-Y- This invention relates to new 3- hydr oxy- 1, 4- benzo- di azepi ne-2-o0n
ptocess for. the production thereof, and conpOS|t|ons cont ai ni ng t hem

65 apd
® 7
O he

py esent invention provides 3- hydroxy 1,4-' 5 benzodi azepi ne- 2- ones
general formula 10 in which R represents a&pltrlle group, .[err] represents .
hydr ogen, hal ogen, trifluoronethyl nitro and R 15 represents hydrogen

or- hal ogen. W have found that such conpounds have a highly sedative and
sﬁeep prolonging activity as well as a hexobiarbital potentiating activity

whil e exhibiting a '@?&EoihQEBklohh?é @ﬁégﬂgﬁe Cogggﬁmg%*rufrgegéﬁﬁgs in

20 t he production of -new pharnaceutica accordlng to the -

i nvention may éﬁaEégmﬁéed-eheehenaeb%@de\é% %&Stﬂﬂétpfﬁhﬁtfbxﬁ‘ygﬁ@fé!of, o
1, 4- benzodlazeplne ones of the general fornula 25 '

and compositions containing them.

The present invention prov1des 3-hydroxy-l,4¥

5 = benzodiazepine-2-ones of'the general formula
CH, .CH, R
N.CO\\\\\\
Ry > CH————OH (1)

..c==Ne’f//’

10

in which R represents.é nitrileé group, Ry represents
hydrogen, halogen, trlfluoromethyl or nitro and R2
15 represents hydrogen or halogen _
| We have found that such compounds have a highly
sedative and sleep prolonging activity as,well as a
hexobiarbital potentiating activity while exhibiting a
low toxiCity.: They may also be used as.intermediates'in
.20 the production of new pharmaceutlcals. |
The compounds accordlng to the lnventlon ‘may be
:prepared by the selectlve substltutlon of 3-hydroxy-

l,4¥benzodiazepine-2-ones'of.the general formula

25



roup, the group OH in positions 3 renmining unaffected. The conpounds -
cgording to the invention are new 10 conpounds.  Conpounds- of. formul a |
i which R has a neaning other than nilyile are obtained usually by routes
via-the 4-oxide substituted in position 1, the Pol onovsky- rearrangenent
t hereof to gi ve ‘the 3-acyl oxy derivative and subsequent saponification .
(German O fenl egungs- 15 schrift 2,237,211 (U K Patent No. 1,393, 286), v .
Arzneim Forsch.. 25, 720 (1975)) g Cbnpounds of general formula (11) have
been known since 1962. Neyertheles® the possibility of a selective

Hi. CO (I11) R in which R and R have the above stated neanings, at the
9

‘substitution at the gro NPpas 20 dly been utilized up to now. By
the process of tH& +rAves i s possi bl dr-abd@i n from f§I|y avai | abl e
‘conpounds, such as e.g. cRam | oraz etc. (see Austrlan pat ent

speci fication 309, 436) Steyl Teact i on new, highly active 25

in which R, and Rz'haVe the'abovelstated meaniugs, at the
Nﬁ-group, the group OH in positions 3.remaining unaffected.
The oompounds'accordinglto the_iuVention are new
10 oompouuds. Compouﬁds‘of formula I in which R has a
'meaning other than'nitrile are obtained usually by routes.
via the 4—oxide.substituted'in position 1, the Polohbvskye
rearrahéement thereof to'give'the 3-aoy102y derivative
snd subsequent saponlflcatlon (German Offenlegungs-
15 schrift 2, 237 211 (U.K. Patent No. 1, 393 286) , Arznelm.
Forsch. 25, 720 (1975)) .
ComPOunds of general formula (II) have been
known since 1962. 'Nevertheless the possibility
of a selectlve substltutlon at the group NH has
20 hardly been utlllzed up to now. By the process of
the 1nventlon it is posslble to obtain from easily
available compounds; such as eré;;oxazepem,
lorazepem etc. (see Austrian patent specification-
309}4365 in a'one-steé reaction new, highly active

25



-4 sl eepi ng drugs. According to the process of the invention 3-
hydr oxy- 1, 4- benzodi azepi ne- 2-ones of general formula (11) or alkali /
conmpounds thereof are reacted, if desired, 5 with use of basic additions
‘and/ or with addition of phase transfer catalysts such ‘as quaternary . '
amoni um or phosphonium salts or crown ethers and optionally altkali netal .
i'odi des, with conpounds of the general formula 10 (111) X Y in which R
has~t he meani ng gi ven above, X'is a r84Cti ve radical, such as a hal ogen
atom or the sulfonyloxy group and Y is hydrogen-or X nmay together with Y .
form 15 a second atom c bond. Reactants of general formula (I11) include-

for exanple acrﬁlonltrl £,88 wel | as - 3- chloroproplonltrlle or
3brmmpmm|mﬁ gs.

