WO 2004/ 054985 PCT/ EP2003/013888 3H Qui nazol i n-4-one
derivatives This invention relates to

WQ@Ebogs498x 0l i n-4-one derivatives, to a processPEDEP2003/013888

10

15

20

25

their preparation, to pharmaceutical conpositions
conprising themand to their use as sel ective

nmonoam ne oxidase B inhibitors. In a first aspect the
present invention proMLQgRarolERMREderiedtiveormnula I 0
RLNNR2 5 (R) m~ () ONR3I wherein R is

- (CH2) n- CO- NR5R6; - (CH2) "- COOR7; - (CH2) n- NR5R6;

- (Kebven &bl rel4t6dd)3H-QBiazolbi-4 phe @ytivatives, ¢ a ipBocess for their

gﬁ%lﬁ%ﬁ%h}t@%egggﬁ%gﬁgs Icc%rgtB%q g%g&ggr}epréﬁgttﬁem and to their use as selective

f ndabahHe-ofdas@B kotibitd®. R2 i s hydrogen, hal ogen or
C -C6-al kyl; R3 is hydrogen, d -C6-al kyl,

ccoak benzyl ; R4.is hal ogen,
ﬁs%cﬁra é}feﬁeiﬂt 1nv€§}é¥% pr(wlde% C8P1P8g§)8 8? formula I
fl uoro(Cl C6) al koxy; R5 and R6 are independently
from each other hydrogen or O -C6eal kyl; R7 is
hydrogen or O -C6-al kyl; 15 R8 i4

d - C6-al kyl ; mlsl 20r 3; NS or 2; as

wel | as their phaff@gceut j cal l\gd\abl e salts. In D
anot her aspect the ento1 n¥ent Bf ovi des a

conmpound of formul erein 20 R is

(CH2)n CO NR5R6; - ) n- COK7; - (CH2) n- NR 5R6;

-(CH2)"-CN, -(CH2)n-ORB; or phenyl, which is
quQIbStltut ed or substituted by one to three

P DO AL U AR MRl (GO

| S hg}dpl'@l@h Wh@h_mgnwbntyqutedcg-s@bstgytgd@wqay|t0 ghreeb t}quents selected
25 r ) al kyl , cyano,
% h-‘lslk %eﬁgﬁﬁ B)%)dr{g; gg Zal koxy; R5 and R6 are
i Rdepélryrdmgten )halcrg@npe%lﬁstﬁlkv r hydrogen or O -C6-al kyl ;
31 ydrogen or
?ﬁi c@ hg%iﬁ‘{ﬁg‘g GeSs oy ?}gsg%%lfylgg%ﬁ '013888
R* is halogen, fluoro(C;- C6) -alkyl, cyano, C;-Cs-alkoxy or fluoro(C;-Ce)-alkoxy;
R’ and R® are independently from each other hydrogen or C;-Cg-alkyl;
R’ is hydrogen or C;-Ce-alkyl;
R® is hydrogen or C;-Cg-alkyl;
m is1,2or3;and
n is0,1o0r2;

as well as their pharmaceutically acceptable salts.

In another aspect the present invention provides a compound of formula I wherein

R' is -(CHy)a-CO-NR°RS; -(CHy)p-COOR; -(CH,)5-NRR; -(CHy)n-CN; -(CHy)a-OR;
or phenyl, which is unsubstituted or substituted by one to three substituents selected
from halogen and fluoro(C;-C)-alkyl;

R?® is hydrogen or C;-Cg-alkyl;

R® is hydrogen, C1-Ce- alkyl, Cs5-Cs-cycloalkyl or benzyl;

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

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

R’ is hydrogen or C;-Cs-alkyl;

R® is hydrogen or C;-Cs-alkyl;



-2- mis 1, 2or 3; and nis 0, | or 2; as well as
their pharmaceutically acceptable salts. It has been

wo oamnas49But t he conmpounds of general fornul a | PEF/EP2003/013888
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sel ective nonoam ne oxid- 5 ase B inhibitors.
Monoam ne oxi dase (MAO, EC 1.4.3.4) is a

flavi n-contai ni ng enzyne respon3| ble for the

X gisalt h\e sdggm nati on of endogenous nonoani ne
neurotransmtters such as dopamine, serotonin,

adr exfallion@; or noradrenaline, and trace amines, e.g.

nunmber of ani ne
xe%g%lgtihgc %&gﬁtzl \ﬁgé)? tsatbisaesﬁaﬁstv\o forms, MAO- A and
MAC- B, 1o encoded by di fferent genes [Bach et al.
Pt logs bepnfound Abatdhe Spnpowsgla of genpyal forpodlg | nagglytive mpgoamine oxid-
{;ﬁ?‘m gmjsn tissue distribution, structure and
e specificity. MAO-A has higher affinity for
ser otoni n, octopam ne, adrenaline, and noradrenaline;
et s dnta DD, 56 Bt s & ovibr oMK B & e Tesporsible for the

%‘3}?&1}4{@% cafnl gﬁ@b&?%@?ﬂl %ésﬁg%g‘gﬁn@fma ’VAIITo-C S P8 trhSsnhifer3hth -opamine,

oXI| Bis wdely
dmsxtcrmbmcbmahne@m@drem garend trrdeaaling pedahenylsthyl-amine, as well

[ ggg,ggf%eﬁgr %Iﬁr?%ki%ngsmcspf&%zﬁﬁy xRS RPATSIor B8, N{Ab 2%hd MAO-B,

activity earst0|nc

wntMealdzey differient gemes sk etids Pb@e ﬂt AeadpdeiddSa 6514%4 -4938 (1988)]

%gdocﬁiltf 1@§gé%ﬁtcﬁgr1§ﬁé%n (s%g &ri:cpéé‘%?t{r?tgtrs]gﬁﬁmty‘]MAO -A has higher

affinig foy sergtonm,gxqtdgam lagrenilighee And nomﬂeer@hge,n@e@qas the natural

g%&t?ﬁ% %r > dre g:lmgq?}g%tﬁglg}g?rgeaa}ﬁ % rl§ r@%lﬂk hs'thought to be
T}

bueddisdddyrtebth obentsi MNQ-Bax pfﬂé@)s@dt ingsterd Oygass 1nclud1ng brain
L
Chepgperans &b inoreasd with egem Mhisnooesstihaebednyattivibotesk todhe glg)SNHSSOClated with
Salcg?rggnh%?)g?e re g%, i uraﬁ??ar}}g%sg%gggﬁzgﬁﬁh 5&11?%%€agly, I}/IéOaB activity is
rﬁgmﬁmmltl@ highier irhibe bsanodf ;saalemsmlﬂeA]Ix/}MimBr 3 dh'eetsie {Dogert et al., Bio-

r tr ea | Paf ki
a‘f%§ E Eami’%ﬂ EE{E‘, E’%% Ef%ﬁ E%Séaée a{corue ctbleo ghlrexpressed in
enzpoRtd droliidcdnilé ldqass BSumfet db,rl%’amﬁlmel 70:A565774 (1994)]. In this

SIS0l DSl g a0 ot

dzﬂ@&@ﬂé@dﬂcbﬂz(w, @g‘@$§\eﬁh asssighad exdpdVeﬂitinl w&c@n it is suggested that there
Al zhei e nd Par | nso

s erptsor Beiee ahr e e bR FRBTEE Ph b iSimggdementia and
apiritsby’ s divdase RS BGIGNHT MAO-Bas s heedmtioatin die eni2@Ratiryinactivation

MAO = aﬁ-ggrl?eie ﬂg{ gglgls %Oﬁ?laalp rc];g g?;ebagl q%élgty g’gﬁéeac;t aobt¥ansm1tter in dopa-

ehﬁl\[éigl'c RGuidie. TieV@RlsEnerd@or prokess@rosutiatabwith agdkﬁldb{laheﬁlmer sand

nthe | Ilcatlon of O n the neurolo
P sinsens disghier BiEalsaBe IO O e gD B reased MAO
I Qét?v'it?%hdk@n&@ﬁé}it mn@@is@@foraﬁﬁoﬁ of BGOb MﬁMAIDlB) iThefefore, MAO-B in-
that would permt cantrol

ver . thi
aBibitpry pay qfﬁby bRt redBEng (e %;mg%quoﬁz(ﬁ%gﬁg % E and elevating the levels
L BhiRhbAhihel f the bbain.

Given the implication of MAO-B in the neurological disorders mentioned above, there is
considerable interest to obtain potent and selective inhibitors that would permit control
over this enzymatic activity. The pharmacology of some known MAO-B inhibitors is, €.g.,
discussed by Bentué-Ferrer et al. in CNS Drugs 6:217-236 (1996). Whereas a major limita-

tion of irreversible and non-selective MAO inhibitor activity is the need to observe dietary



di scussed by Bentue-Ferrer et al. in CNS Drugs
6:217-236 (1996). Whereas a ngjor |limta 35 tion of
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is the need to observe dietary WO 2004/ 054985
PCT/ EP2003/ 013888 -3 precautiogs due to the risk of
i nduci ng a hypertensive crisis when dietary tyram ne

| SrelditioBE3LERD th@?lsﬂ\@f ind@&nkh éﬁe@l@ﬁ% @}ISIE @hen dletar?f tyramine is in-
interactions wth other ne | ons [Gardner et

Jested) gsvell ps fhenatential B lger@tmm( wih eﬂ}er megecstionglifearduer etal., ],
tP%}/c'l’ﬁaQrﬁ7 499 E@bﬁggﬁ? rt'Heé@' atdbelgt,eélﬁ: 1%' Eal) ?f leﬁrE:Gncern with reversible
sel ective MAO'I'n

Itors particu

TindsselectineerM AQsinhibiosd i mrtlml@ & MAGHBI Ehueo ﬂs%rwsmmead for MAO-B

rﬁhﬁﬁ)lt%?& v@x‘fﬂtl Ilaﬁ@sgl%gﬁkbw 'a%gt jut th %ﬁog{sg gi\tdvlglt ﬁ@ft?\tzfp?&tf Sf irreversible
thAébmhwbltoys Wish lewi eclegtixityréor the edvymebeen found t hat

compounds of fornula I of the present invention and

Lghd b&qu&ﬁﬁI %ﬁﬁﬁérhﬁ?l& ﬁﬁﬁ‘ﬁﬁgp%ﬁg? %téerﬁtqg\ygn'ﬁlaﬁ and their pharma-

pot ent1 al ect lve
Stfbncqﬂef@tseep@arblq ks peélempotﬁmwé @ behighlyeselectivedAOgB inhibitors. Sub-

3'&:&9 Sﬁﬁﬁe p?éseﬁhﬁvémfblﬁfaqghﬁ Her 9 rGREPRY ﬂfé:smgﬂucf}&ufe%f%hﬁ’)ounds of
as nmedi caments based on a conmpoun
a@mu@dm@ avellias metliramienisdasddom a envopeunsl in agegrdérastwittethe invention
ag, M@k M gﬁgwglfl {18 o é)gptﬁy Q%ﬁpbtrl‘ncisnﬁ tﬁ@%‘tﬁ% opéreventlon of
prevention o i seases ne i at ed monoamn ne Oxi
Bilmmstm@dmsd bambnopedpreetidase IBynhlfoctprSt fred, pespectivelyt fogthe produc-
nts. The foll ow n
fgf%ﬁ%ﬁ@ﬁﬂ?ﬂ%gﬁggg ernms used in the p?esent
patent application apply 15 irrespective of whether
t ’Elee folloyingi defigitioss ob genepp sermsaiserchin 1be prasertdabini applination apply
hv?&f w %B%‘*h% s 11§1 ééﬁgﬁi gﬂ?atr Qﬁ)}p@ REH édrﬁﬁhht‘?&h It must be
e appen ai ns, the sin
a(pted thatds us¢rkin the @pquigatpq)rumgi thﬁ@ppgndgd|cbigrgs,tth@smgular forms "a",
" w@l @ r
R T e B e s B REL e S ol athervise

aﬁﬁllcatlon denotes strai ht- chai n or branched
eiteame (Chelr-dkdr bbnver eHWHt:esed\Ap the pregest eptdemb@m denotes straight-
alii® o D{aﬁa?erdasg*tﬂatea@l Wo'i:%kb%ntr%lcﬁleg %tlgq o Fi?on SHER, preferably -
as meth , N p?opy |-propy -
swhtlupwcarhon atmmwsudammthé ethie n- plrheylt :epmpyh atoyEnsec-butyl, t-
f%ﬁdﬁ%éﬁk'ne chl orine, brom ne and i odine.
ogen C6) - al kyl " neans the | ower al kyl residue
as defined herein substituted in any p03|t|on W th
ohbe tarmmbrlegtraldsgelss Arerse, sblodat.tieminransi indivgxanpl es
of halogenalkyl resi-. 25 dues include, but are not
lt ‘r'I:Efdlt‘) (91»(361) Jq"’ Heh‘&r tﬁ@ [(ﬁ@?)fl lkgrlb i dgé Q@Qerﬂi’lgﬂ @REn substituted in any
2pgsition thb mne p@ 8ty ha ogmatgmt ag tﬁneﬂlh@tﬂaeﬁrmwtes ofhglogenalkyl resi-
t Hﬁes 1h!ﬂﬁde, buthre Bt Hﬂf@?ﬂfo, e ﬁﬁﬁto} gﬁsi g‘tﬁc}ﬂ&ogroepyl trifluoro-

wher el n is a lower alkyl resid fined
i methgt, a”n%ﬂ-élsﬂmroaﬂhkbigz Qr“HtﬁthPStthn@mdjbéJ tsifuozersopdi and the like.
limted to nmet hoxy, ethoxy, isoprop- oxy, and the

| ke, AHARORE skl D-ROFEREAN 8 aelgxlv&salkﬂ’t‘esﬁiue as defined here-
conpound ans .salts that are pharmaceuti cal |
in. Examples of alkoxy radicals include, but are not limited to, methoxy, ethoxy, isoprop-

