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frequently am)"iﬁc 1? fé §alm élé)ﬁgs car| aé (:fy I?de{ c:—

as 90% of theors of fed oaeRh ay @8Mreactioh Y Had [ tbd 26@urs | arn@rnnela@emmuhroh e

using activ¥® n8§u wmdbs mttkeof ar imu @r;\lehuonﬁl clherapcehrﬁlgoﬂﬁegﬁlane wag hfamegh
eneral | rea {efl‘ie b"l un A Seo-M B r MiSCre- der

geconpos%/ti on) \Sﬁer theory. éﬁ n%aeﬁ EF@?“E rir srtholllze t from agi‘torgt%?é smg;,]l (%25%

(of theory). prgemlum Srcamjz h@ystaulfzmet letipomids,i TM.g.at110A-213PC gpaitdectmposidonA t 0 F
herein il | us#r athish e bprepderahd wactiof ast dredse Yedhp®iih ¢S theory).

PREPARATI ON B ‘S@ ng'q‘fgcggﬁu “f‘fﬁq?‘zggeg‘gg‘;tfy my be 11 - Chloroacetyl - 5,11

- dihydro - 5- 4f accor siggharh@ B t he
nmet hyl - 6H - PYkel pﬁunBs of Bdrmfid, W -mafrﬁieh(l(ﬂ d&sprordogt -i HliGer dilydroPatent9s

NoS. FRle,- agording e the 179, eﬂ ndH; dogsd - bI[1.4]-
9.0 g (0.04 m)l f;iiﬁgﬁ Jgﬁfg‘f?‘“ pAGE Sy NuB7A<:c 3{‘* ?M' f ot Mers
)

feature of the ~ m®E rh to a GHill fur@M! feAQE 2f Ge- R hyigls pynda{enmb] [w €BdakN
t here are proviidediophizrarerc qutvided Ipharglhcaieg)i rigzeping --6 ome amd.0dg .04 nf). 44 5ol )

of 95 35 cﬁmﬁ OFi[i5f) SOTBR B & fcé‘&"tt ety dYe@nl“‘a‘C 1 & e were
neated 1o boi | htiig O‘Q“‘é‘?i Eé%g&ﬁ@oﬁ it faf‘z@i Em@

absol ute benzeﬁﬁéreoﬁas&ct@c Snt D Asdociex onMMSIO nglrﬁﬂitds)éncﬁﬂﬁeﬂhaﬂa vas d€ated

addition salt amhhron@atueltoydnecdrrl eaqipiche \er e aadd:tedefidxdm\i deurs. h”EtitermktuaswacmOve
i siigis,\iceakdin e rek w uctipn, while

I ngredi ent i ﬁ) ma r%f? t?el@csye\ﬁdfm fo;gr%y'sux bc f{}p I'f tga W, % cg f1)ﬂac.l h}? XsEuo fhchrcmdue at ed

a pharmaceut i C‘%Ial Gethdi 'mé’ ar&terdf 4 &rhilk tﬁln nr using was H ﬁzflll ﬂ‘M:thf rs. The

m xture was 10Qar@s and K iBict2O BRA@SidnklFNSedaia C M.gli: ng)st-aoione(wltnV@Ebmpositloh)t ered
with suction, whhcl rbargragelicalipet Tauydhet dompasition  igld:h&0priefsdéerad in forms 105

suitable for? Fibﬁl& Egk é@[’?’ g&é@?ﬁ 3%%@&1‘}’1 vacuo. The residue oral, rectal or

par ent er al aqun,b&t) fifyetal |da,g,em rystal |l i zedpfb Q@6 kanol . carriers
and exci pi ent s sewd\ie nibglo da dysagmsmﬁ im, civhp.8: - B30 208] ekhldrbacerflw £,1 - di-
deconposi ti o) ?gqua r}é?f Llflgg : vnt EaFOE“amTFHus t gir‘bpc #Hho8iridP Brs bl Bbzo-80%
_(Of t_heor y). to 20 mg. of active mgr,edl Jgég ta‘i( ng c£]§rl€)rﬁ gjfl S(ajhyc}re Oy llO
i nfusi ons,  t ablelSentodOale GORERE 0 alME ,orpvxsdépz;me 1[04 ReiodiabRneCONP&Si t 1 ons
may conveni ent If cbenp(bfr de from 20 to 100 mg, prefer- %Wﬂo(ﬂhﬁh@; serwbed of Iabsslutn I e
dose, dosag Lﬂg}r 0 ‘jg%(@fg%tlvesnmd@ﬂ #57o8!-- dipzan. Zdpnl %mme A ch ﬁand di -
dosage uni t Poit AU Ao B e CRRbA wls@bmmuusim AR 23 -
b] [1, 4] benzo- pﬁﬁmloﬁl&nlv X ThgeedRnt QucBtas Y, ]&dm&lﬂfrﬁ@ﬁﬁlpﬁ)k&seigs descnbed in
di azepi ne - 6 dl;leeme L.y - Adihydyg . - éfz kydtoky e ﬁ-n@’r@eha;emtAa’ﬂE(t)qocipwgd obyained Wias8 g 8
n 1a ne,
- chloro - gxer} 4 dte?c):et _n§ e‘1')1 1d<f§ré)£ n\%%rﬂstfnﬁ ggg with %’ecomposmoﬁ)p
adul ts may, r& !I;nﬁ gmmlum tri xﬁca EhRe ?ﬂ'n@S"" the | ejpgbe
from20 to 100 ng prefer- were heated to b0|I|ng in 10 n1 of absol ute

ably 30 to 60 ng, of active ingredient accord- dioxan. 2.4 m of
chl oroacetyl chloride and 55 ing to the invention.
4 5 n1 of trlethylanlne wer e added drop The conp05|t|ons may al so contain

" o o o o AL 2 1 4 a A r—-




physi ol ogically active ingredients such as 7- the m xture was processed as
described in chloro - 1,3 - dihydro - 3 - hydroxy - 5- Preparation A The

conpound obt ai ned was phenyl - 211 - 1,4 - benzodi azepine - 2 - one,
recrystallized fromethanol. 60 diethyl - am noacet - 2,6 - xylidide or
di- Mp.: 211-212[err]C (wth deconposition) nagnesrunralunrnrum
trrsrllcate and preserv- Yield: 65% (of theory). 120

5 1,277,132

5 PREPARATI ON D 1,277,132 EXAMPLE 2 9 - Chloro - 11

- chl oroacetyl ?%Qi%f - - Diethyl am nogggt ¥l ,- 5,11 - di hydro-
hydro - &H Ch‘]orcpyrll éro etyl - b]11[1d14] t1 - DiethyldminoaddBi hy511 - Glthydropyrido[ 2, 3 -
b] [1,4]- L@&oberﬁﬂoelnaméﬂ? Be- b]B,4- one 5 - msth}1-6H pyr1d0[23 bthﬁiodGhzepl ne -
Susg a@l : j5 e (gf of - C ooaet > g (0 0316
i) S SR artReedl B oG L i b
Qeactedin-500TR SFyabsotuteQlidxan pwa B]'[l@IwnszEpufeei?&I &ﬁ (p3- 500 m of
absol ut ewrdr b?xahof fhRraBeetyl lor{di adt] 2Pein zpraddagoequdinge to- Pﬁparat@meB)(epd ehb6 Wt h 12 ni
of Chl.} ne'f(? / cn (b?slreﬂngxa; an getcpqra(-: ﬁ ?353‘\0%\ lofn(gs‘?ute benz a:%on B) and
4.6 Wil me‘rc Y e, dmdeac réhed Atk Pk CHRn had Geda0aidfa® Mol ) of
di et hyl axe. nEhcwamemr ef tht Ofitted W@ washedNNeM it B@ud, QBLC kdsidie W@ASrearguiglzef e, t he
fl uxed |w118®r@km Thgf rcatbsoM;t ecrmlizehefﬂfr@rwlﬂl@alml xture was filtered?aith
sucti q ? %‘aé’izfzf “m‘ung)er dsCom REI th 5o %]E‘fftﬁgd%been distilled hot. The
cont en Qﬂ‘e]dt ry)Wa washed I'n-va the resi due was
recrystallized vm th wat er The resi dQeHwas) rssaystallized from
i sopr opapol PREPARATION E Calcularg: f £SAA3E R 6-BYT OGP de.
Mp.: 137 18 ert} di%‘nd b 51 “22%‘{“&%] c (fder d&85mpoli?Pion®  viel d:
30% ( gf (hel Ma,azc e 2 o5 t]heory) [err] (338.4) PREPARATI ON E
Cal cul at ed2.0 g©f 6 7.c43P% S,H 6d155i%N6H6 56%5 - Et¥pamere 11 - chl oroacetyl -
5,11 - dp}:rdo H[]1,4] - ben/oﬁrz;z 56- 5,1lg- B ydro6-H1 1@11(151 prog? 'dI’O - 6H -
yrrdo[2° ‘i%i:: ;b‘soﬁﬂij"d srffzodrﬁ pl%)me “pEYridlg % of 5 - ethyl
)6 rcﬁloma chlorrdc were added c}ﬂﬁfé’abed}@[-zs $1- & 185 4] -
benzodr a isg eover E—mmﬁipsll‘he mliiruh o120 hydt_’pl- 6H d:r,nd0[213 bﬂ)[rldﬂ)tyllamorro- one and
of reﬂpri for 3 e dxazepmea px)e and ] 1o 9,1” 8p[2,3 - b]
(1, 4] i raprm& ke el T%rauzﬁt Bihl azepine - 6
- one 3@5filiefed Avi@. su@on.Chl OI’ oacety &ﬂ'{ndﬁcrm/&ﬁditlﬁ RIGe was d4$s02ve@ iDf goll -
chl oroath I 169-570°C. - di- 85 dro Wi @eteom@rocmelcmmt% SOIrtIen Waxt ur e was
hydro - &fd: GBWG"H@[:OZ‘)S - b][1,4] - guithc mEVE }?Sg{%e solum 5"‘ Burs and when
cool, 1 Itr di a%eRkAn E6 - one anglq tram with eeg was pour ed
in. The sbsCiaseeefli ¥ S{11 Prampdeb armnecmuaﬂe athfﬂheux@dnd phaseleﬂpdsrhted)f gssepar at ed
as an3®il vmtb({lrr %W’S‘t B)Irigjﬂ%?red &hid ﬂasigﬁ%ﬁrﬂoﬁelmﬁd@‘r wasgrednysighiged fife sol vent was
distilled h N. M. - off in vacuo and
d;i‘%“a{e affdh. 5t éﬁm RARRRIEC,

the resige ob Y @ bbkd2odi PYield:
di lute hydreag bfontﬁtyhdﬂdﬂlde Ihi simsbylut i on was Yield: 60% (of theory).

