5
qui nazoline 3-oxide. A wherein Rerr] and R err] each
50 sanple was recrystallized from
acetone as alkyl group or together represent a |ower-
col ourl ess needl essfof nelting point 151- al kyl ene, aza-(lower alkyl ene,
N-(lawer al kyl)- ' : 153[err] C.
aza- (| ower al kyl ene), oxa-(lower al kyl ene) or

IDP:ES;E:‘;? :Aﬁ:]%llé“yl enei)p AOFEW i SﬁfgﬂFiﬂA%ﬁent a hal -ogeﬁ _at om

1, 144,515
pi peri di nonet hyl -
represent a | ower-

or the- tri- -55 : No beagings of 6 - .chloro - 2 -

chl oro hyl - _flyoronethyl,. nitro or cyano group or. a. 4 -

phenyl et qUig&E ERNTS3-oxide with a solu- | ower-al kyl 171]4:4)51[50xy

group, WA et : tion of .norpholine in nethanol and
t Dgte of

‘ F@f?’&g@ﬂ anghfdjpg Eomplete Spselfication: 11 fan., 1967.

) b Nadd$84&hed i n group, Rlerr] represents a
1 Avlicationemade ) UnitedSyatey ofl AmeBca-(Ne ISRIS§ I on 19ans, 19861 pho-

i nCerplate SpestficarprfiuplishedopMerch, IBQ.

- @PYGopHrightd968- oxi de.  sert's an ani on of an acid
L - recrystallized from

i sol at il /
t he prqalld al kyl
| ower - \

ar al kyI,_;g

| i nomet ky d
having n displa&e= ~~ = . = A-spRpke—wes
aqueoui abl e hydrogen atons and wherein the broken
met han et postpEances —Ca W (1577Gs HE/NS+ 1E7RY. tUF2(g,. 1F2D3ks. ‘denot e that t-he: groups or
atons dgy &bhe@ 07 d'51/48, C 07 d53/06, Copaismpo 184-185[ érr]C.- - - ¢ o L

thereby are,optional . . .= - : :
2) Derivatives as fofmul at e$OMPLETE $RECIFICATION. - -

' 15 .Preparation C

wher ei n

5.0 g (16, 4%‘@%%1@%&;@; i

chl oromet hyl -4 - phenyl -

in claim 1we, F. HorFmann-La

Conyersign

o

i

err]

Cand Rlerr] . .
rfoxd FMP@Q‘% atom

'3) ‘Derivati.ves as fornul ated

wherein R
m Xt ur egy
and Rl egr]

| Roa@gi&i%,we&%ﬁ&_@ﬂ%i pOrdb oW se tq a stirred
TIENGESEIOL SERARY, fa] s‘_ﬁssec&{ps@nai, £ of hraltf10orétipS Fjﬂ' . an?tisnt:g(:lrowagd 25
TeprRechrs rat (Biniof @f) an Acill HAWiRIEN at om

et foiano

b e’pray- that a patent ‘may be granted
to us,’ and' the method by which it is. to be
performed, to bé particularly described. in

X
n displaceable hydrogen atoms and wherein
the broken lines denote that the groups or
atoms attached thereby are optional. =

