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Aktiengesellschaft, a Swiss Company, of 124—
184 Grenzacherstrasse, Basle, Switzerland, do
hereby declare the invention, for which we
pray that a patent may be granted to us, and
the method by which it is to be performed,
to be particularly described in and by the
following statement: —

The present invention relates to novel benzo-
diazepine 4-oxides and to a process for the
manufacture thereof.

The novel benzodiazepine 4-oxides provided
by the invention are compounds of the general
formula:

wherein R* stands for a hydrogen atom or an
alkyl, alkenyl, hydroxy-alkyl or alkoxy-alkyl
group, R? stands for phenyl or a nitro-phenyl,
halogeno-pheny! or alkoxy-phenyl group, R®
stands for an optional alkyl group and R* and
R5 each stands for an optional alkyl or halo-
geno group (the bonds to the optional groups
being denoted by broken lines), and acid addi-
tion salts thereof. These substances are useful
as sedatives. They may be administered orally
or parenterally in the form of the base or a
salt thereof with a medicinally acceptable acid
in conventional dosage forms such as capsules,
tablets, powders or injectables for example.
They are also useful for increasing the appetite
in animals.

The alkyl groups represented by R*, R?
R* and R® in the foregoing formula may be
either straight or branched chain groups; pre-
ferably those containing up to seven carbon
atoms, e.g., methyl, ethyl, propyl, isopropyl,
butyl, isobutyl and isoamyl. The alkenyl groups

[Price 3s.6d.]

thereof 5

%'ﬁ'rﬁentld by PeREO s BE Rirdight or
branched chain groups; preferably those con-
taining up to seven carbon atoms, e.g. allyl,
butenyl and isobutenyl. One class of preferred
substances comprises those compounds in which
R® and R® are absent, R?® stands for phenyl
and R* stands for a halogeno group and acid
addition salts thereof, especially those in which
R* stands for a hydrogen atom and those in
which R?! stands for a lower-alkyl group.

Examples of the acid addition salts pro-
vided by the invention are those formed be-
tween compounds of the foregoing formula
and mineral acids such as the hydrohalic acids,
sulphuric acid, nitric acid and phosphoric acid.

According to the process provided by the
invention, the substances aforesaid are manu-
factured by reacting a halide of the general
formula:

X
5 v
nmv/\/ﬁ\/p R

(I
BN\
&2

(wherein R2, R, R® and the broken lines have
the significance already given, R stands for
a hydrogen atom or an alkyl group and X
stands for a halogen atom), or a salt thereof,
with a compound of the formula R'—NH,
(wherein R! has the significance already given)
and, if desired, transforming the product into
a salt by treatment with an acid.

The process is carried out preferably at
room temperature (i.e. ca 20°C) in water or
in an inert organic solvent such as a lower
aliphatic alcohol, dioxane or tetrahydro-furan.
Primary amines of the formula R*-—NH,
which may be used include alkyl amines and
alkenyl amines, preferably alkyl and alkenyl
amines containing up to seven carbon atoms in
their alkyl or alkenyl groups (which may be
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| eum ether, the 2 - (nmethyl amno) - 5- hydrochloride. (41 - nethoxy -
phenyl) - 3H 1,4 - benzo- 5) 2 - (ethyl - amno) - 5 - phenyl - 7- 60
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benzodi azepine 4-oxide 5 nelting at 251-252[err]C. _
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sulphunc acid whereby ring
closure occurs.

The following examples are illustrative of
the process of the invention:

ExAMPLE 1

98 g of 2-(chloro-methyl)-4- phenyl-6-chloro-
quinazoline 3-oxide hydrochloride were intro-
duced into 600 ml of ice-cold 259 methanolic
methyl amine. The mixture was initially cooled
to about 30°C and then stirred at room tem-
perature. After 15 hours the reaction product
which precipitated was filtered off. The
mother-liquor was concentrated in wacuo to
dryness. The residue was dissolved in
methylene chloride, washed with water and
dried with sodium sulphate. The methylene
chloride solution was concentrated in vacue and
the crystalline residue was boiled with a small
amount of acetone to dissolve the more soluble
impurities. The mixture was then cooled at
5°C for 10 hours and filtered. The crystal-
line product, 2-(methyl-amino)5-phenyl-7-
chloro - 3H - 1,4 - benzodiazepine 4 - oxide,
was recrystalhzed from ethanol forming light
yellow plates; m.p. 236°—236.5°C. '