vvashedovwnﬂlﬁec |2y le'feocrl?ﬁ“arﬁdcor dfertéﬁj 8l kaligie, i, s h potassi um hydr oxi de

sol ut i onjy ST Kbe EFQ&F Calcuiated: C.68.16% B k5@, S0} dobor has

ext ract gt td5oek Ayebene 11 - ChI oroBeelyl - S8kd - dphvdreses ‘8- chloride
and the OrEgﬂalililc@ op R $RpQYIRRQF adn§dundd5 35 met hyI - 6H - pyrido[2,3 - b]
[1, 4] 45 #nd compasioons Frrerdingse daenvwaienr ecrystal i z mn benzodi azepl ne - 6 -
one Edam@f2r opanol . Prepar egh frpnb noace phygiio. ¢ 8 - nethyl -
Mp.: 212 21Dwylagifoaghil --5PP/r|dmhy fig; 3 -hvbr]o [6H yH&ﬂZB) bpagpcnd- 10¥1 el d: 30%
( of theory)6H 6- - P ﬁ‘é“chl i@

(}r& 4tbsrapdi- ch| h’ilsﬁ ibgjsfrl- 40g aniline in
absol yye dig r i 19. tQox ma . ion E
[ err ] %B( 3,%12-. gﬁ?{/i}{ py(gd(f] - [Ztg:19 b%{al%y]l- one ]aab hfz% of dfgg é&ﬁr @&Ee ( from

et hanol ) benzodiazepine - 6 - Gad (Pudparbdds desC BBted G019 B Bfa%dﬂollﬁ 80000y el o 55% ( of
t heory) cribed in Preparation A), and ég’] 0358 autoclave dar hours. eggprxture wag_5
€

95

mol) of diethylamine were, reflu | t

Exanplsgs sOlei e CHEABALas0 Binor 8%%5”3 rg&iﬁﬁ AR GRED B LIRS 2accor di ng to

t he | nventAf@endistilling off the solvent in vakuX/ WP

(D - n resx#mt sarmrrre&e@t frony cyclohexane. -Ydld 33% (of tbperz)hyl ami noacetyl115 5, 11 -

di hydr o- 8P m 540, Ef/ 9.~ 6H - pyrido[2,3 - b] [1 4] benzo- 105 6H -

pyrr dcs[,Zc,RH N0 ”éi I’benzodi - ciiiargn @%.s) 6 - one azepine - 6 - one
.3 g of carammedchrmasmcenysm 48N 17277, diChiytined: S069.459/5HO.4p2,(910%74 mol ) of 11

- chl or odewdy| - 64440 pyﬁr*%io[Zl'Gz“- b}'m{ni 4] ben®Poli azépPne 148 5 11 -

di hydro - 6H - pyrido - [2,3 - b] [1,4]- one and 30 mM of di - n -

butyl am ne were benzodi azepine - 6 - one (prepared as des- heated in 150

m of ethanol at 80[err]Cin an 110 cribed in Preparation A), and 2.55 g

(0.0358 autoclave for 18 hours. The m xture was



nmol ) of diethylamne were refluxed in 200 mMl  further processed as
described in Exanple 3. 55 of absolute benzene for 70 hours.

After recrystallization from ethanol mp. After distilling off the
solvent in vacuo, the 177-179[err]C. residue was recrystallized from
cycl ohexane. Yield: 33% (of theory) 115 M p.:
152-153[err]C, Yield: 54% (of theory). 60 [err] (324.4)

[err] (380.5) Calculated: C 66.64% H 6.21% N 17.27% Calculated: C
69.45% H 7.82% N 14.72% Found: 1286360 6.39 17.24 6
Found: 69. 50 14.70 ; .

1,277,132 5,11 - Dihydro -}%}1&3‘4 (lﬁgsofmtylammoacctyl) o(f:itslopgr’oltal:;osl én%ﬁ ‘?;g élstgré?il 0 -

zepme
to the azepine 6 - Bne a@NB mi of di - iso - butylamme obtamccii 4 Giduef 7 ling, the

precipitate WaSWdie reﬂuxtdanS@fmlloI e{hamhlf@rr lfacet - 5 11 - dro- filtered
off with suc “fsf'Per recr S npﬂr i xmérle d: th 0. (424.9)

[ 1, 4] benzodi e 5708 Fﬁﬁ 287+ %"é‘@’f‘}a r]%‘ E; omgg—;; twpg'@()(,m@pmﬁis 6 -
one and 15 m o?,cld| 374, @OtheorPUt Y| am ne Othduﬁkﬁ i'n"a yield of 70% (of 70
theory). were refl| uxed In 150 n of ethanol fofr359_8 héﬂ?s al‘(dZSprockﬁs@ed as

described in EX% ted [@(?%)?Q{ 9%1792[ %14 gr I‘] a1nc groch
recrystalli zqglpdg rom Tigapl opargl the ag,@ﬁ IZ il £11
C 53.78% H5. 47% N 16.50% O 16. 71% Yi eI d 3\ %L{lmfe sbda@Ohijoxide solution and cx-

Found: %bl @g EXFAMPLE 6 tracm 5Bh 5@10ro§rr;5x}x§lgad after 1¢-6. 5
16.70 [err] (3 P n - E“/dﬂ‘ lizagp GHNGFRT A The base
obt ai ned from the g éi}} g%g[;{églﬁ?qﬁ P 2262%28 9.25 7.38
14.72 by a@ndemgng 1 hehl&qaaeﬁus 13oldifydron @lRaNjmeswmt h dil ute sodi um
hydr oxi de sol utﬂbnpfaﬂellzéx-MEl)ﬁﬂanE@a@Pme - 6- Calculated:  C64.94% TREH3 5 g 19vﬁ3’t1h
chl orof orm rreli“gg '"’;t}"a ﬁ h‘”ﬁ’; ]F%}‘Efiro - 1P430 (g 62 L1990
pentyl am no-  s{nd rboesaédl rmsa nm 3et hathe aimagecloiyl 1-172 @&al of fumaric
pyr| do[ 2, 3 - 2] Afiet rdt]ystallxMIqm fr@ﬁﬁhme[ﬂéqndyc achiemy odi baz epligiat 2196-220%heitt20

.2 gof 11 - c PGP Eéélc - 5,11 - di hydr odecompesitop. (351.4) 6H - pyrido[2, 3
- b] [1,4] benz ,-pelgz gm% B heofly.  Cal cul ated: C 64. 94%44,{,@2900 N 19. 93% one
and 15 ml of di - n -"pentyl’am ne were Found Dlh)dro -5 -GAeti’fyD- 11 - G4-295
19. 90 80 refCulled.0. 10360 m_of ethanol for rparesn antl -prloecwl setHas
descri bed |n3ﬂ§x§ 4*‘@"3 C7°5g‘h @?ﬁr"é 3§ Wi t h ﬂ""l‘?"i‘??TDIb]Hf‘mF&’r?ﬁ'FZI’eE‘"?S6' Af t er

en el

recrystallizati on L3 | ori ag_loci 281 - Rbrodage siel-tefaat

heati ng, the sol utGHon prade (213 xetd [t h b 2.5 60. Ef kdprepaﬁl%d:r added 1d the

(diisobutylanj no 5 o i 0 t;ﬁ 5 eghlwgc tafe; Weser ed
6H - pyri do[?z % ld}[% rﬁ] [fgﬁﬁé&@aﬂ é of1 o LRgt '81:%1 I'oégsad%Ed
& 'theo:

rom et hy
219- 220[err]C W t h benzenexamrLe 7 - 5 - methyl - 6H - pyrldo[(213 bl[1,4]benzo- 90
decommosi ti on. Mip- Dih 58 @perydinopqgty! 3 gzew e0fy) one (produced according to
EXAIVgEE 95,44 - %’ ‘§Pi D j%’gl SE ?WP‘“C ) il( l?:g"w C&%{lﬁ m{g\ggé fimbethyl-

met hyl pi per azi n 4oi; of 1-866k¥EN 5,8 Hditdlo- <:'a£° Mkl © Burs. € faklvbpo0% N
13. 72% & F poteip[2,33 b] [bﬂ]ba{niqdi&]zdpmnz&dl e meuo- the resianc,lmds dissolved in 95
70. 80 7. glonc and .35 ggf piperidine werbrgg ZOOf yd ochlor@%gc@r"xj\g pr_oce edll -
di hvdro- EXA L ml ¢ absolute benzene for gmrs ng fﬁ{j ed xanﬁf gg:z} T0-

y tez distilling off the solvent, the residue Fo melt afi drys 1z rom
[1,4] benzo-  9@asSeckdrattizdd dydéttunol: 11 - pI pedgh um@ﬁ@w at 2X0bE ka&@ﬁl ne -
6 - one (produck¥e. ateetldithg to pyri do[2 3 -poi non 4] benzodi azepl ne - 6-100
Preparation B) ¥R #5%pf $forly - et hyl - 35‘”“‘d Oon { theory).
pi per azi ne vverecrqulljl@(qgl%qg 200 n of absol gfgirdndid: QM. @Lw-oc(lgisquoacetyl
- 5,11 - di hyﬂl‘Oa'lculadthXEl’W OF, HBINHOW B.69FheCddukitly € was evapor - -
pyrido[ 2,3 - b]Fquid:4] benzd8t azepithe -1680 at &4t VAL T thh. 9r7ésﬁd1,6618Was

di ssolved in 95 one and 2,55 g of piperi di fpan ;‘g? pe r%é uxegj 20% 105
0

hydrochl oric acif apgydb -Was @rqg&@ﬁﬁgmgigo m abs3fut e belzene for 28
hours. as descri biedylaceyliEx &Hp! pyn&o The-di-hydro- 40 Akisetedostilling off

t he sol vent, 5 he rf é‘% m‘?}ﬁmawq gﬂ ted a?t(@f‘ré%fa?gﬂgsil %Eé@%%%b%?ﬁgm was
recrystalllzed hd do[2.3 - b][14]b ‘aque 518 rr.
under recom Mcpazegﬁ-s%%? E?r[l Lol of]I[\I Lff?f;i 73 g of s? cl]lloro - nelil i o
100 Yiel d: 43% igtazinh eveerey Jrefluxed in 137 lir. of 5,11 -dﬂmﬂde- 6f39%!€®f2i heun,y)

