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(1-4C) al koxy-(1-4C)al kyl, carboxy-(1-4C)al kyI

(1-4C) al koxycar bonyl - ( 1- 4C) al kyl , car banoyl - (1 40 - 20 al kyl,

N (1-4C) al kyl car banoyl - (1- 4C) al kyI ,

- N, N-di -[(1-4C)al kyl ] car banoyl - (1-4C) al kyl , am no-(1-4C)al kyl, (1-



25 hal ogeno- (2-4C) al koxy, hydroxy- (2-4C)al koxy,

(2-4C) al kanoyl oxy- (2-4C) al koxy, % 4%(39 (2-4C) al koxy,

car boxy- (1-4C) al koxy, (1-4C)al ko c%\ onyl—-'(1-4C) al koxy,

car barmyl (1-4C) al koxy, N-(1-4C)alkyl carbamoyl - (1-4C)al koxy,

NN- di - [ (3 AShhfrakaitidafpbdespiadil salt thardse) al koxy, ami no- (2-4C) al koxy,

(1-40) al Kb 5t el 9 (4- Ry dfthe) anilifet)-B-ensihoxyBiinalzdline, 400" A dfoxlydnBine)B(T-nsthylblgditbcypingzoline,
hal 0geno#{£nbfhpabiiibrsthémoxydumebionmey - (424'4Riprearkiyid)Brhetoxyq(inazditp,  8-hydroxy-4-(4'-
al kanoy! enéihoXyanilthEldihdedting i N @-(4'-chibrdandliad)@Higdrxyaiizdiad, al k Braminomd4'-aminoanilino)-
car boxy - qlinakéling| kyilloBmathylquigaelidésy - the Orydradhloddey satt iherepl afdL 4-aQiinetaddimetharo,
car banoy lyquinbzoitd a|theyiydmehivdde saltitherboie() excludeldc ar banoyl - ( 1- 4C) al kyl ami no,

N, N- di - [ ( 1-Th€)chérhivd! [farenibe nafaried (td -harei stivic Roraani nvneralsngre, get( gut Aqr) canyeipne; P
(1- 4C) al lesriatatel shest (horsindipn lInk s specifigation the irm "l ainglydes Bett sepight:and byan Fhé:glca#ﬂ no,
(2- 40) al h&n@yquaﬁwmaeferenceqtoz!cs}waquwcﬂu«ybwtwa ﬁwhaﬁﬁ H@PV' afe fﬁ’e&@? for the’ straigfit chain .
al kyl sral f!ﬂﬂ nyrf\henalogrup sonventen appliss 3a.qthes

hal ogeno- ( tﬁ? R'ES?R? 1"‘éﬂ'ﬂ'9’?dt is '% Myt | may exhibit the

? t g n ly on
P orm, |H| ﬁ ﬁ? fg: T ?resent only one
E i 28 g_: |9 BI8 fog'gww %Sgg %( mvjll'} ion e% anaaﬁi Qn tautomeric form

car bar no (r:"grre a')'/‘i °’t‘92‘a‘ﬁ‘%5'3°" f<°é%‘§'fsg% no,

N, N-di* %ﬁgﬁ%hl 'tt]fé?l' Q@ eaﬂbdgﬂon This is specifically indicated in

am no (2 é ﬁﬂorbg d’)erﬁtQ! KRS RY gradps 3 18ated only
ggg.ﬂag y am no, d wherein sald benzam do or

be enesul plh@%mt Be %Mﬁrsto‘é@ 'tﬁaﬂéyﬁﬁm BN azORbd &rtﬁd fobmuRePdan @Rigt D solvatdd d3aned @ENo,
(&J4C)23| Kidoivatbd (fdrmé GuaH |66 Xtdr Sidatple] hyRiEbd forMis.i 16 isl tO be Aindeislocdaibst $HE invention

i ndependepédmpaddytilGaeisolvalyd o s Wwhich pdsegse Bdli-cahder ddtitigr oret hyl , ami no, nitro,
cyano, 40  QultablO)aiibikil the (ehertChdidaleoatptred (id abé @) indildy trmse sebout below.

- [ (1- 4C) ah ksyitablavalmofor R o IR) whek i i If1-4C)alkyL isA o) axaknplesmbthyli etigdl. peapyk isopropyl,
4C) al Ky sutypsobupll,; seobutyl op testrwtyt evheni it isl (1-9Clallsee fis &aiv|examplel methpreyy ethdxy. REsREBpt
t hat 425( 4sopiagamty oxigubaxy:|wha it isg1 ﬂ@)@lhyboyw{s,ﬁqwmmpe methylamino, ethylamino or propylamno;
4- (4" - hy cvhe {t den Hitl{1riG)alkgl]amingeis. Hor| exproRle. lappips ol-eifd-N-methylamino, diethylamino, N-
4-(4'-h dme@j)yyﬁ-qqopylmr)o_g d;pr@yl@mqnﬁgtrﬁ@gyﬁ Yalkyithioje for example, methylthio, ethyithio or
4- ( 4' - rTEtH‘RPX'Y'&’nM‘q“HU (184-01)?1,“13’!5'8 inyLis: ﬁ%[zemmqlee methylsu)p )_/'!. ethyjfglphmyl or propylsulphinyl; -
Hor o amwhprhg is 31'1‘%"9{55{' le methylstlphonyl, ethylsulphonyl or propylsulphonyl; and

i

dr ¥xyrhan ﬁ (2' BtFT"H%,pmpmﬂa ik I
hyd%lo;y)(;g: nSBTe uesé a?ﬁcihg 'ﬁ%g}??'lberfo3s Ui natgo §£a§§l’% th b for

4- ani | i n&M¥Et hyl qui nazol i neor the hydrochlo- ride salt thereof and

4- ani | i no- 6, 7-di met hoxyqui nazol i ne or the hydrochloride salt thereof are
excl udgd. cAccqr to a Jer aspe ent iyt Doyl s provi ded
a qU| n%zoﬁ"h agﬁ 5?1‘5(/%“%?&‘{ e fornuﬁ"etﬁg\é]%?g?'wim%s yor 2 gnd each
%/ i s i ndependent |y hydroxy, am no,PreRp¥Xsarbouyl 4&9 al koxycar bonyl ,

(40

- 50 alkyl, (1 -4Q) al koxy, (1 -3frelkwdor e&ltmy]_ (1 - 4C) al kyl ani no,

-[ (1 4C)a|ky|]amno (1-40 al kyl t hi©, | i
(1 4C) al k§os A-ShotR)alkplcarbaneyds - 40) a|!me%!(]fa Pj'“dﬂ x@ %Yifé}/‘gr“*’&g)fl
am no (1-4Q al kyl, (1-4C - al kyl am no-4nld Hepripyytarbamoyl;

[ (1-4C)al k kyl , hydroxy-(2-4C) al koxy,
(1 4C) al kéﬁygiagqug%ﬁ%ﬁ‘boxy (1- 4C) al koxy,
(1- 4C) al kexysamopdayl - (1- 40) al koxy, (2-NH-dikeshy)tartianoyl,
(1-40C) & kyl sul phonyl am no, benzam do or benzenesul phonam do, and wherein
said last 2 substituents nay optionally bear one or two 55 hal ogeno,
(1-4C) al kyl or (1-4C)al koxy substituents; nis 1 or 2 and each R2 is
i ndependent | y hydrogen, hydroxy, hal ogeno, trifluoronethyl, am no, nitro,
cyano, (1-4C) al kyl, (1-4C)al koxy, (1-4C) al kyl am no, di-[(1-4C) al kyl]am no,
(1- 4C)aal kyl t hi o, (1 4C) al kyl sul phinyl or (1- 4C)al kyl sul phonyl; 5 EP
0566 226 Bl or a pharnmceutically-acceptable salt thereof; except that
4- (4' - hydroxyani | i no) - 6-met hoxyqui nazol i ne, _
4- (4' - hydroxyani | i no) - 6, 7- net hyl enedi oxyqui nazol i ne,
4- (4' - gt hoxyani | i no) - 8- net hoxyqui nazol i ne,
4-(4' -chl oroanilino)-8-nmethoxyqui nazoline, 8-hydroxy-4-(4'-
met hoxyani | i no) qui nazol i ne, 4-(4' -chl oroani | i no) - 8- hydr oxyqui nazol i ne,
6- am no-4-(4' -am noanilino)- 5 quinazoline,
4-ani | i no- 6- met hyl qui nazol i neor the hydrochloride salt thereof and
4-ani |l i no-6, 7-di met hox- yqui nazoline ol the hydrochloride salt thereof are
excl uded. The chemical fornulae referred to herein by Roman nunerals are
set out for convenience on a separate sheet hereinafter. In this
specification the term"alkyl" includes both straight and br anched chain
,aIkyI ~groups but references to |nd|V|duaI aIkyI groups such as propyl" are

o o, N s o o o o



phenorfenon of tautonerismand that the forrmulae drawings within this
specification can represent only o (%661% é)lossi ble tautoneric fornms. It
is to be understood that the invention enconpasses any tautoneric form

whi ch possesses anti-cancer activity and is not to be Iirrited nerely to any
one tautonmeric formutilised 15 within ﬁh% 301[051 tﬁe dr g The
qui nazolines of the formula |I are unsubsth Y}%é si ion. This is
specifically indicated in formula I by !Jkdmrbyehalwbm at the 2-position.
It is to be thrder-cpkokyidlindne R gr OURSchakyRmi A, 2k EbxPaino Odhdt he benzo
positiorf of the quinazoline ring. It is also to be understood that certain
qui nazolines of the formula |I can exi st PIOR ’%’f“g‘é '‘ed as well as 20

unsol vat ed f¥arnt2-4Gralkanoylpryaménenpl e, #nedoxyasind,oprepionylokyanino ad

under st ood that t he i nvention enconpassgg iox?gﬁlﬂosol vated formnms which
possess anti:can Vit Sui tabl e vag nerjc radjcals
referred’to & (/ﬁth@?‘xtfé‘ef’x‘B‘é'e set out™h Y@W %’?tuﬁtgg Ja‘txéfeaq or R1 or
R2 when it is (1-4C) al kyI is, for exanppwpybemedidxy;et hyl, propyl,

i sopropyl, bgyyyk. lLs@,Qq _, sec-butyl or tert-butyl; when it is

(1-40Q) al koxy IS anpl e, met hoxy, tho ropoxy, 25 .isopropoxy or
but oxy: ,y\,herPiipFr?’si“(l_tyit) al kyl anino is, Fﬁ(’éféﬁﬁfﬁg&'ﬁé’(ﬁ Pd i no,
et hyl am no or propylamo; when it is di 4{ethyWipertaeyn{laplino is, for exanple,
di met hyl am amno, d 0 f&kRbY! - N-propyl am no
ori d| propyl gfrgtn%k &E)én(:l\'{mﬁ 1- 4C) al ky fﬁh?yonlel%g}P glr'mg?(a PY met hyl t hi o,
t\ﬁv]l thio or propylthio; when it is (1 RB}"&'FWY%UI"E)H‘H‘?W‘“%‘:EY” or exanpl e,
yl s@b phi nyl, ethyl sul phinyl or propgichlbrpaethyl, dibesmombtliyd,

(1-4C) al kyl sul phonyl is, for exanple, 'g)i onyl u onyl or
propyl sul phonyl; and 30 when it is (2n§ X %l&% i’chl&toll\fﬁ;?t Ia}P‘gxarrpl

acet ani do, propi onani do or butyramn do. %(HIP'&Q%BY QPE&‘?W"%H% éfr]
substituent which may be present on t heexpludeizol i ne ring include, for

exanpl e® 35¢ - f Qar bonyl : grpcar bonyl ,
et hoxycar bonyﬂ 9% %yjycar and ter?yabu‘t‘oxy%l’b YF;@éfg for

N- (1- 4C) al kyl car banoyl : N- #rdwrd ’W&F'b’én?}yf/:" ~hydzexyprepylsanoy|
and N-propyl g ppeyilkaheyloPdisd)c1- 40) al kyl J- car bam)yl

N di mgg hyl Parmyl 45 50 55 6  EP_Q .566 ﬁf}&

N- et hyI C‘ﬁ?’ tarbamoyl and N, N-di et h§TE8P0% p‘f°8?°'tyf°ﬁ’(3e5t‘¥<]6xyam no:

met hoxyami no, et hoxyami no and propoxyanberIOGVmi(WhC)?aM@;nmtbxyami no:
acet oxyam no, propl onyl oxyam no and but yIatkgswyprapy?; 10 for

REECEE - s aet g i (TR

4- et hyl pi perazin-1-yl and 4- et hyl pi peramemh@cyythylf.oi-mhﬂhqxgethyl( 1-4C) al kyl :
fuoronet hyl, chloronethyl, bronmonethyl ;_ghilyéehPmehd BlmethBxypropyl;

di chi or onet hgolr’ cggblg;;-n(‘?gl?é)gXRyl carboxymethyl, l-carboxyethyl,
40 2-carboxyethyl and 3-carboxypropyl;
for (1-4C)alkoxycarbonyl- '
{(1-4C)alkyl: methoxycarbonylmethyl, ethoxy-

. : carbonylmethyl, tert-butoxy-
carbonylmethyl, 1-methoxycarbonyl-
ethyl, l-ethoxycarbonylethyl,
2-methoxycarbonylethyl,

50 2-ethoxycarbonylethyl,
3-methoxycarbonylpropyl and

55



i-flubroethyl, 2-chl oroet hyl and 2-bronoethyl but trifluoronethyl is
excluded; 25 for hydroxy- (1-4C) algpyd 56 226 B1 hydr oxynet hyl ,

1- hydr oxyet hyl , 2-hydroxyethyl and 3-?1y roxypropyl,; for

(2-4C) al kanoyl oxy-(1-4C)- 30 al kyl :

acet oxymet hyl , propi onyl oxynet hyl, butyryl oxynet hyl, 2-acetoxyethyl and
3-acet oxypropyl; for (1-4C)al koxy- (1-3etlxkydrbonylpropylEt hoxymnet hyl ,

et hoxynet hyby c3fbahoy i NSS! - -2- MeLRoXVeivhoy 21 and
3- et hoxypr opyl ; f?)*legar b%xg‘?( 1-4C) al ayP: 9'*& ¥ %tagggrﬁége@rgé]t’hyl ,
| - car Boxyet hyl , 40 2-carbamoylethyl and 2- car boxyet hyl
and 3-carboxypropyl; for (1-4C) al koxyx=aatbamyslprdpdidC) al kyl :
oo Boxylcar b&n)IjL(EEEE')t\HIIBy%B%MﬁAg | methyl, 1-nmeth bonyl - et hyl
car bonyl ne ert - but oxy- carbonyl e , 1-nmet hoxycar yl - ,
| - et h%yca?g')c{;'ﬁ%li‘ygyl , 2-net hoxycar b&???'é&ﬁﬁﬂ',b%methyl'
2- et hoxycar bonyl et hyl , 3- net hoxycar bdirgthylcanphmaylsethyl,/ - EP 566 226 Bl
3- et hoxycar bonyl propyl ; for carbanoylyflsp$fdabkadyinethyl, car banoyl net hyl ,
1- carbanoyl ethyl, 5 N ) 2- car banoyl et hyl
and 3-carbarmoyl propyl: for N (1-4C) al)k{¥EsFHARdTPamoyliette) o Kyl :
N- et syl car banoyl met hyl , 10 N- et hyl car-(¥ethylestliapbyl)ethyl,
N- pr opyl car banoyl net hyl , 1- ( N-net hyl %EM@W&&EW&II)J& 1,
1; (N-et hyl car bamoyl ) et hyl, 2- (N-net hyl_f!'il_r b@gg%lgﬁ et h% -
(Neet hyl car bamoyl ) et hyl - and 3- (N- et Hy(EAF apoyl)pthyl and g or
N N-di -[(1-40) al kyl | - car banoyl - ( 1- 4@y é¥-egthylcarbamoyl)propyl;
N, N- df’ret hgdrcmyManoyy i oaeh By N\- et hyl - N- met hyl car banoy| me]t hyl, 25
NN- di et hyl vl J1- (N, N-di hyl car ba | )eth
1- (N, N- di ef%%bgﬁéﬁq}&]ﬁyl , Enlnd LB no} Faethy 1,
_ N-ethyl-N-methylcarbamoylmethyl,

25 N,N-diethylcarbamoylmethyl,

' 1-(N,N-dimethylcarbamoyl)ethyl,
1-(N,N-diethylcarbamoyl)ethyl, .
2-(N,N-dimethylcarbamoyl)ethyl,
2-(N,N-diethylcarbamoyl)ethyl and

) 3-(N,N-dimethylcarbamoyl)propyl;
for amino-(1-4C)alkyl: _ aminomethyl, 1-aminoethyl,
55 2-aminoethyl and 3-aminopropyl;
_ for (1-4C)alkylamino-(1-4C)- :
o alkyl: . methylaminomethyl, ethylaminomethyl,
' 1-methylaminoethyl, 2-methylamino-
40 _ ethyl, 2-ethylamimoethyl and
3-methylaminopropyl;

for di-[(1-4C)alkyl]amino-

(1-4C)alkyl: dimethylaminomethyl, diethylamino-
methyl, 1l-dimethylaminoethyl, -
2-dimethylaminoethyl and
3-dimethylaminopropyl; _

50 for piperidino-(l-kC)aIkyl:. piperidinomethyl and 2-piperidino-
ethyl;



2- (N, N-di net hyl car banoyl ) et hyl, 30

2- (N, N-di et hyl car banoyl ) et hyl and ﬁ &g{ﬁﬁlﬁé E‘it hyl car banmoyl ) propyl ; for

am no- (1-4C) al kyl : ani f® , 1-am noet hyl, 2-am noethyl -and
3-am nopropyl; for (1-4C)al kyl am no-(1-4C)- al kyl:

met hyl am nonet hyl , et hyl am nonet hyl , 1-nmet hyl am noet hyl . 2- rrei,h | am no- 40
ethyl , 2-et hfPamPrRhelnor (kAR adkylst hy| aoRRSHAppEhyL And 2-morpholiro-

di -[(1-4C) al kyl Jam no- (1-4C) al kyl: ethyl;

di met hyl ami nqm?tpli#razm-‘ﬂml(ﬁmhfﬁﬁﬂS_ rﬂibt%kin-:i;ﬂmgﬁ{yﬁﬂxﬁ”i-noet hyl,

2-di net Byl am noet hyl and “3-di ne am nopr o ; 15:1 for
pi peri di no- (1- 4C) al kyl : pi peri di REPRFPAAA-1AEBYHi peri di no- ethyl: 55
8 EP 0 5660226 (BECialkylpdpghaein-hepl-1- 4C) al kyl : nor phol i nonmet hyl and

2- nor phol i no-(le,;d)yik'ylt or pi perazin- 1-ylk_ﬁ&hﬁgiggm&ﬁ-l-ymegmazi n- 1-yl met hyl
and 2- (piperazin-l-yl)ethyl; for 4-( 1-44C‘)'ha1kyle9£ﬁe_r_ -Zinrulétllu'f'l - (1-4Q al kyl:
4- met hyFf%i perazi n-1-yl net hyl, 10 etayipIp y Y
4- et hyl pi perazi n-1-yl net hyl , 2- (4- net hy2-fémethyipiperaziny bivi)gthyhgnd
2- (4-et hyl pi perazin-1-yl)ethyl; for hydr-exethpéferatiactyyl)dthyl;
(1-4C) al kyl : (e _ 2- hydr oxyet hoxynet hyl , 3- hydr oxy-
pr opoxy et hylf?rf-y{l?-’lﬁy(cfr 8%—1k°é‘f'hoxy) et?gl and 2-(3-hydroxy- 20
pr opoxyJ et hyl(1-40plkyl: 4C) al koxy- ( 2- 4C) d-Rpdspxyerhorymethyk, |3-hydroxy-
2- met hoxyet hoxynet hyl , 2- et hoxy- et hoxyprepdxyhmethgl 1Rt (lekydrogpoxy- 25
met hyl , 3-et hoxypropoxynet hyl, 2-(2-net XY@t A5 1adoxy-
@ﬁ-et hoxyet hoxy) et hyl ; for hydroxy-(2(4-’{:32&%92FE'Q';I m no%( (%—BM’:‘)YaI kyl :
2>Hydr oyyet hyl am nonmet hyl, 3- hydroxyprtﬂf??%ﬁ’f??%ﬁi‘t hyl , '
2- ( 2- hydr oxy efohy(1a40)atioxy H(2l-4Cyatko2 -
2- (3- hydroxyprogybaghno) ethyl ;. for (1-4Lkatn@yetnbemétnyl, 2-ethoxy-
- ethoxymethyl, 3-methoxypropoxy-
26 methyl, 3-ethoxypropoxymethyl,
2-(2-methoxyethoxy)ethyl and
2-(2-ethoxyethoxy)ethyl;

W, % for hydroxy-(2-4C)alkylamino-
(1-4C)alkyl: _ 2-hydroxyethylaminomethyl,
' 3-hydroxypropylaminomethyl,
2-(2-hydroxyethylamino)ethyl and
35 , ' 2-(3-hydroxypropylamino)ethyl;
. for (1-4C)alkoxy-(2-4C)-
=’ alkylamino-(1-4C)alkyl: 2-methoxyethylaninomethyl,
: 2-ethoxyethylaminomethyl,
“ 3-methoxypropylaminomethyl,

2-(2-methoxyethylamino)ethyl and
2-(2-ethoxyethylamino)ethyl;
for (1-4C)alkylthio-(1-4C)alkyl: methylthiomethyl, ethylthiomethyl,
' 2-methylthioethyl, 2-ethylthioethyl,
3-methylthiopropyl and
3-ethylthiopropyl;

45

50 for hydroxy-(2-4C)alkylthio-

55



al kyl &m no- (1-4C) al kyl : 2- met hoxyet hyl am nonet hyl ,
2- et hoxyet hyl am nonet hyl , 40
3- et hoxypr opyl am nonet hyl , 2-( 2-Er?e 6osx"';/zgt%‘yl am no) et hyl and
2- (2- et hoxyet hyl am no)et hyl; for (1-4C)al kylthio-(1-4C)al kyl:
met hyl t hi omet hyl , et hyl thionethyl, 2-nethylthioethyl, 2-ethylthioethyl,
3- net hyl t hi tip%Omikykend 3- et hyl t hi opr o2yhydrbgyethylthiomethyl,
hydr oxy- (2-4C)al kylthio- 55 9 EP 046 kyl :
2- hydr oxyet hyl t hi onet hyl, 3-hydr oxypr gpﬁgﬁirﬁ%@rz;@yﬁ(ﬂﬁf,oﬁ?@h,
2- (2- hgydr oxyet hyl t hi o) et hyl and 2-( 3- ﬁyg’r XWF&WK%WB)%PW”}% or
(1-4C) al koxy-(2-4C)al kyl t hi o- (1-4C) al2ky3-hydroxypropylthio)ethyl;
2- met hoxyet fod {{Us@)EKBNY-(214¢)alkylthio- _
2- et hoxyet h EE hyl', “3-met hoxypr o%yl t Qxl oma;lhiyk”l bl
2- ( 2- met hoxVet iﬂ o) ethyl and 15 -methoxyethylthiomethyl,
2- (2-dPhoxyet hyl t hi o) et hyl ; for phenox@yethpxyeathpltbyomethyl,
phenoxynet hyl , 2- phenoxyet hyl and 3- phepeorydfpebpy1chionetigtl | i no- (1-4C)al kyl :
ani l i nomet hyl, 2-anilinoethyl and 20 2 h thyl
3-anilinopropyl; for phenylthio-(1-4C) 'f%('w‘,: oxyethy “%ﬂbﬁ%&ﬂ APBnet hyl ,
2- phenyl t hi oet hyl and 3- phenyl t hi opr ofy(2-ethepxyeshydthipletdg} al kyl : .
cyanonet hyl for2pitendiet fechaBigd: 25 3- cyphewxgmethyl, bophehddyefigioadd?- 4C) al koxy:
2-fl uor oet hoxy, 2-chloroethoxy, 2-br onpo erag%%,mB-ltl uor opr opoxy and 30
&;cﬁbl oropropoxy; for hydroxy-(2-4C)al kobilz PY2 2. hydr oxyet hoxy,
- Hydr oxypr&?oi‘}ﬂaw(!h’*@ém@%ybut oxy; apbkinpmethyd.apramidifogtyl(andiC) - 35
al-koxyen 2- 3CMIUINREBHPLY. 2- propi onyl oxy- et hoxy,

2- but yr y| 0oX I A Y Pr opoxy; for )
(1-40) ol ko DR Ap - RERMRAY T 0P WamiAlhomentbr 2sphonytiggertt
3- et hoxypr opoxy and 4- met hoxybut oxy; arér3-pkgnydshiopropyly) al koxy:

car boxymet hfogy cyahoc@l-hoyalRflioxy, 45  cyanomethyl, 2-cyanoethyl and

2- car ¥®xyet hoxy and 3-car boxypropoxy; 3-cyanopropyl; .

for halogeno-(2-4C)alkoxy: 2-fluorcethoxy, 2-chloroethoxy,
2-bromoethoxy, 3-fluoropropoxy and
— 80 3-chloropropoxy; :
for hydroxy-(2-4C)alkoxy: - 2-hydroxyethoxy, 3-hydroxypropoxy
and 4-hydroxybutoxy;
for (2-4C)alkanoyloxy-(2-4C)-
% alkoxy: 2-acetoxyethoxy, 2-propionyloxy-
g_; ethoxy, 2-butyryloxyethoxy and
' 3-acetoxypropoxy;
40 for (1-4C)alkoxy-(2-4C)alkoxy: 2-methoxyethoxy, 2-ethoxyethoxy,

3-methoxypropoxy and
4-methoxybutoxy;

for carboxy-(1-4C)alkoxy: carboxymethoxy, l-carboxyethoxy,
2-carboxyethoxy and
3-carboxypropoxy;

for (1-4C)alkoxycarbonyl- )

50 (1-4C)alkoxy: methoxycarbonylmethoxy, ethoxy-

carbonylmethoxy, l-methoxy- -

55
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for (1-4C) al koxycarbonyl- 50 - (1-40C) al koxy:

nmet hoxycar bonyl net hoxy, et haxy- caéggr%éﬁé Bi)xy, 1- met hoxy- 55 10 EP O
566 226 Bl car bonyl et hoxy, 2-mnet.hoXy- onyl et hoxy, 2-ethoxy- 5

car bonyl et hoxy and 3-net hoxy- carbonyl propoxy; for carbanoyl-(1-4C)al koxy:
car banoyl met hoxy, 1-carbanoyl et'hoxy, 2-carbanoyl et hoxy and 10

3- car banoyl propoxy; for N (1-4C)al kyl cagfrdomplechoxs; 2 hexhboycy :

N- net hyl car banoyl net hoxy, N-ethyl car bam)%ll nx?tlg N %-etho _

(N- et hyl car banoyl ) et hoxy, 2- (N-et hyl c S BENoTEI2Y hdxTeRY 3-

( N- net hygl car banoyl ) pr opoxy; 20 for ¢arhopyletioxy snis}-werhoxy-

car banoyl - (1- 4C) al koxy: N, N- dedebmpdbespolkyyoy| met hoxy,

N- et hyl - N-nethyl car ba h .25 -

NN et hyl c3Pb SRBRET S5 SBRHRL R i nEtRETTARRSANY) §serbagylethony,

2- (N, N-di et hyl car bampyl ) et hoxy and 3- ( N2t¢a@bamey}arhest Bathoy| ) propoxy; 30
for am #o- (2-4C) al koxy: _ 2- anB+taebdmo¥lprapakys- am nopr opoxy; for

(1-40) al kyl arg pQs (2- wlo
2- met hyl am norpé’?&‘ogg,ég%?%#?%ﬁnoet hoxy, 2-propyl am noet hoxy, 35
3- met hyl ani ndpripal¥pxind 3- et hyl ami nopr Bptskylcpghameylmethoxic) aj kyl ] ani no- 40
(2-40 alr;<oxy: 2- di Nedthylcagbamoplneokoxy, 2-
(N-et hyl- N- et hyl ) et hoxy, 2-di et hyl am ngeth s h&a@ noet hoxy, 45
3-di et hyl am nopr opoxy and 3 -di et hyl amgn%ﬁﬁééé&?rgﬁ?%-%’al kanoyl oxy:
Wryl oxy; for ‘hydroxy-(2-4C) al kanoyl 03y(N-meth@ldaybamoy) prepaxyy, 55

20 for N,N-di-[(1-4C)alkyl]- .

carbamoyl- (1-4C)alkoxy: N,N-dimethylcarbamoylmethoxy,
N-ethyl-N-methylcarbamoylmethoxy,

25 N,N-diethylcarbamoylmethoxy, .
2-(N,N-dimethylcarbamoyl)ethoxy,
2-(N,N-diethylcarbamoyl)ethoxy and

3-(N,N-dimethylcarbamoyl)propoxy;

— 30 for amino-(2-4C)alkoxy: 2-aminoethoxy and 3-aminopropoxy;
for (1-4C)alkylamino-{2-4C)-
alkoxy: 2-methylaminoethoxy, 2-ethyl-
: amihoethoxy, 2-propylaminoethoxy,

* 3-methylaminopropoxy and

&,a 3-ethylaminopropoxy;
for di-[(1-4C)alkyl]amino-

40 (2-4C)alkoxy: 2-dimethylaminoethoxy, _
2-(N-ethyl-N-methyl)ethoxy,
2-diethylaminoethoxy,

' 2-dipropy1aminoethoxy;

“ 3-dimethylaminopropoxy and
3-diethylaminopropoxy;

for (2-4C)alkanoyloxy: acetoxy, propionyloxy and
50 butyryloxy;

for hydroxy-{2-4C)alkanoyloxy: 2-hydroxyacetoky,

55
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"EP 0566 226 B1 3-hydroxypropi onyl oxy and 4-hydroxybutyryloxy; 5 for
(1-4Q) al koxy- (2-4C) - al kanoyl oX\p g 566 226 B1 : 2- met hoxyacet oxy,
2- et hoxyacet oxy and 3- net hoxypr opi onyl oxy; for phenyl-(1-4C)al koxy:
benzyl oxy, 2-phenyl et hoxy and- 10
3- phenyl propoxy; for phenoxy-(2-4C)al koxy: 2- phenoxyet hoxy,

3- phenoxypr opoxy and 4- phenoxybut oxys-h%roxyprofpm,lymyl 'mnp- (2-4C) al koxy:
2-ani | i noet hoxy, 3-anilinopropoxy ang ',' for
CPRRR B

phenyl t hi o (2-4C) al_koxy 2- phen 3- phenyl t hi opr opoxy and
20 6 for (1- "%)alkm‘y‘(z 4)- 4- phenyl t hi obut oxy; for
pi peri di ncalkanoyTosl:koxy: 2- pi pE-FMedhdi?ﬁehmw anthakypigroxy di nopr opoxy;

for norpholino-(2-4C)al koxy:

d 25
3- nor phol i opr oxy r..pi perazin-| @5&%%6 gﬁ?tﬂ%lio@?
2- (pi geraz ey 'éf‘h@)l?l‘% 3- (pi pePé‘Z XY s ?‘tﬁ"&{ﬁﬁl f or
4-(1-4C) al kyI p| perazin-1-yl- (2-4C) aBipheyylpropoxy;

2-(4-nmeth _ d ! . ¢
2 e {%&L%%ﬁy{pamczoﬁsmoxy aﬂoﬁphg,m;;?}ﬁz;g@ﬁ&ﬁ obo¥g ) Pr opoxy; for
| am no and

2-chl or oet hyl ami no, 2- br onpet hyl ani nB
3-chl,g)roprﬁm‘yﬂdﬂrim(z-f"ﬁiallkymoxy ( 2- 2Gpdlinpetheky,o 3-anilinopropoxy

2- hydr oxyet hyI am no, 3-hydroxypropyl a;m' aoangnﬂ,oﬂmmyl; oxybut yl am no; 45

for (2-4C ( kyl a

2- acet oxye ﬁ’%ﬁﬁt%y 2 l'?capl onyl oxye F?lthioet?xtv)htyryl oxyet hyl am no and
@f& acet oxypropyl am no; 55 12 EP3 Ulz*z@PB‘!?%ra“

- 4@ al koxy- (2-4C) al kyl - ami no: 4-phenylthiobutoxy;
2- met hoxy yg
2- et hoxyet%‘{%l %g%\{cyln%qrzrelf 8§<k>?p opyl ampiBeridHloft otxﬂo"mflipropyl am no;
3-piperidinopropoxy;
2 for morpholino-(2—4C)a1koxy= 2-morpholincethoxy and

3-morpholinopropoxy;
for piperazin-1-yl-(2-4C)alkoxy: 2-({piperazin-l-yl)ethoxy and
3~(piperazin-1l-yl)propoxy;

- 30 for 4-(1-4C)alkylpiperazin-l-yl-

{2-4C)alkoxy: 2-(4-methylpiperazin-1-yl)ethoxy and

| 3-(4-methylpiperazin-1-yl)propoxy;
for halogeno-(2-4C)alkylamino: 2-fluoroethylamino,
_ 2-chloroethylamino,

'&mﬁ ' 2-bromoethylamino,
3-fluoropropylamino and
3-chloropropylamino;

for hydroxy-(2-4C)alkylamino: 2-hydroxyethylamino,
3-hydroxypropylamino and -
4~hydroxybutylamino;

45 for (2-4C)alkanoyloxy-

(2~-4C)alkylamino: 2-acetoxyethylamino,
2-propionyloxyethylamino,

éo 2~-butyryloxyethylamino and

3-acetoxypropylamino;

12



for carboxy-(1-4C)al kyl am no: car boxynet hyl am no, 10
1- car boxyet hyl am no, 2-carboxyeth¥#gf%%ﬂu§@9 3- car boxypropyl am no; 15
for (1-4C) al koxycarbonyl- (1-4C) al Nno: '
met hoxycar bonyl net hyl am no, et hoxycar bonyl net hyl am no, 20
1 - et hoxycar bonyl et hyl am no, 2-net hoxycar bonyl et hyl am no,
2- et hoxycarb lLethylamn - et hoxycar bonyl propyl am no; 25 for
car banmoyl - ( 1?%)(ST%§T%&%'3:2M%%?'E§HDW met hyl ami no, 1- car banoyl et hyl ani no,
2- car banoyl e®Mpoani no and 3- car banoyl proPathariesylamino,  for '
N- (1- 40 al kyl car banmoyl - (1-4C) al kyl anm noethoxyethylamino,
N- et hyl car banoyl met hyl am no, N-ethyl car. gﬁgﬁ 1 NQ, 2-
(N- et hyl car banoyl ) et hyl am no, 35 2-(h§%$ﬁ§?%ér n%h??gﬁﬁylanino and 3-
(N- met hyl car banmoyl ) propyl ami no; for N, IQ—'&E"-"[‘E(PEQ%)"&%??I ] 40
car barmzll - ( 1fCratHoyxye(1+-40) alkylamino: N, Nachoxperhylaatdngnoyl net hyl am no,
N- et hyl" N- met hyl car banoyl et hyl ami no N,l%%ﬂﬂgﬁﬁgﬁmrﬁ)yl nmet hyl am no,
2- (N, N-di net hyl car banmoyl ) et hyl am no, 4
2- (N, N-di et hyl car bamoyl ) et hyl ami no and 23¢¥RONEFHAMRY ¥% bamoy! ) propy! -
am no; for am no-(2-4C)al kyl am no: 3-carpoxyprepydamipbani no, 3- ami nopr opyl -
?m' no) g g I4 253 ebieh ¥heRycaebongd- 13 EP 0I 566 226hB|1 for (1-40 ﬁl Ikyl am no-
2-4C) al kyl anj na; . - 2-met am noe amno, 2-ethyl- 5
ani noet hyl ani 'g?)%kﬁ%ag'r%??'am no- ‘et hyl arﬁeﬁ}oi’,"y%a-rﬁ%'fyh?%ltﬁ'n{nwgﬁ?’opyI - am no,
3 et hyl ani nopropyl ami no and 4- net hyl ametbpxyedabanylngthylanino, f or
1= (1-4C) al kyl Jam no- (2-4C)al kyl am'nQ:-methoxycarbonylethylamino,
=~di metzbyl am noet hyl am no, 2-(N-ethyl - y’-ﬂﬁ%%s@%oﬂ@i&hﬁﬁmﬂg no, 15
oet hyl am no, !

2- di et hyl am noet hyl am no, 2-di propyl amn
2-ethoxycarbonylethylamino and

‘ 3-methoxycarbonylpropylamino;
25 for carbamoyl-(1-4C)alkylamino: carbamoylmethylamino,
1l-carbamoylethylamino,
2-carbamoylethylamino and
o 3-carbamoylpropylamino;
A 80 for N-(1-4C)alkylcarbamoyl-

(1-4C)alkylamino: N-methylcarbamoylmethylamino,
N-ethylcarbamoylmethylamino,
2-(N-methylcarbamoyl)ethylamino,
2-(N-ethylcarbamoyl)ethylamino and

3}.,;- 3-(N-methylcarbamoyl)propylamino;
for N,N-di-[(1~-4C)alkyl]
40 carbamoyl-(1-4C)alkylamino: y_,;_{-dimethylcafbamoylmethylamino ’
' N-ethyl-N-methylcarbamoylmethylamino
N,N-diethylcarbamoylmethylamino, -
2-(N,N-dimethylcarbamoyl)ethylamino,
2-(N,N-diethylcarbamoyl)ethylamino
and 3-(N,N-dimethylcarbamoyl)propyl-

45

amino;

50 for amino-(2-4C)alkylamino: 2-aminoethylamino, 3-aminopropyl-

amino and 4-aminobutylamino;

&6
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32 di net hyl am nopr opyl am no, 3-di et hyl am nopropyl ami no and 20

4-di met hyl am nobut yl am no; for ph%y(*]-és]%gﬁl kyl am no: benzyl am no,
phenet hyl am no and 3-phenyl propyl am % for phenoxy- (2-4C)al kyl am no:
2- phenoxyet hyl am no and 3- phenoxypropyl am no; for anilino-(2-4C)al kyl am no:
2-ani |l i noet hyl am no and 3-anilinopropyl am no; 30 for

phenyl t hi o- gér 40) @)kWyasmine- 2- phenyl t hi oet hyl am no and

3- phenyl t hi gpr 1.ng, . for (1-4C)al kpxycarbanyl am na.

met hoxycar bg%y Zﬁlﬁg%ﬂg?hoxy- car bonyr%#lgﬁgiﬁmﬁaxﬁt?'gh@g?ﬂ’ 322 bony! ani no;
for (1-C) al kyl sul phonyl am no: met hapineathyemisan? Rsopxdanizo-

sul phonyl am no and propyl - 40 ethylamino, 3-methylaminopropyl-

sul phonyl am no; for hal ogeno- (2-4C) al ka?ﬁf?é&' g%@g%%n%%%ﬁ%%t i do,

2- bronpacet am do, 3-chl or opropi onam do an onam do; for
hydr oxy- ( 2- 4C) al kanoyl ami no:  2- hydr oxdrRedwasiasbutylaniaesoxy- propi onani do
and 4- 8§ dr ofybudiyf@niajalkydfaminod or (1-4C) al koxy- (2-4C) - al kanoyl am no:

2- met hoxyacz%?@%lﬁi%poxy- 55 14 z-ggme%migo%ﬁhﬁ;mﬁ&e,t am do,

2- pr opoxyac met hoxypr opi onam
3- et hoxypr opi onami do and 4- met hoxybut y4-4¥tef8yl-Ngpethylamino)ethylamino,
car boxy; (2- 4C) al kanoyl am no:  2- car boxardtehglandngetByant Xy pr opi onam do and

10 -dipro} {@m do; for
(1- 4C) al koxycar bonyl - (2- 4C) al kanoy! arf diprpP RRBRGERak

2- et hoxycar bonyl acet am do, 15 3-dimethylaminopropylamino,
2 é‘fﬁmxycar bonyl acet am do, 3- net hoxy cad-dbethirbamd popropyliagiinoa ae
3-et hoxycar bonyl propi onam do; for car bageydenyrantiobdtiiamfie;- 20 ani no:
2- car banoyl gcet am g(_) _3- C Lykiggg%l pr opi.onam do apd 4-"car banoyl but yram do; 25
for N-(1-4Cf¥l IP@T'E' rGar%Vi 19pe) al k HFB5YLaMIN0e: Phenethylamino“and 5
(N- et hyl car banoyl ) acet am do, : 3-phenylpropylamino;
for phenoxy-(2-4C)alkylamino: 2-phenoxyethylamino and
' : 3-phenoxypropylamino;
for anilino-(2-4C)alkylamino: 2-anilinoethylamino and
3-anilinopropylamino;
— 30 for phenylthio-(2-4C)alkylamino: 2-phenylthioethylamino and
_ 3-phenylthiopropylamino;
for (1-4C)alkoxycarbonylamino: methoxycarbonylamino, ethoxy-
carbonylamino and propoxy-
® carbonylamino;
&,;’ for (1-4C)alkylsulphonylamino:  methylsulphonylamino, ethyl-
' sulphonylamino and propyl-
40 . sulphonylamino;
for halogeno-(2-4C)a1kanoylamino= 2-chloroacetamido, 2-bromoacetamido,
3-chloropropionamido and 3-bromo-
propionamido;
for hydroxy-(2-4C)alkanoylamino: 2-hydroxyacetamido, 3-hydroxy-
propionamido and
4-hydroxybutyraﬁido;
50 for (1-4C)alkoxy-(2-4C)-
alkanoylamino: 2-methoxyacetamido, 2-ethoxy-

55
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2- (N-et hyl car banoyl ) acet am do, 3-(N-net hyl car banoyl ) propi onam do, 30

3- (N-et hyl car banoyl ) pr opi onam dozelpg § é,% thyI car banoyl ) but yram do; for
N, N-di -[ (1-4C) al kyl]- car banoyl 4 ) ? anoyl am no:

2- (N, N-di net hyl car banoyl ) acet am do 35 2-(N-et hyl - N-net hyl car banoyl ) -
acetam do, 2-(N, N-di et hyl carbanoyl)- acetam do, 3-(N, N-di nethyl- 40

car banoyl ) propi onam do, 3-(N, N-di.et hyl Caaéﬁa.uwl -prppa@aatamaio and

4- (N, N-di - met hyl car barmoyl ) but yram do; _met oi}p% Qs ( 2-4C) al kanoyl ani no:
2- am noacet am do, 3-am no- pr opi onam do an M 1o tyf am do; for
(1- 4C) akkyl ami no- ( 2- 4C) - al kanoy|3aﬁprropi°mid° and

2- met hyl am noacet am do, 2 et hyl am noac ei-a@ghdeybubprakbdo; EP O 566 226 Bl

2- | am
3l ny! am noBrogPRAT o Aa E%F%"HQQL?E% G, |,

-[(1-4C) al kyl ] ami no- ( 2- 4C) 10 al karﬁﬂi ¥R5°P ionamido and

2 di mret Wyl am noacet ani do, - (N- et hyl - N-geiboyytmeyramidozet an do,

2-di et hyl am Qo!af( &g; {1‘% t hyl am nopropl onani do,

3-diethylamn I"onam 4 di met h I am nobut ram do. Wen RL is
(1-3Q) al kyl eﬁé‘dﬁcml,ka@%%wgen at ons of '@& ¥GaEPonglafsy “E?(?BUpy adj acent

posi ti ons on t he qui nazoline ring. Sui ta-lat:lmxyednbwlﬁcntamm.substl tuents
whi ch nay be present on the phenyl ring \Q(Q%x‘%‘arbt?n %Haﬂ?dooﬁnd

benzenesul phonan do, R2 is benzam do or_on a uent whi ch cont ai ns
ari ani | i no, phenoxy or phenyl group incl Gﬁlépxyfiﬁm Fopigoamides ¢
hal®geno: £61 warbamoyl?l(R+4@) akkdndylonn; for (1 -4C)al kyl: nethyl, ethyl

and propy! ; fmgv\f] (1-4C) al koxy: met hoxy2 cg{.ﬁm&* @&q,,p,[d)poxy A suitabl e
val ue for en it is halogeno is, Iuorg? cgloro brono or

i odo; and when it is (2-4C)al kanoyl is, 5'1‘8’? agg%lﬁb?l&”% propi onyl or
butyryl. 30 A suitabl e pharnmaceuti ch-lclaybaao!ﬂépt)ablﬂbiosalt of a

qui nazol i ne NP dg dabBanob¥ention is, for exanple, an acid-addition
salt of 2m qu?ﬁgzl!oﬁ ng?acig?)f\?atl \?g of the,i guen |on Wh&bgﬁf) Sidd ficiently

basic, for eXAmf)elkaneylaeing:addition sa?'t 1°?6tfa"' ™ i norganic
or organic acid, for exanple hydrochl orz-dN-éb}’lmlmbwl:)acswié%rl c,

phosphoric, "tri f1 uor oacet | c, citric or mhe,ﬁ&hamagbambﬂ)ad@bmhmm, sui tabl e
Qhﬁr mac%yt Ically-acceptable 3-(N-ethylcarbamoyl)propionamido and
4-(N-methylcarbamoyl)butyramido;
for N,N-di-[(1-4C)alkyl]-
carbamoyl-(2-4C)alkanoylamino: 2-(N,N-dimethylcarbamoyl)acetamido,
: 2-(H-ethyl-g—methylcarbamoyi)-
&_; , acetamido, 2-(N,N-diethylcarbamoyl)-
acetamido, 3-(N,N-dimethyl-

0 carbamoyl)propionamido,
3-(N,N-diethylcarbamoyl)-
propionamido and 4-(N,N-di-
methylcarbamoyl)butyramido;

35

® for amino-(2-4C)alkanoylamino: 2-aminoacetamido, 3-amino-
propionamido and 4-aminobutyramido;
for (1-4C)alkylamino-(2-4C)- '
50 alkanoylaminos 2-methylaminoacetamido,

2-ethylaminoacetamido,

55
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5alt of a quinazoline derivative of the invention which is sufficiently
acidic is an alkali netal salt, a#EI 35 a sodiumor potassiumsalt,
an alkaline earth netal salt, for exarrp e a cal ciumor magnesiumsalt, an
ammonium salt or a salt with an organic base which affords a

physi ol ogi cal | y-acceptabl e cation, for exanple a salt wth nethylam ne,

di net hyl am ne, trinethylam ne, piperi gxmpymmha&emlw,

tris-(2-hydroxyethyl)- amne. Particu ounds f the invention
i ncl ude, for example, quinazoline deer%ﬁtM r%é‘ it rf‘t%l’a 40 |, or

phar meceuti cal | y-acceptabl e salts theBe&ﬁhylmﬂnopt:Opitooamtdy erd| usi ons

defi ned herei nbefore, wherein:- (a) ':]‘P'Q Eﬁ‘%"%@ Rl S
i ndependent |y hydroxy, (1-4C)al koxycar bon 5‘?1 C y ’ (1-4C) al koxy or
(1- 30 al @Feébd(éx@c)aékﬂllﬁm%@'(ﬂz e any of the meanings defined

her ei nbefa&gngylahi\ng.hl s section rel at qngin{ethmﬁihswe&@mmwel corrpounds of

the id%ention;” (b) mis 1 or 2 and ea S. i h XYy, am no,
(1- 4C) al koxycar bonyl, (1-4C)al kyl @i{l h%l W' ﬁw&wf )%ce'\! ide?

(1-3Q) al kyl enedi oxy, hal ogeno- (1- 4C) alzkyiemmmmmaéémidmst hyl is

excl uded), (1-4C)al kyl am no-(1- 4C)al

[ (1;40) al kyl ] am no- (1-4C)al kyl, pi IE);er thhﬁlﬂnﬂgoﬁiﬁn?mido,
m)rphofl no- (1-4C)al kyl, piperazin-1- yI&-d(MMﬂWFOPiORMIdO and
hydr oxy- (2- 4C) al kyl t hi o- (1-4C) al kyl ,  hydiuthyl Andehatyranydo.

