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i ncl udes t he The S%pReuads mﬁh‘gﬂﬁ%ﬁéggﬁ‘yz&cﬁ@%& "Itléte gf)le.'-al#%"ém?;m o

alkyl" refers to both straight and branched-chai n. saturated

arbon radical s having up to six cgrhon atonms. Preferred are’ groub‘s
5 met hyl, ethyl, propyl, isopropy{, f‘lr}m&;u.tyl 25 and t-butyl.
ce 25p] S Y Vo T : '
| | | | : X-—_O[- \c< )
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10 and pharmaceutically acceptable salts thereof, wherein X is hydrogen, halogen, trifluoro- 10

methyl, nitro, hydroxy, lower .alkyl-or lower.alkoxy; R, is lower alkyl, polyfluoro-lower

.alkyl, phenyl-lower alkyl, lower cycloalkyl, lower.cycloalkyl-lower alkyl, lower alkenyl

or amino-lower alkyl the. amino group of which may be substituted by one or-more

Jower alkyl groups; R, is hydrogen, lower .alkyl, hydroxy or lower alkanoyloxy; R, is 15
15 - phenyl, X-substituted phenyl, naphthyl, thienyl or pyrryl and R, is lower- alkyl or _

o Rs

S
—CH,CH(CH;).N _ -
R,

(wherein n is 0 or 1 and R; and R, are hydrogen -or lower alkyl) and may additionally
be hydrogen when X is hydroxy and/or R, is polyfluoro-lower alkyl, phenyl-lower alkyl,
: lower cycloalkyl-lower alkyl, lower alkenyl or amino-lower alkyl the amino greup of
20 which may be substituted by one or more lower alkyl groups and/or R, is lm’x,'er alkyl, 20
hydroxy or lower alkanoyloxy. (The term “pharmaceutically acceptable fiﬂt& as usec’i’
- herein includes the 4-oxides of the compounds of formula I). The term “lower alkyl
refers to both straight and branched-chain saturated hydrocarbon radicals having up to
© six carbon atoms. Preferred are groups such as methyl, ethyl, propyl, isopropyl, n-butyl
25 and t-butyl. S .
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1, 297, 629 2 "Lower al kenyl™
simlarly refers to strai ght and branched-chain ol efinic hydro- carbon
radi cals having up to six carbon atons and may be exenplified by

:-1-_propeny| 2- is'oprope'nyl 2- butenyl 3-butenyl -and 2- |sopentenyl The .-
‘terprs <'| ower cycl.oal kyI _ and "| oner cycl oal kyl -1 ower al kyl" are 1i mtI@I S
cisimlarly and- may be* exerrpllfled by'5 cyclopentyl, cycohexyl ‘and L i
cycy opropyl met hyl . ‘Simlarly the term "phenyl-iower al kyI 5 may be .
il lustrated& by phenethyl and benzyl. Bi297j6zprer al koxy s meant ether "2
~radj cal s, wherern the Tower %’] KY]1 rmlfety S _as -deffned for toweratkyt™
- aboe, 'such as f g - SRuEm ke En nETi: Prely yrefers ko ghrejeht. %ﬁg‘l&h@ plq@th 1‘3@5" By
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‘acifs having up dna “&w@ﬁé&bﬁﬂkyﬁlo@&salk ’nedlﬁ Qéy di e exempl Eﬁe& such ‘
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-_.5al kyl radical s our a°§, aﬂ?" gltg_ . The tefégeglog og_eﬁss?qéjhon @qﬁgg@e@@@% and

_f_-l nc udes such noie ASre 3“ methyl, =~
2 EB 3,3 pent af | udepenpy lyﬁiafi-lhhzf.‘a STk Gafent 1 19wp LG o add FRAL Of this
i v s

ntion -tlAe pon Jtalomﬂh@matoralamdm se¢hymdiraies atswa,z{tﬂtm tm,ctnmgm at arss,
el [err] wher€ff 53 b3

?m{fl uor onet hy! | gk 1 tgté;ﬁt,z%,ﬁig ‘““Rgfillﬂ%‘ﬁegﬁ . “{ om'oound's

oy
u

'D

;;%

20 : 2 The mhmmmeutbst&aéd ybm'petexe@t abl'e sal ts i n ormed with:
bott i nor g2 g'ﬁn@hwg%wmlyamed@blsm nakldhyldsedothied)mtl: bablmbxgain dr olmoomi ¢
‘agi nitri c aC|

, ¢ hydrochlogie peid, Bydr trig @gigy sul ic acid, |
B o"hel 0- mf:m%ﬁﬁ aé??’ﬁfmmm%mﬁa:ﬁtﬁm&mg Sadieiere acid
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_rdpkesented by ? g; of%?m?%jl? yilibrivmy pxiste beiveen this 2-hydrea¥ui | i bri um
eqisting. betvveen cFro FHim and. t he bridged 2,5-oxy form (lIt) In
“tHe] soli.d state, the eqw—tlbrlumrray be in the direction of t he bridged
2, 5toxy form 30 ° -In any event, conpounds of .the formulae II and 111 .7
14 hereinafter be understood Mhdin 30 ‘the 2- ydr xy. conpounds of this"
i nviention are referred to. The o nds of th s ventlon nmay .
_adv nt ageously be prepared by rplEess _@ %md clained in our

) em—alx 30) This process =
-,njprl ses, when appl I ed to the p ctitzon of rrplzunds of 35° ° the
“prigsent i nvention, reducing at Jte ket o group, gconpound of -t he gener al
forinula 35 Whereln X, [err], [errh and ferr} i{ng as defined herein in
Feljation to fornula |I. The so-obtai ned conpoun f formula | havi ng-a free
hyderoxy group in position 2 may then, if desired, 2 3
1,297, 629 ' -3 be etherified to the
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ds of
pl’ O'C ess co npr i's es &,ﬁ,f,%?gf u% tm; ‘ﬂh@oﬁﬁ'}‘ﬁ@ tageously be prepared by the process

disclosed and claimed in' our copending Application No. 33498/72 (Serial No.
1297630). This process comprises, when applied to the production of the compounds of
_ 35 -the present invention, reducmg at the keto group, a compound of the general fo;mula 35
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wherein X, R, R. and R; are as deﬁned herein in relanon to formula 1. The so-obtamed o
compound of formula I havmg a free hydroxy group in position 2 may then, if desired,
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10 hydride in a suitable inert solvent such as
tetrahydrofuran or ether to the corresponding 5