[err] (33 j; absclute bcn7enc or 18 hours. The crystalft chylzgg;@ e pqo d4;g®r
Cal cul ated: C RS At I I8 Bode é‘ﬂi  bsolwe 915 95
6.19  16.80 tion cvapchurcadnd O3 Bhel saraithel 5 zo%an m‘ Dicsmsiie %

105 residue was dissolved in 250 mi of water with in Example 3 'md pmccsecd 'lccordmgly. The



EXAMPLE 8 54. 50 5. 88 15.70 16.25 5,11
- Dihydro - 11 - (4 - methyl piperazin- 1 - ylacetyl) - 6H - pyrido - [2,3 -

b] - EXAMPLE 10 50 [ 1, 4] benzodi azepine - 6 - one

8 - Chloro - 5,11 - dihydro - 11 - (4 - methyl- 67.5 g of 11 - chl oroacetyl
- 5,11 - di-. . piperazin - 1 - ylacetyl) - 6H - pyrido- hydro - 6H -
pyrido[2,3 - b][l 4] benzo- [2,3 - b][1, 4] benzodi azepine - 6 - one
110 di,azepine - 6 - one and 183 met hyl 7.3 of 8 -_chloro -
11 - b \Aﬂgg’rl;l—\%\lUJ |yn 1.37 lJ’gLJf ZT. 11 -

di hydro -o.8khe M&f gﬂ:[r%cc%stalhmgnlfr%;h (55{2.,1\6-85@&7-'56 benzene for 18 hOUI‘S The
crystal | iei@nol Iaemmchsaxemtneieconﬁosmomne{:a(cplat@cducedo mcomhmgmmm pitate was

filteredYdid: §% Hofstbootsd-on, dis- to pioeparati o) aned515 ni636f N - nethyl -

sol ved i r oric acid and the sol u- [ ine was reacted in
200 m 5o%aé\£ gl)fy(? @&%5 tion evaporatgd myd,\;a_gygﬁr %ﬁe ELyadgll igge

et hanol anal sgaysHys.Be, Nhelsmnmeny gescr ibaey) ¢ pipdrakine- wasla«dtyqsodmed in 250 m
of water Keimdh in Exanple 3 and process@ﬂldab?ebf H][hs@]bynzodlfﬂa’me - &

1,277,132 3220 523 0 1825 942 of L chgen Eg gnc rrel ted after
recrystalllzatlon Erame 1{err] (427. 5;)35 nabRls ag ,Sf%ﬁ, ﬁ{e mth
deconpisi%- Choro - £3l -cdillyatoedl - (4G mddhy24% - dde 5nc89>%g\bf - @8%metiyibertty1)-56% ( of

piperazin - 1 - ylacetyl) - rido- piperazine e ted 3 f absolut
E gggr gg [2 3 -f bl[1, 4]benzodn%ep£§l1m6w- lor;f‘ dlgngl as g@ 4’5‘3 %(ag) O e ;1 (El],l-|6a§gd[ err]
of 9 - chloro loroacet - cesse or
5,11 - Dmdrg&hydrol-'léﬁ [pﬂndn[z(g‘ ][] I hyakeer reé%gs a&iiz n Eﬂ % LLI&SIS%
9.19% 15 benzodbanm | ) 6-- gne duz:ednaceord_— -2209CGaeigt g mposnﬁixhl- Found
pyrido[ 2,iag P t1°n )B ’{3@‘ &Nggﬁ%i Yléd 397%2¢f theory.5 23 18. 25 9.12

one 6.5 i‘%ﬁ‘{“" o téi'? din Bx Lo s G0y fign EXAMPLE 11
6H - pyri V) Phcetsdd. 4dcordinB@NAGEH aZePLBe- C 70730 H 16, Bis@Be, - 5, 11 -
di hydr@ﬂ -recmtaUlZS(trdn froneteﬂuyﬂol the§ dihydyre Fonali:10. 0 GooF N 623(2 - 15158t hyﬂObenzyI ) -

hloride was
pi pera2| H - pyrido- p| perazine were reacted in 300 m
of absol ??Bé%,ﬁﬁeg zf]’sb“o zodi azepine - 6 - yN@.; 9i oxan as described in
Exanpl e 3 and pro- 3. of 9 - chl ormii-- mﬁydxo chl-g5iRAGet Y- yiacggssed
accord|f pgﬂ)ﬂ d]éomeldso@meﬁél #8885, 11 - 6k hy thYOdO{Z,BH b]my,ﬁ]bctaﬁdz- 3 -
b][1, 4 gf’ o r st Z ;tro 18- i
benzodi azggj, (pgi %EE}’ X jJ(étsr"ogl ml(?g %12‘0 11 h g';gﬁé'rrposi tion.
ing to Prepassami on sDy andsid) n122csb I\I-[rzet.hml[n]béﬂzail pm35%oéﬁnct(1!i}6-0ry
pi perazi ne were regghgd: hp 100 ml  of @Fﬁldam@rdﬂunale@?gmfsﬁiwma Wydre- nmet hod
descr i Beds,iin- Bitydro| €17 } [@44@. Shydedkpl € gg&% o bl n»e] ]é\allf?iw?d Yoo After
Cal cul at ed: ethg)) 7@irE@%a -H 6y2@68]N d_fﬁ A AVIS A o Yom et hanol
t he di hydr O-pymp&i%db][l4]benz°d“?"ep‘§?0' - spﬁereﬁliressure Aﬂe5.8515urs, meaﬁlcﬂ:héd)rl de was
obt ai ned o§6@(@11 200sraRh ershl C afrg@e.0 lit}t |‘;1€)r*i1 drygem| vehs t%%ﬂ@ofAftE:Meory)
EXAVPLE5 14 5 piiridof2,3D B[deD- benldﬁlachplb-pe rgng é;id“c §“yv r@chl ori de:
[err] (458: @) and 25 ml of N EKE - hydromyeriylho[ o The r same o
Cal cul at efjperdzine were reacted with 300 ‘ml of 1sopropanol and ma thl‘tﬁhcrnalﬁlydro-one C49. 74%

H4. 83% N se‘é,éoéh Titn: TR e L RS djloya acid. g d»fhwimchl de. sepaated henzyl - 85

lte 5C sta tion' | fro,
Found: 40 from lsopropanol/cyclohex'me ethanol !?vfth hﬁ E f % hé& &qudﬂ) - 6H
Beifben “gaj?mﬁ 16,30 migmc il
enz one (pro- cdritiiong to exanpl e wer e
hydr o- H6.08% N1s3¢y, 9enated over 1 g of 10% pal | adi um on

char- 39 F(ﬁncﬂ.l_ - éﬂ@”o 6.04L j— ‘18[34 bxgydrocﬂymcof‘f%ratc C@ai‘{ pr:b'ZO m  of
met hanol containin 3 drog) 90 et hyl) pii42eB8Rzi n - 1 - y acetyl] - 6H

of gl aci ac C anerlaledt np- 105
[1, 4] ben?gdallla?g, badrg o1 6'ﬁ " gﬁ%%ﬂpélé‘ obr es St Aﬁllséf s Cl ’cGI‘félcaI cul at ed
one [14]benzod1azepm€ - 6 - one Golgnt i ty160f h;y;d,gogeﬂ; jpas taken up.

After 86 Z(SfOfllL chlmﬂcmloeidét-)dihydroJS 11 - dihydro- cooling, the product
was filté FP[Z\R/{F“ er}’ze“ ei‘:ﬁf’ﬂ'lg‘ilwere é i % %&MM 16 _bentzodlﬁfazelgl ne-
sucti on a,@@l,xi' & Sool ff B Soelilis vemaR Gbat et J o T ﬁ'iﬁ‘i 'giﬁ‘@il?go' ol (2

- hydr oxyst Hoys.) Fhe cooid Welution R@s hRed witle Wasnél ssol ve pi per azi ne wer e
react e® vithapol, Ba@red| all@fme with FWK@%I’IOH 2arvd 1} xidetoanégih St helitedb- hydr o-

et hanol ‘1‘1 ed 55(’@ CEhr gyrido OP] [&:4 5 ¢ bepzodiay
di hydr ocah%:(;rglﬁg e sr% g‘?lé‘@ " g bsol %‘E‘m &%‘Eﬁ%ﬁﬁ 1% at i on
whi ch neMtpezils—aﬂI°€r recrystallizati O'[lhe h&tomlﬂﬁh £ Qfked with animal

i sopr ofhnBiFf ¢ YT dplethenrie: cheredaharg| filwied. (Tt Heramdds tdiapm- of acti ve
charcoal 100 M p. 213-214[err]C at
229-230[err]C with deconposition. Yield: 25% of theory.