(J, 4C) al koxy- (2-4C) al koxy, (1-4C)- aI koxycar gonyl -(1-40) al koxy,
C\i\/ am)yl (1-40C) al koxy, (1-4C) al kyl am no-(2-4C)al koxy, di-[(1-4C)al kyl]-

N0~z 2- 4 Gieh IO ¥6)(1 -3 Gk emsdionty Zhediijgah ktgaofieach, such group occupy adjacent positions on the -

(1 4C) al kainazelp@ +ifC) al kyl am no, (1-4C) al kyl am no-(2-4C)- 50 al kyl am no,

- [ (1- 4C) 8uitatle] \alupsior $he subSjtizeints whighimap be praseatC)ncthé pheay! Iringrivirep R' is benzamido or
hydr OXy - (bnzdr@puiphicaamidpl Bhis benzanidd or-on EF bubstityeny vhich Cpradine-en @9'|"!§2nﬁ"ﬁ@9xy arrhesyl and
R2 have areyp pfludehior exemplengs defi ned hereinbefore or in this section
rel atiang tbfrmgeﬂ%ul arf'qqm/@l'OfQ: Meds of the invention; (c) mis 1 or 2
and each Rer {1<¢Cialiafe pen@ethyl e PES’RXJ (1 4C) al koxy, (1- 30) al kyl enedi oxy,

hyd fon (ty 4°)a£fP>R/ methoxy, . .
nyar oy (2 e S e X % ﬁ&?;aﬂ 5 79 FSb0, Borpbasnp s fode and pjen
zﬂl&n IS, Kg e

C) al kyl % ned
ﬁé)r 6! ef or Slg)jd t? P]ha[lt of% az || e t;gg* umazgi' ine d ¥| Lf tfiJ"l?w o@ﬂé Q(gsex flﬁén of
chr gQ;e ' %ﬂoga lll %:g é‘%ﬁ cn (,)a F;gl‘giﬂé? hl@rf@ nﬂ:lrobromlc

J di | tically- tabl
[(1-4 %’lf %xﬁz’m 868 it i s’uﬁiéG‘r);tl 585 R)eh GRAITHbta sat, for exemplo
ydr oxy- (a2sofh 2Lt Nsh Q!Eallrge69arth ekl Qaltd P exdfpleBl calcium or magnesium salt, an

(1-40Q) al lsm%mﬁrzs %lsklﬁﬂ@-)éh%fyam@basawﬁcmraﬂdaB?ysiaagieau?eagcemébletdataonmaﬁdamgs
def) ned hegfti v ahéliyRmitio, tifelh{lbrfing; @trhétaming] Fibériaie. morpidinel arutia2-hpdrogbthyl)-
conpoundamib. t he invention; (e) mis 1, 2 or 3 and each Rl is independently
hydr oxy, anpafieyiaramydd cotypounds of ttie ;nve(nienéiﬁs‘)lab Kanexananid) quinezoliné ydivatbtgeeniihedqrmula
trifl uer aroepheonaceuticdly-achehtabiksalts théraof.-saighch ddhaxclusians defmpdihegjnbetorsdiy (1

- 4C) al ky| afta mJs 1 @i 2 prfdleach B' is indepp@ieniidyionnirtS)alisryserborylh fifC)alegly (IHE kﬂ’e! or

pi per azi n- {i- %ﬂ)alkvl@ne@@m@rtalﬂ kapdl p‘? avozany 19f theymeanings. dﬁem hegﬁ"lbﬁpfe or in this section

hal ogeno- ( lai®gp ERX?' °P'|"‘P9“P B'ﬁﬂ’b’ P" i s exglud

| 1 no C)a bonyl (1-4C)alkyl (1-4C)-
( 1 ?(C?I_?slgfg) A .|i ZPC gllo (1-4 r or 1 gded), (1-4C)alkylamino-(1-
% (|1 l%;o ino -4C)a|ky| plperazm-1-yl
Iko
Ik

nnrphollno

hydr oxy- (2 %ﬁ i&?’ |§( g
(1-4C) al kyf ho-(2-4c)
ani li ng-( 12 I )21%; |k29691919 \ Q)y é—lid) Ik

hal ogeno- ( [(1 % Er%&‘ gr‘é a::y fh d)r;aa. an ml%?y?r:

(1-40Q)al kOWsCs%EtQQFHI’ ind. 1 péridutar Adv Q:ISM ouRddf dP B MYentiént - 4C) al kOXy,
(1-4C) al kylaya i i99of 2arfieast #‘Q%Mdepdﬁdeﬁt(vlvy&@y%hﬂakﬁm 3Elalkyidicdiotykiydoxy-@Uc)-
4C) al koxy- Gikexd Ch ACkKBOHE-00)koxy, (MRCTANbXyéalboffT)RAOKRYY, carbifiyROXPakaeyAdl)dal(koXy,
ani | i ng- ( 2-48flkyalamneyR-4qpiogy: iadd Aand B2 Alvpadnk @K the nmaanipgsodefined- HeRinb&hral ok o is
pi per azi n- ecpibn eRting® pricolannoveh yampornds heli@eatiday | ami no,
(1- 4C) al koxd)-n§ & 1@y &l 4o leashi Riois indepepdentiyCpming,\Hydnkyi&-4Cakyla@)ind, Kiy4Qaikonn(2-4C)-
i - [ (1- 4C) alkkgmihe di-iiicrQ)alkyam)ino-(2-4C)alkylaminoy (2:AG)atkanoylaminag dydroRzAPréiplkanpylasnino or
benzam do, 3-phenyl ureido, 2-oxopyrrolidin-1-yl, hal ogeno-(2-4C) -
al kanoyl am no, hydroxy- (2-4C)al kanoyl ag no,
(1-4C) al koxy- (2-4C) al kanoyl am no or (1-4C)al koxycar bonyl -
(2-4Q) al kanoyl ami no; and n and R2 have any of the neanings defined
her ei nbefore or in this section relating to particular novel conpounds of
. the |nvent|on (f) m | s 1 or 2 and each Rl IS |ndependently hydroxy, am no,
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pi peri di no, norpholino, (1-4C) alkylt h| o, hal ogeno-(1-4C) al kyl (but
trifluoromethyl is excluded), cyampgy (?Q I kyl , hal ogeno- (2-4C) al koxy,
hydr oxy- ( 2- 4C) al koxy, (1-4C) al koxy ( oxy, carbanoyl-(1-4C)- al koxy,
(1-4C) al koxy- (2-4C) al kanoyl oxy, phenyl - (1-4C)al koxy, anilino-(2-4C) al koxy,
(1- 4C) al kox-4Crtkép)2-4Grhikeyibydamind0 and( w2 antCeathakiél Brgydf ald Méanings defined hereinbefore or in
hal ogeno- ( 2thié Ggctibrkialating liaparticolar ndveD bepipplinds ef thkoinveRticax opyr r ol i di n- 1-yl or 25
(1- 4C) al koxip} s 4Q) @l3kand eydhcBriisindepentently hydroky Rinitia vabaxpnuraido, (1HE)alkeaparbyy.
def i ned her widrokyaminoetriiuoromethdilyi §-4Gatiyii (IrMO)atkost, (13€)aikylepetioky, d 1 alkyfaming] di-[(1-
conpoundls ofChlkylaming, e pipérigine. (neprphalin.s plpetarin-2-yhné-(letialiyiRiperazin-1-pd efheRlalevithioy
hydr ogen, htdlogener{tr4Celiyl Kquw'f'wﬂmekwll is exgluded), (1¥Glakexy-({-4C)a 1-%9)?4 amino-~(1 40)

-[ (1- 4C) Yl '-é(w??akxﬂ?mloqﬂz@a&wkwefm"eﬂ 4Gy mosphigling{1- ragip- 11Vh@
rream ngs def@sl WQP@“@T&@P‘&%(&C Iy @a' ?%ﬁ'@@r(b@ﬁ' ‘c} 'ﬁhteg
h8 x Hlf @ fq (Ral Oamlmo ) yl %

| Y
nove corrpoﬂ &IS ﬂ oxy |(1

i ndeperl ently eyt m o t . “al% iy Ry " Iaﬁ Ve

(1 mino-~( -4 )alko 4C ammo

any, of i Tl é@ fe ewf%@i pne il o

particul ar bl ¥|F| o- C&I Sz -yl okf hm ( =4 £| Ia h R2

i's i ndependghiiao ro MC)a Qc)aﬁd;lé alky 9-4C)-

Nitro, ;6Yangiyirol )ﬁk&ﬁWlam:& Chefafidd Mifeide. )é o Ein%ﬁnﬁaibﬂ&o gf;(i;)ned

her ei nbef or gkaRylarmiihol Fdfoxss@UCkafkBnogiamino, (I- @é)aidm@ mwﬁwémm bP1-4CRKBlycarbonyl-

conpounds  Of-4CjafkarioWeifins;i A8 n ahd (2 BERY dn@ bf ARG definet HBreinBf&r8 ot MMthik Seclion

qui nazol i neretrgity parficuiar bl cohapoliits BLthéintentiddgr ein mis 1 or 2 and each Rl is

;\Sjependenttf)ynh)sdnomyz ameit Bach, R'e tsh jrdepenashino hydroxg) laminy, oride(e(1RD)alikeadarbonyl, N
1 and R2tifiwromptioxyg GPAC)HIKyLI (1-40)alioky, @t-8C)alkylonedioxy,i (0-dC)alkylamtivy ldi-[(1F40kalfdminoor  a

phar maceut i peeritiye, aerphplinab(i #Chlky!thioabkligenoc(r4€lalkt (tuh sifladmethyDis eacledeit cyeha(i-

4- (4" - chl or #2alkyl.i heidge®-(RdC)alkoy.q hydiexy-(3-4Qlalkoxy, (1-4C)alkoxy-(2-4C)alkoxy, carbamoyi-(1-4C)-

4- (4" - chl or deny.| (46t %ﬂ@%ﬁw‘mzmﬁwé -4C3plkayyi |anifing=(&4C)pHecech (1fGiaterd®#@e or

t he hydr ochfleflamine. @:ACalkenpyiamie. lyhaengi?afﬁ)allfamylag\lnp; erPhABYIvreIde: Fopxarysalidinrlant OF

the hydfoc h(‘ yCalkpry(2-4Qplkanpylaming, pndyp andaBY: l‘aU%I éEY of ghg mPaNIET d?i'l“%‘f Eﬁ"?"é’&“(?o‘??ﬁ'bund

of the inveliisisesion '?'aﬂ‘gdﬁPW%'G'l ’?°H% °’E|E9°P'!Fé Btidhe I?@ é

i s 6-hydr oxg) n¥ E‘g_’q %“‘c % %’qy °9r?E' 'ﬁ e"° v: ?Wgﬁhy' 'B"% i %%ﬂ‘:‘e)é

.-7.- met hoxy, ofore or| t is; section’rela rtlcu ar veF m e%elgtlon)rr%ﬁnw?

& chl ogo, 'EE 8 f@%ﬁ gi} ol 5 Al ﬁa%f B v

aci d- addi t ned Porskefole o E Sl .ng up el omax% hd on

is the follg |ne derlvatlve o

phar maceut i G)eﬂ @@%9%@@' 1 ifinidlortiditly thy %eﬁ%yﬁro&ﬁ%l@déﬁo ’mﬂEcQomethyl amino, nitro,

6, 7- di met hoﬂénélor(@-dfc 11ahk 3R ahd AONaNS! byt d Mbhinings defined hereinbefore or in this section

6, 7- di gt howlatifly tb Barticular K& brhpouitd Jofiié Mdshldnl Ne, 6, 7- di met-hoxy-

4- (3" - br onoamprefefiét) cprhiptiind f thé fhvention is a quinazoline denvative of the formula | wherein m is 1 or 2

§_7- et hy laadexdh BXiy indefendentiyEtlybigkya miethyl tyt] dieth@zDdthoxe or methylenedidoxy - 4- (3" -

met hyl ani IniisTo3ngjuR? isctsydrogemefjuord; diloely; broyie,dedp,Ihetipbériegtytani | | no) qui nazol i ne,

6- met hy| - 4¢ £ Barrmesbdtivdilp-acchptanls) atidiaddition| saihibereot;

7- met howy @xnebigthat| 4-(4'-chigroanifinp)-Brhetimixyquinesolingi fré-clilareapilinop8-hygdraxyuinazeting draniling-6-

conpound @fethylgeingzelipe A theyhydroghieride gt theresf mq!e*—aa@mwa@waoxmummner @ thehweoghlo-

wher ei n mfifesal therpof 259 °X2'"ﬁ‘?‘|1d each Rl is indep endentl dr oxy am no

net hoxycar bdh 'lthef prelp yi"heﬂ’é’f‘ I'sa‘é!’f fine % %

met hyl ene ?f ' hc)r lfr 8i hog'f’ Ay ‘H’yT meiiyh, Ql’“&ﬁ‘f”ﬂ!— "W'Wﬂ’ Wf,

'\P\ﬂ—"hn

<0

2- hydr d%- ) droxyethoxy 3- hydroxypropoxy

2- met hoxy ﬁ'gl ble %Lad A m%< ofYPropoxy, 3-et hoxypr opoxy,.

met hoxycar

EP 0 566 % cgiﬁ,t eytg:ég%\ggé 7 Jaﬂié alt% rquﬁl)()wmgn noeglﬂg J:Iémétpgéﬁfhe fgrmuy or

2- hydr oasy%tv SR (3"-rAsthYiAH ﬂn%&iﬂfaﬂﬂ %rﬁcnpemozy AR EHbfoanikid) dnmézaﬁnenemlmemoxy

2- et hoxy ety lpamoRAino)qunaIBindl OX Y OF-RBIAYIGHBHIBG4-(3'- ﬁa@kmmﬁ)ﬁmﬁ&mbam Réhethoxy24-(3'-

di met hyl andetwRiithgjgaRdzoime, 7-hyddiyet-BYrhetiianitidibzaliie Emethyl-4-(3'-methylanilino)quinazoline

3- di et hy loayrmemycHmoha# (B enethylariino)dlifdz6iyé.am nopr opyl am no, acet am do,

pr opi onam doA fuhenpiefetud/ conpbundiothhe Dwenllonais B uiyeadlias astivaiive ofthe formula | Whedsin & iand

each RZsi 9r i2nahdpeoid dhtis yndbpendanty hydndxgr amind rrostmxycaibordyl, Lethogyearbényl, ,methyt, Fejtlyl, or

et hyl ; exowfioxy; letibxyd methylensdioxy; difrinomatbyl- Bimaibylérainopsthyin pipedazimeyienatiyl, 2-hydrox-

4- (4- chl orvethyithioingthyl- -hygudxvethoxyui hbydkyprapoxys e2-mathoxyétophpd ;2-ethoxyethoxy, 3-methox-
ypropoxy, 3-ethoxypropoxy, methoxycarbonylmethoxy, ethoxycarbonylmethoxy, carbamoylmethoxy, 2-
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‘or a‘*pharnmaceutically-acceptable salt thereof. A further preferred conpound
of the invention is a quinazoli n@%ﬂ%ﬁﬁ%b’(e of the formula | 10 wherein
(Rl)mis 6-hydroxy, 7-hydroxy, 6 roxy, 6-amno, 7-am no, 6-nethyl,

6, 7-di met hyl , 7-nmet hoxy, 6, 7-di net hoxy, 6-hydroxy-7-nmethoxy,

7- hydr oxdimdhyaiinoatnoxy, @-dlettipiniitiobtoxe,di Bh¢droxydthiiamiiy, d r3enyyrestypivbylantiit, O 2aaristhipt- ) |

7- ( 2- hy deethydgreind) OX Yy ) 2-6thorybtingatyino, 6, 7-Fneticydngpgaming.et ho8thpxypropylamino, 2-

6- met hoxdimethyfaghingethiamninoet hox R)djethijlamipeatiylaming] met h@xiyneylanindpopylamino, 3-

7- ( 2- di rdithylaminepropyiaminoxactafideypidpioramidog2-(nBtheryadetanide bharbthaxvasetpmide- ac- et ani do
or 7- 62-mief ook §ndcaeheiitiisiinjepensantly fige9, [chipre,| brgmp, tifluofdmetylometlyl ocethybr o, 3" - br o,
3' - et hyqxcep'?, that ‘F'W'FWB‘IMWP“’%QW%"Q 9'ldLr‘tJ(40°h@an'ﬂ'\"‘I°X'$'fﬁvéf°6\fﬂﬂ'E'ﬁ9¥"° a og

phar macetdP¥al | y- accept abl e aci d-addition salt thereof. A further preferred
corrpouncf”éiph %F"Ptl"?elh!r‘i‘f"feBﬁb'??" h"%‘? nazoline er| vative of, the for rruI al

er e| n "ﬁ?rfcfﬂfm” onti % ‘ﬁ Vil ula o or
V\Ih l [5) ?X g‘ metht( ;dényf}iy -?( m yl@n Qh oxg

‘ot f I e ef ed'o (2' ‘}:Yeth “sal t
A d % fn

t her eof . a% y a% Yg rﬁr&gﬁ 1ja m&) Q

fol I owi ng, 6%(9 e{l\gxy ahmYo% 'af(da( 3 ,5‘3&{ '*br -methyl 3-tr|ﬂuoromethyl

phar W%C%iltq,‘.ﬁ laVeiRorRihabl € aci d- addi t | on salt ¢ hereof:

6, 7- di mej méceﬁt%awta&eglau@ammw @tiroleB©) qui nazol i ne,
6- hydr oxy- Knma&rfwraraéc nepouridEst thi irdéhitibr 18 @ hGlhkz6A8 Bérivitive of the formula |
7 hy dr oxwhef@in(RY) 58 83amiho ( Baminte 6-(ByrhaiivixyettyRgniby, 6+actimidd®r 7-(2-methoxyacetamido); and
7- Ani no- (@) i3 3-ahetoh§mmihyl or Betifyaiomsiny] | ne, 6- ani no-4- (3' - 25

hy boa nor laiphasnepeitivallyekdopiable acidadditbmsalt thefedf. - chl or oani | i no) qui nazol i ne,
6- acet am dé-furtheGsperifit brglemed tompoynd of) theriaveation e the following quinazoline derivative of the
6- ( 2- metbrowipdtong pPharnaveyticallyaceptahie spjd-addition salbthereéfnazol i ne,
7- ( 2- met hbsip 9!&%‘&1@% m@%@“"'ﬂ?&'h%‘ﬁm IQ'WQ'PIS}U? ﬁ@tb‘l}vﬁ@'methvlanﬂmo)qm"320""6
7-(2- hyd'f"w' é!t'?t@ﬂ%xv'd’(?rﬂ%?gl""&m Bazolwétw'@rﬁ'@ r'PRS')V&G'i'W?BEB?ZPl'{E §pmino-4-(3™-

7-(2- ?Fete%‘ﬂ M‘Xh g;g’;f@%’ggaéﬂ?‘?l no i?ﬁ‘al'ﬂ%’?b‘l il HEethVJ-‘i;“%‘_'l?Pt her
f 1N I
Cor mul & et T e df° :? LA V'?“%'“?’?Pd’éi;z‘??dé’ht %ﬁ}‘af oxy.

ani no, U‘f"g‘k étf,er s % Zi!h*,{?,%r “mw cau.nazhe,gxémat. Y SR ATRO:

Qi 1y ;ﬁa; i %’m me ar .aoo bSO RS
but oxy, el Kﬁﬁﬁg s&B‘XnﬂuS‘iﬁXt el ethy g) %ﬁ %xv fﬁox;
di met hyl Medl n8di&:Y Om lﬂﬂﬁd hglgmlnmlmet I u{o th dino, mor-

I

et hy! t Nl hoivf! TR, Y bty 10,0 ORBRBLY HbroRBAREY RBhS ot masﬁ meamt et
nmor- p %hbummahﬁw.peraahﬁ@rnﬁmy ety ST dthyl, R QR IR0 X HytRséytthiomethy, an-
met hy ket hllﬁéﬁiﬁﬁ'\f\yiihenyahﬁ}b{éﬂyméyﬁhhéﬁ\w Hordibidily, 2-Rdroxyshoky, B-RRiiexysiydoxy, 2-methox-
phenyl t hjemaRi 2sthoxyetiony O 8eththlypropoxid I SRR DAYy, methBychrisonyl@btiexy.ysthoxycarbonyl-
@ydr O Xeyigationin GéNpamaintaitioly) 2-dinyettylamingstholy, 2tdisthylainbaboyy, 2dmatimicfadetysy | HRsoxy,
3- et hoxyganipasthexy, 2evideddtyethody 0 2 yomhdlihasthyxy, @t(biosazinelFyil)ethoxl.- 2-hgeitdrysthylamino, 3-
car banoytiydwejporylamifs, di 2mtthgdetivlantet h@ejhoxythgarsindy | imethawprbrylamino,  3-ethox-
2- met FoXYPERPEEOIRY, 21imethylamingethylaminni |2rdirtferiaminrsthyiaming; Fedimethyiasinopterylamino, 3-
2- mor phofiathvisenineereRylangno( prefaaidey Pfﬁplqnawd chengerydo, ?PWdF’@ﬂ?&WVFO&W° gox-
hy dr oxy p¥sfRlifiatvh hyd@g?ﬁé FigR2Pet Wmtmdo or 2-athoKacajam T’%

3- net hoi%g ‘Féﬁ’ﬂ Pﬂ?“ R 3‘5 E‘E‘?PGS&"*’“‘WO"V%P%?‘F%"HW byome F‘Pf?'l"ea‘h\f' rﬂﬁ‘&’c A% no,
2-dieth nopropyl am no, 3-

di et hfﬁ %:% 8@,{%}% ani(l)no 3 p%%@;::alé;l:; Qnao BN hgq(?daalpnopﬁﬁyglyfoxyqumazolme are ex-

3- phenyl a opyTF

2- hydrox nis 1or 2
and eac i‘\" ?rl}rggp LN éﬁé&i‘%ﬁot}?ﬂﬂ? %:S’rﬁw éﬁrﬁlﬁg Q&ﬁ?ﬁgggitﬁeg%%%ﬁlhommethoxy 6-
trifl gor Q8w By dimdthyi rGQneﬂW'?Qnet .y dm‘%fh V-L'Jleth 6hydfbxy-7-methoxy, 7-hydroxy-

phar Mac eglinbthekl /aneacombt Ry, &-ariol7- rﬁéﬁﬁ‘ﬁtﬁ@ 5-amfhs SR métm 6-methoxy-7-isopropoxy, 8,7-

4-(4" - Chrh&ﬁﬂbi\@du&xly N @)7=othyBRdlany YEitinBiviaming) 65-métbxymethyl, 6-(2-methoxyethoxymethyl), 6-

4- (4" - chdyaromathiyl] 7-AEydxyasnobtyPe-shemion) A8, Dik(B Ry dedxfetidXy), 6 Ruibiidxyetholy)l I6trhetiioxy-7-

pr ef er r e@d-nethoxyetiog), & 7-di{Bmeétimntgtioiy),N7-{2cbramogiioxy Pembthxg, THenzyla@dGAnottoky, tBH2

f or mubs rhethdxgattalaminp]R1 Blacetanjidd, S 662-thjathracetamido),- By{eHmeihyxyadsiamidd) hyrd r BE@ymethox-

6- am no, yagetamitia)oandoRik dé Hyrirogén,t 4'flfidras ¥-chicea, HRrpmo,63".45dichive, [#fluprotd;-ghiade, B2t hy | |

6- et hoxtifluopmeibyindr-fiyoro-F-trifluetormashivh @xnjtro, &-nitrordl-ehiorm Rynitrott-fiupedran Aymethyiret hoxy,

7- hy dr ox§-2 pharmageniiplly-aceppighie gejd-gddiien saliereot- ani no- 7- met hyl t hi o,

5-am no- 6, 7- di net hoxy, 6-nethoxy-7-isopropoxy, 6,7- methyl enedioxy,

6, 7- et hyl enedi oxy, 6-di net hyl am no, 6tgret hoxynet hyl ,

6- (2- met hoxyet hoxynet hyl ), 6-.cyanonet hyl, 7-(2-hydroxyethoxy)-6-nmethoxy,

6, 7-di - (2- hydr oxyet hoxy), 6-(2-nethoxyet hoxy), 6-nethoxy-7-

(2 met hoxyet hoxy), 6, 7-di - (2- et hoxyet hoxy), 7-(2-bronpethoxy)-6-methoxy,
benzyl oxy- 6 met hoxy 6 (2 55 et hoxyet hyI am no) 6- acet am do,
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or a phar maceut i cal | y-acceptabl e acid-addition salt thereof. 18 EP 0 566
226 Bl A further specific preferre of the invention is the

fol |l owi ng qui nazol i ne derivative ogpﬁ%gp%%ﬁl al, or a .

phar maceutical | y-accept abl e aci d-addition salt t her eof : -

4- (3" - chl or 0oa4irtnbd spREMRAfoirdd0domPounid B BRRLIM@NIGH i the 2eNbWiRtE quinazoline derivative of the
4- (3", 4" - dbrfila 0o & PharhdeSuticAly-Eccdptabis SARPAAEONAE Bbredte,

6, 7- di met haEYyehibrot43Huorbahikndp6)T-timBaBgxgquinazoling, i N ei-(3',4'-dichloroanilino)-6,7-dimethoxyquinazoline,
6, 7- di et hoa@ydifetiaky-4+3hitrydnbing)duinazing, i 622iothoxyd;(3"tethglaliim)uidez§lds,- 65nethoxy-4-(3™
met hyl ami | metgy)agilinolrminedolinae 4-(3l-chidoantihd)}mathaiiquinazdling.- BEphyengdiowyric(3' aethylanilino)-
6, 7- et hy| eqvineioliney 6mir@*7-magioky4-hmbthylriiino)apinazelineo |4 (Plenethylanilino)-6-ureidoquinazoline or
6- ani no- 7-G@methegyethoy@ethyid-@yhelmilaniinndguinedolingz ol i ne,

4-(3' - net hyl amnhqar an@d mommﬁ inyertionis a gyinazoline derivative of the formula |

6- ( 2- met hcm@tnh n%ﬁﬁww-ﬂ pysiroxyref YAoK, iGrany u?ﬂ'aweyl ¢ lﬁ@d° RtvflfoPﬁgPW &-

pref err&d ’B ‘?S‘PV' W’Pﬁréﬁﬁhﬁ’ﬁ’ §d'§‘° Pn&Zgdieth -f 0 poxy-
formula | ‘?/\’i‘i%t fihig, '(TF" -7-din /. 1SHIY %;
7- ani no, 6- S{"y'a’B'" g aH)S;I i'; ) :mzzl
6- met hOXy th . Ithlo m i %"gé ey, B‘ okye M‘ 4{2
/- hydr O §m % r%\ étﬁ’o ethoxy), 7-(2-
5- ani no- 6 ? rﬁ&eﬂiﬁ Qifn\éth dtr% r6 ?-%t)‘oxy aml“? ﬁy '6X6Hzamido, 6-

6, 7- et hyl brBat¥tamido)TBX éjﬁ{t AXY Qtamﬁo)m? k. h@tﬂ%x%beta |d Qrﬂy&@gen 4'-fluoro,
6~ ani no- 7- 3-@ﬁ$r5‘)’é BRMA03" 45qidhdkd) Q%1678 13RdHoro, B*Hfiuersmemi!] %lf' fluoro-3 trlfluoromethyl 3'-nitro,
-'("2- met hoguperb AR Mt M-iuBroGy @Rk hy| | 6-methyl - thi onet hyl,
henybd hér@rphérfsideuticalk~dccbptame E@&-HdﬂttihOé’a}t)heE%oﬂEt hoxy,

6, 7- di - ( 2- hydrioahge sgecine/ preferréd {otnpodnd of ifeOinetion dx Yhp, following quinazoline derivative of the
6- ( 2- met howyretah Qxgt) a Gphamiabeutigaliy-accatabiat hcdcgdeitiibyo xsgl) | thereof:-6,7-di-(2-methoxyethoxy)-4-(3'-
6, 7- di - ( 2- methyispitigodquinezolije,  B-dinidthylemippd<3'methylnildo)awindzeling, or  6-benzamido-4-(3'-
7- benzyl oxyetidantiodiiopzoli®. ( 2- met hoxyet hyl am no), 6-acetani do, 6-benzam do,
6- (2- cP or oAcevinardliefo Yerivgive 2f thet fermuen b car aPbRryaceytically @ccopiahin Gall thewplamay e,
and (R2) n Rrepareg iy e mrocess ey 19 be Zpplisgiesio dhe myeparslionef chemically-ppltad) Gempounds. A -
4' ~f | uor o- Syitablehpragess isg for temn'md\uawpf' myﬁhawseﬂk lnu‘af Batent ’iPP'f°P‘f°ﬂd\'°oﬁ%'i3 Such
3'-nitro, PMocepses. rv@ernuseﬁ Fq)qrgparesa qu nvafhaea uI |, 0 rﬂa’k ?', II);I ble
Rhar maceut AP a?!& ‘E"!&’Bﬁ’ ésaE' 3 nfe tT'?(ﬂil f"f’enf"ﬂ'e?'gj e Tﬁd[ %t % 8 ing

21[ eI ﬁ{ar%r%@éﬁf ';%:“"“ °ré %ﬁ{%&m %;\r’w %’rmu i hien 4 aﬁa? Yrﬁﬁer@ﬁre:}rzn e' Ve

= &9
2_5

t her eof : - 60 ;gd Ug nzeng RacdLib a|s .
d Alt | ial
6- di met hy g K’Q 54 {on ﬂ%u&% AHRS: e it g ﬁrd#a %Rl sﬁ'zrs :

met hyl agy Iéh% gui nazo | ne A quinazoline derivative of the fornul a

|, . or a pharme%aaﬁﬂléoweﬁ@ﬁ?m b bRsshed b 4 SufEbRase, wqmzdnﬁ@&ameeﬂmw IR Y
p{ocess know fefeidaflerAiiréirs 2 aRtidplacdable gldls WA i nfie GfineGbraTl 0al | y- 1 el at ed
conpounds. A sNisiiblb Qisplicsks§roupSz isf 0F exampl Kalogérb) alkbky, alyey drsulplvatiotygedlp) N
UK Pat ent Apg exansle ©ehlo) brom0, 3adltiddy, pfuncty, jpstbamesuphchyloe tolusae pHsilighomozp groep. a
qui nazoki ne deA isvitable BaseOs, fdr leganiple; anibrganic, amine kspireh Bw de wkanpie, pyridae,Adutidine 2
sal t t her eofeplidines 4dimsihyldmidorysdie, frighylénaine, inomheling Nyhethyiraorphalinerer diezabigyatpled-G

i |1 ustrated upgectasef @l foowkamplegen akaliperealialineagarty enetak aarprinate or Mydiprideh for grmples
ot her wi se stsadiw carbenate,Rotapsiushepriipate, sgleiura pajbenpte.spdiurp bckpide or RAERFIyTR fydroxide.

her ei nbef or e fBPe rpacof ﬁa&’gP’P'Pié ceré?q Quiin {he RS?se'que“fao?‘ﬁ'ﬁH'ea'"P” sweteg Jiluont, for

starting® nateé?“f' §" ﬁﬁ"g‘le hag?l EP;QPld'S @f g vl e Ig§£nated
chemistry. 'Isﬁhi( YhQS'F{“’oqhb % f%{g‘etm g’ esé"&fﬁs

t he accorrpa 1t| frolidin- @ oXi §|I fliﬂeg F-
e Al g ;gé FQ"%’& ai J"é,?s "3%1 g YZJ‘@“ fuf b”?g
ar e VVI t nar n or én ? e re Ct 1 Oon,

conveni ent | y i Bod J&ﬁ‘ma{& So%ﬂgﬁve%h 8 forind ﬁhéyeoe%&ﬁ.ed f?Jm m.s%caé%mhmmgi tnd P&
formula 111 da88lr Sbthati ﬂnQ&B&@J ned RS Rk offa &at with the BBl BERE RirRuldR 2 Uersiffi 2 D
an ani | ine Ofas tHadGndafihdltiAed héreinBerdrd] Whdn! i€is dbskbd RCBRR tho BeMake #or fhe sdiDthe salt
exanpl e, a hadydBeeaed WMheiiablodat £ KMinad hei6ILRIOR USG % Yor@erbral procturexanpl e a
chl or o, s&r ong) Fordk pedictioP brams yompdiids aNtRS 1ol wbreis \R! 6F R? is hydroxy, the cleavage of

t ol uene- p- s quUnarolineCdoyivaiiveat he fofidula | whereinR'@tR iapHE)dl@se 1S, for exanple, an
organi ¢ am ne lEsaeasageireartion rayrcoavesinmly e caryied dlit b any2ofGhd ménydiroredurasdinbvindione,
4- di met hy| ansughop yrenstbirmadion. tThe esabtioh amay rbe, caniied pitotor examplpl- byetrdatentoef Sieodiuinazolios
di azabi cycl o[ 5. 4. 0] - undec-7-ene, or, for exanple, an alkali or alkaline
earth metal carbonate or hydroxide, forqgxanple sodium carbonate, potassium
carbonate, cal cium carbonate, sodi um hydroxi de or potassium hydroxi de. The
reaction is preferably carried out in the presence of a suitable inert

sol vent or diluent, for



15 « exanple an al kanol or ester such as nethanol, ethanol, isopropanol or
ethyl acetate, a hal ogenated sol E% %%E qqs nmet hyl ene chl oride, chloroform
or carbon tetrachloride, an ethe % et rahydrofuran or 1, 4-dioxan, an
aromati c solvent such as toluene, or a dipolar aprotic solvent such as
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be obtai neshrribd ounirt thé pregEncece asuitahle tirlea séieenhor aifiuehtes dbfined hdyeiniefogs and |at ®suitetle vel y
it may be teipeatwreds ilustratércin therancomparaing Ekamplest h t he acid of the formula HZ
wher ei n Z (e thaeradection efghage £ompounds of tae fetreuial vehereinfitl ror RY isjad1-d@alkwisulphipy or
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hydr oxy, t$Phipyl @adjerguehonyl.fo © §ydregan pEPAid9 '1‘?‘?/38"’ dpuch
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out by any % hi Ky
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C\gjav age I @fdel hiikingtgert MY 818 Bdlbsed, 16 dxahipld’ d08idm @k potashiGrh nRiepérdliAe, chiweniently
at rent mfa gobe sebnNsLEw bs BRtiEadid Sradthandl. Mivlibedpireciatetl st whbhi Bicompsiind bfi thal | de
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(1- 4C) al kynitrheagpgyngihan ipgst solvent or diluenjjas defined hoyginbplere in thg, @?ﬁﬂcﬁ ga SF'Eﬁb"*&F&ﬁlrp | e,
any agent RaRMrhsuch a¢ palladjymp °‘f B'F““t“ﬁeA WP?!&?P'F’BH regucip FQ?“’t 'u?’:ggﬁ"?r)g" tP r
guj phony! , mﬁfe'rs"%fk fivated jy jng jron F{Wﬂ%’ g 2 il ‘% °"f’ o 23
SELR RopermesH AR e KopoliRdn pickry S u;lm? R AT SR o o
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10 _a suitabl o saioeesliatig agér etk oRMBB, M afdht kiole et bit RF the Qcyldibh 6 dafiror 61
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sodi um or paltedei exampletaa(leiClallceycasbonylothioddd, dmtheypresence df ¢ suitahlg base 08| detined
such as acbarpiebeters. dFop thecreruplion . of [thosevicpmpayrds o§f Jhes frmuia 4 wheraip Rire nreifoc®hound
of the for Reandurpide @ auiigblej agyjating egentyis) fan expmrle (2 #Nap) fo P@ﬂrﬁ'e a8 afkalipatsl &?"atPt
may befobt SiRE WFuBGrEnFie; Bnfoppxample. g fspeya F@nﬂich ?H?gs %_n he
conpound a&cHtien is 5%"%“1 'Hé SE'BP'P 'ESB‘HYTP i"tﬁﬁt fon &?ﬁ PorRHY® For

h d ’a?ﬂﬁ WA h
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out, for exarlip ale)é{kyfal ¥ E&ﬂﬁaahbleranpﬁ ot IROWrHh kRt r el uauoh bPhyarRPEUNd
in an iner tsQlov Sbistitba Skdx & tior e SGTatichesl afo a6 BRANAoSor sibsiifdRd RIKPERIAS %orOf &
sui tabl e ngjk pleCaRt Ve isulsticiad %ﬁylﬁlﬁlldh&dﬂ kBBl a H1-2)hic Bhloride,fBrsnidesr isditetonlal e -
reduci 89 agébatiuted® (1-4Q)ikye $AGHIb Coromide & liddida MAthéPlesdnes WE R sURabRC bdsk ads addfineti ON
(produced Inyremiutdns, g a istitable FRME6IVent\bIt dilusht 88 Hafihed iedinbbio@rand Bt @empaittresuta as
30 hydr eanbsé, ¢ iexanii th)to 14U1GSconteniontyabormb@ ambiant tengeiattd. on may be carri ed
out by heating a m xture of the nitro conpound and the activated netal in a
sui tabl e solvent or diluent such as a m xture of water and an
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‘al cohol, for exanple, nethanol or ethanol, to a tenperature in the range,

for exanple, 50 to 150[err]C, con 'Bféttézﬁ gt or near 70[err]C. (e) For the

production of those conpounds of t romula I wherein RL is

(2-4C) al kanoyl am no or 35 substituted (2-4C) al kanoyl am no, ureido,
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t he acyl atigouwpof am no to acyl am no, for exanple an acyl halide, for
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brom de, cohveqePrepenying Bampleee presence of a suitable base, as defined
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subst i t ut edvgsidiutey wittk 40 mi tiepes bufiaigontaining 04 BalbranofT100010% glyasrsl gnd 10% RMSO to
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am n.e’ al CO uT - Ia ?Z%\ l“lex’ture 4% WI-E % ﬁ tonX in
aswtable }: d%fln Feln re an

tenper at Ure ' "}h %8}1 61 a8 adddali8 b hdst orf é’?JUt-Erg‘hb |)aakd or
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qui nazol i nemsharel WalihdlBatéd atl3BCCTig 15liRutds. The piEpHofyfflon lebctibP¥ad rmiifatdaliyahdle
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20 of*the Rl groups is nitro,-are not onIy novel but also active as
I nhi bitors of receptor tyrosine ki %ordi ngly these conpounds are
provi ded as a further feature of he ofventi on. As stated hereinbefore the
gui nazoline derivative defined in the present invention possesses
anti-cancer Rédeptur tirgsindNirash ihibitoR WaLdeRdiate@as¥olione- f rom t he receptor tyrosine
kinase inhibitory activity of the compound. These properties nay be
assessed, for exanple, using one or noggy Qf Lrga) procedures set out bel ow -
25 (a) An in vitro assay which determ nes the ability of a test conpound
to indbit the enzynme recéﬁ)tlﬂhﬂiiﬁ%l-neﬁﬂ nase. Reteplor tyrosine kinase
was obtained in partially purified formg¢rom A-431 cells (derived from
human vul val carC|nona) by procedures related to those described by
Car penter et aI Biol. Chem, 1979, 254, 4884, Cohen et al., J. Biol.
Chem ., 1982, ?ﬁemﬁﬂﬂb&'ﬂm Wfﬁﬁh@r detrmingd a2 rangg of ggnesntrationsatfest cmswnd 35Gver 051
I s me nfl uence usi bec dified
Eagl e's mé%; @ | n "“"‘?srfﬁﬂ ?Cuq’cj‘tyf‘gtaé?s" Eqé'fpf’“'@g?l% E&S o eé‘B‘f‘%ﬂ ned
cells Wereaﬁo-%[i Eﬁ’e?agn Jecge : Qge rat‘ﬁl‘E[l)-gA 113“ ell ’ av;ellpH % for Jllhe
hormogenat g, @ % F %&Zw Cih %[ w%,aﬁjr
super nat armc.mﬁ egws bv% xﬁ.k r ae% f&r cdin®
pel | eted vﬁlﬁw thé%i%teﬁﬁl%&%‘ S’iire ﬁg |1'| the ProsBh cel% F oﬁ Rhahd1i N9
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redei n Hepajoty® ghovith ceyesd. byFty adnfividiration lop®e gwthGadie® MGF& (400 bk subBRaneBusly,
sol uti on swualpticsed bdteyhandFddard rdspectivelyiakérivecaddfnisti&lion pakier thdt carfipoandyi Xt ur e of
150 mM Hepes Intaudonteat gatp oftats, thb, adm@itrgtion of] TGFe ceusasoroaverlages @ brfotbbstioplatdn bo4vér | t on
X-100, 10%eg#tgayteramwth. 200 [err]| water, 80 [err]l of 25 nM DTT and 80[err]|
of a i xt ur eCelkgranth b theivontphandriest aninedid is fetermined sollg@s:- MVl magnesi um chl ori de
and di®&ti| | e@n {atregmingigh theclayafter thp desing|sf 1P trstromeeund s 0. -SErpplysatbatedin theicemirol Each
test conpdlith) hesanialssr dased vith Riradeaxyyridine (i1efem ’EQ\BQPWWGQM/J“%@W'W
sol ution ? kiflp d\/\ﬁ'%"r:‘ﬂ?’F lﬂ%&"‘whﬁ H"elﬁ)a"ﬁiwa?é g“c';?iﬁ"? 'g':tar e Rach fyen dg':’l%ta\‘? °t on
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o urss oL gg 1 : i%h rznv@e Y B %?ra&moﬂm o °?~°é@ 20
d?lr L][ g dmt 2) e tfa s| '; ﬁ) oses é?g\%%sgcé d%?o aI{o ! %ﬂi‘
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test  enzymess@t-udsh Mtnd kel oF dxhiple,d0dossuM; the mi xture was incubated at
0-4[err] Cresop)-36. in thaliatgs, fol Skampld,Rlopapimide m xture (10 [err]l) was added
and t he m Tesuc)e EBaSn thecanha e dxariple2 Bi@@rmigig. f or 10 m nutes. The :
phosphor yl dhesohy wencftexampladie comperind 817 elindthpxy-h(S"-metolilaniliaquinbzolits has an 1Cso of
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t hen cenN"l"? TR}E@P) “RrF°E‘PE§!I§Iam("ﬂﬁ'( ‘é@%g')"'"@ﬂ““ﬁ@'“% eﬂ"rﬁ%t’&ﬁ? 08ftM WIT&%@ ont o

554 Topgl Tous ﬁb LA e RO IoTPT PN o
”f ?* Rt wgmga“ ﬂﬂ"waﬂfmamge fﬁ@ g

in the f "fp%

. (Sequencg sta hereer‘r% Jeot IQIC iamng%rEl? Ina'}olltng eIS n 99 |s0];tattedh EGF
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fol l ows: - rd' ng( rthér aspect of the invention there |s provuded a phanh Q.:Eb byt doﬂﬂos‘fon whlch

x 100 C con%ng-d%% q@?ﬁ&z%me defivaiiva 1oF #é folnflilh VG S Beetifthif it dpRble 3dit tReréof A8 Botindd
concent r péréifbdforedbr & Qihaz6lMBRIRINAGVe! SleBlod Fro 04-(4 -hyBrOxyaRkrBI-d-thetiakydlhazdiky) 44H- | N
Vi t r 0 as hyyoxydnilitd)-6 daietyBhedRgyquingzoimb] 4-4thydotyamlinbR6it,8-HiMBIRGYGLihakdlind, Blaimibu- t he
gr ow Iss of4*-arhisoahilinsipinazoline and 4-anilino-6-methylquinazoline or the hydrochloride salt thereof, in associ-
ation with a pharmaceutically-acceptable diluent or carrier.
The composition may be in a form suitable for oral administration, for example as a tablet or capsule,
for parenteral injection (including intraveous, subcutaneous, intramuscular, intravascular or infusion) as a
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haso-pharyngeal cancer cell line KB. KB cell s were seeded into wells at a
density of 1 x [err] - 1.5 X 104c %PQQ% and grown for 24 hours in
DMEM suppl enented with 5% FCS (charcoa rl pped) Cell growh was

determ ned after 15 i ncubation for 3 days by the extent of netabolism of
MIT t et r azsterileWdutibhe sisPenkion B SrhulsionD for tdpldalCaamistration-@s bn gindisht or\Rsamt 188t rectal
det er m nechdiniistrdtion gy £sppwiorf EGE (10 ng/m ) or in the presence of EGF (10
ng/ M) and aintgesdralctherpione dorapositions anmeyebeOpromapsdCie i chtentiunsl. mdhnerl SHg comlentidnal
coul d t herex¢igiendsal cul ated. (c) An in vivo assay in a group of male rats

whi ch dét er nTheawingdolineantill nomoafly bé administered to @nautbldodéd) snirad! led/a wniteibswi vethie tredtange
oral |y as S%P0B&mg-pay sauare metes beshi sree of the aGima)bep appyoximateiyt Q1100 asngrkghand ithis ndrreally
sti mul at i dwevises ¢ fhpwapeutically-effepiive desgchy veit dpse)iarn such @8 e deblsy orrdapsulecvil yshally contdien
of the gr dotterrarpria 1-€70 Mgt activ aes'ereﬂlerrtrﬁfg{m!gv 3ty desaribhe singe of 150 mafkg isxrmplayed.
twi ce, ae\'f' H‘BG'F'B’ 4°e% l—i-e?qe\%se'f" baf'ife ?med'mwhgeﬁﬁﬂrpﬁw B peitjeular gayto of
corrpoun wa‘G?nﬁ?F%’?'?Qﬁ‘t F"BWPUF“W@SQ%H\%QE on

e A

average a %" fgﬂ;ﬂ %}rﬂﬂ er;sf OF "F?t\?%F yé‘g‘% ow ySell-arowh | n the

control ar}g'm&llgf ) |:‘:gm j%gf rﬁeﬁ% T:‘ atmen of the huBn:q I Ie§ v%\h raﬁ;yh' ng
&

of the day a 830! ¥
the con;srchclweg{t;vg thé me g s A0 vg

escoﬁ'n ol it it A “5% 100
ng/ kg int rbgmgdtggrge ao%gm k,rhaér,ﬂ“ our hours er-and the
livers are exk s6drdingltd %sasaerceofcthu infenfm a6 R plrdv}aea 1h836b & equinBlofeCaeRfatife of U
i'g _det er mmetbria & o GNpIRFhdcORdIy-beBaptai bt MEBA The” AdfindE APPSR & EghiRdzoling
Er-rgt descrdeativeOn spRgEs 2fom and-(2 Bﬁirdiﬁanmﬁb)errﬂethe*yﬁuuﬁhyolﬁsl d sv@triydéirxyBiiling)e,7-1 N

M cadol ymelthy@uaiaydumbdolingl G- hydratyaimo)-8, 7gakimethdxyquitazolit, B&hino-4-(4'-amifdasilino)-
As s es s mentquingibliney Hanitye-6tmethylquib@oline @ ale hydachlodd®] saltFiherbdt ednd t £ankliso-8ye-titethox-
carried oufuitezpling octhe hyspshioride dgisiberead in théwparuiastire cbaedicattentfor uaé Indhe frbdaction
cal cul at i shampintigancensifecs joi awarma-blepifed aniinalsudhipe nfapr t he i nhi bition of |iver
hepat ocyt e pfespiding fosa fugher &@Utfeqf dhisnespect| ofgthe inyentidsi tharyis prfvidedh @ metiod foe profluciBg d U.
Al t hougHt t&Mheaeanatiest Bl vaimbjopded @pimplesuch ps Maw in:faep GLIMER tregtmant, whichygompriges |
vary with agf“l“lﬁ‘?f“t?rt&Fa'%mﬂé ctiys amquptef @ apinazplige derjyative ps dafipadmmedigiely akoues ed
by conpounds®bHfeiesh&bevs the, 'ée Pt fha Hopn. reguised ert m%ﬁ'@epetﬂcmeww'ch °“t °f a
concent r at aﬁ'ﬁ ar, F"c geqegef Eelg '°‘I’Tﬂ1¥"‘m9 nihe hoshrated @? §°“ ’g
(c):- Test. Pﬁs 'H BP0 A Hkrioss ig fhedeng ?’é”‘a 66%0 % PP T@P'yi‘égt

b ! EE T t

'( n) the r azrg tlzel %}Ifi%er Jﬁm% 2 4f(‘:?:n %ﬁ-ea or gsr : IYé thel%g Qﬁﬁi ort he
compound Qs ed4§£w} for@%éj’&d ﬁﬂétﬂc' 'fé" (I:) 005
[err]Min gf &l@}latma&rﬂo ' dnll citiop el Antinibtatibiit $Jr pleaff] ﬁJsr

<5 ny/ kg iakabi Ss‘He dn@ hydrbx)8res; QFTRS WRdinple, one of the preferred antimetabolites dlsclosed in European
6, 7- di met hreweit Apfiidatioh I Nd. | Q@Bﬁn’%ﬁdﬂy hs”?er-tS RQ3, ﬂkﬁhﬂ?@@hbtﬁﬁ-ﬂ%ﬁo%ulﬂé}ollnqﬁrﬁétllyl)llf
Q.01 [err ]mdth?laFE&BI-Z-lﬁaﬁoyl}l-D-dluﬁmd dclde infefcarafing Ganitbidti€y, ik NkdntpleT @mbmytcih) and (oRBmycin;
conpound Gnzayes derdexérdple Bspalayihae tbpolsonetaseinititbrs, T6r dxarbiplé Bopdeli6)bidogRbl réspbizd
[ err] M i n nicgifiers,(fa) exasple! ilerteranf ard frdithormones, e skample) antidediragansEikie & FNGLVABEKX
nmg/ kg i Temoxifen))or, fohexarplepatiamdroferscsutians GRASPDES' (4'-c¥Bno-3-(4-fluorophenylsulphonyl)-2-
met hyl ani IWerowfometyr-8tvifiuoromathyhproploGiniide. Suchf cogjoiat trepteremt jnidy iba adhisyed Kyayayahtlie an
| err] Ofsmqyltggo gegtfenpql] orﬁggqratf ing gfihe pﬁgdt@bwpng eneats of the treatment. According to this

7- (2- hydr &% Veat'%éb%wzrw % & PRUASPpIisA AredHe ) camPrising @ quinazofingsderiyrtivecs o
of o 005 * "" f'"? °f%l fRgfom,on @Fﬁz ""dee'@'ativ& pleptpq fipm (1 chygiroxygyyilino)s
st at ed fler®R '8?2 " ﬁ""ﬂp) " ioxy "P?ox ﬂ‘i"?fh‘f@l amgoapilino)-
known and §"'ga&"8 :6,7-dimethox-
B nﬁ%as\5 fined herein-

proper ti egac e °'r";°e°'°th2f §fm§§i° :ZEEJ &P ﬂg ¥ied r"["a

derivatives vgldgﬂ!eﬁ) n thg' reéem‘/ ’ﬁ%‘h{.o‘ms |v§ antl -can
Phar MCal Qg A USRS &S ormc e b & hon
there is %ﬁéﬁoﬂ\@%eﬁvaw&a&f R )fpgémpﬁ' ﬂobé%?s arﬁQ%P r?celapropertues

qui nazol i Receptsr ty\osihd Mifse hald) Bosh Ghplidatéll ih-maRy cénmoneHuMBF @éﬁEérG@J Y5 Mukdela®

salt ther amdast, lag, 6dn, REEI, H6HRh,/PRRaR! Raddbr, anBibdsid Slalidhcafl@F. iMaltid iy @xp&%oeméte
from 4- ( 4'a duindzotivey adrivative) of mSmmtubuomncwss%asz atiicaer 4cti(i’ against these cancers. It is in
hydr oxy=aniadditiun) expectednmbiéthy éieedlin® ¥ thei préssnil invastion will possess activity against a range of

4- (4' - hy drieakaeanias] lymmhpid Gnaligr@ndias iand$dlid kyngurs Suh @$ tanenom@s ard saoemdas irbfissues such as

(4' - am nodhs livernkidngyiipregtatelancheanamab. 4- ani | i no- 6- met hyl qui nazol i ne or the
hydrochl ori de salt thereof, in associ- ation with a

pharmaceutical | y-acceptabl e diluent or carrier. The conposition may be in a
formsuitable for oral adm nistration, sgor exanple as a tablet or capsul e,
for parenteral injection (including intraveous, subcutaneous,

i ntranmuscul ar, intravascular or infusion) as a 22



EP 0 566 226 Bl sterile solution, suspension or emnulsion, for topical
adm ni stration as an oi ntnent or E@@ % Pgr rectal admnistration as a
suppository. In general the above ?é% 8 BIns may be prepared in a

conventi onal manner using conventional excipients. 5 The qui nazol i ne
Wi |1 nor mal ke aen@iDhow 8 Mk @ thPoiBwiRb Q&dﬁﬂm@rﬁx&ﬁﬁlesﬁﬁ wi'ihcl\J 'ﬂlhlBssqﬁ’&ﬁvwe
w t hin thgaggnge 5-5000 ng per square neter body area of the animal, i.e.

appr oxi mat gj) gvaPordtiodddkbréIEHred outy Gotirlp bvapdt@ioR W vadhio RhdWdrklgSpracedures were carrled out

t her apeut i cafbrlrgmetifop@biduabsolidSsach A dujitigtageh®Sy filvatiom such as a tabl et or

capsul & w |(i) apsrationé weOdatriad Pyt 4t Gimbidntatepperatire, Abdd i1 D6 rangd 1825 “ICNghdathdendn.