s and by the following ‘statement : — - The novel derivatives aforesaid:. possess 30
' < ‘The present invention is concerned with useful cardioactive or antibacterial properties.
10 novel' quinazoline derivatives and a process J1D€Yy may be used as medicaments in the
for the manuféicture and conversion thereof. ~ form of pharmaceutical - preparations which
- The mnovel quinazoline derivatives provided contain them-in admixture with a compatible
.. by the- invention may be formulated thus: pharmaceutical carrier. This. carrier; can be 3§
A S o an.organic or inorganic, solid: or liquid carrier
IR suitable- for enteral (e.g.. oral) or parenteral
. F - o) administration.- For making .up- the prepara-
o f g6 10 . tions there. may be employed' inert substances
Y SR I £ . such. as - water, gelatin, lactose, starches, 40
N /N\-_ I’ —gl T magnesium stearate, talc; vegetable oils, gums;
Adoe N Y a2 polyalkyleneglycols, ‘petroleum- jelly . or' any
i 'Ré"'"\/'\;” (- S T other .cs;mpatnble- carrier . useful- for- the
R e x.(n-) Ppreparation  of medicaments. The pharma-
N .. ceutical preparations may be in solid form 45
R [, (for-example, as tablets, dragées, suppositories
N or capsules) or in liquid form (for example,
W as solutions, emulsions - or suspensions). If
| _ _ 1a dqsued, _tl;ey may be sterilized and/or con-
_ — tain auxiliary substances. such as preserving 50
) ' agents, stabilizing agents, wetting or emulsi-
‘ _ fying agents, salts for varying the osmotic
15 wherein R! and R? each represent a lower- pressure or buffers. They may also contain
alkyl group or together represent a lower- therapeutically useful substances other- than
alkylene, aza-(lower alkylene), N-(lower the: novel derivatives: provided- by. the inven- 55
alkyl) - aza - (lower alkylene), oxa - (lower OB, * ° - - . : R
alkylene) or thia - (lower alkylene) group,  The novel derivatives aforesaid are also
20 R’ R* and R°® each represent a halogen atom useful in' that they can be converted in
or the trifluoromethyl, .nitro or cyano group a -manner to be described hereinafter into
or a_lower-alkyl or lower-alkoxy groups, R® e 60

and R' each represeiit a hydrogen atom or a
[Price 4s, 6d.]: - e

pharmaceutically useful - benzdiaz{1,4]Jepine
4-oxides of ‘the general formula. LR

S .
it R
s SRR



20 m of triethyl amne at OC. After 1.5 hours present and represents a

chl orine atom at O[err]C, the precipitated product was re-
4) Derivatives as fornmulated in claim 1, covered by

fil tratsom~and washed with petrol- wherein Rlerr] and Rlerr] are absent,
Rlerr]. and R err] eum et her. Recrystallization from
(met hyl ene each represent a hydrogen atom R[err] is pre-

chl oride)/ hexane gave 6 - chloro - 2- sent and represents a chlorlne
aton1and2R[err] 75 .. .. .25, eipubgﬁlnlnonethyl 7;. -.phemyl - -
qui nazol i -ogeth ' N B

3-oxide as pale yell ow ne-edl 'es ‘ofﬂs]mel.t |—ng propyl ane, buttyl ene,
pent anet hyl ene or. hexa poi nt 169: &Zl&_(é)] C.. .

net hyl ene gr. oup 7\
5) Derivatives asg¥ g{ll at}Q‘gl n claim 1
wherein Rlerr] amf N absent; R[err] and: err]

6 - Chloro - 2 - chl or‘glf - 4 - phenywherem
atom Rl err}:i s pre-gi- .30 . qui- nazﬁlja} m%
af

solu- sent and repres S’ a chl orine at og;h@.ng.
of pyrrolidine in net hanotn)and the pro-- —RZ:rt-eye(toheralkY@

oxa - penta-’ — R’ an S |sotn %“%99 ﬁhd qls 3 or
met hyl ene gr Og:%e the EFmﬁcance &1%(& m eans fodi

pyrrolid- @inm and ﬂugﬂne Chloritie and
inyl) - rretmyloi,ver-almh}e Ny (hwwlmmylb-dwee ﬂumtmmmmef edr Tl}e arplkyl %@P rlﬁ

absent, Rerr ]llkséhdmﬂ{ fergbly gobepay es of
ror i ng point 8 Eéﬁ%g%ﬁwm%@ R AL

159[err] - 161[@51&1; MhedRCIAIHRAS lat 4@ Interesting clssemofamﬁelr@pnaaﬂmts a
chl ori ne atlonchakickr rmheqt gham ‘alkyl group contain-  derivatiyes g'mudeghlp ghg mvegtlon com-

on o Y T B IP eN h Tedi % ﬁ?‘ )

