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25 mono-methyl- or mono-methoxy—phenyl group, a di-fluoro-, di-chloro- or dkbmmo-phenyl group, or a 25
tolyl radical substituted in the aromatic ring by an atom of fluorine, chlorine or bromine.

The indolizine derivatives of the invention have been found to possess useful pharmacological
properties capable of rendering them of considerable value in the treatment of certain pathological
syndromes of the heart, more particularly in the treatment of angina pectoris and auricular and

30 ventricular cardiac arrhythmias of various origins. 30

Thus the pressnt invention is also concerned with pharmaceuﬁcal and vaterinary compositions
containing, as an essential active ingredient, an indolizine derivative of formula | or a8 pharmaceutically
acceptable acid addition sait thereof, in association with a pharmaceutical carrier or excipient therefor.

Daily dosages will preferably be from 100 to 300 mg of active ingredient by oral route and

35 preferably from 1 to 3 mg of active ingredient by parenteral route to a subject weighing 60 kgs. 35

The compounds of formuia | can be prepared, in accordance with the invention, by condensing, in
an inert solvent such as, for example, benzene or toluene, a bromoalkoxy-benzoyl-indolizine of the
generai formula:
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-arvefial and venous bl ood i'n-oxygen:. by the coronary bl ood-fl-ow, Thus, the-. -~
COITpOL,ﬁ"° of-the Lovention haLLqp A r‘nnm _dpr abl e l‘PdUCt] on szt ﬁ@4 K36 B : 5” -
~arteri-o-venous drfference whi ch . |nduces .a. decrease in.the comsurrptr on of
. oxygen i2- lsqmrapsl-mu-ahen-bm(s)lamnﬁpuea»g)ebxgaia- slaﬁ;hﬁﬂ;mfyvg_,,{%m flow .-

~ Further ndr!tfomeﬁrnhhwl-adﬁ mzhuMnmimdpma)méhlﬁb&bnﬁlﬁiﬁadﬁﬁnOn the. = ¢
_.-_;consurrptr C ?'Zd%tzér‘gﬂ“ié tvmmromll-bxvtaamlthmwn]dsdonimé he i nvention - -

-c

' ver "the corrpounds of the |nvent| on reduce the conmsunpti on of oxygen B

Wi t houg '?'ﬁ‘!ﬂ“?ﬂvl"? ~Renzaythine ardium ' 15. It has
~ been furtt,b,g ' ) O;Pﬁb':ee '?‘\?8& RY oxysB-chip-henzaviiindolizing: o | ess 6
£0Xi-C /'t Nt duBkas, fol a Fr %qua& fmageuticalvnsespiahis acidaddition . -

“toxicity. tesrmmarrsrofanhra lballtEHté’ﬁVrﬂﬂgh'ﬁn @l@@t@ﬁﬁgmg%gg?o &ré(}/g%@aﬁg's”g} thé

T nvent,lr on t the case .of .derivatives:of the British patent.- .
. guest.i 8n %ﬁ ’“h‘tﬁher bl-0od Ievel s can be obt ai.ned Wlth corrpounds
- 10
of the i nven,tmsqggt ig“% ¢hnjqu sri fdva CHARLIER &J
20 Thus, BAUTHIESInARS cﬁzgnoﬁs 11311 (1973). :
~ 1-brono- 2- n’&t\hgslunaerfaﬂer(@rddbesﬂteﬂzed dogs which received the substan -under stu '
 butyl 38 w@fp\reomslryuteﬂ'ye @tdosimmﬂbmmmhieﬂe&dﬁ Ibicat-NEw 8 )Me Ay cE tﬁl&vg@éxﬁﬁssed _
--admi ni stg‘rpétf wutnsersluabmremchwaemmau-neefdrmemxrmume Bitgh Efs
" with the't o ] y g“ttmffeﬂﬁ This 500 Wes meeswred inlmitges. se,  the :-_,,'_
. corrpounds of e N e T&‘?rs'ﬁﬂ%ﬁm dmi ni stered i.n_long-termtreat rrent per. os’,
“in-the dog 25 Jhave shown no cardial toxi crty as: represent ed by-ventricular-
arrhyt hmi a whi ch. t's not the.case with - 25 but oprozr ne. Final |y, the

. i'ndoli zine derivatives of-the invention‘exert . a jilder depr essant actr en en'
.- the contractili ty. of. the: rryocardr um than does but’ opr ozi.ne.. | n-man,: an

S attack-of .angi-na pectoris isithe’ painful consequenc;e -af ~a: defr ci ency

.armngst t he conpounds whi ch- decrease- ‘the -consunption’ of oxygen’ by the . .

. between. the:supply -and the requrrenent of ‘oxygen -of 't he nyocardrun1 30
A conpound .can thus.be .active in.the treatnent of- angrna pectoris” erther by
1'ncreasing t.he supply 30 ofoxygen or by decreasrng the need. for: oxygen.-
Anmongst -t'he products connDnIy ‘used .i'n.humans for treatrng angina’ pectorrs
can be cited di pyrodanol é anongst -t he: coronarodrlators and. ani odar:one

myocar di.um Corrparatrve tests” have however ~shown that .t he conpounds of -
t he .inventi. on are very superr of to 35 dr pyrr dam)le and am-odar ohe from - .
several points -of .view. . ° 35 In: partl cul-ar’, |t
has been shown that di: pyr odarml e does not decr ease the consunpt:i on ‘of *. I

. oxygen by the rryocardr um and t-hat -am odarone cannot :be regarded as a.

coronar odi |l ator. " The derivatives of- the present inventi-on exert their
~effect through both .of these factors. Thus, ‘they decrease the consunptron o
- of oxygen by the nyocardrunrthrough their netabolrc effects and -al so 40 . - .7
. increase.the coranary bloed-flowl.n a-long- Iastrng manner . -Nbrieoveér ; they*"
~are’.capabl-eof preventing ‘or- <40 curi ng ‘not™. onky:; arrhythnlas |nduced by ©

i schem a of the . nyocardruntbut also the auricul-ar..and. ventricular g
-arrhythntas of .wi'del.y varying orrgrns ~Thus, it~ appears that the

'haI ogenatr ng rret hoxyl atl ng or’ rret hyI atr ng of | nd0| | zr ne . deri.