2, 3- dlhydro 2- 0x0-5-aryl -1H 1, 4- benzodi azepi ne at reduced tenperatures, .
e.g. about 5 [err] The reaction may be illustrated by the follow ng
reactréh 'schenme: "15 20 R3 25.wherein Terr], [err], [err].and X are as
prewroqsly def i.ned, [err] is lower alkyl; and nlhas a value of 0, 1, 2 or
3.410 - The reductlon of the ketgzgy”yp nay also be perforned

-as a.reduci ng ageen&henhéd tbnxetc&ees@baygecomgaﬁa bmnaslarﬁﬁmaemﬁl@ermyr& gr Ouro,
this gioup will also, at least to a certain extent, be attacked by. the

reductifon. This will reduce the yield of-the desRs ed conmpound. 15 .
The corresponding 2-ethers can readrl @%gﬁgfed by reaction. of 33;
correspond- - 15 ing 2-hydroxy conpoun la Il with the app riate

al cokol [err], [err]- representrng | ower aIkyI orRthe grouprng [err] [err]
whehel ‘[err] an e.as erelnbefore defi.ned. . The
Siart d0 corpouns BAeiTAeR SRl 05 Hed s ££ i et

20 30 &,B-dxhydro-z-oxo-?-&@ [Baiz pegatires, E.gea‘daﬁtOC es 5535
descri hed i n theom%eramoﬁataem1Hhhatc&ﬁ;5;h5£tﬂomngjreaqooxtmnﬁel gi an Pat ent No.
692, 621. The conpounds of the present invention may also be prepared by a
pipcess whi-ch conprises treating an al dehyde of formula VIIl (below) wth.a
base-a$ illustrated in the 25 ifol omnng reacti on. schene: . -
25 35 A3 I n the above fornul ae kIJaV [ r [err] and X are as' previously
definedl. A further p055|bilh% t ha, y &B) ar c%pdensatlon of a
“cgyrpound of the general for 7 4-m

17 . 4 wherein [err], [Eﬁﬁﬂ [érr] and X are as prevrously
defined, and L -is a free am no grpup [err] blocked anino group, such as a -
salified amno group, for exanple [err],[err], benzyl- oxycarbonyl am no
ggsoup, {pht hali m do group; acetam do group and the like. 5 . For the

. prepar ati on .of t k@&Gan RQER® BAIEX B \ié previcikly adthelr Rf is Réerfalkgls Mdym [y @uglue N 5
iposrtr)n 2, .the eb Gn@§ of fornula II obtarned above are supjected to an
‘etherifica-"tion r PG]FTEFF‘ %"ﬂ’&[‘?‘[’é’ﬂbydﬂ?“ssl rrpII?/ by

‘Blﬁnon _
‘dissolying the hyd?“ﬁ“»’.‘ir:’e 0 ‘ﬁ"ai i ‘ﬁ“ﬁaa“‘“é@“‘“ SRkl sk Wi Afclaabdovi g’ the
.ether fo cr yst al kd zeertamhﬁtemt Bk htwa@da@rﬂa@hwatﬁ Frhtshﬁu gelner @d yx‘elaramxea VI
may befprepared d@cehdmmgmio to the follomrng reacti on schene:; wherein
[err] s | ower al ky;l' e corrésponding 2-ethers can rcadily be prepared by reaction of the correspond- 15
- F ing’ 2-hydroxy compounds of formula II with the appropriate alcohol ROH), R, -
representing lower alkyl or the grouping '

e ——"

| - R
_ _ /
“~CH,CHy(CHN__
. Rs

L wherem n, Ry and R, are as herembcfore defined. '
: 20 The starting compounds of general formula IV are well known and may for 20
30 B example be obtained according to the processes described in the Austrian Patent No. -
' : '275,528 and in the Belgian Patent No. 692,621.
: ‘The compounds of the present invention may also be prepared by 2 process which -
compnses treating an aldehyde of formula VIII (below) with a base as illustrated in the

: 25 following reaction scheme: _ . 25
35 :
R H R
T o e O m
1" base N
X . X A
Ry - R3

In the above formulae R;; Ry, Rs and X are as ptev1ously defined.
A further possibility is the mtramolecular condensatlon of a compound of the
general formula X .




The conversion of the Schiff base VIl into the al dehyde is effected by

nmeans of an acid, preferably a Lewis acid such as [err] 15 The
starting corrpounds of formula VIIl may also -be obtained_hy a -reaction
15 accordr ng to the follow ng reaction schene: ’ 1, 297, 629

5 The conmpounds -of thiss invention may al so be prepared by reacting a benzo-
i a‘qul ne- 4- oxi de’ of the’ general -fornmul a wherein [err], [err], [err] and X -
-are; as previously defined except that [err] is -desi r abl y ot her 5 t han
“hydrdégen, with a Gignard reagent of the1myal forrrula X117 = - 4
Sepetr] (XIT), "wherern [err] sas—previousty—defred—and—Hat—+epr At
‘a .halfogen atom By hydrolysis and dehydrat%on of - the so-fornmed conpl

cofpound of the general forrmula | is obt? egh 10 . This process may
prpcess descri bed 10 in the

-f or'éxanpl e be perfornmed anal ogously 3,0
‘Belgian Patent No. 711 409. The. f okldwlng exafples illustrate t he
- i s invention and of

_prepakati on. of represent ative conpouitgs
int é'hedl ates useful in the preparatl on c—her!e : Exarrpl e 115 -
Preparatron of 7ch|oro1(222trrf|ud‘30ethﬁ))-2 > . 15 .
:hydr.bxy- 2, 3- di hydr o- 5- phenyl 1H- 1, 4- benzodi azepi ne 0. 64 & ans (0.017 nol es)
Ilthlum alumnlumh are addedtoastlrred sol ution .of '5.6-grans. .
(0: 0316 nol e) of 7-¢ gﬁlﬁ‘“’gﬁ uc as fé ﬁyq‘ nd Lds gffr ny-goup or-a
.0x0-5- phenyl - 2H- 1, aﬁ K o ﬁ%ﬁgﬁ%" r"a‘FfY‘cooI ed
‘to [Brr] 20- 5 Aftdor tHaevr@ ldm@rthdséc m’ ah Riheded i i redsa
“f i ther 5. mi nut es,Podting % Hhe Ompz@ﬂdq lbhummll\nbmhemebveer&mblecte‘ﬂkga aﬁ?a;ﬁitaon is.
“filtered, dried ocgfl"gﬁﬁ{; PRI i ledeetmwm’é’cﬂlmﬂmthﬂsdwwd o
_ pnate lco ol an

presgsure. The sol utl e ke B A8 E @%ﬂ% “gf;fe rarc% e and
“granms of 1@ he tw tﬂeefomhgatuaﬁbnrsahehiae orm of V\:hlt g.L 30- 10

