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A 2 - car. Y, 0 - Exanples 2 to 6. chloro
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In these - Examples, except where it is

- stated. otherwise, a- method analogous to that

- used'in the preparation of 8 - chloro -~ 1,2 - di-
~ hydro -

55

- (4 - methylpiperazin - 1 - yl)-
methylene 6 - phenyl - 4H - umdazo[l,z-

- a][1,4]benzodiazepin - 1 - one Ic in Example
- 8 was used to prepare the followmg com-

. pounds I:

azo[1,2 - a)[1.4]benzodiazepin - 1 - one

Ia (2.1 g) was suspended in dry methaiol
(100 ml). The suspension was stirred, cooled .

.in’ a dry-ice/acetone bath, and ammonia -gés

VIII was bubbled through for 15 minutes. The
suspension was theén warmed to room tempera-

110

ture, stirred: for. a - furthér ‘two days and the
solvent was evaporated. ‘The-solid residue ‘was ~

recrystallized- from methanol/ethy! acetate to
give 8 - chloro -'1,2-- dlhydro 2 - (amino)-

115°

methylene -:6-- phenyl - 4H - -imidazo [1,2-
a] [1,4]benzodiazepin - 1 - one’ Ic, 19 £

(98%). mp. = 265°=7° C.

¥



7 - Chloro - 1,3 - dihydro - 5 - phenyl- and la were prepared -
100 40 2H - 1,4 - benzodi azepine - 2 - thione |II Exanple (3,5 @),
| ' . d V. 2 - carboxynethyl -
_bonate (5.5 g) were suspended in ethanol amno - 7- o -
- phenyl - 3H (100 m) and water- (30 m), and were 4 -
benzodi.azepi ne. stirred and refluxed for 1 hour. The suspen- !
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nmet hyl ene. 18, '@__7 Ny - dihydié 2 -o@ad evagorate are .gu,ve. a;hgmm -t hat70
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6- 0. M%%%hfn}ll (dlm%hi-ylammg)gﬁylponpound di@ﬁ ?W i de d'
: dene ] - 1,2 - dihydro - 6 - phenyl - 4H- - pin-1-one
: © imidazo[1,2 - a] [1,4]benzodiazepin - 1 - one .
50 - 15 (Example 7) (2.3 g) and N-methyl-piper-  Method:
azine VIII (15 ml) were stirred at 120°C . 8 - Chloro - 1,2 ~ dihydro - 2 - (piperazin- 115
. under nitrogen for 9 hours. The cooled solu- 1 - yl)methylene - 6 - phenyl - 4H - imid-
tion was poured into water, NaCl was added ~ az01{1,2 - a][l, 4]benzodiazepin - ‘1 - one
. to complete precipitation, and the brown pre-  (the compound of Example 14, obtained as in
55 cipitate was filtered' off, dissolved in CHCl,, Example 8) (1.5 g.), zsopropyl iodide (2.5 g.)
washed with water, dried over MgSO,, and  and sodium carbonate (3.0 g.) were stirred at 120
evaporated to give a dark red oil. The oil 80° C in acetonitrile (25 ml) and methylene
 crystallized on triturating with diethylether/ chloride (5 ml.) for 18 hours, The cooled
methanol, and was_recrystallized from ethyl ~Solution was poured into water and extracted
- 60 acetate to give 8 - chloro- 2 - [1 - (4- with chloroform, The extracts were washed
methylpiperazin - -1 - yl)ethylidene] - 1,2- = with water, dried over MgSO,, and evapor- 125

dihydro - 6 -
[1,4]benzodiazepin - 1 - one 14,
(38%). m.p. = 193°-—-5°C. - .

phenyl - 4H - imidazo[1,2 - a}-
10 g

ated to give a pale yellow solid. Recrystallisa-
tlon ‘of this solid from ethyl acetate gave
- chloro - 1,2 - dlhydro 2-(4- tsopropyl—



i mdazo[ 1,2 - a] [1, 4] benzodi aze- ethyl acetal, the conpound V was used
W thout pin - 1 - one. . further purification, and the
crystallization 40 20 Cofrpeunrd—4a—8 - chloro - 1,2 - di- solvent
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la (obtained as in Stage C of Exanple 1) yl) et hyl ene - 6 -
phenyl - 4H 10 (2.3 g) and N-nethyl -pi perazine (4.0 g)

i mdazo[ 1,2 - a] [1, 4] benzodi aze- wer '

pin 1 - one. (50 m) for 24 hours. On cooling, crystals 11. 8 -
- 1,2 -~ di,hydro - 2 - (4- 70 separated out, and were filtered off.

