EXAMPLE 24 chloro 1,3 - dihydro - 5 - (p - nethoxy-

1,3 - Dhydro - 3 hydroxy - 7 - nitro - 5 - phenyl) - 2H- 1,4 -

bénzodi azepin - 2 - one - phenyt——2H~=—1;4— benzodiazepi-n——
2 one 4 - oxide accordinRg, QCe r g~ofe-Ex="¢cén be prepared from '
3/ acetoxy - 1,3 = anpleglgij&"“ ng Wﬁydréo -« % - nitro - 5 -

phenyl - 2H - 1,4 - In this speC|f|cat|on we nmake no per se 70

benzodi azepin - 2 - P"AFTENT nEPECEHTOCATHOGN to conmpounds of

for a anple 10. The latter

mad%)y t heTPEAC arrplﬁ%e 5l‘R’Jf%Xomthe 4 - oxide desk@aéeimltlsh
Spectt catiSicin

of
A\ . Date of Aphlitatidd bad MiGSComplete Specification: Aug. 28, 1962.

EXANELE feins " No. 329,0}62- Allyl - 7 chloro - 1,3 - dihydro - 3 -
hydrexy (- di az n - one e prepared
fro %pp!lcatll A T%d' lnl n ed%tams )ﬁﬂvr&g (f9n3I34§ ?9 r’?@ phenyl

- 2PP% 7 ) Ppplicationymeds bdinised Sisten of-Amprica (Nn&7¢l o'an'yfIS bg6dni de

accaruai ng oced\emplaé Spztfcatvh Published: MiYen B, Ré6s hydrogen and Z is

- hydr ogen or C Ight 1966. EXAMPLE 26
chI orine atom or to thEI@? ggl"&”éraggltlon salts or

1,3 - Dihydro - 3-

drox& ' I& rmaceut i cal Si t | ons cont aining them -75
20 Iad -(*&mvmhm L ) REFLE gjé né% r};‘g el ¢l ai ned
in copending Appli C% 011G, 101iT 21333 2858 f3 -
acetoxy - 1,3 - N03A&7 155 (Seri'al 1022644 aI so we ’ '
dlhw@l Vﬁmdchloro- 5 - (o - tonI) - 2H - make no per se claimto the
conmpound ere 1.4 - odi azepin - 2 - one according to
the Z is hydrogen and RWELWBBE h§?E§$E<(Zﬁﬁ8NZto procedure of Exanple 10.

its acid addition salts BenphtiareiaetCanpounds 80 - 25

EXAVPLE 2. American Home Propuci8@@kidrRNS pnﬂ&ﬁa‘ﬁb e % Reffaibsent HESGpAT € Cl ai med
1,3 - D'rlﬂ:yzgf la OCorgoration Roypdhiged Yand efisting At-at tHe T-poSiGASRE YN hy yicsgion No.
37789/ 6 Sinder thse laws of the St:guflo b Hziayhre,- E is hydl hﬁl ey br a1 lE’I‘;Qd-sbcarbtjp z‘hd;ca%l,b@nzo- (Seri al
tates of America, of 68%y k‘ﬁg%H% stance) alkyl yo1 a2 HareH from 3 -
9 venug, New Y rk 17,. Nc York 35 ?
Subj edt 38 ChEme R Ao AR SRE Rt S
met hyl sutyak@s BeLn), do Saven- (e.g. benzyl or phenethyl), Ar85a monocyclic 40 30 5 -
pheny| -tiofHor whichdwe- prhzemzt@dpaaze aynbe- gromatic Eadmal h‘iﬂg @mpf?nmﬂ hra!ttﬁprwg the formul a
e 853 is chlorine or fluorine, methoxy,
Onelvg‘ﬁc &rat ﬁxg())r?n?d rltdr-& pEtlc:ﬂ?] escnbej Exﬁpfgﬁlu%r ]trnﬂuoromethyl (hereinafter desig-
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Thls invention rclates to processes for pro- lower alkyl or an acyl (e.g. lower acyl) radical 45
ducing 5 - monocyclic - aryl - 1,3 - dihydro - of a carboxylic acid which can be substituted
2H - 1,4 - benzodiazepin - 2 - ones having ©Or unsubstituted; and their acid addition salts.
I5 at the 3 - position a hydroxy, alkoxy or acyloxy In particular the invention provides com-
group; or acid addition salts thercof. The in- pounds having the general formula:
vention also relates to certain of such com- .
pounds, to pharmaceutical preparations con- ]
taining them and also to processes for pro- i 0
20 ducing such preparations in which a compound
of the invention is put into medicinally accept- X OR 50
able form.
The compounds of the invention have anti- A
-convuisant and/or muscle-relaxing properties.
25 Some of them exhibit sedative properties and ) )
some are tranquillizers without being sedative. ~Where X is hydrogen, chloro, bromo, nitro or
Certain of them have useful disinhibiting pro- trifluoromethyl; R is hydrogen, alkyl or
perties and increase libido. alkenyl; Ar is phenyl or phenyl substituted by
The compounds in accordance with the in- Chlorine or fluorine or trifluoromethyl and R*
30 vention are those having the general formula: is hydrogen, alkyl, or an acyl radical of a car- 55
boxylic acid.
- Examples of unsubstituted acyl radicals are
x T acetyl, propionyl, caproyl, benzoyl, toluyl,
phenacetyl, B-phenylpropionyl and cinnamoyl.
or’ Examples of substituted acyl radicals are halo- 60
: acyl radicals (e.g. chloroacetyl, chlorobenzoyl
4 Ar and bromobenzoyl) and aminoacyl radicals
' [(e.g. aminoacetyl, aminobenzoy! and morpho-
linoacetyl).
where X and Y are hydrogen, chlorine, bro— Preferably, R is hydrogen or methyl, Ar is 65