(b

~are collected. 25 : If in the above Exarrple

s 1532 2, 2- trifluoroethyl)-1,3- dlhydro 2- 0x0- 5- pheny! - 25

ol lbenzodr azepine is used as a st:g ting corrpound the

1A 2,2-trifluoroethyl)-2- N—H - ORg -

T hy roxy 2, 3-di hydr o- 5- phenyl - benzqdnzmméé I s—obt'ai ned. (M p. [err]
] - Exarrpl e 2 30 aration lof l\ORe

7c|oro (222tr|f+’croroethyl) arrethoxyZB 30 ,

~di hyldro- 5- phenyl - 1H- 1, 4- benzodi azep#ne 15 . - 2.5

Ga#gs (0.0071 nol es) of 7-chl oro-1-(2, 2, 2- trlfluoroethyl) 2- hydr oxy- 2, 3-

di hydr o- 5- phenyl - | H 1, 4- benzodi azepi ne.arg dipgsolyed in 10 m. net hanol and

w@lcwed to.stand at Terr] until crystal i at i 0 q,écurs 2.2 Grans of the ;

. e conpound (mp. 35 [err] arex ected. oy e

.. 38 °lf in the above Exanple the methanoNAs_ r,e_rﬂ/a 2ed by et Lanol t he
cer_respondl ng 2- et hoxy corrpound i s obt ai npd (rﬁ\a [err] Exarrpl e 3

_ (YID

wherein R, is lower alkyl ' -
The conversion of the Schiff base VII into the aldchyde is effccted by means of an
M acid, : preferably a Lewis acid such.as BF;. -
Co : 15 The starting compounds of formula VIII :may .also -be obtamed by a reaction . 15
) : : accordmg to the followmg reaction scheme:
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Preparation of 7-chloro-1-nethyl-2-hydroxy-2, 3-di hydro- 40
5- phenyl - 1H 1, 4- benzodi azepi ne 40 1.2 G ans

(0.032.
of 7.0}

.ol e) of lithiumalumniumhydride are added to a stirred solution
granms (0.025 nole) of 7-chloro-1, 3-di hydro-1-nethyl -2-oxo-5-phenyl -

2H 1, 4-benzod|azep|ne,|n 150 -m . of dry tetrahydrofuran cooled to [err]
After the addition is conpleted ‘the mxture is stirred a further 5

myute$, and then quenched 45 mﬁthL fn%ﬂher " The solution is 5
~fitered, dried over SOdIUﬂ] qu . an ma g entraealr un nder rqguced

pressute. The mxguw;ge_ S ‘? réeﬁeyd %ﬂ%‘ﬂ ° & REP? fﬁaf”r &a%ﬁ’Fh P& and . $8

granms ¢f the title conpound err] are collected. Simlarly, one can

prepar ¢ ot her conpounds of. thls i nventi on by substituting the corresponding

1, 3-di
duce t

examrke

1- (2w2)-
5- pheny
2.- hy
-chloro
- 5

- £2 -
met hyl
triflu
1, 4- be
218 -

- 'isop
1H 1, 4]
di hydr
15 8 -
di hydr

hydr o- 2- oxo-5-aryl -2H 1, 4- benzodﬁazﬁpnne of formula-1V to pro- 50
e desired 2-hydroxy-2, 3- dlhydt0ﬂ5-a/ 1H—1 4- benzodi azepi ne, as for.

. 50 19 6 - (x) 1,297,629 .
trrfluoroethyl 2--hydr oxy- 2 n&@(d\

| -1 H 1, 4- benzodi azepi ne; 7 - ch%or L3R (2,2,2 - trrfluoroethyl)

iroxy - 2,3 - dihydro - 5 -.(2 - Rpyridyl)-1H 1, 4- benzodi-azepi ne; 7.- _
1 - drethylanrnoethyl 2 - hydroxy - 5 - (o - fluorophenyl) - 2,3

. wigrelnyRly 8., Rataild K—dneaszmdmoasbe pifinel; exCepOthat R,ris fdsinablyoniet hyl - 1 -

i sope?‘rt enythgn bydmgen, with)ja|{grigngyd reagent oﬁ% gerx:gﬂl formula XII _ -5

5-(p- chlorophenyl) 1H 1, 4- begzgﬁh ep% 7 - nitro - 1 -

br onet hyl :2 - hydroxy - 2,3 - ydr o - (p - tolyl) 1H -

hzodi azepi mherei_h(Ra is as plevnouslsideﬁn{dzarna Hal repnesrentﬁ h halvgoe hiaml By Rydfolyimydr OoXy -

Hi hydro - a'gd éfatjen of thqo-formed complexna pretpond o shepgepsal fqrmulafyigy oxy -1

opyl 10 2 -*R Pbdkess Bor exalp N 0 {n o
benzod azammaglzn 5 R eI il ey (U AURRBRN
D - (1 - ﬁéllplﬁQlﬂqym example$ illustBie the preparation of repiesehatierampiuadsepi ne;

br orm -1 this juyergiom angl of iptermedigtes Hsifgdn Hip|Peparation_thasgpfir oxy - 2, 3 - _
b - 3 - acetoxy 5-(2-thienyl)- 1khﬁmémpgnzod|azep|ne 9 - quoro - l -

phenet hyl - 18 - hydroxy - 2 FeparatitinhgfOrdloro-B(22,2(tRuorddiny-@phenyl) -

IH 1, 4}

(erg.'wethanol q%@mm 1s
producg the corrggho! I%fB %ﬁm

cycl opf
1El -1,
7-chl of

benzodi azepi ne 20 hydroxy-Z 3-“@%!096&@131-&11-1»&%041*1@1'& propr| at e al cohol

d ed
e
tet .hydr led to-0°C. :

opyl reét hy! After %u: adﬂi&&‘h@)ébmpleua axe mlﬂhx’@)(ﬁi’ti&ed a BurtheiDF eiMbles,-and then
- benzodi azaupiched;with wet ether. The solution is filtered, dried over sodium sulfat‘., and con-

0.3 N e s e R bl v

7- chlpro -1 - ng aré callecied®

phenyl }

25:23H 1, 4- hf mzae nmepxmre 12(2,2, atifh@Fdethyl)- Ls-ﬂmrmw-wko-s-pl&nyl-zﬁz N;sN -

di met h yl. am noet hobdyhenzodigzegine ig)jufsd chs oa staBma hrempdquad, the] lﬂ,bénﬁ@m;?!wéfii- ne;

15

hy r%xy-Z,B dihydro- 5-pheny1—1H- »24-benzodiazepine is obtained. (M.p
125°C.)