s S ST R R

preparation. Cﬁﬁﬁht-&mm branched—chaln alkenyl ERARpE &' Zaoarrebresm of lydeogai 91 |
ey aepd/ B*: dgspresent -a TePFCSGOEE B chlorme 40

prepar at i oni§ Igs)upm [Soptaining | mq'a ¢, nfand

A t: 10
claimed per e ¢ i‘dO@Iﬁ’m;,ﬁ‘ﬁi? ' %%ﬁiﬂ
claims in adm Xl Q aﬁ%git-chﬁf }g %néh&de&ﬁerﬁr R Iﬁa M:%lg; repreSefits 3 'o§§e atom
W th a conpat a1 @h@ﬁ Eﬁﬂ&iﬂlﬁ indtavhorcCtham seen . and R1 and R? together represe g egar d
to the prodsicobm atmsGeg: L butyny. qudgfgc H&%‘gﬁ;

9 of the Pat er‘i’t“%‘:g%%t“e %ﬁ‘ “‘: a%ﬁ’L o dharet ?éﬁlm%iup an ose m

formul'ated in aﬁhx@' ﬁbup ntaining ‘from: one to sevefli My Gﬁdatorh,d{’ it ﬁh@sentmhtarepﬁsemﬁ a Pat ent
No. 1, which cpbacass wdhiprtemelower expilylj ahl and R? and R* togethen wepre-

1043, 152, B & wed o s Gl g e, St 4y s Dppeyon g U o

WHAT VE CLAI Mgk hen taken: together, represent a lower- by the invention are those in which R* and
alkylene, am—(lower -alkylene), N-(lower R® are absent, R®* and R’ each represent a
alkyl) - aza: ~ (lower alkylene), oxa - (lower hydrogen ‘atom, R® is present and represents

30 alkylene) or thia - “(lower -alkylene) group a chlorine atom and; RY, R? and R éach 85
such :that' together : with the -nitrogen atom represent a methyl group.™
to which they are attached they forma hetero- According to the process provrded by : the
cyelic: radical containing: from' three to seven invention, the novel quinazoline: derivatives
ring “atoms. The: term- ‘lower - alkylene’ “de- aforesaid - are manufactured by treating a

35 notes a straight - chain or branched - chain tertiary amine of the general formula :
alkylene group represented by the formula .

i . a . R R URIN ' ﬁs_i 1
NI TN N/ \o s
wherem the symbols a and b each represent T . T
. - a hydrogen atom: or a lower-alkyl group’ and - . f_ 35 /\”
40 can be the same or dlfferent and 4 823 4 Jf\/
"The .- tetms - aza—(lower alky,lene)" N~ (HI)

lower alkyl)-aza-(lower . alkylene)’y..-‘oxa- - .
e Elower alklglyer)re)’ a(nd - %thia-(lower - alkylene)’ wherem R* RZ,: R” R‘ Rs R‘ R and the
45 represent an alkylerte - ‘chain- which. is ‘inter- - broken.. lmes have the . slgmﬂcanqe an;gllven
rupted by a single NH or N-(lower alkyl) earlier, with a quaternizing agent ,
group or an oxygen or sulphur atom and can desired, exchanging the resulting: quaternary -
‘be represented by the formula salt: anion with a different anion,



1) Quinazoline derivatives of the general formula [err]

wherein R err], Rerr] Rerr], Rerr], Rerr], Rerr], Rerr] and the
broken |ines have the significance given in 100 _

claiml, with a quaternizing agent and, if ' T
desired, exchanging the resulting quaternary

salt anion with a different anion. 1, 144,515

- quinazoline 3-oxide. A wherein Rerr] and

pi peri di nomet hyl _
114830 e was.recrystallized from

5

Rlers] .each represent. .a | over- 50
acet g as _éi‘l"kyf' etier , '

needl| es ‘of _ et fenigrypuning stififig magekikly | of n dimethylasulphaevend  dibty |salplate) bt 61 ower

al kyl) -
al kyl ene) ,

Rlerr], R

O e i
each repregﬁﬂaﬁym@

fo: I 11gé"own “and’ can-‘be: readily
)