Evapora-- = phenyl - piperazin - 1 - yl)nethyl- tion of the sol ve
a pale‘yellow solid, + . ene - 6 - phenyl - 4H - imdazo- 15 and
was treated wth metshanol, and = . [1,2 - a] 1,4]benzodi azepin -
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In these Exanples, except where it is suspension was then warned to room
tenpera- stated otherw se, a nethod analogous to that ture, stirred for a
fucther two days and the used—ihthepreparatien— of'8 -'chloro - 1,2 - di-
sol vent was. .evaporated. The solid residue was 55 hydro - 2 - (4 -

met hyl razin - 1, - yl)- recrystallized from nethanol/ethyl acetate to
nmet hyl -.'6.- phenyl - 4H - imdazo[1,2- give 8 - chloro - 1,2 - dihydro
- 2 (amfno) 115 a][1, 4]'benzodiazepin - 1 - one Ic in Exanple met hyl ene
- 6 - phenyl - 4H - imdazo [1,2- 8 wagsdsged to prepare the follow gy com

P
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30, 8 Nitro - [158 |eitfyere—— (4%. 2] Bakall Rakal wt,' N - -
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yl ) met hyl - N Y s i br opH - 44 | 328. 8 -
Chloro.- 1,2 - ¢i hydg|-72 ;? §zo[ U2 -1 9 .
al[1, 4] benzodi age- | B & & . A N &y hy| & pijn - 1 -
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8 - Chloro - 1,2% [dihyfdro | 2f- [4 ; & a]al[_l,4 henzodi azepi n
- 1- (1" - phenylzg{ 4' |-goxp - E 5 ipid-] & |§ fe tartrafeg S
azol yl-) pi peridin § 1 -1vE] me‘tg; y e.ng- Ve hbd: &nal eddEg to P&l e 8B 35
6- phenyl - 4H i r’rice{'k-([l,‘;%-g]- EE Eggsg 8|-zCHlBro g}g:- gihyEo| 2 - (4-
[ 1, 4] benzodi azegi n|- & |-Eones § .Egé = %n -Eprp@es-| Bi ppraziin - 1 - .
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25. 8 - Chloro - 1,2 - dihydro - 2- nmet hyl ene- 6 -phenyl -

4H i m d- (phenyl am no) net hyl ene - 6 - azo[l1l,2 - 4a]
; ; ! -aj - 1 - one.

40 [ 1, 4] benzodi azepin - 1 - one. 34. 8 - Chloro - 1,2 -
di hydro - 2 -[4- 26. 8 - Chloro - 1,2 - dihydro - 2 - [1- (n -
butyl) - piperazin - 1 - yl]- 105 4 - nmethyl - piperazin - 1- yl)A,

met-hyl ene’ - 6 - phenyl. -, 44 ethylidene] - 6 - phenyl - 4H _

imdazol] [1,2 -- a] .[1, 4] benzodi aze- imidazo[1,2 - a][1l,4]dibenzedi-

.pin - 118 one. 45 ~azepilp9se428 -one. - - : - 1335. 8 -

Chloro T~ I,7 -~ drhydro - 2 - ] 4 (1 SOPropyl] - pi VAR YIT- 110
I\/Ethoﬁ':/ " . ' '

N o e | o o -nhethylene - 6 -.
phenyl - 4H 8 - o hy afrigo)eBhyl 8- | :
i mdazo[1,2 - a] ' P qrigdrg—=] 6 - phenyl - 4H
pin- 1 ---one. i nifd e n -2 -go_nF 50 b -
(Exanpl e=q) (2.3 nod: jdZ2fne”VIll (15 ) were
stirred at [err] dro 4 2 - {piperazin- 115
under nitrogen f. | L4y met hiyl ene ~ -.6 -
phenyl - 4H -"im [, -Na@& gwas ded . azol[1,2 -
al [1, 4] benzodi at eci gis&tion,}-and the brown
pte- (the comp¢ ™ tate was- '

filtered off, digsoly
(2.5 g.) washed \
(3.0 9.) were stir
[err] in acetoni
wi th di et hylethe
-and was recrysta
extracted 60 ace
The extracts wer ¢
water, dried ove
imdazo[1;2 - a]