.British pat ent + No. "1, 518, 443 gi.ves rll'se to"corr'pounds possessing a novel' _
spect rum of ‘phar nacol ogl cal . 45 propert| es valuable in the treatnent. of L

cardi-ac deficiencies. -7 .45 For instance: -the sj tes: S
.. ok the nyocar dium which are F nsuffl Ci ent | y_Lrrigated can beGh@, Dﬁﬁhﬁi_ﬂy__ﬁ o
means G—the—coromarodi At g er1ect - whi ch.can .i nduce the devel oprrent of ~an

. -additional ~¢ol | ateral cirfculation. This- effect.is val uable for.the _
. kLeat ment of “hot h angi nal pain and the d| sturbances of rhyt hm consequent 50
. 2 upan ‘i schem a of the’ rryocardlum T
. .50 the antldrenerglc effect s al so valuable for the treatrrent of hmh L
. angi na pectorl s - and ‘¢gar ArTAYLAm a 1 n view of . the Irrportant role pl ayed
by hyperactiwvity- of hes "npat heti'c system I'n’ t he ‘et’i ol ogy-of 't hese’ two - B
_cardl ac di seases.. Si. CSob hel physi ol ogi'cal: nedi.ator of the syrrpﬁat hetbc
_system’is epl nephr| n¢.g 8g OIn@outd |high. =i nh| tBts al1€the e e& s‘°of~ 3
. epi nephrine wil'l" prol a‘b 2 nore active than:a. corrpound whi-ch only -
-inhibits a 55 part off t Ese effects. For’ th|s reason t he conpounds” of the _
. present -i nvent i on  whilehi-rhi-Bii- bcthTe. t—arre=ferri—etteTrs or epr nephrl ne
present-an advant ‘age |over the .derivatives of . the British. patent No. - .» o
.’:'lf518 443 whi'ch practli calg y onI y inhibit:the a effects at .the: m ni me céosoe.
‘1 af’ which the other: pHar @dcoll g eal ocasdi ogascul ef fecgs: occye.- 230" 3
i Anongst. t he’ conpounds oiﬁé_?nﬁengl of whvg;ch haﬁ showncgthe nost ™ . e
= out standi ng “ant i -angijnal £ 3 60 ‘potenti ali ties, the.fol I ow ng nay. - be ci’ ted
S 1- %r’om) 2-met.hyl 3- [ 4-|3- di'- n4but-yl ani nopropyl ) - axy:-2- hraonp
..ne .2-n:Butyl - 3-[4-3-df -n- but yl am nopr opyl ).- oxy- 3 br ono-. benzoyl]-l ndoI | Zi ne _
“i2<Ethyl - 3- [4 3-di =n- b t_ylaaat nopr opyl - oxy- 3- chl or0-benzoyl ] -i ndgll ing @.o |
.2-n-Butyl - [4 3- d| bu,tg{,er&n@rﬁoy&) o%/ 3: chﬁoro bef zoyI] rndol i zi ne” =1
65 5 ,5 S B
© . GB"2 064 536\B/ — A'% 2= lsnnrnm" 3 [ } v___ .+UULy: ot ||Upl Upyl) oxy
0 :3-5- dICh| or o- b zoyI ndoI|2| ne’ I
- 1- Brorm 2- phe - 3- [4-3 dl —butgxl am nopr%pyl) ow 3 chL”oro beg,zoysl]gl ndold
Zine- N
..1-Cnl oro- 2 ettﬁ’ 3- [4 3- d-| - butyI am nopropyl) oxv 3 Chl oro hpnmvl 1i ndnl .
-zZine _ _ ;
..1- Chl-oro-2-g- | b X I.':-'zb" 4-'31d| n- butyI am nopr opyl) oxy benzoyl ] 5 ndol izine 5.
_-_‘1 Br.on- 2- o= —phenyl 2:-3 «[4-03 |- -b yl.am n,ppropylf oXy- a;chi on':o ﬁemz

_ . I npoun beingin th of Pt
,"'f.r_ee'-bas-e or. otYa pha ma(_:eut gel hy cctepta ). e- ac?g’i addi tF on sa;é% s‘u::ﬂt% a‘s%, Hé
_for exanpl e; g hg=pdrechlori Jle or aC|d oxal ate. The results of

- phar.macol ogi cgl s i e rhe ca_(TovascuI ar -
pf -t he |nvent| on are given hereunder. 10 '
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test was carri ed out in accordance vvrth t he technr ques descrr bed by R o

, . : 10 BAUTH ER i Arzneimttel- Forschung " Drug -
_ar-ch" 23 [err] 19 .1305- 1311 (1973). I't "was undertaken on anaest het i zed

g _ -ved the subst ance under study by 15 i Nt r a\GBNAUGE4 GEsEB The' J
intensity of the maxi mum effect  on bl ood-flow to the myocardrumwas — .~

expressed i n_:percentage of: ‘the correspondr ng val ue before inj.ection. . The .y

time requi: ted for. -the maxi-mum ."effect to - 15 decrease.by 50%represent ed:
t he duratron of - the effect +Thi's. t| rre was rreasured in-mnutes. The . .. ..