Pr ef er abl y atmagpheteyof doinert gas stdhaasmgoge of 1-50 ng/ kg i s enpl oyed. However the

daily dose (i fdlunme creorsatooraply by the flasbdprotegure) dand gmadiuom presrarehimeid dhrogmatogwdphyt he

parti cul ar (MBLR) eversf periormed ron rVleseky Kigselgel siliga (Arty BRIBSK enMertk LichedprepHRP-18 (Arie9393)

bei ng t r eatreMdrsecphasy Wicp ghts "qdﬁfemcﬁpMPfﬁhrPﬁmﬁ’gﬁemﬁy be determ ned by t he

pract i f4 ondW) Xiids aresgivep @&t“PW@“%WV (E%{H’? oqh necessaly the meximup aigaingplp; a further

aspect of t‘ﬁé“j?}“ﬂ%'ﬂtﬁ af%%?ff‘*ﬁﬁﬁ’\ and,uere, d?tS’"‘ﬂ‘F?)\V?'ﬁ%ﬂ Nﬁ“‘aﬁpﬁafapm is 'EP@!"Q PPt ve

of the for oilbath;a “ﬁé’F% d of t 1 eat

of the hu %1’ %{“ é’ﬁ E% o @V pmg%
res S_Sp! O] O: a ance  Ci | s

comoungs 0% g‘ﬂﬂg b 3? P S el e i

properties iR ot o se

| nhi bl tory ﬁﬁﬁ;:,fg;fg}f"(ﬁ@y'Eﬂ,g&%&fi‘ﬁd}.‘?g;,“ﬁg‘g‘*sg@S"E‘gt”q‘@?%g‘[sfgrﬁgé’ntﬁ‘f %ﬁ“ g]?e

Eﬁ(row deqv“t)lﬂﬁfoQ‘ﬁn@;bb%vﬁﬁthﬁ&g)béeﬂgs daerivative of the formula I, or a
nmageut i CaMFY - aGRQRisticimSdd; t hereof , as defined herei nbefore or a

qU| nazol i ne OMAI VeN Ndinethylacskantides d from

4- (4' - hydr oxyHRI | itaehydtofurat. hoxyqui nazol i ne, 4-(4' - hydroxyanilino)-6,7- 20
met hyl enedi oxyqui nazol i ne,

4- (4' - hydEemplat | i no) - 6, 7, 8-t ri met hoxyqui nazol i ne,

6- am nes 4- (4' - am noani | i no)- qui nazol i ne, 4-anilino-6-nethyl qui nazol i ne or
t he hydr ochlAdpitere Oé‘&ﬂt'OTQ'ﬁélﬂ'@emHﬂmhamhmﬂoﬁm@-'@fhﬁladhﬂ?d@ HE)9) andgerdprepznel Gmd) or
t he hydr ovaslsredcrad §egtad to relyrder1 howr. ! hremiifge8, eqoipel &0 asmbient nmerreturaeie Pregipitaips o
in the pr‘&%ftfl!‘?’ie% 9ff @pd washadh with goldh isaproneng! @pd with, digthy]gther. fihers g TyRickare s Beh as
@n. AccofP AN @W’F’t"w@ﬂu'$aé%l'f‘%t‘>6"°6?'°'td (4228 9 ). iyp- 2{‘%“9 fvention there

S pr of i e et T8 (i 738 € 1,
ver m bl 0ofBLALAED P SRR 10U 50 fﬂmrlses
adri ni st ef ’ﬂ"ﬂe i %’%d} it E%Q il sgoﬁ i nal E?&M 1
erivative as'f‘g

dose r@s.quwoe rhoI‘uQ el Gt e g o vaera&aeﬁu' ar
cancer Wi o fiRee $odkirb b Sk e ﬂ.tap : rae,a adlaE whigh It €

of_adni ni glaraadd. @ﬁbr@%tﬁdﬂ%bﬁﬁéﬁ%#&bﬁetﬂ&y&ﬁ&d:ﬁk&%s(ﬁe $Hgi ng treated. A unit
doSe in t he AR of b Pori*@IB GPof t MRS dsine@tRERT @dkie &0 ) 438 DMITH W@p) S
envi sagedwasdiReddidi hegtédabfluk fid 2L Hotre. The @libtiie Had\@afirdlddicdna iR B3idue Was pittloheid as
a SOl e« hisstvedely othyl Bmlate 8NdOh \saturated) aquibdist Sodiomt icaionate] olitpE.OTHeN@gaie phdt wase Of
t he i nvenwasbey, withrwaten,r drieth (MgSOk haw esapbrateti UThe Urssidiie lvaé amitied by Eaumneoteamakograpliyos e
sel ect ed #singnincréasinghe oalkamp mixjuresi af geathylene [ghitride cand | ethfyb peetsiiea agp bleent: | Thisleawdsi the;
al kyl at i neptainge thegequiresi stating matedal ¢0.6s9. 84k i n, car bopl atin and
cycl ophosgham’ de; antinetabolites, for exanple 5-fluorouracil, cytosine 35
ar abi n&si hydroxyurea or for exanple, one of the pref erred

anti net aboI| es di sc osed pean Pat n tp catlon _ . 239362 such as
p83< ehce anlhne was used in

N-{5-[ N
net hyl am %gl’%r fg}" gbjzmaz ::‘e" ha apqr “égg ‘H"'ﬂ?ZB'ﬁe(’,”gs :ﬁz.gf"
exarrpl go uhd’%nye% rﬁ; yﬁ?igfes con § %ﬁ‘ﬁé %)jé:)% agnetlc
~ topoi soney, 05 bro oy

nodi fiers, or exanp |nter eron ant| hornDnes for exanple
anti oestrogens such as ' NOLVADEX 40 (tanDX|fen) or, for exanple
ant i andr ogens such as ' CASODEX (4'-cyano-3-(4ﬂfluorophenylsulphonyl)-2-
hydr oxys 2- met hyl -3' - (trifluoronethyl)propionanilide. Such conjoint
treatment may be achi eved by way of the sinultaneous, sequential or
separate dosing of the individual conponents of the treatnent. According to
this aspect of the invention there is provided a pharmaceutical product
conprising a quinazoline derivative of the fornmula |I as defined
herei nbefore or a quinazoline derivatiyg selected from
4-(4' - hydroxyanilino)-6- 45 nethoxyqui nazoli ne,
4- (4' - hydroxyani | i no) - 6, 7- net hyl enedi oxyqui nazol i ne,
6- am no- 4- (4' -am noani l i no)- qui nazoline, 4-anilino-6-mnethyl quinazoli neor
the hydrochlorlde salt t her eof and 4 an|I|no 6 7 dlnethox- qu|nazoI|ne or

o o " M Y 4 T . o o



As st-ated above the quinazoline derivative defined in the present invention
is an effective anti-cancer 50 aqﬁpﬁs y?&ﬁg1property is believed to arise
fromits receptor tyrosine kinase Tn |%| ory properties. Such a quinazoline
derivative of the invention is expected to possess a w de range of
anti-cancer properties as receptor tyrosine kinases have been inplicated in
many comon human cancers such as | eukpssa®ad and breast, |ung, col on,

rectal, stonmach, prostate, bladder, pancreas and ovarian cancer. Thus it is
expected that a quinazoline derivative @ Re i nvention will possess
anti-camcer activity against these cancg _is-Bn 55 addition expected
that a quinazoline of the present inven possess activity against a
range of | eukaem as, |ynphoid maligpgacies anhd solid tunmours such as

carci nomas and sarconmas in tissues sych as the liver, kidney, prostate and
pancreas. 23 EP 0 566 226 Bl The jnventjon will now be illustrated in
the folfw ng non-limting Exanpl § unl ess otherw se stated:- (i)
evaporations were carried out by at--onR 1 nwvacuo and wor k- up
procedures were carried out after jgenovs esi dual solids such as drying
agents by filtration; 5 (11 ) Operat on ere carried out at anbient

tenperafure, that is in the range 18-25 C and under an atponsphere of an

i nert gas suchngﬁpﬁrgon; (iii) col chronat ogr apgly (by the d.pash
procedure) and mséii um-pressure |iqui d®chromat ography (MPLC) V\@I‘? per f or med
on Merck Ki esegRe- 8P4 ica (Art. 9385) or Merck Lichroprep RP-187(Art. 9303)
reversed-phase_silica obtained fromE Mrck, Darnetadt, Germany: 10 (iv)
¢l ds @are given for illustration only and are not necessarily the maxi num
attainable; (v) nelting points.afe uncorrected and e de i,ned using a
Mettler SP62 autonktic melti n637b '“ﬁYLhé%par at us,ga'd&gf"- bat tﬁgﬁ?ﬁgr atus or a
Kof fl er hot plate apparatus. (vi) the structures of the end-products of the
formula | were confd rmed by rgjol&aecHoggneral |y proiend nmagnese ¢ resonance
(NVR) affd mass spectral techniques; proton nmagnetic resonagégcoglpggis al
shift is val ues were neasured on the delta scale and pe muftilicities
are shown as follows: s, singlet; d, doublet; t, triplet; m multiplet;
(vii) intermediates were not genmithylenediokyy Charasdehyl sed>ag@ purity was
gsgessed by thin |ayer chromatography (TLC), infra-red (IR or NWR ,

anal ysi® (viii) the follow ng abbreviations have been used: - 20 DIVF
N, N-di net hyl f or nantde; DMA  TmREh®X¥et hyl acet aniddamethyk  2321%33hydr of ur an.
Exanple 1 25 A m xture of 4-chloro-6, 7-di met hoxyqui nazoline (0.3 g),

3-net hyl ani li ne (05d143 9) an%jmg%gtggagﬁgﬁlw m )3'!\?]%1:?9 rregedyiq heated to

reflux for 1 hour.” The m xture Wwas €0 to anbie enperature. The
precipitate was _fjltered off and washed with cold isopropanol _and w-th

i ethyl ether. There was thus obtained 6, 7-

di met hoxy-4- (3. -net hyl ani | i no) qui nazol i ne hydrochl oride (0.226 g, 51%,
mp. 248-249] ¥8¥EC "30 'NMR Spectrum (CDerr]SOCD3) 2.36 (s, 3H), 3.99
(s, 3Hy#0 4.02 (s, 3H), 7.13 (d, 1H), 7.38 (s, 1H), 7.39 (t, 1H, 7.49 (s,
2H), 8.34 (s, 4. H, 8.1 fodude kive Ehedblloding \awlysical danandFéund6d, 4; H,
5.4; N 12.5; 6] . requhres.C, 4. 5.4: . 2..6%. ghg g.

4-chl oro- 6, 7- d%aﬁ’gf th>|j;g/:'qsdi ﬁh;glﬁs’n%lﬁﬁiég%ué%?';hcslt éef‘{-“ﬁn“gs féfhtaér?’ali’ \E/?/ag’ obt ai ned
as follows:- AlGib%t ure of 4,5-di nethoxyanthranilic acid (19.7 ¢g) and
formam & (10 mid tN@FoHlokingeehandtdrestiedNirodda: 190pmochJ har (5, BEW s. The
m xture was al t Q..Cco0l. .t O appr oxi e 8 rel Cyand t m) was
added. The mx%ﬁiﬁgfiﬁmg“’gt g'r3eﬁd&a{t P@ﬁb?('en %t girfr{)’e?gft%uge’ %girl %y?oﬁ{r;'s.(lﬁ he
preci pitate wa8-35s6%-al®d, 8if8shed!Mi-t h water and dried. There was thus

obt ai neg, 6, 7- di met hoxyqui nazol i n-4-one (3.65 g). :

b. The product ga've the following analytical data: Found C,

25



A mixture of a portion (2.06 g) of the material so obtained, thionyl
chloride (20 m) and DVF (1 drop) | d and heated to reflux for 2
hours. The m xture was evapor at efﬂ\ﬁgs?#ed’égsi due was partitioned 40

bet ween et hyl acetate and a saturated agueous sodi um bi carbonate sol uti on.

The organi hase s washed w er, dri.ed SA), and .ev rated. The
r esi dug \M@Buﬁf’f f’\é\% By i%l%urrﬁllléﬁﬂ -obry g {fél:*\{g@eﬁ %fcrélg'éi’ngfy *Bdl ar
m xtures dF, b®{2Ayl ene chloride and ethyl acetate as eluent. There was thus

obtained 1136 Al AllinkAld00:dALEld Mim (dked0(cr Bl 149, FAUD! a2 The

proced&re descri a was repeat ed’ except appropriate
ani i ne wde3dsett RR) plTadd @h Whed3h 4% 1 1He bXd, (hdlid, ab@fofmi 2Hd; the
appropri atg 28ulst itliy} @d7¢- @)l ompqui nazol i ne was used in place of

4-chl oro- 6, 7-di net hoxyquj pazolipe. There were fhus.obtained, as

hydrochl ori de sal t §°® t4ﬁ§££%ﬁfk5;&”ﬁ5¥ﬂﬁgemwﬂ?&°}ﬁ'°ﬁ Hée‘f@lsl Bwi ng tabl e,
the stPuctstmesinmg materialvesse obtained nfxbmby, metiylenadivayanthrandhinaeid
spectrosc e VSl S.. EP. 6_Bl TABLE |
[err] 20 1btng "hat¥gdils g?&%uhﬁgﬁ{?xﬁ"%e déscribed 1 "fkg%?g?%i%% ‘_’F 245-247 2a
6, 7- di nmet Howpple 1 which is cpncprradowith the spepavarioncefhspartisng 3 b

6, 7- meghy et HosY 3' - net hyl >280 30 4c 7- met hoxy
3' - net hyl 232- 233 5d ' 7- met hoxycar bonyl 3' - net hyl
206- 211 35 Notes 40 a. The product gave the follow ng anal ytical

da_g%b 65ounddc, 48?:13? ldﬂchﬁoﬁ-;%ethequuiheidﬂNilx\l/eR Hidedr 8§14 &esrﬁ2g48._4; EH) 3.8;
d, .6% a 0 W, N argcteri stic ta: err . S, ,
Xtr i, Speriatiuag ootipch $088 AChEb S S £ Sega LR applosdle 5 5
(s, 1H), Smdeedsresltd .thobeldescribed imitheppaxtion ofafeanple fothiohiismy

| ytical : ' ; 2 .3, H 4.3; N 13.3;
?Q?r]y. | iéo%%%%dqgﬁggghg p%gjagétﬂn Epzfgaﬁg%ﬁ&%ﬁ?}gf@ and the foll ow ng

characteristic NVR data (CD3SOCD3) 2.36 (s, 3H), 6.37 (s, 2H), 7.13 (d,
2H), 7#°35 {1, 1H), THe XeattionliMxtufedPad Keatdd to reflux for 2 hours. A

precipitate was not deposited when the mixture was cooled to ambient
, temperature. The mixture was poured into water (50 ml) and a
— 30 saturated aqueous ammonium hydroxide solution was added dropwise. The
resultant precipitate was isolated, washed with water and dried.
There was thus obtained 7-methoxycarbonyl-4-(3‘-methylanilino)-
quinazoline in 47% yield.

85 _ :
The product gave the following analytical data: Found

o C, 69.8; H, 5.2; N, 13.9; C,;H, N:0, requires C, 69.6; H, 5.2; N,
14.3%; -
“ and the following characteristic NMR data:
(CD4S0CD,) 2.36 (s, 3H), 3.95 (s, 3H), 6.98 (d, 1H), 7.29 (¢, 1H),
7.67 (m, 2H), 8.08 (m, 1H), 8.29 (d, 1H), 8.68 (s, 1H), 8.70 (s, 1H).
45

The 4-chloro-7-methoxycarbonylquinazoline used as a starting material was obtained as follows:-

Using an analogous procedure to that described in the first paragraph of the portion of Example 1 which
is concerned with the preparation of starting materials, 4-carboxyanthranilic acid (14.2 g) was reacted with
formamide to give 7-carboxyquinazolin-4-one (8.5 g). A mixture of a portion (4 g) of the material so

50 obtained, methanol (40 ml) and concentrated sulphuric acid (2 ml) was stirred and heated to reflux for 6
hours. The mixture was cooled to ambient temperature and the precipitate was isolated. There was thus
obtained 7-methoxycarbonylquinazolin-4-one (5.7 g).

A mixture of a portion (0.5 g) of the material so obtained, phosphoryl chloride (2 ml) and DMF (1 drop)

. was stired and heated to reflux for 2 hours. The mixture was evaporated to give 4-chloro-7-methoxycar-
§6 bonylquinazoline which was used without further purification.
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8.28 s, 1H), 8.78 (s, 1H). The 4-chl oro 6, 7- met hyl enedi oxyqui nazol i ne used
as a 10 starting material was obtg E 4, 5-met hyl enedi oxyant hrani lic
aci d using anal ogous procedures to those described in the portion of
Exanple 1 which is concerned with the preparation of starting 15

mat er i al S.Example 3 The 4-chl oro-7-met hoxyqui nazol i ne used as a starting
mat eri al was obtai ned from 4-net hoxyanthranilic acid using anal ogous
procedur es t#& nidiose Abhborb-hatityiquinadolive (0B g), B-onathgitniline 03] g ardd iedpraplinol G0 mi) was
concer ned stiredand heatgdrie it ichwuio Thesrigtureiwag) coviet] & angtiiept telperature. The prétigitate was
reaction rfitsrediefbandargshiae witfeasidiisppropdnbl aed il digthyih ether sThere Avap thee ohairted Beneitisd-(3ot
deposi t ed Nylenilinelauingzeling (X81ga Z6%)omIPef3265 "Snbi ent tenperature. The mixture
was pour ed\MMBRocHHR: €7D 88EPa)P-$8 (5rith). 2 53 (5. SH)s Bt-BiP &re.SH). AT EollY. &B¥BAMIM

hydr oxi de Eéﬂeﬂ‘?'i%'ﬁ'y%@‘%&ﬂ&e odF' sb45 CTFHE‘”Pé‘LQJF"HBﬁ?FC e?el"ﬁ‘i & ¥Rms

i sol at ed wa %t:%‘gast‘}'?ﬁg‘e

7- met ho¥®yc a‘i °th rf‘?s'ﬂ‘?% °81“U(12‘r’rhe
product g urgwmtl(lﬂle} tf"&%ﬂe( walgrl |th re xf 2 hor Til
[err] reqy P t)"n s |d :?%e ‘jj’gﬁ
NMVR dat a: v;% nﬂ %! ?§°
1H), 7.87 m 829(d 1H) 868(s 1H) 870(s 1H)
45 The 4- hmp |g-47 rret hoxycar bonyI gui nazoline used as a starting materi al
was obt ai Wfol | ows: - Using an anal ogous procedure to that described in
the, first paxa@iapes Bhethb§-4RnetgBniMbgiinanb .16 \Wissdiun SiheRMRRILOG8\)tdAdt he
@par at i @MFOBE na)tvess islirfeg ahdhilieatol & B10 * € foe a hEupss TReiniRuRI Wak le@apdvated] arldlte rsi@e Waa S

ct edzowipufifiell by nelurirdehrdmatogiapte uging a AESBO/ZWN MK df Watdr; MBRanoBanb tril)oroabetidiadid Ur €
of a port iaselugnt Thyre @hs thiscobtained F-hydroxg-d-(Fthethipbrdiinolquinazotied (0068, 44 %5 . F2-60rd.
concent r atBlsthegial Aialysis: doundi @l 5(1.8; hi3)6; Na 0.3 tChath N OahéCFaCQdHemquires £52.0a, 3.8, 6
hours. The0#%xt ure was cool ed to anbient tenperature and the precipitate
was i solated. There was thus obtained 7-nmethoxycarbonyl qui nazol i n-4-one
(5.7 g)%* Aanpedre of a portion (0.5 g) of the material so obtained,

phosphoryl chI or|de and DME 1 drop was stirred and heated to
dlmethoxy-4-(3‘-chIoroamhno)-

flux for 2USNeues i
Zfechij)(;ro?r- 8 a°‘° 5;;06 Nt S R R -
ficat 1 I .
Beh 3%5 a'a.s-%g% o 8 5 TR PSR A B homme gy o .2
i sopr opano n1) was stl rred and heated to reflux for 1 hour. The

m xture Wagampelged t0 ambient tenperature. The precipitate was 5 filtered
of f and vva?§1’Te—d—Wth cold isopropanol and with diethyl ether. There was thus
obt ai neg 6- NeeWdcedurd Bescribd® ihilamplb 111 WA répdhto&@bpt At the -afickordiate GRillAe: wadluBed in -
243- 245 | ded of 3-médWiRnitiReamt, wheille apirbisiaelthd &bfoprate’suBsiituted 4-cRloPoquindzdlife W usedh

K }k-8.0 (rplacéld) 4-chlord-8,7{dBnethbkflquindZolfd8. Thdre widrd thuflobtaiRsl a$ hydindthigideSsaltd: Aenéebnic,
67.0; H, DobrdsNesclidedSin the falipwingiGble) the LstruaBesCof Which2werdl,colfimbgd By, prbtbn Miégnelibe
4- chl or o- Gesoernbe/spgetios@pyandrby elepental asalaisst arti ng mat eri al was obt ai ned as
fol | ons4o- 10 A m xture of 6-nethylquinazolin-4-one (10 g; J. Med.

Chem , 1989, 32, 847), phosphoryl chloride (12.5 m), N, N-dinethylaniline
(14.25 mM) and toluene (150 mM) was stirred and heated to reflux for 2.5
hours. The m xture was poured onto ice and the organi c | ayer was separat ed,
washed vmth water, dried (MgSO4) and
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évaporated. There was thus obtained the required starting material as a
solid (10.4 g, 93% which was use 5&%% {)urther purification. 15 Exanple
4 A mxture of 7-nethoxy-4-(3"-ne §1 B ) qui nazoline (0.106 g), sodium
et hanethiolate (0.336 g) and DMF (5 nl) was stirred and heated to 140[err]
C for 4 hours. The m xture was evaporated and the residue was 20 purified
by col umm chromat ography using a 45: Z4BEE 3Xy /v ni xture of water, nethanol
and trifluoroacetic acid as eluent. There was thus obtai ned

7- hydr oxy-4-(3' - net hyl ani | i no) qui na (0.06@9@)141 %9, mp. 52-60 [err]
C. Elesental Analysis: Found C, 51. #67 N, 10f3;,[err] 1. 4CF3CO2H
requires C, 52.0; H 3.5, N 10.2% npl e 5 Using an anal ogous
procedure to that described in Ee

yield, ™mp. 233-235 * C. 30 Elw
10.0; [err] equires C, 46.6; %~ ERanpl e 6 35 The

procedure described i n Exanpl yat ed except that the appropriate
aniline was used in place of” 3-nma¥'hyl ant'li ne and, where appropriate, the

appropyjj ate_substituted 4-chl oroqui nazoline was used in place of

4-chl oro-6, ggﬁFt@oxyquinazoli There were t obt ai ned,, 3s _
hydr ochl ori alts, the com p@ﬁ?ﬂls descri bed pﬁ%he foll ovsil% table, the

&
styuct ures &P™Rthi ¥er were confirmed by proton magnetic resonai€
spectroscopy and by el enental analysis. 40 45 50 55 27 EP 0 566 226 Bl
TABLE sl 5 HN [err] Conpd. No.

Fqund C 46.3; H 2.7; N,

(O 20 1la. a 6, 7-di et hoxy 3'-trifluoronethyl 261- 262 25
2b 6, A~ di met hox§, 7-dimethoxy 4' _ f | yo}'otsifluoromethyl ~ 23(3-2621
trifluoronethyl 3c 6, 7- di net hoxy 4' -fluoro

227-230 30 4d,e.b 6, 7-di,pet byl , 13 - et hyl

263-27% 35 2" 5 Z,ﬁd%@{% di met hyt -fldoro-3'- | 5 3605261 69

6- di br ononet hyl 3' - net hyl triflytomxg1 40 Notes 45 a.

The product gave the follow ng anal ytical data: Found C, 52.9; H 4.0; N,

10.6; [err] requires C, 53,0; H 4.0; N, 10.7% and the fol].q
@r ac;oeri stic RMR dat a: g,7-dimethoxy 4'-Zﬁxoro 427%3%9

d,e

4 6,7-dimethyl 3/-methyl 263-272
d,f ' ’
35 5 6,7-dimethyl 3’-chloro - -
&fr’ g ’
6 6-dibromomethyl 3/-methyl 247-252
40
Notes
45 a. The product gave the following analytical data: Found C,
52.9; H, 4.0; N, 10.6; C ;H, FiN.0,. HCl. 0.1(CH,),CHOH requires C,

53.0; H, 4.0; N, 10.7%; and the following characteristic NMR data:
(CD3SOCD3) 4.0 (s, 3H),_4.03 (s, 3H), 7.37 (s, 1IH), 7.64 (d, 1H), 7.73
(t, 1H), 8.09 (d, 1H), 8.16 (s, 1H), 8.39 (s, 1lH), 8.89 (s, 1H), 11.59
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[err] 4.0 (s, 3H), 4.03 (s, 3H), 7.37 (s, 1H, 7.64 (d, 1H), 7.73 (t, 1H),
8.09 (d, 1H), 8.16 (s, 1H), 8.39 (sEP&Elkezgsgﬁ)_ (s, 1H), 11.59 55 28 EP O
566 226 Bl (broad s, 1H). 6 (op he product gave the follow ng
anal ytical data: Found C, 50.3; H 3.7; N, 9.9; [err] requires C, 50.7; H,
3.6; N, 9.9% and the follow ng characteristic NVR data: (CD3SOCD3) 4.0
(s, 3H), 4.03 ((broad-y, 1K)37 (s, 1H), 7.65 (t, 1H, 8.1-8.25 (m 10

2H), 8.44 (s, 1H), 8.89 (s, 1H), 11.76 (s, 1H). c. The product,
obtained initially as the hydrochl oride salt, was_ converted into, the
correspondi ng Pree bas@hePrPdict Kave thepfollogipg gaalytical d3%sedoB feen et hyl
acetate and 1N3aqiedusi.3od,uImhycisB 'rgn-?@olncm.msztmmeqnganim, pI¥3 el was
washed with briyg, ndrdof; (WHSne) sashiny VorRtedscicl Rk %ﬁéﬁ“é&n §otpOpt ai ned

was triturated under ethyl 20 acétate. 1here was thus oBtal Red the
required free falels nil, '22?!-(?30?’3”7]'%,7 (’VRISn 07 Uit 1H) Bz bideB)(ms. 04 (s,
3H), 3.98 (s, M), 8744.ds/.18%, (8489 3b) ,1HY, T17768({,MEBH), 8.40 (s, 1H), 9.5
(s, 1H); 25 . El emental Analysis: Found C, 64.1; H 4.7; N, 13.8;
C1l6H14FN302 requires C,,64.2: H- 4.7 N, 14.0% 30 Two
equi val ents of Friet hyTRRiPTEMEE SO53EFEY ’f%titagé’ Féa@?i@ﬁr?ﬁq‘}?fﬁdé $Mtor to
the reacfi on niwas poavérsed dnhedhedorespeiding firee b3stresrfolldhise Thatsale was

cool ed to anmbi gk ga@tNAbAdd! bervatsl eBRY1l hddrate dnd Al VRBEoUEESJM Iuf MPaFdXi gy | de
and water. The o ‘g%nl C ase Was gl‘l ed 35 itgll\{p‘ ) da#g rat ed.
The s csi due wadShPhs: 157 SERATEE aBhte Soh apeforicnd S otird S

product. 40 evaparated. The m3terinloshuobtajned vaharituratedi vndenrethyti cal dat a:
Foud C,270. 7 ddetdted; Thereldas3thisLbbdaihélithd @8quired @ree bi‘ée,an.éﬁ; N, 14.5X
and the foIIovmz?g —[3% acteristic NVR data: 45 [err] 2.36 (s, 3H), 2.5
(s, 6H, 7.1-7. zma‘cs'H), 8. 56 éns 1H), 8.77 (s, 1H). The

4-chl or o- 6, 7- diN¥Bt§PprEfIPad EP4SAED) st P4 atss a3 a3 -OBN(F, 5)» 7-16-h@b e al was
obt ai ned from 4xy; di.net.BY (s NIHY, 28401 G, am)d d.ACtsy fHygm ca Scand., 1967, 21,
983) usi#g anal r [es thosge .descyipe 29 EP 0 566 226 Bl
in the portion @?“?%339 Aﬁ%ﬁ%yﬂhi ¢ ugldsacgﬁ'éé??feél'% hqgh% preparati on of

starting mat er iy 4839, requires C, 6¥p Pr GdlicN> Jddv@*-t he fol | owi ng anal yti cal
dat a: Found C,

— 30 d. Two equivalents of triethylamine were added to the reaction
mixture prior to the reaction mixture being heated to reflux for 3
hours. The mixture was cooled to ambient temperature and partitioned

" between methylene chloride and water. The organic phase was dried

% (4gS0,) and evaporated. The residue was recrystallised from

g_¢ isopropanol to give the required product.
o . e. The product gave the following analytical data: Found C,
70.7; H, 6.3; N, 14.3; C17H17N3. 0.7HC1 requires C, 70.7; H, 6.15; N,
14.5%;
and the following characteristic NMR data:
d (CD,S0CD,) 2.36 (s, 3H), 2.5 (s, 6H), 7.1-7.7 (m, SH), 8.56 (s, 1H),

8.77 (s, 1H).

The 4-chloro-6,7-dimethylquinazoline uséd as a starting
material was obtained from 4,5-dimethylanthranilic acid (Acta Chemica
Scand., 1967, 21, 983) using analogous procedures to those described
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58.2;* H 5.9; N, 10.6; [err] 1.3 HO. 0.8(CH3)2CHOH requires C, 58.2; H,
5.8; N, 11.0% 10 and the foll acterlstlc NVR dat a: [err] 2.5
(s, 6H), 7.37 (m 1H), 7.51 (t ﬁ)\/&@#@% : 7.78 (m 1H), 7.96 (t,
1H), 8.74 (s, 1H), 8 92 (s, 11. 5 (broad s 1H) 15 g. The

pr oduct gave the fo an y ti at a: n ! 4: o N,
9.1; [err] in Ehe pfr_tL n%iﬁ"‘?i 1Cﬁ i ‘i—?ncﬁf)ne gt%théllp%pil& o8 ohe

fol | ow ng stastheyd eatediats NVR dat a: (CDSSOCD3) 2.38 (s, 3H), 7.18 (d, 1H),
7.40 (t, 1H), 7.49 (m 2H), 751(s 1H) 7. 94(d 1H), 8.29 (m 1H), 8.91
(s, 1H, 9.10 (d, 1H), 25 11.

4- chl or o- 6E«di br onpbe produsth gave mhe t@éﬂ“%&s &“%b%ﬁi??%g’aﬁﬁt efound \(as

obt ai ned ol g oWsy; suce 1of cinghh o3 aich- nelsiehigyjcrer| deqaites &,0)

[ obt ai neda?é/:z h% \ryzgtctulo\ogb)@- mtaztf'lfl"‘ 4-dxo- 3, 4- 30md| %r oqwér?azol i ne

( Eur opean Taenfl> BBt iNatl ¥iNo. 86304148.9) with thionyl chloride],

N- br orfdsucandciché modeo&mg3emg:)acdeﬂsm:ownnpeam| deCI,80aD ) 2asno(sc abion

tetrachl or 20 tipre d fl r 0 The
m xture Jé%gvg gTéJ gﬁd( ’helﬁ 'egl gﬁe v\/agﬁ)g'url?a g irmdo? 966& ",
chr omat ogr&.pmy(ﬂsmug, i ©92ebsi N§)y Pob afbropdtsur &8) of net hyl ene chloride and
ethyl ,acetate as eluent. There were thus obtained in turn
4- chl or o- 6-di br ononet hyl |nazoline
6)3r ononet 8yl - 4- chiThe %H‘aﬁcﬂal"ﬂet"(% @310"’ églﬁ‘éﬁb'ti\&a* 9F3oni it mate (3.6
s addgq, 4011;':1 Bl NeY. 130 gag HCl. 1.1H,0 requires C, 41.4; H,
Ataj,va met hé ﬂn g )-7- n|troqt}1 3ol Pne (4 g9), "10% pal | adi um on-charcoal
al yat ( ethanol (200 m) and the m xture was stirred at
anbi ent 40andarqherﬁdhlbviﬂg)lch&dwariﬁtifhmlmdntme was filtered and the
filtrate sTheyy esi ey at lepn e-;vg@e melyl ene
AREPRDEST 288 (o) BT o7 RIaRRRET LA (PR At En oY

chl ori de rgani’c phase vva drie orated The
- resi due wad.3kedsystill 759e!d(ﬂr o) et hd@ofm, 'Fﬁéfes s(&shd )oﬁtaﬁ)
7-am f9-4-4g' 7 thm.ianlllno)- qU| nazoline (3.39 g) m p. 196-197[err]C. NIVR
Spectrum ?err] 2 . 96 (broad S, 2H) 7 6 9 (m 3H), 7.23 (t,
8. 21 45 nt al Anal ySi s
Found C, 69“3"1 4—“&0 "qu‘tﬁ“az E%‘r‘sf’ga‘“{ "gr "§§ laingg gs folows:-” o
éture i: l ?_'P 8 |on G-Me[th I-lt-oxo
rrat er Isg‘l G{?‘\é (o] m mt’ ?o ¥I Iog

A l|c Em
descri be 'f’.‘t'.'"‘iﬁ ﬁgz °"%$L«£§%§g%;}§i e lasil &agrgﬁrea% .t\'lﬁ?t B.ﬁatograpffé

prepar at i, rs‘sr bfatlnéthyl e%ﬁ:ﬁd&aﬂi 1 béetdte atcudenwaﬁ,e.swatm

nto 4- cly t%&r- fum Lém-aaa.q brhdtiquinakolint'd.516) aRdle-BIRAbAERNLS-cREBGMELHIR (4 g). t hat
descriged in Exanple 1 except that the reactants were stirred together at

anbi ent teRamgéature for 20 m nutes, 4-chloro-7-nitroquinazoline was reacted
W th 3-nethylraniline to give 4-(3'-nethylanilino)-7-nitroquinazoline.

Exanpl e 8 Stmrdmiumgfosriatea(Balg) gasisdpd Cesticrode mixturet of at(3'eh@ghylanilrel7-nittodkiingeolrled4 7,
4- (3' - meighyiba paladionjon-chandobircaigiyst i g) dnd ethavs (200cail) extitheé mixtyreeas stirred at ambient

6- am no- den{pdtaturee fon 8l bowrsl iThe )mipdure avas [filtaved amd the Oftiplecvas, evapguated? Jhe 2¢:8lup evas | C.
NVR Spectpartitoned eatwden Zﬂeglzle% chloi¢g) and vaigr. (The @G@'%Phaiqé%s dﬁefB(Npﬂo")P"q-?"aPWa@ 7.7
(m 6H), The Jesiqug wap (qprysty ed froepeﬂ)are'saT ewas1thps & mdaF-amwat‘*gﬂ%m hV'F'B'ti‘ﬂh C,
71.7; H, qS'"aF°""RI(33229)4“P$R qui res - 22.4%

4 (3 - oM AP 0,800 FR (o WP i(tﬁ??das?é& g8 {n 30, 124, T E 2R

H
?Ib'; 2![ n‘gg gralmfnalysmr L’E Egl aH éﬁ'ﬂl gig \(,:(\ﬁﬁ rengu(l)r(-)st 88619 1dﬁ%(hr Nb&%%l n the
3" methy anili nl roqumazolme used as a starling m terlal was obtained as follows:- :
Using an analogous procedure to that described in the portion of Example 1 which is concerned with
the preparation of starting materials, 4-nitroanthranilic acid was converted into 4-chloro-7-nitroquinazoline.
s0 Using an analogous procedure to that described in Example 1 except that the reactants were stirred
together at ambient temperature for 20 minutes, 4-chloro-7-nitroquinazoline was reacted with 3-methylaniline

to give 4-(3"-methylanilino)-7-nitroquinazoline.

Example 8

Using an analogous procedure to that described in Example 7, 4-(3"-methylanilino)-6-nitroquinazoline
was reduced to give 6-amino-4-(3"-methylanilino)quinazoline in 43% yield, m.p. 205-206° C.
NMR Spectrum: (CD3;SOCD3) 2.32 (s, 3H), 5.8 (broad s, 2H), 6.8 (d, 1H), 7.2-7.7 (m, 8H), 8.34 (s, 1H);
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s concerned with the preparation of starting materials, 5-nitroanthranilic
acid was reacted with fornmam de t Og E&/ e[65{1|troqw nazol I n-4-one in 82%
yield, mp. 268-271 * C. A mixture oP nrtroqui nazolin-4-one (10 g),
phosphor us pentachloride (16.4 g) and phosphoryl chloride (20 M) was

heat ed t 0 HienfehtdDAnbigsis: Bodn@ Gl #1.7; B/ ee7; N 244/ CR HYWAG reqGirds €0174.09 HASI®)ING P 4ok enper at ur e
and hexane (THA-@inethyasilirEBHMitoquihiolingludddus @ sibling MbteriabWastbtaldedas Bllows:6 hour s.
The preci pi t bsing avasalogedd médceduratodhapdastribbd in edirdd pirsigeapn oLhé poriivh @f BRatnpie Q which
and wat er i &BEerved with i @reparetion obstdring @vaterials, Shnitearfttirantlic Byld iscreartbd iwith rmapfide2® 10
aqueous & s @ie Gritlquinaeptin-denesio B2Pe iviel, rand268RTir&ct ed wi th chl orof orm (2 x 200

m ). The corbmidue efrbpiirrauinazelintone (19 ohwhesphbrisadntédilp@i/()6.4 alcand whgsphoat eltleride
There was @408 weshegies tagrethx dgr)2dws.chambiuse wisrracied forambient. tgmpgratushandrheane (798 ed
wi t hout f d?'k Ysradded iThe mixuregyas storegiat AYE R 16 hoves. [T UP arsm Wi isolatadiand nagitioped

i xt ure ofPeW! °'E’h?"3ﬂ’?5°"8 A% "f"b 'EH Wl PO TR)- (The sayegps Iayer wasshasifieshianthe sddifiopiof 2Mng
t he ni x¥u F@“%ss X %ua%cbe’tt ’f"ffh’i!"q A2 Pf(ﬁ?P 4nl). FRe: combled (aegapie s
cool ed to 3 %H?:(fgeho I \aparateg- %8?%‘!"&0“%% *F@?P&GWW%W ﬂ]al%d

by columm C wﬁﬁ#

et hyl acet(glmgaﬁ;%h ¥9 E% el’l I?ﬁ $ ﬁ%ureQE cﬁor g réﬂrhén:t ing (0 Ef [SoR r?%ale%n on

triturafi Qé?ndé arﬁ e%p?& léﬁerng
t hus obt aln{iﬁ o &MJ,, res '?Eﬁré @%Wsr&%ﬂfgﬁéw %Il&ﬂed %urat
248- 249 * uhder Mifirﬁxt@@%tdléﬁm e(th" Ja}ud rﬂoﬁrogé% 234 1 £”ﬁﬁ'st% tan YMthEX

anp

64.0; H, 4itloquirdzolide3009 g28%), Im.5.2481240€6. C, :
25 Us iMags Specitui (Foe ufle g1 cocedure to that descrl bed |n Exarrpl e 7,

=( 3' - chal cHler@ntall Analggis: Geunid IO 4D HNAZ N, 1BIE G/ 2N: €5l LORSEHE)PCHDH/Rquires C, 64.1; H, 4.8;

6- am no- 4-N, 389%hl or oani | i no) qui nazoline in 18%yield, mp. >150[err] C
(decomposes). NWR Spectrum [err] 7.27 (m 1H), 7.39 (d, 1H), 7.45 (m 2H),
7.66 (d, Bemplg974 (d, 1H), 7.97 (t, 1 H), 8.60 (s, 1 H; Elenental

Anal ysis: Found C, 56.4; H, 4.5; N, 18.4; [err]. 0.5 HCl. 0.5H20 requires
C, 56.4% H, Using: a":ﬁ')a'wwﬂBVSW"'GI'F?ethéF-({ng"b%F Exaenie T.i4{3)chigopilinp)fnitfoauinasbling e
used as a‘”§f§|" Bamingr4-(zchloggilinp)auingzolise in 3PP yigkh: m-pTy 1581 G (deeorippees) 2. 53
g) and 3- Fﬁ?%?gﬂ'l |‘%s?§'3’3§ 24 YmankPre” 39t 745 (Tr 2H)¢ B85ty T BIMHU TRt of

4-chl or o-

S AR ISR el 3™

nbi | d h
gl e![ ﬁ;lt 25@;,: l%mm& ey %@ fﬁm%oma?engl wag Qg?r;%? ﬁl.a B oro-aé
&ré’tur

(5.09 g), § Rour. Gmb hat
descri bed rﬂlihrgﬁmoﬁd an‘ﬁ)ueﬂf Hﬁfe%? @EHd Wa@lﬁﬁ “wit Elethc;[l ether.

qui Nazoki Nhord¥es thBitMEd the redlited starting matenal (SOQF) m.p. 272-274 C.
6-am no-4- (3" -trifluoronethyl anilino)quinazoline in 38%yield, mp. 190-

492 C. NVexépgieasum [err] 5.7 (broad s, 2H), 7.28 (m 1 H), 7.38 (d, 1 H),
7.40 (d, 1 H, 7.6 (m 2H), 8.23 (d, 1 H), 8.35 (s, 1H), 8.42 (s, 1H);

El enent al  Aridsing sansanalegaus corécpduber’ 1ol that-desribed ilNExdmpleG7, §-gitrd-4-(3r-Rifkivroim@thyknilinb)? . 5
H, 3. 8;4 Nquingzolpéowad Feduced tHlgive 6-amino-4-(3"-trifluoromethylanilino)quinazoline in 38% yield, m.p. 190-
6-nitro- 4\-}1g&lﬁc-trlfl uor onet hyl ani | i no) qui nazol i ne used as a starting

mat eri al SRELEUM: &ePs 8QCRa) b7 dhvaad.s, 2H) B2th(m. 4H). 788 (43 11)67.40 (dat). 7.6 (m, 2H), 8.23
3- trlfluoﬂ‘bﬁﬁ)t?r ﬁnﬁ)lw( 3"')46 were added in turn to a stirred mixture
of 4- chI 'rﬂ"?' 64"5‘7 C*aHuFa"é%‘gﬂh 49ryires(G3 67-piH) 3.8, 47.9%.

m xt ur €® vvas "5'& ( t a" lt:' 'rﬁ ?"é"”Wa%btadf’BﬁP%'B"qN&'
~anbi ent t%ﬁg,—g. mazl pro | re I ifﬁncit”a ¥

The organi 8; ﬁ&{,‘ﬁ hﬁ@:‘d a lgne tb tween_m de ﬁ %
by col o 8D f oVaHrbteti The & xuepw Li.g roM&> e
chloridg % ¥ Licﬁﬁa? nﬁxt@gs Ie FI&\S et9( i% tl' % ﬁ ed
starting igBhiRdd e re(]g @carga mﬂ%rﬁr (1

anhydride (0.204 g) was a ded to a stlrred sol Ution of

6- am no- 4-exampié®t hyl ani | i no) qui nazoline (0.5 g) in DVA (5 m) and the

m xture was stirred at anbient tenperature for 24 hours. The mixture was
evapor abed aAvelict dnbydrides (Choe gyvwas sdeled yosé atirletl 3610kioh fob Bramind-4-13"-thethiyRifillnb)quiftizoline

i sopr opandd.8 gxic ®MANE na)rohd Weet eixture Wae Istirrediat arhiblens tearipbradurecior 24 hours. The mixiure was

6- acet ani @epdrated 'andythe rodiduniwas neryygialisedlZioini @d:1@0MiALG af isopBpancl, acetons and water.
There was thus obtained 6-acetamido-_4w(3'-methylanilino)quinazoline (0413 q).
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EP 0566 226 B1 NVR Spectrum [err] 2 12 (s 3H), 2.33 (s, 3H), 6.93 (d,

1H), 7.28 (t, 1H), 7.6 (m 2H), §Ep : 784(m 1 H, 849 (s, 1 H),

8.64 (d, 1 H, 9.68 (s, 1 H); Elenen aI g\nal ysi Found C, 69.6; H 5.5; N,

19.1; [err] requires 69.8; H 5.5, N, 19.2% 5 Exarrple 12 Using an

anal 0gouNMPISpectrarty (6DFSDCDENR 12d€ SHY, 2138 ¢, 8H), 6960 DIHE 728 (t, 1H), 7.6 (m, 2H), 7.73 (d, 1H),

6- am no- 484 @, 1849 (eaH). Biem @) tp)i 96RAel1HPe was reacted with acetic anhydride

to gi ve Bementdl Amrlydie-Four{d3C, 68.6IH) 5.5 i19.1;r05) Hy eNDaraqpiresr89.8; I, SFOBHK 49i28d. d, m p.