According'to the process of the invention 3-
hydroxy¥1,4-benzodiazepine-2—0nes of.general formula
(II) or.alkali compounds thereof are reacted, if desi:ed,
5 with use of besic.additions and/or with additioh of -
phase transfer catalyets, such ae'quaternary ammonium
or phosphonium salts or crown ethers and optionally
alkali metal iodides, with compounds of Ehe general
formula |
10 _CH.ZI—‘CH - R - -
| } (I1I)
X Y '
in which R has the meaning glven above,.X is a reactive
radical, such as a halogen atom or the sulfonyloxy
~group and Y is hydrogen or X may together with Y form
15 a second atomic bond.
| ' Reactante of general formula (III) 'include for
example acryloﬁitrile as well as 3—ohloropropionitrile or -
3-bromopropionitrile; | | |
The elkali metal. compounds Of the etarting
20 products of general'EOrmula (II),'whioh also have not
been described before, may be obtalned easily, e.g.

by reactlon of these compounds w1th one equlvalent

potassxum-tert butylate in absolute water-free solvents,

25



The al kali netal conpounds of the starting 20 products- of general fornula ®
H whi ch al so have not been descri bed before, may be obtained easily, =~

by reaction of these conpounds with one equivalent ==

assiumtert.butylate in absolute water-free solvents, 25- such as

1'%

et hyl f or mam de or di oxan. In such ¥ reaction first the starting product
i s dissolved and then the potassium conpound is precipitated or it may be
obt ai ned by precipitation with ethers. 5 . The possibility of the ™

. sel ective cya oethéiati ounds o ;fornuJaE I t the

n co :

ami de- ni t r348R Efo Fﬂe&ﬁ‘yi orm iYW O aust! aB¥FAnfl i de, which
o Caponte oL Wesene sl A AN 12 AEBRLLTAAP 2o on 1110
| ‘and then the potassium compound is_precipitated

or it may be obtained by precipitation with etheréf
5 ' The possibilitf of the'seleqtive cyénoethylaﬁion'

of compouhds-of formula-(II) at the amide-nitrogén

(position 1) is surprising, beéaqse acéténilide, |

which corresponds to the present structure, is

found to réact_With acrylonitrile“only aﬁ‘go to.1C0°C,

1o

15



wher eas the reaction thereof with secondary al cohols occurs already at ro

t énperature or even at a | ower tenperature (Og. Reactions 5, 88, 89
(1949)). According to the process of the present invention the 5. reaction
at the amide-nitrogen of product (11) starts even at room tenperature

4

Wi t hout a sinultaneous substitution at the OH group, although acrylonitrile -

i s present in great excess as reaction nmedium The substitution of the .
radical s [err] 10 at the amide-nitrogesr may be proved by the peaks of the

CH OHcoupling in the n.mr. spectra of the derivatives obtained and by the

esterification of the O+group which renained free. The fol |l ow ng exanples
illustrate the invention. 15 Exanple 1 1. g of
trlethylbenzyPwmmmeaﬂnthéoredet@bﬁebhe;ewﬁswa¢ﬂe¢eanﬂanxﬂaiunhnisﬁ 10 g -
of 7-chl oro-3-hydroxy-5-(2'- -

f1 uorophenyl ) -de@uxis hgtireadyt at4rbemztem@se'|artme:e2mem at a Sower
acrylonitrile. 'Then 8 drops of a 40% net hanolic sol ution of

benzyl t ri met hytenpepdtunehyargxi BeactionsnSB" BéuweBd dd@&@h&irlstlrrlng

After stirring for 8 'hours at roomtenperature the reaction nmixture was
| eft over ni ghtdccording to the process of the present 1nvention the

5 ° reaction at the amide—nitrogen,of product (II) starts
even at room temperature without a-simultaneous
substitutioh at the,OH-group, although'acrylohitrile

is present in‘great éxcess as reaction medium.
The substitution of the radicals ~CH,CH,-R
10 at the amide—nitrogen may be proved by the peaks of
| the CH-OH-coupling in the n.m.r. spectra of the
derivatives obtained'and by the esterificatiohsot :
the OH-group which remained free. |
The followihglexamples illustrate the ihvention.;
15