_ 'followr ng resuIts were regr stered [ERR]_ GB 2 064 538 B T
GB2064568 ' 8 [I:HH] 9

CB-2-064 5 6 B_e 0 These results cl early 'show t.hat t-he corrpounds of t he e
i nvention: regrdLel val uwabl-e than. butopr ozr ne-and ami odarone as .regfrds. the S
effects on tﬁg ljow t o he @ryod@rdi umg - 28 Ang adrgnergic ef fecfs The "

h§’£ gst was to determne the. capacity of the compound$ under -+

pur pose of |
study to-reduce eprnephrrne |ncreased bl ood- pressure (anti-[err]{effect) S
and eprneptrrne_accererateu teart—rate—tart—ct} S—effect) inlthe dog:
- previously anaesthetrzed W th pentobarbrtal and- atroprnrzed ~Antita effect::.
. For ‘each dpg; : @ e |dose . of ephi nephrine:was frrst det ermined which arovokedlruj?
a--reproduc |b§ rcgeas@ bygpbo 100 Hoein bhe -agt er jal Rregspre SRR
 (between:5 Efg [err]/kg) 8 rﬁEtner tRat %he ddse Bf. eprnéphrrne so’ .
. .det er mi ned| mas adr1n|stered folloued by a.dose by . ‘10 i nf ravenous foute, of %;
. the Conpouqd_;g_bﬁ studied The percentage of reductron of the hypbrten3|ohﬁ__
. provoked by t he ccnpound under study rn conparlson wth the hyper ension’ - - - e
'prevrously obt%r (about T AT : S
o _ : E .'_'_ L v°--'-.$-’_.- .-." ‘9 e Q. g oo
]| o® ® co ™ o T ©® m e mm
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o . . . -« =" : . * . = ; I.
LN S S AU SR SR A S A

R .
:'isp:'c_,H.". S “C.H. : .

n-c.H,':-:, .
.:.'.csz - R | :

i &
o - - - - - : _ S
X}lo 0 "0 O © 00O O "0 ‘0.0




-100- rrmHg) was ' then regr stered. - Anti-[err] effect During the sanme test a
“chat descrlbed above, the eplnephrlne provoked a reproductlble |ncrease S
S 150N the heart-rate -of . about 70 beats/m n.. The percent age &of
_-.t‘he e p EReHa-=n —hea Eorfy _ : '
.:'.;:'_;understudy in corrparl son. wrth the tachycardr a. prevr ousl y. rreasured (about 70-5_:
beat's)- Was - th.en regr Stered Ln-bot'h ¢ases); the results.were expressed as . .-
2 Aet I"aws™ 509 eductr on. oif-_'the increase’ln: pressure or” cardl ac-
"._-;:;,._jfrequency 3 +.. ]} 50% reduction:of "t he'inctease in pressure or - o
~cardi ac, frequency P ‘for “a subtotal reduction of the. |ncrease in. pr_essure-'._
FLof: car d| ac freqLen Yy Ih_ foI ' owm.ng resul ts were regl stered R GB _-2;;,:._0_6.4"._.."'-'-:_' S
536 B 10 10" 10"[6EBR] [ERRI[ERR) 00120 SR N S
GB 2 064 536 B },,%"3.1'2 [ERR] B 13 - TR PSR R T P
GB 2 064 536 B "§§ L e B
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GB: 2 064 5368 : 15 These resul ts again show that the _

nds of the i nvention are nore val uabl e than those of .the prior art.

' '--arrhythme propertios.: These properties-were denonstrated after: - -
. i-adm ni=st+at-er—ef—thecompound under study by 5 |ntraqastrG302rm 636 @B - ce e
ﬂ'j.'usmg t he' LAWBON.'t est . (I Pharrrac Exp. Therap. 1968, “160 (1) p. 22-31)-
“. 5" The ar.r hyThese wsultsslegrymhow toit thy CORBGURGS df kY IABhHBR!aFe thétd adiGabfathgy: of or m tO
c. kotal - asbﬁWSHZ'ae anttrmigdarane s regérdethe pifegtstandlooefivi toehd riocsrbiinnm  The dose" of---
-'-"'.-'éorrpoundz nga nterl rlg 0% of - the-ani‘mal s aga| nst.ventricul ar fi bri-ll-ati.on:
LLel the fe tresults were reglstered

egt%ag ﬁg Qerm-iI;%Ehe capac?tywoﬂrclle I: des under study o reduce _
accel

[err] § %fnbphrme FeE ed blood&:?eg

e (anti-a effect) and epineph ted h - U
o (138/ tlg) eﬂég)t";g:f dt:Bbreworﬁly anaesh'netnze[d withlpBiitb arbr‘t’;l ea[?)dnatrf J;a eeheart ratg "7‘" g 170'5
: _— Anti-aRffec _ : err L err . _ o
- But oproz i nl'@r each dog, the dose of ephinephrine was first determined which provoked a reproductible 270711 |
- Toxi ¢ 9’“’7&? 1§Pt"!f“ Abtﬁ the P@Qﬁabnws;m?@@meew&raed topgkgd out on rat’s and.
Hice. ' h'ﬁrat/ 1&?{‘ Qfgw ity m“’%@" aﬁ"ﬁ'" a¢|loys¢tbm ddse bsut opF oznoe
duc hedwperten :
: The comp Gp't‘% ﬁd Fggl 0 Iy e sa?nr fously ined atbot.llt5
those maobaﬁln SR, T est ed.Im |p é" ‘PR Prylously opta |
.';_GB2 064 A53t6prf1 6 a) By |ntravenous route to rats [err] . [err] [err]
R . —Anti-Beffe Ferr}Crgl kg) . (*)Br = Br - CH LR
: [ er T ] 15 - Durmg test as tf@t descnbed above ttmpfqephnne provdked a reproductlHIe mcrease 1 5.'..--::_ ;_": .
[err -in the-heart-r te o t 70 beats/min. The percentage,of ron of the@pmephrme-mdwed IR
fer r -~ acceler, Jastron “he: Jprodu ed by the compou e%é" Y in comparison-with the tgchycardia i
[ er r] gﬁ;:zs S'rnﬁ az\t;r?d (a_bout 7% eats) was then reg ,p)bgth cases, thedesults were expressed as ' _ S
[eri]20 +fora< 50%—@1&3&'&0]1 of the ﬁicrease in pressurebi&@dlﬁﬁ@qﬁen)m ) CI R, H 20 -