>Sopropyl i odi de

, . ard | ¥v&nd- sodi um car bonat e

oil. The oil

. Erys N » lon triturating
houf §.= Fhe: &opl 'ed et hanol

AS DQUL gd - T fo water and-
P2l n(42 | with chloroform

——yrethyHgene] - 1,2- - wth

Ryfrde{B%- pBenyl - 4H -

Ce

(v splligls Regrlystallisa-

[ 1, 4] benzodi azgp -e—gf—t+hts—spl id from ethyl
acetate gave (38 e |~ & -{chloro- 1,2 -
di hydro - 2 - s g g1 @
1,496,426 . 8§ ——30-—piperaizin - 1
-yl ) methylene T dazg[dl,2 - | e
a] [ 1, 4] benzodi gz £ di %’dr' - |2 - (piperazin-
l-one lc, 1.2 g. -%I' thybene - -6 - .
phenyl "- 4H = L [1,2 -
a][l, 4] benzodi az B {Fhlqfo | 1,2 - di hydro-
2 (4~ . c Etay T atrtyll - piperazin - 1
- yl)nethyl ene- | E rethyl dimaghyl 50 6 - phenyl
- 4H - imdazo[ 1{2 }: .p1g :land sodi um car bon
[ 1, 4] benzodi azepj R, : g?_%) WeY e &i rired under refl ux
in tolu- Method: |& _ —efe-{80 m). for 3
days. The cool ed| & . & b ,- 1,2 - diRydro:- 2 - (4-
si on was di str'i'bjtgej betweeny chl prof qrén cy e opr opyl-petihyl - piperazin
- 1-  water, anfld he chl @r df Br nf ekt rlagt -as pdpan- - 552yl met hyl ene - 6
phenyl - 4H- < ated| @&{ecgl dver O}, Eand =vpgor it ed t®Zi|m dazo[1,2 - a]
[ 1, 4] benzodi aze- giyve 3-‘-_paE‘es /eigi_l' gwsoi | - wh| &h. 3-r ystakkifzed with pin - 1
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15 Method: anal ogous to Exanpl e 35.
filtrate was evaporated 38.

a pale orange oil.