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.



acceptabl e, which are generally safe, non-toxic, and
nei t her biologically nor otherw se un- desirable, and

w0 bai/opessess the desired pharmacol ogi cal act i RCT/EPID3/013888
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t he parent conmpound. WO 2004/ 054985 PCT/ EP2003/013888
-4 These salts are derived froman inorganic or
organlc acid or base. It should be understood that
?e sglftseirg RERVed 2o d@'ﬁﬂr H@l%?fﬂtc lof Zéésa caa%fcfscﬁt‘t?a@é §t &ﬁ')luic'?be understood
i nc solvent additio - vates) or crysta
tlmtn’é r¢fprshyesde phaymastuti¢adly eeaeptableisaltaiadinde @ﬂV@alaﬂdltm forms (sol-

oun%@‘m TP PR SR ER BUREER: % o e

and nis 0 . I'n one enbodlnent the present
|11m veatinbadiprany ’thﬁesre@nt: peiierpreides? aempowndwitiosmilafwherein R'is

R7 hyd
ORISR 0™ 1 of 27 T nother em

bodi nment the present invention provides a conpound, of
fln one Eabpdinrat gheprreent invepdMppievideoORTmPared e} forRpls lswherein R'is

%Cﬁg BRI R 5 }Bfélraé%nloﬁl QG- ﬁgﬁﬂﬂid@ﬁto § 882, In another em-

|nvent|on pr0VI es a conpoun fornmula |
\b@érremt th present ifventipn pre3des arsgmporad of fyrnpila § whesgia R' is -(CHa)n-

e n provides a conpound
g@ lmfyrel{llij{e S;t?eléggﬁl QM@HHA%—Ql)On CN;, and n In’g 0, 1

or 2. In another enbodiment the present invention
dnouE gebogdiments thrprseens invesipm Peovidena spmpaurd of formal I wherein R is

gg ?ngggm%pg the present invention provides a
npou

ormula | wherein R is or phenyl, which
i s substituted by hal ogen. In one enbodi ment th
dn@@é sebodireentitbhPrssesy innestion PEYis AGOBPORBY hifosmyula T wherein R! is

HZ’ rblezaﬂdsn sy d6P90M Qbtiel eBodinktl thel Pre@RPIN@Ation provides a

ment _t he present i nvention provides a com pound
dpnﬂ@mﬁénéﬁnnmﬁ@¥whﬁfF2R is-GNdr ogen or methyl. 20 In
one enbodi nent the present invention provides a

3B URh A mE R tHAD Rsdnt WARLADA pRA/ideS a Bhipefindlok¥rmula I wherein R’ is
C3-CB-cycIoaIkyI or benzyl In anot her enbodi nent the

preehentls Wh\?bﬁ%ﬁ“@ﬁtltufﬁddwlﬁé@geﬁ conpound of fornula I
wherein R3 is C3-C6-cycloal kyl. In another enbodi nment

tlﬁeoﬁéreﬁﬂﬁ)mméﬁt\’cﬁ@fﬂe@éht RARYHEE Prévi€@nRoMpdual of &irMillal Wherein R* is
wherein R3 is benz In og&@gnbodlﬂent t he present

i dEogeneR Cbr%iyiﬂ&]éls gpent e present 11%1?@]:1%1‘1 Hrqg@fdes a com-

&urx%%f'f&lnﬁgﬁlﬂwh@féﬁlmisih droghBPmeeigpoUnds of the
present invention certaln conpounds of formula I, or

phar ma- ceutically acceptable saI s thereof, . .
e crpd diprariee PESCRIAHPHHRR TR AG Grepineund o Erppilabyherein R i
V‘@FCQJaH(yR@sl@s—&W%H@%f beﬁlz)ﬂOIthrn%ﬁﬁ!r efBoainfer SRPPEGS invention

of fo la |, wherein Cl,C6 | ky ecially
pvr@wdsaa FenpRundpiformy Whm%?& i %zzs& §Yﬁh@t‘1ﬂ§sﬁn anothef embodiment

the present invention provides a compound of formula I wherein R’ is benzyl.

In one embodiment the present invention provides a compound of formula I wherein R*is

halogen; and m is 1.

Among compounds of the present invention 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 (C;-Cg)-alkyl. Especially pre-

ferred are those, wherein R% is methyl.



WO 2004/ 054985 PCT/ EP2003/ 013888 -5 Conpounds of
formula I, wherein R3 is C3-C6-cycl oal kyl or benzyl,

ware@4ab98s preferred. Preferred conmpounds of fPCTEPZ03/013888
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are further those, wherein R is -(CH2)n-CO NR 5R6,

wherein R5 and R6 are independefitly from each other

hydrogen or Cl-C6-alkyl, and nis 0, 1 or 2.

@)%?ﬂcﬁfnldy opfo%fxﬁl'arle%héreﬁl R‘hi@%? @60&ﬂ@%n<9§@r M‘ﬁ%ﬂezﬁr@ af38 preferred.
and are hydrogen, and n is nor e
preferred are conpounds of fornmu wher ej n [
Prefepsheamprsie! forglz kg ﬁ%h%ﬁgo%wh?félfh% RE o&;rz)n -SRYNRR,
QvHe[§e11Q %{5 THERS Heli QPRI SARTTRIN U816 tBe S RATR B ortd) easﬁegkyl and nis 0,

| uor o- benzy| oxy) - 4- oxo- 4H- qui nazol i p- 3
dgee Epecwély preferred are’those compounds, wherein R” and R” are hydrogen, and n is

b?lgngluoro benzyl oxy) - 4- oxo- 4H qui nazol i n- 3-yl ]
-proplonanrde 2- [7-

4-f 1 uor o- benz | ox 4- 0x0- 4H qui nazol i.n-
SRS H@ erped gre cgr)npounds of forrrgula I, wherein R i$ - (13H2)n CO-NR’RS,

Zvr{eﬂelﬁhzﬁeﬁ&mb@mryhpa@éh AdxXR04H qui nazol i n-3-yl]

-proplonanr de, 2-
(3 fl.uoro- benz | oxy) - 2- nehhyl 4- ox0- 4H qui nazol in-3
€] folloyripg spEngaun e examples thereof:

[22r7cg5:h@&ro gl&q()34 fokslarpabeazolo3y)-feaxad4H qui nazo
-acetam de. 15 Al'so preferred are caqnpounds

Cglate rr@ -BenzifpEpet-axrrAH-quingeylpy-Jybrgropignariis Rrs i s
hzypl;r egﬁao&tbe%» %)aijé)(bazﬂ-ﬁqglnﬁzélﬁl @-;yl]la&fan%de,

FeC|a y preferred are_t hose cong ﬁ mhereln R8
Trkk-Ayprodbrnziloxns) -4 oxeé%fhﬁrleezq Hep &0f Propionagude,

fﬂ 7-OMIRSr COERRPURES2- methyl -4-0x0-4H- qumazohn -3-yl acetam1de, and
21 3-f 1 uoro-benzyl oxy (2- et hoxy- thyI) ui nazol
i

2cysipropyld -@-tlparor qr@rlexr)efh?gi FULZZQ mcé-y QRsayide.
et hyl ) -3H qui nazolin-4-one, and
Il PphelfdtRddond e&ﬁybm)of%r&ﬁ:mthn & iy (T2, 0ERY Wireddh R® is

-qurnazolrn Qne. Further eferr a 0 unds of
hyidee or Civifretkylrand n jsd, leeﬁrz‘@ gmr fegisd a8 opesompounds,
apkkr88 rhemengeRsNdant | y from each ot her hydrogen or

cl - Co6- aIkyI and nis O 1 or 2. Especially preferred

w thin is g npounds are those, wherein R5
HrkéeSat geo rﬁi;itﬁfe &W mg&H@PﬁuP $0, 1 or 2. The
fakd- ﬂ%ftgbe@?myﬁ zaﬁehexsaémiyle)saﬂiqaﬁe@&nm zorleg- am no

- et -7- - oro enzy nazol i n- 4- one
17 éﬁl—%lygrqubeﬂz&;}om)e.% 2-met oxy—et f(y3)H qumaz 5n 4-one, and

ﬁﬂ@mdlgexﬁ raﬂyj 3=(Z- Iﬁahskyleh?r)@ﬁkﬂ{ymmq@ﬂamnn@égkl

-one 1:2 ydrochlorlde (2-am'no-ethyl) - 7-
4 fl -
F@g%ﬂ%eqrgggrelégélpogg g}rQu Z(fl ﬂerem se (%I—ilz)n-NRS RS, wherein R’

[ dnd B* drk UdePeRRARY waacﬁnrﬂretr hytrdbeR %O C{H@sﬂh@ﬂt andln 8031 or 2.

f
-yl] -ethyl hi d \%e 004/.0549
]pgpig)oméfe@rfggg I1rl1J rtr}]ns grou%rolf cgmpoun s are those, w. erem R® and R’ are

hydrogen, andnis 0, 1 or 2.

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-ammonium
chloride.



-6 Preferred conpounds of fornula | are especially
those, wherein R4 is halogen or fluoro(d - C6)-alkyl.

woReoe/optoes er ably, R4 is fluoro. |In another enbPdi/ERI003/013888

10

15

20

25

the present invention provides a conpound of fornula I

selected fromb5 -6-

2-[7-(3-fluoro-benzyl oxy) - 4- oxo- 4H qui nazol i n-3-yl ] -ac

qir@ﬂ@h@@ comBouhds of formula I are especially those, wherein R* is halogen or fluoro(C;-
SB-fI uor o- benz Xy) - 4- oxo- 4H qui nazol i n-3-yl ]

R H?Yb%?ﬁed’ée cra 1’F is flugrg.| uor o- benzyl oxy)

- 4- 0x0-4H qui nazolin-3 -yl] -acetam de, 2- |

TnGfofHeH %Bg@i%b?ﬁz U@@&[ Esefit BOntid povitRE Blcbpdnid bf formula I selected
ropi onam de -

ﬁfqra fl uor o- benzyl oxy) - 2- met hyl - 4- oxo- 4H- qui nazol i n- 3-

)d 17 (ﬁﬁ@&mgﬁyloiﬂ #ox0-4H-quinazolin-3-yl]-acetamide,

23'1' opropyl -7-(3-fl uoro-benzyl oxyi 4- ox0- 4H- qui nazo
gp?ro— lgm)dfé—oxo -4H-quinazdlin-3-yl]-propionamide,

rzﬁgﬁgi HHS P QEPBY XK ko I H -GuiBLAAX Y ~yBL fottamidEr qui nazol
214 ﬂu@q%b%ﬁlz)w)oWwaﬁ guipazelgk§-yHr arjemmidei nazol
L?dt ﬁﬂﬁoro ‘genzgr}%xy)f iziﬂl‘i’étﬁylm 807U HOYYhazotin=3-48- a{&tamlde,
Xy- et hyl) -3 H-qui nazol i n-4-aqnhe

(él%ﬁY‘:ﬂﬁPIOEYItﬁr 3) ﬂuorp gqrgybﬂ)u@ogoﬁéthﬂwr@y@l)n 5—yl acetamlde,
-RL%- ﬁﬁbfbagéﬂz lrc‘f - 91@ &tﬁoﬁ&h@?ﬁh—?—ﬁhfﬂﬁmhrﬂ-@ oRe,

(3-am no- | uor o- bénzyl oxy) - 3H qw nazol i n-
A-t8ugropbeny, M ngrthoxgy-ethyl)-3ghignisazeiméione. 7-

(74(5 IﬂH %WP%X%-mé%W&tHﬂ%@ fn@fl‘@l—@ﬂeq&n;zohn 4-one,

73/ (ngggmamﬁ@yb%ﬁ%ﬂ@&g@)qumwm%wohwqwmh% bydrechloride,
¥4 I3 afflitybe hvdy{bt’f“ y@ihoﬁ!“h@r{ %‘%) A Slflyiotllﬁei-oﬁéP%tydltdaﬁlonde,

resent provi des a roce
é%rarrmq-gthybﬂ &~ QQO%WMH@GY)&walWhHH amgjl:3 hydrochloride, and