pr known, . procedures, | Intérestin,
eff formeln AT Fehripris “tHvse il

IR d R eash reptve
_ atom, - those  in - which
R*.and R® are absent, R* and R’ each repre-
sent a hydrogen atom and R? is present and
represents a - chlorine atom, those in which
R*aid R® are absent, R® and R” eachi repre-
sent a hydrogen atom,; R® is ‘presefit and
Tepresents a chlorine atom and R* and R®
together ‘ represent an ethylene, propylene,
butylene,  pentamethylene or" hexamethylene
group ‘and ‘those in-which R* and R¥ are
absent, R® and R’ each represent a hydrogen
atom, R® is present and represents a chlorine
atom and R® and R? together - represent ‘a
3 - oxa - pentamethylene group. 6 - Chloro-
4 - phenyl - 2 - dimethylaminomethyl-
quinazoline 3 - oxide is an: especially inter-
esting - tertiary “amiine : starting ' material’ of
formula III and the' treatment thereof - with
a’ compound ‘of formula:IV in which R
represents a methyl  group :‘constitutes: an
éspécially  interesting embodiment -of “the
present process. Specific examples of other
tertiary amine starting ‘materials of formula
IIX are 2 - dimethylaminomethyl = 4 - phenyl-
quinazoline 3 - - oxide, 2 - hexamethylen-
iminomethyl - 4 - ‘phenyl - quinazoline 3-
oxide, 2 - morpholinomethyl - 4. - phenyl-
quinazoline 3 - oxide, 6 - chloro - 2 - [(1’-
pyrrolidinyl) -'methyl] - 4 - phenyl - quinazo-
line 3 - oxide, 6 - chloro: - 4 - ‘phenyl -"2

. piperidinomethyl - quinazoline 3 - oxide, 6-

chloro - 2 - ethyleniminométhyl - 4 - phenyl-
quinazoline 3 - oxide, 6 - chloro - 2-
miorpholinomethyl - 4 - phenyl - guinazoline
3 -‘oxide, 6 - chloro - 2 - [hexahydroazepinyl-
(1) = methyl] - 4 - phenyl - quinazoline 3-

- okide; 6 - chloro - 2 - dimethylaminomethyl-

50

4 -'phenyl - quinazoline 3 - oxide, 6 - tri-
fluoromethyl - 2 - diméthylaminomethyl < 4-
phenyl -"quinazoline 3 - oxide, 6 -: chloro-
2 -‘dimethylaminomethyl - 4 - (2 - chloro-
phenyl) = quinazoline'3 - oxidé, 6 - chloro-
2 - dimethylaminoiethyl - 4 -"(2 - fuorb-
phenyl) - quifiazoline 3 - oxide, 6 - methyl=
4 - phenyl - 2' ."piperidinomethyl - quinazo-

., . line 3 - oxide, 6 - chloro'~ 4 - phenyl - 2-

65

[(1”- - piperazinyl) - methyl] - quinazoline
3 - oxide and 6 - chloro - 4 - phenyl ='2-
[(N* - methyl - 17 - piperazinyl) - methyl}-
quinazoline 3 -'oxide.” =~ v

* The . treatment (i.e. ‘quaternization) of a
tertiary amine of formula ITI with a quatern-
izing agent can be accomplished by any of
the usual techniques for quaternizing amines.
Thus, it can be accomplished  using, as the
quaternizing agent, a lower-alkyl halide (for
example, methyl iodidé, methyl bromide,
methyl chloride; ethyl jodide and ethyl chior-
ide); a“di(lower alkyl) sulphate (for example,

hterials
QR ¢

lower-alkyl " arylsulphonate _ffor, - eiampler

T, coron b e mpe O zotfd dlEe) T OUP,

¢i¥ks faforesaid can be: derived from any of
thei well-kndwn organic or inorganic acids.
Thus it can be an dnion derived from the
quaternizing agent used in the foregoing pro-
cess or it can be . a ‘different anion which
can ‘be obtained, if -desired, by exchange
with a salt: of ‘4" mineral acid (such as-a
hydrohalic: acid,  sulphuric acid or phos-
phoric acid) or an- organic acid (such as
paratoluenesulphonic acid, maleic acid or tar-
taric acid). - R _

