n CO NR5R6;

.wozﬁoﬁ%@z@ COOR ; - (CH2) a- NRSR6; - (CH2)n ON, ?&’%%ﬁ)o%ssss

or phenyl, which is unsubstituted or substi
one to three substituents selg ted from hal ogen and
fluoro(G -C6)-al kyl; R2 is hydrogen, hal ogen or
cz66-al kyl; R3 is hydrogen, C-C6-alkyl,
=C6- cycl oal kyl or benzyl; 10 R4 is hal ogen,
fluaro(C C6)-al kyl, cyano, G -C6-al koxy or

i lfAQfamp()@thB&)rmhkde R3 and R6 are independently
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from each other hydrogen or Ci-C6-al kyl; P7 is
hydrogen or G -C6-allcyl; Rs is hydrogen or
.C-C6-allcyl; mis 1, 2 or 3; djﬁn isp, | or 2;
as well as pharmaceutically.acceptable salts thereof.
% nGto claim1
yn coRe; -(c2)n &

wherein R is -(Ck2)
NRSR6; - (CH2) n- C N'or Tohenyl, “which is
unsubstituted or s tituted by one to three

substituents selected 20 from hal ogen and
whdrdi o( C, - 06) aI kyl ; R2 is hydrogen or C-C6-alkyl; R3

iS. hg&ﬁ; aI Ky C3-C6- cycl oaf! kyl or benzyl
RR415 h@%NR Rbub@dg)ec@;@}t >al(¢3 - NRRENGCH, )a-CN; ~(CH,)o-ORS;

1Gheabk %Ych% uﬂuﬁ?ﬂiﬂ&fé& Or%)sstﬁthg one B2 1 g@? %‘Taule?tfs ;selected

gg ehagont y from each ot her en. or
459 aré deerab-Co)-divhl kyI R$ i s hydrogen or

RC, is God@skY I halosBh b C»%l]Srﬁ- 3; and n is 0, 1 or 2; as
o gt helar gmlar mi;ceutl Cally acceptable salts. 30 1

R Th‘lé B6Ttel- Qd“a]h‘lr Aularcrclaabdradibegzydo cl ai m 1

RS 6k 886k, 888 (C,-Cy)-allyl, cyano, C;-Cy-alkoxy or fluoro(Cy~Cs)-alkoxy;
and R® are independently from each other hydrogen or Ci-Cg-alkyl;

R s hydrogen or C,-Cg-alkyl;

R® is hydrogen or Cy-Cygralleyl;

m  is 1,2 or 3;and

n isQ,1lor2;

as well as pharmaceutically accéptable salts thereof.

2. The compound of formula ¥ accofdi;lg to claim 1 wherein

R’ is ~(CHy)y~CO-NR’R’; ~(CHz)-COOR’; ~(CHa)y NRRE; —(CH,)a-CNs ~(CHy)-OR:
or phenyl, which is unsubstitated or substituted by one to three substituents selected
from halogen and ﬂuofo(Cl-Cg)-alkyi;

R’ ishydrogen or Ci-Ceg-alkyl;

R is hydrogen, C;-Cs-alkyl, Cs-Ce-cycloalkyl or benzyl;

R* is halogen, fluoro(C;-Cs)-alkyl, cyano, C;-Cs-alkoxy or fluoro(C;-Cg)-alkoxy;

R’ and R® are independently from each other hydrogen or C;-Cg-alkyl;

R7_ 1s hydrogen or ‘C;-Cg-alkyl;

R® ishydrogen or Cy-Ce-alkyl;

m is1,2or3;and '

n is0,1o0r2;

- aswell as their pharmaceutically acceptable salts.

3. The compound of formula according to claim 1 selected from

3




-+ WDT2004/ 054985 PCT/ EP10031 013888~ =24 o
2- [7 (3 fl uoro-benzyl oxy) - 4- oxo- 4H qui nazol i n- 3- yI]
m de,
"'WOZ%”‘fO?“”@% f1 uor o- benzyl oxy) - 4- ox0- 4H qui nazol ERTAP{03/013888
' - propi onam de, 2- [7- (4-fluoro-benzyl oxy)
- 4- ox0- 4H qui nazol i n-3-yl ] -agétam de,
2-[7-(4-fluoro-benzyl oxy) - 4- oxo- 4H qui nazol i n- 3-yl ]
2-{pr{dglionedreae]oxF)-4-oxo-4H-quinazolin-3-yl] -acetamide,
[ ff'% z ) - 0x0-4H gui nazol i n
2%% (Z r(].‘) Ib%ﬂ&?o&%?ﬂ %‘4 % umng%_rrz%é‘lp ]ﬁlp}'o]zlgn Q&Jor o-b
-2éﬁ-z(9£+ﬂmyc)~bdazﬂmcy3lrl$-w-mﬁzqmnnoﬂnw 1] -aaetetidd, de, v