: - Example 2 L .
30 © . Preparation of 7-chloro-1 -(2,2,2-mﬂuoroethy1)-2-methox)-2,3- ' 30
dihydro-5-phenyl-1H-1,4-benzodiazepine ' : '
2.5 Grams (0.0071 moles) of 7-chloro-1-(2,2,2- triflucroethyl)-2-hydroxy-2,3-
dihydro-5-phenyl-1H-1,4-benzodiazepine are dissolved in 10 ml. methanol and allowed
' -to stand- at 0°C. until crystallization occurs. 2.2 Grams of .the title compound (m.p.
.35 - 145°C.—146°C.) are collected, 35
' “If in the above Example the methanol is replaccd by ethanol, the cefrespondmg
' 2-ethoxy compound is obtained (m.p. 135°C—136°C.).
~ Example 3 ' '
o Preparatxon of 7-chloro-1 -methyl-Z-hydroxy—Z 3- drhydro- : '
- 40 - 5-phenyl-1H-1,4-benzodiazepine .40
E 1.2 Grams (0.032 mole) of lithium aluminium hydride are added to.a stirred
solution of 7.0 grams (0.025 mole) of 7-chloro-1,3-dihydro-1-methyl-2-oxo0-5-phenyl- _
-2H-1 sA-benzodiazepine in 150 ml. of dry tetrah;drofuran cooled to 0°C. After the
-addition is completed, the mixture is stirred a further-5 -minutes, and then quenched
45 -with wet ether. The solution is filtered, dried over sodium sulfate, and concentrated 45
under reduced pressure. The mixture-is ‘then triturated with ethér-petroleum ether and
- 2.8 grams of the title compound (m.p. 125°C. —126°C) are collected.
Similarly, one can prepare other compounds of this invention by substituting the
corresponding 1,3-dihydro-2-oxo-5-aryl-2H-1 ,4—benzod1achme of formula IV to pro- '
50 duc» the desired 2-hydroxy-2,3-dlhydro-SearyI—ltI-l sA-benzodiazepine, as for example: | 50
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The chloroform layer is dried (Na.SO,) and cvaporated almost- to dryness. It is
then triturated with a small amount of hexane and the product collected, m.p. 130°C —
131°C. -
45 The compounds of this invention exert an effect on the mammalian central nervous - 45
system as determined by standard pharmacological evaluation and as such are useful as :
tranquillizer or anti-anxiety agents. Additionally they exhibit valuable anti-convulsant
and muscle relaxant properties. In pharmacological testing there has been observed
: - significant differentials between tranquillizing and muscle-relaxing doses and doses which
. 50 - cause neurological impairment, e.g. ataxia. The therapeutic ratio is generally higher in ~ ~ 50 -
the compounds of this invention than that observed in analogous compounds presentdly

\ o known in the art. By way of further advantage, it has been found that test animals do

.. not develop a tolerance to the tanglblc embodiments on repeated treatment in anti-
. convulsant evaluation. o
55 The compounds of this invention have greater water solubility than their corres- 55 .
ponding 2-oxo-precursors. They have a more favourable distribution constant between
.organic and aqueous layers. This factor is important in effecting greater absorption i into
the mammalian blood stream when orally administered. _
. Based upon stendard laboratory investigative procedures such as the Antagonism - :
- 60 of Pentylene Tetrazole, Everett and Richard, J. Pharm, and Exp. Ther., Vol. 81, pg. S60
' 402 (1944) and Antagonism of Maximal Electro-Shock-Induced seizures in Mice, Syn- '
ward, E. A. et al., J. Pharm. and Exp “Ther., Vol. 106, pg. 319 (1952) for anti-con~ -



wei ght per day, preferably adm nistered orally in divided dosages. Wen
used as an anti-convul sant the dosage range is about 2-30 ng/kg. of body
weight per day, pre- ferably aorally administered in divided doses. Wen

~used a$ a nuscl e rel axant the -dosage 10 . ~10 - range, is about
0.1- 1.F ng/ kg. of body, wei ght.- per day, preferably oraIIy adm ni st ﬁ
in éivided doses. "Wen used as a sedative- hypnotlc t he dosage ranga

- algout E 10 mg/ kg. of body wei ght prefeﬂd%ﬁ?lorallv adm nistered in a qu%ale
dose. The tompounds of fhis. | t b, conblned'
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and. cagsul e fornmukiedd efly,i dbagp psremeraigmd 2®1cta1h e reces alesf COPﬁWBIafF‘hventé

The fornul at3%ons 'éihﬂeprmatau@s F@tainm t;“"e‘;;‘:;g o be in the form

| hitatlion is int¥ s’ec ym,e i 5’; p‘;’r'; @g@cagﬁ,éi %{,]ﬁ@du&f

Manufagture for 7- ugca diilﬁ ddeSrC&i @r, g&4line, lactose, starches,

hydr oxy- 2, 3- d| hydm@gnEs ébgedabbexrls@umwé ﬁtné‘-um jelly. 25

30 30 The followmg cxamples show, gpsule formulations mclorporgtmg _
cord 7 Chl or o- };L,m c%n@,;%lxn (% tj"F l]lbvlclB@P ﬁgli:e) {oer 18ns are 111ustratwe merely and no _

2,°3-di hydro 5- phen enzodl a7'e4lt 'Mrmulations 100. 0' Lact ose, USP

'123.0 35 Di CHl @bmal%lnd)mmﬂad @f Manufacture for 7-chloro-1-(2,2,2-trifluoroethyl)-2- 30

70.0 | . 30 35ydgouRdrditydred phengig -4 benzodiazepine |

15,0 35 Pol yvi nyl-pyrrel i done -~ core

130 0 Wager 50 mi/ 100ﬂc§1%?€:t§%(; D iuSlo SloéthyE)2-hydroxy- - me/core.