" The novel quinazoline: derivatives: of
formula I sare converted into the benzdiaz-
[14])epine-4 - oxide. of formula II by re-
action with-ammonia or a primary amine of
the general formula - D -

H,N—R® ™

wherein R® has the significance given earlier.
. The reaction of a quinazoline derivative of
formula I with ammonia or a primary amine
of formula V [ie.. a’ lower-alkyl amine, a
lower-alkenyl amine, a lower-alkynyl amine
or -a (lower cycloalkyl)-(lower alkyl) amine]
can be carried out in the presence of an
inert solvent: such as' water, an alkanol
or an -cther (e.g. tetrahydro-pyran and di-
oxan) of, if desired, it can be carried out
using ' the 'dmine reactant as the reaction
solvent, The reaction is preferably carried
out ‘at about ‘room temperature or at &
temperature slightly ‘above room tempera-
ture. It can be carried out at higher or lower
temperatures; suitably at a temperature with-~
in  the range of from minus 60°C to 150°C.
The preferred primary amine of formula V
is ‘methyl -amine. . -
- The- - benzdiaz[1,4]epine - 4 - oxides: of
formula: II hereinbefore in which R® (when
present) represents a halogen atom- or a lower-
alkyl - group, R* (when present) is in the 8-
position and represents a halogen atoni or a
Iower-alkyl group; R® (when present) repre-
sents'd ‘halogen atom or the: nitro group or a
lower-alkoxy group, R® is absernt and R*®
(when ‘present) represents & lower-alkyl or
lower-alkeny! gfoup are claimed per se in the
gpecification- ‘of our Letters Patent No.
864,824. The benzdiaz[1,4]epine 4 - oxides of
formula II in' which one of R® and R* is
present and represents -the . triflusromethyl
group (R* being in the 8-position when pre-
sent), R® and R® are absent and R® (when
present) represents a lower-alkyl group are
claimed per se in' the specification of our
Letters: Patent No. 972,969. The benzdiaz-
[1.4]epine 4-oxides of formula II in which
R® is present and represents the nitro group,
R%, R® and R are absent, R® (when present)
represents a halogen:atom and . R®. (when pre-
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Reaction of 6 - chloro -2 - chloronethyl- fluoronethyl, nitro or cyano
group or a 4 - phenyl - quinazoline 3-oxide with a solu- | ower-alkyl
or | ower-al koxy group, R err] and R err] tion of norpholine in

nmet fianol. and i solation €ach repréesent a hydrogen atomor a | ower- of
the product in the manner described in alkyl group, R err] represents a.
| ower -al kyl or 10 Exanple 2A) gave 6 - chloro - 2 - norpho- aral kyl
group, nis an integer and X err] repre- 60 i nonethyl - 4 - phenyl ‘-
qui nazol i pe 3 OXIde _sents an anlonlgpjgg aC|d haV|ng n di,spl ace- A
sanpl e ST e clev NI . . SR

t he br oken

sentpmtei:rasam# aaslomhkyl giohmvurqorm&hsnemﬁmerml 120ng1 .ofll mahaénoldmitot.ss tﬁ“at
t he groups or Sigimest: )

tentw%ggpgg'i@tmmtm 1@&[5@ o tempeniars, Siiing

thereby are Obitls;? wing ‘Examples. stQErthélﬁlro! v 15 coes d. in"
15 Prepar & i @& anld: conversion provided by the inven- <30°C d11u Owith
are absent andonk| err] - and R[err] .- 5. @ith giydt(n‘hﬁnd- at:ﬂ‘DI'I)heodbluﬁon- wahlmo -