2%7‘(% ﬁfuor x§¥ S AR o (sumazo m%’f 1] —proglo%amll_& qui nazol
5 247 {(&-ﬁdommbeaﬁymynanyt)hywéﬁonﬁﬁ-fqnm&zdﬁﬂ%l-;}l}&tétamdaaz ol

2 T oA g - aesigiidsy

—(ammaczblemz‘yiodcybﬁe(z I:h@thoxy—eth y1)-3H-quinazolin-4-one,
TR TRl B eyt S A-Lond ! Nael D
74 KS{Mbmym}}wm—ﬁeﬂi&jrieﬂm)%mylﬂmwwmp| i
10 322 RS- %lg?) ﬂ@ 0 rth 1 ds
L 1 £ e iem) hanizgrdieyd-onel fumdaodiqride.

3-(3——3&[160 brd.p}ﬂ])fﬂ—l(ﬁ&fﬂo@mhiﬁzyl @y)l-3H-quinazolin-4- one 1:2 hydrochloride,

323 S R e B Bﬁfeq%'féfoz@ Sl gite ma  ©

2¢[h€(3{ﬂlﬁ)p@cba1t13yhﬁcy¢f2—1@eﬂ@'maim ulrzolih-3-71 %ﬂ@pa&n&gmm
‘é}ﬁl aim1 and a pharmaceuti calql y acceptabl e salt
888 conpri si ng reacting a conpound of fornula IV
O\ NH (RRm &N (lv) O N wherein R3 is hydrogen,

15 4Q pf?ﬁeﬁlf&yﬂhﬁ p@a@m@y@ﬂ Oinptundrof Renzyld | a2RrBigikScaim 1 anda

PR St aFeps  b Eol%%ﬂ’inP 138 a5 Tt ErponC B O fgela IV
of forrruIaV Rl Br)R2 (V) Wierein 25 R is

- (CH2) 1- CO- NRSRS; (CH2) - COORT;Q - -( CH2) NNR$RS;
-(CH2)n-CN;, - (CH2)n ORs;
unsubstituted or_gubstitutgd By omgHito three ' ‘
substituents sel® gﬂq:%nd av)
fluoro(d -C6)-al K R

wherein (
R’ is hydrogen, Ci-Cg-alkyl, Cs-Cs-cycloalkyl or benzyl;

20 R* is halogen, fluoro(C;-Cg)-alkyl, cyano, C;-Cs-alkoxy or fluoro(C,;-Cg)-atkoxy; and
m i1s},2o0r3

with a compound of formula V

A | W)

" Wherein -
25 R' s -(CHp)p-CO-NRRS; -(CHy)1-COOR’; ~(CH,)n-NRRS; -(CH,),-CN; -(CHa)p-ORY
or phenyl, which is unsubstituted or substituted by one to three substituents selected
from halogen and fluoro(C,-Cg)-alkyl;
R* ishydrogen, halogen or C;-Cg-alkyl;
R® and R% are independently from each other hydrogen or C;-Cg-alkyl;




wo FBe4hSodydrogen, hal ogen or G -C6-al kyl; RS a
i ndependently from each ot her hydrogen or Cl?%g_ﬁg?ﬁt{;ﬁmsss
WO 20 0 4 /054 9 85 PCT/EP2003/013888 -25- R is

hydrogen or Ci-Cé6-al kyl; Re is hydrogen or
s O | or 2; and optionally

BT i GBapbdevl or (B0E,-alR
1sGBrdpb el or & Gagﬁin_ conpound of fornmula | into a

gonverting the res
Rphasrhydeegenios $ht Gs-albylaanckpt abl e salt 5. A medi canent

nCofta B Ry a conpound of formula I according to claim
pharmaceutical ly acceptable salt thereof and

lor. a C
aghaptinnelycorwriing ecemling @mepeipl effosnibi] inke phariwecutically
geqnt and prevention of diseases which are

s an%ﬁ% . . 1S€s W
_ di at ed by nonoam ne oxidase B ‘inhibitors. 10 6. The
~nmedi canment according to claim5 for the treatnent and

5. gy modigunent @nRiningiarempyundiof éersanlahdcaedingdo diedre it draa
7. oA conpqund of formula | according to claiml or a
pharmaceulGatl¢ RO Rl nd Mo ST PRl Emmimaptiupy fe i
trezmentaeduretenppn of giseaseswhish @oe tiediptechbicanmrusine®xidese B
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8. A compound of formula I according to claim 1 as well as a pharmaceutically ac,;cep,table

salt thereof for use in treatment or prevention of diseases.

9.The use of a compound of formula I according to claim 1 as well as a pharmaceutically
acceptable salt thereof for the manufacture of a medicament for the treatment and’
prevention of diseases which are mediated by monoamine oxidase B inhibitors,

10. The use according to claim 9, wherein the disease is Alzheimer’s disease or senile

20 dementia.