260- 262 errl C. 10 NVR Spectrum J[err] 2.13 (s, 3H), 7.13 (m 1H), 7.39

(t, 19, 8.03 (s, lH) 8.56 (s, 1H), 8.66 (d, 1 H, 9.87

(broad s, , 10 24 (broad s, 1 H); Elenental Analysis: Found C, 61.2; H,

4.1; N, 18 Ue'"g fnalo 9?“é [peqcut te-thaidescribed jn Example 1, Swme%?" ehisgpplieo)quinazpline

2- Met hox ‘ﬁ‘ﬁla&?"lc h‘(dﬂdeb§’49"ﬁ’) 6- ?mgﬂ'd'é%?l'c'f'?Paé!“'%‘t)‘i"f"P@H‘es'ﬂlﬂ%l eld. gw-p-
ctr

ran e ﬁggﬁ%@w% 70 Ul o T

cool ed tg rs.; Gt S0 BN ok Bl Bl W5, 91s T e

chlorldea emxtur’e Was t’he’ addi'ti on of
dilute a%ﬁﬁwsw,SOdl um hydr oxi de sol ut | on The organic I ayer was 20 dried
(MySO49 and evaporated. The residue was purified by colum chromat ography

usi ng i ni t adetxyaesh®Qhidridal ooy § wis sMRLOY & RereahdoRidndst ﬁmnoei-farﬂ&ﬁyla’f\nn%)-t hen

i ncr easi quiazoliped0206 gyiinK DMA @Em.fThERiMYe RacstiedY 6 ihekBedtd doP I M OhouR Théhmbl@rt

Th%r e Wasastcheoled 10 lanBiedit@dinperature and poured into a mixture of methylene chioride and water. The mixture

F‘-e‘r' 2- met Wesxbasitieet tapH Goby- te adRfitionrett dilyte agudoussdiig | hpdraxidel soRtidnO TKES&gddic, layst Was 222
r] 2cC. drif/fMg8i®eland wmapoifated.rThe Pas@de ¥as, puBiidl by Soldin {rsomaligaphylusdig irfitially £1§0;1

6. 9- 7. 9 thiruregifmethglend]chlorde and lgjhanc® antiSthgndincreSinglyl potr miBuréDof (ngthylbnd-HhloriBe &nd( s, 1

H), 10. 2et{iagol ap nt. Fhegewas this ohtairied J1(Zmethaxyareta@ido)sig3'Bnetivijaniinouinaéoling 70.085

[err] re@urPe2te. 66.7; H 5.6; N, 17.3% Exanple 14 30 . Using an

anal ogou MR Spectrum @Di§9cpﬁa&34d%§5} F*ﬂ%é? B, Hp 60 .%:(at Al 82k "'!)h%“8 G
r eact fon! 'ﬂ’l%ﬁzd? é”b\/&g S iy 102s: )i 5 nt tenperature rather than bein
heat ed t T ff‘a'yé'sa{:ﬁ?'}‘?oc il 55H\' d??ya%‘i"f‘? ngy -PeliHeQ ogvires & G6:fs Hr 26 8% yoeq@m th

2- met hox chloride to give
6- (2-ne %&%Fey4t am do)-4- (3" -chloroanili no)qui nazol i ne | n 41% y| eI d, m p

QJ? 1 %&aﬁl for Jug 0C Q%Fertl) I’?ﬁ ﬂA&c mpl re

stlﬂre m:er ’rat% r%m ﬁﬂ 10 8 % l%%z li H)

- tho a n% vé '6- -cgr‘loro ui

16 2 [ew/J |@cw¢ rﬁ‘m o Exa
Benzenesmnﬁa&yhmqbbwdode :m (s‘LEaﬁ), gbs téaaa)a;ddqd 119, 784454 mrl)r ¢@l (nmzm 'SrOQmoéHé
7- am g0-de1( (3 tHBl7n, sy 4.9 BOIHY, 19105 paRY] i ne (0.2 g), triethylam ne 1 9)
and net hsiéreeneal Adalysis:i Fdend(Cl 89.711H, 4.4, ab12;ltagh, haep regairs edsde H4. 4N, Tdme M Xt ur e
4as allowed to warmto anbient tenperature and was stirred for 16 hours.
The m xtExampleetd evaporated and the residue was purified by colum
chromat ogr aphy using increasingly polar mxtures of nethylene chloride and
et hyl “acet &g@e@gulmomé ishloridg HA 158 glavas tadded tolat stirerbixture of 7-amino-4-(3'-methylanilino)-
7- benzen®¥aroitecAa 9 dr@ﬂma(nge 10184 9) snstreaiviens phigiiey €10 imiayhishihadbge codeddy 3° 6 p.
180- 185 B 'ﬂ@l&'& opyagTy i, prafienhferiperatuce - an was, gfired fog 16 bours.| They mixture\wes] 3. 4;
[err] re theyre due as purfied Ry ci'S'“ %m'BFgF? Yousing ingrpasingly polas,aikwes pfanol
(0. 109 g t ?,bta'??ﬂtm%?ﬁ?ﬂ“\pmj”ﬁ'ﬂ? #ol i ne

y ﬂ?r nt,
g'([)l rzrgd an %ea'i %Lto %F.?e gf%? o@kﬁﬁrﬁq”@?&% nE“c; W%’%S

2- br onoegBanRlie( 3 x 0.109 g) were added per| odically and the m xture was
heat ed t'o—%gﬁ[—err]c for 5 hours. The m xture was evaporated and the residue

was piy i fi eBroibethabl@os By REEBIda6H RPN Mixtid S énﬂﬁdiﬁéﬁh&ﬂ)la\ﬁu%c{uﬁnﬁzoiﬂ&%'érg‘?s of
met hyl engtaséibn® tarbipats (612181Y aRPDMA T Bh. URE nixtufd WRasNiRei4nl hSeLB1130 1ty Yagur.55
further muthérfpofishshy 2/RNRBEHSNODIBISE100Q) WeTe aldOBRSIRENAEHAhe Rixfde Wd3!Hedtbd ¥ @
25: 75: 0. A0n¢ Xdr Brieuref Thawinh@e @ks evaporated and the residue was purified by column chromatography
using increasingly polar mixtures of methylene chloride and ethanol as eluent. The product so obtained was
55 further purified by reverse phase ‘column chromatography using initally a 25:75:0.2 mixture of methanol,
water and trifluoroacetic acid and finally a 50:50:0.2 mixture of these solvents as eluent. There was thus
obtained 7-(2-hydroxyethylamino)-4-(3'-methylanilino)quinazoline (0.027 g).
NMR Spectrum (CD3SOCDa) 2.36 (s, 3H), 3.77 (&, 2H), 4.34 (t, 2H), 6.8-7.5 (m, 7H), 8.37 (d, 1H), 8.61 (s,
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wat er and trifluoroacetic acid and frnaIIy a 50:50:0.2 mxture of these
solvents as eluent. There was thu e¢

7- (2- hydr oxyet hyl am no) - 4- (3" - et hyI anil1no qU| nazoline (0.027 g) NVR
Spectrum[err] 2.36 (s, 3H), 3.77 (t, 2H), 4.34 (t, 2H), 6.8-7.5 (m 7H),
8.37 (d, XH) 108 @urh.s, 32 EP 0 566 226 B1 1H), 10.79 (s, 1H). Exanple 17
5 Usi ng an anal ogous procedure to that described in Exanple 16,

6- am no- 4-Examplert hyl ani | i no) qui nazol i ne was reacted with 2-bronoet hyl

met hyl ether to give

6- ( 2- mes hox ysingydnaanalogoys prode@uire teebah vésaritief rrrﬁzrrﬂge i Beminad-(3methglagilinplgpicpzoline
163- 167 Cwammctspema-mnoermrmqthvzete@ tq wve &(@pmethgxygtyylamino)4(§-methylanjlinpjuinazpline
3.83 (t, 2'!-30%?‘9'17" 8316720 ~ 7. 4-7. 7 m 6H) , 8 6 (s 1 H) 10 EI errental
Anal ysi s: N Sreci g0Chy + D ec020)

% 3.44 (f 2H), 3 H
N ga% ee.e,,fag l(\rg_y Fn@yrm,fi,a?ﬁﬁ.,gr?gp p&h ?(é’ mﬁms %Eﬁ'[?requwes %EssdﬁS&S nPEd

met hyl ani k r:? -6 ni troqui nazoline was reduced to give

6- am no- 7- éxg dlr t hyl am nopr opyl am no) -4-(3' - nethyl anilino)quinazoline in
56%y|eld—m—B—q§O 66 [err] C. NWR Spectrum [err] 1.84 (m 2H), 2.28 (s,

7 19 (2t 30 (s v :%:Q gg fmmedaﬁé)to tr%t descrdbld m%‘:‘i)ampl@ 757 3ldimethyEininofrofdantind)-4-&-H) .

refilfhd 26) givé S4mih&7- (3 MdimethyibhinoBroAERTHoRA-(3™
Anal ysr S: i A6 yifld, . 68-86 . [err] 0. 66H20 requires C, 66. 3;
6; N N sBe%ru?ﬂ'(chsocns) 1.84 (m, 2H), 2.28 (s, 8H), 2.30 (s, 3H), 2.31 (m, 2H), 3.23 (m, 2H), 6.58 (s,
7\(‘3 di met 4wy, lem¥id) @Ry, Y&, aR), 19) (s4tH), Y .631] dH).l82AiE, D) - 6- ni t roqui nazol i ne used
as/a st ar t ElehpnERARIVEIRIFouase, 64X:; &, NEMN, 2358; (0adHbaN&S0.66HLD reqites Ce8ac H, 7.6; N, 23.2%.
4- chl or oant himan7-{3dmeledachinpfirdpylamirio)-&(3tmétinianting)-Geitrodurazdine veag as @i startind mategal
heat ed t o W#30pteined &8 fdllows:-45 m nutes and to 175[err]C for 75 mnutes. The
m xture was alridwedt 4-chiasaothranilic agsi B onend ddrpamid(18 mi)) ves Frepd 28d heated to 130°C
2- ( 2- et hoxXigreAStroiygscanth nto fgsmﬂiﬂn inuigR They btacs. Waflﬂ@WQMW?'d?ra@f?XWWéHo\ﬁa d
pour ed Pt 2ztheivgiheryisthenot (50 m)was pdded.cTha gelutig seformettjyas gru Q820 mi) of
i sol at ed, n@%ﬁ%&‘fu%ﬁ@?@’mi -wraresdwaswer"@ WA ) 7d HP%{ é‘ﬂ“‘r's obtained 7-
chl or oqui 3 93853 850
obt ai ned wa s? Bb ‘{Td r??'ﬁ?r\{]'f's Ottd (3 é"%ﬂ“ge : °°" ?:s"f:%
ul phurr c %@P‘H“’ r?') l,eﬁﬂ't g i é’;a
a ure wa
thu b“ oo ed to arrbr ent

heat ed ol _4_% g
tenper at ur e a al%guo ﬁnohﬁ I[rl&\gg%io ‘n“&fﬁmﬁﬂ\o‘ﬁ‘l Eﬂbn&@ger
and dr i ed. mildd %M QT R -18H 4 haThe? wéks SVBordis

9, 92%. Am bl df'fhg réd dué1 3p|%twlé?hnn4(48§lb) ey rsbd%‘paﬁ@ S35/ rhiPvas Sfrddthd héxed. to Faixaery |
chl ori dgs (3Rourd. Fhe RGBS iMdrecC4hd Mol ORI i WishedWitH isoPrbpahidh AndlwigdidthynaterSttiefer €d .
and heat edywdsQhus @btied 7-Morc™4-BOHétEylaniiiu 6-FrdduINRINGGS.7£Y, 8pR), aipedz1-2%nG.xt ur e of
the resi duRMR SpedifBrh \EbADChi)2s7 (sl 3807.9) (daTH), A4apTpasTah, £H)58.201 3, 11RS.83 (si tHed
and heat eda.faxsr1eh.l ux for 35 2 hours. The m xture was filtered and the
solid was wasiminbthiaminoprepyiambpaddd ghwds addett toliacdtingd saddtibreof a Padiere (0,#2s0) tdf (he
obt ai nedo 7matbriabscoebiingd in- DivA (20 ImiinTHei mixiyre @anheated tpiT0 &Zas|1i hawr a(1$t0799 for @ forghor
m p. 271- 2h4f. §he mix@re wpsgevepnsatads Uva refr@qerv]as Zrltggteq gndegwﬂter tg gqga(sg Iﬁ)sohd]wew
(t, 1 H, t;keg‘,ln het nzqﬂ)anol gugg was adq_ed ti‘g sglgtl as EII og:oylsz( resuf precipitate
3- Di et hy| W##i ?do iepn ghey Qwﬂ";g} daﬁ@@d"%'ﬁ'aﬁ'"gﬁr?ﬂyla@&%ﬁau’f‘? I'F"B’P) 5

portion (0nl 3z°'5‘P (Q-47¢0 A%5e). By H bt,al d §f’
hmo)tjrur'?'he Bﬁ%%qb\ig e a(ﬁ‘ i\g%"? r‘at)e1§FE}7 oag’ er to

gi ve a sol solid was taken |nto hot rret hanol . Water was added and
t he sol utlﬁﬁﬂvg;shﬁal | owed to cool. The resultant precipitate was isol ated

and dri %6’ TIA%r?tur’é’%FG? bi th%tﬁé rr'r%z-r amlmo)qumazolme (4 g), sodium sethanethiolate (9 8 g) and DMF
7- (3- di met B0 R WO BHired ¥iPHEiBQ o gb> r'Grﬂé 8 RHuird Wods-cBoled Wnkd loBsteH I8 2QhiktS of -
(0.47 9 S0 raceitd andlveter 171 rhiRlire Ies addified /BHOBE b ladition[of bilute dquéblis hiarocRiohic
2.2-2.3 (3adid. Sthe Wanic2phdsh whs drdd) (MgB03 arldMevagdrited. Ghd Jedidue was Hurified. 86 cdldnn
1H), 7.27 thromalddaphy/usihy ircheasirighy) polay mifres @f médthWlane Shiddle @iid méthdnol &S eliént.(The oil &) |
9. 50 (s.55 1bbtaineliGvad Fitupdtsdamder ljethylidther to give a solid. There was thus obtained 7-hydroxy-6-methoxy-4-

(3"-methylanilino)quinazoline (1.02 g), m.p. 139-149°C.

NMR Spectrum: (CD:SOCD3) 2.35 (s, 3H), 3.97 (s, 3H), 6.90 (m, 1H), 7.05 (s, 1H), 7.26 (m, 1H), 7.5-7.7 (m,

2H), 7.84 (s, 1H), 8.39 (s, 1H), 9.34 (broad s, TH);

W
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Exanmpl e 19 50 A m xture of

6, 7-di met hoxy-4-(3'-nethylanilin | lj,ne (4 g), sodium ethanethiol ate
(9.8 g) and DMF (100 m ) was stlﬁ}%dé%%gﬁéated to 80[err]C for 6 hours.
The m xture was cool ed and poured into a m xture of ethyl acetate and

wat er .  ThigméhtaX AkHIyRis\REncEE, 68151 H,8F; ko131, c Ry NI BLCo. P 0L .64 0FEquitdsl 61663, 8§0US
hydr ochl my14p%aci d. The organic phase was dried [err] and evaporat ed. The
resi due was purified by colum chronat ography using increasingly polar

m xt ur esExaimptee20hy| ene chl ori de and net hanol as eluent. The oil so 55

obtai red was triturated under diethyl ether to give a solid. There was thus
obt ai ned 7-ATyiduref/6.Gdinmethiny:dy(3"4nethyBhilinggtinazbine (4 9)=odlign istharmihiclatec(9.8 §) @ DY)F,

m p. 139(1903)) smes lgtt!ed BiFhegige tat 901 Ghfor [Schourp. The Btixtyre was3iapled B, a@ipie(iitemBifiture B1d00
(m 1H), acydifigd, tt{ gH4 mH}he agditon |§“aCl§_ H}:euc Acig. 'I719‘,mn(tma v@Hyvapqratng,ar(dsthe tesfdue ®as39
(s, 1H), pujifiegiby ‘ES’l'"UtﬂcPh@mat!!WPhYS‘S"g incrpgsingly pgley iztgresof rEetiayipee chipridaaed fethapol
Found asa‘ﬂ”est F’P’e !!asrﬂ‘uﬁ\Pbtai"sd F-hyqrespyrrymethonyif-Begethylangipolquinazqlines(0.3. 9).N-p- 12850 9%

Sod,g‘i i Xﬁgi g g(a%bng%%ﬁ%xg@g %%nﬁ?: &1 ﬁl/ﬁ?%%'(lg'{ ?'?(‘))2 '<By§é9>L't€°f eél4
tal

to 80[ er nbl ent .t u e and
acidifje al W e Saar e Sn df gI aci aﬁ's t| ¢ ’8““"%8 %H;t?{lgé b

evapor at e and the reS| due vvas purified by colum chrorrat ogr aphy usi ng

I ncr easi e@l ar m xtures of methylene chloride and nethanol 10 as
eLﬂent ere Was thus obtai ned
ydr oxy - EthyErbrfoatstate (53033 1gB WaY hdded biopRiddlidl d'tiwed mikird| & 7hylrbxy-6iBthoxg-@3- 267

?e'{ r] 26C. mbiviRantipg)quinakoNhe {006 ig), patassiim(carboratd) (0.03+ ) énd BMF BiHhi). The Rfikidwasldiibred

7. 15- 7. 3& spienshhperaturé Gor (1nour2 e miktuBOwes Savapbratdfl ,an® thé Fedidue whs plirified by dolinky 0ad
s, 1H), &réaktdghplnaing inciekdinglyfpommixtuels ofinethylans Thiorde andlethyl atetate’ss dilientoThdre N,
14.0; [ ewss] thoe pbleinets 7GrthoBysatbenyimetioxg-6-mehodyst-(3'imetigtnilido)gningioline2(0.051 Igy | m.p.

br onoace!6§t168'(® 033 g) was added dropwise to a stirred m xture of

7- hy d rox YMB-Spectumx (PD4SQCHs). 1.240(, 3Hk 283 ksa Al 39&)@(}1!1) rfef2dd.i2hik 430 (VD BH)Y§.9-7.9 (m,

pot assi ubhcB3d® H: 849 (3. 4 and DVF ( ). The mixture was stirred at
arient ‘Eenpe drao B G, 481 5.55H 0 Gear SO oA Coh A R 1186, e
was puri |ed col utm chr omat ogr aphy usi ng increasingly polar M xtures of
et hyl en de and et hyI acet ate as eluent. There was thus obtained
7 (etﬁ xy bon rret ho>r<l¥ - njLino)guinazol | 0. 051
B° ' ggf :ﬁ%ﬁgﬂ% xgt;ﬁ ke e
ed; 7-(C: oy -G-methoxy
olm i g %‘g’?

1t 94 ook s‘%ﬁtﬁ% Y6d 6 4 h. 008 E, iy, 6y i Dy 10.9
[errlageauhsrém.gys@z\%zm ,475t8491\u 14‘33”5 56, edr S S B able My

descri bed in Exanpl e was repeated except that 2 |odoacet am de’ vvas used

K Pl acepampRi Ay | brom)acet ate. There was thus obtai ned

7- (car banmoyl net'hoxy) - 6- met hoxy-4- (3' -nmet hyl ani | i no) - qui nazoline in 91%

yi el d, m pA raidtdre 2 2-hyirdx)-6-GrethbiRyFi-Sareatiyiadiino)duidbzoline 20.588 ), 2-bradhdethaddl BA5% /), 3H) ,

4. 65 @as, patdshiym GarBendte 30.619) g) Gihd) DMB (195ml) @as sfirrdd)and B&atedEb @0edtoa B héuna Thies mikture-ound

C, 47. 8; wad evipotated\and ithe @siffer wis puglipdi byelu@p ohidmBiography usiBg aN9:11MixiBR% of lethahpl e

23 A m xaoglete apd mpthpnphiascolupntoTheerrddast yrast utisir puriiechiy raverseiphasp gromatoamphn esingG 556
2- br%&zh@mﬁ ?f()m%%dm”i‘tef ad f"fb'e't%f@%q B‘?ﬁ eapbmat'fere( Wesgihg eptained F-BVF

(10 mr‘%\ 1P-EuneRay-hi@ apdlylantinojryinagoli @) mp-A124°C.The m xture was

evapo tﬂ%ﬂéﬁﬁﬁfy'ﬁe@P&q% Rel® 3Hu Lt (e )?93&? A 4-2ht A BT LB M8 F5HE a

Iementa?Ana?ysls.y II-'ound C, 52.9; H, 4.9; N, 8.7; CigHisNs03. 1.1CFsCOzH. 0.5H,0 requires C, 52.7; H,
4.6; N, 91%.

50 Example 24

The procedure described in Example 21 was repeated except that 2-bromoethyl methyl ether was used

in place of ethyl bromoacetate and that the reaction mixture was stirred at ambient temperature for 16

hours. There was thus obtained 6-methoxy-7-(2-methoxyethoxy)-4-(3'-methylanilino)quinazoline as a colour-

s5 less oil. The oil was dissolved in ethyl acetate (2 ml) and a saturated solution of hydrogen chioride in diethyl

ether was added. There was thus obtained the hydrochloride salt of the product in an overall yield of 73%,
m.p. 211-227°C.

NMR Spectrum: (CDsSOCDs) 2.35 (s, 3H), 3.34 (s, 3H), 3.78 (g, 2H), 4.01 (s, 3H), 4.31 (g, 2H), 6.9-7.6 (m,
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‘acet ate and net hanol as el uent. The product was further purified by reverse
phase chromat ography using a 50: S50 i*":{e of nethanol, water and
trifluoroacetic acid as el uent. There vvas thus obtained 7-(2-

hydr oxyet hoxy) - 6- met hoxy- 4- (3' - met hyl ani | i no) qui nazol i ne (0.154 g), mp.
122- 124 Csnyt82s MMuImqs,nm [err] 2.35 (s, 3H), 3.81 (m 2H), 3.97 (s,

3H), 4. 17 HementaitAnalysis: Bourd 8, €13 HEBE; N, 10.946:505 NaG.9 HEI requirad 0|61y I5\85N st:1.3%ound
C, 52.9; H 4.9; N 8.7; [err] requires C, 52.7; H 4.6; N, 91% 50 Exanple
24 The pr GEsavople@5 descri bed in Exanple 21 was repeated except that

2- bronoet hyl nmethyl ether was used in place of ethyl bronpacetate and that
t he react i onA mbsurepie7-(@athoxysarbanylmethoxy)-Gamesheprt-(X-aathdeniinejauinageline (026 @)y PN aqieher e
-was t hus &4 ggdw@dlydroxnde solution (2 ml) and 1,4-dioxan (2 ml) was stirred at ambient temperature for 3 hours.

6- net hoxy-The @%B&W addition ot %eqqmuathmch'_e%ﬁ Idrﬂﬁﬁ &euaﬁ'é'wa‘&a%eﬂlyeqddﬁr -
55 |less &by a qelition (g aqugRUs AMPRIYM | ydraiga, golull as Jsplpted anddrpdyt e
sol ut i off f‘ef a§ tag%wwﬁama@exwmmf H'yﬁhm%t“r{%rm%'é"'%{‘a g'am ﬂé°r1é9\%§‘pc i3

gg;a'zg)ii-t (o e T gL Eom

8.23 (S4s , 875(s 1H) Elemental Anal ysis: Found C, 61.2; H 6. 0;

10. 9; [errdxa,;,ﬁg%res C 61.2; H 59 N 11.3% Exanple 25 5 A mixture of

7 (et hoxycarbonyT et hoxy) - 6- met hoxy-4- (3" - et hyl ani | i no) qui nazol i ne (0.262
.. 2N aque- A Gikturs Srhi-@Ry didsglétioch)banditbo - {30 ethylaniithd)quitiagblide @:28/R MR ({ dropy ahd Was

s\hérred atthishiybdhRAde (5 @RS Réatbd Qo fofix f6¥ 2MOuts. The miktireWastovdporatedls aci di fied by
addiet i onNTMRfresthle ags diedsedinMICEH Inty dnd tt@Csolittichrvehs isit@ratad with dilyietiyininecghslCRhe t O

pH6 by t hesolaiibdivas Gtirredfand tjeetsaiis 160MCOI0t 81 ihvuny (The xixtlee Basl aveporatad ahl ehepregiduepyab at e

was i sol atpedfiedriyy w@vearsedphasep colifime chgorowagrapinu gsinght H0:5@:012 mixture of methanol, water and

7- ( car box tifiuornaeelic) -agd nast lelysnyt- Thgrg'’ wasethhgllqhmnbd Wdﬁqmemlzminowmxx()@-mxsgﬁT

mp. 215- rozezylap-wnylneolmm@eep S0 ° é 2. 34 & 3.95 (s, (I—g 33

(s, 2H) 2z MR Jpegt (CMPCDQZ@H §H) &9 s; 8 4%%(*1@ ) 3ﬂﬁéﬁ e 457 L AMJT- 182 B3 5

H, 5.0; N6H1@7B(s SZK%EI% es 10. 4% 15 Exar Ie 26 A

m xt ure ofElemeptsi WH?'%)@@P Gt %f‘hﬁr%pz&"h(f%“ozn%?dﬁ??% ’P?Lﬂ'ﬂﬁﬁ

(0 23 ), &5= (1 drop) and thionyl chloride (5 n) was heated to reflux for
& hours, '@e m! é?ure was evaporated. 20 The resi due was di ssolved in

DIVF (3 e solution was saturated with dinethylam ne gas. The

sol ution Wa il (PBY mijGRL S8k E%%ﬂ%ﬁ‘ Jf]a79h @xy - %b'i@r uiazSind (s34 S
a O an n
evapor ate jh?r% é‘oﬁﬁéﬁg dWA( %rﬁlﬁm w2, st n%ﬂ %ﬁﬁperature for 18
chr onat Ogrlf% YThe $idie @ ahd b Fdstdle wad pulifils b3 Aidbrse W@thﬁﬂ hromatography
trifl uogkoagRs b&o:56:. ﬂmeﬁjreedf Hemanou WoBH fd Wiiordabsts 288 boGIRAL There was thus obtained 6, -

7- ( 2- di MetduA R FoRBbPEE-mEhyBRliRXabike30.040 83 Ny, l98A04 -icn0) qui nazol i ne (0. 2

Q) Mmp. NWMHEbctunt.(CBSOCDIYR 3BIRe ) 8188 (n], @AY, §.282(m3 4HY 3.05-38%) (m, BH)OB0E . u-ﬁrd)m
3.66 (t, aA&)H), 30.2Bolsds, 31y, 4.57 (t, 2H), 7.1-8.2 (m 6H), 8.78 (s, 1 H),
10. 82 (s, EdrjentaBAralysisitFalind/C)a#02SH,54.5; RO B.A0OC 6421 M4Ds 41.6CH: CA:Horequies B, 4.5; Ho# BN,
require® G8%6.6; H 4.1; N 8.6% 30 Exanple 27 2-1odoethanol (0.327 m)
was added t oThe Gi-dihvdrosy-&{3™-Gethvianiling)ehinasofinejuseBas retarting| reaterikli was pPejeinaddy 61% sield
(0.534 9) ff°r5'oﬁéﬂmeﬁﬁww@bbﬂ'maé'"Qqquma@y"eawgDPma'(aL?GOqﬂ procequie torithet \deeeribedsin
stirred atExamme &nt tenperature for 18 hours. The m xture was evaporated and

t he resisdu&a'\'/'\/gse 2gurl fied by reverse phase col unm chromat ography

A solution of B6-bromomethyl-4-(3'-methylanilinc)quinazoline in DMF (3 ml) was saturated with
dimethylamine gas and the resultant solution was stirred at ambient temperature for 16 hours. The mixture
was evaporated and the residue was purified by column chromatography using a 17:3 mixture of methylene

so0 chloride and methanol as eluent. The resultant solid (0.308 g) was further purified by reversed-phase
column chromatography using a 3:2:0.01 mixture of water, methanol and trifluoroacetic acid as eluent.
There was thus obtained 6-dimethylaminomethyi-4-(3'-methylanilino)quinazoline (0.172 g), m.p. 174-177°C.
NMR Spectrum: (CD;SOCD3) 2.35 (s, 3H), 2.85 (s, 6H), 4.47 (s, 2H), 7.0-8.1 (m, 6H), 8.66 (d, 1H), 8.85 (s,
1H);

55 FElemental Analysis: Found C, 49.2; H, 4.2; N, 10.4; CigHz20Ns. 2.25CF;CO2H requires C, 49.2; H, 4.1; N,
10.2%.
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35 wusing a 50:50:0.2 mxture of nmethanol, water and trifluoroacetic acid
as el uent. There was thus obtain <

- (2- hydr oxyet hoxy) - 4- (3" - net hyle%ﬁlr’g%asq%ﬂ nazoline (0.049 g), mp.
96 102[err] C. NWR Spectrum [err] 2.37 (s, 3H), 3.85 (m 4H), 4.23 (m
4H), 7. 0Exdm@i®2¢m 5H), 8.06 (s, 1 H, 8.76 (s, 1 H, 10.78 (broad s, 1 H);
El enental” Analysis: Found C, 49.2; H 4.5; N, 7.9; [err] requires C, 49.5;
H 4.2; N, Ushg ad afdiégoublpocbdure ol itHaldbeaisyd i EkampleBs] dirbradhhéiiyRe¢Hiidqonddlinewas used
as a st améacied witht3anetigdanivas andbiha iprodatt ist fofmsd yee redctbd @ith piperazine. There was thus
6, 7- di sretohieingd 4(3¢Bothyiaplitm)-b-¢nipelazindyinsthyiquinkiolive in4d% geldm.pn28-t1$00s pr ocedur e
to that dR:Snetiamh: (GP:ERCHsPPL.3S &, SHLR.73ERADI 3728, M).SEB & Ridn7.bB.1 (m, 6H), 8.66 (d,
6- br ononmdHh R0 6. 1 - net hyl ani | i no) qui nazoline in DVF (3 nl) was saturated
wi th di métempntalpdnglysigjfounsing 4310 Hr 2 &Mt 0 CodbdNst B8EFsHAH tavirep Kl 4285 B dat
t enper at §%&-for 16 hours. The nmixture was evaporated and the residue was
purlfl’@d b coI um chromat ography using a 17:3 m xture of nethylene 50
chl ori de hanol as eI uent The resultant soI | d (0 308 g) vvas further
purified by, re

an r nb eD ar o n
of water Wgﬁg ;th ,la iln ﬁ?@g %gf %ﬁ th rH rme f2-
obt ai n,e} "% h% o &l
4 rsn ne lor Q@Bﬁlﬂ i%ntt rat ixtu e47
2 1 BaBordto Eﬂd 1R Posiaufe- wad aselcRlumit chidmat 1%004
A a| ySI S mrﬁ@b‘ Bfmbthardid wator drld tfﬂ‘lugroac%c éEQ é:elr.[eﬁtr fderd ﬁ&%ﬁse&naéed okfetrfyr- 1,
N A0, 2% thichRethyl)-4 e idthpiarind)dfinBdind-103818], .p283-8d5icNg an anal ogous procedure to
that  ds aMFScium: DIRSDER) 287 (s5aH) 257aREAH) ) S64mEaH) BL9BGE ARZ 0B/ 1R, 8RB0 RACT €d
wi th 3- nmaHjglBap] iHjne and the product so formed was reacted with piperazine.
Ther e wa<Eldveotal Analysid tFaunded] 54.1; H, 4.5; N, 9.3; C1sHiaN;0S. 1.1CF;CO:zH requires C, 53.8; H, 4.5; N,
4- (3" -nmet#®pd.ani | i no) - 6- (pi perazi n-1-yl nethyl )qui nazoline in 45%yield, mp.
175-178 C. NMR Spectrum J[err] 2.38 (S, 3H), 2.73 (m 4H), 3.17 (m 4H),
3.86 (%, Expppled11-8.1 (m 6H), 866(d 1H), 8.90 (s; 1 H); Elenental
Anal ysis: Found C, 43.0; H 3. ; [err] requires C, 42.9; H, 5; N,
9.0% 10 ExhAK e qé’ nmno afhWVhﬁ@;r%?ﬂ"'@W%@w 413 A 20 aﬂ‘@§t‘§r§°ﬁ'§'ﬂ hwrox-

Exarrpl e 599 soy irrad apg B &g gh "%%"”‘?‘se

S5 ufbs ) He?ry f‘:'fd w198 004 AR PR rtﬁg‘;@mmf@a o
2 ”Efcapt Es ‘%Qsﬁf%b‘”& L5, 1807 B B0 oy BoB L

oil, O. 1“_I _ ﬁﬁ ours.
The m xt uj 9663& {Q?S%H%N‘é‘@zsoﬁﬁzrd g Qﬁ]@%ﬂé@( AR, 19,%39
col umyschromat ogr y usi ng an 9: 0.

m xture of nethanol, 'water "and
trifl uor@&gﬁgh@gam d as eluent. There was thus obtai ned 6-(2-hydroxyethyl -

tihi onmet hyT)=4-(3' - met hyl ani | i no) qui nazoline (0.38 g), mp. 93-94[err] C 20
NVR Spect r ugthy! cRisrotbrmate3d.1465g) andristhylarhine (01162 gHere aidbbin(tith t2&iitied nfddurd &,7-2H) ,
7.1-8.1 (camoxyH)(3-nibity@ni(rd)quitazbline ©.38¢) 4, THF k§ mhElTesremktab wasadtired at ahbiemd C,
54. 1; 4d, temgsratuig foP 1 Bour] Sudiuin boetyydride €0.123 gbwas3idddd and .ttte; middureOwvas Mirred at afbianpl e
31 A m xttemperape for Adhbing XThe anixiuse yhs deidifdd byrgehaghition 4fi2hicaqgeeus hdindchlprie {ci. £8d g)
and 2N acuargatodSthd iresidue: e distolvadde water| and pxdnactéd] Gthrrhethylenss chiaride. Thelaquaelis ipbase ed

t o 40[ er rvas badfigd toipihby the afdiiion of 2 sefurated\aqueeusAmmeniuy hydpxidentoluliengndrearagied and
aci di f i edith gthyi-geetale- Thecorganiei Rhpenwastdrigd AgSO) and cvanerated; The "ﬁt@e driied 2y e

was i s8l é;plélan c(’@rgﬁ%qﬂaphy using increasingly polar mixtures of methylene chloride and methanol as eluent
There was thus obfained 7-hydroxymethyl-4-(3'-methylanilino)quinazoline (0.125 g), m.p. 175-177°C.
NMR Spectrum: (CD3SOCD3) 2.35 (s, 3H), 4.70 (d, 2H), 5.45 (t, 1H), 6.96 (d, 1H), 7.2-7.7 (m, 5H), 8.50 (s,
1H), 8.57 (s, 1H), 9.64 (s, 1H); :
Elemental Analysis: Found C, 72.2; H, 5.8; N, 15.8; Ci1sH15N3O requires C, 72.4; H, 5.7; N, 15. 8%
50
Example 33

Using an analogous procedure to that described in Example 11, 6-amino-4-(3'-trifluoromethylanilino)-
quinazoline was reacted with acetic anhydride to give 6-acetamido-4-(3'-trifluoromethylanilino)quinazoline in
85 87% yield as a solid.
NMR Spectrum: (CDSOCDs) 2.14 (s, 3H), 7.45 (d, 1H), 7.64 (t, 1H), 7.78 (d, 1H), 7.87 (m, 1H), 8.18 (d, 1H),
8.26 (s, 1H), 8.60 (s, 1H), 8.73 (d, 1H);
Elemental Analysis: Found C, 58.7; H, 3.9; N, 16.1; C17H13F3N; O requires C, 59.0; H 3.8; N, 16.5%.
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30 with water and dried. There was thus obtained

7-carboxy-4-(3' -nethylanili no)qw 16 g), mp. >280 C. NMR
Spectrum J[err] 2.36 (s, 3H), ga;&kkél]%é .29 (t, 1H), 7.66 (m 2H),
8.18 (m 1H), 8.28 (d, 1 H), 8 64 (s, 1 H, 866 (d, 1 H, 9.88 (s, 1 H;

El ement al gReimpiw34s: Found C, 67.3; H 4.8, N, 14.8; [err] requires C, 67.3;
H 4.8; N 1I4.7% 35 Exanple 32 Ethyl chloroformate (0.146 g) and

t ri et hyl am. ngsirgOanl GRalagpus\Wpiocedard die dthatndestribed tiro Esantlid Ny @@ #pipropiiatee saifstitited 4-
car boxy- 4-chidloguinakdiind aas deacted)) vijth i thecapplopriate {nlintoggiveaaschydilebhiqiiBe sdlt},. thel tranpounds ur e
was st i sr eescebedainishectoliowihd tabdayther siruciures dfowhich wera confirBed iby rprdtanr mégpelici rdeongnge 123
g) was addeettressopytand byrplsrnantabanalisis.sti rred at anbient tenperature for 2
hours. The m xture was acidified by the addition of 2N aqueous hydrochloric
acid and evaporated. The residue was dissolved in water and extracted with
met hyl ene chl ori de. The aqueous phase was basified to pH9 by the addition
of a sat’urated aqueous anmoni um hydroxi de sol ution and extracted with ethyl
acetate. The organic phase was dried [err] and evaporated. The residue was
purified by 45 col umm chronmat ography using increasingly polar m xtures of.
met hyl ene chl ori de and net hanol as eluent. There was thus obtai ned

7- hydr ogymet hyl - 4- (3" -met hyl ani | i no) qui nazoline (0.125 g), mp. 175-177 *

C. NWR Spectrum J[err] 2.35 (s, 3H), 4.70 (d, 2H), 5.45 (t, 1 H), 6.96 (d,
1H, 7.2-7.7 (m 5H), 850 (s, 1 H, 857 (s, 1H, 9.64 (s, 1 H);

ELvtrrentaI Anal ysis: Found C, 72.2; H 5.8; N, 15.8; [err] requires C, 72.4;
H™5.7;, N 15.8% 50 Exanple 33 USI ng an anal ogous procedure to that
éeécrl bgad in Exanple 11, 6-amno-4-(3' -trifl uoronet hyl ani I i no) - qui nazol i ne
was reacted with acetic anhydride to give

6- acet am do-4- (3" -trifluoronethyl anilino)quinazoline in 55 87%yield as a
solid. NWR Spectrum J[err] 2.14 (s, 3H), 7.45 (d, 1H), 7.64 (t, 1H), 7.78
(d, 1H, 7.87 (m 1H, 8.18 (d, 1H, 8.26 (s, 1 H, 8.60 (s, 1 H, 8.73 (d,
1 H; BE%enental Analysis: Found C, 58.7; H 3.9; N, 16:1; [err] requires C
59.0; H 3.8; N, 16.5% 36 EP 0 566 226 Bl Exanple 34 Using an anal ogous
procedure to that described in Exanple 1, the appropriate substituted 4-
chl or oqui nazol ine was reacted with the appropriate aniline to give, as
@%drochl oride salts, the conpounds 5 described in the follow ng table, the
structuf’es of which were confirmed by proton nagnetic resonance
spectroscopy and by elenental analysis. 10 15 20 25 30 35 40 45 50 55 37

50
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EP 04566 226 Bl TABLE |11 [err] Exanple 34 (R1)

n Conpd. No. [err] 20
la 6- met hoxy EP {1 568 226 1 236- 240 2b

6- met hoxy 3'-chloro 261- 265 25 3c

6- hydr oxy 3' - net hyl 150- 156 30 4
6-trifluoronethyl 3' - net hyl TABLE III >300 5e

6, 7- di met hoxy 3'-chloro-4"'-fl uor >240 35 6f

6, 7- di met hoxy 3'-chloro-4'-cya >23289

6, 7- dismet hoxy 3',4'-dichloro 4D 8h

6, 7- di met hoxy 3'-nitro >240 9i

6, 7- di met hoxy hydrogen  HN 234- 236 45 10j

6, 7- di met hoxy 4' -chl oro-3' - ni >240 50 11

6, 7- dlnethoxy 4' -fluoro-3'; >240 55 38 EP 0 566 226 Bl
Not es a. The produc ¥ e foll oy ng anal yti cal data:
Found C, 63.1; H 5.2; N, 13. iki*& ' G R6Am: H, 5.3; N, 13.8%
and the follow ng char act eri st Tat a7~ CD3SCCD3) 2.37 (s, 3H), 4.01
(s, 3H), 7.16 (d, 1H), 7.38 (m 1H' 7.52 (s, 2H), 7.73 (m 10 1H),

7.94 (g, 1H-—8-43 (d_1H) 884 (c 1) 11 83 (s 1L The
4-chl or o- 6- meubapyquunazol [ nenlqsed as a star@% 15 mat acpal was
obt ai ned from Jmet oxyanthranlrlc aci d using anal ogous procg@gres to those
dQ§cr|bed int portion of Exanple 1 which is concerned wit
gﬁzparatlon.nL_sLaLLLng_naLer-a'° The 5. et hoxyapt-heanil+c—ackd—used as a
rtiemg material 20 was obtained as follows:- A m xture of
5-chl oro-2-nitrolkenzoi c acg_ 5 g) andst chl ori de 13 ) was
stirred and heatgd to refﬁtgeégg 4 hours. Tﬁkeﬁpkture was é%gggpated The
material so obtalﬂed was 25 added to a solution obtained by addi ng sodi um
(15.2 g) to netha (250 6¥im@thothne m xt ur 8’wehdokveat ed t o r eX6N+R65f or 4
hours2 The m xture was evaporated and the residue was partitioned between
et hyl acetate 30 and The organic yer was dri ( SO4) and
evaporated. The ?e5|due WégwﬁﬁFYfled by gdﬂﬁﬁhﬁchronatogrdgﬁ si ng
i ncreasingly polar mixtures of nethylene chloride and nethanol as el uent.
Q)ber e yas thus ohQdai ned neflyif1Bs BRbGPLY - 37 Diekhpbenzoat e as ,ggp 0i | (22.5
g). ‘

5€ 6,7-dimethoxy 37-chloro-4-fluoro  >240
% 6 6,7-dimethoxy 3’-chloro-4'-cyano 240
78 6,7-dimethoxy 37,4’-dichloro 5240
- .
i?oh 6,7-dimethoxy 3/-nitro >240
gt 6,7-dimethoxy hydrogen 234-236
45 .
104 6, 7-dimethoxy 4’-chloro-3/-nitro  >240
50 llk 6, 7-dimethoxy 4*-fluoro-3/-nitro >240
_ : . _
55
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35 : A mxture of the material so obtained, 10%

pal | adi um on-charcoal catal yst (2. nol (200 m) and anmoni um
formate (25.2 g) was stirred and hégg)e";(fs%g%[err]c for 2 hours. The 40

m xture was filtered and the filtrate was evaporated. The residue was
partitioned between nethylene chloride and a dilute aqueous sodi um

bi carbonat e sMozes on. The organic | ayer was dried (KgSO4) and evaporated to
gi ve net hyl 2-am no-5-net hoxybenzoate (15.2 g). A mxture of the material
so obtai ned, 2N aqueous sodium h dr sol utio 150 M) and 1, 4-dioxan
(50 m) swas stdrred armderRsaiuss & °48F ?ﬁ @"F‘Sra“éﬂﬁgﬁ?]s daﬁ%e ¥gpd ©f t he

1, 4-di oxan wasé®b0; H, 5.2; dhapdSatGgH, Nae. aqll@bmqnmscmeGMs Wmchbdsf Ned to
pHA by the addig, o apd tsermmu& @daéaxééz@sﬂc%ﬂncdml deansbcbh 259} Yki on vas

extracted wt 1l.e r a c phase
was dried (Nggtﬁ ‘aﬁb Gv EVJ gp ﬁgiyi %m‘é’n 9} Ié d™(14.1
g). 5 b™ IH)Tﬂe%ddetHk)n 9mﬁ3(t(ds dﬂ\)va§ Bl@a(SEd-Hbo 1163 (% ﬂ&r 3 hours. The

product gave the follow ng anal ytical data: Found C, 55.4; H 4.0; N, 10

12.8; [err] requires 5 thefoII

char acE eri ]st i chNR dat ‘Sféﬁsti:&%°ﬁy‘ii’é“‘tz§? ’%?I—f)'se as? TH- %ﬁ) , g? 53 (m
1H), 7.67 (m "meprial, G5 ghaimed) frop. Hrethoxyanshrandliy] a¢hsl udidg amblo@@s(s, |H).
15 c. Gpwee&i@xyté t@hlaké)rdeﬁhﬁiﬂétll@lx ithe pbebionSed ERdmpléa apiehofy i ate

| ; d lux for 2.5 20
ﬂg\j % mhe ore %%’i?‘e% 3 g“frp&)’("%’u{&"wtsﬁg‘f’%ﬁ’?%at?%&;? & ound C. 20 58.6:

H ~5.3; N 13.4; [err]mer%qathowr@raysli@ aﬂd used: as\a SEITVANg mataridle

f\o-l/l ow g charagt stastddCad\ERdasa: 25 (CD3SCCD3) 2.36 (s, 3H), 7.14
(d, 1H), 7.36 (t, 1H), 8. 07 (d,
iH, 8. 78 (S 1H, 10 A4§ix%uré% ?F%Ifrg ilgr %zHldrﬁxcuP?sé% )1|§|}1d

6- acet oxy- 4 cmhéP'éiﬂ»uFHaZtﬂel hbl3u%3éd"%§s SEiI‘S‘G‘hrﬁM hgatd togefluxaforwhs obt ai ned
afs B(JI Iﬁ;}/vs 1 Ubufgl arhelfibitQdd was RvSsoRatEde tmetmsndesw bbRdnéd\vhdre porti Fn
0 anfsl e i s e ti sartln jraterials,
5- hydr oxyant h\r,!gﬁg*] e 2 gggﬁ:%'p%gga\r?\’}%&r]tb%aa%di)'fgog‘?iﬁmaﬁg | 2z ol hl %" 4- one.
Acetic anhydri@&0 ("@-)88'1’53 misEuTe s cheatesh kP e flux W)&Q‘}F’é ofhe mixture

6- hydroxyqui nazmel ewapélramae aad e, residuet Wisl padtiCiondd $Ztve)en6§tdyDHEe1(aﬁ9 m).

U m xture Was,qS¢ ed o eani% er ggﬁbd?ﬂatd g@?aﬁ g,‘w erj? hoﬂﬂE The

m xt ur e®was evapor a ed et oxyqul na was react ed
wi th thionyl cwmed\éammgi% b&ﬁ&i‘@@o%°ﬁ"@8‘é@b¥é“ﬂ@ﬁ tin%zteaawémsw in the

portion of Exaiiptered ofhmedhylénecchlotidecshd néthahidicad ebiditat ierebastehid i ng 45
mat eri al s.

obtained methyl 5-methoxy-2-nitrobenzoate as an oil (22.5 g).
85 :

A mixture of the material so obtained, 10%
&_; palladium-on-charcoal catalyst (2.1 g), ethanol (200 ml) and ammonium
formate (25.2 g) was stirred and heated to 70°C for 2 hours. The
%0 mixture was filtered and the filtrate was evaporated. The residue was
partitioned between methylene chloride and a dilute aqueous sodium
bicarbonate solution. The organic layer was dried (Mgso,) and
evaporated to give methyl 2-amino-5-methoxybenzoate (15.2 g).

% A mixture of the material so obtained, 2N aqueous sodium
hydroxide solution (150 ml) and 1,4-dioxan (50 ml) was stirred and
heated to 40°C for 3 hours. The bulk of-the 1,4-dioxan was

50 evaporated, the aqueous residue was acidified to pH4 by the addition
of concentrated hydrochloric acid and the solution was extracted with
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d. * The product gave the foll ow ng anal ytical data: Found C, 50

54.1; H 3.7; N, 11.7; [err] requh;ﬁ 0 H 3.7, N 11.8% 55 40

EP 0 666 226 Bl and the fol | ow ng c ra%%erlstic NVR data: (CD3SOCD3) 2.37

(s, 3H, 7.17 (s, 1H, 7.38 (t, 1H, 7.51 (d, 2H), 8.07 (m 2H), 8.91 (m

2H), 5 11. 45 (s, 1H). The 4-chloro-6-trifl uororret hoxyqui nazol i ne used

asastartlng I wa obt edfrom5t anthr ilic acid

usi ng anal ogou‘gla%r cr' rezfh F%“qge"“a%esé’ﬁ be{ch Lﬁg@é& por d’n o"'reda%

Exarrpl e 1 whi 8ive; %"’Gé‘?ﬂ!‘%ﬂfémfma@’tﬁe(% &®&ration of start| ng materials. 15
5 The reaction m xture was heated to reflux for 2 hours. The

duct he foll I N, 11.1;
Fre(r)rijcr egﬁ:/(raeis) (Ca: g1,%?:'{3#3%;%?;&:%&?2]2?B%;ﬁ;ﬁc?ﬁﬁﬁ%ar a&t eristic
NMVR dat a: OPRPduets s 45 » 1H),
7.59 (t 1H§ 17.834C,cH) ,C1800. B.IACK pequitds €3.5512;( B, 4107) N, 3298 ;(and ﬂﬂé) If)l 74
(s, 1H’. f. followin tﬂﬁmﬁ‘&ﬁii&ﬂc WX ddES VD it{ilﬂ%fq 6P (§£ efsh)u, 11 (n? hour's.

ine 25 ocuelug SIS LAl 5y 4 05 e, B O, Sy, S o (3
, . S S (m
8.47 (d, 1H), 1g,7nm.62, (s;LH)H) 9. 93 (s 1H). 30 g. The reaction mxture

was hegted to refl ux for 2 hours. The product gave the foll ow ng

anal yti cal dat a: ou .0: Jer requires

S 7o (R es, N ettt moRheedidionlie i naed.an BB SreoPRigie o a.
SOCDS) 4. Quingzolineand £he Fepetionmixture 3@s (heatedfFo reflng (om 2BH), 7.83 (m

%‘hé/ 8. 1t7 (d, h&hl%; &hé%&t‘dri]wt gave the %li&ing]}kﬂalyiﬂcaiaaﬁzﬁa E, #édnd €0 ht
reaction S our uct gave

the fol | owi ng%ﬁal%t sl Mg %ogtai'eéf 1. I"za ¥eg, Co 18-85 oy 611 ANA04

| HO requires3€s B318:7%4, 4.2; N, 15.4% and the fO||OWI ng characteristic

NMR data: ( CRESErIp1Yowihg SharséﬁeriAiEWn(zSdatSH) 7.37 (s, 1H), 7.75 (t,

1H), 8.11 7 88 (s, 1
11 5 s, 119 oty Eae'Te, ) g iat oy Bhe oot ibabdler e 13 for

hours.  The 5712108, 1B 3966 88 E?l°7 A, m), .78 (s, 1), 10.42 (s, T0),
11.22 (s, 1H).
. The 6-acetoxy-4-chloroquinazoline used as a starting
' w material was obtained as follows:-
Using an analogous procedure to that described in the
portion of Example 1 which is concerned with the preparation of
s starting materials, 5-hydroxyanthranilic acid was converted into -
) 6-hydroxyquinazolin-4-one. Acetic anhydride (1.38 g) was added
&_; dropwise to a mixture of 6-hydroxyquinazolin-4-one (2 g),
triethylamine (1.37 g) and DMF (60 ml). The mixture was stirred at
40 ambient temperature for 1 hour. The mixture was evaporated to give
6~acetoxyquinazolin-4-one vhich was reacted with thionyi chloride
using an analogous procedure to that described in the portion of
‘Example 1 which is concerned with the preparation of starting

4% materials.

d. The product gave the following analytical data: Found C,

50 54.1; H, 3.7; N, 11.7; 016312 3N30 1HC1l requires C, 54.0; H, 3.7; N,
11.8%; '
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‘prodéct gave the follow ng analytical data: Found C, 59.1; H 5.0; N 12.7;

[err] requires C, 59.3; H 5. 2 N, the followi ng characteristic
NMVR data: [err] 3.99 (s, 3H), f*@s&ﬁ%ﬁﬁf? 1-7.6 (m 4H), 7.68-7.75 (m

2H), 8.43 (s, 1H), 8.80 (s, 1H) 10 J. The reaction m xture was
heated to reflux for 2 hours. The product gave the foI | owi ng anal yti cal
data: Found Cand&ng; folrllowiinf chb&aci;&:ﬁticlﬁun dhed:r ] (CD144CD,, y eq3d r(es 38), 48.4; H,

3.5, N 14.1% f al d 1

Sips 0 05 (s, ol ey 9y B Y BGRB8 i, ol 4“98 5" (m
1H), 8.48 (s, llws(s.en)(d IH),- 8.94 (s, IH), 11 87 (s, 1H).

The product gave the frré lso¥hldgo-BRetiflicrahethatyijuinazoling t@,ed?ﬁ 50 7. H 3.4

N, 14.2; [err] i Rhin | owi ng
characteristi ctﬁﬁ%ﬁ%aaggﬂ @é&%@‘g %Jatf 53t ﬁ% roﬂ%ch?/?an @Eﬂ% fAl:tgm(s
1H), 7.71 (m uskpg aaalstl(Sn?r%Fa‘ms tgothose dggeribedyin thesps i‘ﬁ PE), 8.92 (s,
1H), 11%9 (br Gasmgle 1khichEXarpheeriad aﬁre:mepmiamibmg mmm g) was added
dropwi se to a H E g solution of 6-brononethyl-4- chloroquinazoline (0.3
g) in DMF (3 rﬁ%? i‘? € mixture was stirred at arrbl ent tenperature for 2
hours. Diethyl ether (10 ml) was added and the precipitate was isol ated.
There was t hus.obt ai nete Grebetdion nekturie- vhs( Beatedrep hydfdwi fon@) bpyursazdhé ne in

320 yi eld, m g, 7RR0keer iy £alaGR oass@mépdawm ms@tcrum Loy R8T (s
3H), 4. 98 fﬁg 17 ié g3 .95 (d, 1
8H)15 (m 1H)S B (15?‘135 03%1(594“?3%5 Crlf 59 i‘bgoé\'d s, ﬂi El eﬁrent alH)

ANl ysi s: FouruidG;heSﬁoprilﬂg chaGacthirist2c MR [datas . (CP,300Rg) 4-8huiss ¥)EC, 56. 9:

N4 3; N, 12. ﬁ% Eheaf ng(lgetMI 756 Rt 9§ Ui 7087 Q) rm?ysged @ Anstarting
material was o e Il in Exanple 6.

tai né as ggcrl ?*S dg %te q bel ow Tab
45 Exanpl e 36 ’Ué?‘ 1o arfy g‘éus t dCelitidg ¢ 8)1 hat described in Exanple 7,
6, 7- di met hoxy- 4- (3 nmet hyl ani | i no) -5- nitroqui nazoline was reduced to give
5-am no- 6, 7-di gret hoxy“rf‘xe(x%acﬂ%hmﬁlx%‘ﬂel bi&oinéﬂtbﬂ'étéoi'éfmﬁx Wbt @hhoves. PThe - 50

fied bya2scol uim chromat ogr i ncrea p S
met hyl ene chl o?‘i°ﬂ'é°taﬁ%?eeﬁf5? @‘aégagfffé:ﬁ? 'X"i’ ée%F \kgbs;%)%é oIC)t{ ai ned t he
required produgd, 3%, %%y(sellﬂ),rﬂ B5 (311H1827.Pr(s) 1H), NvR3 Sdect®urf-1Berr]

2.30 (s, 3H), 79{)(,58 43"%1 ﬁl)868 (73 (s?;'"ﬂu) 69.93 (5. 16)t), 6.86 (d, 1H), 7.10
gm 2H), 7.19 (t, : - El enental Anal ysis: Found C, 65.4; H,
9; N, s017. 6, [err] 0 15H20 reqwres C, 65.2; H 5.8 N 55 17.9% The
6, 7- di et hoxy-ge (3" - meTheyteantionnmixtarenvay bearied oorefdux fo5 P Beurs- stThet i ng

”ggea' al ;Nas Opttoaha?gav"bstﬁé)lfbﬂ‘bﬁiugt Emiy%cartdaexqumz@ r2m.74 m,geox,égGg)z 2\é\as
aeporlonvvls ure of .copcentr
Bl sul phuric ath (c:iel{il %52439& fIWﬁﬁq‘ﬁf?srl ¢ g i ?Ogg ?’\A}? S had been
cooled to O [eand tie fa'li@wm@(cmecmgsu;mwe@ta (c 450CD,) 4.01 (s, 3H),
A 4.04 (s, 3H), 7.36 (s, 1H), 7.74 (m, 1H), 7.83 (m, 1H), 8.17 (d, 1H),

8.38 (s, 1H), 8.91 (s, 1H), 11.55 (s, 1H).

h. The reaction mixture vas heated to reflux for 2 hours. The
product gave the following analytical data: Found C, 53.1; H, 4.2; N,
15.3; C16 14" 0, 1HC1 requires C, 53.0; H, 4.2; N, 15.4%;

and the following characteristic NMR data: (CD3SOCD3) 4.0 (s, 33),
4.04 (s, 3H), 7.37 (s, 1H), 7.75 (t, 1H), 8.11 (m, 1H), 8.33 (m, 1H),
8.40 (s, 1H), 8.74 (m, 1H), 8.88 (s, 1H), 11.58 (s, 1H).