8
This oil was disso]ved

60 et hyl

was filtered off,
Chloro -1,2- dihydro -

2-

(4-
- _piperazin - 1 -

and the
to give

“yl) met hyl ene-

i n chl orof orm and chronmat ographed on Ki esel -

6-

(o -

LY

¥

chl or ophe A4H im d- gel. 60. Elution with chloroforn methanol
azo[ 1,2 - [1, 4] benzodi azepin - 1-. (5% gave a pale yellow solid,-
whi ch on o : recrystalllzatlon from .
nmet hyl ene chloride/ 39. 8 - Chloro- 1 2 - dihydro - ,(4- di et hyl
ether gave 18 - chloro - 1,2 - 651s‘@§413d pi perazi n 1 - 14
yl)methylene- . hydro - 2 - (4 - d et nyT phosphl NI Merhyl -6 - o -~
fl uorophenyl?) -| 4H ] i.hkd _ opl par a ' _ 6 -ophe yT*-/
azo[ 1, 2][1, 4] behzod{ &zE@ n! e4H z ] 4H3erz,~9d| arepi n-
one. Ll D | BN S S | T M, . 0. :
8- Nitro R 520 e @..'h'y(ﬁo--gZ(- : T L@lr@azi_y-' 1 -
yl ) methyl =" ene | %y “chiatodh®nyl T - 4H | IR g
[1, 4] benzodi aze~'§é§_. Exanplle _ Crorrpo.Jnd | pi i - 1] - offe.
44. ~8 - Chlorol &4 dihydrd 5 2| -, (4] 41 |\|| rq- L2 { dihyfiro -2
- (4- _ | B9 ng] propyl - pipprazifg - 1}- et hyl | gpilperaz|n - 1
- yl) nmet hyl ene- | = ‘nethyldne -{6 - (Jo.- ,hI 0 opheny_l_)-'&fEJ ta '
fluorophenyl) -ZH o= pH—TmdaygofT; af T2 ogmnzo- 75
35 azoﬁ-l, 2| PRI A Rqraed| &22pi|nsS L8RS | ‘°°‘ i gzepigR{ 12- pne.
one. R R B B B R - i L Ghr ro -{#®(- dihydro - -
2- 42, 8 -Chlor®|{ =2 ]=drfjydro}- | T - :
(et hyl am no) met hyl®he | 5651 Q- 8= [ &yl laGinp AR R nq-—t: 885 =
chl of ophenyl ) - ﬁl:g > icdar B2 n8sy| 22 4k 3-‘-"1‘n—d%zcﬂ"’-£ - VA
[1,2 --a][1,4]b _@@gy AN N Gl o | 2 [ l-gl,pap_z,p(llgqud,,n [ ks | o&e.
one. 40 4pE3bE ODIG31]. 33| advdns 53| @S] 2| 8| S prioro
-1,2 - di hydO - 2_-[2 H1r i_hy' }.-th- T :.u*ﬁ-t:-y-: =TF =1 1=
propyl ami no) et hyFefie | %5 [az8d S5 55 o pe| Badee sz leal % | (o -
chl orophenyl) -} 4H | ¥ D_ﬁ&ia&%-ﬁp@nﬁls- 1485 | BB &3 |132 | '3 3 :
(1,2 -a] 1, 4Bnterreprs afrepi—t—sp— A berrot-drepr =t o1
one: 11 & e e (2 12 12 13 (21496, 26 (o L'
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14
14 [err] 15
15. [err] 16

16 The forned
starch, talc,
stearate.
1 -

1,2 - dihydro -
and net hyl phosphi nyl net hyl pi perazin -
et hyl ene -
one lc ' nelted at

6

1, 496, 426

| 4006

1, 496, 426

420

2 - (4 - di-
1-yl)-
phenyl - 4H - imdazo[1, 2-
Formul ati on 2: Capsules 5 245-7 C.