2- h t a hyR tom- o fﬂﬂe‘ft@m her go .1 n-basic
20l i no. 50, The o fs*o!gi:yg%?.en;?) Bpermi’&if“é&& °%1$Hﬁ ?a"“"g"

qui nazol i ne 3- A “soluitibn with: e were
added port 1@niese - 20 - adifkthfliisomertdie-C 4N & ﬁihl’l}ydroﬂlﬂd sohlre] oﬁr ¢ &ﬁ& sent ,
Rlerr] and R]ehemj - qu;t;amn)ctijr @xidd m5ﬂ) ml Obf dtatggnz setipitated and vandecq.wed duch 75
represent a ge e‘bgf“ he at

0C. After 1'"%1‘(??8?@ xgl r(?lr?;ﬁj s%@xﬂ : s%na?rn?ﬁl) o lene ‘gflgléﬁ)/hexan

O[err]C, the @n ft adxgpﬁ"@dm-uaamagwﬂga (1)] etk + ¥ atghugb-. qﬁnatﬂihéml ated in.
claim 1, [((c ed4 phenyl t 2 apquisprobinyl}- wesideeod nwltmhp ett?361—100°ﬂ15 rehery §Q err]
and Rlerr] ar tgzs;n"r;‘]mf“ o 'é{]iﬁ’{sﬁgﬁ- es ﬁ}? f ﬂ zation
from (nethyl 61‘99 ldeRpsition). THEttHed eghoaly r]is pre-7 "

chl ori de)/msxmmtall fzﬁm methibD radsed -th€- - sent - and represents a. chl orine

at om and R[] erm§lt St t‘eﬂ%ﬂ-&?ﬁﬁ withe tdey | Bl 'Kle-P. UI ol i ne  and
Rlerr] toget h&F p‘“;‘\ Pesent an “ethylene, Tf%h ﬁ“&f 4 %e@dl es
of nelti ng pB PhHe ofversibntt VI ene, -pent. arret& ?efa@hygr enyl\. qmﬂgé

169[err] - (1) 1. g (2:19° mmol Of {(6. - chloro-#yét hegiidenie: 190 oulpof -acetone  were. added at "<
der i e B = trmiatdaiad

wher ei n R[ er rﬁlo%aa t?,ﬂf:@&mimﬁ La 28 l eJnﬁ a@ﬁﬁrj washtd . with acetond

Chloro - - fthyd aminetibal sealed4tube ays od efemrcqsﬂliﬁan@ fagml el At oM
Rlerr] |s eat: ZP—28%G-nakel thﬁetlsleshpd@bq/va H ~\l{6t heldpro s 4 upbendent and
eprcent o5 TR o g% B b P gonol
and the pro- g - of Kbg Bleths 'l rt&%lﬁ-se egih 08°—02§l@°C( posmon)d was

isqlated as tﬂhasmsﬁlmdmdleﬁpbthI

35

50
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60

the resulting résidue was partitioned between
ice-cold dilute hydrochloric- acid- and- ether.

. The aqueous-acid layer was carefully- made

basic- with dilute- sodium -hydroxide- solution
and the. precipitated 7 .- - chloro- - 2. - methyl-
amino - 5 - phenyl' - 3H - bmzdwz{l Al
epine ‘4-oxide was recovered by extraction
with methylene cbride to give an orange-
yellow ‘crystalline residue. Trituration with
acetone gave 7 - chloro - 2 - methylamino-
5 - phenyl - 3H - benzdmz[1,4]epme 4-oxide
as pale yellow plates. of meltlng point: 236°
238°C, -

The same reaction was also carned out at
minus 5°C to minus 10°C for 6 hours.