Example 1

1 g_of triethylbenzylammoniumchloride ("Teba") was
added to a suspensiOn of'lo-g of 7-chloro-3-hydroxy-5-(2'-
£luorophenyl) -1, 3-dihydro-2H-1, 4-benzodiazepine—2-one :

20 in 50 ml acrylonitrile. Then 8 drops of a. 49% methanollc.
1i ' . solution of benzyltrimethyl ammonlum hydroxldg‘(frltghfﬁéﬁhh
o were added with stirring. After stlrrlng for 8 hours

at room temperature the réaction mixture was left overnight

at 4°C.  Then the prec1pitate was filtered off with

25 suction, washed with acetone and crystallized from ethanol.



at [err].

Then the precipitate was filtered off with 25  suction, washed
h acetone and crystallized from ethanol. -7- The : -
-cyanoet hyl ) - 7- chl.or o- 3- hydr oxy-5- (2" -fluorophenyl)-
- di hydr o- 2H 1, 4- benzodi azepi ne- 2- one thus obtai ned had a-nelting point
~190 to 193 [err] Wthout addition of Teba the di substi tuted

1-.(2-cyanoet hyl)-7- chloro- 5
3- (2- cyanoet hoxy) - 5- ( 2' -f1 uor ophenyt?d= 1, 3- di hydr o- 2H- 1, 4-

benzodi azepi ne-2-one was al so forned. -
fromacetonitrile at 204 to [err]:

di substituted products fromthe starting chronntographééon thin | ayer

ki esel gel BBeFl2%52-gyrngeidyil) qii~hdinnar Irhydaery- ot (
acetic acid (90 : 25 : 4 parts by volune)-is suitable. Exanple 2 15
1 g Teba ahd38d§h8§§°U?Hal4@%hﬁ§ﬂﬂ§%ﬁﬂ%?¥ﬂﬁ1ﬁTQ#ﬁd¢hQ$|@bﬁaEmﬁés added to
-a suspensi on_of 10

3- hydr oxy-Badoa. @ﬁllgﬁ-ﬁﬁh@ﬁ}mt PfSJ{ﬂ%;RR d—%—ﬁq 4 WkEhout R8GEpiLAR- 2- one

gl aci al

of.- 7-chl o

("Lorazepanmt) in 50 m _of acrylonitrile

5

10

15

20

25

of Teba the disubstituted 1-(2-cyanoethyl)- 7-chloro- '
3-(2—cyanoethoxy) 5-(2'-f1uorophenyl) -1, 3—dlhydro-2H-1 4-
benzodlazeplne-z-one was also formed. This melted after
recrystalliiation_from_acetonitfile at.204 to 207°C..
In order to distinguish the mono= and disubstituted

?roducts from'the'starting chromotography. on thin layer

'kleselgel 60 F 254 using as. llquld phase a mixture

of benzenes dioxan; glacial acetic acid (90 :.25-: 4

parts by volume) is suitable.

'Example-z

1 g Teba and 8 drops of a 40% methanolic solution
of Triton B was added to a suspension of lo'g of 7-chloro-

3—hydroxy-5-(2'§chlorophenyl)-l,3—dihydrof2H-l,4-benzo-

diazepinefzfone-(“Lorazepam")"in 50 ml_of_acrylonitrile_

and was stirred for 24 hours at room temperature. Then

-the reaction mixture is cooled'to_4°c; the precipitate

was filtered off with suction,and'recrystallized_froﬁ

ethyl acetate. 1?(2-Cyanoethyl)47-chlorof3-hYdroxy-
5¥(2'-chiorophenYl)fl;3-dihydreeZH—l;4—benzodiazepine--_
2-one, m.p. 198 to 202°C)'was.obtained. Without