30.0 40 Dry 2 3-dihydro-5-phenyl-1H-1 4-benzod!azepme _ . 100.0

40 Sodi um Lagg yl Suljastoee, USP | B0 3.0 405

Magnesijum St gar at e S;&?uﬁl?‘aurglspsafate - - 158. 0 Tabl et

\/‘g'fght 359. 0 45polyvinylpyrrolidone _Pr ocedure:. 45 150 The 7 -

chloro (2,2,2 Waterz(frﬁlwmﬂﬂ)eirdayl) - .hydroxy - 2,3 - dro - 5 -

45 phemyl -1H-01 4- benEodi S Epi ne i s m xed W|th the Iactose ci um

phosphaj e, afd sodi u Wb E Yl Sillef gt €. The above mxture is sgroeened
tgoughf a No. 60 scr&Rghe s@sragul ated with an aqueous sol uti é® cont-ai ni ng
pol'yvi nyl pyrrolidone. Add additional 50 3 er, if '
necessafy, to bring powders to a pasty mass. Add2B8rNe&tar chgm conti nue
50 m xi ng until .uni formgranules are forned. Pass through a No. 10
sgseen,jtray and ggteduft: 50 oven at [err] for 12 to 14 hours. Reduce dri4<53d

r'anul at | on - clilero 2 - trifluoroethiyt) - 2 - hydroxy - 2,3 - dihydro - 5 -
'g ﬂhr Ou%ﬂeng?ﬁ\g ,4-%32(%223%??15 mixed with the lactose, dlcalcmm phosphate, and
sodium lauryl sulfate. The above mixture is screencd through a No. 60 scréen and
granulated with an aqueous solution -containing polyvmylpyxrohdonc Add additional
50 ' : water, if necessary, to bring powders to a pasty mass. Add corn starch and continue.
' 50 mixing until uniform granules are formed. Pass through a No. 10 screen, tray and dry in 50
oven at 100°C. for 12 to 14 hours. Reduce dried granulation through a No. 16 screen,
-add sodium lauryl sulfate and magnesxum sulfate, mix and compress into desired shape

on a tablet machine. -

.55 . )
55 : !lel‘ge above cores are treated with 2 lacquer and dusted with talc to prevent 55

moisture absorption. Sub-coat layers are added to round out the core. A sufficient

: number of lacquer coats are applied to make the coré enteric. Additional sub-coats and

60 = smoothing coats are applied to completely round out and smooth the tablet. Colour
' coats are applied until desired -shade is obtained. After drying the coated tablets are .

60 polished to give the tablets an even gloss, | . 60 . '




add sodi.um |l auryl sulfate and magnesi um sul fate, mix and conpress intous
desiréd shape on a tablet nachine. 55 Coating: 55 The above cores
are trdated with a | acquer and dusted with 1t2af,629t 0" prevent 55 noisture 3

absor ptfi on. Sub- coat axers are added to round out the Ttore—Asuff+et+ent

I
nunber.jof .| acquer cokt s! %H‘l‘%e E‘R‘Pj’-‘w‘aé’@st o make the core enteric. Additional
Sub-_'d?of{t s and 60 7-Chlorg?1-(Z;Z,Z-Uiﬂuoﬁs%‘gi@-h%ggpat s are applFefapgle
conpk etlel y round out and sapodihydrd-$ghehplbet b HpbineOats are apppgged until
desi red shade i'8 obtai %le.}umhuerl Sdifate ng the coated tablets are 6£0.0 | 5
polishdd to give the tgﬁa ag_even gl oss. ' -279.0
60 ! 'q-*i,‘297, 629 Maghesium Stedrate 8 11. &y e
For mul'at’i ons Formul a: . Capsule Weight 07 Gggpul €
7- Chlodo- 1- (2, 2, 2-trifluoroethyl)-2-hydroxy- o D
2, 3-'¢ligydr o- 5- phenyl i,rlogkd&ré_él-.benzodi azepine . 100.0 5 o
Sodi amjLauryl el fat e Aix together 7 - chloro - 1 - (2,2,2 - trifluoroethyl) - 2 - hydroxy %P%?Q fhydro - 10
5 Lact ose S-phenyl-1H-1,4-benzodiazepine, sodium lauryl sulfate and lactose, Pasé Ihidugh a
Magnesilum St ear at e No. 80 screen. Add magnesium stearate, mix and encapsulate into Hlprépefsipsall e -
Wi ght' | . 500. 0 PritEgepEs cappyle. M x together 7 - chloro - 1 -

(2,2{23- trifluoroetiryl )suppogtory hydroxy - 2,3 - dihydro - 10

5- phenyl - 1H 1, 45benzodi azeéfmnda: sodi um | auryl sulfate and | act 2 g&ass 15
through a No. 80 screer’-Cligrerlrdgaenifivoroethyleihmitasy-244 X and encapsul ate into
the .proper size 2 piecepgdl ;Pﬁ&f&‘%ﬁ%;&ﬁf A‘*‘W‘?‘*‘@{P@ﬁ&‘i’%ﬂ“}r 15 100 -

For mjlcﬁ rade 'to ‘make - ngl/12 gs. 28w

15 7-Chl oro- 1-%, 2, 2Method bfuPremesibeysl ) - 2- hydr oxy- 2, 3- '

di hydr ¢- 5- pheny?- 1H- 1, f‘iz‘kg&#a'zfé N &chlorp-3(Hh2-mrifldoroethyl)-2-hydRLy-I Brdiv{atre-60 20
Ol Pharm G ade t th - LH-1,4-benzodiazepine with 2 portion of the nl)i_polg b pibapd gifen add”

! f the oil to pring the batch to final weight. 1 in-
Prepar.étion: 20 taiti @ RAkkoRnid;, %ﬁ&ﬁa‘p&‘opﬁaﬁt 19?13 pared Tlgw 1. cagl | Le main

: . tely 'Bepared molds and all .
7-chi ofo-1-(2, é 2-trifINuoreeed maﬁoniohﬁdra%&yjﬁémﬁgﬁawf?ﬁxéttg::dc? esses for the
phenyl:-$ 1H 1, 4- gnzod?‘%i‘?t@ &'yt pPPAreRiop opegkilled int the amrwithie chetshopo bf herpreand ands.
then afid the rest " of mERETHINESEITIER G Ao BerRUmewiai Uneconiongf b o o
mel ted| mi x, while MRl N-Hivi Mghdl tblMel RHoyiiony of SCi SuhOBEha Bl hol) epared
mol ds .and al | ow t 0 d®directe@ %o Patent Nos. 1,1K1B5¢ OUB,I2&rdndby2pss. Of the above

conmpos| tions ofgsmatter ‘g,rncﬁls@% {_or the 25 manufacture will be 30
appa“re’]t to one skill ef{i\ 1,&- xuuumé::g)le(') Iﬂ{l eQe%I%&?rBE Pf the pr esent- 25 3
I nvent]on. In particular, other active in edrents within the definition of

the A nvention may be substituted for the active ingredients speci fied in

formulhtions | to Ill. Having regard tof lhe"/g ovi sions of Section 9 of the
Patents Act, 1949, attention is di rect_ed“b\% dtent Nos. 1,179,125; - o
1,179;124; and 972,968. 30 X \QVKI Mp IS - - :