Yield: 30%of theory. [err] (381.4) Calculated: C 62.98% H 6.08% N 18. 36%




45 Found: 63. 00 6. 04 18. 35 Di hydrochl ori de hydrate:

[err] (42 8.3) EXAWPLE 13 Cal cul at ed:

105 5,11 - Dihydro - 11 - (4 - benzyl piperazin- C 50.48 % H 5.41% N
16.35% Cd 16.55% 1 - ylacetyl) - 6H - pyrido[2,3 - b]- Found:

[ 1, 4] benzodi azepine - 6 - one 50. 85 5.16 16. 45

16. 10 50 4.2 g of 11 - chloroacetyl - 5,11 - dihydro- 6H - pyrido[2,3 -
b] [1, 4]benzod|azep|ne - 6- EXAMPLE 16 one and 8 g of N -

benzyl pi per &zi ne vvere 5, 11 - _Dihydro 21%!32 pyrrolidinoacetyl - 6H 10
refluxed in 200 absol ut e, benzene for _ Py ] .

[ 1, 4] benzodi azg@{‘ n fgc?s(i ro% i}lg} rﬁmduc was .Ir:ﬁxgstal gl%m TI'P .Fyn%g)({ﬁﬁﬁu Qd?cnzo

one 55 et hanom,p. rzeznd:ms al kaline with coptelemlﬁraﬁedxd N 4m&h3@1p1fazﬂ1& in

chl oroacetyl -YBId1B0% dithydr o- anmoni a andabe;\)e% eléi e H\?@I@UQCSC“M'
pyrido[2,3 - bg {LINZH (%%genzodl azepi ne- E ‘P(_élllf NETEL] E{%

i sopr opanol / alcula® 19 fh.e0f Wyidsel | e M@rdﬁsorv&f Unf@ibnia

in 200 mM of abs6: ute bedgrzene t0z 1817hk§ur3cthdh'b1paud21r6 §b1u? e repdpQ@ated. Thc

The hot sol ution was nixgd,Wwi.t;h ani mal 60 fesn'i 4 17 Ouelled fromeeiqpyle
charcoal and fj,it epagldo The -fii I-tnfeaugveipmoev o

hcory

1,277,132 10 'lcetyl;‘ - 6H - §yrid0[2,3 - bl[14]- " ted in vacuo and the
resi due was recr yRpAfiazepipy +{/of" Cdﬂ 3(3(3795] 1.4] - benzo T4 zed
from i sopropan d??_ 6}f1 1 'ndo[z“’;cl_q’g]' E;T:)le% Z %‘, pted 6C66q L %@%@d%
according to ind P6 - EkZarﬂOB :elrcer:iC- methyl- pr epar ation
E) and N - r#t bipdridinp eweae irqaeted rin V0@ | rel: o (9 o of t heory ExampLE 21
absol ut e di oxaf‘i"‘f"ﬁC lﬁ'edc ?‘“@é%g’?% nS:Ex anihgirg - Wlelnethyrhe i’eacgl_‘p oy was
finished, 5 descr b:lg(l r crwtalhzanon from methvlplperaflﬁ @'ﬁ g

r 1 C
evapor at ed |n Mﬁmuo the Cal cul ated: C 67. 07‘%@1-&3 63""3/& “ x§/pl re5| due

was di ssol vél M. Mpoé: containing 65 Fourfesm 11 - chloroace§T- 20 - dihydid - 32
17. 15 et handelda it Hehees ut| on evapor at methyl FHEI r@elggﬁuce | 1,4] benzodi-

-6 - 80
recrystal | i zedCi,HoMQo@i0g| t r aépm" one IQEM% to
174 175[ err] C. GHpEe: 5%@3?% oﬂggwlgg SRR 3 R hovs o
t heory. 10 5 H -l§ |do[ 3 Exa le D, 4711C tc)igr&?()dl azep:sqrr]e - 6 -
one °C un egpn?osgxon onﬂ_l
chl oroacetyl Sél do[‘?fl b] ﬁa}f %{,féoaﬁeey e - 6C §D§}dﬁhf§&) [;} @eo@4% N 18. 46% hydgro -
6H - pyrido[2,3 -onb enzodi - 6. 62 18. 40
azepine - 6 - ofé & 1 5h1940a°e‘i1-45 L1 r@t}'F\Vr C4H..N. |dé654 were react ed

in
200 m of of*® - Py“d°[23 b][”]b%ﬂr %}L t e n’éG e {16 to the
200, of o GURTRL SUENIIE B Bl e Shentiited (i o
and pr ocessedExampleNi®t 0y ppiqsed agoringly. IAfter v IFRC @foydhydrechbtitle- hcﬂiﬁydiﬁe Oﬁxﬂitch g0y .

Af t er recryst&?lmb'!itzﬁliaﬂ?‘im@ ronf Ftéwl/etgpyn do[ 2, & 16%% S;LEO%I berhzdmoemppmérc- 6-

et hanol : 35 viky: 235 e theory | poSIHO crystallizegh, gom gthangl.)y  249- 250[ err] C
From 11 - chlor oacetyl - 5,11 - dihydro - 8- Yield: #ieefntheory.

met hyl - 6H - pthRNcIP 2384 bl 1 4J benzodi - 5[113r rihydd560.14)- (4 - ethylpiperazin-

azepine - 6 - g eulqiqdy ocﬁﬁﬁﬁ ﬁg dllﬂé%% ISéalSifft } el - eviBlBHoebIH & 40%
N 16. 10% PEPar at | %t hyl q;m eg REPRe fﬁfwl 51
68. 44 6.483 15. 99EXAM1>@b1$oI ute di oxaBinjdd L - @ﬁmag;s Og$G4] bRekol N
Exanpl e 20. 255,11 - Dihydro - 11 - (hexalERANPYiE - 18 diazepine - 6 - one and N Metjwipiperazine

236-237[err] C unonc,h'r‘uﬂgL 0 ’t“i‘%-’n3 (FHEHAT5, pabsolgs Kipanoss. degegibed in Example 100

hol | ben azepin 85
nmor pho i noacety From - chloﬁ)ta @['IO 5 11 - dlzédro- Y]C]d 804, of theory.

pyrido[ 2, 3 -45bkH1; 4yh@nzodi ayiepitazodiazepine- Ywe;t of &Qﬁlmﬁrotﬂmmy 25BRs44C 2 g of
11 - chlor oace16y+ one EnctLliexah)dmh?fdrmile E\efrar 3B #ypr@@nol aid a smal) ity 2f 3 - Db
[ 1, 4] benzodi az eimt 1 in e 65“1?0&’0}8’}‘] SidB el deqemisiigges one Whd

tho dcsc ed in xan

15 m of norph & HRACkRRbI. N Foundnmydmchlon@eﬁ O01..CL.N,O; ¢35.4) 18. 80
200 m  of atﬂBOIYILédE' menaemeryas descri bed i nChxangle 16 and processed

accordingly. Aft er The nohydr ochl or| de- he‘?rf"r%%fr Hi5&5 preNtlad8 % 98 16.18%
recrystallizati (%% / 15.999/, 9- [err W

deconposi tion C-lat %i? spider dfé%@nposﬁ?l on. 1345 S5 10
crystallized from et hano}la Yi el d: 35% of tsrl:gor E)@Hilvrhli 22 !?err] (338.4)
5,11 - D hydro .- XAMBLEAD) p| era L n- d-lt - noacgiy- 3604 N
16. 56% 5515 3/-& 9lh5222®_}1- XE [3 3 pm p)r gg 3F 4 benzodlaze- 63. 70
5.43 16. 50 [23 - b

f 4fte heazepl e - oﬁ)lne chloroacetyl - 5,11 - dihydro- 115
From § - cthyl - 11 - chlormcctyl - 5,11- 6H pmdo[2,3 - b][1,4]benzodiazepine - 6-




Prepared from 11 - chl oroacetyl - 5,11- 40 EXAMPLE 19
di hydro - 6H - pyrido[2,3 - b] [1,4] - benzo- 5,11 - Dihydro - 11 -
(hexahydroazepin - 1- diazepine - 6 - one and N - ethyl pi perazi ne

ylacetyl) - 6H - pyrido[2,3 - b] [1,4]- in absolute dioxan as described

in Exanpl e 100 benzodi azepine - 6 - one 20. From 11 -

chloroacetyl - 5,11 - dihydro- Yield: 80%of theory. 45 6H - pyrido[2,3

- b][1, 4] benzodi azepi ne- Mp. of the dihydrochloride: 253-2540C 6 - one

and hexghydr oazepine (i.e. hexa- 1277135r omi sopr opanol and a small

quant ityof methyleneinine <-TeTala he dro

Wi th deconpeshd isoMmt of 435 aq&tnkaoaim@lsﬁmmﬁckdnm z@@m Sosokfie bMv.dae and 60

207- 209[ eraife §dluriom it 30am0dlof .ethanol were treated Dickvyiiigoeohkler metid  flaseribgd (438. 4) 50

Yi el d: 70%1§‘Fd t"h% \.\%sﬂ at room tcmperature Agte; in Tepmei wéaas'l';ggiistléd‘u%mgm%ﬁ- ?%:75% N

15. 98% e oseu tulated: C

68, 55% 5C| g é or91 d cth; silica gel ;?stalélzzed fzr(l)lSI:’ Cacetout 15. 85 65 110

Found: (1 1) T68. cemmn waSGth&B clutcd vixﬁx SY)zeIEXMﬁDIgEth@z’SY EXAMPLE 20

5,11 - %a angréi;s eJuaB g yl- 55 5 - Ethyl - 5,11 - dihydro -

T ’t’ ol pydpcte T I s eﬂngmagodl aze- piperazin - 1 -

yI acetyl twich Hrom RiEdofferhyl aph@e€(1-100 - ON@iaked: 3 C-6853<, [ 64 penrudiazepi ne - 6
one SMe. :g249+-242PC-(desrhoy oacet y| - Boudd: - di 69d® 0- 6146 Frisas5 - ethyl -

