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piperidinomethyl - quinazoline 3-oxide.  A   wherein R[err] and R[err] each
represent a lower-  50                 sample was recrystallized from
acetone as  alkyl group or together represent a lower-
colourless needles of melting point 151-  alkylene, aza-(lower alkylene,
N-(lower alkyl)-                 153[err]C.
aza-(lower alkylene), oxa-(lower alkylene) or
thia-(lower alkylene) group, R[err], R[err] and R[err]             5
Preparation B:                              each represent a halogen atom
or the- tri-  55                   Reaction of 6 - chloro - 2 -
chloromethyl-  fluoromethyl, nitro or cyano group or a                 4 -
phenyl - quinazoline 3-oxide with a solu-  lower-alkyl or lower-alkoxy
group, R[err] and R[err]                 tion of morpholine in methanol and
isolation  each represent a hydrogen atom or a lower-                 of
the product in the manner described in  alkyl group, R[err] represents a
lower-alkyl or             10  Example 2A) gave 6 - chloro - 2 - morpho-
aralkyl group, n is an integer and X[err] repre-  60
linomethyl - 4 - phenyl - quinazoline 3-oxide.  sents an anion of an acid
having n displace-                 A sample was recrystallized from
aqueous  able hydrogen atoms and wherein the broken
methanol as pale yellow prisms of melting  lines denote that the groups or
atoms attached                 point 184-185[err]C.
thereby are optional.
2) Derivatives as formulated in Claim  1, 65             15  Preparation C:
wherein R[err] and R[err] are absent and R[err] and R[err]
5.0 g (16.4 mmol) of 6 - chloro - 2-  each represent a hydrogen atom.
chloromethyl - 4 - phenyl - quinazoline 3-    3) Derivatives as formulated
in claim  1,                 oxide  were added portionwise to a stirred
wherein R[err] and R[err] are absent, R[err] and R[err]
mixture  of 50 ml of ethylenimine and 14  each represent a hydrogen atom
and R[err] is  70 



20  ml of triethyl amine at 0C. After 1.5 hours  present and represents a
chlorine atom.                 at 0[err]C, the precipitated product was re-
4) Derivatives as formulated in claim  1,                 covered by
filtration and washed with petrol-  wherein R[err] and R[err] are absent,
R[err] and R[err]                 eum ether. Recrystallization from
(methylene  each represent a hydrogen atom, R[err] is pre-
chloride)/hexane  gave 6  - chloro  - 2-  sent and represents a chlorine
atom and R[err] 75            25  ethyleniminomethyl - 4 - phenyl -
quinazoline  and  R2  together represent an  ethylene,
3-oxide as pale yellow needles of melting  propylene, butylene,
pentamethylene or hexa-                 point 169-171[err]C.
methylene group.
5) Derivatives as formulated in claim  1,                Preparation D:
wherein R[err] and R[err] are absent, R[err] and R[err] 80
6 - Chloro - 2 - chloromethyl - 4 - phenyl-  each represent a hydrogen
atom, R[err] is pre-            30  quinazoline 3-oxide was reacted with a
solu-  sent and represents a chlorine atom and R[err]                tion.
of pyrrolidine in methanol and the pro-  and R2 together represent a 3 -
oxa - penta-                duct  was isolated as described in Example
methylene group.                2A) to give 6 - chloro - 2 - [(1' -
pyrrolid-    6) Derivatives as formulated in claim  1, 85
inyl) - methyl] - phenyl - quinazoline 3-  wherein R[err] and R[err] are
absent, R[err] and R[err]            35  oxide as pale yellow needles of
melting point  each represent a hydrogen atom, R[err] is pre-
159[err]-161[err]C (with decomposition).           sent and represents a
chlorine atom and R[err],                   The 6 - chloro - 2 -
chloromethyl   4-  R[err] and R[err] each represent a methyl group.
phenyl - quinazoline 3-oxide referred to in   7) A  pharmaceutical
preparation compris-  90                Example 2 and the foregoing
preparations is  ing a quinazoline derivative as set forth in            40
claimed  per se in the specification of our  any one of the preceding
claims in admixture                Letters Patent No. 864,825.
with a compatible pharmaceutical carrier.                   Having regard
to the provisions of Section    8) A process for the manufacture of the
9 of the Patents Act, 1949, attention is  quinazoline derivatives
formulated in claim  95                directed  to  the  claims of  Patent
No.  1, which process comprises treating a tertiary            45
1,043,152.                                  amine of the general formula
WHAT WE CLAIM IS: - 