' [ err]  ++fora> 50%-feduqtipn of the increase in press(r @r ¢apatiFroqid
_ +++ for a subtotal reduction of the increase i
R . e followmg results were registered: n p ressure or cardlac fraquency




o CI Ho err .'_err S o 50
d L HT H.-' - %err} ' - .[ ]'-' [err] 3 - =

50 B | © H lerr] - ° _[err] °~ . -3 3100 .
(Ferr] >100 ny/- kg) But oprozi.ne . G nho ..t UGB 2 064 636 B 10: -
22 b) . Byoi ntravenous route to e (*)3. - ﬂsr— —H - [er__;r_--]
[err] -3 .- 50 Butoprozine ' .~ L
5 ¢C). By Intragastrlc route to mce >5000 ( )Br : -'_ Br He s

lerr] [err] -3 ([err}>5000 rrg/kg) ButrOpr02| ne

,-1600 These results show that the corrpounds of 'the invention are far Iess
t.oxi ¢.than butopr02| ne .-~ Car di ae. toI erance and g neral” Tnv: n-h} -,,, _

iong term'toxici
+1-Bronp- 2- methyl } &
“i'ne5 hydrochl of
©2-n- butyl : 3- [4 3 G futi/l an*nopiopyft) oxy % brorm*be%éoyl]-t ndoI | ZI ne SRR
hydrochl oride Y@aPd 2-n-butyl-3-[4-3= di<n=buty “ .7 _ '
| ami nopropyl ). ox 3-dhl or o- benzoyl }-~i ndol'j zine - h\lrh‘f'\"hj_S'r—ruc pl OvORET | -
nei-ther ventri culkar— Thythma nor: mor.t ali ty- at the dase ‘of . 200 ng/kg/d y ;
by ‘oral ‘route in. og As agal nst this; but opr02| ne. watsi foung tg. r vok }
veéntricufar arrh) i dosg as 0 l y-grak rputelin
~the dog, the Iettaii'.gdaie %f t&ls 30 ot ﬁ i %\%g %6%0 ang 100 I't. W|II
be.appr eci at ed it Hat® o
nornrally be admir liste ed ln the formof a nharnn%u. vCLCIIIId.[y
conposi t'i on. whi 0r
.mode of adni ni str_tl,o Thus the phar rraceutl cal or vet q{énquccoimost td
-_rray-b_e in a dosagE $# lto f@rm lt®|e?i.0r Grdf f’s gy T at Font~ for
- 'exanpl.e a coated po +coat ed tabI et, a hard- _or soft-gelatin. capsul e,
.packaged . 15 pofwder }:or a di screte ANDiUALof—a -SHSPETST O, of 4. syrup BRI
'._The_corrplos_l ti-on. nfly allt ernatively. take the form of a supposi tory for rectaf-
adm:ni strati-on, _o of |a solution or- suspensl og- fgr ‘,par epteral o o o o’ -
~adni ni stration. en,=i-md0$age‘°un|? fof"m t’he corrp05| tion may cont ai'n-fo
exarrpl e from 15% 0 5( %by wei.ght” 20 ~of - the-active |ngrediént—pges duoald
‘uni t, for oral  adnilrstHet+ormfToOM 3% 10 15% of the acti ve ingredient 20| ‘.
@82 064 536 B | 17 per dosage uni t- for rectal adm ni stratl on and, frpr]-_-{f_"'.e_?-!'_;-'.'-

3% to 5% of the adtive sagﬁ L_-E‘]I’ffﬁ"l’ per-entery % L
res él glth%for
aFy

-3 d| -n- butyI an nopr opyl) oxy 3 br orm benzoyl ] -tgd I|z

‘admi nistration. lrfie ctgt QoanS| tRon’i_t a‘ges‘? t‘ite"
‘pharmaceutical or |velefi RS

L
R
C,Hs
C,Hs
o,
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n-C. 9
iso-CH,
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acr

_ exc| p|1r:1nt thr afor -

ition-of the invention will
one of the conpounds of ‘5 fornula I
addi tion sal t thereof wi th an approprrate phar maceut i.cal

m |k sugar - starches,

algrnrc aci-d,

- forflavourrng agents

. EXAWPLE 1.