30 : _ <':==n/ Npp o -
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or a pharmaceutically acceptable salt thercof, wherein X is hydrogen, halogen, trifluoro-

methyl, nitro, lower alkyl, hydroxy or lower alkoxy; R, is lower alkyl, polyfluoro-lower :
35 alkyl, phenyl-lower alkyl, lower cycloalkyl, lower cycloalkyl-lower alkyl, lower alkenyl 35

or amino-lower alkyl the amino group of which may be substituted by one or more

lower alkyl groups; R. is hydrogen, lower alkyl, hydroxy or lower alkanoyloxy; R, is

phenyl, X-substituted phenyl, naphthyl, thienyl or pyrryl; and R, is lower alkyl, or the

groupmg

_ _ Rs
' /7
40_ -‘CHz . CHg » (CHz)n . N 40
. Rg
wherein n is 0 or 1 and R; and R, are hydrogen or lower alkyl, and may additionally be

hydrogen when X is hydroxy and/or R, is polyfluorc-lower alkyl, phenyl-lower alkyl,
lower cycloalkyl-lower alkyl, lower alkenyl or amino-lower alkyl the amino group of




1. A1, 4-benzodi azepi ne of the general fornula | or a pharmaceutically

acceptabl e salt thereof, wherein X is hydrogen, halogen, trifluoro- nethyl,

nitro, lower alkyl, hydroxy or |ower alkoxy; [err] is |ower alkyl,

pol yfl uor o- | ower 35 . alkyl, phenyl-1ower- al'kyl, |ower cycloal kyI Lower

icyctpal kyI - | ower -al kyl:, - 1 ower- al kenyl .~ 35 or-am no-1 ower al kyl r,z m no

grou of which may be substituted by one or nore |ower alKkyl groups [err]

i's hydrogen,sl ower -al kyl, hydroxy or*| owgs7,6bkanoyl oxy; R3 is phenyl, 8

‘ X-supsti t utedphen napitAyT. —Threnyr or pyrryr —and [err] 15 roWer _

caliky] ,. or the groé% ﬁ@j’s lE|Fla “1490115 ' } ol

140 wherein nis 0 or th[l- e hydrogen or PE/SHETE al kyI and

gy pdditional Iy be. FI .{3& gép,aad/or [err] im0 ;
:pal yfl uoro-1ewer alk drd;mnphﬁlrﬁylSu Qaer aI kyI Iower cycl oal kyl -208wer al kyi5-

1 owef al kenyl or ami h#t%ower al kyI the anino group of 21 %9%’97 629

- 871 i .Capsul e For mul YeF6HE SRS

rrg/ea-psule 7-Chloro-1-(2, 2, 2- trlfluoroethyl) ZMﬂIeOWMght 500.0 -

4 2.3+ fli'hydr o- 5- phenyl - 1H 1, 4- benzodr azepi ne - 10085

..:;"S(:Z)_:.;di%;._,lm Lauryl Sul fPate . ' ' - 20.0

S laptose 49 " Mix together 7 - chloro - 1 - (2,2,2 - trifiuoroethyl droxy - 2, l%igﬁ‘p -
-Magnkesi um St ear at e-phenyl-ll-%fl 4-rbenzod1azepme, s(,oc’izﬁ:m gxlury‘ir sulett): a%ld lgctr:s:zy Pzass; aCapsul e
Vi ght © 500. 0 Ner 8@ eptker. Add hiflagnesium - stearate Mnig dnd)gmhﬂ!mlnte nte the lpraperosize 21 -

(2,2§2 - trifl uorGGfWFa}mﬁaPi‘ﬂﬁ- _hydroxy - 2,3 - dihydro - 10

ngnyl - 1H-1, 4- bgg B sodi um | auryl ‘sul fate and | act ose. Pass
©lgh a ‘Nois.80 screeﬁpi‘g%l rragne5| ‘um stearate, mx and - enGgayysp. ate |nt19
proper size 2 pi mm -@pzaritmpediyip2-hydrdxy-23upposi tory 15
il a: dihydro-5-phenyl-1H-1,4-benzodiazepine, micronized my/ 29 20300

15 74 Chil or o- 1- (2, 2, 2ThePPRe Yl EPHR )G"“f" Yy 2,3- Zgms
/fr o- 5- phenyl Mdemgmhazem ne,  m croni zed 100 Theobr oo

*{ Pharm @ ade t oPrepdeea sturry of the 7-chloro-1-(2,2,2-trifluoroethyl)-2-ydyrys2,3-Nibydioo- of 20

_"j'ar ation: phenyl zqgliagqp porgiepcof the melted theobroma oil and then add’

oro-1- (2 2 2 F’ﬁ%&_ﬁ{g%@p %p%ﬁop{ﬂ@?% 1 c;gix,zrgrdemam- o

Benyl - 1H-1, 4- benzo N@Kq@:ﬂis%ndﬂoﬁs of G RYotd GRpetioks frhtaabrange oi | and
1 add t he2f est nahufadmee mlll betappapmi recpnt [skdllel) art dil attomhmnhgl scwer ﬁ;g pRgut t hé

i o CPTiE R AR T A i@ﬁ‘?ﬁiﬁfﬁﬁidof

ter- and processe@retted tot &ntZﬁos 117911mr1u mpﬁﬁam be apparent to one

SD..

00

skillled in the art within the scope of the present 25 invention. In 30
W t]-cul ar, o ner aci‘f’k‘%‘#b b@& . vt\ﬁntrlrlr n the definition of the invention
be substrtutedf S0e ‘la"%?ﬁ %3?5% l's‘}i‘f‘ecrfred|nforrrulat|ons I

;R )

s

: N-—'(i:/ i t

X—ﬁ \c/ (D
? N/ \Rz e

.Bg

‘ora pharmaceuncally acceptable salt thereof wherein X is hydrogen, halogen, triffluoro-
o methyl, nitro, lower alkyl, hydroxy or lower all\oxy, R, is lower alkyl, polyfluoro-lower -~ -
35 - ealkyl, phenyl-lower alkyl, lower cycloalkyl, lower cycloalkyl-lower alkyl, lower alkenyl 35
B or amino-lower alkyl the amino group of which may be substituted by one or-more .
lower alkyl groups; R, is hydrogen, lower alkyl, hydroxy or lower alkanoyloxy; Rs-is

phenyl, X-subsntuted phenyl, naphthyl tluenyl or pyrryl and R‘ is lower alkyl, or the
; - grouping o | __ . |
R

wherein n nis 0 or 1 and R; and R, are hydrogen or lower alkyl, and may addmonally be
hydrogen when X is hydroxy and/or R, is polyfluoro-lower alkyl, phenyl-lower alkyl,
" lower cycloalkyl-lower alkyl, lower alkenyl or ammo—lower alkyl the amino group of