al] [1, 4] benzod

A T i =) v

The excipi ent was | actose,

magne

The |ngred| ents for gelatin capsules were prepared to have ‘the foll ow ng

constituent$s | : R Spectra. (KBr disc) 1496426 _ capsule: C 1.0 at
1695 [erk];,-C =N.ai 1630 Terr] 8 - chloro - 1, 7 - dlhydro - .2 - (4- Exanple
49. z [ret hylpi pegazin - 1 - yl)nethyl- S e
8-nitro-1, 2- dlhydro- 4&d|ngth Eph s- . .. ene <. .6 - phenyl - 4H -
i m dazo- - 10 D Twrperp| 1-yl)methyl ene-6- .~ 1,2 - ‘.
al[1, 4]benzod|a; | 270{ (0 chIorophenyI)4FL|ndazo[1 2 -a]
one - tartr: = fS5r—3 - gelatin capsule [.1,4] - -
benzodlazepln 1 @ . S pre§ared by a -met hod S up to
100ng anal ogous| (& : le 48 from &he exc®pient ®as talc,
starch and nmag- RN f 4 di hydro -2 ;_(plperazln-~.1- nesi um
stearate. . ' &' ?%5 tﬂlene henyi) -
4H - ismi dazo[ 1, 2 [T, 2 penon|azep| : i éul ?
HuedaMe anpol e JQ-;q"-_hNﬁmtBéh S m@pw bw
| nj ect abl e ampopl.eg Vel & i epsar etk Thnt & E.&anal ggous & StF | bed in
Exanpl e 8. ingja& tpu hd&iJ::LIe W ng onsﬁy e 2:Aeh :E%Q f or med
8 - nitro - 1,2 3"‘?33%753 es%t‘% (gha met byl nhggali g fprd @A
p| perazin- 1 - W Fehe =5g = o - chForophe@yI B8 Ealfoncta 1,2
.dihydro - 2.-f (g | 089 4E i daaO"EI‘ 2 gal & “Sertn a‘zfegln - 1-
met hyl pi perazin /QaetPe F 3e |G ‘% = .é'ﬁa o :
ene - 6 - pheny T TmidazoF—{1] 2 ﬁngﬁm[Jﬂ B &y 25
|.R Spectra ( [2315e]se| G BEE Ea ¢ sﬁ.ﬁ%ﬁ-
10ng C = O at=1j700 BT €S8N B L64§,’%§r d, '_ - f"g"’g
g.s.Vv. 2 - oteso— L, 859 ts
8-nitvo-1, 2- dﬁh - & H’rml;tjgy'l -_'gi;'p'er-_' ‘Bléﬁ wer« @.%‘.’r;ed,_’,; 8i ng the
foll ow ng a2|q-15y )ipeéhylenea6g_o4ch eph&n constlt éhﬁs;wer
tablet: 30 '.:Ak+iWTUaEO[;Hz:aJ[1;4Hbenzod|azeplns chloro -1,2 -
di hydro - 2 - (B- - onpgrefhangsal phonate, g2~ SR bR BENcs A - 1 -
yhmethyl- g1 |y [%-[Z2994%. | %‘g?; gﬁ"gj'aﬁ?’%.e§*§)§gﬂ§i§§
_ < |5=1o |© |0 |- , S hpo bl ShoscE"
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Met hanesul phonic acid (1.1 g) was added ene - 6 - (o - chlorophenyl)-
dropwise to 8 -nitro - 1,2 - dihydro - 2- 4H - imdazo[1l,2 - a][1,4]-
“Ad—nethyl - piperazin - 1 - ylymethylene- — benzodiazepin - 1 - one.
5nm 35 6 - ((o - chlorophenyl) - 4H - imdazo [1,2- Excipient (g.s. for
et) up to 100 nmg a][1, 4] benzodi azepin - 1 - one (obtained as _
ient was |actose, starch, talc.,and 95 in Exanple 30)' (4:6 g),in
%1 ene rragne5| um stearate. chloride (100 -m) and nethanol (5
Doy diethyl ether was added slowy until crystals - Fornulation 5:
TabI ets 0 forned on scratching ahd9436 sol utlon was g bl et s

were prepar g '}S’:}{Mgli Nginfapd | 9"“(&'9 d@! | 0“'5:5{& tlﬁ!ulsé S W BT Sy her .
bei ng meAPhishiinyBRbiHTIpPerazid 1-adge ete the crystallisation.
The pal e ymdtiyue s6l- |pdledywa$Hfuh1i®zoeﬂ2~off vvashed wth.di- .8.-. chloro -1,2

di hydr.o dtlﬁlbﬂ%oémzepwod oty e raaltpbtt o it KPP et hyl éne

4 fr |
rret hyl pi pe%’“éz n*- 1 - yl)methyl- 45 CBnle é& jﬁe pf%ﬂn S?égcgfhmgﬁv&(y n|tro
- 1,2- - ener.-spéura (K8r disd)l uor ophenyl) - ¢ di hydro- -2:- (4

met hyl pi.pet ez Orat 1693 cm—‘qu "N at 1630 darz‘o[& %hloro@h,z[-h.h%rbe%({ﬁil aze- rret hyI ene -
6. - (o'~ chlorophenyl p| N - methylpiperazin - 1H- ylgﬁiethyl- T 5ng
i m dazo[ 1, 2 g u@l.1 h - 1 ene ohephenyEx A pj ZO(q s. for.a -
tabl et )10up ipRnylmdhibi i )madh msul phdPar d%él‘ﬁ“’gﬁmemp 219%5 %0
[err]: (whloroz’hmyfﬂfl-'mdazo{u-a] Emp,em (g was 7 act ose, =
starch, tal an I# " upto .. magnesmm st exioahe.

For mul at i Gad e ﬁt&a% wern%mpr AL S5 A8 ) SRl do g FOr ! at i on
6: TablleStsle, aig;g;_msi ﬂlhydmeés (ﬁpd’raztnab et pesium stearate. . l'ets Were7-‘prepar ed
havi ng t heyljms -§ndee mhtmrbn-t‘gi-pe ts 110 55 8 -
chloro- 1,2 idazo] g N2 ‘g;“;m;ﬂ‘l’:; ﬁrgﬁﬁfb&l In’e ﬁms&mho 2 - (4-
et hyl pi ped’nﬂgéoﬁbto tiles' Vihple 8. - ing.a soluEiénn Slﬂ&rmg constith- -yl ) -
ene - ) drmed 4Hmmmthﬁadmdm 2. ents: . met hyl ene- - 6 - (o - chloro-
[1,2 - a] 15 lébgq A M razm: 8- chlorph?gyld}hydmmzi (4l M dazo[ 392 - a]-
one Hllmldazo[lz a [1’4]benzd,az§ }(D methylp{parzﬁi En&l)ﬂétm-epl n- 1- one