1- Bromj'z'e-'

talc, nagnesruntstearate pol yVIrnyT -
coIIordal srlrca di st.i.ll-ed water, benzyl. alcohol
The follomnng Exanples |IIustrate the |nvent|on

far exanple one or nore of the follovgag %@%3%”595 11 "‘"

normal Iy be prepared -by. associating at-
or-a pharnaceutically acceptable
S carrier or

A

10

n uuL]'“W‘nnnrnnvl\_nXV 3 bronn benzoyl]-rndolrz_ _#

- -i:ne ‘and its]aci oxalate a)

- 1- Bronmp- 2- e} by {3 [4 3- bronnpropyl-—oxy benzoyl]-rndolrzrne A nlxture of L
7.7 9-{0. 018~db|) o- 3%( 3-bF orrod4: hydroxy-bengoyl¥ Tg.,ﬁ;g
¥ 0.-.036 nDI) _,°.nhydrous potassruntcarbonate ant" SO ethyl TR

. ketone was ‘ptirjed In a flask for 30 15 nlnutes To thi's . reactron nedl_nt_r_gij
14. 4 g~ (0 0 Joor I 3 droromos PT-Opafte—y Wo+-S. then added ‘and the 15 | -: 7
i Xt ur e-was ref uxed ‘for 20 houts. After cooling, the mineral salts wefe ™

< filtered out ggnfl 4 sh d. mnth acetone. The sol vent.s wer-e avaporated off.i'aﬁ“

© together wiftB& e di brdo 0- %ropdne ih exckss.thn thi's’ of

~“a product - & )btarned ‘Which were: purified:by-elution. chronat gréghy On - C

. . silica usirg bepzene as’ el ution. agent. A first fractron ‘of an, unkown- . _gqfﬁ-ﬂh
.- product wa<*ﬁﬁf%rnea ang e aSsecontt 20—-ractionof 2 g Qaf the desirfd ..

- product | & ' 20 I'n thi's manner; 1. | o aler
- br onp- 2- et =3°[4 brennpeppyl 0X@ ben oyI]-rndoIlzrne mas obtarﬂed,rh}.-

-a yi.el'd of g%gb §§ 105- [ &ri]. éb) & ¢ 8 ‘e o

- - Brono- 2-efhyl -3- [4 { 3- d| n- propylantnopropyl) oxy 3 bronn benzoyl-rndohizrf;'
~ne 25 |A nijxture of 2.2 g (0. 00% ot r—of— . - - ST
.- 1-brono- 2-'¢t hyl|- 3-] 4- ( 3- bronnpropyl) oxy- benzoyl] e 257 L
<indolizine] 14 @ (02012 @l )eof . G- n- pr-Opybant Re: ang 25° o of ‘t'ol ueng mere

orefluxed: rr;a:flask for 20 hours.- After coolrng the. reactron ned?un1vas o j;

..washed-tw & w100t~ ' : ' _evaporated of f ugder- : -
vacuum' Thiis, 4.5 g of-a resi due were’ obtarned which were- purrf1red-oyf . -« -
ffeLUtLOnzch'onatography on, srlrca usi ng" ethyl acetate ‘as; eluent By thts;[ksaﬂg
net hod, 2. 4} g o & .om)-JQ et:ﬁ.yl 3-1[4 f “E KU
. 3-di -n-propyla "ilopr‘épyl ).= oxy‘i.3 bfZ .._om) ﬁenzo‘il ] F?ndolcp zr nQ in r{reeg basra-forhf o
~were obtaiped:. |30 c) :

-1- Brono- 2- 3 '-{? di-n- Dropvlantnopropyl) oxy 3- bronD benzoyl] ndolr o

zine acid- te. The. base previously obtal ned. wWas Ui sSotvet——36-—+ Qt-;;f_
~ethyl ether then’ reacted wi tth 0:55 g -of oxalic acidin 70 nlof e hyt-{fj,
véther to give . D. 4 g of ‘t he” desrred sal't in crude fornt Frontthrs quan rty,_ﬂ,m

2.0 g_.of -gur ;L broﬁb g B- [ 45 3-di-n; ﬁkopyha 9 s g L

" mi nopopyl )-o-__ g-br @ oyg] ‘ ¥35s0%al gte Were dbtai he_d-.by_ s
: .:'_-recrr stallli zat] on. fr.‘.'bm i of - 'Yy =3 ] _ > SR T

- Yiel d: 75%| M P} ;- 139-[err].. EXAI\/PLE 27 | e e

~© 1- Brono- 2{mét, I~3 [4 (3-di- n butylantnopropyl) oxy 3 bronu—benzoyl] ndo
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9 alate

15 oxy-3,6-dibromo-BshzbyIISRRIIARAGRR C1ag—1a
=Met'hyl - 2- n- but yl - 344-( 3- di = n- but yl am nopr opyl) . l(isopropariol) ©

' 99 (et hylBrame2484 dlchIoro-phenyl)—3-[4-(3-dl-n-butylamlnopropyl)- e e T T
. oxy-3, 5-d|brom benzoyl]-lndollzme acld oxalate I _ ST 198197 - o

o R S I o (l_sopfopanol).."_-._'__- -
20 1-Bromo-2- (3-chloro-4-methyl-phenyll-3 [4-(3-d|—n-butylammopropyl)- T
_ :oxy-3 5-d|bromo-benzoyl]-|ndol|z|ne acld oxalate CE A 1_'68'—-71 69 - -
Lo L A L e T .. .._.-.(lsopropan'oll IR
L 1-Bromo-2-ethyl-3 [4-(3-dl-n-butylaminopropyl)- s

B . oxy-3, 5-d|chIoro-benzoyl]-mdollzme acld oxalate S R 134 -
.25 S R e '_(lsopropanoll--"

1-Bromo-2-phenyl- -[4-(3-dl-n-propylammopropyl)— L ST T s
oxy-3 5-d|chloro-benzoyl]-mdollzme acld oxalate : o I X -145-_ S
. . : ' o {ethyl acetate)

-_'_'-'1-Bromo-2-phenvl-3-[4-(3-di-n-butvlaminomopvll- g R TR S
30 oxy-3 5-d|chIoro-benzoyl]-lndollzme acid oxalate Lo s 08 s T 300
. S . . S . S _(eth'yl a_cetat_e) B