A solution of 2-(methyl-amino)-S-phenyl-7-
chloro - 3H - 1,4 - benzodiazepine 4 - oxide
in an equivalent amount of methanolic hydro-
chloric acid was diluted with ether and petro-
leum ether. The precipitated hydrochloride was
filtered off and recrystallized from methanol;
m.p. 212°—213°C,

EXAMPLE 2

A suspension of 40 g of 2—(chloro—methyl)—
4-pheny1—6-ch10ro-qumazolme 3-oxide in 400
ml of 15% ethanolic ammonia was stirred for
5 hours at room temperature The precipitated
2 -~ amino - 5 - phenyl - 7 - chloro - 3H-

f ethanohc droc

1C  acCH
(Hﬁ}teﬁ Ywith erfidf! 48 petrolgm ethel€
(ethyl - amino) - 5 . phenfdl- OI’IthorOBBH-

Wérdenzesingen xide hydlroplfjorfde [peé-
c1p1tatxe% as colgtggg water soluble prisms,
m.p. 208°—209°C.

ExAMPLE 4

A solution of 15 g.of 2-(chloro-methyl)-
4-phenyl-6-chloro-quinazoline 3-oxide in 60
ml of methanol and 30 ml of butyl amine was
left at room temperature for 14 hours. The
reaction product which has precipitated was
filtered off and the mother liquor was concen-
trated in vacuo. The residue was dissolved in
an excess of dilute ice-cold hydrochloric acid.
The neutral impurities were extracted with
ether and discarded. The mixture was then
made alkaline with ice-cold sodium hydroxide
solution and the basic products were extracted
into ether. The ether solution was concentrated
to a small volume and was left for the product
to crystallize. The 2-(butyl-amino)-5-phenyl-
7-chloro-3H-1,4-benzodiazepine 4-oxide thus
obtained was crystallized from acetone as
slightly yellow prisms; m.p. 202°—203°C,

A solution of 2-(butyl-amino)- 5-phenyl-7-
chloro-3H-1,4-benzodiazepine 4-oxide in an
equivalent amount of 1-N methanolic hydro-
chloric acid was diluted with acetone, ether
and petroleum ether. The precipitated product
was recrystallized from isopropanol with the
addition of acetone and ether. The hydro-
chloride formed thin colourless plates; m.p.
171°—173°C.

EXAMPLE 5

A solution of 30 g of 2- ~(chloro-methyl)-4-
phenyl-6-chloro-quinazoline 3-oxide in a cooled
mixture of 120 ml methanol and 60 ml allyl
amine was left at room temperature for 24
hours. The precipitated 2-(allyl-amino)-5-
phenyl - 7 - chloro - 3H .. 1,4 _ benzodiazepine
4-oxide was filtered off. The mother-liquor
was concentrated iz vacuo and the residue was
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18) 2 - (nethi ;fgﬂé%ggg) (of -(ally Zﬁﬂé %rnherm T'orX‘}u ) m~p ?gghox }rlIe 3& L
3H- 1,4 - benZQnat Fﬁgst Ti ﬂi (tjha] |-pl‘ o 3H
process for the formmghRaiipyeRowdh phibg ﬁzaﬂcecﬁaz m'% mme |vﬂls Qiss@lvm m Qﬁlfvﬁ of ,
whi ch process cd ses reactlng hallde of lertt hneno neﬂanmﬂmmm¢aym&mMm
wherein R[ er r d angd rac»&ﬁm(é Wstﬁlhqe qlethonde salt was 80
hydr oxy- al kyl orniz a&g a@f%‘fﬂ gf}] ﬁ’ﬁﬁ% then REHGR obrethgs mep-
ni tro-phenyl , hahlelgmn;m p eprydi pxt@tEd K@Xl&ch eny group, lﬁ[«ﬁiﬂﬁ 8
of acetone, ether and petroleum ether. The A solution of 7 g of 2-(a-bromo-ethyl)-4-