I I £

%1 C-{Ql?ﬁl%fdaﬁg%%xgﬁgﬁﬂ tﬁ?ofﬁ% gty %ﬁ%ﬁﬁ?fn ?%ﬂpétl\l)?'ﬂlgmomum
Chlqmﬂwmerel n R3is hydrogen d - C6- al kyl,

CS C6- cycl oal kyl or benzyl; 25 R4 is hal ogen,

FIUPROHE as%ét R E%Lent W@Hﬁor&&o%s% ﬁ@@és fr the pre aration of a

fluoro(d a co ound
o¢onﬁmtmgl| of fQ,tmtp:kp Iag pharmRzey@alip g@gegi@hbg;glt thereof comprising reacting

Pl RPSORBAIEARE8E v
N R
wherein

R® is hydrogen, C;-Cs-alkyl, C3-Cg-cycloalkyl or benzyl;
R* is halogen, fluoro(C;-Ce)-alkyl, cyano, C;-Cs-alkoxy or fluoro(C;-Cg)-alkoxy; and
m isl,2or3

with a compound of formula V

R1

V)
Br R



-7- wherein R is -(CH2)n-CO NR5R6; -(CH2)n COORY7,

-(CH2) n- NR5R6; -(CH2)n-CN; -(CH2)n-ORB, or phenyl,
woRi0s1054985 unsubsti tuted or substituted by one PCI/EP2068013888

substituents selected from hal ogen and

fluoro(Cl-C6)-al kyl; 5 R2 is hydrogen, hal ogen or

G -C6-al kyl; R5 and R6 are independently from each

%'tn hydrogen or O -C6-al kyl; R7 is hydrogen or
-al kyl; R8 j s hydrogen or O - C6-

B! s -6CH),-A0-NR& DﬁCthﬁ@@PcoﬁGéﬂzlnrNBgﬁlhe(%upN n§Hz)a- -OR%
conpp #ﬁ%]ypﬁv}ﬁ 1%}1@1143&{112&'%%135&1@%nt@?ﬂﬁ%ﬂect@lth%e substlftuents selected

accepta t He conpounds
genéoal hdlogemand fluoas(@: tEdiatkybhar maceut i cal |y

f act db t
; ;ﬁﬁ%oﬁd&%? R R G R 1) ) PR a5, wher ei
R3and R ymnn@m@ndw&yfﬁcancm’thﬂdly@toge@rqnﬂlaﬂd kvl (R4) m
g\} shyél)r?g théu nggconpound of formula IV0O ~R4)m

I's hydrogen, which in turn is

amlq«ﬂmgmror&saﬁmﬂnmdof formula V. RL 20 (V) Br
ILL(gé gobtalnacorrpound of formula | WO
20047654985 PCT/ EP2003/ 013888 -8 and, if desired,

10 aodvetibnally caneatipg tiedreafltifigpeampeurd éfifoonala I into a pharmaceutically

phar ically acceptable salt, or alternatively,
F%%?gﬁ%ﬁ %E conmpound of forrmula VI 0O

In one embodiment the compounds of general formula I and their pharmaceutically

acceptable salts can be manufactured by reacting a compound of formula II

dNH (II)
F N/)\R3

15 wherein R’ is hydrogen, with a compound of formula III

@AOH (1)
4 NH
(RY) . /)\R3 (IV)

wherein R is hydrogen, which in turn is reacted with a compound of formula V

R1

20 )\ , (V)

Br R

to obtain a compound of formula I
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15

(RA)ymeKN OH (M) OH25 with a conmpound of
formulavil ~2H5 R 3 (VIl) HO to obtain a conpound of

wo oroab483 V which in turn is reacted with a coPr@DEPZNODO13888

formula V to obtain a conmpound of forrmula I and, if
desired, converting a conpound of formula | into a
phar maceutically acceptable 10 salt. |In accordance

r : i
Ph TR e Bkn s B BRIEL ARG o PRPRIIA £ AR Alically acceptable
Salil}\n'rabemaﬂi‘mlwr obenzoic acid VIl is heated in the

acetate | X which after

E%gla g%%ou&?(i@@n@g;}g{“ on medi um affords com
pounds of type Ila. Subsequent reaction with the
sodi um salts of benzylic al cohol sQof type 15 X affords
conpounds of type |IVa which ake then dissolved in
1-met hyl - 2- pyrrol j:gone  ( NV d tPkated with sodi um VI
hydri de and an ele ophil elq orimula V to give com (V)
pounds of fornula er&in 3 ¥ ydrogen. Schene 1
O OO OH HOCH3 NH2 IX FNH2 FN  VIII Ila W
2004/ 054985 PCT/ EP2003/013888 -9 0 0 (RA)m ONa R4) |

il cpiidbloMhiten’ N1Va F - 1la 0= 0R 4N

OC,H,

HN” R® (VID)
HCI

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 Ila. 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 formula V to give com-

pounds of formula I, wherein R’ is hydrogen.

Scheme 1

Vil lla
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(R)m\ ON V(RANR)mI /1 -\ ON IVa la
Al ternatively, conpounds of general fornmula |I can be

w@re@passes according to the foll ow ng schene 2PCT/EP2003/013888

4-Fl uoro-2-nitro-benzonitrile Xl is heated in the
presence of HBr and the re 5 suy/ting acid Xl is
esterified with acidic nethanol to afford a conpound
of formula XIIl. Subsequent reaction with the sgfium
salts of benzyli (ql cohols of type X affords com
pounds of Y ype XI\B gge then hydrogenat®
ani | i pes ot f or mul TnenRY),with_ace datj
hydr i i B! of t IIx|n base yal Te~ sodi um
8)Forms the quinggolino V which are then
al yI at ed Wi th conmpounds of type V Y0 formnde target
10 conpollthds of formula I. Schene 2/ NOO- \ OH- \
CCH3 F/ N~ F I/ Nt=~ F N+=0 | _XI 0 XIl 0 XIIl 0 O

(R4)"' OR4) ONa \QOI m R4 X)m\ ONO F o g
N+ O1 0. XV 1 000 4\ O- --dm4\ OH P
(gﬁ (R)m ; dfo \A032004‘?o54985 N~ R
P aes G )

> 0 N7

IVa

la

Alternatively, compounds of general formula I can be prepared according to the following
scheme 2: 4-Fluoro-2-nitro-benzonitrile XI is heated in the presence of HBr and the re-
sulting acid X11 is esterified with acidic methanol to afford a compound of formula XIII.
Subsequent reaction with the sodium salts of benzylic alcohols of type X affords com-
pounds of type XIV, which are then hydrogenated to anilines of formula VI. Treatment
with acetamidate hydrochloride of type VII in base (usually sodium methoxide) forms the
quinazolinones IV which are then alkylated with compounds of type V to form the target

compounds of formula I.

Scheme 2

ugd
foe

e @;t

Xi 0

O
OH
R, ﬁ RQ 0
0 Ty
X\v 0

-—Z



OO0 (R4) OH(RAYmMI OH 0 ON-1 ON2 OVI O 0
OCH2H5 NH 4 \ OH HUHNR3 (R4) e.." ( R)mVII 0 R3

WORID4/054983 |V VI Pharmaceutical ly accept abl e B&I/EB200$/013888
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conpounds of fornmula |I can be manufactured readily
according to nmethods known per ;8e and taking into
consideration the nature of the com 5 pound to be
converted into a s‘It I norganic or organic acigs such
as, e.g., hydrochlquc acid, hydrobronic acid,
sulphurlc aci ' P aci d, phogphoric acid igdiC
aqRﬂ formc d, fumaric aci Rl ei c ag acetic

acio» c £ 'a*ﬁ@arLaLLs.aC| ther phani ¢
aci toluenesulphonlc acid an like are
SUIt-—’e for the f&rmation of phanvtaceuti - Vtal |y

acceptabl e salts of basic conpounds of fornula I
Compounds whi ch contain the 1Q%%}Eall netal s or 0

al kal i ne earth net & s, for sodi um potassiu
cal cium magnesium th Iéliza sba3|c nes or NH

a mo aci ds a e forna A,
pharypag ’ ceptable sal t s ,of N~ R
co he co @nds of fornula | a e|r

;'-utlcaViy acceptable salts are, as alreadyIV
menti oned above, nobnoan ne oxi dase B i nhibitors and

rififceUBEM fa@&egHWe Ja[t?@ %mﬁ{ds BB RARYEN MR Rdnufactured readily
I seases I n I nhibi tors m ght be

reemaflingita |meth¢@§@ow@cgeg geandigking uawd:ogﬁglgrﬁp@n the nature of the com-
3)%?158"{9 8k E@Aveﬁké ﬁ{tg Qlsalt. Iﬁ@%ﬂhk‘ df%rgdﬁ@ic@&rsﬁcﬁ‘l@éj ?E 2 Bdd6chloric

Icits. Treat neur ol ogl cal disorders are
|aﬁ1;ds hyidrebramaig raraud> s,u bhurmcech inétrigagenehesphodc #ig eé%fé%aad formic

cf REnarie e leci}.’ §di8McebEdd, %%LCCAJH% ReldMBktasic gh& eIﬁ@t‘ﬁanesulphomc
er ti/ pes O erTentI a, mninal ni t | Vef rr‘gal rne
ue BER

cnad?aruo sowiphopiansiband telike arasaitable farthe e of pharmaceuti-
cg{atrabl% sAtSFBAGS céxﬁgbuffi@s AGo98R4 &S RPourfPN Y sontain the

ack, soci al schi zophrenia, eating_ and i
rpékaémeuab odagwllxm@éﬂgns@bhfoagxmﬁls 5@qjums PMBFIIUE sCafGiign, magnesium

}{gﬁ 4, 805 andidel gf‘ﬁmrﬁﬂ{o M dsher qiable syngE %F%ﬁltmn of pharmaceu-

uce by abuse o ni cotine and ot er
milmcroeptauleugl@ of@cidés campeitngsl e i ndi ca-

The compounds of formula I and their pharmaceutically acceptable salts are, as already
mentioned above, monoamine oxidase B inhibitors and can be used for the treatment or
prevention of diseases in which MAO-B inhibitors might be beneficial. These include acute
and chronic neurological disorders, cognitive disorders and memory deficits. Treatable
neurological disorders are for instance traumatic or chronic degenerative processes of the
nervous system, such as Alzheimer’s disease, other types of dementia, minimal cognitive
impairment or Parkinson’s disease. Other indications include psychiatric diseases such as
depression, anxiety, panic attack, social phobia, schizophrenia, eating and metabolic 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-
tions may be reward deficiency syndrome (WO 01/34172), peripheral neuropathy caused
by cancer chemotherapy (WO 97/33572), or the treatment of multiple sclerosis

(WO 96/40095) and other neuroinflammatory diseases.

The pharmacological activity of the compounds was tested using the following method:



tions maybe reward deficiency syndrome (WO 01/34172),
peri pheral neuropathy caused by cancer chenot herapy
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25 (WD 96/ 40095) and ot her neuroinfl anmatory di seases.
The pharmacol ogi cal activity Qfllt_he conpounds was
tested using the foll owm ng nethod: V\D 2004/ 054985

T TR R B R AT SITMAD BAGGEH A0 BN im0
BN A calls usiggtthepoceabeel deserlbedsb)r $dhbatgtryanScbliraségsen Hodotechnology,
t'r ang'if @@?5@ ‘Lx&%ér et%n%f:elgp (% % s werg‘ %oéloégnegs%gﬁg)é%esan'g& %f’olytron

S Wer é
Polmydgendiser o 20 gavidirs diCli hufﬁﬁ pH\/B Iy ¢antdi@inglLf M EGIW and 0.5 mM

%kgﬂg}ﬁf?g{aﬁlg%e SO%P’]?%I%’]O); de $ Sﬁgrﬁe%%garﬁe Rrefi ob§ 1ned bg centrlfugatlon at
al51080 megchnkdya fte itvo lri'nmyxgistepnvlﬂt 20 14;5/1 U)‘ﬁ@ HCl@uﬁm;J ,pHa$ t),elontalmng 0.5
t Lnging step with 2

B B R b ereral bt el P sy {8y o tiquors

rseorsdiapS0d€dintihutdhe above buffer and aliquots stored
at -80 C until use MAC- A and MAO- B enzymatic activity

S .