mine, nitro, trifluoromethyl or methylsulphonyl
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A suspension of 10 g. of 7 - chloro - 1,3 -
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in which R, X, Y and Ar are as rec1te5 (a)bove, )thinga 3 - halo - 5 - monocyclic - aryl - 1,3 - 3
with an organic carboxylic acylating agent, dihydro - 2H - 1,4 - benzodiazepin - 2 - one °
e.g. an organic carboxylic acid “halide or acid with gn alcohol and, if desired, the product 3
anhydride, there is obtained in high yield a can be isolated as or converted to an acid a
30 3 - acyloxy - 5 - monocyclic - aryl - 1,3 - addition salt. The 3 - halo - starting materials, 95 -%
dihydro - 2H - 1,4 - benzodiazepin - 2 - on¢ preferably the 3 - chloro - compounds, can be c
which, if desired, may be isolated as an acid prepared by reaction of 5 - monocyckcaryl - ¢
addition salt. 1,3 - dihydro - 2H - 1,4 - benzodiazepin'~ 2 - o
The term “organic carboxylic acylating one - 4 _ oxides with an alkyl haloformate or P
35 agent” requires an organic residue to be by reaction of 3 - hydroxy - 5 - monocyclic- 100 =
attached to its carbonyl group by a carbon -. aryl - 1,3 - dihydro - 2H - 1,4 - benzodiaze- :
carbon bond between the organic group and pines with a thiony] halide in accordance with
the carbonyl group and thereby does not in- copending application No. 5679/65. (Serial No.
clude alkyl haloformates which do not act 1022643) In addition these starting materials
40 as acylating agents in this reaction and whose are in some instances co-produced during acid 105
use leads to the corresponding 3 - halo - com-  chloride acylation of the 2 _ one - 4 - oxides
pounds. as above mentioned and as shown in Example
When the reagent employed is an organic 8 where the 3 - halo compound formed is
carboxylic acid anhydride, for example acetic  converted to the corresponding 3 - ethoxy com-
45 anhydride, the product is largely a 3 - acyloxy - pound. 110
5 - monocyclic - aryl - 1,3 - dihydro - 2H - The compounds of the invention can be
1,4 _ benzodiazepin - 2 - one. When the re- administcred parenterally or orally as pharma-
. "agent is an organic carboxylic acid halide, for ceutical preparations containing the compound
example acetyl chloride, the product is ordi- . and a pharmaceutically acceptable carrier, for
50 narily a mixture of a 3 - acyloxy - 5 - mono- instance diluents, solvents, suspending agents, 115
cyclic - aryl - 1,3 - dihydro - 2H - 1,4 - fillers, excipicnts, adhesives, colouring and -
benzodiazepin - 2 - one and a 3 - halo - mono- flavouring materials, as desired for preparation
cyclic - aryl - 1,3 - dihydro - 2H - 1,4 - ben- of convenient dosage forms. .
zodiazepin - 2 - onc with the former normally The following examples illustrate the pre-
55 predominating. The latter compounds are the parition of the compounds of the invention: 120
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zepm .p. 256—7°C, was pre-
broxho 5- (p chlorophenyl) -
1,3 - dihydro - 2H - 1,4 - benzodiazepin - 2 -
one - 4 - oxide accordmg to the procedure of
Example 1. Analysis,
C,,H,,BrCIN,O;: C, 50.07; H, 2.97; N, 6.86;
Cl, 8.70; Br, 19.60. Found: C, 50.08; H,
3.08; N, 6.77; Cl, 8.51; Br. 19.18.
ExAMPLE 5