45

50

i. The reaction mixture was heated to reflux for 3 hours. The
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at ambient tenperature for 1 hour. The m xture was poured onto a m xture of
ice and water (500 ml). The prechgloﬁ‘?ﬁ/ﬁ i sol ated, washed with water and
dried. There was thus obtained 6 OXy-5- nitroqui nazolin-4-one (9.51
g. 5 Usi ng anal ogous procedures to those described in Exanple 1, the
conpound so obtained was converted into

6, 7- di net ponduct- gave rthehfdldovingnedalyticak dgtanaFownd§,i P .-2308yiSe0d Nom p.
151- 155 um rr 8 4 , 3H),
575 (o 'Nv%ggu?“gb HCE! 633123(9:@ n%'s")c ?59 §3 (HS s?fﬂ) )N 1:%:{1 AT
Exanplse S?H%F%falﬂl%ﬁa&cfé’éﬁéc'iﬂtéé% thtPhat descrl bed in Exarrpl e 7,
except th t:n $OTD, ¢ac3:t9|90(1smaxwrzeowa(ss hemy ed. 147,80 Calipy 7268017, (m,

4-(3' - rret r(é ﬂ%ﬂi Ftﬂék Csl ? ni t roqui nazol i ne was reduced to

6- am no- 4 if rré 'yl t hi oqui nazol i ne which was purified by
col um chr omat ography using increasingly 15 pol ar m xtures of nethyl ene
chlori®e and et hyl “Eﬁéﬂé t he qui red
pr oduct 322% yi eTlgBC%E%ﬁog S%" '\ES{%% rum errt(92 Iﬂggrg(s Tféigil) 2.59
(s, 3H), Predugthgawe the lovmmnebrtim} ¥a24 Found ) 483348, (3:5: 1Ny |

7.50 (s, 113I;|5 7 63 (s 2H), 8.47 (s, 1 H); Elenental Analysis: Found C,
64.8; H,

: % h
4-(3' - Thret MGQM(F%B; ﬁﬂhit‘ﬁ];ﬁf’ UI ge’fsﬁt Jgﬂ 325#” ilééll&sgld 32 g/stg(r)ti -rll_ge

rrat erial vind ohé Tolbslring élﬂrhowistﬂc mMRtdawa:of 4-chloroanthranilic acid

729) I Led ea t,0 for 45

fut es aﬁ@gﬂ%(?%n}err] Q&r %%nﬂn’uegg ﬁﬁg {% ?ﬁfe%\%%?&l I gi{\/\)e’d to cool
t\o/apgr,omme(% 180, [BeﬂB] (nG 3HD B-68-(st hBRyeb i (Jet Hanod- 3450s i ) was
added. Theys@huid ogypo fornmed was poured into a mixture (250 m) of 25 ice
and water. The precipitate was isol ated, washed with water and dried. There
was thus obtained 7- chloroquinazolin-4-one (15.3 g, 85%. After repetition

of this 8 eRction, i?smxeaawigaaacﬂuenlwﬂngg Qﬁaé‘)ti‘ggb nc?otded m?ndi(nnwi se to
a stirse t e.0 n rat u acl ~ n ng nitric
aci d (60 dnfer: ﬁaéﬁbié”ﬂc%@?ﬂnﬂ‘o Hiteq \’ﬁéﬁsuﬁ;e %gq{ 31 b Ny
anbi ent term.dmatmtbthe)rfonmg ehntat:herisluéatm datat1(CHSOED;)C4HOr (30
m nut es. S)H)dega%ﬁtsurﬁl)v,vai l,lt)o AR t m?mberzlgtg,{ elgpd g8y & d onto a

\%{%(ture of Wat'er preeciplt’ate at ed’ washed W th

er ¥nd t#H).e8. 65I'Helr,e1mas8t ésetitﬂzib nkld 97 (kteiadr & dHdi t r oqui nazol i n-4- one

(38.1 g). Using anal ogous pr.ocedures to those described in Exanple 1, the

material so obtained was converted into

7-chl or owt hyl ani | i no) - 6- ni troqui nazoline in 59%yield, mp. 271

-274 [gr A portion (0.9 g) of the material so obta| ned was

di ssol ved | ambiMienide @h2s gpOGhd!Nadasd hrdpRist @l At Qtitdd. 4dutd) VR S-taskbadthgre t he
Xt ure Waisroqlidakdiifsl(0atg) MOMFE@imif EHEfIkitrb Waestired at hmbienttempbiatina fon XtourseDiotay

act di f i ey b ) wsddididdoandafle grbcisitata lwag &6ltted: Tharb chas THoe obsthineid 6-torommsthyl-4-(3™-

evapor at eRbtranllirofyinsz6tie 2%/, trf.p. >eB0A Cddbcommess); Tet hyl ene chl oride. The

sol i d 80 NMR Sgeni.th: (&0 SPGIDL) BT (neH), 488t(wadh7-h2dhiH).o188 (c Hof-33dwm. 2Hd B (dli1ﬁut e

aqueous SEmswmi WNses ds. obli 8188 ([dotHltIn Sh(broathe 1Bk gani ¢ | ayer was_ dri ed &l\/g

and evapcﬁlmee’dl Anglysis: ﬁg,chigps, H44%; N, 12.3; C1gH14BrNs. 0.25HCI requires C, 56.9; H, 4.3; 4%

met hyl ani | i The)6-tromamethy|-4-eiiasagingzpling ¢eadi a5 £2,3A1ing anaterjal avas objgined 7 glesciigg i Bigte

[err]C. MN\vPelspEplediimPxaeled; 2 33 (s, 3H), 2.63 (s, 3H), 6.97 (d, 1 H), 7.28

(t, 11, 7.61 (s, 1 H, 7.63 (m 2H), 8.63 (s, 1 H, 9.70 (s, 1 H);

EIerrentaI is: Found C, 58. 6 H 4.6; N 17.2; [err] requires C, 58.8;

4.3; N, [’57 10/ 4

H WQ % that escruLelﬁ | E% ple 7 7-d| eth xy-4» ethylanlllno)-s-
I rmt hoxy |t|4 olme wa{ re§ rfég ?& }‘E Wwhi h was uri-
paI | adj u g loRd

st I 8

E'n dﬁct 5 |@9r€611 10’(8250 OUFS

m Xt ure V\@\%R DL)%O Y él-l} 357% (VVedh), BB RA 3R, €81 (s H\), eesl(d:luﬂ) wa@(m,
purified Ay 7qg (thFi) (s ghy omat ogr aphy on reversed- phase silica using

decr easi namonRP hitlysidl Fduhd €5 68i; HYBstgh N @.6; GiaH, €M, 0NN SHE O fréquibssomBs12: B, 8.8 Nl as
el uent g5 THyeme were thus obtained in turn:-

6- hydr oxy anirmos, 7-dinethbg>ey(3'dnettlanitirel-Sipitranninédzoline Juger ama slaitinge melrid) 3@s ghtainadh gs.
130- 147] ewiovs:C. NVMR Spectrum [err] 2.35 (s, 3H), 4.02 (s, 3H), 7.12 (d,
1H), 7.19 (&7-Dihthoxyuideeolre4-oneHJQ gy was added @FﬁPnW@ tpoa @tired ImiKyre of cprepteated] 1)
55 Elemental Analysis: Found C, 44.0; H, 3.5; N 10.5; [err]. 1H20.
2CFsCO2 Hrequires C, 44.3; H 3.7 42



‘N, 10.7% and 6-am no- 7- met hoxy-4(3' - nmet hyl ani | i no) qui nazol i ne (0.049 g),
mp. 85-95 C. NWR Spectrum [err] E?ng?_éﬁ%a’iﬁ) 4.03 (s, 3H, 7.12 (d, 1H),
7.18 (s, 1H), 7.35 (t, 1H), 7.45 ( 62 (s, 1H), 8.69 (s, 1 H); 43
EP 0 566 226 Bl El emental Analysis: Found C, 52. 3 H 4.0; N, 13.0; [err].
1. 3CF3CO2Isulptafidladid@0 fal) afPiurhing hitric 4ci€ (30 i) whith k3@ bedhEvoled to 0° C. The mixture was stirred
7- met hoxy -atlanibient tmpérytlra ér| 1i o0y The MixiureOths ipBadDdnto 1 mixtuetof e add whiad GO0NGI). The
mat eri al \pesipicie aMas)dsblatesl, washbd \With - wdter and dried. There was thus obtained 6,7-dimethoxy-5-
7- Chl or o- 4itro@iinazoliv-trghea(®51 g)N0) - 6- ni t r oqui nazoline (0.35 g) was added
portioni se Wsingaanaiegduarmicpduresolouthesendesdribechén Bxampist hotke dempquna sarcbiding wehe
addi ti on @ans'éﬁgiimﬁic imethexycf) (3'tmesthyianilinghhitrqaBinazplinp in 71t Preyvield, s-Ri 1 &1-1885C.st i r r ed
and heat edMRoSnegifum; {COsBPCDE) A3 (s. SHA 386 d%H A). H07 61 M 6P (B.3H). 688 (b 11h6022f} 1Has
added and 7@A&: M T8 @ Whs heated to reflux for 5 hours. The nixture was
evaporated and the residue was purified by colum chromat ography on

rever seld- lica using initially a 50:50:0.2 mxture of water,

of water,

91 E - -91 ‘@% nﬁ e Hﬁno-4w
ot i ned P L C P iéxf %Eﬁf 4 P v%jg
149- 154 er lﬁﬁ g’{gp ride and %a'?ﬁer Fﬁ.a? a
sti rred mpyd‘dwtﬁ,@ Wil 8¥¥z18- dTet oxy 4- (3" - et hyl ani |no - qU| nazo
(2.5 0), NMrESSsCtUmM: Q@Us Boomh 2.36 &, 89, Sldo @@)w\éi(%&b $Ybhy, 6.30@, mxmrm}ws«
s{brred al(s, aRP7.80, tHEMBB (bmY 44 @r1HRO0 m nutes and then heated to 80 C for 2
hour s. TheElefentilAnelys¥ Boudd 8P8aEAH SH; ANTE.7A OR HI:BISS MY@rey\BS64{BAN15.4; NOTBRS:. bet ween
et hyl eme cHiher4-@emeintaniiad)-Bmethfithe-Gatitpatiazolipé ase 4508 stirting: Ghafohil) @6 )obmmed as
evapor at edollowdre resi due was purified by colum chromat ography using
i ncr easi ngl yA pidueg ofri-chilorpamtiyaniiic agi0 (17:Acg) lepd formeamidel (60 m{l avas: stiiredrechizeatet! toats0° C
el uent . THerrie miputes tahdto 13D GionEdMinut¢s Ther roidtye wad Rllpyeddto weal ecapproximgigly 100 *C and
met hyl ani |?r(?ret}1w$thmz>emr\qle(5q o) FagjgddednThe seiforpsy formeq waspounspl/RtoSyaistuie (2P0 niledf r |
2.35 (% 3qql)andgﬂa@9 tate yaggoletgd vgapq)ed mthg@te( tan grquj Tl-prezyaS( tgus gqq)medﬂ 28
(t, 1H), b srsmg@zohn 1

]

met hanol  an m antarnalalgl Hofng-a-‘-x%?teltg thgitC <->scr%nc§j in xamplt(a:I elcéﬂx%?‘ lhg pacﬁon r)e(tw% €s
z E oli

1H, 9. 46 1ep tlon % ohp_- 8 -Fdde.q poguo 1s|_e',)\fo a_l_ t|rr d d,
[err]. O. ?"ggtei B"CSac 1 P‘:ﬁg "'t:' do ;E% ad}?: c?flin tElr e
e R T
m Xt ure as'%[xgcfd 45 Elt’dhe residue vvag epur| ftl egl”%n ‘fh A quinazol
chromat ogr apu ng Qgsée@géé BGhode eakafedm Blatbie S, 0 mHﬁﬁJ‘&l §0%ned Wa EdntiGied Nd
ethyl acetqg ?-clﬁ&o— Kot Min&) e5hi nabdh Hélngb‘%%leﬂenqp 271-274°C.

7- (2- anggl i nogbbiienyhe Bﬁﬁmbmaéné} Jbtaiiid s dE3b1Ved P DRI (1970 SoaRm(RetiAShigiite
mp. 160- k6& § wd¥ Shall the | MixtupeS Wéis] stided3 &t dnSbienBidinperaturd Jor( 1Moud Hnem mifkdre (was

{H) . 4. 30 atitiified2thy) the Bdditidn of glaciathcetiBadid Themixidid) was Btmporéted dnd #e rebidhe was. thtdraleli |
2H) , 7. 20 upder mbitylene/chibddd, tThe 3dil so dbtkifbd(veas parifjoned/bebibel ehothiblie, chibridbrand %, diliiéd) ,
8.48 (s, ZXhheousLanblibn{us, hydrokifle solutianinEhetopdanidulegérynas driedHMgSQRL) &d ev&pofiated ith gita £(3'- N
13. 6; C@4F®ﬂM¢®BIO)'Bm§'lﬁm06ﬂﬂlqmma€®nﬂ,0 45Dg)on-pHA308312C. N, 13.5% 40 Exanple
41 A m xt (NMR Sifectiuny: 1C0: 5OGRsE 2.8 foy IH)2-G3d¢. Uk §-92.W( BY).-7a8th i)af®ll (B.1H) d 68 fm2b) i ne
(0.25 g) &8 EH ?Ns-n%')v 4 m% was stirred at anbient tenperature for 4
hours. Thé'emeRiphAnglysizs Eousd SpRRieatietf: Mnlf-4 fis HredePafeauliessC: FapiH: #8oMhdd 1%et ween

met hyl ene chI oride and a dil ute aqueous sodi um bi carbonate sol ution. The

organi c 4 was dried (MpSO™4) and evaporat ed. The residue was
trlturateduder dle;hé/j‘ e;‘_hbe nta ve | o
mixtur of 0X a |no) ni oqumaz li e 10/o paIl dium- on ar
o o é 99& Ja L e
mp. 168- agt ,.E
4H) 3. 5%6 l%ma ’sﬂ ly p ;ture methal
. 63 (d Tuorodc ﬁ%se 1Th§o e(ﬂﬁso edl hury g

6-hydroxyamino-7-methoxy-4- (3‘-methylamlmo)qumazolme (0.038 g), m.p. 130-1 47°C.
NMR Spectrum: (CDsSOCD3;) 2.35 (s 3H), 4.02 (s, 3H), 7.12 (d, 1H), 7.19 (s, 1H), 7.34 (t, 1H), 7.48 (m, 2H),
8.10 (s, 1H), 8.70 (s, 1H);

s§5 Elemental Analysis: Found C, 44.0; H, 3.5; N, 10.5; C1sH1sN4+O2. 1H20. 2CFaCOzH requires C, 44.3; H, 3.7;
N, 10.7%; and 8-amino-7-methoxy-4-(3"-methylanilino)quinazoline (0.049 g), m.p. 85-95°C.
NMR Spectrum: (CDaSOCD3) 2.36 (s, 3H), 4.03 (s, 3H), 7.12 (d, 1H), 7.18 (s, 1H), 7.35 {t, 1H), 7.45 (m, 2H),
7.62 (s, 1H), 8.69 (s, 1H);



El emental Analysis: Found C, 64.3; H 6.9; N, 13.8; [err] requires C, 64.3;
H 6.8, N 13.6% 50 Exanple 42 etyl chloride (0.085 g) was
added to a stirred solution of 7%%&?@ thoxy-4-(3' -

met hyl ani | i no) qui nazoline (0.2 g) in DVA (1 m) and the m xture was stirred
at anbi e%ﬁenkﬂ&i%&lzéu&?&mﬁ‘d 53.8 #50 hoiérosm £ NP6 OTSE 2 ¥ C, 52.1; H, 4.0; N,

2- met hoxyag4t vl | oride g) was a dded and t ure was heated to
45 [err] C fher7-.aeth&ms--m3h9|aﬁmnxﬁe-m&qm&olﬁale&d at' @ a&ﬂmg;emateﬁammaeroatamw agind
ethyl acediewss (5 m) was added. The precipitate was isolated, washed with
et hyl @acet at-ehi@ord-(vmbinylghiliad)Byitroguikaedlineg (085 @y wastaddetimitionessito mmeiﬂamne sol@idn t hus
obt ai ned obsadteiniyosthoxide (Reparet! b theceeiditianxaf sediuni ®.065rg) th yethand! (Svel)]gTHersiziarb iwae

(0. 218 gstiradhapd h@tes-to eflux for ERoW. A 6oRDEBIMBA 0P de@ijumr (0.PBIC) wWat/Ridsp @ad the mixtdrer r |
2. 37 (s, wa#heate tq 3effux for SHours4 Tigomikiyre vBis))evapprattd ahd therefidue Avas purifigd by leplumiy. 33
(s, 1H), cqfrouggoqrgphy 1qq) revesed-phesp slhgﬁ)usmg gy g, 5050102 migtug) of( water] H)ethaugl @nent al
Anal ysis tnflp@;emepc@cld5@d5theq-pecg9aglgly[\pola1gnnguresl_ el ygtery &, ‘ﬂ?"Pb%“dG"ﬂlB@a@“c Pgid 3s G

N, 5 9. 9®ivent,Thasswas thas obtained 7methoryr4-@-ragivispiing)- ﬁ-B'WWPﬂ?&'neé?ﬁ‘l PriBPaPIR 6l i ne
(0.25 g), benzgg chloride (0.148 g), trlethyl amine 10 (2 m) and DW (2
m) was and heated to 100[err]C for hours A further portlon of

benzoylé chl .Pé’ bgﬁ dqu sﬁ' eg ml)gure g?f(t;[ - ~me§c§(§E e{hyladl'llno)
t

[err] C fQhazink {5, f ona bort
t enper at .ﬁiﬁura fiod
oKgani ¢ @wx@ﬁan Bﬂeﬁ yieRd) @uawan& hel; e...&aas ORfDfandd by

um cfawwa{eegmpﬂa&ddaswaagpmmr@,a&nm Shrdntogfapty %s‘iddﬁﬁ&ea@nfxgl%hlﬁry mixiRs of
cWor | € nidiifloRs Bdride' &R MbtRandiSasiudMN Therel WA thusVébainbd #32-B6rh 2-6-methoxy-4-(3'-
6- benzamingbghyianikndjquinakbline (28 §)yrh.gr8elsb @) qui nazol i ne (0. 142 g) m p. 243-245
[err] C. NNivRsgepiami: (CDYSOCEY) RB5 &, 84), .89 (t, 2H)) 3.96 (sO8H)(4l51 . loh), 7.21 &/ 1H)7.281¢NMH), 7. 6
(m 5H), 75879 1Ki)xI7.621() 1H),5.88 Is, (1) 8.48 (E))1H), 899 ¢, (Hn 9.48,,1HB. 52 (s, 1 H), 8.90 (d,
1H), 9. 8EefrentallAdplysid Folrl@ G, 55.7:11H)5.9; B, ¢h®: 1t etis BhrNaDy. D.9DMFFrequives C;, 5553H.25.6; ¥,
5.0; Ns 137%; [err] requires C, 73.6; H . 5.2; N 15.6% 20 Exanple 44 A
m xture of 6-am no-4-(3' -nethylanilino)qui nazoI ine (0.75 g), nethyl
3- chl or ofExample @9 opi onate (0.451 g), triethylam ne (0.303 g) and toI uene (6
m) was stirred and heated to reflux for 4 hours. The mxture

gvapor at ed Attt &f F-Ehrempethpedsepathpw dd- VBU!"IQHH'“%H'P"S rf%'b "'EFs K“n h

i ncr ea®i é:g"’:qe I"bi%q%ﬁ"k; ng:rﬁforg%:o@ ,&% bEﬁ 5 acetate as
(3 e 'rtgg 3’? gsi ik 8?3“53 @@"}5 o °r“1" 3 mﬁ%‘” o

T

(_d 1
55 N J‘Eéen@m.[maryl.s e Eof. SQH 65, a 1% o§++§¢N‘bL @;@Hmeqa@seml ﬁ 645 @

m xt ure Qhs&k- am no- 4- (3" - et hyl anl'llno)qw nazoline (0.5 g), nethyl

4-chl orobutyrate (1 m) and triethylamne (0.55 nml) was stirred and heated
t o 100fpereximpl€di or 4 hours. The ni xture was cool ed to anbient 35
tenperature and partitioned between nethyl ene chloride and water. The

or gani ¢ | aykmixae otl F{2BuonidethBH§-mathokyet(d prsthytasitiho)qliinaoline 0.2kug) anelInqupholinei (¢d by
col utm  chmlowaet gigrech phamhient taperal®: for Aihgurs; ridie gixtyre tway lovaperaiethland thegesidud was

met hanol padjtianpd; befweenTneihyiengshloride  ped @pdiltte pgupous sodium bicarbonate solution. The organic

6- ( 3- nf8t NWCV@F%'H?I(MQ% et PYRe ratad The feﬁ'ﬁé'?H?Fa'ﬁWFtP%G)‘QfU |df?ﬁ‘lb15"!‘9'iet° (QYG:?Z g)
NVR Spect"l'qm?i‘y th an -(7ﬁ-m2r olm oothepy

© g 15
e gﬁ”% Mo,
SRS J:@”;"B%WF'H dFal%a 4 r%? e «?iféﬁ%'a R e

160 C orEx le 42

2-Methoxyacetyl chloride (0.085 q) was added to a stired solution of 7-hydroxy-6-methoxy-4~(3'-
methylanilino)quinazoline (0.2 g) in DMA (1 ml) and the mixture was stirred at ambient temperature for 16
s5 hours. A second portion of 2-methoxyacetyl chloride (0.085 g) was added and the mixture was heated to
45 C for 3 hours. The mixture was cooled to ambient temperature and ethyl acetate (5 ml) was added. The
precipitate was isolated, washed with ethyl acetate and with diethyl ether and dried under vacuum. There
was thus obtained B-methoxy-7-(2-methoxyacetoxy)-4-(3'-methylanilino)quinazoline (0.218 g), m.p. 215-
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hours: The m xture was cooled to anbient tenperature and partitioned

bet ween net hyl ene chl ori de and wat ﬁ’ %%928 rsgani c phase was dried (MgSO4)
and evaporated. The residue was purifl g ol unmm chromat ography using a
20:1 m xture of nethylene chloride and nethanol as eluent. There was thus
45 obt ai ng@-4- (3' - net hyl ani | i no) - 6- (2- oxopyrrolidin-1-yl)qui nazoline

(0. 053 g), NIR[Bpectrdd- @bsEoDDE) 2.97. (s, HNJR3. 59 RCAH).U06 (£, BHJ, 148 (s12H)(7M6 (@ HH), 733 BS1H)S,
3H), 2.59 ¢.88aH), 7.5 () 2HY, 8.83 BHH), 862@1k¢l, 1H), 7.30 (t, 1 H), 7.6 (m 2H),
7.8 (d, 1HEleméntd Andiydis: Bddhg CSSEE H( 5.8; N, HP.O; GsBEN{ON 1HOH)2H.O rBBirds G, 53.5)H, 5.6; N,
El emrent ad #98%l ysis: Found C, 64.8; H 5.0; N, 14.9; [err] requires C, 64.4;
H 5.4, N 14.6% so Exanple 46 Phenyl isocyanate (0.193 g) was added to a
stirred m Exampe4¥ 6-ani no-4-(3' - rrethyl anlllno)qw nazoline (0.39 g) and THF
(15 m) which had been cooled to -2 [err] C.The mxture was stirred at 5
[err] C for Tombiuef Saming-4-(3methyinaiinolgrinasliog (435 Q)aahemw'cfhkgﬁ‘!ﬁ @t Qeliphylaming o
The m xt'r & %gnde‘?}‘é" @r’%ﬁ B%f %lﬁ?i’ Wé‘eﬁ%'Pd %)g!f ,%ﬁ"“* P‘?“ Piﬁ?ﬁmy' °“':;'°‘°

chr omat ogr

eluent. Th PP H@ between methy ene ¢ |0I’l e an water e orgamc phase was drie
2 (5" el I?"anom% .ﬁ? gj IS BT iy i B,

[err] C, N 5 ’
(m 2H), ctf’l ¥

69 X" 55@/(%2%) s%szH 777§2(d 1, &0
7.73 (d, 1 ; 8. 4 2&6)”85 1H) 800 HP 1685 &Sty 1H) %0 WB 94
(S 1H) . 9eiémerdia Fou @W@Etﬁi 6\'5)4%5%35@1’5@5!-@0 w%C |7h6~rH 52 N15.89%. 2;
[erT] requires C 65 70N, 17.3% 5 Exanple 47 A sol ution of

she um eyae 4/ 195 g) |n vvater (3 mM) was added to a stirred sol ution of
'6-ami no-4-(3 - methylanilino)quinazoline (0.25 g) in water (5 nm) and
acetic acid (AOmikturd §f. 6-anhigp-41{3hetiiyianimiuinbolinec(d. 7%1), aneihykeShthidradformglp@pionas Oas1 2
hour s. Thegkriviethylaraine(30% g)cand kaluersd(6 amiidwas [stiradend Heated\te refiyuion 4 hogd. The nudirewes 10
chr omat ogr ay#herateth andetbe residup. yséeopsuifiedi tyi aolimn shmgatpgsaphy aing incredngly poler. Mixiyter tolir e
and t her#s amathylg®: dhlogdengng tmethanah fis eluanh Jhese wasifhuseebtained Gﬂa-methweemcsémrmlonaraiﬂ@) as
el uent . Théﬂ%"\ﬁfﬁ!‘a’t"heisu'%?"a? Wéﬂgh ;{),202#@? | ani | i no% - urei doqui nazol i ne
(0 047 [ﬁpegwo( Nk (55 géh A% fth 1H)et-26) ¢ 3HR 66 (552H).

6. 18 doip, 784 21 ‘”)"?7 8.8/(gp1H). 79 (d, 1
aTgl (m 1&&%@6‘”&?‘!@& Foy C o5 SCsN: 1 Q&% ‘103('%““"? 5145 'iéﬂ“% 4
Elermrent &f én é &55 Found C, 48.8; H, 4.1: N, 15.4: [err]requires C 48 6;

H 4.0; N, Exanpl e 48 20 Benzyl chlori de (0. 378 g) was added to
a stirred m 4 yigofor T lhirony 8 (9%9' we
(0.281 0), uifh a,ﬁ'.ﬁé'wﬁsqa '"?ﬁ et oD Pl ech .xt.. weoea A

stirred gat farl ank %%@J bHikeeh Heth nJ‘%hin&eeé"nd%’tirt & Brgbtfica el [(Ags -,P

for 1 hour gngl&Vapdidted. Hheérediaie WasaHRRMea 1b9 EommAl cﬁrbrﬁatég@a%hﬂklﬁn 80: pu.rxmid &Gndtlens
cllumm  chr gRIgHA® 0ind PiAbthahel BE oluBit! TR Ywal Bthidy biREiRedC BAIMhétalRybEnIgA@Iafind) Q33
m xt ur e of medyineg@netinepiadg).and net hanol as el uent. There was thus .

obt ai ned 7 NMBNSpettay (ED.SBCHRPX P2 dn,(2Bl),-2.325s, 3AE BI2Y km,niH),i 381 )(s)L8Hp) B22 (1, ma), 6.93 &5
g), m p.4sw 208y 206(d] BhHr7425C@n, YR 28(etH)rA61s, 1HR 7165 (2 1148.435(s, 18p,25 &, 8. (s, 3H), -
5.28 (s, 2H),A®Bx0® dof the matehhl so ghiaibd(and diphdnyl eher8.5 (md), wag biirred @ndiRatgd 55160 16 fob3) |
7.58 (s, 1hews. The Gtxiurelwas] egpied To @mbigns temppfpturegand pagtitioned ptween raethyfege chigdo and

El ement al At Jp Prgapip phessQvas7dried: (MgEOHS apd epgporated. The @F'?'l]e WasqRirifieds bC colgmn 4

H, 5.7; N, chramaiography) uping, 208 migtujeces jp © 19 'B’WP d mepthpag 9'4%5 ThaiRj#es thes o
stirred "Fn Lotaipgd 44p'-methy 4 '26°"?R¥f’ '55? 'V P ui nazol i ne
(0.281 g), ;‘g%iiﬁwz% EH) §5 5% ()s T 82 }H)urf[@ e -
stirred at u

for 1 hour Ee?ﬁ'éa a'Ys's ohes” ?t PO bne ’t’wb’eh 3%}., feg'f"esg g‘”]H
water. The o’rganl c "phase was dried [err] and evaporat ed to gl ve

7-1i sopr opogyan_ﬁe-lggg hoxy-

Phenyl isocyanate (0.193 g) was added to a stirred mixture of 6-amino-4-(3'-methylanilino)quinazoline

(0.32 g) and THF (15 ml) which had been cooled to -2 °C. The mixture was stirred at §°C for 10 minutes

s5 and then allowed o warm to ambient temperature. The mixture was evaporated and the residue was

purified by column chromatography using a 20:1 mixture of methylene chloride and methanol as eluent.
There was thus obtained 4-(3'-methylanilino)-6-(3-phenylureido)quinazoline (0.335 g), m.p. 224-226°C. _

NMR Spectrum: (CD3SOCD:) 2.34 (s, 3H), 6.94 (d, 1H), 7.01 {m, 1H), 7.28 (m, 2H), 7.30 {, 1H), 7.51 (m,
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4-(3'~nmet hyl ani | i no) qui nazoline (0.28 g), mp. 218-221 [err]C NM
Spectrum [err] 1.36 (d, 6H), 2. 3.94 (s, 3H, 4.83 (m 1 H,
6.94 (d, 1 H, 7.17 (s, 1H), 7.235A"(§,§°§L%é?317.57 (s, 1H), 7.64 (d, 1H), 7.82
(s, 1H), 8.43 (s, 1H); Elemental Analysis: Found C, 69.4; H 6.7; N, 12.0;
[err] Et GAE 768 ¢hidHES.76(d, GR), Fio2 lh, 1p, B.4648) 1Hj\la4é?s %awenm)@aqs Emh»bs pdi de
(0.624 glnHwas added to a stirred mxture of

6, 7- di hy daemeéitaldnglysis: Fain ¢) 6502t H,i 589 NOLFI2N02 B NEB: 2A50 relire® 8465) H, 500 NAESI%I M
carbonate (0.828 g) and DVA (10 m). The m xture was heated to 50 C for 2
hour s. s AEsomed? porti on of ethyl iodide (0.624 g) was added and the m xture
was heated to 60[err] C for 2 hours. The m xture was evaporated and the
resi due wasA priution ofesddidyy cyapite (0:198 b io wateo@meloves addedAaya stived selytipy of Beantinpr4c@'e -

chl ori de meffulagifnelquinazeling 4&¢5 g) :rv Wetsr 45 i a0d Lacells asid @d il | Tam dnbatie oies glsred i

met hano! 2amgiegt| teraperaturer fog 2AhoyrgsThe Hﬂlgtur@maa,emperated and the residue was purified by column

6, 7- di 8t 1$® ataa ;;gv omﬂfﬁ%fﬂel Y5ing inifialy 4 3700 migurgpnd fhonya 455502 miigof | ¢
50 NWR e;et; g’her% Hjas tﬁuss &btflged Qﬁ) metﬁylgi WTG 4H) ,

ter 1 Ilior%getu ld
6.92 (d, " q“'"fz“i' o
7.82 (s, | A 23 ? ﬂ"“’a‘é@‘"‘( %H)% Qd
12.2; Jergl hyI
et hy lIs eﬁ:é § é ) nd 488 ed to E'fstc’r '?éérffgb%rré&uu%s%'%@ﬂ
6, 7- d| hyéroxy 4- (3 - et hyl ani | i no) qui nazol i ne (0 534 g), potassium
cal;bonat Exdhpi®d® 9) and DVA (10 m ). The m xture was 46 EP 0 566 226 Bl
sti'rred at anbrent tenperature for 16 hours. The m xture was evaporated and
the' repi dueBenays chigride i(0.3781y} Ghad) ddé® ®Na tirdY Imixiee brart-IeyddRE6-ath6xiy-4-(F A thglagime)- C
| ayer wagidszokne (.281rg), pataskivey edphaté @14 ghand DN @ wel). ThSmiiurel was 8titred)at aabientm
chr omat ogenapplaturau®r ng minotes @ad thag hyatgiolo 60 ° Gifoct UNeds Toé mishiré yae ae@pakibd endithe and
met hanol residue asepwrified Hy eolgmmrisanatdgtaphyesthg ivitellyonetyidne eldoride amt therl a 1008 traittere (4
m ) and atimgthileredciioyide laad méthandl @s elypntaTlgre wast thus phiaineoT-banzydaxy-Gimethpdr-b@en
chl or i e methyldhitinolqyinazeling €0:225 gh o.M 2BA0P1G.at e was i sol ated. There was t hus
obt ai ned WF*?SR?F"%(%\??Q éﬁh(ﬁx% 307 ((g'3Hy BLH (7l %mmsde))%maﬂom) 1728 (s, 1H),
hydr ochl Jr2d&S (o SHhZ.58 (s, 1hh 763 (@ 1 (sIH) R (Sl 04 ierr] 2.34 (s, 3H),
3.36 (s, E@pbentalsAnqlgsnssF@n% &744*_5! 584Nﬂ_111 gzstlﬁlNa qmrqs G 14.(40H 5 11-;5%37 (t, 1

, 7. 40 ,748(m 2H), 8.35 (s, 1H), 8.79 (s, 1 H); EIerrentaI
?rﬁl sﬂséﬂgﬂ-ﬁ&C 59.8; H 6.4; N, 9. 9 [err]. 1 HCO requires C, 60.0; H,

gtf”g'd 10 Riep %%2%% éj ad%eHo E&E% g@% e Ahnliia 8018 a%ﬁ £,
g) pOt aa I’uﬁe mixt é’LtHF\

ﬁb%l-&aﬂéph ﬁaern&i Wg%OWaéﬁd 6%96}95@{0 HP was
purlfled 4Q3/~- ygﬁm,o;a Din&8ib Qiadyy hyp. B$8-89 - cncr easi ngly pol ar m xtures of
rglhyl enanmrhbgicinghe (@m@oebi)vilead ehiiensqs 3a), dents, 3F|')h¢33?(rmla$l) teldd 3d, a by, 217 Q8]
6, 7- et hyHgmen oy, 747 (s3 1H)ES4 W) @ i71e2 (0 ) )LB.4E al);ne (0. 23 g), mp. 223-226
[err] C. eNMenApaalysisi Founfl € 694; B, 874 N( £2.0; 8HdH.1 NAOA0.3( 0. 04EipAc voqdiks C069.01 H)6.6;7. 17
(s, 1Hp, N\(1286(t, 1H), 7.66 (m 2H), 8.10 (s, 1H), 8.43 (s, 1H), 9.38 (s,
1H); 20 Elenental Analysis: Found C, 67.5; H 5.1; N, 13.0; [err] requires
C, 67.2; Bgmple80 N, 13. 1% Exanple 53 25 A nmi xture of
6- brononet hyl - 4- (3" - et hyl ani | i no) qui nazoline (0.415 g) and norpholine (2
m) was stl thd dpdisla {0-9P4-0) das peded do a @tifegymisturg of, B.£-dihydexy (X methylagiiinslapipazplisg t o
anbi enf® t PRI D POBFEMaPORgIR(0,528.9); ‘i’PMf‘é"’v(H)s Thempdytogtps hegliad ta 59 |ij°"s%h‘6‘f§t 4i ned
was part 5?18‘311'95‘ ap%f@é' °‘W€ iy 599! v&s H‘H‘“\Wa‘t’aérheat%‘@ 8%" 8 was

n

washed wi

i phol%ﬁf e et eﬁ%.m,%maz@% %ﬁ%ﬁ o T bz

191-193[ trum: (CDsSOCD:) 1.43 & 1.4 (2 t's, 6H), 2.34 (s, 3H), 4.2 (m, 4H), 6.92 (d, 1H) 7.14 (s, 1H),
7.26 (t, 1H), 7.57 (s, 1H), 7.63 (d, 1H), 7.82 (s, 1H), 8.42 (s, 1H);
Elemental Analysis: Found C, 69.1; H, 6.6; N, 12.2; CiaH21N302. 0.48H20 requires C, 68.7; H, 6.6; N
. 12.6%.

55 Example 51

2-Bromoethyl methyl ether (0.834 g) was added to a stired mixture of 6,7-dihydroxy-4-(3'-
methylanilino)quinazoline (0.534 g), potassium carbonate (0.828 g) and DMA (10 ml). The mixture was
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‘30 NWR Spectrum [err] 2.34 (s, 3H), 2.49 (t, 4H), 3.62 (t, 4H), 3.69 (s,
2H), 6.96 (d, 1H), 7.29 (t, 1 H), &@%ﬁﬂséﬁ) 7.74 (d, 1H, 7.85 (m 1H),
8.45 (s, 1H), 8.55 (s, 1H), 9.71 (s mental Anal ysis: Found C,
71.2; H 6.8; N, 16.2; [err] requires C, 71.2; H 6.6; N, 16.6% Exanple 54
35 A mi Xt stird Qf arfibiéht @¥psRiurYbr %—Koa’s.-mtl\ﬁlﬁhhra%é bVaporslst haZRY tebiBue(hs pafiitioned
anil i ne ( Qet@&n etfyl svatiteRAh water. The orgéirfic 1ayer iwaLdlied MMgSOR ParAICbvaporatid. Thefredidud was
hour s. Theurtiek byl calummBchramatbgaplt Wilg dnebadingly polas mbktuess \wh methyléncfchiBitelayid er@thann
chr omat ogres plgnt.Lithe rggmi sombaned wel dissplgddain ethyixdcetate 44 of) ane bdiyifiedrhy thd hdalitiodlef and
met hano$ &3urated; gelution BF dydrogan <hiptidesin glistha| sthet. The precipitate was isolated. There was thus

6- ani | i noqlal a-hd"(%metM%?’mm@ methylgrilinplquinazoline hygkochipride i(Q.29¢ @), PrEY 2tH220 Yhi ch
was 40 di ppelyny (CDe$ et 3.36 (s Biu- BreBi(ns dHh f1-48 (Of 4t dddH). 7.37
chl ori de itn?i %A0HS, (1Hl 7AiM, gls8-3fNadi): 818 (% H: gr eci pitate so formed was

i sol at ed. Eprental vsis; Fpynd §1739.8; fh S N, 9.9; C21Has N3Oy 1HCI requires C, 60.0; H, 6.2; N, 10.0%.

6- ani | i'Ronet h I -4- (3" -nmethyl ani | i no) qui nazol i ne di hydrochl ori de, mp.

216- 221 | MR Spectrum (CD3SOCD3) 2. 30 (s 3H) 4. 45 (s 2H), 6.6

(t 1|7-|) . Z 4. ron%;?ﬂgg é%ilzgna or:%d t00§ s{@ g«:& ﬁ? yl?n]hng)
i u as unf ch

45 El e,g’qur yl"ﬁé ﬁuxt es phy using
.33[err] nche%uH %im ylée @hlorﬂe ar?dzet 3V acelats u@'nt eu%Q«as thus o4 '817-
met hoxi de sthPerd f (3‘\l\rﬁe‘ih uln@zofhe30.29 &) Ghlp. B bag @, Of
q?r 0D e INMA Spéctiuf: (ODESOU0, 2134 (6/BM),4.40 W, BRY 214 @L1H), 13 (I H)2NEE @RE)ABOIm, B,
- The @Hats 11, 8vBSs,9H), 38 @, BH); anbi ent tenperature for 2 hours. The
t ur ezo WEBMENal Poslgdiss Hourad, 6% H; 8.5 Nj U8.0VG SHipNIO- f 0.33H, dn\0.25BE0046 Foquires C, 67.2; H,
chr omat ogeéphy3a%i ng i ncreasi ngly polar m xtures of nethylene chloride and
ethyl acetate as eluent. There was thus obtai ned 6-nmet hoxynet hyl - 4-
(3 - met hy [Example Bb) qui nazol i ne as a gum (0. 045 g) 55 NWVR Spectrum [err]

.36 (s, 3H), 3.39 3H), 4.62 (s, I-% 7.07 1H), 7.35 (t, 1H), 7.58
( s, 2H)* 7. 8°2m(xt5|re bbrompmgtgyl A3 ny;?lamlgl gn gline 1%15 gBanylgn(\r@olmgKg mI) a7s stimeqcp Q
6- br ononet t | k ' \ oI
(2.5 m ) Wlis!‘ﬁ’ it pr og Yol Thee ﬂﬁrf““;g ockE-merpolippme ﬁ"4é‘3
(cgol ed Jay §)4 éAE q‘ i

iy g

and water éj ggéw%r @d %S@%%}rﬂj%lde
#b%néﬁesnréﬂﬁ'é‘d sfév@%g%

r—“

7.6
evapor at e
i ncreasi ngf y poI ar m xtures of ene or'lre Q'reaﬁg} ﬁaﬁoé] cet aAfne as
el uent. Tiggikpi¥e$ thus obt ai ned 6 (2 met hoxyet hoxynet hyl )-4-(3' -
met hyl agi HToWu“nazol ine as an oil (0.211 g). NWR Spectrum [err] 2.34 (s,
3H), 3.27 (A miktdte of3-BrémdniBthyR4-{8'-methyfadilito)iuindddline (6.3QY, dnfine @85 gPardOMAIGG AP 1
K 7.28 (s stits) and7hedted 18 802 E)for 27hotlrs( The ratktre wds Bvapdiatedlank)the Bsidud was purkiedby
9.8 (s, 1khiumrEtieometdgedphy isirg)isdrensingho pokl nibxturéBofmettidlend clBorid®landl ethano| & dident.
requi res Cher®&as thusl obfingd 6fdnilinbetbgied-(Exraitwlalinb)quiddzoline as SailuR54 g), which was
met hane® hidigsavbe in( §hyl 4detaly. A\saturaledidstiitionoof dydrbgen rchidridei i tiiethy etifer was added and the
6- br onDNEPiegipitate. Soormag whs iselated. Thasy wasfhisrableikd reniinomehyiy-(@-methideriiipblaviteraline
(0. 203 q) dihyochipde( m-P@1P-2211%6 i xture was stirred at anbi ent t enper at ur e
for 4 hour"'é’IR Speelrum: 5&'?3? c%§3‘é(? r 518 A P& GdH) 8 (@ eH). (08 @ U} 7108 . BE.

col um chr %ﬁﬂg m. At 8@ 1. §i83 {5 809 S AB) hy | ene
chl ori d’é el g?'ﬁf’ 3%4é'| Gé&nkt, T2Ph e Heolley 2HC, (S350 raquiresyC. 940 S8 ch

was trltur it8d under a mixture of hexane and diethyl ether to give

4- (3" - et @X%ﬂg é§ no)-6- 20 nethylthionethyl qui nazoline (0.205 g), mp.
134-136 ectrum [err] 2.01 (s, 3H), 2.34 (s, 3H), 3.88 (s, 2H),

6.97 (dp 1 Hodiurh: éhdxdde (675 ) web aidBd 18 stiré il of & JEDnomZ 34 a
8. 45 ( d, %bﬂlazglﬁe %ﬁi §)5an3 i‘ﬂ}hangﬁ (58m6a h9 lﬁetw djﬁd Df 5 thﬁ (%g}bethglur@‘
C, 69.7; HFixtie Was NapokdlodZand [t rediduc&RY iplifisd by c&(ﬁnn'Sehrdﬁ’\atoGraﬁhy Wing IndreBsiAgly polar

mixtures of methylene chloride and ethyl acetate as eluent. There was thus obtained 6-methoxymethyl-4-
(3'-methylanilino)quinazoline as a gum (0.045 g).

s5 NMR Spectrum: (CD3SOCD;) 2.36 (s, 3H), 3.39 (s, 3H), 4.62 (s, 2H), 7.07 (d, 1H), 7.35 (t, 1H), 7.58 (s, 2H),
7.82 (d, 1H), 7.92 (d, 1H), 8.65 (s, 1H), 8.76 (s, 1H).
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<25 Exanple 58 Triethylamne (0.1 m) was added to a stirred mxture of

6- br ononet hyl -4-(3' - nmet hyl ani | i ne}% 6@%@5‘1 ne (0.33 g), benzenethiol (0.11
g) and DVA (2 nl). The m xture was I'fred at anbient tenperature for 5
hours. 30 The m xture was evaporated and the residue was purified by colum
chr omat ogjla@gla)eeUsi Ng i ncreasingly polar mxtures by nethyl ene chloride and
ethyl acetate as eluent. There was thus obtained 4-(3'-

met hyl ani | iAmiptard opb-bidsbrinéthyd-ags-gthganilineguiriakdlise (6. g) abd gmethmypthanmes MpwaS. NVR
Spect r ungtinpd and| hedieS 4 605 C B houds. ZHe (ixiure2irlls, coBed® andbjentltbinperatur@ and pariitibhdd, 7. 3
(s, 5H), betwedh methyle@Rhloride AR waler. Thé) orgahicBphagervasiwadhed @thShfing,dHried (MYSO: Bar@5 (s,
1 H), 9.&B8porased. Theyesidds waspwifiedh brlcolpmm ichramnatograpby) weingCincrpasingly pqlar midures\pf
11.5; [ emethylenegbipridesindDethyl 3calate pt elinty Thare quﬂhle%btamwreewesmwefwvﬂs‘

di chl or i wethylapilipg)qui °"Wa‘=3§ aadt'j@éﬂﬂi a m xt u

6- ani no- MR Ppegimy, "')' Q?(F‘r Py 467 EntheP-edd128
g) and t YA (1), 2 hesl‘ﬁ‘fﬁhd\? "s') % 7@71@8 % d _% )oux for 2
hour s. Tﬁ'@m?ﬁ@f\ﬂﬁw Is; E"de(bgﬁgr"hfsé drar G Nagéfeaﬂ'? fa ﬁ{‘)ﬁr? y col um
chr omat ogr aER usi ng increasingly polar m xtures of nethylene chloride and
met hanol nt. There was t hus obtai ned 4-(3' -nethylanilino)-6-(2,5-

di OXOQ&’ rrol I mgth l ﬂ&é‘ Q Jd?)in md&br@ of fgrégonl; yrl(SQnet%hno)-
Spect unh § é gﬁ h?vlanf d) ggﬁgd mibduré Was stirrdd at arfibiérit tdmporathre) -
7.61 ( d1 f hou Hdre aﬂvaptﬁéed Jnd&ﬁb Egduelw nf%d cGIdmn lahrlﬂi)latoggapgfl u£iri§,
HL(- . 95inkrgasingly [fblar MBI B RéthyfdA6 M&rids ancF&hV\dcege &loiidit. Therdowas; thudl obthined?an
&bl/r] I egiU whie® titdat®d ubbior S Mixtd ofl hex@é akcX disyICstial t5 Qive - Lf3Hmstinenitio)-5-

Or iggle melythibmetByiquiasolinecd.esb d)am.p 184-x3suce of
6- am no- MR Bpediinh(CDaB0A0: 20115, 3hiH 28K i(s) 8HY 1.88)(s, 2H),r6.92H(d Y HR RS ¢, 1HD 7626, &), and
DVF (5 n¥.)s5 (dTiH9, 263Xt 8x4E<d, 3H), 8.5%(, Bipd.8Hbraadoxi 1o 50 C for 2 hours. The
m Xt ure tamental Apaysist Ecund il 69/AcH B&i Nl Ud-2n6e Hpdke $.f0. (EelHilg yroquisp 1 Gn69.5; H, 6.1; N,
chr omat o#@8¥phy using increasingly polar m xtures of nethylene chloride and
met har®l as el uent. There was thus obtained 6-(2-chl oroacetam do)-4+ 55
(3' - net hﬂgﬂﬂjjﬁﬂo)qui nazol i ne (0 775 g), mp. >290 [err] C NIVR Spectrum
[err] 2.32 (s 1 7.25

isthyla mi)y é a stirre omoyr anjli o) rT:}Im
73751(52 o ?:@mzafret&% %g d%g’iﬁil ’c%gééz‘;%ﬁ w%r%st%%i%@ig iy 3‘?:%9‘:1 P> e e iZ
E?y/aﬁg bor B9 mﬁ:g wﬁgvip? ﬁ&’ gcéta%E % ﬁﬁ%ﬁ:’ éasgqh HQ& @3-

i %‘ ﬁgﬁf “&3} f Nieton 1) 724f pnn;a»gmmeme(m
sol uti onzLh )efas 4( q‘a) 6%@ [sOfH) {g 7l (@1& : 4

he m xture was
stirr iR ARaNsis! FOURPE a9 I, 130K, 113; wzﬂUNﬁrequTrb@c %btwrsa M@ smeut ral i sed
by the addition of glacial acetic aci d and evapor at ed. The resi due was

@t | ti ogRangiebereen net hyl ene chloride and 2N aqueous sodi um hydroxide. The
organi c phase was dried (MySO4) and evaporated. The residue was purified by
col unm chr suBdiygdietidiye (0R0NG) was eddea &i argiktyre po6-aminavi-3-metydaniifo)gquitaknjibee(0 82 g),

chl or isle triathlamieé (0c0281g) arsl teluener(d mi)TTer rmixtuwasvas lstired @bd beateddo reflux for 2 hours. The

6- di met hylxdune was evagcBitednant! iyl ramueuwaa):mipmzmlumvech(c@a@smpty)usmmqsreawwoam r]
C ( deconpisduses)of meBylend\RoEiscand matheno| esrel ntQTfG@ V(a§ thusp!)tamey Age- N(eshylagllqp)-ti-

(d 1 dloxopmhqmq-yli azoline/4.082g), mp. 50 ° & |_2% rpé H%

1 Sprcnm COya00 ) 23403, £9010 0 By 8 . DT 2y 7 g 6

44 H)% Qq_qs, 0
Snaﬁigou' e e P, AL 44 N b FcPU3ERLE: Rl L
a DMF

used in and that the reaction m xture was heated to 80[err]C

for 4 homg(;m Ig‘s‘pydroxy 4- (3" -nmet hyl anilino) -

3-Chloroacetyl chloride (0.473 g) was added to a mixture of 6-amino-4-(3'-methylanilino)quinazoline (1
g), tristhylamine (0.423 g) and DMF (5 ml). The mixture was stirred and heated to 50°C for 2 hours. The
mixiure was evaporated and the residue was purified by column chromatography using increasingly polar
mixtures of methylene chloride and methanol as eluent. There was thus obtained 8-(2-chloroacetamido)-4-

55 (3-methylanilino)quinazoline (0.775 g), m.p. >290°C.