SABCEREN AL S5 s o Sy B et sping agpectro-
Zitotorastdic Bmgz Iadziptkd)froml'thn metlﬁd&@smbecdd:}y erztmlrﬁasmhgk—Voloshina
.2[%21&%’2’?‘51 106 % y) 4\%3 1?%5127% %%%fgﬁ lﬁ%le e alt, ugtraflq%\’cﬁ_rg Were incubated
find,1 Mqrotéi@mﬁm phmphéﬂ Guftet, IpH)T 4 vﬁ)t Bﬁ)n‘nn wa37i°6ureth or without various
concentratio of the t hi
nBcatA it PEhe SapbPEntoAteL S palan e PhuSatierin e started by
tthe ad&iGos bb serMhO dupstaate tgeaMoIgaetbgﬂhen/wﬂtHn 1 U/t ibrse-radish peroxidase
hor se- e e che I
UeReEE BEghaicRS] G PG AreHoRass RuRp R B Ml rec,
NidbRculaaProBegb€hg sandpies maﬂrﬂ&r\l\mﬁafedrfbm mimat B7&E éda final
for 30 7 a fin 200 d .
e ahd sl ohibule cbifiadt S ol ar i sentlioraspnm using
n$pedsaigx ﬁlaté:'ff(ke@drr(md_‘«ﬂe(:uhlr Alegiced ?Hd(g(d\dhﬂeégdhapeciﬁc) absorbance was

vices),. B roun op- specy.f i of bance
Tk T pres s AL B ne B QBED I BT AR eprenyl for
MAHACOABOICs) Qalld wete ﬂétefmineﬂ dron2 ﬁﬁMAﬁbBcuh%Gb’Mﬁied @sing nine inhibitor
T b L SR e R A8 v
f édrhpungr pdgearh.0 @ four parameter |ogistic equation
using a conputer program The conpounds of the

t f VA
piﬁ S&r}??(lggl\agf)tf ldf??ﬂ{g%{eﬁ]l& grgt;onlr %F ﬁ%fiC&lBﬁ Mg@ Eélé}éléft%rd 'flﬁe activities of
ofl ésatuldbs rabewedat ehd Bsdyfdesdrirgabofe akOin A6 radige of 10

@%igss’a%%' Bistdonastest phiongop Mfgr e 1Y 02 PV

phar maceutically acceptable salts thereof can be used
aShe fmﬂp@mmfﬁomﬁﬂgl arid’lphdilﬁaé@ltmlbff acpépasble csttheredf can be used as

arations geutic r at
a&?ﬁﬁ?%‘?%‘ﬁeﬁg 4B Q‘H @ arln?lac?lh Ca? eﬁ?rgflo{lsa B[?xgpgarmaceutlcal prepa-
C aaiondl ciralbd &dfiniskérad) 6fa$ly, dxatimlithe form of tablets, coated tablets, dragées, hard

and soft gelatine capsules, solutions, emulsions or suspensions. However, the administra-

tion can also be effected rectally, e.g. in the form of suppositories, 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 pharmaceutically inert, inorganic or organic carriers for the production of

pharmaceutical preparations. Lactose, corn starch or derivatives thereof, talc, stearic acid



and soft gel ati ne capsul es, solutions, enulsions or
suspensi ons. However, the adm nistra 30 tion can al so

wheoosfsmei ed rectally, e.g. in the form of PCT/EP2003/013888
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suppositories, or parenterally, e.g. in the form of

i njection solutions. The conpoynRds of fornula | and

phar maceutical ly acceptable salts thereof can be pro-

%?ﬁ??ﬁts%ﬁ@h&ﬂ?erﬁ?%%l&%&: all ¥s §1ﬂ:ﬁrct41’r1ér$fbrrgﬁd'fét§ c%ﬁted tabl ts, dragées
anic carrier r’oduc tion o ar waceut i cal

pné bardagelasing capsadasoBstableaarriess for sbft gcla‘dreer apatlesas, e g vegetable

R O e——

kaetimbstamceglo caagers ach howcwe'r,erssalfywqmlaetd iotthe cooaf mft gelatine cap-
f%l %‘girsc%bl? cgrg%%sfor ﬁﬁ%r?ﬂgl 2o of g%l}.lﬂgnsc ﬁPCFS%S%S aréS lé'gt %«pzit& polyols,
\segtesea Erhwert sugdrs gluwme asd thdlile, AéJewants,csluphl amldohqlsq pblgols, glycerol,
vg%éfﬁjle Qi dttpxg léi( ﬁo%cl: g? regeg;}g egg%ltnagtlgg tS(%ﬂlEOI?{ ?ftvj;'a%er soluble
rse]mnfrcethplonnd:hd foaseladf biga b rgle laed naterecaparp. S‘sutlabk carriers for

gi}?]&fbsg Oglfisc & £> €. % rgatlfn%! gLt ﬁ]ard e%d ul%,t xlvz? €s c%f ts Ss(e)xlnllJt ulréls(%rq{h%d polyols

SUct o
smgdahe likd. ucose and t he Ilke. Adj uvants such as
alcohols pol yol s, glycerol, vegetable oils and the

In a(eidltl%%nthg %hgf?'rggﬁe[,lp Lal ﬁgeg"fi?alf%nk gzl ecco%l't%iﬁ Ip?&ﬁrk{/ta‘fﬁergsso?&blhzers,
a;ta’uﬂizersawettmgtagcrﬁe,e:ssﬂmﬁersSwettaMre, cobranterflavbomts, salts for varying

Qsitories I g’ﬁ neﬂlf
Wég gsmotfcagressureé uff[ersq Y Iaséun Pfg l?lr nt1 1'||et g ﬁz C?lso contain other
| thkmapedtitalyddiltdbdasubstaacghar maceut i cal preparati ons can
contain preservatives, solubilizers, stabilizers,

V$St rtnlerlilcgbrt%g%nllli%r rﬁ%éa%gntseéo%’talﬁx@%%tc%ﬂi?' %Pd%? If&W& Por pharmaceuti-

ressu
baaflf mcsptahhskltsrt@emgémcta dwra@num@ﬂy Greemt @came;armalgo al glyject of the

z%%gge% jave ltltli]()g‘lr as }st%ep gpe%%%o& ﬁ%‘%éﬁliﬁ%éﬁa@ s%c}?? HF%%&%&%S& which comprises

nt al
doiqeimnehedr rﬁmrem@hqaolunds oiiﬂoanrﬂadempharmajeuycaély@ecppable@alts thereof

Z?lle gfldt g ee;hOf grnr% & ttﬁ?mt%@raégut?ca 1{7 ¥alﬁzﬁ)% %ub%é% Qsl iﬁ#?)ga gglenical
pd@@@snﬁmolgdﬂhm wit}mhﬁodrl mmecﬁherapmmcaﬂbdunearmniess whi ch

conprises bringing one or nore conpounds of formula I

ofheog'o égnf?c%g Yol C}ICXQ tﬂn¥1 vﬁﬁ Hﬁt@?hg w‘?llr"lo"f OIE£ 'Bg (ﬁft/tgfl @@%e 1h&1v1dual

desirte or e eraﬁeu ica
suehsiranets in exch partg:alae mascea]ln g0emb slaeffectvadasagrefioh eral or parenteral

d%c{%mésQ %gﬁrrl is eEc\Aereet rtﬁéﬁ?@ Hqgllgﬁ% Wﬁtﬁﬁ#gsfﬁ%hrf"oelgfo my\fg/ day being
cpmefes:&d foealf mﬁthe mch@t1bhed¢snﬂbad ThaHaily dgege forenadult human being

fnglg%1|% b kg lé{%caolr; Wﬁ i laef r}wgm ﬁ |r7$ 400 {n%c% fda? Gi f\éxeabﬁl%se%ggen 7 and

07@Im@ Penadpykg/ day, with a dosage of 0.1-10 ng/ kg/ day
being preferred for all of the indications described.

Jgﬁi%ﬂg (g?e%lgﬁ es faf:)er%l%g de{lj %Iolrtllhg]sgtqgg?l_ gggﬂeqnge%t% ﬁ?é}%ﬂould not be
peafsieadol a hhﬁtmg&re stomef thy B emtiorp bnt duyely as bemg representatlve

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 acid (14.6 g, 94

mmol) and formamidine acetate (19.6 g, 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



The follow ng exanples are provided for illustration
of the invention. They should not be considered as
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bei ng representative thereof. The term "room
tenperature” is abbreviated as_j§t". 30 Exanpl e 1:
2-[7-(3-Fl uoro-benzyl oxy) - 4- oxo- 4H qui nazol i n-3-yl ] - ac

edoRAIfeEn . TY]C %M@ﬁ?ﬁlﬂkﬁbd‘@ﬁ? lahﬂngfmg r(@5% A OrﬂthulI' 5§ gﬁ,fwater) and

2-am no-4-fl uorohenzoic acid

fbeselif Bitered abfend tasherowigh yater.8l }8 ﬁgé Was tren Was%ied with hexane and
%ﬂi@fﬂm@{ ﬁfgﬁ%@ﬁm{l %fomd) th¥BHe c&ﬁﬁﬁ&ﬁ% e, 51%%9’/ a%‘l ﬁg white solid.

. After cool |n e mxture was ora
aMSomf’emﬂﬁﬁé 004/ 054985 PCT/ EP2003/ 013888 - 13

( 4 erl - Q'Oklgts%%wfl gS%nﬁgm ol) was added
dpdrtigRyispde Adoyphenzylaleoho erﬂqieths visilfingamixtire heated #icf-90 °C for 4 h
‘Mlﬁd?&r [A? q‘h@ggsglltg{g%s% éﬁg%ﬁrwalg 'cggieéf ﬁ#%\?ﬁ%ﬂ% qtupneazohn 4-

title conpoun fe SO0
Nae (3722, &9 besmpl) (visiadile ed @dotjle resultmg mixture heated at 130 140°C for 14 h.

7T1(§so’l:hlf§1r§9em5¥t}§%r? ﬁ%go'l\?’%a&g& %tze?kzldé rﬁL)oﬂ'le th§%%céﬁre acidified to pH

| ONWM Sse
33“I4IVU87( B6& (3. Tear cmkbﬂmmaphete meas theni fdtpred (xff washed with water (100

hae gsl altetfgl@et}?& (QO(f 1912) rysfﬁﬂggﬁoﬁrg&ntet l!?ydroﬁlsrslfld teltf'?yqiacetate (1:1)

suspensi on ‘was
mffqrd@i 61e3rtleq:ompazod i(h2 g, 6k9/oﬂeas(vﬁn@ cgysta]lg NS: kel 2%Aets(M+H™).

i ; ’4&&‘:& of 7-(3-
(ﬂIIGUth@)lZ}dany)tﬁé-qmnatZdlurwamedBtDO eng @. @4 pifhd)lli)aﬁd doditihthydride (55%,

i mbch A el B QbR BURSR AS WRBA0FD, LIS BLES. Then

nb;lpmaR@teny@ ANV irega 0i86 mpl) nwas edd@lhaﬂdlrthé I:Hfsa]mng mixture was heated at

¢ titl
SRV oo B14 REAPFLd By LB SO 8 Eprecpin
2wispwsBedivithmoethamd yhd diethydetbarandith euiriak ohden hdzhyakuae to afford
PR ER B4 S S, i 3830 pfavitciglid Momigy= 3854V,
nol ) and SOdI um hydride (55% 15 36 ng, 0.81 nmol)

i Exaraple2hy | Y7-63- Flhionobenyloxy)-1i-aws4 Heptied olih-36@]-Promonamide
1 h. Then bromacetam de (117 ng, 0.85 mml) was added

4?5?%%3@12% 6‘8@5" L:)Hng‘@ ?l )9 tr@%d’y?}&g%@§ﬁaaﬁ-& Syl agié 6(EOO mg, 0.74

resl} WaﬁgCOQWQItq!CbﬂOttht title verspovarsh@80 wag, F5Y60 { insdmg? - b&ndproplonamlde

RTINS BOIDREE A B RGH Sue= 30 o),

off-white solid. Ms: W = 328.3 (MrH+). 20 Exanple 2:
2Example 3y 3-F(blwrobrugiloy)B- @-mrihosiethyl )i afim8liy{4 one

- propi onam de As described for exanple Ic,

AL s SSBRAL RE) S A 1 SR L0 B 00 m 014

nlngi'B%S qonseried @-the Gttp coppowrah{lGe mg, 68¥6¢ fubing ( -bromomethyl)

?}ngﬁﬁ}%ﬂ{e{ij %ﬂ%ﬁf@k}%ﬂﬁ_«;@ﬁn@g v@f’ullgﬁ %é?gbt%m Iats Sw 1te sghd after crystal-

AisgBoirfoor dietatetlydrokyptage. (V2S: mm‘EkFoM;Z 2y H)' ). 3H qui nazol

i n-4-one 25 As descri bed for_exanple | c,
Tl 40T 03 bERRKh QI PHH SHBRE LISk £981-( 399 - ome 122
hydrochloride

a) 2-[7-(3-Fluoro-benzyloxy)-4-oxo-4H-quinazolin-3-yl]-ethyl}-carbamic 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 (175 mg, 57%) [using 2-(Boc-amino)-



nmol ) was converted to the title conpound (165 ng,
68% [using (2-brononethyl)- nethylether instead of

whearasesani de] which was obtai ned as a white BOI/EP2003/013888
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after crystal- lisation fromdiethylether : heptane.
M5: me = 342.3 (MrH+) . Exanpl ej4:
3-(2-Am no-et hyl )-7-(3-fl uoro-benzyl oxy) - 34 qui nazol i n

é‘t‘hng?orﬂud% 1n§§hdmf%"r@xﬁme@aﬁhﬂ@] #hich was obtained as a white solid after crystal-
Fl yor o- benz 0- 4H qzu nazolin-3-yl]-

t }dwl}m @&F‘bﬁ‘rﬁ}y eé]é‘?rd)ﬁte%‘iafle B yg/ e 234%} (MAE descri bed

fpr3- Z@Hii’ih@ tlyl)-7- 3 ﬂuoro-benz lo uinazolin-4-one 1:2 hydrochloride: A
7- ro-benzy gui nazo

HTPﬁuFﬁﬁfl ? (el3- Hmordepaonsy- 4 ieo- Lhlr Qneohp it efhyfiscarbamic acid
fg@ S ﬂgmé 4.5 n?dTL‘QfQ) HW@&Q%I@%&%% mL) was stirred at rt for
PCT/ EP2003/ 01388 et

brom de |nstea

b bhrakla Rrgeipdte Wap ﬁHer\ﬁﬂs)ffcﬂ@tia’i’aﬁb?ji with glmlqtberstmaﬁgrd the title com-
Ng&s{d ﬁ@M%ﬁg@'ss%’) h§§€v’hﬁ@ saitgcp Mgt WA 1@k ept ane.