addition of Tebe the disubstitﬁted 14(26qyanoethy1)47-

nfdnesonheryad) -

3

This nelted after recrystallization -
I.Ln order to distinguish the nono- and



m xture is cooled to [err], the precipitate was filtered off wi th suction
apd recrystallized fromethyl acetate.
1- (2- Cyanoet hyl.) - 7-chl or o- 3- hydroxy- . -g- '
5-(2' -chl orophenyl) -1, 3-di hydro-2H1, 4- benzodlazeplne- 2-one, .mp. 198 to
[err], was obtained. Wthout 25 - addltlon of Teba the dlsubstltuted
1-¢2- cyanoethyl) 7-
chl oro- 3- ( 2- CYQW96f803¥X2zcﬁhh@é@h@x@?—G}@W&@ﬁmﬁaﬁOZ—cyanoethoxy)
5-(2' -chl orophenyl )-1, 3-dihydro-2H 1, 4- benzodi azepi ne- 2-one,. mp. 210 to
[err] (from acstppi+&hleropheayal)sa ,bdahyeto-RH-1 Betrgrizodi&zapimé-a 40 %
met hanoli ¢ solution of Triton B-were added dropw se to a suspension-of 20 g
of Oxazepam i m22dfe il mop . a2l pl aoi RABlPE Wifrons tacertiong. t e J twams 5 '
heated for one hour to 500C to produce an orange sol ution.

also obtalned. _

and was stirred for 24 hours at robn1tenperature. Then 20 the reaction (2;%29



After standi ng overni ght the reaction was conplete. The sol ution was _
entrated in vacuo and upon cooling the concentrate a precipitate was )

| ned, which was recrystallized from[err]. It nelted at 192 to 1940C
and consrsted of - 1- (2-cyanoet hyl ) -4-chl or o- 3- hydr oxy- 5- ,

phenyl 1, 3-di hydr o- 2H 1, 4- benzodi azepi he-2-one. 1f the reaction nrxture was

*l;

heat ed for 2 hours to [err] t he di substituted . -

1(2-cyanoet hyl)-7-chl oro-3-(2- ' ¥

cyanoet hOX)@xé{%@W' -1, 3-di"hydro- 2H 1, 4- benzodi azepi ne- 15 2-one was al S0
formed, whr actrcally i nsol ubl e in [err]. After recrystallization

from acetonitri | &5 idl et tedq@ts 248thanbeie] sobudiphe of 2@id%n B-10- 0.1 g
of Teba and 1 m of triethylam ne were added to a suspension of 2 g of

Lorazepam iverd) added aespwDsentdral euspdnbhren bgated gwicieh calazepang t o
[err]. A yellow sh-solution resulted, fron which gradually a precipitate-
in 240 ml of acrylonitrile with stirring. Then it was
5 heatéd for one hour to 50°C to produce an o:ange solution;
After sténding'overnight the-:eéction was comﬁlete._
The SOlution was concentrated in vacﬁd and upon_cooiing
the'cbncentrate a precipitate was obtained, which was
.recrystallized from CHClé. It melted at 192 to 194°C
10 and COnsisted of 1-(2—¢yanoethyl)—7fchlofof3-hydroxy-5-
phenyl-l,3-dihydrd-2H—l,4-benzodiazepine42-oﬁe.

If the reaction'mixture was heated for 2 hours to
50°c the-diéubstitutéd l(2-cyanoe£hyl)-7—Chlor0e3¥(2-
cyanoethoxy)-5-phenyl-l,3-dihydro;2H-l,4—benzodiazepine—

15 2-one was also formed, which was practically insoluble
in CHC13.. After recrystallization from acetonitrile it

melted at 215 to 218°C.

Example 4
20

25



5? was forned. After 3 hours the m xture-was concentrated in vacuo and
the concentrate was allowed to crystallize overnight at a tenperature of -
[err]. The precipitate was filtered off with suction and recrystallized
fromethyl acetate.. [t was identical with the nonosubstitution 10 product
obt ai ned according to Exanple 2 (nelting point 198 to [err]). By follow ng
t he procedure of the above exanples, the follow ng conpounds were prepared.
1- “tcyanoet hyl ) - 7- ni t r o- 3- hydr oxy- 5- phed@~1,-3- di hydr o- 2H 15 :
1, 4-benzodi azepi ne-2-one, mp. 185 to 188C; _ '
1-(2-cyanoet hyl ) - 7-ni tr o- 3- hydr oxy-5-(2' -chl or ophenyl ) -1,
3di hydro-2H 1, 4- benzodi azepi_ ne- 2-one, mp., 191 to 194C - -
1- (2- cyanoet hyl ) - 7- nPt oI 308y TebRy 258 2 MY @f dHakhylamine were .
3rdihydro-2kk1;4-benzodiazepine-zrone,_g%p. 183 to Jerr]., 20 -11- CLAI?B'
1. 3-Hydrox§dded. Een2o8MEPERSAEN2 Odnes D% ﬁ@q#%aﬁ'% i 20 ml of acrylo-
nitrile and then heated with stirring to 50°C. A yellowish
solution resulted, fron which gradually a precipitate
.5 was formed. After 3‘hoﬁrs-the mixture was concentrated
in wvacuo and the concentrate was allowed to crystallizé
overnight at a temperature of 4°C. The precipitate.was
filtered off with suction and recrystallized from'ethyl
acetate. It was identicai with the monosubstitution
10 product obtained according to Example 2 (melting point
198 to 202°C). |
By following the procedure of the above examples,
the foiiowing compounds were pteparéd.,_ |
14(cyanoethyl)-7-nitro-3-hYdroxy-S-phenyl-l,3-dihYdro—2H-
15 1l,4-benzodiazepine-2-one, m.p. 185 to 188°C; |
1- (2-cyanoethyl) -=7-nitro-3-hydroxy-5- (2'-chlorophenyl) -1,
3dihydro-2H-1,4-benzodiazepine-2-one, m.p. 191 to 194 °C;
l-(2-cyandethy1)-7-nitrp-3-hydrpxy-5;(2'-fluorobhényl)-l,
3—dihydro—2H—l,4-beandiazepine—2—one, m.p. 183 to 185°C.