H|I|||\ |||I|\ ||||| [ \II|




Having regard to the provisions of Section 9 of the Patents Act, 1949,
attention is directed to Patent Nos. 1,179,125; 1,179,124; and 972,968. 30
WHAT VE CLAIM | S: - )
30 1. A, 4-be general formula | or a pharmaceutically

accept-'abl e salt X'is hydrogen, hal ogen, trifluoro- rret hyl ,
nitro, |l oner al ku I “ [I[ﬁ“ wer al koxy; [err] i's |ower al kyl 22 -
_p.cﬁ_yfl lor 091 ower al kyl, * phenyl 129882 al kyl, | ower cycloal kyl, 9ower

cycl oal kyt=Tower aI kyI Iovver aI kenyl 35 or am.no-Tower_alkyl the am no-
group of which tEﬁPVd"“B;?r Bprs logger ?Pﬂ’llé‘°l’35\%"r/°%$4<‘9f°w§‘r"dli¥bs R is
hydrogén, | ower 5%?‘]‘ %5 plﬂof{hgxéglgraﬁgmigqyl oxy; [err] is phenyl,
 X.subsfituted phenyl, nap 1y , threnyl or pyrryl; and [err] is |ower

aFkyI or the grouping 40 [err]-

40 mhe einnis Oor 1 and[err] and [err]’ are hydrogen or Iomer al kyl, and
ﬁdﬂfiionalry be hydrogen when X is! yqr ewsy and/or [err] -

poIYﬁ#doro | ower al kyl,. phenyl -1 ower al ¢ ower cycloalkyl-lomer aIkyI

| ower alkenyl .or.__am no-| ower al kylx ’”’anlhg/ rqup. of 1, 297, 629 _ _

9 which may be substltuted by . one-or \gk eNVUME al kyl groups and/or R2 is

| ®wer al kyl, hydroxy or | ower alkanoylo y.. 2. "A 1, 4-benzodi azepi ne of the

generaf formula I' 5 . 15 5% 8 & or a pharmaceutically *=

accept abl e salt .t hereof, wherein X is hydrogen, halogen, trifluoro- 5

methyl} nitro, |ower aIkyI or lower al koxy; [err] is | ower al kyl,

Pg yflHoro-sowner 3| ;Jﬁwmce&ﬂmyalcce{,@m@;au kW, whekYRY srsxrggeg%isyeh Qhiuck@VEr 5
arkenyl;. [err] imethy,dfiegesver hpNedr Iovek vikoxy NRETs Qoter @licyl] SolyEfiorelowar iyl 0X y;
[err] -{s phenyl, plﬁ(nyﬁ{ob'srtalkmstlewhrpmwl orria\pﬂn aipiyls Rais dygrogeny lowsr aiyl,, and
[err] §s | ower ry orjpwer ngangﬁ(tq(ﬁ banyl, X- substituted phenyl, naphthyl th1en :
[err] Py 3’ 4 Is lowe d? the roupmg S
14 [erf] 25 wherein n is .0 or 1 and [err] and [&sr] are hydrogen or | ower
al kyl, fand may additi onal ly be hydr ogen when _’eff, r.] i s pol.yfluoro-Iower 0 :
al kyl, phen{ﬂa-l ower al kyl, or | ovfetls e("rﬁz)na ‘[err] is-lower al ky* '
hydr oxy or | ower al kanoyl oxy. 3.. A1, 4 benzodla p| ne of. the general
fgrmul & | 30 15 or a phar maceut i cal | y accept abl e ‘salt thereof, wherein X i s
hydroggen, halogen, trifluoro- n'eth |, n|tro Icweralfl ky!i orddltomg al koxy;
- . 1) or I ma adqaition
[err] fs pol yfl Wﬁoﬁé‘é& he# Iﬁw % ﬂuoro ower a ﬁéﬂ?o@ver 1, o %ow alke y .
| ower gl kyl, ﬁ<y, Kyloty. phenyf "% B”stltuted _
- phenyl | napht hyI mlﬁenbiaﬁddlaﬁgpﬁfew ;theagaﬁkn{ledm lails hydrogen 20 4
‘ARodconmppund -accor d| ng to claiml, wherein [err] is polyfluoro-|ower al kyl .
20.°5. A conpound -according to cI aimd4-wherein [err] is. -

2,2,2-trifluoroethyl. o DN TR o - R
. '_ . N-—-c . . . l N
15 o _x.@ N /H (n IR

ora pharmaceutically acceptable salt thereof, wherein X is hydrogen, halogen, trifluoro-
R methyl, nitro, lower alkyl, or lower alkoxy; R, is polyfluoro-lower alkyl; R, is hydrogen, .
" 35 ' . lower alkyl, hydroxy or lower alkanoyloxy; _Rs is phenyl, X-substituted phenyl, naphthyl,
_ : thieny! or pyrryl; and R, is hydrogen.
20 . 4. A compound according to claim 1, wherein R1 is polyﬁuoro—lower alkyl. - 20
5. A compound according to claim 4 wherem R, is 2,2,2-trifluoroethyl.
6. A compound according to any one of claims 1, 4 and 5, wherein X is a 7-chloro-
- substituent.
o 7. A compound according to any one of claims 1 and 4 to 6, wherein R, is phenyl.
E 25 8. A compound according to any one of claims 1 and 4 to 7, wherein R, is methyl. 25
0 . _ 9, 7 = Chloro - 1 - (2,2,2 - tnﬂuoroethyl) 2 - hydroxy 2,3 - d1hydro - 5 -
: phenyl-lH-l s4-benzodiazepine. o
: 10. 7 - Chloro - 1 - (2,2,2 - trifluoroethyl) - 2 - methoxy 2,3 - dihydro - 5 -
. phenyl-1H-1,4-benzodiazepine.
30 11. A 1,4-benzodiazepine as claimed in claim 1 or a pharmaceuncally acceptable 30
' salt thereof, substantially as hereinbefore described.
12. Process for the preparation of a 1 s4-benzodiazepine ¢laimed in claim 1 or of a
-salt thereof which process comprises treating a compound of the general formula VIII