3 - Acetoxy - 7 - chloro - 1,3 - dihydro -
5 - (2 - thicnyl} ~ 2H - 1,4 - benzodiazepin -
2 - one, m.p. 269°C, was prepared from 7 -
chloro - 1,3 - dlhydro - 5 - (2 - thienyl) -
2H - 1,4 - benzodlazepm 2 - one - 4 - o¥ide
according to the procedure of Example 1.
Analysis, caled, for C;H,,CIN,0,S: C, 53.80;
H, 3.31; N, 8.37. Found: C, 53.95; H, 3.41;
N, 8.17.

EXAMPLE 6

7 - Chloro - 3 - {« - chloroacetoxy) - 1,3 -
dihydro - § - phenyl - 2H - 1,4 - benzodiaze-
pin . 2 - one, m.p. 230—1°C, was prepared
from 7 - chloro - 1,3 - dihydro - § - phenyl -
2H - 1,4 - benzodxachm 2 - one - 4 - oxide
and a . chloroacetic anhydride according to

the procedure of Examplc 1. Analysis, caled.

for C,,H,.CL,N:O,: C, 56.06; H, 3.32; N,
7.70; Cl, 19.47. Found C, 5608, H, 342,
N, 743; Cl, 19.40.
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the solid dissolved and soon a thick white
solid precipitated out. The solid was filtered,
washed well with water and recrystallised from
ethanol, giving 7 - chloro - 1,3 - dihydro - 3 -
-hydroxy - 5 - phenyl - ZH - 14 - benzo-
. 203°C. Analysis,
caled for C, H,,CIN,O,: C, 62.81; H, 3.84;
N, 9.27; Cl, 12.37. Found: C, 62.57; H, 3:98;
N, 9.59; Cl, 12.30. :
- ExampLE 10

To a suspension of 3.4 g. of 3 - acetoxy -
7 - chloro - 1,3 - dihydro - 5 - phenyl - 2H -
14 - 'benzodiazepin -2 -one in 80 ml of
alcohol was added 6 ml. of 4N sodium hydrox-
ide. After complete solution had taken place a
solid " precipitated that redissolved upon the
addition of 80 ml. of water. The solution was
acidified with acetic acid to give white crystals.
After recrystallisation from alcohol the com-
pound melted at 203—204°C, and is identical
with the product of Example 9,
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chloro - 3 - ethoxy - 1,3 . dihydro - 5 ~
.phenyl - 2H - 1,4 - benzodxazepm 2 - one,
which was ﬁltcrcd off, dried, and recrystal-
lised from acetonitrile, The product melted
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7 - Chloro - 1,3 - dihydro - 3 . hydroxy -
1 - methyl - 5 - phenyl - 2H - 1,4 - benzo-
diazepin - 2 - one, m.p. 119—121°C, was
prepared from 3 _ acetoxy - 7 - chloro - 1,3 -
dihydro - 1 - methyl - 5 - phenyl - 2H - 1,4 -
benzodiazepin - 2 - one and one cqulvalent of
sodium hydroxide according to the procedure
of Example 10. Analysis, caled. for
C)“HnClNzOz C, 63.92; H, 4.36; N, 9.32.
Found: C, 63.78; H, 464 N 9.26.