20 hydrochlon'de was obtained in the form of phenyl - 6 - chloro - quinazoline 3 - oxide 85
colourless plates darkening at 180°C and in 30 ml warm dioxane was cooled and added
melting at 221°—227°C (with decomposition). to an ice-cold 20% solution of methyl amine

EXAMPLE 6 in dioxane. The mixture was left at room tem-
A mixture of 10 g of 2-(chloro-methyl)-4- perature for 48 hours and then concentrated

25 phenyl-6-chloro-quinazoline 3-oxide, 40 m! of to dryness iz vacuo. Ether was added to the g9
ethanol amine and 100 m! methanol was stirred  residue and the reaction product was extracted
at room temperature for 18 hours. The solu- with ice-cold dilute hydrochloric acid. The
tion was then diluted with ether and petroleum acid solution was made alkaline with sodium
ether and left at 5°C for 16 hours. The pre- hydroxide solution and the basic reaction pro-
cipitated prisms which formed were filtered off duct extracted with ether. The ether solution g5
and the mother-liquor was concentrated # was dried and concentrated iz vacuo, and the
vacuo. The residue was dissolved in an excess residue was crystallized from acetome. 2-
of a mixture of ice and 3-N hydrochloric acid. (methyl - amino) - 3 - methyl - S - phenyl-

The peutral impurities were extracted with 7 - chloro - 3H - 1,4 - benzodiazepine 4-oxide

ether and discarded. The aqueous part was was obtained as slightly yellow prisms; m.p. 100

made alkaline with ice-cold 3-N sodium 246°—247°C.

hvdroxide solution and extracted with ether. The base was dissolved in an equivalent
L~ The ether solution containing the basic re- amount of 1-N methanolic hydrochloric acid.

action product, 2-(8-hydroxyethylamino)-S- 2 - (methyl - amino) - 3 - methyl - 5 - phenyl-

40 phenyl - 7 - chloro - 3H - 1,4 - Benzodiazepine 7 - chloro - 3H _ 1,4 _ benzodiazepine 4-oxide 105
4-oxide, was dried, concentrated in vacuo to a  hydrochloride was precipitated by the addition
small volume and combined with the prisms of acctone, ether and petroleum ether and re-
previously obtained. The product was recrystal-  crystallized from methanol by the addition of
lized from methano! forming slightly yellowish  acetone and ether; m.p, 190°—191°C,

45 prisms; m.p, 216°—218°C. EXAMPLE 9 110

A solution of 2-(B8-hydroxy-ethylamino)-5- 8 g of 2-(chloro - methyl) - 4 - phenyl - 6,7-
phenyl - 7 - chloro - 3H - 1,4 _ benzodjazepine ~dichloro-quinazoline 3-oxide were dissolved
4-oxide in an equivalent amount of 1-N with st1rr1ng in 135 ml of a 359% solution of
methanolic hydrochloric acid was diluted with ~methyl amine in methanol. After standing 20

50 ether and petroleum ether. The precipitated hours at room temperature, the crystalline re- 115
hydrochloride was filtered off and recrystallized ~ action product was filtered off. The mother-
from a mixture of methanol and ether; m.p. liquor was then concentrated iz vacwo. The
210°—211°C (with decomposition). concentrate was dissolved in ice-cold 1-N

EXAMPLE 7 hydrochloric acid and washed with ether. The

55 A solution of 12 g of 2-(chloro-methyl)-4- reaction product was precipitated from the 120
phenyl-6-chloro-quinazoline 3-oxide in 70 ml acidic agueous solution with ice-cold alkali and
of warm dioxane was cooled and combined extracted with ether. The ether solution was
with 30 ml of B-methoxy-ethyl amine contain- concentrated iz wvacuo and the remaining
ing about 30% water. After standing 3 days crystals were suspended in methanol and