2-n-ButylF3;[4»(3-dl—n-butylamlnopropyl): R R T U AP
_ oxy-s-bromo-benzoyl]-.ihdolizine hydro'chlorlde o T e 1M3—11387 0 T
" BT L _ R T I A D ('ethvlaoet_atel

- 35 2-n-Propyl-3-[4-(3-dwthyl-amunopropyll- . e s W
__ oxv-3 5-dlbromo-benzoyl]-mdollzme hydrochlonde o 154 '

L - (80/20 ethvl acetate/aoetonel‘ o

'..-'-2 Ethyl-3-[4~(3-dl-n—butylamlnopropyl)- o Lo
-ﬁoxy-3-chloro-benzoyl]-|ndollzlne hydrochlorlde T 132-—-1 33 RO
R : e o : (ethyl acetate/lsopropanoll 40

e -n-ButyI-3-[4-(3-dl-n-butylaminopropyl)- - S
RS .oxy-3-chloro-benzoyl]-|ndollzme hydrochlonde 104 SRR
' L : . lethyl acetate) -~ . .

S ' 1-Bromo-z-phenvl-3-[4-(3-dl-n-butylammopropyl)-
T 45 oxv-3-ch|oro-benzoyl]-indollzine hydrochlonde '

. l-Chloro-2-(4—chloro—phenyl)-3 [4-(3-d|-n-propylammopropyll-- A e LT
oxy-benzoyl]-mdollzlne acid oxalate R uy . 168169 . it
o B . (methanol) o




25 1 *Methyl-2 et hyl.-3-[4- (3-di-n- butyI ani nopropyl)

25 .0Xy- 3- br ono- benzoyll-lndoI|Z|ne aci d-oxalate .~

A7 (et hyI acet«at e) 1-Bronp- 2- net hyl.- 3- [4 ( 3-.di-n- butyl ani nop
-0XYy- 3, 5= dzgret” hyI benzoyl I -| ndol |- 2| ne aci d oxal ate — G
012051 2230 e

sopropano 30 1 -lodo 2 eth -3t 4 3'd|.

%%y -3,5-"di T%%enzoyl 1-indel i zi ne- ac?ld oxc[al a'ge s R
115 (ethyl amtt@kﬁﬁ-pﬁeﬂmﬂ-ls%{nagrdbvﬂnMObmpﬂ)—4 (3 di £ n pr Opyl am nopr op "
385 . oxy- benﬁ@%']'zovlhnldollzineamdoxalate S S
137 (hept ane) 2~ Et hyI _[2, 3-di chl'oro-4 (3 d| n- butylam nopl"é'ﬁyy‘fc)etate)

;f-;l:gX)F/)hgﬁglzo% _?{:%dol neh&ﬁ‘l— &d;a-:umamlnolgrqum# opr-'O.

40 oxy- benzoy 1zine : e lethyl acetate) "
,99: (heptane). 2- Phenyl '3:[.2,-3-di chl oro-4-( 3-di n: butyl ani nopropyl 15 '
oXy:= benzoyl ]1-M&ﬁﬁJv’szlbmﬁvlé-[4-(3-dl-n-propylaminopropyl)— vl
CLUU8T 45T oxy-3-chloro-benzoyll-lndollzme acld oxalate 5 172

Spt ane)‘o 45 . lethyl acetate)

JELER ”0"°1Fllleethy)z-é‘lel.ﬁa?[a_%ﬁm.&hlla,%m&&ow)-n pfop-yl ai nopropyl (hept ane W
GB 2 064 538xv 5 chlom-benzogl-lnd%l(r):lej?]téli%oxalate ' (ethyl acetate) L

'_-'53;";M5P [ ert]- 2-(4:Fl uoro- phenyl.)-3-[2, 3-di chI or o- '4 (3- :dl 'h butyl am noproﬂpyl 3

- oxy--benzoyl J1- Motlimdv+2zphqevl-3-[4—l3-d|-n-propvlaminopropvl)- - T
95= 96 (héﬁt ame;-bgpmo—benzoyl]-mdollzme acid oxalate . . st 160 .

: Br_grm - 2- lei[ hyl - 3-[ 2, 3-di chl or 0-4- (3-di- e butyl am nopropyl ""(ethy'aceta_te)_'-'
oxy=-benzoy I)/l&ﬂﬁ y3-Panfi - ﬂ-(@-’&ﬁl\-ﬁﬁ@lammopropyl)-
64 (i sopr OW nz-benzo I]-lndollzme acid oxalate - . . e o
Bronb=2- pheny] - 3 dich | or 0-4(3-di - n= propyl’a nap o-py,l_---'lethvlacetatel

| oxy ‘benzoyl ] - | ndol 4 ne -aci.d- oxal ate . LTS L

opr opaam“)-Mmoxy-Z-phenyl-s [4-(3-dl-n-propylamlnopropyl)- PR

: oxy-3-methoxy-benzoyl]-indollzlne aold oxalate

hLbUtyl

180

ey 148 S
lethyl acetate) s

S 1»Methoxy-z-phenyl—3-[4-(3-d|-n-butylamlnopropyll- '
' oxy-3-methoxy-benzoyl]-mdollzme acld oxalate R

o 78 .

o _lethyl acetate) )

79

1-Methoxy-2- (4-ﬂuoro-phenyn-3-[4-(3-di-n-propvlaminopmpv"‘ A R
: - , .,'(ethyl acetate).. e