> EXAMPLE 15

A mixture of 3.4 g of ¥ - chloro - 3 -
hydroxy - 5 - phenyl - 1,3 - dihydro - 2H -
1,4 - benzodiazepin - 2 - one, 4 ml. of 4N -
sodium hydroxide and 1.4 ml. of dimethyl
sulphate in 200 ml. of 50% alcohol was
stirred for 2 hours and evaporated to dry-
ness in vacuo. Water and cther were added
and the cther layer was separated. The solvent
was removed and the residue was recrystal-
lised from cyclohexane to give 7 - chloro -
1,3 - dihydro - 3 -~ hydroxy - 1 - methyl -5-
phenyl - 2H - 1,4 - benzodiazepin - 2 - one,
m.p. 119—121°C

EXAMPLE 16

3 . Acctoxy - 7 - chloro - 5 - (0 - chloro-
phenyl) - 1,3 . dihydro - ZH - 1,4 - benzo-
diazepin - 2 - one, m.p. 262—-264°C, was
prepared from 7 - chloro - 5 - (e - chloro-
phenyl) - 1,3 - dihydro - 5 - phenyl - 2H -

1,4 - benzodlachm - 2 - one - 4 - oxide ac-
cordmg to the proceduré of Example 1.
Analysis, calcd. for C,,H,.CL.N.O,: C, 56.21;
H, 3.33; N, 7.71. Found: C, 56.21; H 354,
N -7.40.

EXAMPLE 17 '
7 - Chloro - § - (o - chlorophenyl) - 1,3 -

accordingt feethe procedure of Example 1
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100
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dihydro - 3 . hydroxy - 1 - methyl - 2H -

-from 7 - cidroyr § - (o -1chl:grophcgy1
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-_one' accordin
SEige OB o 1 AR
N, 8.36; Cl, 21.15. Found: C, 57.42; H, 3.44;
N 8. 69 Cl 21.25.
ExaMPLE 20
1,3 - Dihydro - 3 - hydroxy - 5 -
7 - tnﬂuoromethyl - 2H - 1,4 - benzodiazepin -
2 - one can be prepared from 3 acetoxy -
1,3 - dihydro - 5 - phenyl - 7 - trifluoromethyl -
2H -1 ,4 - benzodiazepin - 2 - one according
to the procedure of Example 10. The latter
compound is easily made by the process of
Example 1 from 1,3 - dihydro - 5 - phenyl -
7 - trifluoromethyl - 2H - 1,4 - benzodiazepin -
2 - one - 4 - oxide, described in British Speci-
fication No. 972,968.
Examrre 21
3 - Acetoxy - 7 - chloro - 1,3 - dihydro - 1 -
ethyl - 5 - phenyl - 2H - 1,4 _ benzodiazepin -
2 - one can be prepared from 7 - chloro - 1,3 -
dihydro - 1 . ethyl - 5 - phenyl - 2H - 1 4 -
benzodiazepin - 2 - one - 4 - oxide accordmg
to the procedure of Example 1.
ExAMPLE 22 __
7,8 - Dichloro - 1,3 - dihydro - 3 - hydroxy -
5- phenyl 2ZH_1 4 benzodiazepin - 2 - one
can be prepared from 3 -acetoxy - 7,8 - di-

phenyl -

Foaklér@al D4 _ denzodiazepin - 2 - one was preparkdKAVPLE 32
Hio -
3 - M%H -
azepin - .
chl or i akd. fhrQHLE,N.0} :t €07 35,rHI,f3| alor onet hyl

1,

95
100

105
110

115 -

chloro - 1,3 - dihydro - 5 - phenyl - 2H -

1,4 - benzodiazepin - 2 - one accordmg to the
proccdurc of Example 10.

EXAMPLE 23

1,3 -~ Dihydro - 3 - hydroxy - § - (m -

fluorophenyl) - 7 - chloro - 2H - 1,4 ~ benzo-

. diazepin - 2 - one can be prepared from 3 -
acetoxy -.1,3 - dihydro - 5 - (m - fluoro-
phenyl) - 7 - chloro - 2H - 1,4 - benzo-
diazepin - 2 _ one according to the procedure
of Example 10.
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substituent at the 7-position; oxy - 5 nonocyclic aryl - 1,3 dihydro -
Ris—hydrogen—or—tower—atkyt—A—Ts phenyt—2H—~=1;4 - benzodi azepin 2 -
one obtained - or chlorophcnyl and R err] is hydrogen, |lower and, if
desired, isolating the product as an al kyl or an acyl radical of a l ower

carboxylic acidgddition salt. acid.’
20. A process for"'the production of
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sal t. Brm%i -1%3 - diksideony T - Chk!O?S- di hydr o v"2H 22. A process
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50 can be prepared from 3 - acetoxy - 6 - chloro - R o
1,3 - dihydro - 5 - phenyl - 2H - 1,4 - benzo- .
dlazepm - 2 - one according to the procedure b orR
of Example 10,
20 Examrre 31 Ar