NMR Spectrum: (CD3SOCDs) 2.32 (s, 3H), 4.33 (s, 2H), 6.94 (d, 1H), 7.25 (t, 1H), 7.6 (m, 2H), 7.75 (d, 1H),
7.84 (m, 1H), 8.50 (s, 1H), 8.68 (d, 1H), 9.80 (s, 1H), 10.57 (s, 1H);
Elemental Analysis: Found C, 62.6; H, 4.5; N, 17.1; C17HisCIN4 O requires C, 62.5; H, 4.6; N, 17.1%.

6- am no- 4=

50
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‘qui nazoline was reacted with 1,2-dibronoethane to give

6- (2- br onoet hoxy) - 4- (3' - et hyl ani | l'ine | n 47%yield, mp.
129-135[err]C. 20 NWMR Spectrum [%%%%?‘0 3.92 (t, 2H) 4.52 (t,
2H), 6.95 (d, 1H), 7.28 (t, 1H, 7.53 (m 1H, 7. 63 (m 2H), 7.74 (d, 1H,
7.96 (d, Mg (s, 1 H, 9.52 (s, 1 H); Elenental Analysis: Found C,
57.5; H & 11.5; [err] requires C, 57.0; H 4.5; N 11. 7% Exanple 63
25 The procegidif §a»roHyartbel (912 GXRERldBecOpbrioReisd 10 RaMIkEE of B-amipb-4{draisthylanilino)-

2- br onoet lyihazbmb /8 g)eloiideryais (3rsesbiution ip watee 0.8 Tmi)land actitdnitrieTtI8 irfijaTre. miftive wes was
t hus obg aisfid abarhiteniBinpersni@tity s yyinutbs.( The misiréd whsoneualised Yoy herasiditidni of gladiah agio,
yield, m pcidbid evapshted. Th& resiiv wap pafitionsa befveen meRyl8®H chiorideGadd 2N3aq@epug sodigwy) |
3.76 (t Rdroxidé. 28 ¢rhanic2ptpse GasObied (MgSD:Hind evamBtednThelrefidue s pprifigd by epluny)
7.62 (s, ZXhibinatogtaphip uging incteasihgly folar Mixtuses of mifhylerp, oggnc(edmd metpﬂnol a3 slygnt There wag -

El ement al ths abtgisddp-diresapiahing:4-(8'gnethylapiinofuinazoljge (012337 Rap200° 6 ideggmngsest: 69’ 4
H, 6. 2; 1oN,NMR3SHBetu PEDsp 2386, 3H), 309($n§t'h99%1mH@ é‘ #ely 1hi’c' d. 1H),
stirred sqium 3h 185 @-1HR 887 EntdaRRl4 - rret anl | i n% 8} I8,

(0. 237 g) HenepgingigsisiFyund Gq71ahH 84 J?‘t %CWHS“NéTq aqufes§ it éa% per &t ur e
for 16 hours. The m xture was evaporated and the residue was purified by
col um chrﬂﬁﬂﬂsgt'aphy u5| ng I ncreasingly polar m xtures of nethyl ene

chl ori d& and, net han y '[Ia WS elahh thx@d g

ous roc o tha e DMA was used in place of
o= (2.0 iR ggp&go it wﬁ @Eﬁz byt lhg&i; ey
(%’177 , fg& 3., gﬁ&wmm E»Ey} Btn |au|.n§&&nazn§n51.pb
K82 (my, ?ﬁ) aecﬁfﬁl »SOEDs 2?35 3lG)d3921<t o), 482 G.2H, $951d |1‘D|),,798 BAH(, 9,53 {rh)1H),
El enent al ﬁg%yﬁ)3774lf@unﬂ7 (d@>fH)E 40k, 18), 852 @l 1HE3. 6; [err] requires C, 56.6;
H 5. 7; N EenenfAnakyia Fing C067.81 9, &mh 15; Cysaid Bl O(rBquikésIC, §F.0th &.5t Wil 7ty | ami ne
(0.303 g) were added in turn to a mxture of 6-
br onmonet hykxashpleds- met hyl ani | i no) qui nazoline (0.3 g) and DVA (5 m). The
m xturezsnas stirred at anbient tenperature for 16 hours. The mxture was
evapor at ed afi prévedureddsaibed incixamle 63 Wasdenogted excenthat3rbremeathyhmethyd
i ncr easi ngh plageodf 4.2-diromogihans. Tereries H\}‘? etr’c@neéﬁr(%rmpfa@vz!mﬂ)ér(ﬁweﬂy@é °€'“%F§
el uent . Theﬁ%%wab nRUE74° Cobt ai n 08
gp}yanorret @ ( PR3 (5 %?%ﬁ-z%*l) 3r?8 ¢ @)‘E?%%lf - 88 FsUg28 R

e

7. G(itzlr:]m 2 WL‘ B’B"V?@f §H § §4?';64 3 1;1)%“‘5(%92$ Ctiﬁf‘u' 9&{*’9&’32{"&% Xrlﬂz;:? ySi s:

Found C, 72. 7 @49 N 196 [err] requires C, 72.8; H, 5.2; N, 20.0%
55 Exanpl (1 |mdazolyl) ketone (0.421 g) was added to a m xture of
_ 7-car boxy- 4- (3 ¥ 80k |Qc? b &’E&llﬂﬁn GPe Dibridthod HECAGhyHnlinokiifhaioide
(20 nl): 5y ()lmeﬂi}B}nm éﬂﬁ hﬁgﬁgﬁﬁ Gmb lg’lt hporat u-{:Q‘Br RChot¥e. M Gfturd Wes 49
P 0 566 2 ndt Fosumswéqﬂ itfed by Rolgm @ﬁr&]\at@r@ﬁduéihgmwlh@%ﬂﬁ iitGres 6id
o the ”hét?.ﬁén@ hidfide GhdTBHEnBB as diliéht. Mindie Uia@ HARSobRiBY B (2 tidthardindeirexy)agi-due
WaS tri tur AbRfanikRsiinadiheXydroiomids (.17l g5 m.pobs-g8-0ed was i sol ated and dri ed.
There wWgs kkHSpedalmi @OS50CDs) 2.35 (s, 3H), 2.5 (s, 6H), 3.09 (t, 2H), 4.35 (&, 2H), 6.96 (d, 1H), 7.28 (m, 1H),
7- (N, N- di mesdwy, ey heagay bR); 764((3, tHINEoB yd, 2 8.49n(s)1efuidddtsolne (0.55 g), mp.
207- 209 [ eEBherl AMWSisSoaet ¢, 58:6; H, 801, 13.635 N« 03 H)Br renuiess G, §6.6: 34-5.7; "31@9%(s
3H, 7.04 (d, 1H, 7.32 (t, 1H), 5 7.63 (m 1H), 7.66 (s, 2H), 7.82 (d,
1H), 8.60 Example68) , 8.64 (s, 1H); Elenental Analysis: Found C 69 6 H,

5.8, N, 448.1; [err] requires C, 69.8; H, 59 N 18. 1% Exarrple ‘&
Using an analSegjernscypnidsc Ocha? é)taﬂdttﬂeé'fy"aﬂ\';‘?c@ (9 W’GE%W" 2 mbaio o
16 ho
103 et e o gt R e B
NMR Spectrum: (CDsSOCDs) 2.34 (s, 3H), 4.24 (s, 2H), 6.98 (d, 1H), 7.29 (t, 1H), 7.61 (m, 2H), 7.83 (s, 2H),
856 (s, 1H), 8.62 (s, 1H);

bry | ) (0 blent
4-chl oro-6 ﬁﬁ?’bﬁ'ﬂﬂ'ﬁﬁ)‘ aihyiandinp)pyinazqling; (03 "tgf'eg ﬁ ‘?‘4%;7 g‘h?()
276- 2 easingly p tL S lal en 3r¥ 'wg
mp. 50 obtaale%;fnp cLanomethyI -4-(3'-methylanilino)quinazoline as a solid (0.084 g).
Elemental Analysis: Found C, 72.7; H, 4.9; N, 19.6; C17H14Ns. 0.33H20 requires C, 72.8; H, 5.2; N, 20.0%.

55 Example 66

Di-(1-imidazolyl) ketone (0.421 g) was added to a mixture of 7-carboxy-4-(3'-methylanilino)quinazoline
(0.558 g), THF (40 ml) and DMF (20 ml). The mixture was stirred and heated to 40°C for 90 minutes. The
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‘NMR Spectrum [err] 2.38 (S, 3H) 3.41 (m 4H), 3.82 (m 4H), 7.18 (d, 1H),
7.38 (m 1H), 7.48 (s, 1 H), gpﬁqsssé%{% 7.87 (s, 2H), 8.08 (s, 1 H),
8.75 (s, 1 H); 15 El enental AnaI S d C 63.9; H 6.0; N, 15.4;
[err] requires C, 64.1; H 5.9; N 15.8% The

4- chl Or OniGu/@THaB BRIdNS B4E RAE GinbFfarkifeHasAsd RioSthelmixiuROlon A Minkted. THEMix@RL wisned
as fol | ayporated o iHe WesRiu® vasrritaiated LfteP watbr! THRIRGIRIZSIobtai6d Was (isdfdted afl) dridb.drhere

nor phol i kg #ud Gbtihgd MEN-dhéthyldafbamsyl)-4He aietdlaiiino)geihdzblive {085 gh nyp 20%209Tte

M Xt Ur € NrB Spacaamr(Cb:S0CDI At GD; CO) @.365(s) 3nyaz96(e BEly] 3aN (5, 3H)7.0% (1), Z.32vtstH),

aci di fsi emed (o, iz 8dy(s,2HE 7.821¢di tH)BB0qd, 1BpAGEEE tHIt ed hydrochl oric acid. The

pr eci pi t Eléraentahanalysis| Fatrdd, 69814158 Nail 8.1 Creett s Oah2H220equithsi Gz 898 Fa B8N B L%t hus
obt ai ned 2-nitro-5-norpholinobenzoic acid (24.3 g). A mxture of a portion
(10 g) okxample 6Fat eri al so obtai ned, 10% pal | adi um on- char coal cat alyst (1
g) and DMVA (150 gt}az?was heated to 40 [err Cand stirred under

at nosfher e Uging F}Sﬁ'@ﬁ Praspdure ¥ dhat descried | gl \hqiiorp{6rm 5;;,8' o %
filrate Rﬂl?ﬁedev 'H‘"'“?H% Q“’és‘f’@d@et(}?/éfg‘""fq)fmfpﬁ?'@ifﬂ“l?ﬁ@ RSaivl é? &F to

5- t t
pLve & rrgé 4 *t«étg S ot T A AL o
heat ed t emen I a Els 6§ I\Enté 19 zm% ﬁmtreﬁgre e @J‘ibheé‘% Nt p@grature
and t fie p olr %éu rt| & mbibifalwad by inbPis TRigwEe, et hyl
acet ate an fétmt% f& (20 hdiife! &0 G} Was"BilscPand heated to

rphol i ramﬂ%rrb%ﬂ 'fhe S whleviiptbtod. Watdr (1&7& Zs?m&&rarnlr e miXiite S &idled to

CXT/O" i de ﬁ%yﬁﬁ&aﬂ}uoﬂ\@%o&@ﬂ%dm%r&hﬁﬁd it tho Bradipitéite wa isolated, washed with water and

rWOEﬂeBOﬂhUﬂeﬂﬁiﬂhhé Sbtairel 29itrg-5-mobPNolinddnebicaeidigalsag)i | i ne (0.471 g) and
t ol uene (1Q\ mikthre off & PortiBnX1 QUG)&F e Snatdddl tse dbtaitedr €04 petladios-ortchiacerl catdyse(1rg) addur e
was cool BEA (150 antiaa mbatédio3e r G andr stirredilindertae citmwisphieret of hydeagen {o2 8 hodry. Thendhixture
ext r act edaswiitisted chintl utiecfilttatn @es. svaporatedh | Thenresithie wasl &itgaiéd triden dietiy] eother dmaive Sphase
was dri eotorphdli@@thragifecacid@@pog)at ed. The resi due was purified by col um
chr omas ogr #hiytune Sf & poriion (5. a)if thgimateriel se pbtpinedand ignagtider(2) mi) was @tirediand/hpaied and
et hyl actst §PEC fos 4ctousnThe nikurevag£e0lqdHio Smbightpmpsegpture and the precipitate was isolated,
4- chl or owasherbinpt®| Wit Jeyrmids.ofthh acotple snds@r?tm sthey and ‘!j'?d Ehsreex@arrtnseobeee%s
m Xt ur e G‘PVPHQ"E‘HP'G?ZS““E)“'W'?& ‘?r@t aTsn zoI | ne

- pheny| Ehesahoy;

lt
I

¢ | )§0f6IP16 a'H'BﬁFo“ﬂ % % %‘h%mr

preC:Jplt |§gg& h r;ur n &eﬁh: §dﬁh%&‘gﬁ ” é‘ﬁmon

thus obt 50.3?:,3.?:%2‘ n:ji“% °“ i O'Ee”"‘ﬂ‘ oS epsg de
(0 367 6 |u?n ﬁ@bﬁ% lid ng) 7 87 (S 1 "
8 25 ? E;alﬁl)pleeg 72 (s 1 H) 10 99 (broad S, EI ement al Anal ysis: Found

:57. 6—H—5—0 N, 16.4; [err] requires C, 57 4; H 5.2, N 45 16.7%
anpl e 69 Alsbddg chB-cRIBIBBoWMEToRYqaIREOING ¢0.440 gf, h;stphd@mddiabnd (0.483 [gX anpTHF (68,
4- chl or onfl), whs Giirfeat 4@ hgsiet BaEk ifdt20vidars.S5the nilgas twasl covietl o mbiant nayHeatusd. The
gi ve 4o ( Precipitathr vas isdlatel, weshedGyith -dibthiedtieo andodried Therk iwae thus) ol&ifdd\A-(8'tachinoanilipo)- 256-
257 C. NBRdBpthotyquinazolbe BRirdchloridd).3674), 0@p. @42-243H)., 6.75 (m 1H), 7.12 (d,
1H), 7. 1MMRdSpedirul) (CO7SQGD:| 8.97 (81-8H), 40 (3.78H), $.64 () 1H),$.83 1., (1H), 7.92 (d) 1H)g7- (L. ﬁ'sl)
1H), 9. 57@bisottll &R%rip 1HL 87 (s, 1H). 19.98 Brosde, W 1 H) ;. El ement al Anal7ysr S: Found
C, 57.1: Elamenfal dnalygis: iqund C, $78; Hj 5.6 he18.4:Er i@z 4Gl 11 HaD voquinggy CeS7.4 H, 924k |
55 126 498.7%0 EP0566226B1 Exanple 70 A mixture of

4-chl oro 6'E| eri di noqui nazoline (0.371 g), 3,4-dichl oroani |l i ne (0.243 9),
|sopropa5¥—‘(q—§3‘d) and THF (4 nt) was strrred and heated to requx for 3
hours. Thedn

' 3 yas
nanal go S cec?ure th ?de ibe [HEE Jtﬁ%
orect 1 A He FRAR LA i
Ther e WaggL.laUS e ( , For oanr | no p| perr | noqur nazo | ne

hydrochl qpg e&Q:m?’@téa 8 3I-§,4£@2’(s, %Hi? 6.7?8‘(3,QHP7.12 (d, 1H), 7.14 (d, 1H), 7.25 @, 1H), 7.42 (s, TH),
8.37 (s, 1H), 8.80 (s, 1H), 9.5 (broad hump, 1H), 11.4 (broad s, 1H);
Elemental Analysis: Found C, 57.1; H, 4.8; N, 12.1; C16HisNaOs. 1HCI. 0.26H20 requires C, 56.8; H, 4.9; N,
55 12.4%.
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‘NVR Spectrum [err] 1.68 (m 6H), 3.49 (m 4H), 7.7-8.0 (m 5H), 8.13 (s,
1H), 8.81 (s, 1H); Elenental Anal C 564 H 4.7, N 13.6;
[err] requires C, 56.3; H 4.7 NyéJ@s%{/ﬂé#‘

4- chl or o- 6- pi peri di noqui nazol ine used as a starting nmaterial was obtai ned
as fol | oWgxampi®70 A m xture of 5-chloro-2-nitrobenzoic acid (13.7 g),

pi peridineg (27 m) and DMA (100 m) was stirred and heated to 120[err] C for
18 hours. Thembiud dof 4ehidpdS-pipsadaigaihadine 8z1 gk 84-dishioroatlingl (024 §)v Bobropanoivid rely
and the sahdiTHRO@ mfhwadsized areichebted fpHaix iy 3t iversaTheintixtare wes alldibdaiqwedl diesanfieit um
“hydr oxi gle teperatureo ihe fraapigte] was iisolatedvavsimdtwith FHE dindvidiehyl esthiay andglried. Jinere wap thus
aqueous | abtenedia' 4xdivtikirganiinb)-6-ipgridinogunazdies hydrgthiaridn(081 @ Stk MR- 22804C-

hydr ochl oMNMR Speftrma (GiPs 8QGDh 668N, Bl IAMhH), 7% (. 81, SR MYBH 6. Byer was
dried [ er Elomganidl Aglygio Fawnd 8. §6¢k H.ah-7g Ny B- %cﬁﬂtstNﬁpﬂ*ﬁéﬂ”ms& %?ri’bl"@ dp-f-

(16.25 g), nihg 4rhign-Epipyridinogyinazoline H"feé apt s‘&“‘ ‘it?' aipd er i al so
obt ai ne@, 108 9 ASr °ﬂ'ﬁ'i°(?r1“tf9ﬁ%ﬁz?f?)%ﬂ'd Q?ﬂ 8 gaﬁ‘l "E
heat ed t o "agted ! 39 JES A8

—

hours. Th&OHe wﬁ?
t hus obt alﬁl eé

eea' 5y
:? I ?Q a%ijeo S. |£ é Hag i'f%sﬁ lum h droxwle IUtlo ﬁ S{tfgtex\a S

ori

used V\A% % p130 re materla

obt ai ne n gor&ﬂma@do%%ﬁa@ﬂmroﬂ-cﬂa?&gl%ﬁﬂjg d @rang’ 0

m nutes. -Bm Hb@‘ﬁ\bmvﬁ's m&d 0eHd Eﬁ?re& Qﬁﬂer brPatEEpheI8 bf ﬁy&?ﬁ&tﬂfoﬁrs THa Gnixture
{»«‘CI Pi t aty@s ViffPed and it fiFhte \W%%bﬂﬁra%tfhelfecﬂ’m d&alﬁd’dlct Pideridinddhtalahitt ackf d3&h oand

dried. Thei® gyamich WakusedWithbR Rithérpiiifieaiioh.di noqui nazol i n-4-one (5.95 g), mp.
269- 166fer 1 ] Kmbdtiid sithed myitbriak bd cbtaina atdfoaantge (Be6) adsl etiivelt ancahetoll ta €70 * Grifoc 10T €
of 6- pi permiglites0The Miatarl was alidwsd 39 cooNjo\embitint Bimperativgl Thei drecipitat¢ Yas iboletpd, avashed

t ol uene ( 6t idrpamidehand withx tiethy ethersanh drdedcTheteovas thin$ obtairfed 6-pibefirtingrinazdling-oné K96 e
was al | owedl o 186®tE6°€0 anbi ent tenperature, diluted with tol uene $80 &B
and ext ract ehosphotyl dildride ¢5.3q@lewrssadderhion elied ITnbsvrp 9k Spippririnoginazofing (hely

phase was dimgtiyianifiner .51 errd toluarso@® mb.drhe Tidure was hagted tpdeflup for 7 housy TBS{"‘P,‘UTed’Y?ﬁ
chr ormat ogreigneg tespahdo pmbier demnetgiure. ited withi Rluene (80 ) aﬁ‘ét" yF'é g’“ ful PYEUSNhd
et hyl acetagmeniys cbjofidengolutiqn, Jhe ofganic phase “@f)ld&‘?dn@@so‘) and evaporated. The residue was

4- chl u dw rqq}g?gqap usglg of gBth Id@l fnd ethyl
it = e ARG R b B UROERE (1 o

pal | adi ¥m on clh rcoal catalyst (0.1 g) and DVA (20 m) was stirred and
heat ed to%@—[l&?-!] C under an at nosphere of hydrogen for 3 35 hours. The

mxture was g rg &01 fiHo-&- S TRy ki H{oﬁs uniué)oﬁnﬁr@ foae p‘:l“ahl%-%ﬁ-@hamﬁ
evapor at edcaag 8o %%,aeaﬁrkutah@n& dBpere i h?drbdéﬁ forBd
agueous,a %s o160t Whriofaht: terf piRat d-?é eﬁmﬁu@ree hﬁﬁaammswad fev@dratolimOhe
and eV&pOf.@&&G waI*}?mﬁ.&féa BefvediR metRyibriel ¢hiRFldd) ¥ndC Bdubslia diiiioRKiT 1RG0 ¥olutBh. Tthe
\Hﬁr easi nng?:ni@QJh% Wik atist @MgSh,)rand lsydperaed. Citb Gdsidde wasplrifist acvimnasgroiatograghy
There was dsiy cRBSimlyRr Mixture of methylene chloride and methanol as eluent. There was thus obtained 6-
an no- 7- medntmel7afstnaminot4d3"-niattylayilird)guinazoinp 058 gz8%) me. 220-285€.g, 6%, m p.
229- 2324 eNM Sfactrhi (CISRCS:) @31 KsuIAh), 2.8% (1] 3HR. 530 (fread s32H), 5.98 (B8ad &1 1HREHS (S51HL0
(broad s, €8d), 15).920 (hritha.38 (s, 1H))7.606d.8H), 7.62 (5114, 829 (82Hy 810 (brepd s, AHRO 5"0
1H), 7. 32 Flementsnalysis:goundcs: 63R)H. 53; 16 23B<CreHipls: Oeﬂzzlaocécf*zﬁweqws?sf@e% 8% s,
1H); El emeMht28F%Anal ysis: Found C_ 65.9; H 5.8; N, 23.8; [mer rll o€ UI res C,

66.2; H, 5. 9Thq\V mgtgqur%o-q-ﬁémethylamlmo) 6-n|troqumazolme used as a starting materi btalned as
llows:

7- ot hyFarPia (3 - e h.¥' e ﬁ.ngy s g e

7-chl or o- 4™ @«?a (Eﬁ élﬁlpﬁltlv %)8 mblent te raturi for 16

sol ution op° I véas(efﬁ?@ vvel gﬂ“’? voI u% etvf'uan [:ﬁ

was stl epdm q[a Anbi ent tenperature for 16 hours. The mxture was evaporat ed
to give th red starting material which was used w thout further
purlflcatlwaamle 72 Tert-butyl nitrite (0.051 g) was added to a -

m xture of 6rafbua- flirke (0.0BI hyy| sd |ddaed) d - AOMxuRh @k | BaRiG-REZAbhAIINE-7360- g)
and DMF ( 5pﬁaﬁﬁlmh6ﬁhe [pad7 Geme DMFas af viieh Bad Boh Jheatedto @5 NC. XThel iktunB Ras teabe e t O
55 65 E£res-cGorf30rmimfbsA Bato@Bportidn W50 Bilof pet-tiutyOitrifeOvad Bddeq Jandbthe inbdure Wastsjiired
nitrite was amtidstdenspathtureior 65i hobrsiiThe wixtureswas revapdraiatl a@ithe esituctvespwified low reveksed- 65
hours. Thephabe taun® otEsnatogapinyr asingch 80vD:0L2hmixturesof doathanel.s walerrdnfl jtifidorpaceticeacisr ased -
phase col ueivent Thereretas gius pibtaingd i41(3)-mathgianiling)-7omarphelinoaviragoling (86 [ta 4dle). "t 32y-
and trifluoroacetic acid as eluent. There was thus obtai ned :
4-(3' -met hyl ani | i no) - 7- nor phol i noqui nazgf i ne (0.066 g, 41%, mp. 227-



51 =+ EP 0 566 226 Bl 229 [err] C. NMWR Spectrum [err] 2.33 (s, 3H), 3.50
(m 4H), 3.82 (m 4H), 6.93 (d, d, 1H), 7.56 (d, 1H), 7.57 (s,
1H), 7.59 (m 1H), 8.49 (d, 1H), js?oiggsﬂz‘éé , 10.93 (broad s, 1H). The
6- am no-4-(3' - net hyl ani | i no) - 7- nor phol i noqui nazol ine used as a starting
mat eri al 2agpg. obtained as 5 follows:- A nixture of
7- chl or oNfR(Spectiiift (00, 80CDs) B.O3 (sO3H) $.5006H, 4RA3.02 () &HY, .99 1d, AR 7.1 (D gy 7.582(d,
(0. 306 nhiy), Wews(sStH), 17159 n, ikl 8l &, &), 8.75 (§,0HEN0.93 Brokds, 18). hours. The m xture was
evapor at ed Thea @-arnine-4r(&gnethyaniliva)s7-morphiolinogbidioline desd aswt fgriingmeatarial wasi obieinedl aer e
was t has fadsai ned 4- (3' - nmet hyl ani | i no) - 7- nor phol i no- 6- ni troqui nazol i ne
(1.02 g),  pixtupig 72higrod:(3a@thylrNiRo)Sxitraguinazeling €r 9) Jand m@phdline (0309 mi) Fas|stirrgd |
4H), 3.7an heatad{p 705C Jgr anourg_ |_'5he mixing \(qs evanqyated7ang 1th gesndgqq)uas 'prlttggec( gndeq_H)
7 64 (d '“E I9“98‘3 de( §h°’i H?s thgs 2@3' °§ 4'@#!)9“‘3!!?"' »{-BP® "056'"'*1%}""329"@ rﬁa??c @?
nal

N o) g% iy Ef;&?ﬂ%é@ 77 &30 Gy
t%’? A L e

4-(3' -ne

6-am no Llﬁ Jrdcbdlfs th Ld 1A & ?thhtg 305 ks
§1%42%’ r%ﬂ\eﬁylaﬁﬁ- %3‘?—‘?‘ Eﬁﬁ%g el %ﬁtf :isg% Uce t° 416?0%}"{“5 1H)

Izrnavﬁ),%m 4H), zemha zns\rsayzx& hay, ﬁ@und

c\,m 7 (ﬁﬂ)e‘;éga Ny, 262 B 1t Q‘VGE](d @gqusg@aw,gs &dsHb. 3, N, 20. 8%

anpl e ERmblsthiAgalytid: PddAd OPB7I7SH, rsr@nesd!sr@sﬂgN;mﬁhuundesmBlobn¢3 n do091pl € 1

epteothat the reaction m xture was heated to reflux for 2 hours, the
appr opr i &ample ehl or oqui nazol i ne was reacted with the appropriate aniline to
25 give, as hydrochloride salts (unless otherw se stated), the conpounds
descri bed iUsinglag ahagjbdous\pracpduralié that deseribed inUbempled extepivibaicthe vaartion auixidre waed by
pr ot on mheatasktp eoflpeion?) hawse the igerrenrigis dwhigroguingzdiige wasaeasied aith tha gpnyoririgte agined® 40
45 50 %5 gNe as hygrprhiyridecigitsy(mujess pthemisp stated), the compounds described in the following table, the
[err] HN stustupes gmi@ wertp confirmed by proton mmt)c resonance spectroscopy anemzyhmemal analysis.

M P. Conpd. No. [err]
20 ala 6, 7- di met hoxy 3' -cyano
R240 %Q ' 6, 7- di met hoxy ' 3' -acetyl _ >240
365
o
40
45

50

55

52



25 3¢ 6, 7- di met hoxy 2',6' diquoro >240 30
4d ' 6- pi peri di no ? . 230- 232 Notes 35
a. The product, obtained irnﬁla.?y as he hydrochl ori de salt, was
converted into the corresponding free base as follows. The salt was treated
with a mxture of nethylene chloride and 1N aqueous sodi um 40 hydr oxi de
solution. The m xture was filtered andraBite 1¥0l i d so i sol ated was washed
with a 10:1 nmixture of nethylene chloride and nmet hanol and dried. There was
t hus obtained the required free base, 4 >%§Qgerr]c; NVR Spectrum
(CD3SO03D3) 3.97 (s, 3H), 4.0 (s, 3H, 7 r (R ks (m 1H), 7.62 (m
1H), 7.83 (s, 1H, 8.16 (m 1H), 8.38 ( 8.56 (s, 1H), 9.67 (broad s,
1H); 50 El emental Analysis: Found G,p60. 7 4.6, N, 18.0; 55 53 EP O
566 226 Bl [err] requires C, 65.9; Hj 4. 7 N 18.1% b. The product
gave the follow ng anal ytical data: Found C, 558.3 H 5.0, N 11.2
[err] r8quires C, 58.6; H, 5.2; NNAL. el t he foll ow ng characterlstlc
NVR data: 2.62 (s, 3H), 3.99 (s H) , 3H) (RA. %3 (s, 1H), 7.62 (m
1H), 7.90 (m 10 1H), 8.05 (nl/igl, 1H), 8.47 (s, 1H), 8.84 (s,
1H), 11.74 (broad s, 1H). 15 H7C #é product, obtained initially as
the hydgochloride salt, was converted into the corresponding free base as
follows. The galtl partltlon 1between ethyl acetate and TN aqueous
spdlun1hydroxéﬁEpy%@§olutlon ﬁg @rganlc phas Raks washed wi tYPbrine,
dLJed ( MySO4) Compd- dpapor at ed. The residue was purified by col Uft)
gkﬂonatography using a 19:1 m xture of nethyl ene chIorlde and nmet hanol as
ent .2Ther e maz a L NUS obtalgap reqU|red JT€e base, 64U[err]C 25
NVMR Spect rum rr] 3.82 (s Gﬂé“'et'7°’t¥5 7. 353 (CFYa8H) , 7. 72 (%2 8.21
(s, 1H), 9.34 (broad s, 1H); Elenmental Analysis: Found C, 60.6; H, 4.1; N,
13.4; Cl6HL3F2Ng®2 30 regy-gfmethoxy90- 6, F-afedd N 13. 2%,.4. The
product gave the foll ow ng analytlcal data: Found C, 67.8; H 6.9; N,
15.3; [#&rr] requires C, 67.4; H 6.5, N 15.7% and the follow ng
characteristic NBR data: (CDBSCEDBXhdxys3 (m 2GH)-diZldfro(s, 3940 3.45 (m
4H), 7.13 (d, 1H), 7.36 (m 1H), 7.45 (m 2H), 7.75 (d, 1H), 7.84 (m 1H),

8.69 (s, 1H), 8. d, 1 11 2 40 broad S, 1 Exampl e 74
U ( H) §§ ( . 6-piperidine ( ‘-met FD anp 230-232
30

Notes
35
i,; a. The product, obtained initially as the hydrochloride salt,
| was converted into the corresponding free base as follows. The salt
vas treated with a mixture of methylene chloride and LN aqueous sodium
“ hydroxide solution. The mixture was filtered and the solid so
isolated was washed with a 10:1 mixture of methylene chloride and
methanol and dried. There was thus obtained the required free base,
45 m.p. »>240°C;
- NMR Spectrum: (CD3SOCD3) 3.97 (s, 3H), 4.0 (s, 3H), 7.22 (s, 1lH),
7.55 (m, 1H), 7.62 (m, 1H), 7.83 (s, 1H), 8.16 (m, 1H), 8.38 (m, lH),
8.56 (s, 1H), 9.67 (broad s, 1H); '

50 _ .
Elemental Analysis: Found C, 66.0; H, 4.6; N, 18.0;

55

53



45 A*m xture of 4-chloro-6, 7-di met hoxyqui nazoline (0.674 g),

1, 2- phenyl enedi am ne (0.649 g) a ) was stirred and heated to
reflux for 40 hours. The nixtureqahggg%%ﬁé% to anbi ent tenperature. The
precipitate was isolated, washed with dlethyl ether and dried. There was

t hus obt ai ped, 4;( ) 1L -~ 6 (yguinpazpl i ne hydrochl ori de
(0.83 g, sgwq*u%‘*%z 92}1*?3’2%&“%82‘5‘6 ’s & {]%nﬁ [;ér ?f 3.98 (s, 6H), 6.68
(m 1H), 6.87 (d, 1H), 7.12 (m 2H), 7.40 (s, 1H), 8.29 (s, 1 H), 8.68 (s,

1 H, 11.0p, (broadys, E;odd)ct EAATEE Fo1 ARy EBUNaa ST eGind c, 5. 20 N
16. 6; ferr%reqw res e 75 55 Using an

anpl
anal gous pP8cHdile 405 Npdt- aes‘hlaf’bﬁfjoan E@Anﬂ -9Hz0 requires C, 58.6; H,
4- chl or o- 6572 diNyel hawy cand 2B | folZovingy ElRAGEeer Wi m4d.ilrhﬂnytmzeqlsam ne to

give 4-(4 0 in i et haxygqu zoI| hi n, 85%
Vi ol d. m p3tya-9els. a0 (o YL DT L lE L LRy U (BT 8 05 (s
3H) 3°98 (H), BP5 G, 75HY,AB.2H)(m, 71IB5 8547 {sH)1H)7. 8B4 (s, M), B.T6 (s, 1

, 8.67 (§ Jaéﬁla .05 (broad s, 1H); Elenental Analysis: Found C, 57.6;
H 5.0; N, % [er ] requires C, 57.7; H 5.15; N, 16.8% 5 Exanple 76
Sodi um cyanobor ohydride (0.013 g) was added to a m xture of

6-am ng- 4- ¢3' - met hw}teagkba qwaaﬁed '1&@1:(4115 £ thé ymbeetuedae (31 sol ution
in water, 0.16 m t) (wg 316 was st iied at__anbi

t enper at ur &2F o°r°“feﬁ intg, Fn‘i& GPEPQRGing, 35&ctf btJ;? s -adthe 58 t:of

ghaci al aceas cpmndionihebmémrahyh&&@atemnormquemdséer bydrduedevas

Rethyione SREEHISES SRR YMLe B4 dalahe G0 Bibe PRERY D00 Cine”
6- met hyl| anienaporatgd. rrﬂ‘bhyte;rmue VO - qulilfh@dz(bb'l ¢lumg. algropatapaphy msing 90- 102
[err] C. NVRgSpefiltid o&eﬁéﬂhygexg cﬁﬁori%@) andzmgéxéngl gg")eluémf’z fﬁ’erel'ﬁgs 6 96

d, 1 7.20 (m 2 1
I(—I), 9H2=,2 (GPB&EP@“‘ED% th&s‘quﬂ’éﬂd’eﬁf%ﬁ bAﬁ%\i %Ps >2E%u?|d C, 70. 8H)H 5. 9 N

20 5; %ezr ](Nnkeswcteien-c (@BLSOCDLE 3682;(sl), 6mog%s)ﬂxgsrpdnel zr?)hAémzzggu(r)g (r)TI)-
am no yl ani zoli ne g enzal dehyde :
and net hanc}%) ?% h&/\ﬁ gt’j &Igﬂéafndl Fated to reflux for 1 hour. The
m xture vva$1eneximd m]asbsaenﬁ‘otmerﬁﬂ 6 eH.amdlsdyi U3ndzor O F%%O 0076 g)
added %}%é{d%wtseso 'gheH m,‘xi‘urf gg@ gStirred at anbi ent rrper ature for
h e

hou¥'s. m xt Uf e Wwas ‘dvapor a and the residue was purified by colum
chromat ography using a 4:1 m xture of nmethylene chloride and ethyl acetate

as eluent. glhere wege tﬂwau@é%awe;@le%mﬂa I\%ﬁhmﬂcﬁﬁ data: Found C,

met hyl ani | i no qU| nazol [ ne Spectrum ;[ 3 3H)
4.36 (g, 18 23 6°aﬂ*gza¥!4 113 HC} ‘equiyes f, 61145 “8 5335 (%
H), 9.26 (hrsoawl Smdltrw ,fofima@t@larmrysm; NER UataC, ( gs@cn hi 1663L;(m\,

O ot o R A Tay Pl g 130 I Gl B S ) 12

6- (2-chl or cZﬁc)ethrﬁSd()d; 4H() 3' 7.86t by, AH) J |8n69 (squilhaz 8L 8 d; 0L ,gllvas added.
The n‘i«ture(t\gg§ ﬁ?d at anbient tenperature for 18 hours. The m xture
was evaporate and the residue was purified by col unm chromat ography using
i ncreasingly polar m xtures of methylene chloride and net hanol as el uent.
There was thus obtained 6-(2-di methyl am noacet anmi do)-4- 35

(3' - net hﬂﬂiﬁo)qw nazol | ne (0 127 g 62% mp 146 148 C. NI\/R Spectrum

[ er r] ‘2 32 (s,
Iamlxil ncllm yqu lg!e(( 674 12- ery!gn ddamlrf 6 )G r@éd S
1 H) 9 Q’@ 0 I oun;g‘.n re ’ At.temperajure; .The !
50. 6 l wms i%:%at t?atﬁ iet ﬁd re was us ’obtamed 4-2 -ammoamlmo)- T
’ dl e xyqumazollnb hydrachlori e( g, 83 , M.p. 2 43 C.

50 NMR Spectrum; (CD3SOCD3) 3.98 (s, 6H), 6.68 (m, 1H), 6.87 (d, 1H), 7.12 (m, 2H), 7.40 (s, 1H), 8.29 (s,
1H), 8.68 (s, 1H), 11.05 (broad s, 1H);
Elemental Analysis: Found C, 57.9; H, 5.2; N, 16.6; C15H1sN:+ O2. 1HCI requires C, 57.7; H, 5.15; N, 16.8%.

Example 75
585
Using an analgous procedure to that described in Example 74, 4-chloro-8,7-dimethoxyquinazoline was
reacted with 1,4-phenylenediamine to give 4-(4'-aminoanilino)-6,7-dimethoxyquinazoline hydrochloride in
85% vield, m.p. 274-276°C.

54



40 Exanple 79 Using an anal ogous procedure to that described in Exanple
11, 4-(3'-am noanilino)-6, 7-di net hEi; ol%gléhgggol I ne hydrochl ori de was
reacted with acetic anhydride. The crude product was purified by col um
chromat ography using a 150:8:1 m xture of methyl ene chloride, methanol and
anmoni a asngk gedetum: (OBSSOCH) 3.9846 3i)3i68 @ BHRI6Y8 G, 2H), 7.35 (s, 1H), 7.38 (d, 2H), 8.25 (s, 1H),

4- (3' - acetgen (slaanii.os@pads, 1HEI met hoxyqui nazoline in 47%yield, mp. 252-255
[err] C. I\ﬁ%éﬁpeataryumFo{.rﬂra]wel-Dﬁo(Nst@sméMGA1(-|5|recairt}sCS7%+ 635; NBhtH.8%.7. 18
(s, 1H), 7.27-7.35 (m 2H), 7.45 (m 1 H), 7.87 (s, 1 H, 8.06 (s, 1 H),
8.45 (s,5 1Example65 (broad s, 1 H), 9.9 (broad s, 1H); Elenental Analysis:
Found C, 62.9; H 5.5 N 16.1; [err] requires C, 63.1; H 5.4; N 16.3%
50 Exanpl e 88odunppyapehorhysyidel (0083 g)aves gededit¢ p dﬁﬁﬂ'ﬂ?ﬁﬁ'@d@*&!ﬂh'ﬂ%lﬂmb‘e
hydr ochl or O&§&). (@medehydp) (37% selution in watar.dk 16 ) gnd @Y); Thermidyrp yps$iyrpdat@mbiert|
g) and RIMVZ;'QE"'G“'H alf\gggg{gfgq%tgwgé "egﬁﬂ?%’rﬁy the @?rh?fglaea'faﬁ‘?t'c 2gjd- E?'o(?aﬂr m.,:(fﬂ‘?} 55
m xt ure t

chr omat ogr'a n é’[;'ﬂr gp gl?‘ %erwaa g&@ﬂ"é’ sgg?‘gﬁg"a@"’%f‘ﬂ%&""%nd

o o oy 24 3o PR FRALI fef o
g,
60 53 % gé %%0%03%&&2 a7 3'70 g.z,(lél,?b%ﬁ??-

di et hoxyq %ﬂ]
err] 3,97 .g’% aggé
8. 45 (s 15),,“,,%752 (broad s, 1H), 10.29 (broad s, 1H); El errent al Anal ysis:

(m

Feupnd C, 3N130[err]reqU|resC 66.1; H 5.4; N, 13.2% 5
Egﬂrrpl e 81 Themitmle Iooata:a@o-u(d -phsthylaihino)q BRENAE (0108 Ig), \benzRBEH OB Hi)GaAl néhaR S
f's¥ns Ccoant wi) wasgirrbd1ghd heaadid Medluofor T BduTh@ mixiureOWas @ooled to ambient temperature and sodium
phar mac eut bogablydiride JETAFH igh lvbe addad tpotitreise.0The( ietme afas estirreziostembladt Mnperétars for 16

t her apeut i lousr Ter oitase| ves tevaporaee andhthh uesitins wasl Purified lay) coleripl abtomiatography using a 4:1

ng/ t abl et @xtoai mithylene chioride and ethyl acetate as eliupQl) Thiefle was thus obtained 6-benzylamino-4~(3'-
Lact ose Phmethylanilino)quinazoline (0.068g).  182. 75 Croscarnel | ose sodi um

12. 0 MaPz eNMR SpediumA&PSQCHe, 245\(s. $H) #4§ (d. wm@s%gh)egpw He2-a1 @n, 11H), 833 (s,

3.0 20 (BY 9@5"’9‘!‘1% H) n“1q | et Con%ound

50 25 Elemental Analysis: Found C, 77.3; ﬂ;&@t"bé@o;lﬂ‘l?@th"'o' 25H20 requires C, 77.1; H 56,4, 1;654%.
Croscarmel ose S d| um _ 6.0 Mai ze starch

5 0 PoI rolldone (5% w v paste) 2.25 30

gne5| u saturated with dlmgthggan(lr?e) ga-léag)nld ﬁ c’tlo cetam:d%&ﬁyg\ethylanﬂino)-
mg/ t abl et gﬁ added. The mixture was sfirraed at amb h Se ilﬂ ?o The mixture
93.25 Cr OS ofatsaSand ﬁlg r&6ilue was purified by column chromatography using increasingly polar mixtures
of methylene chloride and methanol as eluent. There was thus obtained 6-(2-dimethylaminoacetamido)-4-
ss (3'-methylanilino)quinazoline (0.127 g, 62%), m.p. 146-148°C.
o NMR Spectrum: (CDsSOCD3) 2.32 (s, 9H), 3.14 (s, 2H), 6.94 (d, 1H), 7.26 (t, 1H), 7.65 (m, 2H), 7.75 (d, 1H),
b’ 8.13 (m, 1H), 8.53 (s, 1H), 8.61 (d, 1H), 9.64 (broad s, 1H), 9.89 (broad s, 1H);
Elemental Analysis: Found C, 87.7; H, 6.5; N, 20.6; C1aH21Ns O requires C, 68.0; H, 6.3; N, 20.9%.

40 Example 79

Using an analogous procedure to that described in Example 11, 4-(3'-aminoanilino)-6,7-dimethox-
yquinazoline hydrochloride was reacted with acetic anhydride. The crude product was purified by column
chromatography using a 150:8:1 mixture of methylene chloride, methanol and ammonia as eluent. There

45 was thus obtained 4-(3'-acetamidoanilino)-6,7-dimethoxyquinazoline in 47% vield, m.p. 252-255°C.
NMR Spectrum: (CDsSOCDg) 2.06 (s, 3H), 3.94 (s, 3H), 3.96 (s, 3H), 7.18 (s, 1H), 7.27-7.35 (m, 2H), 745
(m, 1H), 7.87 (s, 1H), 8.08 (s, 1H), 8.45 (s, 1H), 9.5 (broad s, 1H), 9.9 (broad s, 1H);
Elemental Analysis: Found C, 62.9; H, 5.5; N, 16.1; C1gHisN:O3. 0.25H,0 requires C, 63.1; H, 54; N,
16.3%.

Example 80

A mixture of 4-(3'-aminoanilino)-6,7-dimsthoxyquinazoline hydrochloride (0.083 g), benzoyl chloride

(0.042 g), triethylamine (0.101 g) and DMF (1.5 ml) was stirred at ambient témperature for 20 hours. The

55 mixture was evaporated and the residue was purified by column chromatography using a 100:8:1 mixture of

methylene chloride, methanol and ammonia as eluent. There was thus obtained 4-(3"-benzamidoanilino)-8,7-
dimethoxyquinazoline (0.15 g, 15%}), m.p. 239-242*C.