11 - chl or bldefyy oftheot 1. 64 - pyrido[2,3 - b] [1,4]benzodi azepine - 6-

9 Hydrochloride : CIN,0, (332.8) 1, 27 Gy dwddy 27

9 one ansl &dkulated Of @Oﬂtbaqueous di net hyj,t1 -dmsjaml.vmd (n- 2&91pmndmi)- absol ute

benzene ankpund0 ami nelossél ution in 50 m gketdl héHol pyvidr e [2.3 r ddlltd- accor di ng

to the method described Etzl rred for 8 hgd?’éz"%ifzclﬁ?igpcf&é’ﬁt)?{ atyre After in

Exanpl e 165 11Theifyesi 5 Iy b R0 BYAP0SH @Y Qr (1, Pes@lidiigiden #1 vacuo,

the residue st ﬁéhﬁl-leHraﬁyEdms '[let4l]J-r at ednewint 2 w&t\erpxmdmé @r abSolutaVa s

chr omat 89r apHerrodjzrepinec of I | ca Efe#ene eqcyrding |t itheeppethedodescripedt oni tri | e.

cluted with g Uroren l?fﬁgg %-I g‘fl[l L etﬁ#*‘;“ pS: ABYgregsilisptop drom

65 (1:1). Q@plgeolté N 2Ys-eb@oc.58% of theory ngt hod and

t he el -uat eaquess ammbfaﬂlmdhyla@ﬁlﬁeern ﬁdzdl ngxelét hﬁ‘l’,eﬁlthehydl’ ochloric acid, the

hydro- 2® °f04ﬁ¢t‘eﬂe|"(f @g‘ tamn was recrystallized [err] (350 4)

twice fronk Eg’ﬁgﬁg ¥ T 18)u, .0, GlsGl ated:  C 68.55% H 6. 33%
N 15.99% M;l%srochl #id - vé:«él &,rs{al ﬁi@h@ngL ) Calculated : 9%69}211 v, H 66495 QUINE7 Y,

aci d)

69. 10 Getdrd/absolute ellGnaBBloYDel d: 45% oFouhdreory. @ieolr ochbbri des.20] err]
(332.8) % Mop.: '251--252°C (decomp.); EXAMPLE 27 70 15

1€ CORY- .
Cal cul at edy drocégndﬁs‘(lé)% ,CIN,O, (346.8) 5 lkgudkBydro - 11 - ¢ -
et hyl pi peer&uﬁQd 10. 84,11 - Dihydro - 5 - methyl - 11 - (2- acetyl) -
6H - pyr L,do 058[82"0311552)‘} ¥ 16.%p: Ch¥P2eidi az thyhblﬁlfllcgnoacetvr)e- BN ANMPIrdo24

From 17 oac I 11 hydr L.ﬁz lne‘1 - -one
di net hyl ani nggggetylﬂgy 15%8 yri d%)0c97 [ 25 %_“;,‘f:,t PR g;g 13aze£)1hmq 9/5 5 -
met hyl - 6H - pyri dCHxZMIB.E-ZS b] [1,4]- ﬁenzodmnpmands 2 one @ chyl mefpylperi dine in
absol ut e ZﬂllcécDggir%ﬂzlé)dh(%gé gﬁg%ﬁfdeéo Eppexdn;% %l;;g abstl)hé:ie genzene p%ée?% ﬁ%ﬂ accordi ng
to the pgtho g eo- “g; ! T Bro- in
Exanpl ¢ 16, AL ILL REE¥SLA Imatd,rgmmfr i etha s—”ﬁyétl o[ 3 - bl
[ 1, 4] benzoéH -ipsider ;%nob]n,djbem & zepine- Bield cﬁaé afnﬂle(ﬁj) m of a 40% M p.
218-219[ er? (91’e a“d 15 ml of 2 'fﬂ,;ethylplpmdmc 80 aqueous sol ution of
d| met hy ban{He SEgsn™ mgmi(f%icé"é:‘etfﬁmgf EhROKYo, @&r.9f acetone were stirred
for 8 hour &ibad i OEXENHIE NBE (AL h@rystdiQ- NTHEulhkeR: wass9 vy theksproisyessed as
descri bed tim Ewarnpdolstezehanﬂfhe [err] (3Ben&) hydr@dhl or 6d€ wais.15
recrystal | d?f%o?@i* sthyl Cal cul ated: C69.21% H6. 64% N15. 37%
acet at e/ ab&But8 e hBRS " (10: 1). Founghers 20 69. 10 100 6. 65
15. 20 360 I\/bQszN;{ﬁ](sQ)a;Z[ err] C (deconp. ) 5,1ii ®litgdro 55% mbe@r-y11 -Hudr @chl ori de:
[err] (346C89u1ated C68.55% H 6.339% N 15.99%EXANPhEEhyt8nzyl) - piperazin - 1 - ylacetyl)]- 85
Cal cul at eqFound: 68.25 6.34 15.70 6H -5p}fflfoL2 3o Maﬂébenzoglaze- met hyl -
11 - (2- C 58.88% Hyfufig%N 16.15% O 4G5 39h. chiorom@iyhY Ispi Regiydionomsel yl ) -
6H - pyri 6ot - Bhyddeound: (3 - methylpiperidino- 5 - methyl - 6H - pyrido[2,3 - b]{14]- [2,3 -
b][1, 4] liénzodﬂcazlb i ot -é’l@lodo[léne b 8.490 ben;"f@ﬁ? 6 - 0?856“‘;&2 g?cnef:etbﬁ’)‘-ﬂ
From 11 - glg ?ﬁﬁlﬁ%@fwracetylrg 511% dﬂ%ﬁydf? 4 P_ m@%gcnbed Exalmpg)s)li‘ti')I do[2,3 -
b] [1,4]- pyrido[2,3 - b] [1,4]benzodiazepine - 6 - M.p.: 191-—192°C (from ethanol); 110

one and 15 ml of 3 - methylpiperidine were Yield: 85% of theory.



EXAMPLE 25 benzodi azepine - 6 - one and 2 - nethyl- 5,11
- Dihydro - 11 - (2 - nmethyl piperidino- piperidine in absolute benzene
according to acetyl) - 6H - pyrido[2,3 - b] [1, 4] benzo- the nethod

described in Exanpte 26, After 40~~~ diazepine - 6 - one
recrystallisation from ethanol/absolute ether: 4.3 g of 11 - chloroacetyl -
5,11 - dihydro- Mp.: 173-174[err]C, 95 6H - pyrido

- [2,3 - b][1, 4] benzodi azepine- Yield: 68%of theory. 6.- one and 15 m of
Erea[rgélhgl qperll n wer e| ssol ved i 2399 zm of absol ute benzene 45 1(,amd
After recrystallisa- Cg,{muﬂ,;a;oed C 69.21% H 6 641%,\[\\11,,_3553337%“ on frggn
absol ut e et hafmablets with 10 mg of 5,11 - dnlErdmndll- Supposxtorleﬁgvn]h(lS mg of65,[24- dihydro- 15. 15

metiyl ] e azm - 1 - ylacetyl
M- 203 20dl or QROmtig Bty AL MAROE s EAPLERIE, | e 1900
[err] ( ? dxh)g achloride S, ine - droc or 1de -
[4 - (2- Calcula ed: 68.55%  16.33% N 15° 99% thyl benzyl) -
pi perazin - 1 - yl@oetsi 1br)] Found: 68.Qyposition:6. 34 15.70 65
6H - pyri do[% ol % ‘a‘[‘ﬁf benc ]ypl aze- pi @ PF"%““—Y i l;;; AVPLE 26
From 11 - chi é}% @by en.di hydro- éﬂ Ll - v[ dregr- 11 - (3 -

met hyl pi periodi r;gndo[53- n'BJ]|[IM4]benZt6H - pyri d9kide[B3- -b b][ ] 8dnzo-55
acetyl) - 6H -dugwnedo[GZ Jne diffyfird, 4] - benz@dcme—plﬁn- oneGdlhyd@me and N 0(2 -
methyl - benzodi @28Hine - 6 - one  190me  chloridg, % g}a 8o &0 R

absol ut e benze,gtgmqucgrd 4.3 g of 1132§3$gh|”ﬁ§°5"°’¥qf“im ldl hydr o- ing
to the net hisd negstih bedat N Exanpl e 180mpgH -bcmyﬁlr«gm{ca;aaradc ark 1685.0 mg

[ 1, 4] benzodi azepine - 6 - Mp.: 19-1——19—2[err] C (from et hanol);
one and 15 m of %,reparrrgotnhyl pi peri dif®O®ere Yield: 85% of theo}"')?oomg i?)

1,277,132 A 10v,-paste is prepared from potato 10 EXAMPLE 30
EXAMPLE 33 starch by heating. The aG0c Tiabé’ dxing V\AthPﬂ:@)atﬂ’@pnOf 5,11 - di hydro - 11-

Supposi t or i ¥s lagioteha Sfllsth rr@fmns Fpiee. Stﬁi? fmc]y i d ﬁ“ b preFediEptnis - 1 -
ylacetyl) - th%.i " éeu o S SREJ‘ m¥ zﬁ‘t 2?‘“’” ldo[2 3
- b] [1, 4] benza QZQS' dried at 45° 1&1turat§&’5hc@0 int®] sli h11y41} hppésRory O 80

pine 6 - one mrehipchugic ik gibovd @creen, mixed with mouldpl ne - 6 - one d| hydr ochl ori de

5 magnesium stearate and pressed to tablets. Wei sit 1.7 g
Conposi ti or? e e 350 e &% b FEPEIBH:

10

65 1 tablet conpgl BSm. 1 sppResi §0ry contains:
5,11 - dihydro - ll - (4 - ITEt h |- Drops Sith110- mgliohydr o dihydrd --11(4 -
met hyl - pi pera - (4 - mcthvlplpumlg)eﬂaziawtyl) -pH- 85

yrace ! Rl ity (o, apd T
pyri do[ 2,3 Cc, ,_43}ben@gdo Bazgpi ne - - d’ ﬁ

di azepi ne - 6 - bﬂﬁﬁ)ddkdﬂfﬁdlﬂ ©~ one dihydrochloride 70 Ch| OI’I de

10.0 ny !éets prepared as described in Ex- gl act ose

148.0 g %plﬁaﬁf‘f £ceﬁéﬁ§s;¢§ Qﬁsxégng' li%()lllrgghaéé% oi%lgfgﬁompmc 0035 g 90
60.0 ny Hoof st € a0 um sug hldik gk @ahat e 0.015 ¢