55 1 - Benzyl - 7 - chloro - 1,3 - dihydro - 3 -
. hydroxy - 5 - phenyl - 2H . 1,4 - benzodiaze- _
pin - 2 - onc can be prepared from 7 - chloro - where X is hydrogen, chlorine, bromine, nitro
1,3 - dihydro - 3 - hydroxy - 5 - phenyl - 2H - or trifluoromethyl; R is hydrogen, alkyl or
i, - benzodiazepin - 2 - one and benzyl bro-  alkenyl; Ar is phenyl or phenyl substituted by 100

<5 60 mldc according to the procedure of Example ch‘lorinc or fluorine or trifluoromethyl and R?
15. is hydrogen, alkyl or an acyl radical of a

ExAMPLE 32 carboxylic acid.
3 - Acetoxy - 7 - chloro - 1,3 - dihydro - 3. A compound according to Claim 1, in

5-(p - mcthoxyphenyl) 2H - 1,4 - benzo- which Y is hydrogen and X is hydrogen or a 105
65 diazepin - 2 - one can be prcpared from 7 - chlorine, bromine, nitro, trifluoromethyl or




13. 3 - Acetoxy. 7 - chloro - 1 - nethyl - ri ses hydrolysing a 3 -
acyl oXy - 7 - 5 - phenyl - 1,3 - d| hydr o ’Timu-l (chloro or
brono) - 5 - phenyl 1,3 - dihydro - 40 zo ”"mm”m"

2H - 1,4 - benzod -zepl n- 2 one. 105 Benzoyl oxy - 7
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benzodi aze- 5 _ BfieliAlors - he ylphcxdvlihg/fﬁ% 2 2H - 1,4 *\beazh<®  pin - 2 - one
4 - oxides V\zbch aﬂpzar.gam:ﬁ cﬁﬂfe-pmpdtc&llzeﬂl n-2-o0 axide with an
anhydri de -amvxyl-llé -aldhyiimt-i 'ng c“agenﬁ -as herei nybeborexde- or halide of .an
al i phatic cgrbog m onccPLféB?émo tITI eH and, if desired ﬂ'hydrol ysing the 3 -
acyl - 30. colhudlob BeSmIARLOr di NG 10 dhy one of O ains 130

1,022, 64% Exl\\{px_'g 29 where X and Y are hydroaen, chlorine, ltﬁo—t 029 in
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diazepin
H %’Zx’% from %dechloxj()
Qh d';:f%- Fenfdl- 2H _ 1 - benzodiaze-
pin - 2 ~ one - 4 - oxide accordmc to the
procedure of Example 1.
ExAMPLE 30
6 - Chloro - 1,3 . dihydro ~ 3 ~ hydroxy -
5 - phenyl - 2H - 1,4 - benzodiazepin - 2 - one
can be prepared from 3 - acetoxy - 6 - chioro -
1,3 . dihydro - 5 - phenyl - 2H - 1,4 - benzo-
diazepin - 2 - one according to the procedure
of Example 10.
EXAMPLE 31
1 - Benzyl - 7 - chloro - 1,3 - dihydro - 3 -
hydroxy - 5 - phenyl - 2H . 1,4 - benzodiaze-
pin - 2 - onc can be prepared from 7 - chloro -
1,3 _ dihydro - 3 - hydroxy - 5 - phenyl - 2H -
1,4 - benzodiazepin - 2 - one and benzyl bro-
mide according to the procedure of Example
15.
ExampLE 32
3 - Acetoxy -~ 7 - chloro - 1,3 - dihydro -
5 ~ (p - mcthoxyphenyl) - 2H - 1,4 - benzo-
diazepin - 2 - one can be prepared from 7 -

:ﬂkonedl

mm2 mtr@n:gn @W

BITLE * SPR, g OB

R! is hydrogen, lower alkyl or an acyl radical
of a carboxylic acid; or an acid addition salt
thereof.