NMR Spectrum: (CDsSOCDz) 3.92 (s, 3H), 3.96 (s, 3H), 7.18 (s, 1H), 7.34 (t, 1H), 7.45-7.63 (m, 5H), 7.87 (s,

556



“Mai ze starch paste (5% w v paste)

Magnesi um st ear at e
Capsul e

488.5 Magnesi um stearate
I
5. 0% wW vEg

4.5% w v Water for

10 ny/srl Exdogigp@tund X -
Sodi um phosphat e BP

0.75 40

erb Geldh oS

ng/ capsul e Cohpoun
1.5 50 (e) 55 56
1H), 7.96 (m, 2H), 8.26 (t, 1H), 8.45 (§,38), 952 (Broad S0IMR A0FI(bad s, 1H);

SrhaDARLIY4I oAl 0)65MEHSEN; M, 120) C2aHzoN, Os. 0.30H: GU60TEN. Chrequires C, 66.1; H,
0.1 M Hysls;o:h$e%ic acid (to adjust pHto 7.6) Polyethylene glycol
injection to 100% 10

(f)

EP O

I nj ecti

1.0%wv 15
3.6%wWv 0.1 M Sodi um hydr oxi de sol uti on

10 Lact ose Ph. Eur
566 226 Bl Injection

400
on |1

50

(e)

56

56

15. 0% v/ v \ihe teflowingrillustretecreprpagpiative Pharpagsytigal dosagy fowr%ce@fiwwh?fqmp°u"d of formuay
mg/ m, bliPf @p@ﬁnwﬁmyccgﬂwalegof (hereafter compound X), for trﬁfagg}btlwli,proﬁ:gnylacﬂc use
Sodi um phdwpengt e BP 2.26% wWv Ctric acid 0.38%
w v Pd?yet@®l ene glycol 400 3.5% wv Water for injection to 100% 30
Not e The above fornul ati qns nay he obtained hy conventj onal procedures well
known in the pharmaceuti{ Tabbtlart. The tabl et s| (mdtablet)| nay be enteric
coated by conventi onal ¥ Jnd%x €xanmple To pfoypfle al coating of cellulose
acet at’g phthal ate. 35 40 %m P%_%,,S? EP O 566 g2 Bl CHEM CAL FORMULAE
' Croscarmellose sodium 120
Maize starch paste (6% w/v pasie) 2.25
s Magnesium stearate 3.0
K./ 20 ®)
Tablet Il mg/tablet
Compound X 50
2 Lactose Ph.Eur 223.75
Croscarmellose sodium 6.0
Maize starch 15.0 _
Polyvinylpyrrolidone (5% wi/v paste) 2.25
) i 3.0
W, 30 Magnesium stearate
(©
35 Tablet li mg/tablet
, Compound X 1.0
e Lactose Ph.Eur 93.25
Croscarmellose sodium 4.0
Maize starch paste (5% wiv paste) 0.76
40 Magnesium stearate 1.0
(d)
45 Capsule mg/capsule
Compound X 10
Lactose Ph.Eur 488.5
Magnesium stearate 15



s[err] 35 45 58 EP 0 666 226 B1 Clains 1. A quinazoline derivative of the
formula | 5 [err] 20 wher ei n rEﬂ& 298 BY 3 and each Rl is

i ndependent |y hydroxy, am no, car boxy, carbanoyl, ureido, (1-

4C) al koxycar bonyl, N (1- 4C) al kyl car barmyl N, N-d| [ (1-4Q) al kyl ] car banoyl ,
hydr oxyam no, (1- 4C) o o, (2=4Catkamoyt inq:am e
trifluoronethoxy, (1-4¢)apg (1-4C al koxy (1-2d) SORFMbL i oxy,

(1-40) al kyl am no, di -[ (| lcofdppaidby| ] am no, pyrrol i di n-&u"yw{v Di peri di no,

nmor phol i no, pi perazi n- 1-4M Sodilim(hydrétiDe-solatiday | pi per azi m5.Wyd | (1-4C) al kyl t hi o,
(1-4C) abkyl sul phinyl, (|10.%Ojwdrdciibriciacig lto adidst pthtel 78y gno- ( 1- 4CJal kyl (ot h- 25
er than trifl uoronet hyl|)Polyetpdensyelycel #001C) al kyl , 4.5% whv
(2-4C) al kanoyl oxy-(1-4 )@gtg,%,,,mgcgoﬂg@%oxy (1 4C) al kyI
car boxy- (1-4C) al kyl, (XI4cratkoxycarbonyt—(+=4Catkyt;

car banoyl - (1- 4C) al kyI N (1-4C) al kyl car banmoyl - (1-4C)al kyl,

N, N-di -°(1- Hb) al kyl ] car banoyl - (1-4C) al kyl , am no-(1-4C)al kyl,

(1-4C) al kylam no-(1-4C al kyl —di -[(1- A(‘\nl kyllamino-£1-4C) al kyl ,

pi peri di no- (1-4C)al kyl, m)rpteoionmo (1- 4C) al kyI po pemiiz] n- 1-yl - (1-40) -
al kyl, 4-(1-4C)al kyl pi per ag (1 40 al Kyl 1.0% wn

hydroxy (2-4Q) al koxy-(1-4Q) g kd al%g),al koxy-( %5 é% W BO
al koxy- [1-40)al kyl, hydroxpg ﬁﬂan forbsaicion 1 Haoelicy|
(1 4C) al koxy- ( 2- 4C) al kyl antnae +=—4Catkyt hi 0- (1-4C) al kyl ,

{_/ oxy- (2- 4C) al kyl t hi o- (1 X‘@?eaf%\mectw"w 106%

4C) al koxy- (2-4C)al kyl t hi o- (1-4C) al kyl, phenoxy- (1-4C)al kyl,

éunyl i Noz( 1- 44y) al kyl , phenyl t hi o-(1-4C) al kyI cyano- (1- 4C) al kyl

hal ogeno- (2-4C)- al koxy, hydr oxy- ( 2- 4C) al koxy,

(2-40) al kanoyl oxy- (2-4C) (I-40) al lto}gmg car boxy- ( 1-

4C) al koxy, (1-4C) al koxchlrﬁenm o H4G-= qwg/&f&@ﬁu,. »\/ -4C) al koxy,

N- (1- 4C) al kyl car banoyl - ( 134@0“"'35 aI koxy, 01% wh

NN- di - [ ¢51- 4C) al kyl ] car ba%&hwwﬁ?oxy, am FH WY 4C) al koxy,

(1- 4C) al kyl ani no- (2-4C) a cidgj - [ (1 al ky|§3a%v‘(25 (2- 4¢) al koxy,

(2-4C) al kanoyl oxy, hydr ok \?W%F‘VJRZ'?H'V%?WV oxy. 3% M al koxy- (2- 4C) -

al kanoyl oxy, phenyl-(1- 4.,)wakdﬂb\<wectph&fmw (2-40) al koxy,
I i no- (2-4C) al koxy, STy Thi0- (2= 4Ty al Koxy, pi peridrno- (2- 4C) al koxy,

rphol Pho- (2-g40) al koxy, pi per azi n- 1- yI (2- 4C) al koxy,
4-(1-4C)al kyl Vfi Dindia 66 ot 9 Fbkuked whi-Rrdhicit i BnBhaceuti- -
Z@éf {20 (:t)méiméﬁ;i Q’ﬂ% ga'(“ih ; naluﬂwgans, for G)Lahwe&mdwfd: Ial

hydr.oxy- (2- 40)
(1-4C) al koxyg ha,g@r boxy- ( a ky am no,

(1-40) alk oxycar onyl - 1 4C) al kyl am no, car barmyl (1-40) al kyl am no,
N- (1-4C) al kyl car bam)yl (1-40 al kyl am no, N, N-di-[(1- 4C) al kyl ] -
cgfbam)yl (1-4C) al kyl am no, am no- (2 4C) al kyl am no,
4C) al kyl am no- ( 2- 4C) al kyl am no, -[(1-4C) -

aI kyl ] am no- ( 2- 4C) al kyl am no, phenyl -(1-40) al kyl am no,
phenoxy« 2- 4C) al kyl am no, anilino-(2-4C)- al kyl am no,
phenyl t hi o- (2-4C) al kyl am no, (2-4C)al kanoyl ani no, .
(1-4C) al koxycar bonyl am no, (1-4C)- 45 al kyl sul phonyl am no, benzam do,
benzenesul phonam do, 3-phenylureido, 2-oxopyrrolidin-1-yl, 2,5-diox-
opyrrolidin-1-yl, hal ogeno-(2-4C)al kanoyl am no, - - -
hydr oxy“§ 2- 4C) al kanoyl ani no, (1-4C)al koxy-(2-4C)- al kanoyl am no,
car boxy- (2-4C) al kanoyl am no, - (1- 4C) al koxycar bonyl - ( 2- 4C) al kanoyl am no,
car banoyl - (2- 4C) al kanoyl ani no, "N-(1-4C)al kyl car banoyl - ( 2- 4C) al kanoy!| am no,
N, N-di - [ (1-4C) al kyl ] car bamoyl - (2-4C) - al kanoyl am no,
am no- (2-4C) al kanoyl am no, (1-4C) al kyl am no-(2-40Q)al kanoyl am no or

i-[(21- %:) al kyl] - am no- ( 2- 4C) al kanoyl am no, and wherein said
benzam do or benzenesul phonam do substituent or any anilino, phenoxy or
phenyl group in a Rl substifuent may optionally bear one or two hal ogeno,
(1-40) - alkyl or (1 -4C) al koxy substituents; nis 1 or 2 and each R2 is
i ndependent|y hydrogen, hydroxy, hal ogeno, trifluoronmethyl, amno, nitro,
cyano, (1-4C)alkyl, (1-4C)al koxy, (1-4C)al kyl am no, di-[(1-4C) al kyl]am no,
(1-40Q al kylthio, (1-4C- 55 al kyl sul phi nyl or (1-4C) al kyl sul phonyl; or
a pharmaceutical |l y-acceptable salt thereof; except that
4- (4' - hydr oxyani | i no) - 6- net hoxyqui nazol i ne,
4-(4' - hydroxyani lino)-6, 7-net hyl enedi ox-s7



yqui nazol i ne, 4- (4- hydroxyani l i no)-6,7,8-trinmet hoxyqui nazol i ne,
4-(4' - net hoxyani | i no) - 8- met hox- zol i ne,
4- (4' - chl oroani | i no) - 8- net hoxyqui %azoqaiwr%bEéi
8- hydr oxy-4-(4' - et hoxyani | i no) qui nazol i ne, 4-
(4' -chl oroanilino)-8-hydroxyqui nazol i ne,
6- ani no- 4- (4' - ami noani | i no) qui nazEHEMAEAL FORMBELAR | no_ 6- net hyl - qui nazol i neor
the hydrochl oride salt thereof and 4:anilino-6, 7-di net hoxyqui nazoline or
t he hydrochl oride salt thereof arg 22 )A qui nazol i ne derivative
of thesfornmula | as defined in cl n‘addition R2 may be
(2-4C) - al kanoyl am no, benzam do 4 C) al kanoyl and wherein said
benzam do group may opti onal%xj jearxor€ or two hal ogeno, (1 -4C)alkyl or (1
-4C) al koxy substituents; pharmaceutical | y-acceptabl e salt thereof. 10
3. A quinazoline derlvatlve of| the forrrul al as claimed in claim1l1l wherein -
mis 12 or 3 and each RL gt dently hydroxy, am no, carboxy,
car banoyl, ureido, (1-4C)dfkoxyca N-(1-4¢) - al kyl car banoyl
N, N- di - [ ( 1- 4C) al kyl ] car banpy! , —(1B40ml koxy, |
(1-3C) al kyl enedi oxy, (1-4 \al . 3 d| [ (1-4C) al kyl ] am no,
(1-40) gl kyl thio, (1-4CHl kyl stlphin 1- 40 al kyl sul phonyl, hal ogeno- 15
(1 -4Calkyl (other than trifl uoronet hyI) hydr oxy- (1 4C)a| kyl ,
(2-4C) al kanoyl oxy-(1 -4C)al kyl, (1 -4C)al koxy- (1-4C)al kyl,

rboxy- (1-4C) al kyl, (1-4C) al koxycar bonyl - (1-4C) al kyl,
carbanoyl - (1-4C) al kyl , N-(1-4C) - al kyl carbanoyl -(1 -4Cal kyl, N Ndi-[(1
-4Cyal syl ] car banoyl - (1 -4C) al kyl , Rp- (1- 4gpal kyl,  (1-4C) -
al kyl am no- (1-4C)al kyl, di-[(1-4d AT no- (1- 4C)a| kyl,
pi peridi no- (1-4C) al kyl, ( phol i 4) al kyl , pi perazin-1-yl-(1-4C)al kyl,
4- (1-4C) al kyl pi perazi n-1-yl hydr oxy-(2-4'C) al koxy- (1-4C) al kyl

(1- 20 4C) al koxy- (2- 40) al Roxy- (1 -40) al kyl,
hydr oxys ( 2- 4C) al kyl ami no- (1 - C) al kyl, (1 4C) al koxy- (2-4C) -
al kyl am no- (1-4C)al kyl, (1- Kk £0- (1-40) al kyl ,

hydr oxy- ( 2- 4C) al kyl t hi o- ( N4Q) al'}
4C) al kyl t hi o- (1-4C) al kyl, }jhal oge
((2- 4C) al kanoyl oxy- (2- 4C) al Yy,

4C) al I<oxy (2-
+BatkBxy, hydroxy-{i2-4C) al koxy,
yad koxy- (2-4C) al koxy,

C boxﬁ-(l 40) al koxy, (1-40 y ponyl - (1- 4C) al koxy, carbanoyl -(1-4C)-
al koxy, N-(1 -4C) al kyl carbanoyl - (1-4C) al koxy, '
N, N-di - [ (1-4C) al kyl ] car banoyl - (1- 4C) al koxy, ami no-(2-4C)- 25 al koxy,

(1-4Q) al kyl am no- (2-4Q) al kox% di -[ (1-4C) al kyl ] am no- ( 2- 4C) al koxy,

hal ogegp- (2-4C) al kyl am no, hydroxy- (2-4C)al kyl am no,

(2-4C) al kanoyl oxy- (2-4C) al kyliam no, (1-4C)al koxy-(2-4C)al kyl am no, carboxy-
(440 al kyl ami no, = (1-4C)al kgxycar bgnyl - (1-4C) al kyl am no,

car banoyl - (1-4C) al kyl am > ACR al kyl car banoyl - (1- 4C) al kyl am no,

N, N-di -[(1-4C) al kyI ] car bajoyl - I am'(nﬁ)n )mam' no-(l%-|4C)- al kyl am no,

[(1 4C) al kyl ] am no- (2-40) - 30 al kanoyl am no,
(1 4C) al koxycar bonyl a 1- 4C) al kyl sul phonyl am no, benzam do,
benzenesul - phonam do, hal ogeno- ( 2- 4C) al kanoyl am no,

hydr oxy- ( 2- 4C) al kanoyl am no, (1-4C) al koxy-(2-4C)- al kanoyl am no,
car boxy® (2- 4C)al kanoyl ani no, (1-4C)al koxycar bonyl - (2-4C) al kanoyl ani no,
car banoyl - (2- 4C) al kanoyl ani no,~NSQL- 4C) al kyl car banoyl - ( 2- 4C) al kanoyl am no,
N, N-di -[ (1-4C) al kyl ] car banoyl - al kanoyl am no,
am no- ( 2- 4C) al kanoyl am no, (1- aqi no- ((2- 4C) al kanoyl am no or
-[(144C) al kyl ] - ani_po® 4€) al kandyR afiano, and iWherei n said

benzam do or benzenesul pHeNani do Substituent may opti onaIIy bear one or two
hal ogeno, (1 -4C)alkyl or (1 -4C)al koxy substituents; nis 1 or 2 and each
R2 i s independently hydrogen, hydroxy, hal ogeno, tri f | uor onet hyl , am no,
nitro, cyano, (1-4C)al kyl, (1-4C)al koxy, (1-4C)alkylam no,

i-[(1s4C) al kyl ]am no, (1-4C)al kylthio, (1-4C)- al kyl sul phinyl or
(1-4C) al kyl sul phonyl ; 40 or a pharmaceutically-acceptable salt thereof;
except that 4-(4'-hydroxyanilino)-6-nethoxyqui nazoli ne,
4- (4' - hydroxyani | i no) - 6, 7- net hyl enedi ox- yqui nazol i ne,
4- (4' - hydroxyanilino)-6,7,8-trinmethoxyqui nazol i ne,
4- (4' - met hoxyani |'i no) - 8- met hox- yqui naggl i ne,
4-(4' -chl oroani | i no) - 8- net hoxyqui nazol i ne,
8- hydr oxy- 4- (4' - net hoxyani | i no) qui nazol i ne, 4-
(4-chl oroani l'i no) - 8- hydr oxyqui nazol i ne,
6 am no- 4 (4 am noam I | no)qw nazol [ ne, 4- an| I | no- 6- met hyl - 45

o o I e Y




-sal t* thereof are excluded. 4. A quinazoline derivative of the fornula I
clalnedlnclalm1Mere|nm|sl ch RL is indep ll[

hydr oxy, am no, carboxy, (1-4C) al koxg/(%%% , (1 40) al kyl , G’MH MMI’I‘M‘{””"’
(1-30- 50 al kyl enedi oxy, (1-4C)al kyl am no, -[(1-4C aI kyl ] anmino" S
(1-4C) al kydidiis 0, (1-40C) al kyl sul phinyl, (1-4C)- aI kyI sul phonyl ,

hydr oxy- (1-4C) al kyl, (1-4C)al koxy-(1-4C)al kyl, am no-(1-4C) al kyI ,

(1- 40 al kyl aaniitazdlihe detkatiod &\ie, forthulafl ( 1- 4C) al kyl ] am no- ( 1- 4C) al kyl ,

hydr oxy- ( 2- 4C) al koxy, (1-4C)al koxy-(2-4C)al koxy, carboxy-(1- 4C)al koxy,
(1-4C) abkoxycar bonyl - (1-4C) al koxy, (2<4C) al kanoyl am no,

(1- 40 al kyl sul phonyl am no, ben- zagp#Fo benzepgs Bphonam do, and wherein
said last 2 substituents nay optid 3 one or‘Fwo 55 hal ogeno,
(1-4C) al kyl or (1-4C)al koxy substi nis 1or 2 and each R2 is

I ndependent |y hydrogen, hydroxy erio, trifl uororret hyl, am no, nitro,
cyano, 1-4C)al kyl, (1-4Q alt (1 4C) al kyl am no, -[(1-40) al kyl ] ami no,
(1-40C al kylthio, (1-4C)- alkyl§ ' or (1-40 al kyI sul phonyl ; 60 EP O
566 -226 Bl or a pharmaceutica abI e salt thereof; except that

4 (4- hygroxyanl l'i no) - 6 7- t hyl engdi ox—fege-ra{dt
4-(4' - met hoxyani | i no) - 8- metloxyqui '
4-(4' -chl oroanilino)-8- o)
r oxy-4-(4'-nmet hoxyani 'l i no)qui nazol i ne,

4-(4' -chl oroani |l i no) - 8- hydroxyqui nazoline, 6-amno-4-(4'- 5

¥ noandel i NOSEEIMAZON | &, 3 ghdadh RN inBepsrishyl Hytioxya aind, taBExy] tebampylr weidd, O i de
sal t t her eof 4Gaxbxycamonyl, i Ne1-4G)alkyldtbamoyn 0 MNdilra2)alkyllearbanioyt, hisydroxghimiroh| (@4CHe
sal t t her eof alexyaminoc [2cadEtkandyloxyéminaii trifvpiombsthexy d@4Clatkyli {(1e4Ciafkoxyh @ -IChrikylaheglioky, as
clai med i n cligiCakilanainel dsifh@akyllenang, iperrlidivd-yls pigeriine.t reaiphiolinoc biparazinil-yMye(ldCrn m
is 1, 2 or 3algpipersaintt-yiRU1-4Gialiylthite tetDakyistiphiny di-#Gialkylsuipiony, halegeriody4Clalkyl (oth-

I NG 1

met hoxyaar bofrythan I'ﬁ'UOfometM)hbm(a'l( vl (Erdepl {loAC)alyl, f (-4l HriGigikyl,
met hyl , et hyPafbomgﬂ xyc YOl go 1 4@@1% (1-4C)alkylcarbamoyi-
met hyl enedi o$iACHllyin ﬂé@lﬁﬁl@ '1° '?fg!'(é'ﬁﬁ%y' ey (et ingsit-4alkyl,
di et hyl ani nod |4ﬁ fiyligm ip

di br ormrret hy?
pi peraz n- 1-

hydr oxyet hyI )
2- br onoet hox kox§

i h°'@? i
c&% m--- ) -é Pm&%gm%‘ %?%Eiylagﬁ ’-4?));:;%?1%;-
& ? y - - -4 C)alkyl

Ith
856 M(e 4 E\g-i ﬁpxy
-4C 2 : - - ’
2- st hoxye hogg uﬁwﬁ A r-aCH ?mwmmﬂk @Mﬁa& @%%

et hoxycgr b0”¥| I%V[u @aﬁﬁ?ﬁd&% &Pk h@%}k u@ﬂ? AMEMhino-¢ -4C)a|koxy
di et hyl am nogl r(gﬂ&félkyl mire L msawt(malkéawv&y m,&wxy- =483Jal doass@t bnomxankoxy-(z-m)
Ropi per i di nogkan6yidky, pheRyh(1=4CRikaXy, PRABYA2YC)alkoxy, inie-@2ClkdxyY bheffithioX244C)alkoxy,
2- hydr oxyet hyibaidino-@-4CYaikoxd MpNelinOHRY4CIeIRoRG piperaziie -Aqa-4C)sikdxin y4-@ RIC)akyIpiperazin-1-
2- et hoxyet hy{iazaC)akoxy, khiog@ioHBAG)EKkyEMidoa Mhydboxy-(2-4Claligtaiming)y p (2o4D)dlkantylogy-(2-4C)- 2 -
20 ai et dglianion 0gt4C)alkeaxy(2r4C)alkylenirgl etdrbokya(ii4Gtkylangih@ mi(14G)alkoxycarbonyl-(1-4C)-
3- di et hy | analiadgoinop gdrizamoyidi -4CalgdamifioeN1ily4 Gatkyieerbaranyly (it ARlaldaming AL MaH A Clalkyll-
pr opi onani docartismeyidhitClakylamineh eamjnor(2-4¢)allylaminog HiI-dElgldamiemiPu6)alkgiamino, di-[(1-4C)-

oxopyr rol i di ﬁkylla'y'FW(ZZ‘Q ARG o b1 A6 alkplarmie. 1 @aﬂﬁ?aﬂ%'a@lm' a""'"°'(2'4c)'
2- et hoxyacet phenydthiq-(25{C)aikylamigo.e ?P’?@"?Véa"l"ﬁdé yaRialkayearp efi-4Cr
f1 uor o, ®chl oF'B"s"lBP‘IS' '"? qeﬁa 5‘ Teﬂgf"ph"f’ﬂi'f“% 3 'd° ?’1‘?{? n-Ly 'd'° 5
or a pharnac f’? !5.'I'1F %‘1" hygyoxy- -4C)a k°" 2'40
4- (4" -chloro car ony anoylammo, carbamoyl-(2-
4- ( 4- ChI or oa I ano g carbam ?{a (‘3£ noylamur'o N N d|- -40) lk&}ﬂffbamﬂk 2-I£§)-
mo a n o, =4C)al Ia kan a I
deri Vat oV € OE‘ml En inaﬁr sﬁﬂ%ﬂt Jﬁ?or any
provi SOS st a or phe )n{tﬁ l bé eno, 1-4(:)-
7- hydr oxy, alzﬂ g’,: ('i'-)i ) o, /- am no Fireldo, 6o tr| f uororre hoxy,

6-methyl, 6, £-gli BGEb lAkd eacﬁﬂml |h68é¥nder7ﬂy rmarbgasynyd@xy? ‘nEldeﬁ& Ri@drométhyd,- iRl AR
6- hydr oxy- 7cyshé,hexac)aligr, NiradcRkxy 5 -(eE)BNninof - G4 -AC)alkyi]aRihG) O Xiy4C)alkylthio, (1-4C)-
6- am noss7- Netikysulphing or G-4eaikfiguighongt, di net hoxy, 6- et hoxy-7-i sopropoxy,
6, 7- met hyl enet ghaynacdatickiyeddespitabloeseit hargof; 6- di net hyl am no, 6- mnet hoxynet hyl ,
6- ( 2- met hoxy etchgx ythait hy-(4)-hydBxyapitinodBeeihplyguinézdiile, h y4lthydektagiing)-6, Gmabyleresipx-
6, 7-di - (2- 3¥quinazolitpy dr oigetytioxyphilinos,{.@urimethérgqujrazdties y ) , 4-(4-methoxyanilino)-8-methox-
6- met hoxy- 7- ( 2- met hoxyet hoxy), 6, 7-di - (2-nmet hoxyet hoxy), 7-(2-
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bromeet hoxy) - 6- net hoxy, 7-benzyl oxy-6-met hoxy, 6-(2-nmet hoxyemm' , .
6- acet am do, 6-(2- chl oroacet am é"%h thoxyacet am do) ”'"I'm!"mu'm :
7- (2- met hoxyacet am do) ; and (R2)[errf 'S hydrogen, 4[err]fludro° 3% IO O,
3[err]-brono, 3 ,4-dichloro, 4[err]-fluoro-3 -chloro, 3 -trifluoromnethyl,
4" - f 1 uor o- 3yquinkdolre! 2(428Mérbanllino)-8- methBiybiiifazolide, - ShyidFoRy-4-(4ChbtRdxPanilino)quinazoline, 4-

3' - ni tro-4' @tdhibfailing)-8-k/drolRiuidZoline 40 6-amino@(4'ammbahilindGuirakdlife | | J-arflin6-6 el €
aci d- addi t i quinasdithdor thé Bydehloridé .salt’therbif R Hhrilline 8, d-direthertyquitazaihe britie Hydfothiride | |
or a phar mesaitthereotdré gxcladage pt abl e aci d-addition salt thereof, as clainmed in
claim4, selected from-

4- (3' - chl2or &-auinazpling deriyalive [of the Jorpula L ef drfindddx plgim habesdin ineaddition R2 may be (2-4C)-
4-(3', 4" -di derexiamingi benrg)idosor A2-4C)aanpihxapd (wherain §pid yenzamido group may optionally bear

6, 7- di et ho%np- °ﬂ“”(’@°‘°9ﬂ‘? ek ?fdg Helplkpxy epbptiipents;

6, 7- di et hox§f-24 T’B“’WW"%PP'PH’E‘! th‘i!i?%azol i ne, 6- rret hoxy 4-

g37 g?ﬁc?éeagl {JIIB%%O %% @g‘tﬁ’eﬁt}hﬁ rraﬂ? , %shca }d Or Oan erel m |s1 "I :g(Xn% eac aﬁ‘oilsi ne,

Srglmdggur;\a @i& ﬁgf" d)%t WH°4C " I:ﬂ' ;)alkéiv :%:k:: : ﬁfid% hl @6
e ‘éw i e e

6- (2 ngt hox
qui nazol i neu!i%ialkvla da?ﬁ@xyq ! @nt o@i-('im )aﬂ«ﬂd NaHlabrCt
to the provygmarmehéi-8dcialkylc! & mru.meﬁ;arkmcarb Hbealkﬁ hmrnew.;c)a?kyhmﬁmsy
\f di hydr oxiyianfirod ) slkyl, fdi-RITHC)RIkyl}EmiHe-@ L4GRky16 pipbriding-{LUD)NTE IridRoRMlino o405, |
di met hypiper&zinheyi-(104Cyalkyil -4-uCyaIKNpipefazii-1 A-ARICRAMNAY hydPoxy-(24 ORI 4Chatkyl, (1-
roxzp 7 - maet)alikoxy-(2-4C)dkgx(OA@)allyl, Tet Ihgdtyiky-(B4G)akylamind-(17EC)aKK Y, (1-4C)alkoxy-(2-4C)-
6- anmi no- 7- nakyayriok(1-4G)alky, aidQ)alkBthiv-(1-41 ) aten, Hoelrpxy-(E-40jetiyibinyi-4C)alish [(1-a@)elkaxy-(2-
6, 7- met hy| e#@alkylirig-(1-4)alieyie thilggean@diCiiry, Bydmad{R4Qationo , (2-FC)aldpoyloxy-(2-4C)alkoxy,
met hyl am no(1-463alkoxye@-HGalkaxy.marbod-(¢Calkoxy - (reClaldxaearhonyl-(1G4adtons xgrbandyly(i-4C)-
6- br ononet hgikoxy, -(1- 2C)alirdedmmnp e héRgikeny. N-iii-I( GCIlserhamdyl (1 4C)alkoxy amino-(2-4C)-

G- et 1t Sk Cpaien GHClono chyY I lanims ity lkyiermige.
6, 7-di - mo 62 (@)al Wlammo (1 4C)a|k0xy (2- )alkylammo carboxy-
o/ 2" e hOX '"ﬁ at;ltyﬁlby R 'ﬁhﬁs’z °y')S.kﬁi’,?fﬁﬂa"""im.n%.'g'igii
6. -di- I((Z)y qffgm\; (g%)aﬂgwh Hi» 4c)
Chesid, dog:,:, :mfoﬁ" T o H{w b5 - "°“ﬁ':;‘3;2 ?ﬁsm"@@ AM
7- (2-me i h
o 4
3' - brono, 34@) kan | ~4G)alkitd -4C)SikhHiefhino; mi |[ ;l -(2-4C)-
'fl uor 0- 3agdnbyidm MéOFaﬂﬁH%S

)alk oy1a'EH| r @-4CFalkyRininb-22-£C)a1G: y%ﬁho or d| -[(1-4C)alkyl
- Ni t40-4' aﬁh&@ﬁ@)aﬁlﬁna?lamm Ydherof said benEHmu:ﬁ S G BRERIghdnGid YotfE&P bl

aCI d- addi t i ghtiosefly beat GHRIP Ao ha%&)&(ﬂm)a@z &t (1 -BSalktRy bubadtberie; Of the formula |,
a(_.a phar mag el be2lkhd/eaek R RLi éhdaﬁilydnydt h.! hy@idxys fhlbgehd) @AGEIometdg, olird] M) | N
claim 1, setyand,e-4Chalk, - (1-4C)alkoxy, (1-4Calkylamino, di-[(1-4C)alkyllamino, (1-4C)alkyithio, (1 -4Cr

6, 7-di - (2 neikysdiphisg o yEelkyifulbheny2t hyl ani | i no) qui nazol i ne,

6- di medohy| aon apharhadedticaliedchepitableishli thadoef; 10 qui nazol i ne and

6- benzam doextet3' thatet riM-budiokyanitinohBrmathowahyinagcline 0. 4-A-hydigxvasilino]-§7-mpthgenediox-
prepar at i onyainazelingyi nofz@tyerexvarinpld-vimethaxyquinazalieg: mu| 44t methgiyagilino)-8-methox-
phar maceut i ¥@fnezp lmeadd@ﬁh'arm@n@érmemow@wwplmea%hmv f’l‘é‘b‘"’i"ﬁ°’9{?fy""@ﬁ'é""6‘?""%l"al s
1 to 9 whicl® 'l"@é%‘ ¥d“§’1‘ ¥uingzqling mingrf-@'ramino |“ﬂ)a'£’éﬂz?"ﬁ% of-apifne-Stmagtipdy| o
111 15%z [ efyinazalieq; fia E"qessa'étha?gfﬁf‘%\é'é’é\'ﬁ‘f’é"d’ igvaipazaing Ar ha pydrasiiose  he
formula |V faﬂ)thefe(ﬂa'?ﬁ’ﬁ’uﬂ?doductlon of those corrpounds of the formula |

mer EI n % R uin O!In% JAX V%X('xt Pﬁnu& ea% ed [{ C%lmqu“ éa}%iﬁ)m I \éaetaI?V

e formu \g% Qﬁ aa &% 1-4C)al C)-
pr oducg,i on goyedtint "9 -4 ?Juﬁibn( dyE @-4C
(1-4Q) al kyl §| | h%ro u’a})l BJ} ﬂXé)afElﬁ &hﬁ}no-él ) 5'@291 4
qui nazol i neg %}l al ]arIn (1 @iaﬁ(}l WBACHIKSy! @)ralk -(2-$C)éik carboxy-(1-
-40) al kyl t hu@auwx@ua +4CHalkbxycatbony 4Gk yIC(amsalkafo BARS.C(1A8 il @en-

formula | weaMid d bbHzehdsulpiShdiiido, britEwHeREhUsald] 1650 2 Qiibsftudhts! MayZdp dnﬂ& &r dn¥ 3f wge Of

t he f ossmul andiogae (1eiCalidlor (1S40MiIKokyOsubstituents;
n is 1 or 2 and each R? is independently hydrogen, hydroxy, halogeno, trifluoromethyl, amino, nitro,
cyano, (1-4C)alkyl, (1-4C)alkoxy, (1-4C)alkylamino, di-[(1-4C)alkyllamino, (1-4C)alkylthio, (1-4C)-
alkylsulphinyl or (1-4C)alkylsulphonyl;
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45 ¢+ (e) for the production of those conpounds of the fornula | Wherel n

Rl is (2-4Q) al kanoyl am no or sub C) al kanoyl am no, “II I lrl
3- phenyl urei do or benzani do, |s gééze{iﬂfldo or benzam do|| @" & Il“'l'l"}l"l
of a qui nazoline derivative of the formula | wherein RL or R2is am no’ (f)
for the prodsGtphamacditicalyQresptbieeunglsor,0f the formula | wherein Rl is

(1-4C) al koxyexodpt S Uhat | 4-@tigdrokyhnikho)-Gnbtbokyquinazolitl, | Si-(#'hydrGlyadillog)-&dmetioylepediox-
substitut ed yqlindGiinal ky4-asthoyanilihb)es-radtioyygainazoline 04-(4achipmanibriop8-matboxyquinazoline, 8-
derivati ve oliydtore4-{4smethdxganilinaMindnassilime, R14-{45chivycdniline)/8-udroxyruinazoing. aHaminor4-@A't e;
(g) forsthe pniowuoitno)qoinazolines #ranilino-6-methwlavinkzolindor thechytioehiaride, salt thereef cangh 4Rnilifos g
car boxy subsé.7-timethexyaiinagoling gydhe; hydroghloridehsalt thetepicrq ekelyded- car boxy group, the
hydrol ysis of a quinazoline derivative of the formula | wherein RL is a

(1- 4C) al kExyt quiprselipp deriygliveiof thadermyi ! & 5'&5@? i glaim 1 e jseiect focthe growisas staed )

al koxycar bonz?'“‘ r"ﬂ'ﬁg;" 5%°'3a“d ea ’@‘tﬁr’%ﬂ t?“ll?f’ B‘F’ de. etheedilinds

f the ¥ thoxyc &Y rifly ‘ PIAOXY:FINOXY, DIOROY [5eR" ’G‘f d
(1-40) al kyl i e ‘% 1'?*5 "ﬁfh‘f'gm 8,’!““ Igﬁet & My 46 %q e
group with a

orpholino
lperldmon%ﬁ o hlgljno .ﬁH‘ Zﬁ%ﬁ 'g?ﬁﬂfn ﬁ%
dfbR i i moethox x566
226 Bl gnd Y%Eﬁ% gﬁ " .ﬂ{ﬂ Itho etﬁ‘ﬁ?'" 3 %th@(yﬂ'usno:ﬂg;g tﬁ&?prgpoxy

derivative Oeth cat'ﬂaﬁ)m‘létﬁo bﬁoﬁy@%&hﬂﬁ hox& cifBamoyefBlyd | dletianiiRBMbyO - O

sai d ComPOUNgethfidnincBthey] { B mbRoxgsdetixyS bBrEylakyC ORUMAbIRRFA 2Rpigerdisbethexy, 1é-mouA

phar maceut i CatlolifoB@S i 2-(ppBradifivi GilfstioRyT RinGdoxyathyldhinba Z @ hydiekyprogylaviiol VBmethok he

formula |, Oyettiyiamino, PhiRdxpaIeRihinocal | ¥mahicxgpbmplamiosal t3-éthexymepylamis, cl &-med
any mne oiiimethyaniiBoethylt@in®, Or 2-dietbyldniidathylamiso, der | ddimetindamitoptopydrainb, f r &

4- (4' - hydr oxgiethyldnintpjopPamind, lacetayridel pragiariainide, benzamidd, 3-pheolylweige Aichipmasptad®idd.-2-

met hyl enedi osxppyriolidie byli 21eydroxyacstamido, 2-methoxyacetamido or 2-ethoxyacetainido; .

4- (4 - hydr oxgéni bri ai-egch7ids indapandentlyshydragenaiiugioi eiloro, bismerfifligromethyl. nitro, cyano,

am noani | i nopetyleae®li ne and 4- anil i no- 6- met hyl qU| nazol ine or the

hydr ochisor i der asRbpamageytiqaliisacceniale saltBerpal at j on wi t

phar maceut i c8fcpRf-that déwalerpwhm)18m@m°xvawnwmi iaad 4““1‘6"'%?""'*1%@' hlfg‘é‘y‘éﬂ’"aza""“e are

qui nazol i ne ﬂ@”f’%"at | ve of the for mula |, or a phar maceut I cal | y-accept abl e

sal t. thereof

(1-40) al kyl
formula | wh

' in i .

derivatj vé sslqé'&:z@ f “’2 °< ﬁy‘ﬂ\gdﬁgﬁﬁ:}“ @ dlo:"% i&oﬁyhl' B4 é&}%ﬁ? o
7(4" - hifdr ox %F:In.me . ¥-dﬁr@ OgMSlﬁx 9'.1 . 6,7-dimethoxy, 6,7-diethoxy, 6-
4- (4" -hydr OX“yur x dro -5 - |rB 6-amino-7-methylthio, 5am|no 6,7-
6- ami no- 4- (44 @ﬁ‘{y _ S ?neth eﬁb@ ,}W%@mﬂ&kﬁ] v O - dhAdtidnti, Od-
the hy- 16  mem ¥ho RGN o-§hdmethyl, 7- 2-hydroxyothony) 6-methoxy, 67-d-2-

4-ani | i go-6, K&Maﬂ XU-@!'-H\M HoX)§, Phethdkf-7RAestRSdIdky) 67-8iab-inethbigethsxl), i7ite-t he
manuf acture aﬁfomaetmﬂlmw f7endyfoRy-6-Metht}@, D6-@chitriokydthyRining)) 8-abetantid)) C 64(2-
&f,t ect in a wadreachhmios)esl(2amitishlacaanidd) aS7-({Zaibthokataantidol :pd Pk & KyBroden, 4'-fluoro,

i nazol i n- Da¥dnhis! 3¥bradmd] @r4"dioklors, 4'fluor28-chloro, 3'-trifluoromethyl, 4'-fluoro-3'-trifluoromethyl, 3'-
(A2 I N Nf  nitr@ 3™-nitro-4*chlétd,)3nitro-4"-fluoro or 3'-methyl; | 85 in der 40 = m1,
2 oder & i st ouaphajmadedtcai-acgerddblel adidiadditfo@salftergpbndes st eht: Hydroxy, Am no,
Car boxy, Carbanoyl, Ureido, &1 4C) Al koxycar bonyl , N-(1-4C) Al kyl car banoyl ,

N, N-Di -[ (1% 46 oainkzyt;e@am fiversy the forpile bszw?hamcew@"ﬁ@m igrriditpn salt thereof, as
( 2- 40) Al kano§PigRY BrFaim ! s9lpgied fpAYnet hox 1 4C AI k |, &1 40) A kox 1.
Al kyl endi oxy4’( E QI A!“R’??“&H‘?) Jd"‘i‘_ﬁt ‘ﬁ mﬂ 1781 eﬁ‘f’ ‘iﬁw_‘:

Pi peri d®no, ' "mﬂw
(1-4C) Al kyl m mh lin in |0 0 Ih )C§- q‘ﬁ&n |un |Lé ° izhﬁne Iam:- g:)
?g 4C) Alalk)zé%]:)y ox - %X T’?’ rza‘ll '&%‘Iﬁ&% ’i Eﬁ i?llneug( ?

Car boxy gz ]%496%3 5:?6 ine decl\;ah\%caf%MPﬁﬁfaqrﬁQMed(l - et ﬁLA@IAUbjeCt to the provisos stated in
Car barmyl D{Arem ( ,ﬂ 64'@Iroxy, 7-hydroxy, 6,7-dihydroxy, 6-amino, 7-amino, 6-ureido, 6-
trifluoromethoxy, 6-methyl, 6,7-dimethyl, 6-methoxy, 7-methoxy, 6,7-dimethoxy, 6.,7-diethoxy, 6-
hydroxy-7-methoxy, 7-hydroxy-6-methoxy, 6-amino-7-methoxy, 6-amino-7-methylthio, 5-amino-6,7-

dimethoxy, 6-methoxy-7-isopropoxy, 6,7-methylenedioxy, 6,7-ethylenedioxy, 6-methylamino, 7-

85 methylamino, B8-dimethylamino, 6-amino-7-methylamino, 6-methoxymethyl, 6-bromomethyl, 6-(2-
methoxyethoxymethyl), 6-cyanomethyl, 6-methylthiomsthyl, 6-phenyithiomethyl, 7-(2-hydroxyethoxy)-6-

methoxy, 8,7-di-(2-hydroxyethoxy), 6-(2-bromoethoxy), 6-(2-methoxyethoxy),6-methoxy-7-(2-methox-

yethoxy), 8,7-di-(2-methoxyethoxy), 7-(2-bromoethoxy)-6-methoxy, 7-benzyloxy-6-methoxy, 6-(2-

61



Al kyl-car banoyl - (1-4C) al kyl, N, N-Di - 1(1-4C) al kyl ] - car banoyl - ( _
o (140 A k1 15160 Ayl aihage ) ol TR A
-1 (1- 4C)a|ky|]amno(1 4C)a|ky| I per1dino-(1- 4C) al kyl, * C L OMos %

I\/br phol i no- (1-4C) al kyl, Pi perazin-1-yl-(1-4C) al kyl,

4-(1-4C) Al kmbtﬁ&xpﬁliﬁh?ﬂid’tb), Jo-d¢btartidio, ABendalnido, a-(d;cdmm(r.aoﬁ@(adn&mwacéﬁmi@@amyl ,
(1- 50 ayefdokyargtanidb); 4o diR%,ax Wydkaben, 4G)jualok §ichioro, 3'-bromo, 3',4'-dichloro, 4'-fluoro-3'-
Hydr oxy- ( 2- dB¥al dcyiflaonimethyl 3-#bapat-kifloromethyll 3'-nitG) Alnitoxdirehicdoe, BC)itro-4'-fluoro or 3'-

al kyl am no- (étiC) al kyl , (1-4C) Al kyl t hi o-(1-4C)al kyl

Hy dr oxy- ( 2- 9@ Rivarnptauticaliy-gocentptip aridpdditiof salt4resf- koxy - ( 2-

4C) al kyl t hi o-(1-4C)al kyl , Phenoxy-(1-4C)al kyl, Anilino-(1-4C) al ky

Phenyl t hi%- { puinazy '5.’? l@?’!"a“" HFI?) foymulaicgr.a F&'FWF"““‘I%)‘I Wbl ZQ'Q'EL‘}"&PRB"JW*‘”"“ as

20 8 Ky wﬁw:g ﬁq@.ﬂo %%2 502! K B i

Car banByl - ( ¥"#E)"d 'N'aﬁ‘%%%ar banoy! - (1 4C) al koxy,

N, N-Di - [ ( n v
4C) Al Ky a1k1 é‘@)fzﬂe 7 )f&%i% ecgf uu%%lﬁi@i?ﬁﬁ 6 . of Qhe érm}rge Egﬁ?rmggaubca ly
(2-4C) Al kanoy, ()qg‘y X¥in tf:')
(11-4Q,Al koxy- rZC a ano oxy ?1 -(1- 4C) aI koxy, Phenoxy- (2-4C) al koxy,
Ani | i no- (2- 4C) al koxy, Phenyl &hi o- (2- 4C) al koxy, Pi peridino-(2-4C)al koxy,
I\/br phol i no- (2- 4C) al koxy, Pipepazin-1-yl-(2- 63 EP 0 566 226B11 1*111 I1)
4Q) al koxy, 4-(1-4C) Al kyl pi pel.azi n-1-yl - (2-4C) al koxy,

Hal ogen- ( 2- 4C) al kyl am no, -4C) - al kyl am no,
(k2/4C)th kanoyl oxy- (2- 4C) ald\lf 40 A koxy (2 4C) al kyl am no,
Car boxy-(1-4C)- al kyl am n (1-4C) al kyl am no,
Car banoyl - (1- 4C) al kyl am no ar bgu”ﬂ)yl (1-4 al kyl am no,
N, N-Di -[(1-40C) al kyl I carb . 71 am no, Am no-(2-4C)- 6
al kyl am no, (1-4C)Al kyHam no- -4C) al’kyl am no,

i - [ (12%4C) al kyI ] am’ no- ( 2- 4C) al kyl am no, Phenyl (1-4C) - al kyl ani no,

Phenoxy- (2-4C I am no, Ani 2- | am no
Phenyl t hi o- ( 2! aﬁ'ﬁ;ﬂ"b‘fﬁ'ﬁ%"'@’ Q’?”P4U§“ a"RPJ{'E Péﬂﬁ‘ﬂ%"’
(1-4C) Al koxycar bonyI am no, (1-4C) Al kyl sul fonyl am no, Benzani do,
enzoi sul f onam do, 3-Phenyl ureidg 2- Oxopyrrolidin-1-yl,
- D oxopyrrolidin-1-yl, Hal ogén-{44C) al kanoyl am no, Hydr oxy-
(2-4C) al kanoyl am no, (1 -4C) Al koxy-(]2- 4C) al kanoyl am no,
Car boxy- ( 2- 4C) al kanoyl am no,
Al koxycar bonyl - (2-4C) al kano ar barm;fl (2)'?40) al kanoyl am no,
N (1- 48 Al kyl car banoyl - ( Bl anoyl am no,
N, N-Di -[ (1-4C) al kyl ] car banoyl - ( 2- 4C) al kanoyl am no,
A@-no- (2-40C) al kanoyl am no, (1-4C)- Al kyl am no-(2-4C) al kanoyl am no oder -
-[ (1- 4C) al k@) fathe productionbC)hadclcampaundsndf the formali bwheckiir R'Be RZia hydilaxy, thel@eavage
Benzol sul f onaefiagioin&uline derivative bf thatiormujad avbergin R onfSis (1-PRekaxyy - odor
Pheny! 4G uppe(c) for thé pretincirb-of Bossspinpayndst o thedamuly bykardimRY a5 R2 jsrac(ir4E)disylsuiphinyl
Hal ogen-, (1- Qtd?)‘ﬁ@k‘ Isulpbandgrqun.- teCpdeleton vf 2 Sins3eling drsivatienct 1 formula | yoasein Ri®in; n
1 oder 2 ist %riﬂaf ¥oio gittRbhangi g f Ur fol gendes steht: Wasserstoff,
Hydr oxy, Hal okl “TPPFWIBT h°S? P°"'ﬂﬁ1°h'ae g bwheegra'?.ds 2 T°- 4% ﬁu’ n of &

(1- 4C)AI koxy, ‘l@( an (1
(140 R kyl Suf ?28%; il ? i, g EYheri L oy %ga
geei gnetes Sal.2° %% g',,;: Eg?% r%g? %ét%afﬁ%ﬁ. (H: mxs/r%bkﬁ%%f

20 (4" - Hygrgy b R is (1-4C)alkoxy or substituted
4- (4" - Hydr Oxy Qb alkag ( 4é)£l %?‘%Qiuﬂé%z(ﬂ é)glkylﬁh r(o the alkylation of a quinazollne
Mot hoxyani | vativd Bt Q&Mﬁl | NRbFdH Rs hydroxy or amlno as appropriate;

4-(4'-Chlor an(gi foP PRUGEBTDHESERBERAS B thetoldifs IRl -Hi 4 ITBABR Sibstituent or a

ani | i no) chi naguktitant which fclubdsl Dartdkyl grop) mBnians%ygmuma.ﬁé beMivative of the formula

6- AmM no- 4- (4' r andréi® A ik | aN Q1) 40hiKOREabonYI, substiuithl br a Nsabdtitusit t whidhCidiwieg @l (1ricpder
das Hydr ochl oslkogdycsabiyl gaxposr und 4- Ani | i no- 6, 7- di net hoxychi nazol i n oder das
Hydr ocksl or i d- Bafor thd pwdnctienu sfgase ruregoudis rotl the 2midla | Ghereid R isi an-abénot, \oay-, thibt order
i n Anspruch lcydedsubstistede(it-4Epkytshbslituentche Feadien ati Bepidkenlink (derivave ACthe formula |

Al kanoyl-anm nowheBimRaisi @ {i-460rikyl fubsti@ntbeatingod, HisplaceditengriRupmith gvo arproptiite: amine,
Benzam do- G uigsholglbigianeyseide; fal |l s ei nen oder zwei Hal ogen-, (1-4C) AWyl -
oder (1-4C) Al koxy-Substituenten tragen kann; oder ein pharnmazeutisch

geei gnotes Sal z davon. K) so 3 Chingwolin-Derivat mt der Fornmel | nach
Anspruch 1, in der m1, 2 odor 3 ist und jedes Rl unabhangig far fol gendes
steht: Hydroxy, Am no, Carboxy, Carbanoyl, Ureido, (1-4C)Al koxycarbonyl,

N- (1-4C) Al kyl carbanoyl, N, N-Di -[(1-4C) al kyljcarbamoyl, (1-4C) Al kyl, (1-



4C) AMkoxy, (1-3C) Al kyl endi oxy, (1 4C)AI kyl am no, (1-4C) a

(1-4C) Al kyl thio, (1-4C)- 35 f (1 4C)A|ky|su|ii’m|!

Hal ogen- (1-4C)al kyl (nicht Trifl uor rre %2 H—iydroxy (1-40 al @ l I,””",
Al kanoyl oxy- (1-4C)al kyl, (1-4C)Al koxy- (1 4C) al kyl , Car boxy- (1- 4C) al k

(1-4C) Al koxycar inamen 4 ﬂhaﬂﬁ):euti@éllk«ﬁdceptﬁw’ J&E-B{Wdtﬁnéﬂoﬁr‘b@eﬁ\}a{i\bébf the formula I is requnred

N (1-4C) Al ky litaweylna begihed bly-rédclichl ok ydid, cofdpdiniwithL{ duitdkie) atldiiging a eandrdional/prodedure.