60 at room temperature, the mixture was concen- filtered off. The two batches of crude crystal- 125
trated in vacuo and the residue was dis- line material, 2-(methyl-amino)-5-phenyi-7,8-
solved in ice-cold 1-N hydrochlotic acid. The dichloro - 3H - 1,4 - benzodiazepine 4-oxide,
neutral impurities were extracted with ether. were recrystalhzed from methanol, forming
The acidic aqueous portion was cooled, made  yellowish prisms melting at 233°_2349C,

65 alkaline with sodium hydroxide solution and To a suspension of 2-(methyl-amino)-5- 130



stands for an optional alkyl group and Rerr] and

105 45 R/ err] each stand for an optional alkyl or hal ogeno group (the
“bonds—to the optiomat—groups being denoted- by—broken |ines), and acid
addition salts thereof. 2) Conpounds as clainmed in claim1l and (wherein
Rlerr], Rerr], Rerr] and the broken lines have 50 acid addition salts

t hereof, wherein the alkyl the significance given in claiml1l, R stands for
or al kenyl groups represented by RE468|24] and the a hydrogen atom or an

al kyl alK benz%%az e err € groups
stands TEYS hafalth. A 3 e zlzm%;m FREEIED To seven
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5 1i z t 2% rom a st ;E of et hanolp nzengl' a‘;‘z"d“% 5°5“§ H}ZOHI azepi ne
4- oxi de aﬂ@h %fl meoro f)a4 ﬁhh@l— '35( m?xﬁ y oli¢ mé:, 1M hine” THY mixth¥e I‘OCh| oride.

stirred Akbom lyA lefe heRde- temperdre Jor 14 (B(idi’sy| - am no) -

(4[ err] bromorjuilXhe 3-opibEwy
Pn@lumoroxfl dand fthor mdn@mdourdc@ss dyresssie  chloro - 3H

5 - phentyﬂlpemtuw withGEp rdli tei

3 d nréqui(u ) gtsso f 11ute 80
and s SRR ot s R e e ot o

2 - (but4)/c|x1dc, @d@’\ﬁ]@r):d ~off Safter [b‘hﬁdﬂi]d and TicaﬁﬁtUﬂ’etwaﬂfherﬂ.mMem&'&lhﬁMh ice- hydrochl oric
aci d _ chtcystallized 3fom  2cethne;  epn zH@P-az eqoldrpedivm ddreféde solution and the basic

20 243°C. reaction product was extracted with ether. The 85

The base was dissolved in an equivalent ether solution was dried and concentrated in
amount of methanolic hydrochloric acid. The wzacuo and the residue was crystallized from
solution was concentrated iz zacuo and the acetone with the addition of petroleum ether.
residue was crystallized from a mixture of The product, Z - (methyl - amino) - 5 - phenyl-

25 methanol and ether. 2 - (methyl - amino) - 5- 7 - methyl - 3H . 14 . benzodiazepine 4- 90
pheny! - 7 - bromo - 3H - 1,4 - benzodiazepine oxide, was rccrystalhzed from acetone, forming
4-oxide hydrochloride was obtained in the slightly yellow prisms melting at 214°2-215°C,
form of colourless prisms; m.p. 239°—240°C The base was dissolved in an equivalent
(with decomposition). amount of 1-N methanolic hydrochloric acid.

30 ExaMpLE 11 The solution was concentrated in vacuo and 95

A suspension of 14 g of 2-(chloro-methyl)- the residue crystallized from a small amount
4 - phenyl - 6 - bromo - quinazoline 3-oxide of methanol with the addition of acetone, ether
in 400 ml of 15% ethanolic ammonia was and petroleum ether. The pure hydrochloride
stirred at room temperature for 20 hours. The of 2 - (methyl - amino) - 5 - phenyl . 7-

35 precipitated reaction product was filtered off methyl - 3H - 1,4 - benzodiazepine 4-oxide 100
and recrystallized from methanol. The 2- formed colourless rhombic prisms melting at
amino - 5 - phenyl - 7 - bromo - 3H - 1,4- 224°—-225°C,
benzodiazepine 4-oxide was obtained in the ExaMmpLE 14
form of flat white needles, m.p. 261°—262°C. A suspension of 10 g of 2-(chloro-methyl)-

40 8.8 g of the base were suspended in 200 4-phenyl - 6,7 - dimethyl - quinazoline 3-oxide 105
mi of methanol and treated with an equivalent in 100 ml of 359 methanolic methyl amine
amount to 5-N methanolic hydrochloric acid. was stirred for 16 hours at room temperature.