. :-_oxy-3-methoxy-benzoyl]-|ndollzlne acld oxalate . -:-_i-".;-g-_

e -Methyl-3-[4-(3-d|-n-butylammopropyl)— - . ' TRV T
-30 _.oxy-3-methoxy-benzoyl]-lndollzme acld oxalate _' PR 159 R |

e (lsopropanoll R L

_ :2 Methyl-3 [4-(3-d|-n-propylamlnopropyl)- L. T
S oxy-3-methoxy-benzoyl]—|ndollzlne acld oxalate v

a7
(methanol)

352 Ethyl—-3 [4—(3-d|-n-butylammopropyll- - RIS
R .oxy-3-methoxy-benzoyl]-indoluzlne acld oxalate___ e

'ﬁj—(ethyl acetate)

2 Ethyl-3-[4-(3 i propvlammopropyl)-. A
.0 3-methoxy-b 'nzoyl]-mdollzme ecld oxalate . e -.1 21'-——1 22

. {ethyl acetate) .

- 8790
- {benzene)

- -Bromo-2-methyl-3-[4-(3-d|-n-propylamlnopropyl
45 '_oxy—3-methoxy-benzoyl]-mdollzme acld oxalate -

139141

. 8 1 B"°m°'2-Ethvl-3-[4-(3-d|-n-butylammopropyl)- :
.. oxy-3:methoxy-benzoyll- olizine acid oxaldte -




S ngredl em"’—_re prepar ed: -20 ‘I ngredient

- oxy- 3- brea@mfz-eh\dﬁrleﬂ%rdb@(r
100 St ar@wagnethoxy-benzoyl]-md izine.. oxalate -_ -_ . 149

99.5 25 Col'loidal silica . ' N ““pmpamu

1 Ch or o- 2- phenyl 3 [ 2, 3- dICh| or o- 4- (3 d| n-pro‘pyl ami nopr opyl -
%Enzoyl ] -i.ndol i zine

36" (/hept-ane) 2-n- Butyl 3-[4-(3- d| n- butyI am nopropyl) ; :
oxXy=3- zg)do benzoyl ] nanJ zine.aeid oxalate . . N GB 2 064 536 B

29

90:92 . .. “15 (ethyl. acetat ). EXANPLE 5 I'n accordance wiih known ..

phar nncegg,;,,;;,a,l,dst echnl ‘ques soft- gel-atin. capsul es cont ai’ n| ngMAﬂecf ol I OW -

20 2-n-But yl #3- [)4 (3"'d'| n- butylam nopropyl)
APB 4 -mrmnyh zine hydrochl or| de::

0.5 g, t‘ F,uo,.o-phen 1)-3-[ 258 &%@lﬂﬁé\ﬂpﬁ)ﬁ 1h accordance with krown &

? ~phar maced,l ! _
) ngr ed| ent S, vvere prepar ed 30 | ngr.edi ent; - . =--  (ethyl acetate)

- techni qLb@ﬁS-mIm}bmzbw]FmMzimmdxmueg the foI 1 ovm ng I ngleeh\ll ar.an‘atb) wer e
Q64 536 BMe?;xla (3-dl-n-butylam|nopropyl)-- : | - S

o 150 PO 'B%q:t ﬂIZOV —mdo zmea oxalate
150. 33 Benzyl al cohol S

thclxﬁ-ﬁ bﬁﬂsiﬁﬁohzmd’laoﬁﬂdxalblee 50l ut | ons cont ai'ni ng tgge f ol ovm

3 .2-n But yl--3- [4 (3 dl ‘n--butyl am nopropyl)
ox _3 br?o V‘Ur" (@Tﬂ' il ndol i zinie hydr ochI oride .o

(|sopropanol)

35 \at-era. gtgy|3n[l4(§.&%hﬁa.?{.m&oaﬂ)cordance Wlth knovvn phar rracem33 cal
prepar ed:;

ng 2- 4 Bﬂ‘i’?l'b'%m er\‘%”']d or'lz'T)‘lﬂ"S”I°<‘!i?l1“ﬁopropyl.) ox.y.3 brom){ 127

3-chl oro benzopyl] -indol i zine hydrochloride - °my' af’etatf’_

':_ 100 2-Isopropyl-3-[4- (3-d|-n-butylam|nopropyll-

S4B

S oxv-3-m_ethvl-benzovll mdoluzlne acld oxalate o e T 91 L
o -n—Butyl 3 [4-(3-d|-n-butylammopropyl)-- EE ST S
20 oxy-3-methyl-benzoyl]-|ndohzme acid oxalate L L S 89 Sl
o _ . 2 R A : e _(lsopropanol)

- -Methyl-z-n-butyl 3 [4-(3-d|-n-butylammopropyl)— S

ng

oY
-~

5

ng

' oxv-3 bromo-benzovl]-mdollzme acud oxalate LT L -99' L

o 25 1 Methyl-2-ethyl-3 [4-(3-d|-n-butylammopropyl)- :
* (ethyl acetate)

1 Bromo-2-methyl—3 [4—(3-d|-n-butylammopropyl)--‘- . L
oxy-3,6- dlmethyl benzoyl]-mdol:zme acid oxalate o s 120122

{ethyl. acetate) R :

oxy-3-bromo-benzoyl]-mdollzmeacidoxalate R BT & I 2 T

[0 . _ T llsoprépam'.l

- 1-lodo-2-ethyl-3 [4-(3-dl-n-butylamlnopropyl )-

L _oxy-3 5-dlmethyl benzoyl]-nndollzme acld oxalate 1 15

s "2 Ethyl-3 [2 3-d|chloro-4 (3-d|-n-propylamlnopropyll- L e .
.35 'oxy-benzoyl]-mdollzme e e 117 :
R Ethyl-3-[2 3-d|chloro-4-(3-d|-n-butylammopropyl- ::__" L