2.0ny belcwdatabl ergi ¢ gokistledT wéthlebebdrik  adi®850i0 Ny 220 Onmy 005 g

1700.0 ng 75 Pregirhtupsifoatcd abjagngyeg o i & P‘é ar ed from pot 86 &t arch by
heating. The active ingpgeient, gl 42Qealy@ctose angsthe
remai ni ng pot AnposdanGle ag e 5,11 -Thagydfd naly wcvaem zedyiaehyi) vesp-ngredient i s
m xed with the affoveetyy mye"aﬂél granll-gbed rsudpdhded bln4lbazaol ten

supposi t ory basegl‘lz‘fi } [514 Seyimerlr - 65 ARISH- 8i 2@ dihe-cqgl ed to
40[err]C At 37[err f € folten mass is gradiiate,is dried at [ &rrige.
triturated once [oupsditon:i nto slightly pgeeanl ed suppositor y15080grmre

t hr ough the45a oeems, m xed Wi th nouldddgled 28er pagnesi umM st®dr st e and
pressed to tabi Qﬁém ’_°'W§,L lt)me% suppository: 1.7 g. Tablet weight 220 ny.
Die: pyrido{2,3 -  b][1,4]benzo- Preparation: EXAVPLE 34 Dr ops
W th 10 ngy Of 5@1612@1116 d6hydicodihydiol - EXAMPLE Tt active ingredient and  artificial (4 -
met hyl pi per zi 1t 1°“;1Ez]§£f/| acetyl) - 6#%“’855 Bererar ﬂ@o@ﬁ‘éﬁ?tlabplee;’?nwl}x A0 195 ngy

of 5,11 - di- o[23-b] °; dro-
11 - (4 - meth d‘f/nnpl perazin - 1- hd 14 rﬁﬁea‘djlgﬂ a;%%gm ame ﬁayd %fﬁ%eglqyﬂt - 6H -
pyrido[2,3 - b] [l’mnasatwbenzodl azepi ne - 6addcd)|ﬂ:eﬂdlah sO@lﬂh@l‘WdEst'Fﬁ@ tabl ets

and sodlum chl gl -sol i it 11
pr eﬁa{ Fd a5 desjegxssqveg i cb:tx Wi tcrquggsu S 0%{ & a g??ofagaglc eg‘ﬂfeéd i th
a shell accor Ot B fl}}l% =10 mg. of 5,11 - di-
solunon is ﬁltered sterile and filled into 1 ml hydro - 11 - "4 methylpiperazin - 1 -
ampoules. Iyacetyl) - 6H - pyrido[2,3 - b][14]-

Sterilization: 20 minutes at 120°C. benzodiazepine - 6 - enc dihydrochloride. 115



35 a known process, the shell consisting essenti- nethyl p -

hydr oxybenzoat e 0.035 ¢ 90 ally of sugar and talcum The finished
‘sugar-__ propyl p - hydroxybenzoatc - 0.015 g coated tablets are ,
polished wth beeswax. aniseed oil 0.05 g Weight
of sugar-coated tablet: 300 ng. ment hol 0. 06
g et hanol pure ) 10.0 g EXAMPLE 32
5,11 - dihydro - 11 - (4 - nethyl- 95 40 Anpoules with 2 ng of
5,11 - dihydro - 11- pi perazin rs7%13; Yl acetyl) - 6H (4 - 11
et hy| prperaztrin— 5 — ylabCLYI) = é”— py||uu[4 3 b] [1,4}benzo-
pyrido[2,3 - b][1, 4kbeaz0ii azepi ne - Ghrough dicaze@pinenm rdesh-si@nerdi hydro- one
di hydr 0Ch|T(g‘alft ith 10 mg of 5,11 dihydro - 11 - (4- graai$te)dy @g:ed with magnesium stearate 60 1.0
g artificial “%%gg?eé‘ﬁ =1 - ylacety)) - 6H'1 P ed “::]o‘pc ' Chfipesi tion:

[1 4]benzodiazepine - 6-
gl yceripm one dlhydrochlonde and 5 mg of Dle 431, asch@’pouf e cont ai ns;

distilled V\B.tl'mrol- 1,3 - dihzrdro - 3ad\ydtoxy103@ 0 Trllc 5bldt1coresddiuh)bbiml?ed- ard toated ( 4 -
to t -
met hyl - pl pePlﬁZX E%(Binﬁrén >la%glsterf)%ap ITl‘dix PE Fe ]écjo(?x fszlfng gesser-f:lall?v9 %- [ hﬂ,ibéﬁzo

Preparati on: A@] ar The finished sugar coat abletsaCt Ive
i ngredi ent an artificial Ch|aQI‘b f€hed with beeswax. 2.0 ny

sweet endr ar e @ingsbved in apprOX| mat el Yeighd of 3@8r oaed trblec hl8Omgde

8.0 ny rﬂlﬁ;t té’l“sf;\n écYCFI’I n added. The p- gistilled water

ad 1 m U APEpehz gy e ani seed ik, a9ddTRERA GlindiE ol gS94ed i n

et hanol andpytitig2,50! 41, qeenRr eparation: dihydro - 11 - (4 - methylpiperaziddded to the
aqueouslssol‘ui?#m W t lanesdibydroi ng. 13"{)1e acti g;;law%gedﬂemn@mﬁ sidiém chl ori de
Finally the t i de, up ‘WA wat o)

distill edg\rﬁég by argg{]s;;ﬂg%@ ;&_o 100 m anﬁ“hfdﬁtnér Lé}dd"ftg TR ar7té’2:9cl7EI

quent |y filiedochadizkeiné NHi éat ed yohgne. T% 1 m of drop sol ution= 10 ny.
of 5, 1120- lagfose sol ution is f| I telﬁéﬁlmsterl | Coppebiton] led into 1 mM  hydro - 11

- (4 - me e ,g _ {nés tablet-core contains:
| yacet y| )gﬁg‘f’ AT 5 5 ¢ %E’é i GbAT 1 | gkl 6i20 m nut egpat
120[err] C. benzodi az-epme Brido[2B€ dllhy ﬂtbﬁnlad oride. 115 11

1,277,132 2200mg dlazepmc - 6 - onc] dibEXANMPLE 35

througl‘b scregl.Qfich. ™ nesh-si ze. gmn%é \@G_Xél.g}dcng @gog‘bll di hydro

S 11 - 04~ A GrARN AR sife mg&aféntvwa&&crr@egm Srum  stearste - 60 sgphpylspi per azin

-1 - ylaest y¢t9to staShs maistehesd mérd 1S &, t @orh atatc®t cores. pyri dO[SQ.QBxg- b]

[1, 4] benz@t&ii 1H*eon op- Polw gh«ten@f pelgyiylpygdgonsy. 5 18Aes

di hydr%hlsﬁ’f 'f‘g}fcs D il meghy o Mgy sie¥¥hed. chloro 2983 - dihydro
3 - dmwghm&bova scrI e Thabh@laict es thus obtained are coab.eggphenyl - 2H

- 1,4 - bewm@eh azeﬁwnﬂemagn@mm siataiy aad shel | Pagpeatiadi Ng t o a_known nethod,

to t f I
one [Ad® o ta f‘égjzgtered Trade, icg:";grfggﬁlsa;?paﬁsf iq g aC%ﬁ‘zsentl al | y
olid

Cl
of tal oim % ]lnma flat. alcoholic solution of th e fi n' shed
sugar coat ed tabl ets are polished W t BhrhgpsWaen EQ.5 mm mesh-

Wei ght of sugar coakadriralsl et: 180 ngat ES"tCabﬂdetmwexm anasmord tlfi_rs’i.ugh (95 hydro -

11 - (4 - S 1cd tablets w1th 10 mg of 5,11- the abovepsgragon nulate m:xed with 70
H@i dro i 11 - ethylp azin - 1- magnesiu stcaral?: 1s Preﬁc rb? tablet
pi perazin - eyl do'[Z b][14]- cores. coa ets with 10 nyg

Ypy
of 5,110 pyr bal ﬁzeBme -d% g belildde  Weight of core 220 mg. di hydro - 11 - (4 -
met hyl pi per a#idreS mgsof phengietiylbay IWEC acidg - lp‘he%ﬁﬂhﬁﬁ 100 1 -

yl acet yl ) _ ofip (Qm dO[ 2 3 - b] [1 4]dc 'ﬁg«? C(}efg.blctb arc pxcparcd as
10.0 ny lsugar-ib@tla le @&€RbMEsT 6 - one Wik df Q6 ceartddcleola sochg.oro - 1,3 -
di hydro - 531 - dihydro - 11 - (4 - methyl- and 50 ng of diethyl am noacet - 2,6- 75

5 1pera ylgce 6H- -
ng;gé?ﬁaz eE? %‘p ? rﬂy;‘ béhéfll- benz R(I)ll- E%at%xpﬂﬁg:s?%hel pﬁcparanon 105
ine 2 dlhydro es position (rolls) from side
135.0 ny chlorlde Conposi tion: @@@ ﬁtro St @r §d?, so that the preparation reaches 60.0 ny
1 tablet- @b:méetmbmrbzmns acipol yV| n Ppe r oI i elbprats of his stomach) 8.0 5, 11 -
di hydr C?O ca(‘)ir;iscard( 4 - methyl - ’i“Elm g aﬂf tl - dlhydro - 11 - (4 - methyl- %0

d

pi per azi N palywiny] )ﬁ‘(lh%@t yl) - 611'40m0 I[)12p§1"‘zz%]ﬁ)[1 ;f@i? l?h{ 6}?10
[1 4] benzmagnasmﬁx di azepi némg 6 -dlﬁﬂi&)cﬁib dé’nﬁ 30D ln@l’bf ar-

1 0.0 ny 25- - PI‘ epar at i OIT_— g(ftsm B! (diacetyltanninalbumin (fjitdt | am noacet
- 2,6 - xylidide 50.0 nmg A nilk}re of].hi’eh%gﬁ BEtive inar L dlmelx b ,oh AFfs0se
| act oses Preparation: 98. 0 1fi0mixtime &N g&achpltl ﬁ%fng r'f01l s i st ened
wth a 15%A mixte¢ ﬁf thd edtiedhingredients, lactose Filling pur single d&s0): Gngmgt hanol i ¢
sol ution a:g‘r c;mls %lggyvﬁt@l rvldle) 310“ mua mrolthcwn@t of one por- 10.0
ny gr anul 87891 1 B?J‘g R gy Eyidope 5 “hﬁﬁ?fem um st ear at e
2.