The resulting solution was diluted with ether The precipitated 2-methylamino-5-phenyl-7,8-
and petroleum ether. The fine needles which dimethyl - 3H - 14 - benzodiazepine 4-oxide

45 oprecipitated were filtered off and recrystallized was filtered off and rccrystalhzed from acetone, 110
from methanol by the addition of ether and forming slightly yellowish prisms melting at
petroleum ether. The 2-amino-5-phenyl-7- 259°—261°C,
bromo - 3H - 1,4 - benzodiazepine 4 - oxide The base was dissolved in an equivalent
hydrochloride was obtained in the form of amount of 1-N methanolic hydrochloric acid.

50 fine needles; m.p. 243°—244°C. The solution was concentrated in vacuo to a 115

ExamPLE 12 small volume and diluted with acetone. The

25 g of 2 - (chloro - methyl) - 4 - phenyl- 2 - (methyl - amino) - 5 - phenyl - 7,8-
quinazoline 3-oxide were introduced into 200 dimethyl - 3H _ 14 - benzodiazepine 4-oxide
ml of ice-cold 252 methanolic methyl amine. hydrochlonde which precipitated in colourless

55 The mixture was stirred at room temperature prisms was filtered off and washed with acetone 320
for 15 hours and then concentrated in vacwo. and ether; m.p. 230°—231°C.

Ether was added to the residue and the pre- ExamrLE 15
civitated crystals were filtered off and washed 15 g of 2 - (chloro-methyl)-4-(4'-methoxy.-
with water and ether. After recrystallization pheml) qumazohne 3-oxide were introduced

60 from acetone, the pure 2 . (methyl - amino)- with stu‘rmg into 150 ml of 359% methanolic 125
5 - phenyl - 3H - 1,4 - benzodiazepine 4-oxide methyl amine. Complete solutlon occurred
formed rosettes of colourless needles melting at  after 20 minutes. The solution was concen-
190°—191°C. trated in vacsuo after two hours and water and

A solution of 2 - methyl - amino - 5- ether were added to the residue. The precipi-

65 vphenyl - 3H - 1,4 - benzodiazepine 4-oxide in tated crystals were filtered off. After recrystal- 130



was concentrated in vacuo and the residue and its hydrochl oride.
65 crystallized froma small amount of methanol 7) 2 (allyl - amno) -
- 1,4 - benzodi azepi ne 4-oxide thus obtained hydrochl oride of 2-(nethyl-
and its hydrochloride. amno) - 5 - (4[err] - nmethoxy - phenyl) - 3H 8)
2 - ([err] - hydroxy - ethylam no) - 5: 1, 4-benzodi azepi ne 4-oxide forned

colourless phenyl - 7 - chloro - 3H - 1,4*- benzo- 70 rosettes of plates
melting at 218[errk-219[err] C d| azep| ne 4-8@4@2@ and its hydr ochl or| de. 15
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EXAMPLE 16

A suspension of 25 g of 2-{chloro-methyl)-
4 - (4* - chloro - phenyl) - 6,7 - dimethyl-
quinazoline 3-oxide in 250 ml of 30%
methanolic methyl amine was stirred at room
temperature for 15 hours.

The precipitated 2 - (methyl - amino) - 5-
(4 - chloro - phenyl) - 7,8 - dimethyl - 3H-
1,4 - benzodiazepine 4-oxide was filtered off
and recrystallized from methanol; m.p. 258°—
259°C.

The base was suspended in a 20-fold amount
of methanol and dissolved by the addition of
an equivalent amount of 1-N methanolic
hydrochloric acid. The solution was concen-
trated in vacuo and the residue was recrystal-
lized from a small amount of water with
addition of ethanol, acetone and ether. The 2-
(methyl - amino) - 5 - (4* - chloro - phenyl)-
7,8 - dimethyl - 3H - 1,4 . benzodiazepine
4-oxide hydrochloride formed colourless
needles melting at 247°—248°C.