2. A compound according to Claim 1 having
the general formula .

where X is hvdrogen, chlorine, bromine, nitro '

or trifluoromethyl; R is hydrogen, alkyl or
alkenyl; Ar is phenyl or phenyl substituted by
chlorine or fluorine or trifluoromethy! and R!
is hydrogen, alkyl or an acyl radical of a
carboxylic acid.

3. A compound according to Claim 1, in
which Y is hydrogen and X is hydrogen or a

chlorine, bromine, nitro, triffucromethyl or

e v s ekl
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2H - 1,4 -
chem cal

benzodi azepin -
equivalent

2 - oneis carried Claim25 or by an obvious
out in the presence of an alkali.
a3 3L A
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roperties | ril A3 alkanoyloxy - 7 - triflub@mddhe - EX
whi ch a conpotphﬂylacr,mr- dihpdro + @Han 4 omhen- Ofcompnses hydrolysing a 3 - alkanoy&ﬁy -corrpound
accor di ng teoda ne- erfe ac@}fﬂdeﬂgrfs mtld 18 alkwd- B4 (chipraaoy brgnﬁ utd A 35
@ aims 13 P% 5 d llgf ro xé?; W) acgordtihvas - ki n ?"9‘338‘86& aBP‘e |

florm 30 19 to A3 Aroce® Récbiding to didim A which
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tlo any one afc Cains 1 to 18 and 34 to wloroorbromO) 5 - phenyl 1,31.-d1h3dh‘ky| - 5 -
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prepar ed by aspf DM&%SO!@&&WX?IL Ngchlddo -5 - sequent step Jf. allkylatié#Eak(Mdreinbefore de-

J ai m 23 or pleyylanl,bbuihgdre -ciibnildal beagpi Viatdein tthe presencafaantaéqalem iraedoeet  Agent ,

L.
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Benzo- 18 l\,@_pdmhgewqorcﬁertk Shinp @ sub- ,dlachm 2. one - 4 ox1de thh an anhydrlde
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or halide of an aliphatic carboxylic acid.
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55 reference to any one of Examples 1 to 8, 11, 28. A process according to Claim 27 which
.13, 16 and 18 to 32. comprises treating a 7 - chloro - 5 - phenyl -
19 A process for the production of a 3 - 1,3 - dihydro - 2H -~ 1,4 - benzodiazepin '~ 2 -
acyloxy- or 3 - hydroxy - 5 - monocyclic aryl - ,one - 4 - oxide with acetic anhydride or acetyl
1,3 - dihydro ~ 2H - 1,4 . benzodiazepin - 2 - chloride.
60 one or acid addition salt thereof which com- 29. A process according to Claim 22 which 125
prises reacting an appropriate 5 - monocyclic comprises treating a 7 - trifluoromethyl - 5 -
aryl - 1,3 - dihydro - 2H - 1,4 - benzodiaze- phenyl - 1,3 ~ dihydro - 2H - 1,4 - benzo-
pin - 2 - one - 4 . oxide with an organic car- diazepin - 2 - one - 4 - oxide with an anhydride
boxylic acylating agent as herein-before de- or halide of an aliphatic carboxylic acid.
65 30. A process according to any one of Claims 130

fined and, if desired, hydrolysing the 3 - acyl-



PATENTS ACT, 1949

SPECI FI CATI ON NO, 1, 022, 642 I n accordance with the

ston o uperintendi ng am ner, ing for the
Canptrol |l er- Gener aI dated the 21st day of June 1966 this SpeC| fication
has been ”Lm!mlm%ﬁmunder Sect ion 29 in the foll owi ng manner:
Jerr] NO 1, 022, 642 AMENDMVENT NO 1 [ ERR]
‘ T 1,022,642 : 7
19 to 29 in which the hydrolysis of a 3 - diazepin - 2 - one according to Claim 1 pre-
acyloxy - 5 . monocyclic aryl - 1,3 - dihydro- pared by a process according to Claim 24 or
2H - 1,4 - benzodiazepin - 2 - one is carried Claim 25 or by an obvious chemical equivalent
: out in the presence of an alkali. thercof,
70 5 31. A process for the preparation of a 3 - 37. A 3-alkanoyloxy - 7 - {chloro or bromo)— 45
“amino - acyloxy - 5 - monocyclic aryl - 1,3-- 5 - phenyl -~ 1,3 _ dihydro - 2H - 1,4 - benzo~
dihydro - 2H - 1,4 . benzodiazepin ~ 2 - on¢  diazepin - 2 - onc according to Claim 1 pre-
or acid addition salt thercof according to any pared by a process according to Claim 27 or
one of Claims 6, 7 and 16, in which a corres- by an obvious chemical equivalent thereof.