4C) al kyl , Am no-(1-4C)al kyl, (1-4C)Al kyl am no-(1-4C)al kyl,

i - [ (1-4C) & l&y bhasmacadticgl 1cof@psition ywhich Riopnprisesl i an quingzdling @penaiivel of the formula I, or a
Nor phOI io- ( jphdr@)z@pﬁoylly-acﬁppup Salt me@ofyas (:lgjmqq:)raadnyn,e of claims 1 to 9, or a quinazoline
4-(1-40) A ky|dgq|\19tgqeaz$qlgct_§d fl:o(n 4@'&! aniligg)-6-methoxyquinazoline,  4-(4'-hydroxyanilino)-6,7-
Hydr oxy- ( 2- 4@)93{1349 pogjpx ql!'"@@!)"&l Kk 4'(‘(' hy f"RQ)‘ﬁy-B(“Z“%'E)‘HP'R‘E?RW( 1- 4@?@1"?91(4'
Hydr oxy- ( 2- 4 @ﬁqurﬁ@qll  and, @gmethquumazohne or the hydrochloride salt thereof, in associ-
(1-40 A koxy )%PP?(VF%H‘M‘H 84%'§1|°’°a("f'4C)A| kyI t hi o- (1 40) al kyl ,

Hydr oxy ¢ 2 thl 0 ula, | ?’c? le salt thereof, as
V|

(1-4C A k0>&7 , an '?e d‘:%?% AIEJO' azol ~hydroxyanilino)-6-

Hydr oxy- (2-4

a

4' drox nilino)-6,7,8-
(1- 4C)Alkoxyt t j‘zggﬁ% E‘ m &E H‘:gm{ ol
(1-4Q aI 1KO0XY gy c1 %q,%y
NN-Di - (1 4C)ma'i\f drd of éfﬁnedncame%@{o 840N tﬁe( o &\ Q?i)éntn- ifiooYed
(1 4C) Al kyl arghinfar dugr #Gaanl koxy, Di-[(1- al kyl ] am no- ( 2- 4C aI koxy,

gen- (2-4C) al kyl am no, Hydroxy- (2- 4C) al kyl am no,
(.2--4C) Al kapstghtangprilcRe 4C) al kyl am no, (1-4C) Al koxy- (2-4C) al kyl am no,
oxy=24 1- 4C) al kyl am no, (1-4C)Al koxycarbonyl -(1-4C)al kyl am no, Car-
banoyl - ( 1- 4.C)Guinazoliberma mitNdel Aormddl):M kyl car banoyl - (1- 4C) al kyl am no,
N, N-Di -[ (1-4C) al kyl ] car banoyl - (1- 4C) al kyl ani no, Ami no- (2-4C) al kyl ani no,
(1-4C) Al kyl am no- (2- 4C) al kyl ami no, Di~][(1-4C)al kyl]am no-(2- 60
4C) al kyl am no, (2-4C) ANkanoyl am no Q) Al koxg(ﬁﬁ onyI am no,
(1-4C) Ayl sul f onyl am no, Benzami ] nani o,
Hal ogen- (2- 4C) al kanoyl am no, Hydr oxy- (2- C) al kanoyl am no,
(1-4C) Al koxy- (2-4C) - al kanoyl ani a6, RQar oxy (2-40 al kanoyl am no,
(1 4C) Al koxycar bonyl - ( 2- 4C) atk®
,1- 4C) Al kyl car banoyl - ( 2- 4C) alfkanoyl am no
N Di - [{ 1- 4C) al kyl ] car baroy| 4 anoy!l ani no,

Am no- ( 2-4C) al kanoyl am no, N%4C) A o-( 2- 4C) al kanoyl am no odor

D-[(1-4C) - 56 al kyl ] anf no- ( 2- 6' ) mobel dery Benzam do-
oder Benzol sul f onam do- Subs}it uent

nonfalls eonen oder zwei
Hal ogen-gs (1-4C) Al kyl - ?'h - Substi tuenten tragen kann; n 1
oder 2 ist und jedes R2 nabhaﬁlglg far fol gendes steht: Wasserstoff,
Hydr oxy, Hal ogen, Trifl uorne- thyI Am no, Nitro, Cyano, (1-4C) Al kyl,
(1-4C) Al koxy, (1-4C)Al kyl am no, -[(1-4C) al kyl ]ami no, (1-4C)- 64 EP O
566 226 Bl inder 11 112122 100 11121 11 11121111
Al kyl t hito, (ImAG pdek §list und jedep IR’ gekbhéngiy fur 4qjendids\stebi Hydsexy| Amingl §arbexynCarbamoyi,
ph ar mazeut i Sd.h'el é1 él[(oxmrbgnﬂawrﬂ(})mamoyl N,N-Di-[(1-4C)atkyl]carbamoyl, Hydroxyamino,
4- (4 Hydr OX)Xb.'ﬂ )Nk%7mleq. W&MWW%@EHW nTrlquormethoxy, (1-4C)Alkyl, (1-4C)Alkoxy, (1-3C)-
4- (4- Hydr Oxy |epq$ (B4§)_A|lﬁggrﬁ| %g&-@%ﬂqm% Byr[ohdm-h-yl Piperidino, Morpholino, Piperazin-

_ ylsulfmyl {1-4C)Alkylsulfonyl, Halogen-(1-4C)-
24 ( 4H§/dr O)ﬁgim ¥ rlf E? I(1-4C)alky| (1-4C)Alkoxy-(1-4C)-
ani | i no) 4- - (_%l i 1' S _‘;&/ P‘T"?°H %ﬁwpl“ (}1

4- (4! - Chl or a% %E-L(: 1Jami oQ ldll‘lO- -4C I|no-(1-4 alkyl

Iy} peézmaﬁ <yl g}ﬂ (1das

6- Ami no- 4- (4'y;

Hydr ochlspri d-4 o%yégmmomm ai! |1 BRidy-(- aﬁ@fa %—¥1 '('i‘-49)§ilﬁ‘<5xy

Hydr ochl ori d- aﬁ@iaﬁn%\l«fwal@ll%ﬂﬁﬂ ARG SACHky1, ﬁydr 132853 4hkyd tl’ﬂd )a\l@l (1CACHAISSRY- (2-

Formel | nachoigiidAeaciikyl] Phefsid-(124T)alkyl, Amnﬂe @depiky, ph%ﬁyltmaf(k -40348§5 Obno-(1-4C)-

unabhangi g f Wikyf Ha@gérRacakei] HydisgHBAGlalkoRy]l QAC)AlkaioPIONM2-4C)aikeke) ¢1-4C)Alkoxy-(2-

Al koxycar bonydG)alkosdy, ASaybekyt4C)alidry 4 Q- 48)Aioxyarbbrl-G G Rlkbay| @ambamoyy(1-4C)alkoxy, N-(1-

(1- 4C) Alsky| aniQpikylcBibarhdyle 4Cabbxyy INNaDi[(1C)alkiicdEanidylk(t 44Caikaxy, Amino-(2-4C)alkoxy, (1-

(1-4C) Al kyl suAChAkylamino{(2-4G)alioRy. k PiIEItAC)aijdminotB-diC)aioxy. ( 12-40)lanéydxy, Hydroxy-(2-4C)-

(1- 4C) Al koxy-glkanoyiGxa | (t¢LIAkeyHrEC)eIKandy@paal Riysnyl-({-AC)alkOxy\l Rhphaxyr2-)alkbxy) Gnilinde(@t |
i - [ (1-40) al k43l RhenyithioA22AGklkexy,, PinayidineiR#C)atroxg Qylorphelined®-¢Calkoxy, Piperazin-1-yl-(2-

(1-4C) Al koxy-(2-4C)al koxy, Carboxy-(1-4C)al koxy,

(1-4C) Al koxycarbonyl - (1-4C)al koxy, (2-4@e- 7?5 Al kanoyl am no,

(1-4C) Al kyl sul fonyl am no, Benzam do oder Benzol sul fonam do, wobel die

| at zt en zwei Substituenten gegebenonfalls el nen oder zwei Hal ogen-,

(1-4C) ALkyl - oder (1-4C)Al koxy-Substituenten tragen kénnen; n 1 oder 2 ist

und j edes R2 unabhang| g fUr foI gendes st eht V\asserst off Hydroxy, Hal ogen,

~ A\ Al

53%\5




(4’ - Met hoxyani | i no) - 8met hoxychi nazol i n, | \
il et s kel LT

6- Am no- 4- (4- am noani l i no) chi nazolin, 4- Anilino-6-nethylchinazoli A ollers =
das Hydr ochh@idly, Sahé:stamm, Rgin- -yﬁaubyam&yfi afdhdnRs-B6)iidMiNda Z Hybidxy2@-4c)-
oder das Hy glkyRfaoQr | QUGG AN TTTR ICHIKGE-(2-2C)all i, O dafbokei 4ERt
mt der For élla_Jlan{monaC h M)Alﬂfxytf‘a ofyl-(1YTRBYIadling, | NCHBURRYILE- )&Wgebwncy :
Vorausset - AMyIGEamMGRY t-Oklkyiamind,er  MN-Di-[(240)dliicatbambyl-(14TNallyRA®S, RIAniNBERRAGRJI g
f ar f obkgenderylatirdhi(1-40y8idiaming;(2-4CHIamind; Bi-iie4C)dikyldmnoy(2-4C)akylandib, PhenyR(44C)-

Et hoxycar boaligliamirdy tPhenoyya(@i40alkyldmind Immnaq(eﬁh)awamumtHnydy]thuﬂzm)a;kylweihMO(x-yG)

Et hoxy, Pr oplsaogylanhiam [it-4C)Alpaxyearboldaminoy (1-40Alkyishiendaminoy Bertzarmidd. cBedzotsuifonamido,

Met hyl ami no3-Panliiyreiden 21ExopBiatidin-ryl aﬁﬂmopymﬂdinﬁwl dielogen-(2RCllkanoylaming, Hydroxy-

Mor phol i no, (ZMQHI?'POUHF\GO Et(hwlc\lm@@mlam St riré@)n “°Y'am!’!°hox?ﬁ61' hyl ,
Pi peri #i no- "V' P‘?YHG'WEt ﬁ amay|-BAE’ %’H\f’im' » i A"‘Y'ca'bamy" 2-4C)-

Met hoxyet hoi| 14ka¥] -(2-2 pﬂqyno & ino, (1-4C)-
Ani | i nonet h 'a';m(% der wobel def Bénzamido-
2- Hyd t n & Roxy,
3- %t L°§§§r %?, 9@?1?8’3?9‘3 o%'z?;z ,\ﬁxj s g%ﬁEM 5 )8;/\ oxy- ok e loxy
Eth bop
2 DO)e(%/ﬁ slr aﬁlh moﬁ)ﬁ}(d je rf%{?ﬁgér%tf&}(?&Smdflg F%Qg mo R B%Q?a&%ge; XTriﬂuo‘r;nce)-

r

Pi.peri di ng X(¥-4c m{)@fnﬂ{}\ Qﬂ@é)ﬂlﬁ\)(é(xnon ' e- razin-1I- y

2 dr oxyet 3N ghermazsutidénl [g8aignBie® 1BYk: AoROwobei- Matiareifahiie)-8-HeiiSeychinazolin, 4-
2Bt hoyyet hW-aydrmMnoﬁ7mﬂ@w&mMo&mm,Hya Riney.8)7, @reBRyBifhazolin, 4-(4™
2- Di met hy| ametheghnivb)@rhdlitoxycBinddoly, Byd'-BRbratRb)e/héhoxddiinazolin, BIHEroxy-4-(4'-methoxy-
3- D net hyl asiilne)ptitaglih 434 RChiorahilibd)8ihiigb:a thinasytin, (RAthifdW-@Bamindasiina)ehitkolin, 4-Anili-
Pr opi onam deg-6-Bethyctimacblin oder Riae rHybirachinirid Salz Zavch [uad @ealliaa8, Hdimethoxychinazolin oder
2- Oxopyr r ol dabi Hydbehtdrid-Saiz Hywdn evsgenomamsintb, 2- Met hoxyacet am do oder

2- Et hosdyacetam do; n 1 odor 2 ist und jades R2 unabhang| % fir Wasserstoff,
Fl uor, Ci ofhinapliprBerivet infil deyr imeArisprich i defigjerteryRormeel 1\iwplbej | R® ozhBerdem Hir| C«Ciht ;
odor ei n phékenayianing. Serramide pdon rAEAIGRqYL stehay lann, welei die B%B@P Gruppe gegebenen-

4- (4" - Chlor fals qurpen@jiergw qqgg@ EOME 1oPey (UﬁaAIkoxy-Substltuenten tragen kann;
éhjdf - Chl or a‘i'ﬁ'P'PﬁBa)'m‘_Z?eﬁﬁEl‘rQ?ﬁ‘Eﬁﬁsﬁé'ZSF‘ﬁ°ﬁ ausgenom nen sind. 6.

|
6- Hydr oxy, ;I
6-Trifl uor rré\ée\ﬁ%
6,
6- Hobey- iaﬁlyl Ta Wcarbonyl (1-40)
6 Vet hoxy- 7a|k;}|5%9{b9¢ﬂ®¥ﬁ,4cﬁ|k7r tﬂlﬁc Aﬁzﬁl I- (P4 )al | l@ﬁiclh% kyl}-carbamoyi-(1-
g net hyl agtyary, AnifdhR0NNEH A AKy
6 - Mat hox Yydr&&-(2-4C)aliebc(X4L) alky 5 - IVAE) Mikoky -t 2740 allcosge( 0NNk EL Hpdtyxy-(2-4C)alkylamino-(1-
6
Be

LY

naz¥® i n- Reri vat | | q‘f\ns ruch 1 wobel d| e I n_Anspruch
t
1 angege gen ‘,’saé'f‘“ g‘gﬂﬁ -gs ﬁﬁ] S rgﬁhq fclall"bamoyl,
Iko cg % Icar ’?%&; 1-40)Alkyl Q-
) I io 4C)- '

7-Di gEEt ho%& Is myl -4 f?ny nq -XC) RVFEI Muor eth ;Y -1 %ﬁ(ﬁﬁh

Am no- 7- N0y

Di Al S-(1Meh IX)DE[kT 4d%ﬂ09ﬂiﬁﬁﬁd—'(}’ Dyalkyl, Piperidino-
szanorret hyi4Cyalky(, 2mdritdinxy-eC)RRN, Y Pipérazief-f1QKaC)aliyl, 74-iPaCAlkylpiperainc1-ait(haaliyl,

(
, 7- Di - ( 2- maC)alkyl.(E-#THAkxKY-(2-4C){lid aBirotie4C)akyy 1-65)AkithioKy4C)aliyl, Hydroxy-(2-4C)alkyithio-
nzyl oxy- 6{irMshatiyk \(1-4@Aky {24 G adsyithic-(15ACHIKYIN biploged (@ elemy. didydroxy-(2-4C)alkoxy, (2-
6- ( 2- Chl or ad@Algriodony;(2-8C)koxi/b 14E)Mkenyd2-4@alkixr Catepay-(1ACTalkole ( TG kpxecadmiviio)
steht; und ('F&Salkogy, r Cohamayl-d4Galkoxy4' N-a-4EoAlkylcarbanayyl-(r4C)alioxy By NADI-[(1-4C)-alkyl]-
3', 4- Dichl or-‘arbaﬂnovlﬁ! Ay, Aminesf2-4C)koxy; (1- M@kxﬁw ?40)3'50xv Difi{3-4§)aliglipminpe2- p;
11 1 111 1 HEi )plkoxylﬁplpgep1(2 4%Ikygmm|z.| quroxg (2-1 ) lky) lka loxyf Ikylammo _
~(1+

3'-Nitro-4- Fl Iko: R ﬁ nyl a moCar
phar mazeut | °y ?'B'E° eAd ) 3yl 753;38?"& at
g]t der For alkyam| ¥ 3 x %1 agé{%sul‘t%o V] ml r%n %mldo
avon, Siamino, (1-4C)Alkoxy-(2-4C)-
4-(3' - mlorgﬁnolﬂﬂwa&*wmlm i

4-(3',4' -Di Viaihg) P ATTMIgR l‘-‘( lé?mno N,N-Di-[(1-4C)alkyljcarbamoyl-(2-
Di et hoxy- 446)3|kan9$|£rﬁuﬂﬁM:doﬁ@l@)’&lkdﬂ%udoﬂ (1-4C)Alky|ammo (2-4C)alkanoylamino oder Di-[(1-4C)-
6. 7- Di gt hoX yikfhahido-(2ra)dikehadAininb NobeiNdeR Baisramide- ddoMBdn2astlorEm ﬁig-SutEEtuent gegebe-

t hyl ani | i Nohédrdns ainenl daer, zweilHalogen-, GHACAIRMH ddbiONE)AKERG SOEsE6rdn tRGEN Kakh;

6, 7- Et hyl endl1cdyr-2dist(udd jede RP\uUnabhéidgigTor) folgenbiés sheh® Wasserstoff, Hydroxy, Halogen, Trifluorme-
6- Ami no- 7- mityh dwnjnoANifr8, Gyamid, H{1-4@AkkyLI (1 aP)ADxya riedG)Alkylamino, Di-[(1-4C)alkyllamino, (1-4C)-

l -4C)alkanoylammo Carbamoyl-

4-(3' - Met hyl ani | i no) - 6-ur ei dochi nazolin 10 und
6- (2- Met hoxyet hoxynet hyl ) - 4- (3' - met hyl gni | i no) chi nazolin. 8.
Chi nazolin-Derivat mt der Formel | nach Anspruch 1, wobel die in Anspruch

1 angogebenen Vorausset -



zungeh zutreffen, in der (R‘)mer f ol gendes stoht: -

6, 7- D hydr oxy, 6-Am no, 7-Am no, Tr| fl uorgm“aﬁ“ “l

6- Met hyl, 6, 7-Di net hyl, 6- Met hoxy, &E@?ﬁ%&"ﬁs‘ 6, 7- Di met hoxy, m”“‘
6- Hy- droxy-7-nethoxy, 7-Hydroxy-6-nethoxy, 6-Am no-7-nothoxy,

6- Ami no- 7- met Anythig] @-4CiAlfSTIfinE-ofer {1-£6)ARyIsulidAPXdter Sin PRAERBNINsCR gbsighe! SuRIsYon;

6, 7- Mot hyl endixepsy a-(H-Hydr&sdyininGchhetioyychifazbil B4 -Bparei@anilino)eirthamyRndia@chirfazolin, 4-

Di et hyl ami no (4-Bydfsxyaniinol-6/TBtHinydt@RYchitazolh; Meitidethomihilino))-8-methBtychimmedlify l4-(4™-Chlor-

6- ( 2- Met hoxy e tullipz)ygnedttiorychinazoinCy a-Figdradyidy4'smethodyiabilingjchifkzaline t 41¢#H-Chloranilino)-8-hydrox-

6- Phony!| #hi onmgehimgaolin, B-AnfinoHy(draminpartilinojlynazdiin,eArilios-§-meBylghiriaeolit 2ddr\das Bydrochlo

dr oxyet hoxy) , S@z @dawoBrupdetAntinoy.7-didethokydtinadelin pdar frex ylydrochlorid-Salz davon ausgenommen

6- Met hoxy- 7- ( Sindret hoxyet hoxy) 6, 7-Di - (2- me- thoxyet hoxy),

7- (2- Bromet hoxy) - 6- net hoxy - Benzyl oxy- 6- not hoxy, 6 (2 I\/Et hoxyet hyl am no),
6- Acet a- m%oC 'BaZE!@rPfa‘fﬁYﬂtSdefé’° “(mF"tﬂ“& Hghd 1M"d’6‘) o ya et ani do

oder 7-(%- Mot mk Pe aﬁ g\lk 1 Aﬂﬂﬁgﬁ? ’g?% l’ D|- -?;rb :;(l]ammo
-?1

3'-Brom 3

Fllor 3 -tr 1 L '3*3{'“ %%moq-’ }aﬁf '5°'3§ C) hod dmx 2.4'§fief
3' - Met hyl steao 9 % y % .4)
davon. 9,. Chi mg,.m, { .l; nylgrﬁﬁ:o Eols% 3| zwei
geei gnot es Sagj, '63&553 ﬁusdé%ﬂrbdernm ,er (ﬁ&@ﬂﬁd% uﬁsuthe?ﬁen

unter:- > fajén kdnnen;

6,- D - (2-met h@adata e tefles(F®' undBR&AANY 1@ 1b1hdnBd) sti: WREsBlstoR, Hydroxy, Halogen, Trifluorme-
6- DI met hyl am @9t Amnd, Nire,t CVahal 1i-4C)NRA, CHH40AKOy] (1-4CKkylamino, Di-[(1-4C)alkyllamino, (1-4C)-

6-\Bonz amkedo- 4 AfthionBidc)Aipitinynaibe  HoE@ssonyl; Wder eephamiabaiisch gbeigrietes Sak bavag
ei nes Chi nazowbisei Bd4'iHydrtrganitinb)-eeresthobegnhinedolin]. 4-(4-Higdrogantine)-Grrastingendiotycigralolin, 4-
geei gnet en Sal4-dsthaiqanding)-8meathoxychipdzolnm 4@’ rChiaresilina)r8imethdxyiohisaz@in d @fHydkoxgr4-(4'-he !

dem- 95 thogyailinelchinaZblin xtbChiloranitin)-Schadroxyolinaediin,| 8- Amiked-@1-amianilinolchirizlim 4-
111 45 50 Aniliforg-rothyichingzpin eden ates byeraehingtrSelr alaan ysg ot-AnilisprB 7-ditethosichiesselin
Anilin n#t depdergpsfisdrophorgealz dappagoaeEMepEnd:; | 11
1hil 12iJ1_ 1L 1] 11 5~~2X

| v H2N 10 5 ChinazgiigeRodvat mit dﬁ\‘ﬁ FPE!“E" t'Fj"fh Happrupin} dokai ig WVﬁhémng@ﬁbenen V°'a“§set2'
Ver bi ndungen ?q‘i' e

azol i n- De rF'St ’eﬁ?’% ab gg@i‘?’ f?ﬁeﬂﬁ? r )%9,;
s ht g¥spal P u,:g;a,rbo )g ot Igza’%gﬁﬁy %gn .Ao, mo f"m’gm
032?‘)'( . ’40? i: 3 °rp 0,%5 ﬁh&&.ﬁ..é omm y.df yi;ﬁ";‘;i
\II:VIOII: gel (:1}5 bei 912“0 e %m %Pﬁ‘d&% io %ﬁ'bﬂ i lf%ﬂéﬁéﬁ&y,séﬂﬁr?xy&gdgb @zrt
donon R1 fOr ¥ yﬁ'ﬁth‘é ﬁg{hoxyedrﬁbnmtﬁ&@&fﬁgnm&btﬁ&y %D%aﬁﬁ&muﬁéfh%' 2-b|emeht9rhmzé-m

RLEO Nitro seght-Mehesstsiony, Beidylor), 2{aMinodtisxy HBPiérainbeiidgy, AMarhBing&thbxy, 2-(Pipe-
Ver bi ndungen rézin-16l@éthdx@ 2y drdxyetiymind SR EYdrdRFprofaminG 22-KiGthddystiyiemidod BAEMOXythyla-
20 0d 0 mirdLBMbihbxy prepyiaesno( REHMGXYEbaMng| 2Dimethylarhinestrgaming,-Fiethydmitoethgla
oder Benzan doimet himethgldminopridyladino, AdidtiaviamihoprogitamirBeAcetamidd 0P reficplrhigdo, Gemzamido,
Chi nazol i n- DeBiPhenylureido, @eGhloFagetarpitio, | 2-Okapirralidinatl,  DdyskoxRRetemido, ARiMathoxyacatamido
acyliert wi rdOdT 2)Ethowyacetermida: @|1| qgla vag; &géﬁumgladlnmﬁwmﬁﬁt Figiasy Chicsy Brer,
|, bei denen Riifluptmethyl Nires) Gypnophigthyl gdar Edmisteht t ui er t es (1 4C)AI koxy steht
odor RL flr (20'%@7'/&# fz9 S%U%HW°S§?B§PY°PUI ortes (1-4C) Al kyl ami no

steht, efh Chi"A%} o“r(r‘ Ngeanflige)f-methoxygiignzelig g 4-(4 -C'Héw'a%'m%h%@n 3“899“0“"

ZweckmaBi gkei M &% Hydr oxy oder Anino steht, alkyli ert WI rd; (g) zur

Her st elcig_uggs S5y & ttc)!ernlgor hel T hach} A}lsp%gli; 1, FRbdBs il AnsprUCh 1da?,Baegebenen Uodhusset
ei nen FDOXY Zingen zutrstfen, in der

50 (RY),, flr 6-Hydroxy, 7-Hydroxy, 6,7-Dihydroxy, 6-Amino, 7-Amino, 6-Ureido, 6-Trifluormethoxy, 6-
Methyl, 6,7-Dimethyl, 6-Methoxy, 7-Methoxy, 6,7-Dimethoxy, 6,7-Diethoxy, 6-Hydroxy-7-methoxy, 7-
Hydroxy-6-methoxy, 6-Amino-7-methoxy, 8-Amino-7-methylthio, 5-Amino-6,7-dimethoxy, 6-Methoxy-7-
isopropoxy, 6,7-Methylendioxy, 6,7-Ethylendioxy, 8-Dimethylamino, 6-Methoxymethyl, 8-(2-Methoxyet-
hoxymethyl), 68-Cyanomethyl, 7-(2-Hydroxyethoxy)-6-methoxy, 6,7-Di-(2-hydroxyethoxy), 6-(2-Methoxy-

55 - eothoxy), 6-Methoxy-7-(2-methoxyethoxy), 6,7-Di-(2-methoxyethoxy), 7-(2-Bromethoxy)-6-methoxy, 7-
Benzyloxy-6-methoxy, 6-(2-Methoxyethylamino), 6-Acetamido, 6-(2-Chloracetamido), 6-(2-Methoxyace-
tamido oder 7-(2-Methoxyacetamido) steht;
und (R2), fir Wasserstoff, 4'-Fluor, 3'-Chlor, 3'-Brom, 3'.4'-Dichlor, 4'-Fluor-3'~chlor, 3'-Trifluormethyl,
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Substi t uenten oder einen ei ne Carboxy- G uppo ent hal t enden Sub
stoht, ein Chinazolin- Derivat mﬁpg§§ Egéﬁg , bei dem Rl mllﬁrmﬂmn,"mmm
(1- 4C) Al koxycar bonyl - Substituente ? n eine 30

(1-4C) Al koxycar bonyl - G uppe ent hal tonden Substituenten steht, hydr ol yS| ert
wird; odor @BucZatintiish@) 3-Nike, FRirb-20dnBE B-Nied-Piid Wig 8 OMsthyl sg@r Formol |,

bei denen Rbdér 6% pRdrii&8utiSel dbSignetdedSureaddilori@salzaid@n. Cyano- substi tui erten
(1-4C) Al kyl - Substituenten stoht, ein Chinazolin-Derivat mt der For- nel 1,

bei dem RB "Cﬁhazelinmbﬂvae'mitedealﬁmus ©tdb seire pHarmga@utischr gegignetks rS4ureadditionssalz davon,
(1-4C) Al kyl ngsblasspricti @ viae pusgévehit ist umiet:- ei nem geei gnoten Ami n, Al kohol, Thi ol
oder Cyani d4(@nGaloret-fuoraniinat8,7-g@nethoxychinsreiin 8" $Richivanibng-6. s dimeleethinaziin s Bal z
ei nes Chi naPimethaxyEe@|-nirparjlingjchinazelin. §GPiethpxyt4-(B'anrthylagiiinojghipazoling bdsthexydt®'one-
Unset zung déwlanfiselshipageling  Aid '%‘P’ﬁ@'ﬁmﬁ'@ﬂ ¥ahinproliyy | G- tiendionr @ rieptyisninohe s
Ubl i chen VeF‘F'%‘P"Eﬂss'é’i“ﬁ%fVﬂethEW 4@ methypnitinolchipgraline | & Madvigniisarfrssidoshinaely
die G H Chi M RsRiMethoselhgamethyl-4-Gapetidaniippichinazoiyer ei n phar nazeu- 40

SR R %EF?GZ@ %ae"%fag*ﬁéo ot Cig k’l—*‘t?’df?'bﬁ bl BB ek e S

4-(4 d di ' (4 - Hys
dr (()Xya:;_yiyl Irg ﬂm?lnizttgéq;ndes tgﬁehhg gxn HQi;Xrgxy, %afglﬁhydr%ky Z%.&mmo |_'JMAmlno 6-Ureido, 6-

6- Ami no- 4- (4, k-RmH)B -Jymﬂélrgfym%xy 62 g:methom AG ,7-Di thoxy, 6- y-n

oder dem Hys ﬂF M&fhbﬂ 75@: V@ﬂMﬁHﬁ&ﬂ?ﬁ&J‘b% Efh§ibndidxy) sh(ﬁeﬁlﬁlaﬂn H”igwéﬁ‘-y‘ianﬁio”&m
phar,mazeut i @ﬁﬁbﬂﬂﬁﬁaln&@i\rﬁﬁo— tﬁﬂ&?ﬂh& M ﬂﬁ%{eth}'lr 8-BRMMotn}ICE- (2N tKURYdthoxyeth -
Ver Wendung 8icyaRmbiRyIéKiethyithiiokethyl, V& PHenylhibmétay, f@-’lﬁ@rbxybtho@);@ﬁ\etﬁéx?eﬁrm-(z-hy-
phat magout i arkyedios), 06 @iBsetidky).C 6-(2NatRityetHoRg.N6-Meoxy 7 e thoNythdxg)) &,71DikE-He-9
odor ei nes (Hokyetd.y), i 7H2-B@Mmistiery56-methcsy LT Bahkylaky-6-anethblyl B-(2dy@tiuxdthylamino), 6-Aceta-
no) - 6- Mot hoxjdohé-Berzarhida) 6-(24CH|etacetainido)pb-(2eMittokyaodtantidof odep 7@ Methakyazetgmidonaz ol i n,
4- (4- Hydr oxyadhi | i no) -6, 7, 8- trimethoxychi nazoli n,

6- At N0- 4- ( 4Pt Wesseristoff, oFlodri BieGhiot, | 3hBro, Aif-Pichies- 6-Flvot-3rghierh B'rilzifluprmethyd diér
dem Hy2s 50 Fluor-iirifeormhethy. 3-Nitip. 3'-Nitio-d'rehion @™-Nitreaiifibdr ioder 3-Methyl isiehthedey eihichaspesl i n
oder dem Hy@euiechigerignglesifyeagdiippraldageo. wahit ist, zur Herstellung eines
Arzneimttels zur Erzeu ng ei ner antikarzino enen Wrkung in_ ol nem

Var bl f 1 t%r ChipazolinReriyat mi cp«péﬁomggl @ger ein phermazaliiac %lgmes Séureadditionssalz davon,
nach Anspr c 1, das
]Ic Ulu . 67-D|-(2-methoxyeth°xY)' ﬁy é%llc*ﬁfna%ﬂ% meth ?ammo-f#g%l me?l%ggmlmo)ghinazolm
anAnoi

mul & | )A-megyignlinplorpazejin, FPimethylaming-4-43-methylaniline
15 dans Ié{ﬂﬂﬁe?‘f"éaw 'ﬁs '"5205'11 3 et chaque groupe Rl represente

| ndependaggeglak 4 %Q@% eines A} el w&a '&@433 G RANRC
ur ei do, ( :§ Seihefsll sSizes w.eC, "eﬂ&ﬁ‘ @ %eﬁaﬂan
NN- di - gal kylFepehn @mnéoh i e oxyam no, oxyar ni no en C| &
C4,. al canoy- 1oxyam no en C2 I 4, trlfl uor onet hoxy, aI kyle en G & 4,
apry en C a C4, alkylbnedioxy en CG a Cs, alkylamno en G & 4,

-(alkyle en G a 04)-am no, gpyrrolidine- 1-y| e, piperidino, norpholino,
pi perazine-1-yle, 4-(alkyle en G & C4)-piperazine-1-yle, alkylthio en C1 A
4, allylsulfinyle en C1 a 4] 25 al kyl sul fonyle en G & 4,
hal génoal kyle en C & C4 (autpe que i fl uoronet hyle), hydroxyal kyle en C,
& C4, (alcanoyle en C2 & oXY & en C, & C4) (al koxy en G a
C4)-(alkyle en G & C4). cprboxy- g C4) (aI koa en G a
C4) - carbonyl - (al kyle en C, }a. C4) - ( Ikylé“en ' ), N-(al kyle
en C, & C4)-carbanoyl - i‘h ), NN-di(alkyle en C, A -
C4) - car banoyl - (al kyl e C & ), am noal kyle en C, & 04, (alkyle en C, a
4) -anmi no- (al kyle en C, & C4), di-(alkyle en C, a 30 C4) - am no- (al kyl e
en C & C4), piperidino-(alkyle en C, a C4), norpholino-(alkyle en C1 a C4),

1 SRl e o A AR o cfroma v

&5
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{al koexy en C2 & C4)-(alkyle en C, a ¢4), (alkoxy en G a C4) al kOXﬁ _
i 0

A | kyl C, A hydr o C2 A
2 O-(alkyle en G a O4), hydroxy b geylaBefl) 2 2 C ><:rwre WK

(alkyle en C, & C4)-thio-(alkyle en C, & C4), hydroxy-(alkyle en C2 &
C4)-thio- 35 (alkyle en C, a C4), (alkoxy en G a 4)-(alkyle en C2 A
C4)-thio-(alkyle en G a C4), pheatxy(alkyle en G a C4), anilino-(alkyle
en CG & C4), phenylthio-(alkyle A C4), cyano-(alkyle en Ca C4),
en C2 & C4, (alcanoyle en C2 a
g}zgal koxy envC2 a ¢4),

)

A

C4) - oxy-s(al koxy en C2 a 4), 3
car boxy-(al koxy en C, a %N 7 en C, a carbonyl - (al koxy en C, a
C4), carbanoyl - (aI koxy en ¢ a C4), N (alkyle en G & C4)-carbanoyl - (aI koxy
en C, a 40 N, N-di - (al kyle en C, a C4)-carbanoyl - (al koxy en C,

), amyqnoal kox en C2.a (4, (aI kyle en C, a C4)-am no- (aI koxy en C2 & C4)
di-(alkyfe en ;‘% kox canoy

hydr oxyal canoy 2_‘11 %Ilgng | i; {yo Q r erp;ut%er ZI%bfl ﬁeﬁﬂ ?(X:xége :&dr
phényl - (al koxy "afﬂ'f' enoxey}r "lek S ‘no A ﬁpoxy en

C2 a C4), phen % ersggzgq 5h Gepoiff m.t%pgnﬁv. g Jeaam % ol b
mor phol i,yo- (aI éﬁlfﬁg'il kylstolVG " ﬁlﬁ rivat i r‘l*o bl bét derO
(alkyle en G g &by un,p&reqf_h@mﬁmM rudpd sté th&,deeﬂ . hal ogenal kyl am no
en G2 & 04, hY(tﬁ”éM' dftdnary derjéiigeR Ve d@g@ﬂmlt (ged Fo?rﬁélw I5®i Qéheﬁ:%‘ r Amino steht, ein
Oég/oxy (al kyl ehifdzolndenval fit déraginiaDl) bei aénk RXfir Kiffo &teht,aedudiert wikd(y| ami no en C2 a
C4), carboxy- ( @& kyHaistemg détiehigenVefbihdungedink Ger\Forel Obei denen R! flir ((2-4C)Alkanoylamino
4Y- car bony| - ( adek pltatitiortss ¢214CJAlkanoyBaiino, Usido s3vPhehylfreitid ydea Bernzamianstéht, aler R? fur
C4), _N-(al kyl eAeatantio deHEgnzawiddosient yein- Ghéirlakojih-Berivatomitder Eorrel C89i,dei, Rt-ader- R? fur
(al kyl e en Ci Amipd ptebszachierimiti- (al kyl amino en G a .C4), ami no-(al kyl anino- en
Cz a C4), (al kfil =ur arsigllung derienigen Veghidupgen mait des F ebkrbei sleesn Rt Alr(1-@g)Alkoxy oder
-(al kyI e en EE'beEH' i‘aﬂrﬁ)ﬂm sty adenRhi8r @rfCirgkylamiag pder ﬁMwPﬂes(lhﬂQQ'kléﬂﬁ'm
en o] datf%c ingrlip|DagiMatypit gay Fermel, '@4)’9'“ Bhlelﬂﬁqﬁ'oz‘\e%"léylp'wn %@V@@W@Eefa
c4), phenylth| 6"“ ity Alkyligrirden 2 a C4 aI cano Iam no en

(al koxy en Ci Herslollyom "13?}9“]’? or rgnm arboxy-
oepzam do, pen %E%g%ﬂgef ngq b} ten er men’::lne
.Uxopyr rolidi 1%‘ a ltue

; ‘oder

AlKoxyc pe en
O e %2 ' i e
al canoyl a iy enegﬁr gﬁgz aig ALkoXy
en C a (4)-ca lnb?f 2 @Hhé‘gusi‘aﬂsc %ﬁw dg@ @Qi’eﬁlo
en C2 a C4), Ny gS‘euéh@teﬂ\ i, Atibho Icﬁob@dgpﬁhn g8 NO "en

N, N-di - Gal ky|wn® 8in Gharfsaietitsch BBy balf Sh6ADMAGNHDBN a8 il Cder Foftb) | ben6t| thrd
am.no- (al caneydséyaurh met%ga:e binduig K biner@Beigreted SEAH uBH nﬁedoehg:aﬁssm ReAdN O
QQ_,CZ a C4) ossridhrens 684tiich iltP O 566 226 Bl 1

11111111111111 (alkyle en G a C4)-(am no-(al canoyl am no en 02 a 4), et
dans | equelt. |RharpaistischeuZustmbensetaung,ctits @ ClimaaaliniDedvat dib derrflooke! b aden ‘sinrpbambzsu-
quel greupe dirthl gepignetesifisla giryonnactpdinemydee AukprilsheLibis 8 tvderi einuChirazdit-Deriyet: das antbrer
facul t at i vendri#-Hydrowgnitirob§methexgehinezelim t (4 Hdwweanitino)-&7-rogthidendigxyChingzolind 4dAr-Hy-

al koxy en C d&raryapilingy-6ZSttringringiyckinagoliny 8 Amino-4o(f a’lﬂ'ﬂ@%ﬂ'ﬂ?‘m und driitingfringthyl-

i ndependanmeréhinazolnade 'éyd"‘-’t‘j't‘f°'§’r§v§rlglgé"°5 ausgewdhf{ st i Yeybindyag fj @jaem pharmazeutisch
trifl uoromet my?'@efeaﬂf mittg}; odprfragetmitiohenttidity y| ¢ on G a C4 al koxy en C, a

S A 2T TP e Eupecti b ol &g ?4 Geg phaghezgsdh do &ﬂ:ydforﬁﬁ :

nach ein or Anspr! g%)ls r einés m -Detiv as 'unter 4~

sel s pﬂa{jmac% f ago %Eﬁl% G'P gi ciiifaz ﬁ 4-(4'-Hydroxyanilino)-6,7,8-
4- (4 ydr oxy qu n 4»-8Amlmo 6-methylchingzolin oder dem Hy-
4-(4- hy% OXY e Ibﬁ?i alz ta onflﬁa Imo-6 Vrﬂwepé’e?rpmd%?: lor& r‘z avon ausge-
4- (4- hydr oxyaahk isf) Qbr Horsfetingt J.denghammay lzna@ GURE sinblCant ll@rzﬂ\ogeﬁen Wikl @ XY Sl

| i no) - 8- met hoarablitedd® e Mensaidonl 2 4- (4' -chl orani | i no) - 8- hoxyqui nazol i ne,
de |l a 8-hydroxy-4-(4'-nm- thoxyanlllno)qU|nazoI|ne de la

4-(4' -chl oranilino)-8-hydroxyqui nazoline, de |a 6-am no-4-(4'-am noanili -
no) qui nazol i ne, de ia 4-anilino-6-n6thyl qui nazoline ou de son chl orhydrate
et de la 4-anilino-6,7- dinmethoxyquinazoline ou de son chlorhydrate. 15 2.
Deriv6e de quinazoline de formule |I repondant a la definition suivant |a
revendi cation 1, dans |oquel, on outre, R2 pout representer un groupe

al canoyl amno en C2 a C0, benzam do ou alcanoylOen C2 a C4, i>

et dans | equel |e groupe benzam do pout gporter facultativenent un ou deux
substituarts hal ogéno,




«alkyde en G a C4 ou alkoxy on C, a C4; 20 ou un de:

phar maceuti quement accept abl es e qui nazol | ne de f

sui vant |a revendication 1, dansilpd%dgl mBgst egal & 1, 2 ou “‘g‘\\m!““(lm‘“\“\
groupe Rl represento independarment un groupe hydroxy, anino, <ardhoky, "

car banoyghgventicftione: (al koxy en C, a C4)-carbonyle, N-(alkyle en C, a
C4) - carbanoyle, N, N-di-(alkyle en C, & C4)- 25 car banoyl e, alkyle en C,
a ¢4, al koxsriesdeQuinazofind.de #rnkyié ENedi oxy en C, a Cs, alkylanmino en G a 4,
i-(alkyle en C, a C4)-amno, alkylthio en C, a 04, alkylsulfinyle en C, |
C4, alkylsulfonyle en C, a C4, hale

trifluoronethyle), hydroxyal kyl e
C4) -oxy-(alkyle en C, & C4), (al
car boxy-(al kyle on C - a C4),
C4), carbanoyl-(alkyle en G ne
car bartdyl - (al kyl e on C & C04)|,
en C, a C4), anm noal kyle en
C, & C4), di-(alkyle en
pi peridino-(alkyle en C,
plpera2|ne 1-yl-(alkyle e
C4) - pi pera2| ne-1-yl - (al 4, hydroxy (aI koxy on C2 &

C4)-(al kyle en C, & CAY, xy onC & C4)-(alkoxy en C2 a C4)-(al kyle en
le/a C4), hydroxy-(alkyle en C2 & C4)-amino- 35 (alkyle en C, a C4),

KOXY 0N §ghs fuqefid ml a6t l6ydi @ 02 duls & dRéque 3JRup® R( Apleydn® MipeAdadmbit un graabky| e

él]/C 28 C4) hyldidiy afmimb kaakbdxye Barbamosile Géidido, Iadiyosry € alCk)ydatomyie, QRaliyle en Ci & Cu)-

C4) - t hi 0- ( ataltyamByle; N, N=di-(dikylsdan, C1 (3aCH-oarpanegle Brydroinino, (aioxyinipo em CCR Ca, alcanoy-
C4) - t hi 0- ( albkyshiao e CL2 C&, tipromisthbxygakytl dai\p Gnall@Ry an CA2 CryallydrediskkexG &n C2
& C4, (al catwkykgaraine 62 Ca 302, -dblalkyl¢ ah |08/ Conamde, pyrdlitline-1(ylel Ri lneanIPhO&‘O

C4) - (al koxypiginazioe-1gleChialkyle an Bok ¢+ )-pindtakits vlerﬂikmhloeﬁ"@i)é Ge( elkvisuliinylagn Gz 2 @

C4) - cass bonyalkylsalifordgn €n2 C. helg@nz;vlecear%é yauire guedgHugromfityie), 'yd@ga'kvlae" Ci a

N-(al kyl e 0Ofs: @Icamv@zp)\ Ga dr GrampysallieanGdy %r{a"exv 8!‘ @4 cnma'ww

C4) - car bano@kvig gn Roi P+ )eﬁi"‘(’}yeé.‘ C'f)ﬁ?FP‘?‘i‘éS' 1"

C4) - ami no- ( ‘K%B? ndh écﬁ‘)&ar oyt (ﬂ °(y%ﬂ Ryt (al o :
é-r) haI Oge ‘a IQFI %En@ i 'n éﬂ omo- :
c2 8 Q%a 6 §(?% ?
en
rb I

2Qal kyl e en 53 a 4 (autre que
4~ (R Camoyl e en C2 a
C & 4)-(alkyle on C, & C4),
en C a C4)-carbonyl-(alkyle en G &
t (alkyle en G & 04)- 90
N, N-d| (al kyle en C, C4) - car banoyl - (al kyl e
(alkyle on G a C4)-am no-(al kyle on

R al kyle en C, & C4),

no- il @ on O & A4),
Fal Kyl h ? {

C2 & 0), Ca a le Ik rfalkyle en 1 2 Cs)

C4) car bony "?"%‘é ‘ a 1504)_( &x@@@panqﬁb_c a
N-(al k fhi()@él )6 @I%PQ ) infelroxi( 5on Gz & Cs)-thio-

N N‘ dig(alk kﬁe Qﬁ‘c ;&é (@iyR! Y0, AN hicYRkyle en?C1@HEs), phénoxy-(alkyle

ani no- (‘al ky5ag] afm%an -(aﬁ« n G1( R EKY brEn@ifioikyi®é r/0:-2.01)&vand-@lkty/ b 81 BTN C2

4_G4), di - (Rlide¥afoBon@l 25C, CidroRyBikeR- dnadl; Yt a(aicadyie Bn €22 & )a)-(alkakyGamra il Gijri no

en C2 a C4, (alkalykeaXai aeﬁ)-@.lkoi:y /G2~ & a)) eampkys@ikoxg en &4 &yd. 5 (diKoonen Gind no-canor@l a

C4, benzani gkoxyl®arc dn@s whibamayhiakoxsien ChalGap eiRalkytaenoSi| 2.0d) cabaoykidkey €4.C: 2

hydr oxypal cacgyl, Bri-@Rylesn C23 & )odrbartai-tatbory 60161 @ C+h a@ifipalkogyoen C2 2 Call@ede®yiCam no

en C2 a C4) a Coeantboxglkokn b 6nd Chladiakylecn &2 G )-aai 0-@@1”@0% adh), g@cangyloxy en Cz

C4) - car bonyk Cs (rbrowralogrogieriom 62 &rC+ Calkey @1 Cr 2cGiHg pxy(es| %Gylp&ﬁ'iyh@'k% 9(':2 a

c4), N (al k§i & Gh pménoar-(amw @00 Ay ?Ia“""(%?'l‘%ﬂ'b arﬁ4 @h@w thio(@lkoxys

NN- di - (al kypleér@woﬁlkow U‘éﬂﬁlﬁ? "<° é 04) 4—
(al cantsyl an{aﬂ‘&'e Gﬁc R'ﬂf;az'“? Ly

(al canty ar 'g,(gl %'g#;%gén lhxlzﬁ;ggonyl é% mo |a6‘h CZ

A

| oquel le s ’a\grb‘ff 'H ggg )-,,E;(, ter
} n 1 ~carbamoyl- Iamln

facul tati ve(a ':a a@g"élfp ?| Sﬂ ol o (,CS (

al koxy_en C é cf’)"% a-m - ﬂ&m réeé:, rﬁh@n l-

i ndependa Ia ,n ,[}epheh{ﬂcy 5’6}6; antkAo-@M{i&Hino <§nr yﬂrﬁ@ﬂ’yﬁm' e,

am no, nitr kyﬁMﬁQQn c? @Ic% In@e b ¥y thh Cdc nylﬁrﬂlno (alkyfe enlc; M

S al kyl am ng g))-sfonyfanfirb hza f&i Bérﬁérﬁéhlfﬁamﬂo CAphénpiurdiao, bxopyrididise-Byle, (2,5-&
C4, al kyl sulyfokdpyrtoidife™ ﬁ% HBlo§2ho-@htaiylé Yoh D4 Iaf @ Pathifo, Bfdrédy-(dcahdhle EMLT,UNCHamAES
sel s phar Magdidky ShUE NEOd)-(RRdyRINGD R B 2&:), cbiok)-(ikamylatiito bRC2 A Cs), (alkoxy en G &

4- (4' - hydr oxy)esaibbiyh@lcarylamind ex g i Cij zalbarmay)-(aldanoflamino en C2 & C4), N-(alkyle en C; &

4- (4' - hydr oxcy)caibhindyblaicnoylamige erbC2 4 Cs)t Miblidefalyle exGioiiCaraarbdmoieaicateyldmino en C.

4- (4' - hydr oRyCahamino@ica®y@mde en Lok Cholelrieem@izd Ci)aminodricanqylazing 4n Cerd tGalookydirn| -

| i no) - 8- ndt hoxyqui nazoline, de la 4-(4'-chloranilino)-8-nethoxyqui nazoli ne,
de | a 8-hydroxy-4-(4'-mi- . 68



«t hoxyani | i no) q'Ui nazoline, de la 4-(4'-chloranilino)-8- hydro l |““|
de la 6-am no-4-(4'-amnoanili- n de la n‘m‘mn“‘m

4-ani |l i no- 6- met hyl qui nazol i ne ou geeé]@%ﬁ?%%%fhydrat e et dé _
4-anilino-6,7- di net hoxyqui nazoline ou de son chlorhydrate. 10 4. Derive de

qui nazol ine dgyd 8h &YlaSc.h- (aﬁiﬂoxa&hoyiaﬁlurb%ﬁﬂch €A 6:Qfansliequdne Ssubstiiaie lberZafié o gal
a l ou 2 et gHaGERifcHMIAEBu MimpoRPGUBEREUPE ahild SHAGHOMAST ENBiyleLdanGin duPitulint GR! peuy ,
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6. Dérivé de quinazoline de formule | suivant la revendication 1 et soumis aux réserves indiquées dans la
revendication 1, dans lequel (R"), représente un groupe 8-hydroxy, 7-hydroxy, 6,7-dihydroxy, 8-amino,

55 7-amino, 6-urdido, 6-trifluorométhoxy, 6-méthyle, 8,7-diméthyle, 6-méthoxy, 7-méthoxy, 6,7-diméthoxy,
6,7-diéthoxy, B-hydroxy-7-méthoxy, 7-hydroxy-8-méthoxy, 6-amino-7-méthoxy, 6-amino-7-méthyithio, 5-
amino-6,7-diméthoxy, 6-méthoxy-7-isopropoxy, 6,7-méthylénedioxy, 6,7-éthylenedioxy, 6-diméthylami-

no, 6-méthoxyméthyle, 6-(2-méthoxyéthoxyméthyle), 6-cyanométhyle, 7-(2-hydroxyéthoxy)-8-méthoxy,
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(b) pour la production des composés de formule | dans laquslle R' ou R2 représente un groupe
hydroxy, le clivage d'un dérivé de quinazoline de formule | dans laquelle R! ou R2 représente un
groupe alkoxy en Gy & Cs ;
(c) pour la production des composés de formule | dans laquelle R ou R? représente un groupe
alkylsufinyle en Ci & Cs ou alkylsulfonyle en C; & Cs, l'oxydation d'un dérivé de quinazoline de
formule | dans laquelle R' ou R? représente un groupe alkylthio en C; & Cs ;
(d) pour la production des composés de formule 1 dans laquelie R! représento un groupe amino, la
réduction d'un dérivé de quinazoline de formule | dans laquelle R' représente un groupe nitro ;
() pour la production des composés de formule | dans laquelle R' représente un groupe
alcanoylamino en C2 & C: ou alcanoylamino en C; & C.: substitué, urdido, 3-phényluréido ou
benzamido, ou R? représente un groupe acétamido ou benzamido, I'acylation d'un dérivé de
quinazoline de formule | dans laquslle R' ou R2 représente un groupe amino ;
(f) pour la production des composés de formule | dans laquslie R! représente un groupe alkoxy en
Ci & Cs ou alkoxy en Ci & Cs substitué ou R! représente un groupe alkylamino en C; & Cs ou
alkylamino en C; & C, substitué, I'alkylation d'un dérivé de quinazoline de formule I dans laquelle R!
représente un groupe hydroxy ou amino de la maniére appropriée ;
(9) pour la production des composés de formule | dans laquelle R' représente un substituant
carboxy ou un substituant qui comprend un groupe carboxy, I'hydrolyse d'un dérivé de quinazoline
de formule | dans laquelle R' représente un subtituant (alkoxy en Ci & Cs)-carbonyle ou un
substituant qui comprend un groupe (alkoxy en C1 & Cy)-carbonyle ; ou : :
(h) pour la production des composés de formule I dans laquelle R représente un substituant alkyle
en Ci & C: substitué avec un groupe amino, oxy, thio ou cyano, la réaction d'un dérivé de
quinazoline de formule | dans laquelle R' représente un substituant alkyle en Ci & C4 portant un
groupe déplagable avec une amine, un alcool, un thiol ou un cyanure approprié ; .
ot, lorsqu'un sel pharmaceutiquement acceptable d'un dérivé de quinazoline de formule | est
requis, I'obtention de ce dérivé par réaction dudit composé avec un acide convenable au moyen d'un
mode opératoire classique.

Composition pharmaceutique qui comprend un dérivé de quinazoline de formule |, ou un de ses sels
pharmaceutiquement acceptables, suivant I'une quelconque des revendications 1 & 9, ou un dérivé de
quinazoline choisi entre la 4-(4'-hydroxyanilino)-6-méthoxyquinazoline, la 4~(4"-hydroxyanilino)-8,7-mé-
thylénedioxyquinazoline, la 4~(4'-hydroxyanilino)-6,7,8-triméthoxyquinazoline, la 6-amino-4-(4"-aminoani-
lino)quinazoline et la 4-anilino-6-méthylquinazoline ou son chlorhydrate, en association avec un diluant
ou véhicule pharmaceutiquement acceptable.

Utilisation d'un dérivé de quinazoline de formule |, ou d'un de ses sels pharmaceutiquement accepta-
bles, suivant I'une quelconque des revendications 1 2 9, ou d'un dérivé de quinazoline choisi entre la 4-
{4'-hydroxyanilino)-8-méthoxyquinazoline, la 4-(4’-hydroxyanilino)-6,7-méthylénedioxyquinazoline, la 4~
(4’-hydroxyanilino)-6,7,8-triméthoxyquinazoline, la 6-amino-4-(4"-amincanilino)quinazoline, la 4-anilino-6-
méthylquinazoline ou son chlorhydrate et la 4-anilino-6,7-diméthoxyquinazoline ou son chiorhydrate
dans la production d'un médicament destiné & 8tre utilisé pour sngendrer un effet anticancéreux chez
un animal & sang chaud tel que I'homme. '
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