WHAT WE CLAIM IS: —

1) Compounds of the general formula:

1
5 NH-R
n\.\ /' /N=.< 3
[ R
Rl-*’",\\ \ =N<
k2o

wherein R’ stands for a hydrogen atom or an
alkyl, alkenyl, hydroxy-alkyl or alkoxy-alkyl
group, R? stands for phenyl or a nitro-phenyl,
halogeno-phenyl or alkoxy-phenyl group, R*
stands for an optional alkyl group and R* and
R® each stand for an optional alkyl or halogeno
group (the bonds to the optional groups being
denoted by broken lines), and acid addition
salts thereof.

2) Compounds as claimed in claim 1 and
acid addition salts thereof, wherein the alkyl
or alkenyl groups reprcsented by R*! and the
alkyl groups by R?, R* and R® are groups
which contain up to seven carbon atoms.

3) 2 - (methyl - amino) - 5 - phenyl - 7-
chloro - 3H - 1,4 - benzodiazepine 4-oxide
and its hydrochlonde

4) 2 - Amino - 5 - phenyl - 7 - chloro-

t? ad’ct Iy B Ry 1
uners C
rd@g‘éhx 42 ogﬂ axﬁ%\gé}farochlonde

9) 2 - (8 - methoxy - ethylamino) - 5-
phenyl - 7 - chloro - 3H - 1,4 - benzo-
diazepine 4-oxide and its hydrochlonde

10) 2 - (methyl - amino) - 3 - methyl - 5-
phenyl - 7 - chloro - 3H - 1,4 - benzo-
diazepine 4-oxide and its hydrochlonde

11) 2 - {methyl - amino) - 5 - phenyl - 7,8-
dichloro - 3H - 1,4 - benzodiazepine 4-oxide
and its hydrochloride.

12) 2 - (methyl - amino) - 5 - phenyl - 7-
bromo - 3H - 1,4 - benzodiazepine 4-oxide
and its hydrochlonde

13) 2 . amino - 5 - phenyl - 7 - bromo-
3H - 1,4 - benzodiazepine 4-oxide and its
hydrochlonde

14) 2 - methyl - amino - 5 - phenyl - 3H-
1,4 - benzodiazepine and its hydrochloride,

15) 2 - (methyl - amino) - 5 - phenyl - 7-
methyl - 3H - 14 . benzodiazepine 4-oxide
and its hydrochlondc

16) 2 - (methyl - amino) - S - phenyl - 7,8-
dimethyl - 3H - 1,4 . benzodiazepine 4-oxide
and its hydrochlonde

17) 2-(methyl - amino) - 5 - (4* - methoxy-
phenyl) - 3H - 1,4 - benzodiazepine 4-oxide
and its hydrochlonde

18) 2 - (methyl - amino) - 5 - (4! - chloro-
phenyl) - 7,8 - dimethyl - 3H - 1,4 - benzo-
diazepine 4-oxide and its hydrochloride.

19) A process for the manufacture of the
substances claimed in claim 1 hereof, which
process comprises reacting a halide of the
general formula

X
5 W/
n.__“//.\/u\r S
L
BN\ N 0
12

(wherein R?, R*, R* and the broken lines have
the significance given in claim 1, R stands for
a hydrogen atom or an alkyl group and X
stands for a halogen atom), or a salt thereof,
with a compound of the general formula
R!—NH, (where R! has the significance given
in claim 1) and, if desired, transforming the
product into a salt by treatment with an acid.

20) A process in accordance with claim 19,
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crystallized from a small amount of methanol
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10 with the addition of acetone and ether. The chloro - 3H - 1,4 - benzodiazepine 4-oxide
thus obtained hydrochloride of 2-(methyl- and its hydrochloride. )
amino) - 5 - (4* - methoxy - phenyl) - 3H- 8) 2 - (8 - hydroxy - ethylamino) - 5-
1,4-benzodiazepine 4-oxide formed colourless phenyl - 7 - chloro - 3H - 1,4 - benzo- 70
rosettes of plates melting at 218°—219°C, diazepine 4-oxide and its hydrochloride.