3-(2- Amno et h 3 fl uor o- benzyl oxy) - 3H qui nazol i n
- Bxagpple §: o Wy@'ﬁyglélﬁrqj pryyloxx)-4raxer4fl-guitazolin-3-yl]-acetic acid ethyl ester
{2-[7-(3-fluoro-benzyl oxy) - 4- oxo- 4H qui nazol i n-3-yl ] -e

thyhéscﬁaédaﬁ)meﬁalﬁﬁlledc, (3- ﬁﬁbrobwn\z&lo tﬂtl 4&&9&&4 &he3800 mg, 0.74
mmol ). and HC di oxane (4 N, .3 stirred at rt

f Hrmorlizvvﬁs COFWértﬁﬂl tethsititls cempaynd (1710@&&58{% uging oprd Reamoacetate

Wirdstead 'o%ﬂn\fhfc‘eﬁﬁ{ld& QyRER %ﬁoﬁt@ﬁxe& 'a§ h %h?t@ Q@sh&w Qn/(a L2075 (M+H™).
rTg, 86% asa |te30| 3 (M

[ Exa(rsplmﬁaor Blusgrrﬂn(%ﬂyyr%b%bm-amm%mﬁmsolyr?-ﬂ J-acetic acid
-acetic aci ghotddydr ester As described for exanple Ic,
7- (3 fl uoro- benzyl oxy) - 3H qui nazol i n-4-one (200 rrg,

S conzerted to the title co

(a_\?éeﬁ?ﬁgeds@)ygexvegkedg Tethflrorerbepsdlosy)at d-quiagze o4 4oepne (200 mg, 0.74

b hﬁﬂﬂ? gitaﬁEﬂsrgf?%}te&V%B af tiﬂ@%oﬁ@o@hﬂ' @IbO%ﬁé%G%’)' [L§ing efHyPbromofluoro-

[ 7ot fnstrae of bmgﬂemﬂewla% mw‘atamazéﬁ wihitg sqlid after purification
-8 @Fn‘o?na%SgrQ ,E(tsmi zﬁmﬂgmr@ 60.1%80: l?éﬁt'.{rpxly?(aili%‘atmn from

7- gs- | uoro- enzy 2ﬁre UI nazal i n- 4- one
Odlﬁlﬂhﬂ%@efnﬁﬁp‘)an%d@sd@ 2128 (MgHhe titl e conpound

(100 ng, 369 [using ethyl bronofluoro- acetate

| BgiBpR 701 DI[ONBaREGELIERLYINRYICA 0¥ AHORERL G- 33-%1] Bropionic acid ethyl

white solid after purifi catl on by chromat ogr aphy

(Si 02, CH2CEgter 2N NH3/ MeOH 99:1 to 9:1) and

crystallisation from diethylether : heptane. M5 nle

—Agaéscﬁb@&/kdi""e)(am 'IPJ’ €3-fluoro-benz loxy) -3H- qumazohn -4-one (200 mg, 0.74
[7 83 FI uor o- benzyl oxy) - 4- oxo- H-qw nazol i n-3-yl ] - pr

OE)‘FI@?I]I &Vag EpT eEied 9 t ezaleégfrwpuné #sme; 4580) fuémgéstw bgomo propi-

| %nat% 11(1§eafd| df%&n@@e@ﬂid@}(%hlcﬁ Kbad %bﬂ?t?e@ll dsh céto%ﬂ@ss(oglqa@ter purification
nmol ) was converted t he title conpound

n%mhf@gnat%whs[ P& ey IZNQ\THB/W% Paito 9dhaM m/e = 371.3 (M+H").
i nstead of bromacetam de] which was obtained as a

c S @3- , Ré St i i -
(BP0 o RPN D R PARhcd oy
371 3 ( MrH+pster

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 (SiO,, CH2Cly: 2N NH3/MeOH 99:1 to 9:1) . MS: m/e = 385.3 (M+H").



25 Exanpl e 8:
[ 7- (3- Fl uor o- benzyl oxy) - 4- oxo- 4H qui nazol i n- 3-yl ]

WO awes498aci d tert-butyl ester As described fBPCT/EP2003/013888
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exanple lc, 7-(3-fluoro-benzyl oxy)-3H qui nazol i n-4-one
(200 ng, 0.74 mol) was converfsed to the title
compound (277 ng, 97% [using tert-butyl-bromacetate

of ,b -
R e e R R 2R Propignic acid ter
( Si 02i CI-|2(U!12Y1€QNNI-I3/I\/EO-I 99:1to 9:1). M5 nle =
385.3 (M+H+). WD 2004/ 054985 PCT/ EP2003/013888 - 15

Egsad%? urgoreg fg e%xzalgrﬁﬂe lc) 7- (_3 of}(ué)_ro—benarl )gay) -3H- rc11u1naz?hn -4-one (200 mg, 0.74
rpm@@ wasicongariad to dhe utlebmrypoggit @45 mg, a@%&; {msggﬁ-bmmoproplomc acid
o <t %@ 6'51:%1‘ 1n§‘8a ﬁf Brfolnjxli(lgﬂnﬁga ZYLiOR ¥ohs og’c'iﬁ'ngﬁ 'apélm&té Qoldd' after puri-

was ‘converted t

&m‘pom hy cbmtﬂgaplgs%Oi G A ZNHHH#W% |98ﬂ|t@ 9dé| MS gi/e = 385.3
Q% tyI ester instead of bromacetam de] which was
obtainéd as a white solid after puri fication by
chromat ography (Si 02, CH2C12: 2N NH3/MeOH 99:1 to
Expmple/s): rd-63- Anﬁ@@-pgopy@M-}éﬁv)ﬂuogx-bnmyéox_mﬁH-qumazohn—Ll one 1:2
3 (3 Ami no- (3-fl uoro-benzyl oxy) - 3H qui nazol i

-one 1: éﬁhﬁa%#oéﬁioride 10 a)
{3 [7-(3- Fluoro benzyloxy) 4- oxo 4FLqU|nazoI|n 3-yll-p

rogytlV ;nt@, OKO-4 ina i<y, 11 A DElsCardaatc acid tert-

or sd e%ée‘r}]bze)(} for ex)arr;opFE hcdzn(ngg.}oro bfngfloxy) (3% 8u1nazohn -4-one
OCZWr mrgqﬁl7)4 mmsl)wnvem\tee@dtt@ thettitle jomppouadrip blimg, 5(9%)2 using 3-(Boc-

oA A SRR AT e s
aéfteepuplﬁmtiqrdm ihoombipgoiphytaiCage HpBly: ENGDR/MePRICX2! tophil). MS: m/e

gg/iﬂq 9951 to 9:1). M. me 15 = 428.5 (MtH+). b)
no- Br opyl)-7- (3 fI uoro benzyl oxy) - 3H qui nazol i
iyl j oy t 3 wuirfazolin-4-one 1:2 hydrochloride:

e R 1o A8 e

nmdl )erabdtyl-ﬁlen (a75:imgx@ﬁ4en‘(mlNan<$ Hl in dimganst (4r¥,8dmb) was stirred at rt

; gog rlg;g][ lf“}'lfz re W@t%?egvnsg é{l%;?% gi@?rhé fec{y%{aﬁgfzc? I"rfgnf‘%k@)}% 0ether to afford the
t titlé eornpaxquuh(rlaO @15;2@7%@ as A%te salich Mthint/e =s3@Bi3dM-MBT). 1 e
= 328.3 (M-H+) Exanpl e 11:
3 H_yor 03 /- I - ] I
tapiple 91 gg S%gyolrg kit —f7~()'%%&r&%%ﬁ%’}l%kﬁ"hﬂﬁ&&ﬁ%@-one
7 ( 3-fl uoro-benzyl oxy) - 3H qui nazol i n-4-one (200 ng,
0A¥ descnived Jorwsampledvst- f%ﬂuom-bmylopcy) gHegmpazgho-4¢ 015:3(200 mg, 0.74

Lnﬂimc%g%eas L(H'xé} ﬂgc\lNg {hﬁ té%lcrl] é%’ir 18 v@qt%glﬁg% ﬁgorobenzyl
abtaemidp wmstéaldmﬂ)r@naczarmyle]cWhmhmta@ gbtapied a§ 8ivddte s i purification

Zglgﬁ,plio I\é?%gra & J81(52, (39H H ZN%HWeOH %3 % tg’ 9(1M+1\'Z|§ )m/e =379.3 (M+H™).

[ 7- (4- Fl uor o- benzyl oxy) - 4- oxo- 4H qui nazol i n- 3-yl ]
- Esahplil@e 2-[7-(4-Fluoro-benzyloxy)-4-oxo-4H-quinazolin-3-yl]-acetamide

a) 7=(4-Fluoro-benzyloxy)-3H-quinazolin-4-one: A mixture of sodium hydride (55%; 3:2

g, 73 mmol), 4-fluorobenzyl alcohol (9.2 g, 73 mmol) and 7-fluoro-3H-quinazolin-4-one
(3.0 g, 18 mmol) in DMF (75 mL) was heated at 140 °C for 2 h. The resulting suspension
was cooled to rt and the mixture acidified to pH 3 with HCI (conc.). The resulting precipi-
tate was then filtered off, washed with water and diethylether. Partial purification by chro-



a) 7-(4-Fluoro-benzyl oxy -3H quinazolin-4-one: A
m xture of sodium hydride (55% 3.2- g, 73 mmol),

wda2dokostoshenzyl al cohol (9.2 g, 73 mMmol) and PCT/EP2003/013888
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7-fluoro-3H qui nazolin-4-one (3.0 g, 18 nmml) in DW
(75 m) was heated at 140 C for;2 h. The resulting
suspension 30 was cooled to rt ‘and the m xture

Qﬁétgklfa:pﬁy oh 9111@%;\% 14‘411‘:12 vrﬂ thiAQ &a hyaa%e §'35‘Lffét)1{1agd the t1t1e com-

rec tere f wash
a:rwndl(éﬂrgyﬁﬁkﬁhe&an ﬁ&mﬁmtalsolgrh |M$ |rn/at=f SH.-DMeht'd WO

3LAA1 &?Mld%n S (%_e)scrlbed for

aekﬁmptbe‘lct i’-hié,»ﬂlulotd bem}nxybéﬂﬂqin@&ohngﬁ} oﬁGQ/ExaagnlaMa, 200 mg, 0.74
il oo M ol bl Gl a0 Phbich g pptsped s
etlatd obd after piamtlbe UY HcPrLC BN atepl Xeire ,RP 18 (5 pm x 50 x19mm) eluting

1-. Y red HH QUi one (Exanple

A e RN A ™ o' the T o1 e
conpound (20 ny, 8% % V\,hl ch was obtained as a white
didamgplat 3:er2- [fa(4-Fiuoed- bmyb;xyH@L@o(Mq@umthmBnd -BRiBonamide
(5 mx 50 xI 9mm) eluting wth AcCN 0.1%FA/ VWt er.