20



100y n which Rrepresents nitrile, [err] represents hydrogen, hal ogen,
ri,ffl uoronmethyl or nitro and [err] represents hydrogen or halogen 2.

a{ FyagogtgyL)d7 chf;o43bhydr8xy 5(2'-f;uoro-
[ ro- enzodi azepj ne- 2- one
! Syanoet hyl )~ 7-ohl or - 3- hyar oxy- S - chi or o o-” | MU W

1-
P
3-
1-

(2-

henyl ) -1, 3-di hydro-2H 1, 4- benzodi azepi ne- 2 -o
-(2-Cyanoet hyl ) - 7-chl or o- 3- hydr oxy- 5- phenyl -
di hydr o- éﬁ- - benzodi azepi ne--2-one. 5. .
(2-Cyano 7-ni tro-3-hydroxy-5- phenyl -

3- di hydr o- 2H 1, 4- benzodi azepi ne- 2- one, - 25 6.
1- 2(- Cyanoet hyl ) -7-ni tro-3-hydr oxy- 5- (2'-ch|oro- S -12-

. phenyl) -1, 3-di hydr 4- D6
- 1-(2- Q/anogt hyl )%7%- ojx'y ]Hydroxyﬁéﬁ%%[\g g Oges of the formula
phenyl) 1, 3-di hydr o- 2FL1 4 benzoqhgzqﬁing 2 Q@e

.CO
5 _
Sew W
10 m : L. _ ' _
in which R represents nitrile, Rl_represents-hydrogen,-
halogén, triflﬁoromethYI Oor nitro 'an_d'R2 repreéents hydrogen
or halogen.
2. 1- (2-Cyanoethyl) 7-chloro 3-hydroxy-5(2'-fluoro-
15
phenyl) l 3-dihydro-2H-1,4- benzodlazeplne-2-one.
3. .1-(2-Cyanoethyl)-7-chloro-3-hydroxy-5-(2'-chloro-
phenyl)-1,3-dihydro-2H-1,4-benzodiazepine-2-one.
20 ' . _ . .
4. 1-(2-Cyanoethyl)=7-chloro-3-hydroxy~5-phenyl-1,
3-dihydro-2H-1,4-benzodiazepine~2-one.
5. | l-(2-Cyanoethy1)-7-nitro-3%hydroxy-5-phényl-l,'
3-dihydro-2H~1, 4-benzodiazepine-2-one.
25 ' -

6. 1-2(-Cyanoethyl) -7-nitro-3-hydroxy-5-(2'-chloro-

O

L 2



5&8w. Conpounds as clainmed in claim1l substantially as—herein _describe
wi'th reference to the Exanpl es. 9. A process fo %ﬂm ration of

cqenpounds .as 10  claimed in claim1l which conpris WW”," :
and R

substituting conpounds of the general for a HNCO
have the neanings given in claiml, at the -position to introducé a group

[err] in 20 which R has the. nmeaning given in claiml. 10. A process as
clamed in claim9 which conprises reacting a conpound of fornula Il or an -
al kali derivatj L§0ofy ) desralell ) rmul a

(rer) in mhichbégnkgg ?hg‘ﬂﬂh q%& glvenngﬂﬂ% a|n1 éﬁgﬁ% - 038

7.  1-(2-Cyanoethyl)=-7-nitro-3-hydroxy-5=-(2*=fluoro-

phenyl)-i,3-dihydro-2H—l,4-behzodiazepine—24one.