(i) 0.77 g (1.69 mmol) of {(6 - chloro-
4 - phenyl - 2 - quinazolinyl). - methyl]-

trimethyl - ammonium -iodide 3-oxide was

treated. with 12 per cent methyl amine in
25 ml of methanol and the product._.Was
isolated in the ' manner described in- Ex-
ample 2C ' hereinafter to give 7- - chloro-

. 2 - methylamino - 5 - phenyl - 3H: - benz-

diaz[1,4)epine - 4-oxide . of meltmg pomt

235°—237°C
 EXAMPLE 2 -
Ay’ The preparatlon of the starting: matenal
30.5 g (0.10 mol) of 6 - chloro - 2
chloromethyl - 4 .- phenyl - qumazolme 3-
oxide were added portionwise to ‘a stirred
solution of 70 g (0.07 mol) of hexa-

I eerpstallizations . - from . -methanol
aﬁ'ord?? yellow prisms . of melting . pomt

205 °—207°C (with decomposxtxon)

C) The convetsmn,. S

.1.0 g (1.96 mmol) of 1.- {(6 = chloro-
4 . phenyl -.2 - quinazolinyl) - methyl] - 1-
methyl - hexahydroazepinium iodide N?-
oxide was-added portionwise to a.stirred 12
per: cent: solution: of ‘methyl amine in. 20 ml
of methanol at room temperature.' The mix-
ture was-stirred for a. further 69 hours and
was then filtered:. The filtrate was, evaporated
and the resulting residue was. extracted .with
a mixture. of - dilute ‘hydrochioric. acid -and
ethier. The aqueous acid layer was filtered and
made basic with:diute sodium hydroxide solu-
tion. Extraction with methylene  chforide
afforded 7.- chloro - 2 - metliylamino: - 5-
phenyl .- 3H - benzdiaz[1,4]epine 4-oxide.
Trituration with acetone gave pale’: yellow
prisms. of melting point 2349—237°C. . :-

The following preparations. dlustrate the
manner in-which other tertiary amines useful
in: the process prov1ded by the invention can
be obtamed ' _ . c

Preparatwn A L

‘Reaction of 6.~ chloro 2 chloromethyl-
4 = piperidine in methanol and. isolation of
the .product in the manner described in ‘Ex-

ample 2A), gave 6 - chloro.~ 4.- phenyl -.2-

o 100

105
110
115

120

125



2A) to gi\)e 6 - chloro - 2 - [(1 - pyrrolid- 6) Derivatives as
formulated in claim 1, 85 inyl) - methyl] - phenyl - quinazoline 3-
wherein-Rlerr] and Rlerr] are absent, R err] and Rlerr] 35 oxide as pale

each a represent’a hydrogen atom Rerr]

yel | ow needl'es of nelting point
sent and 5

I's pre- 159- 161 grr] C (with deconmpogi§ison) .

r epr eseft-s—a—ehtort et _ et The——6 -2
chl or onkt hy| 'pipefidinoridityt r-] quimebliftf roxide.c Ak h wherpin eRfedtid BF et Bapkes@t QUBwer- 50
phenyl - qui n&®PE| s M‘&Eﬂ,m@f&e@ jasoa ogt) o\ tepitherneepresent @ albwer-
prepar at i on c@%‘éﬁ?ss-m gy of melting- paint, 1 "7 af Hea lgg)do f&ﬁé}?@aﬂ?@m- is
ing a quinazoline derivative as set foifiliéwer 4ylend) %,I Hebeé :% gsetin
t he speci f ScakremrationB: qur = any one of t leahprepresenti 9 chaldgen NRom Nor BE AT 58 €
Letters Pate Qi Resgtiong £ odhlpro - 2 - chloromethyl-  fuoromydyshy %igeO &Y40p| group or a
phar maceutic on&@'}}oi'p% line in'methanmﬁhi@itlfgéfcﬁrr _esfth IEE@IXSE%RQ lltl:\iwg—Ct | on
8) A process dfahe pfoduditn Whedbnhére d@bribed16n  alkyl [ REhgpdesth® N ﬁwécatmeilwg,

cehl Ay A - 2
CTimroT o

odpl R

attention 1% ! gl AhBave 6 -lddalo{waz,l-mv_ﬁoor analkplt grelipj m iscindnteger £ X repreli r@ct ed
B - P inazoline i0, a i splace
to the clai et i Jhtt EOrsger ShER L%@é‘g ‘?ﬁﬁ“ Ly
tertiary 45 . ', abopale yellow prisms of melting lines denote that the groups Fﬁ aa chi?e-
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