75 10 ponding 3 - halo - acyloxy - § - monocyclic 38. 3 - Acetoxy - 7 - chloro - 5 - phenyl - 50
aryl - 1,3 - dihydro - 2H - 1,4 - benzodiaze- 1,3 _ dihydro - 2H - 1,4 - benzodiazepin -2 - . .
pin - 2 - one according to Claim 6 is reacted one prepared by a process according to Claim
with an amine and, if desired, the product is 28 or by an obvious chemical equivalent there-
isolated as an acid addition salt of.

80 15 32. A process for the preparation of 2 3 - 39, A 3 - alkanoyloxy - 7 - trifluoromethyl - 55
alkoxy - 5 - monocyclic aryl - 1,3 - dihydro - 5 . phenyl - 1,3 - dihydro - 2H - 1,4 - ben-
2H - 1,4 - benzodiazepin - 2 - one according zodiazepin - z- one according to Claim 1
to any one of Claims 1 to 3, 5 and 15, in which  prepared by a process according to Claim 29
a corresponding 3 - halo - § - monocyclic aryl -  or by an obvious chemical equivalent thereof.

85 20 1,3 . dihydro - 2H - 1,4 - benzodiazepin - 2 - 40. 3 - Hydroxy - 7 - chloro . 5 - phenyl - 60
one is reacted with an alcohol and, if desired, 1,3 - dihydro - 2H - 1, 4- benzodiazepin - 2 -
the product is isolated as an acid addition one produced by a process according to any one
salt. of Claims 19 to 22, 24, 25, 27, 28, 30 and 33.

33. A process for the production of a 41. A process for the manufacture of phar- -

90 25 compound according to Claim 1 substantially maceutical preparations having sedative, anti- 65
as described herein and shown with reference convulsant or muscle relaxant properties in
to the Examples. which a compound according to any one of

34. A compound according to any one of Claims 1 to 18 and 34 to 40 is put into
Claims 1 to 18 produced by a process accord- a medicinally acceptable form.,

95 30 ing to any one of Claims 19 to 33 as appro- 42. A pharmaceutical preparation having 70
priate or by an obvious chemical equivalenit sedative, anti-convulsant or muscle relaxant
thereof. properties containing a compound according’

35. A 3 - hydroxy - 7 - (chloro or bromo) - to any one of Claims 1 to 18 and 34 to 40
1 - alkyl - 5 - phenyl - 1,3 - dihydro - 2H - and a pharmaceutically acceptable carrier.

100 35 1,4 - benzodiazepin - 2 - onc according to

Claim 1 prepared by a process according to J. L. BETON,
Claim 23 or by an obvious chemical equivalent Chartered Patent Agent, %
thereof, John Wyeth & Brother Limited, o
36. A 3 . hydroxy ~ 7 - {chloro or bromo) - Huntercombe Lane South, Taplow,
105 40 5 - phenyl - 1,3 - dihydro - 2H - 1,4 - benzo- Maidenhead, Berkshlre.
110 PATENTS ACT, 1949
SPECIFICATION MO, 1,022,642
: . In accordance with the Decislon of the Superintending Examlner, acting for the
: , Comptroliler-General, dated the 2ist day of June, 1966 this Specification has been

l15

Loy

- amended under Sectlon 29 1n the following manner:-

Page 1, lines 38 ang 37, delete tfor instance alkyl or alkenyl, particularly"

insert "suchn as"

Page 1,
"lower alkyl or lower alkenyl"

Page 1,

Page 4, line 58, delete "S-phenyl"

line 55, page 5, line 102, before "alkyl® insert "lower®

Page 6, lines 22 and 99, page 7, line 34, before "alkyl" insert "Tower="

THE PATENT OFFICE,
23rd September, 1966

D

lines 52 and 53, page 5, lines 99 and 100, for "alkyl or alkcnyl' read

T75716/3
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