5 ng 115 6Gdde ERX@eliod @345 or atableteg-u?aphgnl- IIG@!N#@O--Exmplent (g.s.
for a t%tél ?I{)S up tI%B g 100 g 17 mzm:t]ritleﬂbenzodmzepm  E 5\6 |
1,.496, 4 pectra (KBr disc) ' ' ventl 7. The exGivpi th %k ¢

[ act ose, <Car 2rft 170 ar% @éﬁ}%f émal oﬁqeufm 50 nut es a]i&tcser dosing each
magnesi um st ear at e. ExamleSO . Fmﬂaﬂﬁgrbuﬂ'ﬂﬂﬁs then % ocked via-

auricul ar eI&@tro-ﬂﬁd -n%thﬂ’rm rosho ¥iR&il ation 7:
Tabl et s -1 -methylene-6-( o0~ p o (ﬁ‘;maar ;Ui bl - § I4J manmmal s) .

Tabl et sso\Nere”]!o'rmédﬁ”U a,e 12412 ol | ow-methyliiipermhotksl)h la pul se @9 dth of

0.2 mlli- Methanc{ulpms:ic *ENEL1 g)mﬁtﬂdqaer te = (o - chlorophenyl)- - seconds,

and a fre 8 -OIOH‘HZ 1,23 c-hzsho z&ﬁg“lﬁf‘{; Ry, sggnds at a
cur renthg,I ﬁ“;‘_Z ient (gs. forata t) o i | iooaﬂ@s i

65 methyl 48 Béio% Vi oney ained s, er c ich
under went mdﬂmmplermlh #e@ in @y -mefglenc’ C i’f‘;gz:agfs RS cg’xfagns?o%] -
their hi ngﬁf‘lﬁy s%}ﬁﬁﬂ;@oﬁ%% 4H -"i'm dazof 1,2 - a] - ,
dase prgy sQ ] ;Forﬁ@latnonil'mylbenzodl azepin - 1 - one
as conpar efiowdt 16,1 diﬁ 85 UBkingWaS Tibee s rﬁ’gﬂ%‘é’gﬂ# Hﬁé‘ﬂﬁ?”éﬂ _
5 my  anckddddao cosml;tett@ cpselligtiownfhg mleTalS?“é TUERS B ' |

. . yellow solid ‘was filtered off, washed with di- - chloro -1,2 - dlhydro 2- (4- 100

, ethyl ether and recrystalhsed from ‘methylene methylplperazm 1~ yl)methyl-
* 45 chloride-methanol .to - give - 8 - nitro.- 1,2 - ene - 6 - (o - flucrophenyl) - 4H-

diliydro:- 2 - (4 - methylpxperamn 1= yl)- 1m1dazo[l,2 - a][1,4]benzod1aze--
- methylene - 6 - (o - chlorophenyl) - 4H- pin - 1 - one . - S mg
imidazo[1,2 - a] [1,4]benzodiazepin - 1 - one * Excipient (qs for a tablet) up to 100 mg 105 _
: methanesulphonate (5.4 g), mp. = 205— T
50 10°C. . The exc1p1ent was lactose, starch talc and o
S FORMULATIONS . o magnesmm stearate.