8. Compounds as claimed in claim l_substentielly

as herein described with reference to the Examples.

9. A process for the'preparation of cdmpounds as
10 claimed in claim l which comprlses selectlvely

. substltutlng compounds of the general formula

H
N.CO

\\\\\\
1 _. ////,(

CH~——OH  (II)

15

in which R, and Ré heve_the_meanings given in claim 1,

at the_l-poéition'to introduce a group -CHZCHZ-R in

which R has the meaning given in claim 1.

10. A process as elaimed in claim 9'which'¢omprises'
reacting a compound of formula II or an alkali
derivative thereof with a compound of the general

25
. formula



reactive radical and Y is hydrogen or X may together mnth 5Y forma second t

bord. 11. A process .as clained in claim10 in mhlch t he process IS—' .

’ Nied out in the presence of a base. 10 12. u .

jyn 10 or ‘claim 11 in which the process is carrie mm’ ’mmg ence of ~
hase transfer catalyst. 13. A précéss as clainmet ih o ai #n which

t 15 phase transfer agent is a quaternary ammoni um or phosphonium salt o~

a crown ether. 14. A process as clainmed in any of claims 10 to 13-in =

“which the process is carried_out ﬁ thgnpresence of . 20 an al kali netal
I odi de. 15. A process as- fai me of clains ffﬁf(3.14 I n which the
t

compound of fornula 11l is {sed ag a reaction nedlu%1 lonally diluted

with an inert: solvent 25 16. A process as clalned |n any of clains 10 to
15 ' o , . _

in which R has the meanlng glven in clalm 1, X is a |
reactive radlcal and Y 1s hydrogen or X may together w1th

Y form a second bond .

11. A process as claimed in claim 10 in which the
process is carried out in the presence of a base.
10 _ - : '
: 12, A process as claimed in claim 10 or claim 1l in
which the process is carried out in the presence of

a phase transfer catalyst.

13. A process as claimed in claim 12 in which the
15 - : :
phase transfer agent is a quaternary ammonium or

phosphonium salt or a crown ether.

1l4. A process as claimed in any of claims 10 to 13
in which the process is carried out in the presence of

20 .
an alkali metal iodide.

15. A process as claimed in any of claims 10 to 14
in whlch the compound of formula III is used as a
reactlon medlum-optlonally dlluted with an inert solvent.

25

16. A procees as claimed in any of claims 10 to 15



-ﬁ@='dn whi ch the reaction conponent of fornula (l111) is
3-chl oropropionitrile or 3- bronopropionitrile. 17. —Avp#eeess~as—e+a|ned cﬂM

ig any of claims 10,t0°15 5 =~ in which the reaction co ‘ mul a
(Irr) is acryl onitrile. 18. A process as cl ai ned |B|Hm
substantially as herein described with reference to niﬁﬂaﬂ -
Conmpounds as clainmed.- in claim1l when prqpared by a process as clalned |n
any—of claims 9 to 18. 20. Phar maceuti cal comnpositions conprising a.
conmpound 15 as clainmed in any one of clains 1 to 8 or 19 together with a

pharmaceutical ly acceptable carrier. The text of the specification has been
reproduced by pho{,AGeRyithe bRAAARM Mporddi iRl sdymessr {Pi) | {smay

contain a few nmanuscript amendnents which are difficult to read. The
origi nal typesleﬁloQgﬁképﬂbW&ﬂ£¥¥33dFﬂBH5¥dﬁ3pﬁ5§¥5HEi%§1@By be |nspected

on the prem ses of the Patent- CIflc
17. A process as claimed in any of claims 10 to 15
5 in which the reaction component of formula (III) is

acrylonitrile.

18. A process as claiméd'ih claim 9-subs£antially

as herein described with reference to the Examples.
10 |

19. Compounds as claimed in élaim 1 when prepared

by a process as claimed in any of claims 9 to 18.

20. Pharmaceutical compositions comprising a cbmpound
15 as claimed in any one of claims 1 to 8 or 19 together

with a pharmaceutically acceptable carrier.

The text of the specification has been reproduced by photocopying the applicants orig:.nal ’
typvescript. It may contain a few manuscript amendments which are difficult to read. The

original typescript containing these manuscript amendments nay be inspected on the premises
of the Patent Office