)
%{ dﬁ?%rioe@l fgg%a eér\gé);'ﬂ;o 4ry 5'13})? gz}i%gya U naz mIaZOh% X yIT-p (400 mg, 1.5
opinehawscenvéteddesbe fithechrhpoursk@dphs 7P, (using 2—bromoprop10nam1de

Tl - (
oigtaq SRR U MR s J AR phcation by HPLC
gy atéﬁ&)Xt@ug RS 25 pmoridprl@pinohelniinigwith gt 00f%TFA/Water. MS: m/e =
b?r de) whi ch was obtained as a white solid

4ter pu ‘ication by HPLC (Waters Xterra RP18 (5 pm
x 50 xI 9n'rr) eluting with AcCN 0. 1%FA/ Water. M5 me
Fxagaple 24:( NFH& Flugioabmpizglox)-4-oxo-4H-quinazolin-3-yl]-acetic acid ethyl ester
[ 7- (4- Fl uor o- benzyl oxy) - 4- oxo- 4H qui nazol i n- 3-yl ]

BB AN 5 Gl 5 RS A o1
nlgrn01) Bas mmtxjtedN@sthc bﬂvecvmp@und)(&3heg,tlﬁw)e(usmgp@whbromcetate
g?%tﬁ%% (e{? egﬂﬁ&{i wh\}\gf; i (fﬁhg%gsaas %gﬁéﬁcﬁlgl oHer Pmaﬁcatlon by HPLC

afw eﬂersmlerrh IRPAB i( @nHUySQ—lFl@@lmI ghating withktAnGN W&@FAEW atiex. MS: m/e =
5%7@ Iutlng wi th AcCN Olf’/JFA/V\ater M5: me =
20 Exanpl e 15:
2-[7-(4-F uoro benzyl oxy) - 4- oxo- 4H qui nazol i n-3-yl ] -
o}‘sxamplc 15ci % Za(hﬂuorebtezylw)de@&ﬂﬁsﬂlln@oheﬁavﬂbipeoplenlc acid ethyl
7-(4-fluoro- pg_nzyl oxy) - 3H qui nazol i n- 4-one (400 ng,
1.5 nmol) Was converted to the title compound (32 ng,
6% (using ethyl-2-bronopropi onate instead of
bAsdescabediod example ¢ Twetstladrodieney oxg - Hwjvinazokwidi-ehe (400 mg, 1.5

glfrrﬁtn)?(gl)o_gfldi (&_Y_I%?Ecg %ﬂ??%ﬂyg&ﬁﬁg‘i c&@trgé Sﬁ)m{ﬂgt y}%l\}g%moproplonate

minstead ofFonBacetmiidg) W}Edrawm @tdifed as a white solid after purification by HPLC
T ELHRrTRAR 7YLKo Rd A TERBREMia AR5 R UINARS, Ms: e =

371.3 (M+H").

Example 16: ° 7-(4-Fluoro-benzyloxy)-3-(2-methoxy-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 title compound (115 mg, 24%) which was obtained as a white
solid after purification by HPLC (Waters Xterra RP18 (5 um x 50 x19mm) eluting with
AcCN/ 0.1%TFA/Water. MS: m/e = 329.1 (M+H").



As described for exanple 3,
7-(4-fluoro-benzyl oxy) - 3H qui nazol i n- 4-one (400 ng,

wQa2®4/0m¥85 ) was converted to the title conmpouneCT/ERZ03/013888
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ngy, 24% which was obtained as a white 30 solid after
purification by HPLC (Waters Xterra RP18 (5 mx 50
xI'9mm) eluting with AcCN O.lo/alA/V\ater. M5: me =

ﬁ%ﬁ%}e(e M{ '7_H§)- (Z-Mrgoq%érﬁ% %ﬁu&gﬁeﬁgﬁggﬁ-%%ﬁazoﬁﬁﬁ—one 1:1

3- (2- Ami nohgttochdoride( 4- f | uor o- benzyl oxy) - 3H qui nazol i n
-4-one 1:1 hydrochloride a) 12-f

| 18% . —XA {) rﬁwla)éld tert-butyl

e;;tanmseieskaibeamr&mmiﬁiaa kie&ﬂzﬂmmyléenzﬂomrm—zq_uﬁnazoldnéﬂme (300 mg,
31|(‘|)'po u nbw?s_ﬁ%wg'rt%é%}g W\%ﬁ c&ﬁg&%c} g@t‘itn?% bg%&%htié}%as obtained as a

sdiitecbolifl hfter puifichticmby BIP LG/ WiREG Xteie BP38 G |emr§<aSQ:aF1981m) eluting

,(ygt}PglféNEQ A?}Wﬁﬁ%ﬁ/ﬁn Wit h 5/(\1;,9,_)% j0- LATFA Vit er .

D) (3262ANM e -ethy)F ) #4(drd- betmv e B qu¢_trdhydiashloride: As
ecégﬁ&egl exa}ﬁplieqﬁﬁl {%r 7d€1 fidiSto-8 %%ﬁ&}? ezfjmf(é) 4H-quinazolin-3-yl]-ethyl}-
{@rHatnit 4elﬂlt&mfom)tb estzy(10X y)g; 826 xumdbivaqs comzoleil to Sreptitle-compound

t id,tert t 25
(A 49 SO ER N i VIR BB B S0 Tl
979% which was obtai ned as a vvhlte solid. M5: me =
Fdaniplé M8:H3-[7-@xBlupk e baiizyloxy)-4-oxo-4H-quinazolin-3- -yl]-propionamide
3-[7-(4-Fl uoro-benzyl oxy) - 4- oxo- 4H qui nazol i n-3-yl ] - pr

7..‘Qs(ciesgﬁnl])e(;dcl‘;"f(c:))r %?angpq? fL '7%%0%6) b%gg);m %{—f 8h11na%%18b4 one (300 mg, 1.1

Iminolwad c)onMedct@rthetltledompourn’e( 7Ring, 4 9% ripsng 8- b(rmomyplonamxde
bling?ﬁ% 8?['3 o&ev%%a% e@ %%Péhoxpa%rgbgzﬁn&gas ar\ﬁltu?é\?ﬁ)ha after ]I)uraﬁcatlon by

h was obt al ne
aHPEC (WNatert Xeatd RP1&HS prkiRISC mm@r@utiﬁwmlaARDNB 0% TJi#/Water. MS:

é? Htlng wth AcCN 0. 1% FA/ Water. Ms: me
i Exanpl e 19:

2 [7 (3 FI uor o- benzyl oxy) - 2- met hyl - 4- oxo- 4H qui nazol i n
- Brayhple a8t 20~ Fluyo-beftyloryd-22mathyl-d-dyeridbiquinmeplin-34yl]-acetamide
m xture of 4-fluoro-2-nitro-benzonitrile (12.2 g, 73.7

Zg)d it o)rQ 3L I%Pr%[bdéf’lgom ga?B% n(x%&l{% OF Zf' PfH—z n@éé HEHPA&UYI@@Z 2g,73.7

ed al  1su C 10

(fnig]) wapemitden I-Hi'rc(48%e74s 2o, 16641g1npr1bwaph¢aa€tdeat\ﬂé@ °C f0r 6.5 h. After

was hed W th

C%?&l)mén% rt(viafvm(tleL) ng%%gd%{;@ﬁ%‘&% ﬁ{?f,g rgc1é1|’?a[q Efag k&gshed with water

=and B&afe (MfFgrd the tide dnupound1hitgs $1%avolight eowin solid. MS m/e =
er: A mxture of 4-fluoro-2-nitro-benzoic

DY g

10.9 g, 58.8 mol) in nethanol (120 nl)
cbm&{lumrnaz sititdf- hasnzomaxcuiinéfhvBes@,r_ A giftunerof 4-flwars-2-nitro-benzoic acid

nf ]3%& g%:;%dgnwl)ef | hét %r?og (gi'o OmL tt? Emc gsgl CQ? &8 g 8 g the; mmol) was

( hadted 2bderntflyx fandl thﬁtaGioeHng\lctﬂu thBEt ntuRoets @Dere(df-into sodium
100 Xtr
ek O LA TSRS 04 B he
_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-

benzvloxy)-2-nitro-benzoic acid methyl ester; A mixture of 4-fluoro-2-nitro-benzoic acid
methyl ester (9.2 g, 46.3 mmol), 3-fluorobenzyl 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




conmpound (10.7 g, 91% as a light brown liquid. Ms:
me = 199.0 (MH. 30 c)

Wd2{03/0F98%r 0- benzyl oxy) - 2-nitro-benzoic acid PCT/EP2003/013888
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(3-fluoro-benzyl) ester and 4-(3-fluoro-
benzyl oxy) - 2-ni t ro-benzoi c aci.dgmethyl ester: A
m xture of 4-fluoro-2-nitro-benzoic acid nethyl ester

%g%lﬁu&gco of ?k)lg’m%[m‘e)wasgyofuh'é@'h@@@ Y t40@ ln?lgh%d é)&@;c?edgmth diethyl ether

- Sl um car bonat g
(rslL90 im.) DN cmllnncd_?xtmts Wreawedledm@ﬂ)r@ef ap m;) hined and evapo-

A{tteg rPuWBc <? 3#25{&%%'(%1@53&9&% §§12g with e nﬁ‘gwgée tl‘?exane (1:1)

nto
effbr@dttbdtlm tdmplowst ;1|4 O, A€%0) ag 8hghtyd®ml_quldThe

%19qt%5rﬁgor% lge!n‘:%%))ctv)m? %r%% Z o Wid-h B tﬂlee fli %éﬂi'rc)ro beﬁlzyloxy) -2-

arreda Jarmd I catl On
mmtr@lblenzmc gecﬂ (Eblﬂubrmgenwl) h:stet amyd 4- éi:@namebenzml@mhé "nitto-benzoic

c1d|#1eth {ér ?f@o %@% (}@H&% 1?10@?9% n(nﬂ)ﬂ'an% @ater%ﬁ% nﬁs) 90nta1n1ng
&ﬂﬁlﬁnﬂhydnondb anmy)hy)d«ype (2-%igt 71 bengldives stoiredt atAt friréd$ iy Ehen the
C'%,LXHré grla% p%l?tre 1 %Q u?rﬁ%drémd@ l(i f\IOS(p 1%‘5 gh& 1R tﬂe mixture extracted

enzy
Mlﬂﬁdlﬁﬂhlybetherb(énz];ﬂOany)) The nquqoos pkasz vias theacmd;hsmeittth 2 with HCL

e[%fer]ﬁ{l 1xt8 ash rﬂuﬁ%({%?g % d:uf]IPn-LE'E (f(’%zgega %gﬁ%y\é\@gcﬁé aqueous phase

(“&s 914erga,d) a@edltapﬁw 5)2 witts HEHl whanehe atixtute dxtract48 with dikidyl ether (3 x

f‘#}? Hélwd.\ffl%{écﬁnﬁﬁgd & rcgsrvé'ergx]t?r ac%s}lgmfm{%r ]?% i(gﬁ) Iﬁ“ﬁ Plﬁeégnd €vapo-

ehtedro aford tji'ﬁd)cdnfhpounﬁf(é 65| GBI SS p}@ﬁeeﬂlxﬂssdﬂcﬂeMS m/e =290.0 (M-H).

(‘

J USs ‘ied ] enz bendl el id :I}\Sﬁr&t x; uoro—benzyloxy) -2-
aﬁue%azqnb aad (7 \Z@Szzt B a’(maldjuusthg]chd’aiatep(ﬂ-ﬁ@ml) w tHﬂz p—rléilence of Pt/C

th iy’
160 1O s A PPl e s TRl fhen fltered
ainidnite (e wh evdpOmbdaitic exsaiping light lrdwheokd fvos thitiatedwith di-

0 5 g-(aﬁ}g @C{i}i eaﬁor&’l?he%idei Cgll%tPO}{lrelli l(é‘)-&vg,s éﬂ%)das Mt Whte solid.

M&mnm:%(é 8{M-HOr o- benzyl oxy) - benzoi c acid: A m xture

g&teg-ﬂgtg‘;ehh% %&}uﬁg gf %—§?—¥1§%g{ gsFrbzy{Ofgo)OP%rl_]Zg-b%n?cﬁ%acﬁ Z6 g g, 22.8 mmol)
phesehaetat (P10 ©L) (fbe plesthag)of RAAC fﬁy/d,rldgg)WMSdl’j'dajgennted at rt and

g‘??g“gh‘“efs"f st e e van Beacered g OBl g Srpgaed: There-

1$gHt bebwa solidrrdsuriairattd witthDGM tocdffond dretitheasoenpound (5.1 g,
afEf rd tlgg title conpound (5.2 g, 80% as an
SO MB: me = 260.1 (MH).
N)W%Dﬂhbﬁtﬁbéhzvﬁ)xm 2 irbigtByloFH -quinazolin-4-one: To a mixture of 2-amino-4-(3-

R G T R ENCY

Ofnnidl) fa &?%né] @0 ﬁ')L)WﬂlS aﬂ&éi{ fdamanethaddd (5. 4?If[d0 83 g, 15 3 mmol) and
ressur or . m._Xtu ere

tthe rFﬁ“iltt?figa‘i“é‘tWQé%’b‘G& Sl reREIor 19 Bsgﬁ?f tﬁ& fPgREY Sectamidate

brre.s ¢l 15t Wasol§ fhd sHdaiRGndh&0dOGM M9 03B fgpxsds thyBol) was added and

title conpound (5. 25 87% f f - whi sol i d.
f §he resu(ftmg mlxture(heated%or another 1 h Xef Coo ingtortt € mivture was poured

Tlr{tg’ Wty t@l@m‘?ﬁ REY Hﬂ%x)ﬂle ?esﬂl@ffn )Skeo%i‘ka@é«ﬂvib%z@ﬂedffoﬂz Bneid filtered off to
0 a _mxture

f a@@ﬁdhﬁ)éﬂiwr@kg»}n%@qlz&. 8"@@# an e whife solid Mgipye = 2831 (M-H).
eL 1wl 72584 7L dah e i - X hebhy84-dk@-B1-quinazolin-3-yl] -acetamide; As
described for example 1c, 7-(3-fluoro-benzyloxy)-2-methyl-3H-quinazolin-4-one (250

mg, 0.88 mmol) was converted to the title compound (218 mg, 73%) which was obtained
as a white solid after trituration with dichloromethane (DCM). MS: m/e = 342.1 (M+H").



mmol ) in nethanol (30 nL) was added sodi um net hoxi de
(5.4 M 0.83 g, 15.3 mmol) and the resulting m xture

wor®4loemsd under reflux for 19 h. After this PCTHEP2003/013888
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25

ethyl acetam date 30 HO (1.9 g, 15.3 nmmol) and sodi um

met hoxide (5.4 M 0.83 g, 15.3 yywl) was added and

the resulting m xture heated for another 1 h. After

CEQI$826:0 7-13-FR@rdb¥h 2ARHHS Ozmétﬁﬂ-iffa zolin-4-

m) algd then(the ?esu itﬂ%%?em pita gm\}'}as stirred f Qluma o

2 h and fidered off to afford the title conpound

(2. 1 g, 97% as an off-white solid. M5 me = 283.1

(M (Il'gscrﬂge)d for example 3, 7 (3- ﬂuoro—benleoxy) -2- methyl 3H 1nazolin—4—one (250
-F7-(3-Fl uoro-benzyl oxy% -'4- 0X0- nazol i n

@gy@ 8 meeal hrpdeonvaded® the side F%@EOW# @le‘lg%ﬁovhlch was obtained
(@whitd Rl 2R R4%da By TRl @tﬁ‘ﬁ fe 1:3 to 2:1
asa 1rrg 07 % vvgs conver?%d tos"ﬂ(%; @ M el&g € 0 Z:1).

ch%ﬁﬁ-’)@léMfd’l )73% whi ch was obt ai ned as a white

solid after trituration with dichloronethane (DCV .