30 size, dried at 45[err]C and triturated once nore through the above

screen. The granul ate ob- 220.0 ngy
tained is m xed with nagnesi um st ear at e and Preparati on

90 pressed into tablets. The m xture of active
ingredients, |actose Weight of table: 220 ny and corn

starch is granulated with a 20% 35 Die: 9 mm flat.

al coholic solution of the polyvinylpyrrolidone through a screen of 1.5 nm
mesh-si ze dried EXAVPLE 36 at 45[err]C and triturated
once nore thfough 95 Sugar-coated t abl'@ &% t h 10 ng of 5,11- _the ahld‘\IP

screen. The granul ate mpgeghWishh di hydro - ddiied(t§ an affRlDULRIDRERELE -
magnesi um st eBlilRt @wddr SchpFigs $@Rts Wil Q0 h@blesth cyttafind Hboh 1- to Htarbon R¥REAO[ 2 3

- b][1,4]- coresef 40 - dlhydrdoeriiodﬁ%rz@ﬁhﬁe by & unsubstiuteli hydclac Indethpli sdgsti- 55

Weight of caye: 22 Lapdasil bt P}ffﬁ’ényF Ujacamphydio grouplpj e: 9
mm ar ched. ?hydt%ﬂgnd? and 500 1:1% of MiBerk ugéaugﬂ gaéﬁon 26 fjmife@& BlS1 Mcfein
prepared as Conpogimagresiim aluminium tr1snhcate) R1 represents ﬁl@ﬁﬁlfrll doethyll glodpXxanpl e

1 sugar-coated table core contains: 3. Cotygouppst as ofaimad giar clarg alt ed 60
tablet: 300 Ny, Gy LiRHi%ydro - 11 - (4 - 3@t AyyercmsRe repispEsy 4 ¢hfprine 1 -
ylacetyl) - 16Hs,11 - dihydro - 11 - (4 - methyl- Mebobnd3 Sis charrhf‘.q0£12an?’ of the

[ 1, 4] benzo- piperazin - 1 "yRabtyl) e He" (pati eptcedimgenins tHeinpRepad X, i @th

di azepi ne - 6 - PyiflelZh h hyd d b4 ] benzo- rcpresentaﬂdneémbm elsn*[wsrl:t ll-blml(rﬁl | s)

. 1azepine - - one dihydro- iso- ~pentyl group
from side C_hl OFf)lgféi l0.0x the 'j;?acg) rogen atom x‘epr 0 1 hat
t he prepar atis omasigetches phenyl et hyl s 1155 t Sehd Qi @ﬁf dino, plpcrld 5 ip#Fekino,
all parts of hikin gm]b[mg(;lhr) 50 | act 08@0.0mg morpholino or hexamethylcnelmmo grodyp). O

10 ny of 5,11 maraltcﬂ bé l}ﬁé)(rpg” _ 5C§9qapo§qd cHaimed in any of claims

osit y basc (cg ‘Wch d R h h th
30.0 ng ﬁf PERA4bM “Witepsol’ bﬁg?‘cet yl ) céji ,ﬁi}ff tI:)m ;c;(g:;nir ::1“ a]i}el
pol yvi nyl pyeo ol iadeddered Trade Mark) 7.0 subsmuted p1]£gead130 group or a plperazmo

b] [ 1, 4] benzodi mélpu geund 6 - one magneldman gowasdstéuted in the 4-position by 4l

di hydr ochl or i dg" g%‘ggﬁlpwcamwwd Tar - g%sgg PR dtaderyitlanni fuartbifenal V\Ft h

6% 120.0 ngy Ver) The su € 6£r@)1ﬂpalnl:lmg eJ]aYmJE' &tean“% 115
55 Preparati on: 1000.0mg wherein R, 4nB @R, MAgxthdivethitk M@Rahed i nto

al um ni um f9| . A m xt ure of the active H‘ig |aemtlf9rm Iagait:gé)ser(f-FPdSﬂtwmg Per
si ngl e dose®31Q, Hﬁmri‘éﬁimr@}e% i mgrﬁ il AR pOogino ety
adm ni strat i onpowdét€and GRELARE isOhoiddied BRY winet ﬁd?ﬁ nl €1 Sq}antﬁPn eQf: ﬁyjﬁ 0[2,3-

pol yvi nyl pyr r o i3dtneahandlic Gplutics o i thes glpposichrst NbMAHY benzodiazepInd - 6 - one and acid
1,277,132 base and then with 500 g of distilled water addition salts thareof. EXAMPLE 39

subst i t ut ed3%y§‘ééra3°é¥’ “;bﬁi“éa%é? b?ﬁﬁa.fi%&é? ligrﬁaﬁpyﬂyg;‘éfﬂf%éf ﬁs%fé b1 Bt s

with 10 ng (&&6 t@maﬂltﬂﬂafd@o de QiBre thrdugh 4pyeidb M TBehzod -ondi hydr o
- 11 - (4 - et P-n ofh .5 ammu mesh bgzei tnldttbch oandnastcll aiainommyﬂneresubstl - 55

_ h e _re i 1)
pi perazin - ,1 m“ t fﬁ‘:}t with gy d‘a ipip. aCG
canphi di no gt ouhg t of tableturﬁﬁf ssed o ﬁf Ef] b rﬁ ana * ad . enzﬁf’nd aci d
addition salts tm:erlssaﬁm, fat. hydr ochl or| de anﬂlle Masi ge er rj 2.

Compounds as cl n_clai n 1 wherein (di rt&@siés@hyﬂml dint i u@-thydredyd | cat e)

Rlerr] represent roup. & l) 1as Ay hed6iin ¢l ai m
1 or 60 Conposi tC 1 flwthe enegl?(xkulg ggzxic;[d ’c ﬂl Emuﬁ R[grr?
represents a chlori ne 17,t bl et cont ai ns: 11. 5,11 - Dthdro - 11 - piperazin - 12t OM
10 5,11 - di hydro =A43—=54 met hyl - ylacetyl - 6H - pwtido[2@np blind berrs-
claimed in ggy of t i perhzime- 1I - ylac f%l"ﬂc = Sptpne and acid addition ghpcadi ng
clains wherein Rerr] any R[EEI‘] each pyri 5ﬁ Dihydr®1 11 1. AhRSNZR0-
represents a nethyl, et"rT?T“‘h— propyl, n-bus 1, 5 6 SmethyBZ 6]0i-NBrido[B3 ~ bPNE
di hydr o- i so-bdtyl or n- penfggS rodiggepiog - Poget tdracidiatdi-
chl ori de 10.0 ny "§pé EET’%{I%,Qt nijfrogen 2 E

0

Rlerr] and R EI[\I?}]crcrnEFRl’ ercpraséxts ME.5 gk Qfdn plperldmoacetyl%- 6H - pyrido[2,3 - b][15
sent a pyrroli e Froalkpl gyexpl entaiping ;fropeﬂazlhobenauldiazépm pemdeia acid addition

300. Ony m)rph I°ﬁd“‘;6}s’ i Wé% reofmap
115 o P e "M" Sl Oiﬁ{’ﬁeynpase
(e.g. "Wt eps Ofcpresents a stralght or brhnché@ BkyWBRGEI ben ic 1}1(: arsd ceg& acld

the H 15, the g@ﬁmgvﬁrﬁ?s 9l 5 taeomcptoms, or salts thereddﬂ)acent nitrogen atom

R th ihydro - § hyl
represent an n‘?tf 5 to %ﬁ?gd&‘@ rate meth {1} 1% o i;l %n%:t ergo[r@
substi t ut ed spi pEdokydlid KR teBbEREMrR whEh Ot B&ER {( %Hr :T zfln ar g gne and acid 115
1.0 ng group mgubsthirtaftgsl an ioRygerh et - qmm thdﬂmlon Ehyts tharc@frtl ficial sweetener,

ground other (ffgpeemeeyin | the ring drdfwy bt hy116. Gempoghdsres byimbe hz yly of 7ibe
magnesi um st ear at e 5. 0ny group. 6. Conpounds as cl ai ned
in claim5 1000.0 ng wherein Rerr] and Rerr] together with the adjacent
nitrogen atomforma 2-, 3- or 4- position



25 Preparati on: met hyl or et hyl
substituted piperidino group. 80 A mixture of active ingredients, skime

m | k 7. 5/11 - Dihydro - 11 - (4 - methyl- powder and.mannitol is

noi stened first with piperazin- 1 - Xbalg?tyl) - 6H - pyrido[2, 3- a .p%
et hanoli ¢ Yolution of the suppository 1, Al benzodiazepine - 6 “ and

acid base and then w tH.,500 g of di stille esqbsy;@;egrbv 284 lg}tdr%’dr&@hf:ﬁ g;ol;]gr e(f
30  (per 100@itapdwat:sS theaing @hlanwidt ad nighr @d¢h Romaining fro darbon [omélJr O 5
- methyl - 11 -of( 811 - 8151\¢rcr-ebln (ﬁ - 2m@hybrm bm@hmglbztéute enuglea tnaphel fubsti- 83 h I