15 EXAMPLE 16 9) 2 - (8 - methoxy - ethylamino) - 5-

A suspension of 25 g of 2-(chloro-methyl)- phenyl - 7 - chloro - 3H - 1,4 - benzo-
4 . (4* - chloro - phenyl) - 6,7 - dimethyl- diazepine 4-oxide and its hydrochloride.
quinazoline 3-oxide in 250 ml of 30% 10) 2 - (methyl - amino) - 3 - methyl - 5- 75
methanolic methyl amine was stirred at room phenyl - 7 - chloro - 3H - 1,4 - benzo-

20 temperature for 15 hours. diazepine 4-oxide and its hydrochloride.

The precipitated 2 - (methyl - amino) - 5- 11) 2 - (methyl - amino) - 5 - phenyl - 7,8-

(4* - chloro - phenyl) - 7,8 - dimethyl - 3H- dichloro - 3H - 1,4 - benzodiazepine 4-oxide

1,4 - benzodiazepine 4-oxide was filtered off and its hydrochloride. 80

and recrystallized from methanol; m.p. 258°— 12) 2 - (methyl - amino) - 5 - phenyl - 7-

25 259°C. bromo - 3H - 14 - benzodiazepine 4-oxide

The base was suspended in a 20-fold amount  and its hydrochloride.

of ‘methanol and dissolved by the addition of 13) 2 - amino - 5 - phenyl - 7 - bromo-

an equivalent amount of 1-N methanolic 3H - 1,4 - benzodiazepine 4-oxide and its 85

hydrochloric acid. The solution was concen- hydrochloride.

30 trated in vacuo and the residue was recrystal- 14) 2 - methyl - amino - 5 - phenyl - 3H-
lized from a small amount of water with 1,4 - benzodiazepine and its hydrochloride.
addition of ethanol, acetone and ether. The 2- 15) 2 - (methyl - amino) - 5 - phenyl - 7-
(methyl - amino) - 5§ - (4! - chloro - phenyl)- methyl - 3H - 1,4 - benzodiazepine 4-oxide 90
7,8 - dimethyl - 3H - 1,4 - benzodiazepine and its hydrochloride.
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needles melting at 247°—248°C, dimethyl - 3H - 1,4 . benzodiazepine 4-oxide
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phenyl) - 3H - 1,4 - benzodiazepine 4-oxide
and its hydrochloride.
5 NH-R* 18) 2 - (methyl - amino) - 5 - (4* - chloro-
AN ,n=.< phenyl) - 7,8 - dimethyl - 3H - 1,4 - benzo-
[ s R3 diazepine 4-oxide and its hydrochloride. 100
RETN, \-=N: 19) A process for the manufacture of the
1‘12 0 substances claimed in claim 1 hereof, which
process comprises reacting a halide of the
. general formula
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group, R? stands for phenyl or a nitro-phenyl, 5 X
balogeno-phenyl or alkoxy-phenyl group, R® R4 AN 2
. stands for an optional alkyl group and R* and T 1 | 105
45 R°® each stand for an optional alky! or halogeno BN\ ,“\0
. group (the bonds to the optional groups being P
~ denoted by broken lines), and acid addition R
salts thereof. .
. 2) Compounds as claimed in claim 1 and (whel:elq R2, RY, 35 ar}d the broken lines have

50 acid addition salts thereof, wherein the alkyl the significance given in claim 1, R stands for
or alkenyl groups represented by R! and the a hydrogen atom or an alkyl group and X
alkyl groups by R®, R* and R® are groups stands for a halogen atom), or a salt thereof,
which contain up to seven carbon atoms. with a compound of the general formula 110

3) 2 - (methyl - amino) - 5 - phenyl - 7- R'—NH, (where R? has the significance given

55 chloro -~ 3H . 1,4 - benzodiazepine 4-oxide in claim 1) and, if desired, transforming the

and its hydrochloride.
4) 2 - Amino - 5 - phenyl - 7 - chloro-

product into a salt by treatment with an acid.
20) A process in accordance with claim 19,