MianiBie o 34 -FMB'FH’—X)&&%%F%? Q%Qéﬁ?—g-ﬁ)xo-/lH-qmnazohn— 3-yl]-ethyl-

PCT/ EP2003/ 013888 -

7- (3- Fl uor cup@apire ghlprige ( 2- net hoxy et hyl ) - 2- met hyl - 3H

-qui nazolin-4- one As described for exanple 3, 7- (3

{1)' {lzqf7°('3bﬁﬁ§ﬁ()| Peihoscd - IRh iy -Bbk SUHNGER I ind3-y0 ne?h\ﬁ?%:gbamlc acid

waS converted to the Titl e conpound

(W@/&S des¢riredviasexample e d-(3sflupsobepmilewy) omethyl-3H-quin-
agioﬁﬁ—éﬁHﬁé (259 ?ﬁg @%sk?ﬂm%fl)fv@ﬂ%%t%ew t}(eﬁﬁt%zcompouﬁg)(n mg, 18%)

ept ane nme = 343
Ewhigblves ;@hgtalned as a white sohd after purification by chromatography (8i0,,

%{dﬁ“](ﬁ%f% THOLPELETZ X QXL _242 (IMJSHAT 0Xo0- 4H- qui nazol i n

- anm'fnl um chI or| {2- f

yl:lllon&% d%esc?i%'é@ %Pe%aﬁ%ledllb 0 7t fi- ﬁupfbt E’énz?ﬁﬁcﬂ' 2- neéhyl 4-0x0-4H-

7qv{1@aqumowl tﬁéh}dgrr:@iawuczacmbtentybutth. 5 mgz® 12 macldies converted
( Zrfhe T 8 ?ryggumif)srg/?% 1@15 %v@go%tgmteﬁ Gs b Wit s%d after purification

conmpoun was obtained as a

sby cbroafamramhyr(ﬁf@n Et@bﬂhwawfb ba2:bh M my/ e (=SH 232 (M+H*)
Et OAc: heptane 1:4 to 2:1). M. me = 428.3 (MtH+). b)

P TN b e 1o g RO Byl -acer

exanpl e 4b, amide
{2-[7-(3-fluoro- benzyl OoXY) - 2 met hyl - 4- oxo- 4H

( = iﬁ‘ézbﬂn t4e&]ie Rﬁtdﬂcrl%é& fdr example
c d‘%a“’m{n’?% 3H@u0r85%12vbhx>6kbm@c @@déil ge?dS ggnal) wias cenverted to the

S ?Bg%ﬁ@&? 1 Yk naé ‘i@%ﬁ ?%mé’{%ﬂhwgégﬁgmgmfmd of ethyl acet-

teH@] which was obtained as a white solid after purification by chromatography
(§16 Qﬁgﬁh%‘?ﬁ@ﬁﬁ%ﬁ%@?@s S% 455 R 7= %91 ‘ﬂlbh‘NH 520
7b 3- [ 743 il oo drenygyloxw)) 2-Rop sapyt-é oxio- 43 quinagabim3 iyl l-dcetamide: As
d’%%;f%&?%{ FE32 8 rgPlﬁ f)ir 0- enzy1e 6?(‘% ;lgxpz%ll%ol) Y 3?1 quma%’?hél -4-one (80
g, . 26asmol) iwas cowckrited to bee title compound (84 mg, 89%) wh1ch was obtained as
a white solid after trituration with dichloromethane. MS: m/e = 370.2 (M+H™").




title conpound (196 ng, 16% [using ethyl
i sopropyl am date HCl instead of ethyl acet- am date

woigo/odesTh was obtai ned as a white solid aftePCI/EP2003/013888
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purification by chromatography 25 (Si02,

di chl oronet hane: MeOH 95:5 to 85@5). Ms: me = 330.1
(MENHA+) . b) 2- f

TEXadnptt 08B 0[719(8F121Mbﬂ%b’3nz?&dx§ipﬂﬁﬂgﬂbp}4~40@ﬁﬁb 4H-=<ﬁﬂh£h@ﬁﬁl3 ﬁ -aceto-
-3-yl] -acetamde: As describ for exanple 1lc, 7-

-f1 uor o- ben®6xy) - 2-i sopropyl - 3H qui nazol i n- 4- one

(80 .ng, 0.26.mMmuvol) was converted to the title

C’M@@rﬂﬂﬂxré Sf- I[l'g(3—&3%0 -BéigoxpR ﬁldoﬁﬁélHa%/B h7AoBin-3-yl]-acet-

Syl 3) rintl} i S S BT S iy e

Eé(ﬂié'gh‘léle #h91-N,N- duspropylamme (26.2 mg, 0. 2 mmol) ancdlf &e resultlng mlxture
u enzy.l ox -2-1,S0pro 0XO0- ul
t]o gg éé) O'HIGH It{lflpcpr)é/)sq-lgorgc Wi%%{dg]?(/lé (%‘} 6 mg, 0.18 9nmol? was added and

|21‘h[e ?%z(caloﬁ ki@t Pe ﬂﬁfWe)d' te Wﬁ)rmarp @)Q@b@&)&l()‘rﬂmo'fﬁe stk Af%Rire was then
in-3-y|]

t- a
dPrEed 91%? g]mges CALt natar. (m %wg%nﬁléh@ myixtupg gxtiggted with di-
SetBld@dr 9§56 - 'Nﬂd\to%blﬁ@d SaYdca e t}(e%@va%h&gwnﬁ b%ne, dned and eva-

t he resu n xture, cooled to -
twrflzeéd? g%aV? 2 B&htdfeir; 9@#{“ durifiggion lﬁgchr@mwgm?br/)(s%sEtOAc hept-
agltted] engh:19) hefof RAGhE Bile BInp &R @bIRYBYod) Qs Walhie URtid. <Ms m/e =
rt ovFr 30 mn. The resulting m Xxture was then poured
0t Heo(MaBF bm hydrogen carbonate (sat. 5 nL), and the
m xture extracted with di- ethylether (3 x 5 nL). The
CRfdhpledaeXs- {@cjyaowﬁl-vt(grﬂdwelb@ﬂzy%m APSIIIEH - cﬂﬁhfz@hn 3-y1]-
and eva |lo porated to'|l eave a light yellow soli
Purlflcatldweﬁynéﬁronatography (Si 02, EtOAc: hept- ane
1:1 to 85:15) afforded the title conmpound (26 ngy, 55%
ag) AOlbbRPFRY( gl-ﬂuwﬁa b@ﬁ@loxv)-%@lzq@inﬁi\dhwzlﬂnms@nb%d for example

2- o ro -7-(3-fluoro-benzyl ox - 0X0- 4H qui na
bﬁ{fz %(irg,q)—p—ﬁp «aﬂqea@flq_)gf Ebenzmc ac1d (1 g) , 3.8 mmol) wag1 converted to the

2t1ﬁ%/édlﬁ§619{ay (607 n{g34é%ms%%o 6@1%}’&3@6;6}0@'1'}:1%&&@?{@1 Akt hdQf ethyl

desc or exa
zacg}iﬁ npigate b ]w WAs wcbg(sﬂ w@&@gﬁ@ﬂggtrgu{qlo@ wyth diethylether.

SN& angblw@quqmwerted tothe title conpound (607
u3|no . ;l c clopropyl ankdate HG. I nst ead

V\ﬂe‘éstﬁb%gf]c_)!r @x&"i‘lfl l@ﬁc brd Wp%ﬁy?ﬁ - ﬂﬁbr@L%Qﬂbﬂ)r@i quld\@ohn 4-one (80

2071890 @m%@k wwrwr{tsd #q élért’élﬁ [serpprBs {98 mehede vhigh wagobtained as
ZQ’w’hﬂe 3o1vd :lfte@%ﬁhﬁ&t% rmﬁet%%faé}ms@rdﬁmefm tﬂaae MeOH 98:2 to
2-cycl opropy ro- ben 3H qui nazol i n-4-

n&1{.84S: mtg = 30 ) was converted to the title

conpound (98 ng 65% which was obtained as a white

s er I Y -3H-quin-
o P 81 68 g Ve A O R Meehh 2 ;- quin
(M-HH) . 25 @o&mﬂ enes:

2- Cycl opropyl - 7- (3-fl uoro-benzyl oxy) - 3- (2- met hoxy- et hy

| \s dEbcRBEd 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 (SiO,, dichloromethane :
MeOH 95:5). MS: m/e = 369.2 (M+H™).



azol i n-4-one As described for exanple 3,
2-cycl opropyl - 7- (3-fl uoro-benzyl oxy) - 3H qui nazol i n-4-0

wmeoo4(0iH8s ng, 0.48_ rnnol) was converted to theCT/EP1083/013888
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15

0 wei ght 250

compound (15 ng, 8% which was ob- tained as a white
solid after purification by chrematography (Si 02,
di chl oronet hane : 30 MeOH 95:5). Ms: nfe = 369.2

(Mi'dfﬁﬁle 286 20 1pPa AR5 3 Rladr ERRANA6 8 388 - 4H2dui RX ML £yl)-acetic

[W@?@Iﬂéﬁﬁﬁﬁfﬁyl -7-(3-fl uoro- benzyl oxy) - 4- oxo- 4H qui nazo
lin-3-yl]-acetic acid nethyl ester As described for
eﬁﬁﬂwcﬁbéd:for exarn le lc, 2-cyclopropyl-7- (3 ﬂuoro benzylo )-3H- qumazohn -4-one
%Cloprop % | uor o- benza U|nazoI|n- -
3n@m0é> ‘gasfﬁ?@mrt%@ thoH @?Qréaourefl @Reng 270 |using methyl

Cmgta{egﬁstg&l ofa;r%naEé{%m %ﬁéﬁ%as@b@iﬁé@%ﬁ&@sdld after puri-
i nstead of bronmacet anm de] was obt ai ned

whf qt@nm qhaOIaﬁtLogfapbmlOszt@aﬂcfmtaw 1éredit M;Sr méhy 383.3 (M+H").
(Sl 02 Et OAc: heptane 1:9 to 1:1). M52 me = 383.3

le 27EX -7-(3-fluoro-benzyloxy)-4-oxo-4H-quinazolin-3-yl]-acetamid
enzyl - 7-(3- %’I;luo(ro benzyl o}>,<y})cy)4 0XO0- 4Hf1q3| nazol i y] acetamde

invdiones 8¢ describechfor example 191,

7N = rEHZY ] /s h
As. a@fﬁﬁ@féﬂ- @ﬂucﬁr@[b&% Hﬁ})eoela%m ac1d 1. O g 3.8 mmol) Was converted to the title
2-am no-4-(3-fl uor o- benz y) - ben20| c. acid

(1
3c@uRed (7rhsng SAVe [ vaes %tbylthﬁeleﬁmd@teﬂd%wﬁé@ ﬁaet Viggetamidate
merCl Bwiich ks bBehigidigla @ﬁﬁ%ﬁh@ﬂﬁ%ﬁﬁlrﬁ@)n 'w'i‘tﬁtcﬁéfﬁ lgfher MS: m/e =
eth‘y acetam date HCA] which was obtained as a ite
8058 (4R trlturatlon with diethyl ether. M rrie =

3@ 2 2%‘2{7'[)7 (3-fluoro-benzyloxy)-4-oxo-4H-quinazolin-3-yl]-acetamide: As
yl -7-(3-Tluoro-benzyl oxy) - 4-oxo-4H qul nazolin