- piperazip - plperw atii@ }Cetgz;) Py aﬁ%ﬁ"@fﬁ %P of | tmg?&tvw BHEL mor e
t hrough pyrl d&ZE hioriddlan %o m@wa»zeplzr@m dsascmmaus&m@mhatml 5 mm
mesh size and t [Uehagnaingl ahfdiduna iczthn sal RSreprh@nteafmetmhﬁr|dmtgio m xed

with the remaini n% ex- 9. 11 - - 3nC9m lﬁf% nflHoek & ¢l Fl)“ 10 4. 35

cipients. Thg tnglg&’gzag {“%3 pressed |nto tab OFRresRF 2 Shlpringor o 3

b] [1,4] -mb%ﬂZO dihy ght mahy1 abl et : 1 Q @ompounds as claimed in any of €@le@zepi ne
- 6 - one and @grainaddi Maceryl)s-ams D e: 16prncmim§ Icatms wherem R and R, each

t hereof . 10. spymiomn -hy bﬂr[b‘*lbex%e [4 - (BPesenydr ﬂau > 168; -
etiyl) - pl pergiles £ TR mo el R B
formula 15 Masigyrido[2,3 - eRandi pEePidine, pxpendcﬁm ;Q&raeiﬂﬁg and
acid additi onklsahrtlspovvhfer eof 11 5,’:(1)1)m" Dnh!yhhhoo or hekamethyilepeimipz igmoup. 1- [ err]
yl acetyl - 6fqannitch bl [ 13#Benzg: SHTResRyandlaimed in anypl |d
addition sal ts%pp%sgt x)ér fyasd W Wlxt%%s r ¥d o 3 “wheére 2 and R, together wnéﬁl e

the wor ‘ ltC S0 ng adjacent nitrogen atom re resent an
100 12. 5,201 -a Bg’htjd‘g @'rade Mark) di rTEt'hMirﬂg’ﬂ ml’)stmaﬂbbl rldmo&roupprmtd”lyﬂperazuﬁH -
pyrido[2,3 - Vbl]lllm gdroupf benzodl azepl ne.0mg gro élﬂa{‘\ teg cing thg ddtiposition oy S!al.,tss
t hereof . 13. '%m;‘l"i KRFE 11 (lﬁm" YEEPEY K e eirmetpPetzy]
represents a hydrogen atom pipe €4, YEImpouddk! a5 Piide@Oh2 cidinr 5]
[1,4]- or an al kyl group contai ni ngod.amoem w]hertrmRélandaknmweawemﬂmedraceﬁt - one

and acid addition_carbon atons; Rerr] re %eériat‘e'agQ Her lrpro%opoaaqw
thereof . h& oggrg’éﬁﬁf ;bﬁave%gpa;emlskw ' %{%{1‘ ﬁijﬁryff.‘ fe pefip goiny

D hydro - 11 powd oplsnﬁtﬁstenéﬁﬁrs 3548 xpex’dﬁlxc 1 61 -SAB[D8-

di fferent eacah30%chtham<;eol i0)1 of twt;ﬁpwswl ZJ@nzod hepl el 4§ -~ ot 1@drepr esent s
a straight af?r Vi ed yyaiss o @ ?a Laere nd,acid g
T A L e Gy RIS S0
and R err] tcxgeahensoa, &;ﬁtuztaiaeo&djxaﬁemo@htrpgxgﬁm,s bﬂ{54]15nz$&azeplﬁl ydioge - 5 -
met hyl - 11 -a (SgeenavfoftnS 1fm@)r mepshgsi® ml ‘Pfemermba@@ aé@thnraa e thereof.

thyl pi fhe fe i
oL by i Pesd CEIEHE ST AR TIE2. Smdt - dETOGREE MRS e

further contai m):eamsomy,wn atom or an- adldrebi on salts thereof ot her

ni trogen at om Witk B £ Rg, 30/ or be et plp?}?wp'd akt T'(pﬂhmj‘%%’T n any
of the 1. Compounds of th 1 formul 23 - 3%?5 -

12 EXAI\/PLE 39 ompounds of the genera or usati t ut gé;x 22%[?1 ﬁ i}z{rl saQE gpﬂ’oxyaI kyI
group M| k powder chevmng; t abl ets wth 10 nl. S(Ieachthmt-anlmn erfzZirom1d to 4
carbon atons), of 2 ro- 11 - lacetifha‘t Flgl‘ P‘"B d I, g{%d&ef‘ ot ut ed
or:;nucl ear gyet hyl i - Bi petazin - GAFacRryTy & é‘?’i Y 800 100

t ut ed benzyl group or by a 2 a canphi di no groupi2.5,11 - Dihydr, 31~ dixhethylamino-

[ 1, 4] benzodi azepi ne - [ ©ofg and acid adehtxll oh- guthyls- Hermgdel23 - bl-

di hydrochl oride and 500 ny of Masi gel [err]u}):] ?z"d’ﬁ?]’g‘ﬁbuﬁdé’m’a%“dﬁcﬁglaﬁﬁ‘d in

cl ?Ihml 1 vvhe{ ﬁl‘[: (di magngm lﬁjg] al(hl;g]ndm um tlrl S IC di i;,hycﬁ?}R[ %[dr%zzr.gg{eﬁﬂen;os a

me or e hegHirD nastom datetyt) -od 02,3 - -

Corrp)c/)5| tion: gr aengﬁ alk}glp grroeu;esfontaﬁng fror% 1 ¢4 &i ﬁlep:zgm;q:gpgr % R[og— lpr]d q:c@pqu@g@fqt s a

hi 1 t i presents a hvdroven or salts thereof. 1

chlorine affli el G A1 USeths! groug; X» and 14 511 n@OM11 195 Qenbbiper-

di hydro - J,; R,,(#hich i@l }ﬂhe‘same or different each. i@ SeHS S‘}rﬂbm@d 'H][é:ﬂy ofo

t he piperazi nreprefents a xa:glgtcy anchg@}l_ktyl group be;]zo]ﬁ:a@p;eedkrﬁg ©hea ks acivh edd@ion

Rlerr] and R[%ﬂfﬂm h ‘? A 1"“‘5’ j [SEitsg 170 1EPYS esent s
dro - t

a methyl, ethy 159[?5) wn %&S’C - sl % idi § PRSI fd9[2 3-

i so-butyl o ﬂmﬁlﬁmxb’hetﬁﬁc@dﬁb riag whﬂgeftcftﬁfedV\ll B1N1,4] rg&li[ll éeagxep- 6 - ong %nd acid 115

10.0 ng the adydodet cantainr ggenveeat aem R @n | addividn Flterheieol epre- 15 Masi gel

[err] other nitrogen atom in tlgogngoa%iéor Lent 1& %wp‘omdp a5 xmeglxbépg gi HB
pi perazi no, skimml k powder 300. 0Ong nor pholino or
hexanet hyl enei mi no group. nannitol 113. Ong 5.

Conmpounds as clained in any of clains 70 supp05|tory base (e.g. Wtepsol

1 to 3 wherein Rerr] and R err] toget hegmm"lﬂrm t he V\n9; —
'Wtepsol' being adj acent nltro u nt an/al kyI 20

a registered Trade Mark) 70. subétlkut%dsplperldlno group or a
pi perazino vanillin, ground 1.0 ng group substituted in
the 4-position by a




artificial sweetener, ground 1.0 g nmethyl, 2-hydroxyethyl or

2- met hyl benzyl 75 magnesi um stearate 5.0 ng group. 6.
Conmpounds as clainmed in claim5 1000.0 ng vvherei n Rerr] and R, together
with the adjacent nitrogen atomform a 2-, 3- or 4- position 25

Preparati on: met hy or et h substituted

pi peridino group. 80 A mixture of acti vem“m’ ﬂmﬂﬁ umsml m |k 7. 5,11
- Dihydro - 11 - (4 - nethyl- powder and ned first with

piperazin - 1 - ylacetyl) - 6H - 1pyrixdo[2,3- a 30/oe'{ hanol'i ¢ sol & i on of
t he suppository bl 1, 47 benzodiazepine - 6 - One and acid base and t hen
wi t h- 500" e@ng d i pq rhe or{adf ephysiolpgigh t}Sbrv %(awbeselg Hereempound3 of fO(t 1000
t abl et s) @ falepy E“% ﬁ‘ja?“ BN m2 16 ne Do BPRFE ePesents e iR - 11-
(4- 85 ﬁﬁe&‘ﬂf«'%eo olbhiddiy ARESRbR! 4@ The: mpaqcm Br e préPatabidhl of-col per aZI n-1
-yl acket yddjtion sl adr sabd vath HysfoeklerlcC, pdundst a4r dtiredl Nd@mNDICehetehr Bugh

pyri do[ 2 S’Smbé"ﬁ <, lFllfr‘;‘tl béh‘%ﬂﬂi“‘ae @FS e ﬂ:‘dGR g‘r’gij@fa“@cs‘ih%eséﬁ e ‘I‘:@e‘hms mesh size
and t hen!“&y d€Fd "8G c1OR° STl PEE h%?‘%pﬁoup ’ﬁfljﬁqﬁf ot SR fm he

remai ni ng 1$X€ompoungs asl Haimed B claimn1 =s but w hadm maﬁrﬂ Rl togethé‘ Likh ci pients.
The milkt beredn pBcifinaibs dedibedvoh tigbdxeps. adjgen yidrgn ﬂtOﬁhbptesqyyaﬂelan[alxyls - b] [ 1, 4]

_ _ tior o clgimed, of elaims piperazin - 1 - yl group) is T8fC _ _
benzo- ferg these gt claypedt Bpfnst of daigs g be 11 - 4 mlk}lplperazm é{’pF‘ﬁe one

7 to, 15. 6
and acid 6}9 Atpﬁ'&@.s ?t@-ltlgcsprgaﬁnonlﬁ M ﬁjet i) ‘group into an 11 - perazm - 1 (%her eof .
10. 5, 11poundsiabyidii@d in clalm -4 vWhéren a(Bm- hycﬁfybgﬁyup M Smpéund\lofVEokrinila

et hyl )15 rinpef foziwla - 1 - ylacetyl] -I@rducd i cnddsonzﬁfrtect lreo gener al
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