Formulation 1:. Tablets

the follow- Formulanon 6 Tablets .
mgngfsttsmz;rt: g:ip:ar;ithavmg c ronew Tablets ‘were: prepared havmg thc follow-

_ ing constituénts per tablet: 110
- 55 8 - chloro - 1,2 - dihydro - 2 - (4- 8 - nitro - 1,2 - dihydro - 2 - (4-
methylplperazm - 1 - yl)methyl- methylplperazm -1 - yl)-
ene - 6 - phenyl - 4H - imidazo-  methylene - 6 - (o - chloro- _
[1,2 a][1,4]benzod1azepm 1- .. phenyl) - 4H - imidazo[1,2 - a]- - :
-one 5 mg [1,4]benzodiazepin - 1 - one .- 5 mg 115

60 Exc1p1ent (qs for a tablet) up to 100 mg  Excipient (q.s. for a tablet) up to 100 mg



Excipient (gs. for a tablet) up to 100 ng 3) Anticonvul sant test agai nst

pentyl ene- The excipient was |actose, starch, talc and tetrazone in

{ Bl G oups of ten mce
were injected orally  with the test conpound in a vehicle at varlous 15
Formul ation 8: Tablets dose levels, with a {rol

group receiving 75 Tablets were prepared having t he foI | ow -t
al one.: 30 m nutes after dosing each ing constituents per tablet:

ehicle

nouse recei ved a sub-cutaneous 130 ng/ kg pentyl enetetrazol e chal ge
(pentyl gnetetra- 8 -'chloro - 1,2 L4#96#42ydro - 2 - (4- zole 7s a .
Centr@-/nerﬁgexcpl aé&sé QHI n an&rettmﬁLle alox?e')ﬂgfﬁl ifte;:d' i lgaéh E :
and the nigg n indivi “via duBE - (o
- chloro- Tbl obser vat | on bomﬂs elturdstefgkhcaﬁpamnse(ﬁgnowo phenyl)
- 4H -. i aﬂa apjets . ng %liﬂs | Omnutes
of the_ g%gﬂ vmg_l_the fﬁlh)g &onds andah&ﬁﬁ;ﬁmﬁ

chal | e s noted, and tartrate shock was given for 0.2 seconds aPa BErent the

results fer- :ﬁthe- ,em&hypdoasza -(Mer e exprenﬁ§éahxl[{a¢ms |ent q s.. for a t@ablet) up

te 100 nypeth - reduct i on P@O@Fg o5 From a
construct e‘t;i:é 4ﬁ t he iﬂ}\‘%’fm ose '
starchyot al'g,s ct| ng 50&’{@ Gdntrbl @Foix ,S| um

stiearate. methanemﬂphonate S 5 mgai agtthe uﬂdts amohevncis tTahlat3clowantd ar e
shown i.n Tdisripies (%ﬁ@wmwmcm A I Vi TY t}efnt ; ag WSI ve activity

in mce (AAM sant “80 Groups of
20 rando @‘iffé’ﬁ Q“é«iw EF&QW" A e S Mn e w(e£5mﬁ&edgorbn3dy wei ght :
Tuck T. O strain) Groups of ten meme@gnmmheem@esatw@m Wer e

gia\r/:a(r)]ugﬁ g;‘g o Sé!‘[%%;@w%ﬁwveg}e }ﬂ di SEE‘ ﬁ‘t %ﬁﬁs ,é o W th

a control group receiving the vehicle M@tenefe&malau nen&O (ﬁnﬁuﬁe@eﬁma ter
dosi ng, - p&i- rcl;loroallanedxhym rﬁ-nﬁét es afterzottoman : st@@llaef): mce were

pl aced nde"F dllchi Xre recety “étc ogylaﬂ "%
strych lpy;hexm 40 a netal ﬁﬁn{i va §mml enge
(st rychnl ne[1;4$beﬂzod:iedap1ﬁa-l 1nerdueus conne cHalldnge Wb adted, \wade

st mul at or, tam%?stem stinul ant), Jame tﬂemﬂ@émmmmmememdeet of the
M ce wer e ESFRICEE (q% fr @ ypablet)on oo 100, B v j Eﬁ.PalFF gﬁ’ﬂﬁé‘t ks ‘BFF%S"X% 85The

sti mul agsed et diciihe Wal factbbel 86, Bl BaM bdsks” prérecahi] S0%, /U e dric® (TEDG§
exhi bi t | ngapesiue seamvul si ons 100 dur at hgﬁiilst&tmua &m&ayaxﬂfares ses per

second - Wlthl n.15 nmn t ﬁh strymh’ﬁabhe39¢m lenge 40 for a period of
2mnutes d, the LSS Its e t.on phase
provoked ;F%%ﬁ? iy ?? '?’m ASM }f{!prﬂésse is] "3 pe?d:cent age
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