6. A conpound according to any one of clains 1, 4 and 5, wherein Xis a
7-chl oro- substituent. 7. A conpound according to any one of clains 1 and 4
. to 6, wherein [err] is phenyl. 25 8. A conpound according to any
one &)f clarrrs'l_aad_A_i_e—Y—Meﬁef—ﬁ——[err] is nethyl. 25 40

9.i 7l Chloro - 1 oroeth_yl) 2 - hydroxy - 2,73 - th}/dro
- 5-3 phenyI-IH-l m 910 7 - Chloro - -(222-- e
trif{uoroethyl) - > di hydro -"5 - '

_.phen | -1H 1, 41€benzod| azepi ne. 11 A 1, 4- HgoZéndi azepr ne as clained i n cl aitpn

1 pria pharaceuticarl y acceptabre 30 sal U thereof, substantiat y as

‘hete] nbef ore described.” 12. -Process for the, preparatr on of-a

‘1, 4-'benzodi azepine claimed in claim1l or & afl‘s |t thereof which, process
.'Jcoirp ises treating a conpound of the geneﬂaLH fm'rirrul a Vill "~ 1,297,629
~10:wherein [err], [err] [err] and XjareYas dg¥ifed.in claim1l vvrth a base
;Wner Lby the ring is closed .and a 2-hyd %L;nd of formula | set forth
inicled m1 i's obtained; and for the preparc“t’ .on of those conpounds of
.-'ﬁ_for‘mJIa | in‘which R4 is lower al kyl or trn,e .. - grouping.[err] [err] n,
;.[err] and [err] being as defined in cl ai ) etherifying the 2-hydroxy =
-'corrp)und accord- ingly and; 'if desi red, tramsformng a conpound obtar ned by

any :pf the previous, ste nt,o ar maceut.i.c accetabes

13. Process. for thé‘ﬁ:em Hﬁf‘fy a}:*y%@aao d ﬁﬁ{iﬁ?@'ﬁé Q asﬂw ‘ErFEg ié‘f‘gg‘j ai m 1
or-. Of 10 a salt t HeafwOprepabitichof hRE &ﬁrﬁ:oﬁﬁﬂ&"’fbﬁﬁﬁﬁh‘

"'t he igeneral fosrrrul Zrodpisgerein [err], [err], [err] and X are as defrned |51

claikiml and L-is a free or prot ect ed am no -group, mﬁg)an intranol ecul ar-

condénsat.i-on wher eby a 2-hydroxy conpound of formula*l 15  ‘is obt ai ned,
‘and ‘for the preparation of those C QnpRLNdS,.-qEH)r | set for-th in - 15
'-clar 1 in which [err] is lower alkyl or-the group‘r\ng ' :

Ee r] ii, [err] and [err] being as defined in cIaIle etherrfyl ng the

2-Byfiroxy conpound 2REeatk, vl hydenRBth ctdif 1966d:%RE thd 3 m&psompagdgjcsaﬁpound_ |

:obgal ned by any of 1ﬁ§[}eo.rﬂj’ E\dbs&btﬁ ti3isRRAing @ compouddrﬁbﬁmﬁd By @iy bR @R vl
ac Qe t abl e sal é intoa pharmaceuucally acceptable salt. 20 14
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~of a- 'sal t t hereof, rocess RIS 'F%“‘ St FREoRee Wf)ﬁﬂ?fﬂ

genefal formula X err] -1, 297 629 o 11 wherein
[err‘ , [err], [err] and X are as def i ned A I&rml with a Grrgnard '
i‘g_ént of the general for mul a X I_____. ’ n-—c/ "
=0 R
| [
R3 (x

wherein R;, R, R, and X are as defined in claim 1 and L'is a free or ‘protected amino

RSl _ : group, to an intramolecular condensation whereby a 2-liydroxy compound of formula I .
e 15- is obtained, and for the preparation of those _compounds of formula I set forth in 15
- i Co _ claim 1 in which R4 is lower alkyl or the groupmg

i R | o ' ) Rs
_ —CH,—CH,—(CH,), . N
T R

n, R; and R, being as deﬁned in claim 1, ethenfymg the 2-hydroxy compound accord-
moly, and, if desired, transforming a compound obtained by any of the previous steps _
20 - iatoa pharmaceutlcally acceptable salt. 20
S -14. Process for the preparation of a 1,4-benzodiazepine claimed in claim lorofa '
salt thereof which process compnses reactmg a compound of the general formula XI
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Is as defined in claim1 and Hal
and dehydrating the so-forned
to a compound of general formula | set forth 5 in claiml and,
t-ransform ng t he conpound obtained into a pharmaceutically '
e salt. 15.; A ptocess according to any one of claim12 to 14 and
lally as her ei n- bef ore described and exenplified. 10 16.
nzodildzepi ne havi ng the general' L8 ®%a | set forth in-claim1 ot a

(XI'l), wherein [err]

i f
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ng a corrpo% ed in any one of 5 .
10 and 16 as an active mgrRﬁh—Iﬁgﬂiall n adgXHjure with a suitable’

15. ceutj cal | y acce t.abl arrier. o ol
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o A sk ﬁfta&u@cﬁﬁeﬂs B 10 corul
aﬁtptaﬁleeﬂﬁpOSI tion accordl ng to claim 18 vvherel n the

'a tabl et .
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N3 itio
g to C| ai nﬂ%ﬂmacéﬁﬁé a eptd ja t%ﬁ eﬂeﬂg Qor laq fgr%ﬁ}m clsa?rg q%?},z {b
)l e. 23. A phaywaceuddiaal2 @omposi tion accorgl ng to claim 17 and .

i al | y as 10 , 17. A pharmaceuticgl Sompositiancomprising @ canpdencies fdfined inpny one of
i ed. . claims 1, 4 to 10 and 16 as an active ingredient in admixtire with 25u1§hle PW‘B%e S S r

15 t bl
aration of “&"Hfy] &ﬁ?@&ﬁi‘?&&mﬁgmﬂaﬁmvom BOEER € QRRII 55 A6kexi ng A
as clali rredmi.n any one of clainms 1, 4 to 10 and 16 with a suitable
tical carri-erld M«strmmsn@ IR0 d@h}a%t Eheemh Padesast uyigy
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d by The Pat ezt AGoihpceﬁon &Sorsﬁg,ltomugm}amlmh mgﬁ is kt&nd(m usdME2A | AY,
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A pharmaceutical composition according to claim 17 and substantially as
25 herembcforc described and exemplified.
24. Process for the preparation of a pharmaceutical composition wiuch comprises
admixing a compound as claimed in any one of claims 1,4 to 10 and 16 with a suitable
therapeutical carrier.
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