1) Quinazoline derivatives of the general                formula [err]
wherein R[err], R[err] R[err], R[err], R[err], R[err], R[err] and the
broken lines have the significance given in 100
claim 1, with a quaternizing agent and, if
desired, exchanging the resulting quaternary
salt anion with a different anion.                          1,144,515
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2A) to give 6 - chloro -  2 - [(1' - pyrrolid-    6) Derivatives  as
formulated in claim  1, 85     inyl) - methyl] - phenyl - quinazoline 3-
wherein R[err] and R[err] are absent, R[err] and R[err] 35  oxide as pale
yellow needles of melting point  each a represent a  hydrogen  atom, R[err]
is pre-      159-161[err]C (with decomposition).  ..       sent and
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preparation compris-  90      Example 2 and the foregoing preparations is
ing  a  quinazoline  derivative as set forth in 40     claimed. per se in
the specification  of   our  any one of the preceding daims in  admixture
Letters Patent No. 864,825.                  with a compatible
pharmaceutical carrier.        Having regard to the provisions of Section
8) A process for the manufacture of the      9 of the Patents Act, 1949,
attention is  quinazoline derivatives formulated in claim  95      directed
to  the  claims  of Patent No.  1, which process comprises treating a
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general formula        WHAT WE CLAIM IS: -        1) Quinazoline
derivatives of the general      formula
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wherein R[err], R[err], R[err], R[err], R[err], R[err], R[err] and the
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1, with a quaternizing agent and, if
desired, exchanging the resulting quaternary
salt anion with a different anion.  



6                                        1,144,515          9) A  process
as set forth in claim  8,  diaz[1,4]epine  4-oxides  of  the  general
wherein a tertiary amine in which R[err] and  formula       R[err] are
absent and R[er] and R[err] each represent       a hydrogen atom  is used
as the starting   5  material.         10) A  process as set forth in
claim   8       wherein a tertiary amine in which R[err] and       R[err]
are absent and R[err]  and R [err]  each represent       a hydrogen atom.
and R[err] is present and   10  represents a chlorine atom  is used as the
starting material.         11) A  process as   set forth in claim  8
wherein a tertiary amine in which R[err] and      R[err] are absent and
R[err] and R[err] each represent   15  a  hydrogen atom, R[err] is present
and repre-  wherein R[err], R[err], R[err], R[err], R[err]  and  the broken
45       sents a chlorine atom and R[err] and R[err] together  lines have
the significance given in claim  1       represent an ethylene, propylene,
butylene,  and  R[err]  represents a  lower-alkyl, lower-
pentamethylene or  hexamethylen group  is  alkenyl, lower-alkynyl  or
(lower cyclolkyl)-       used as the starting  material.            (lower
alkyl) group, which comprises reacting   20    12)  A  process as  set
forth in claim  8, a quinazoline derivative as claimed in claim  50
wherein a tertiary amine in which  R[err] and  1 or claim  15 with ammonia
or a primary 



R[err]  are absent and R[err] and R[err] each represent  amine of the
general formula       a hydrogen atom, R[err] is present and repre-
sents a chlorine atom and  R[err] and R[err] together
H[err]N-R[err]   25  represent a 3 - oxa - pentamethylene group       is
used as the starting material.          wherein R[err]  has  the
significane given  earlier       13)  A  process as set forth in claim  8,
in this claim.               55       wherein 6 - chloro - 4 - phenyl - 2 -
di-    17) A process as set forth in claim l6,       methylaminomethyl -
quinazoline 3-oxide is  wherein said primary amine is methylamine.  30
used as the tertiary amine starting material    18) A process as set forth
in claim  16,       and is treated with a methyl quaternising
substantially as described with reference to       agent.
part C) of Examples 1 and 2.                60         14) A process as set
forth in claim  8,    19) Benzdiaz[1,4]epine  4-oxides  of the
substantially as described with reference to  formula first written in
claim  16, when   35  part A) of Example 1 and part B) of Ex-  manufactured
by  the process claimed  in       ample 2.
claim 16,  claim 17 or claim 18.         15)  Quinazoline  derivative  as
formulated       in  claim 1, when manufactured by the pro-            W.
D. WHITAKER,       cess claimed in any  one of claims 8 to 14
Patent Agent   40  inclusive.                                   for F.
HOFFMANN-LA ROCHE & CO.,         16) A process for the production of benz-
Aktiengesellschaft. Printed for Her Majesty's  Stationery Office by the
Courier Press, Leamington Spa, 1969. Published by the Patent Office, 25,
Southampton Buildings, London, W.C.2, from which copies may be obtained    