éewrlpe%@étea%ﬁlalé T sbentek &5 Hgrd-benaiarnyBEl-feinazolin-4-one (150 mg,

20 QQ rﬂﬁﬁdbl’) zlva@ éoﬁ‘}e&'ﬁﬂ% BNz @xpoudhi %iﬁ%ag@% Whﬂh%@ obtained as a
. nmol ) was converted

(15
cwhﬁé n%ui #@;‘4 p#glﬁcmbmr@mat%sapbm&ﬂze@c@@rraet\lm @MeOH 99:1 to
sgllgq\,lg.fﬁjper @}gQ(Mq@;mon by chromat ography (Si 02,
di chl ornet hane : MeOH' 99:1 to 9:1). MS: me = 418.2

MtH+) . Exanpl e A1 Tablets Tablets of the foll ow ng
cgﬁﬁéﬁletf’fr onTabletspr oduced in a conventional manner: 20
ng/ Tabl et Active ingredient 100 Powdered | act ose 95
WriabiRts G ERE 1l R13 c%%foﬁ’@ibmwﬂoawdqhIa%ﬁeerﬁlo%@ IN@nner

car boxymet hyl starch 10 Magnesi um stearate

mg/Tablet

Active ingredient 100
Powdered lactose 95
White corn starch 35
Polyvinylpyrrolidone 8

25 Na carboxymethylstarch 10
Magnesium stearate 2
Tablet weight 250

30

Example B:  Tablets

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

mg/Tablet
Active ingredient 200



Exanpl e B: Tabl ets Tablets of the foll ow ng
conposition are produced in a conventional manner: 30

worgioFabioet Active ingredient 200 WO 2004/ 0549BGT/EP2003/013888
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25

PCT/ EP2003/ 013888 -22 Powdered | actose 100 Wite
corn starch 64 Pol yvinyl pyrrolzxone 12 Na
carboxynet hyl starch 20 5 Magnesium stearate 4 Tabl et
V\m\g(ﬂ‘drecﬂﬁetosExarrpl e C. Capsul esoGapsul es of the
l.ow n osition are produced: ng/Capsule 10
”\?éoi”ﬂ gpent 50 Crystalli | act ose 60
W@lyﬁﬁﬂps}ﬁah(ﬂm{ee cellulose 34 jpalc 5 Magnesi um
ear te 1%\5 Capsul e fill weight 150 The active
@F%r OEHPE %ﬁaﬁ% a suitable patticle size, the
cw h@ldrh Beatact ose and the mgrocrystalline
C'f ul osabtare honogeneously m xed with one anot her,
2kl thereafter talc and‘LOQfagnesi um stearate are
adm xed. The final mxture is filled into hard
OBtaahpIBE: Capspuks Of suitable size. 20 Exanple D
I nj ectlon soI ution An injection solution may have the

n‘g”o n% osition and is man(lffatured i n usual
s opthe PRowngSPmRERten aremjoduced Hel 20.0 | 25

acetic acid 0.5 ng NaCd 8.0 ng phenol 10.0 ng 1 N

NaOH g.s. ad pH 5 mg/Capsule

Active ingredient 50

Crystalline lactose 60

Microcrystalline cellulose 34

Talc 5

Magnesium stearate 1

Capsule fill weight 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.
Example D: Injection solution

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

manner:

Active substance 1.0 mg

1 N HCl 20.0 pl
acetic acid 0.5 mg
NaCl 8.0 mg
phenol 10.0 mg

1 N NaOH q.s.ad pH 5

H,O g.s.ad 1 ml



H20 g.s. ad 1 ml WO 2004/ 054985 PCT/ EP2003/ 013888
-23- Cainms 1. A conpound of formula |l O R a NJ" R2

W@ Rojo548) e.l- O-R3 wherein 5 R 1is PCT/EP2003/013888
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-(CH2),,-CO NR5R6; -(CH2),,-COCR7; -(CH2)n-NR5R6;
-(CH2),,-CN; -(CH2)n-ORB; or phenyl, which is
unsubstituted or substituted by one to three
sghghituents selected from hal ogen and
fluoro(Cl-C6)-al kyl; R2 is hydrogen, hal ogen or

al k drogen, Cl - C6- al kyl ,

gg£b§”€9@¥5%?§$PnBP benzyl; 10 R4 is hal ogen,
fluoro(Cl-C6)-al kyl, cyano, Cl-C6-al koxy or
fluoro(d - C6) -alkoxy; R5 and Rﬁcgreq1ndependently
from each ot her hydrogen or CI-C6- | k R7 is

hydr ogen or Cl - C6- & kyI S 20r
Cl - C6-al kyl ; nrléle or 3 159 n is O, or 2; (D
as well as pharnac ..I eep ssal ts thereof.
2. The conpound of I I according to claim1
wherein Rl is -(CH2)}7-CO NRBRG; - (CH2), , - COORY7;

-(CH2) , , - NRSRG; (C}Q),,-CN; -(CH2) n-ORB; or phenyl,
withersin s unsubstrtuted or substrtuted by one to three

bs | 6.8 8,
oo e A e e RO o DR IBNEIE By £ 1= OR'
| S hyrdrr}@gteh Wh@lh-lﬁﬁnaiblﬁmu,tem Sﬁbstuytflddafl daglto threbartstituents selected
R4 i , Cl | kyl, cyano,
(% Hﬁfﬁ%ﬂ anéfﬂlld%&g( & %ﬁal koxy; R5 and R6 are
|Rdepémdemﬁhﬂmhmmnmeébhkedhﬂr hydrogen or Cl-C6-alkyl;
2 S CSE0 E R B e ghs PYCrcozn o
R* is halogen, fluoro(C,- C6) -alkyl, cyano, C;-Cg-alkoxy or ﬂuoro(Cl—Cé) -alkoxy;
R’ and R® are independently from each other hydrogen or C;-Cg- -alkyl;
R’ is hydrogen or C;-Cg-alkyl;
R® is hydrogen or C;-Cg-alkyl;

m 1isl,2or3;and

n is0,1or?2;

as well as pharmaceutically acceptable salts thereof.

2. The compound of formula I according to claim 1 wherein

R' is -(CH2)a-CO-NR’R’; ~(CH,)5-COOR’; <(CH,)y-NR°R; ~(CHy),-CN; -(CH,)n-OR%;
or phenyl, which is unsubstituted or substituted by one to three substituents selected
from halogen and fluoro(C,-Cs)-alkyl;

R® is hydrogen or C;-Cs-alkyl;

R® s hydrogen, C,-Cs-alkyl, C3-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’ is hydrogen or C;-Cs-alkyl;

RE s hydrogen or C;-Cg-alkyl;

m 1is1,2or 3;and

n is0,1or2;

as well as their pharmaceutically acceptable salts.

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



as well as their pharmaceutically acceptable salts. 30
3. The conpound of formula | according to claim1l
W@ 2008054985 f r om WO 2004/ 054985 PCT/ EP2003/ 01388BCT/ER2002013888
[ 7-(3-fl uoro-benzyl oxy) - 4- oxo- 4FLquinazoIin 3-yl]
-acetam de, 2-
7-(3-fluoro-benzyl oxy) - 4- oxo- 4H—qU|nazoI|n 3-yl]

(ﬂ'ﬂ@fﬂ -B6nzy 102(?') - oxo -4H-quinazolin-3-yl]-acetamide,
uoro benz ) - 4- 0X0- 4H-quinazol i n-3-yl ]

FnMugEo- anyloxy) 4 oxo -4H-quinazolin-3-yl]-propionamide,
”Pﬁ, ‘%zll-gfﬂ#g?n{ Beer?ﬁrbz(g }-2200h- A1 QAL ARZ QA Aid3; V! ]
LRty beiszivsy|-4royp-4H rasimgplin 3ot bpmpiouimidzol | n- ;
I
5 e% Z} (34 %%}C?B%rgz)?g)xﬁwgrﬁ?tﬁglzg%%%qg{ qg?ﬁlaf&m gg/l ﬁéegﬁ’ﬁlge,
72- ([éﬁ?qlgmrpeylb%ﬁfzﬂpgwberg-ytozyhétq:@x%liaumzphn 3-yl]-acetamide,

73 Itk %ﬁbf@%%i{yﬁxﬁi@ r{?*mztho!cf' e hIIyHOJX-g qkaﬁﬁ%gﬁrgﬁy()ne,

- met oxg H-qui nazol'I'n
(Z%(ﬁﬂucrco b@r}fkytb’ >’ey(¥ m@hozy-atbyl Btj-quitagblin-4-one,

?(@%EY# F%V%pgﬁ(gly‘*‘%?éﬁp @@xhp W 1(3%r aﬁ?n%’oim-ﬁi- L)

10 h%?'@tfhn‘@neﬂﬁ@ -7-(3-fluoro-benzyloxy)- 3H qumazohn 4-one 1:2 hydrochloride,
ﬁif X? gﬁghq %5&;@05”(% f\ZlO(‘(? Efehﬂr%x‘}) %?P@(llngi(éﬁ)n bl %Lngﬁ!jzr}%%éhlonde,
33'6?'amih¢r.@t}é’i)hzfl(‘} ﬂﬁo(a%bemzybw) BElRgyihano)in-4Bbine lil ydoichloride, and

51748 Aot BUARAY] 8 hARy1 A0 4 guinagolin 3 1l ethyl gmmogium

-yI]Chl@ltl I-ammnl um chloride. 15 4. A process for
the preparation of a conmpound of formula I according
t

15 ﬁ[@ ﬁc@ggoﬂ'ﬂg g%ﬁg%@%@%@:ﬁH %ﬁhh)éf ﬁﬁgﬁﬂ’% laz?clcgrcﬁxﬁédtto c\?lm landa
Cpha;mc.(mt]ca y ceptable sadr uheﬂ:qﬁ/p@mprmng R3.ctisg myempgand of formula IV
a - C6-al kyl, C3-C6-cycl oal kyl or benzyl; 20 R4 is
hal ogen, fluoro(d -C6)-al kyl, cyanp, G -C6- al koxy or
fluoro(d -C6)-al koxy; and misl,2pr3 wth a conmpound
of formula V Rl B4r ~R2 (V) Ak H25 Rl is
- (CH2) n- CO- NR5R6; (R (CH2) n-

O % - NR5R6; (Iv)
-(CH2) n-CN;, - (CH2) n=ORB; 2 ichis
unsubstituted or s tuted by one to three

substituents sel ectes” from hal ogen and
fluoro(G -C6)-al kyl ;
wherein

R’ is hydrogen, C;-Cg-alkyl, Cs-Cs-cycloalkyl or benzyl;
20 RY is halogen, fluoro(C;-Cs)-alkyl, cyano, C;-Cs-alkoxy or fluoro(C;-Cs)-alkoxy; and

m isl,2o0r3

©

with a compound of formula V

Py V)

Br R
wherein -

25 R' is-(CH,)s-CO-NRR% -(CH,)a-COOR’; ~(CHz)y-NR’R®; -(CH,)5-CN; -(CHz)1-OR;
or phenyl, which is unsubstituted or substituted by one to three substituents selected
from halogen and fluoro(C;-Cs)-alkyl;

R* is hydrogen, halogen or C,-Cs-alkyl;
R® and R® are independently from each other hydrogen or C,-Cs-alkyl;



R2 is hydrogen, halogen or O -C6-alkyl; R5 and R6 are
i ndependently from each ot her hydrogen or Cl-C6-alkyl;
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15

20

or d-C6-alkyl; R$ is hydrogen or d-C6-alkyl; and n

is 0, | or 2; and optionally corverting the resulting

conpound of fornula | into a pharmaceutically 5
aph@hbgasafCI(I%dkw,nedlcanent cont ai ni ng a conpound

claim1l1l or a
S%arlﬁ%%@ﬁ%g{@y a@b@ﬁ?ﬁ& e salt thereof and
p;lnarimapleuf.zcal |y acceptabl e excipients for the

tr an reventi on of diseas
6] SR i R et SRt aBmBouRdAf BrToHis infee gherptigeutically

nedépabte edlt. accord| ng to claim5 for the treatnent and
prevention of Al zheinmer's disease and senile

SN T L T TN YA

t pterr eateutishiBna cagpiatlasd thegobyndy }wrﬁfée&ﬁlca Jﬁ&fcéiptﬁ'ﬁle l@ﬂmplents for the
Ing ta C a,l m

claimd4. 8 A compound of f

TSGR 4n R YT et ¥ Fglérf‘a@e@at edyanoresraigf pridase B
tihateweks.f or the treatnment or prevention of di seases.

9. The use of a conpound of formula | according to

s well as,a cal | acceptable s
oD spe By ot B THPRS 5 € Reomreshgrd Drajpniiareo! Alzheimer's
t disake@id seafiddempitevent i on of di seases which are

medi at ed by nonoam ne oxidase B inhibitors. 10. The
wherei n.t he di seas

di
A SR e T afRortink RES | qe e e oqt ey pgeeptable salt
i thesof,ivdrenasaihdseind behorecedeseoidigglto claim 4.

8. A compound of formula I according to claim 1 as well as a pharmaceutically acceptable

salt thereof for the 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

dementia.

11. The invention as herein before described.