. oxy-benzoyl]-mdohzme NS 95

7 40 2 Phenyl-3-[2 3-dlchloro—4 (3-dl-n-propylamlnopropyl- L
.oxy-benzoyll-mdollzine ; '__- T 99

S2- Phenvl-3 [2 3-dlchloro—4 (3-d|-n-butylamlnopropy,__ L SRR
. g SRR : -.-;87. L

T oxy-benzoyl] mdollzme

-(4-Fluoro-phenyl)—3 [2 3-d|chloro-4 (3‘d"ﬂ-propy| am'HOprOpw-;"" =

'(ethyl acetate)- G o

(heptane)

) '.':5--:lheptan§)_f5"}"_' :

'oxv-benzovl]-mdollzme o _ R R 119 ST

" . (heptane)




5 Mxture of npno- and di - gl ycer| des of saturated o . -_ - co '

‘5 acids ([err].to [err]) . ' S
34001500 _CLAI NB:’ 1. Indoli zi ne derr vat| ves ber ng the free bases R
epr. esenté by the general forrmla 10 . - - . -GB' 2 064 536 B 30,"_'_
"F-[err] ~and” the phar | rraceutr cal Iy accept able acid addr ti on .salts thereof, . - I

~per-ei-n: RS rabprpemts a branched--‘or strai ‘ght-chai nal. kyl groupphatvr ng from'
--:--_:_1 10:8 car bor=atons, an" unsubstr tut ed phenyl group,:.0r a- phenyﬁl—g-r-eup
__5.havr ng one, gr t Wo substrt ‘may be the ‘sang’ or. dr fferent sel ect ed

" fr'om hal oge ﬁ °g[]-m 811%!;35 "'8?[‘?{914'(571’6"‘?9[‘!\'@5!‘]!‘00!3%11 psi- ..-’15 [er r

?_-':?represents Brine, . bronine, | odr ne, smet-hyl. . gg@g : i
. -riepresents a‘group: seél ected from [err] . whi ch [err] repre )
* “hydr 6gen;. 5Ch|-376mdﬂ-evetﬂ?f-m maschrbredr-mﬁ-nrﬂwm:n&hppiet hoxy;.“and [err} L B
7 represents’ oxmlyedmyﬂMplIzhhlacidoxmte br. om ne i.odi ne, or ‘met hyI 20 164 . [err]
;.;'.f;repr_ese_nts a net hyl:;: et-hyl, ' n-propyl- n-butyl group and - (Isopropanot) '

20 ‘n1epr.es nthe efrom2t06 vvrththe pr.ovi so t'»hat

at” east ong ydgz:,io% rﬁvﬁg'g’i'g T@‘Q‘?"ﬂ’%‘”’l&t’?@?“’?ﬂan hydr ogen n,g when e
¥ foydrogen,, err er r] -are ‘not. bot'h rethy Inﬁ[g oﬁ

der v_atrves as .clal red- In C] aiml . wherein R represents a bran d'

“iistraight- - ch4iOhlogd-R- hergFW-HhMomgl-tBrdamphﬁmn&osﬁbhOn atons, "a. phenyl

Lggoup; a, Tropy-enzeyll-indolizineno- chl or o- m)no- 25 br.gmo-.,. "mono- net h;als- ar.. ..o

.-:_;.rrpno net hoxy: phenyl group a di - fluorov : -chl oro- or di - bronﬂmpmyhyl

naeuwlsy[k-(é Iar%HQSt ut ed rn the ar onatr c RRE ng by an-at_rom of '
o f :U..O“ ne’150glvo-“0 acigg T on @9 '
B onD- 2- rret hyI 3- 4-.- |-n- am n0pr opyl) oxy 3 brom)_._
ne-and- Dol phar rraceutr caI I y accept abI : __c_r [
reof . 4 EXA "

= But.y |- 3- [4+.(3ccduammhxtam enraeautcm e bsr.laa
nd 30 pharfuimualngnuubms.wémd&de acr d addrgr gn sal %tis?.e&

.--.hyl 3 [4 (3 d| n- butyI am nopropyl) oxy 3 chi oro be:n ;
har nacelfor el accept abl e acid addi.tion salts. thereof. C
But yl - FZ ,% -'n-"but yI'am hopropyl) - oxy-3- chI or obenzoyl’]"gr ndoI r 2| ne

nd " phar rracz.utaumbl[y.(;ae;qemtﬂb], Roprepyfl- additi-on salts.thereof . T
24T sopropyl o:@-:{-b}arfaelom-buorwbamowpﬁaaﬁmb) oxy- 3, 5-dichl oro- benzoyl ] - ndoI izin”
“e.and. hvdfochloride 35 phar maceutr caI | ¥ accept abI e acr d mtdr t| on saI t's.
‘ther eof .

-"§_f8 1- Brorm ZStBT’fB??yI -3 [4 (3 d| n- butyI ami nopropyl) oxy 3 chI 09%5benzoyl] __.r-nd -
'_-_3j-0| i zi-ne- 3gdedhbALTMES L P cal | y ~atcept.abl € -aci d addition sal ts ther eof . et
.9.1-Chl oro- 2- f)utytf9 3-[4-(-3-diizn- butyl am. nopropyl) oxy- 3- chl‘ggo benzoyl]-r 25
'ndol 1zi ne and 40 phar maceutr caI 1 y accept abI e-aci d addr T on §@d(t,s ther eof -

LES

In accordance with known pharmaceutlca! technlques, Inlectable soluttons containtng the

: X%an butyl 3 [4 (3 d| n butyl am nopropyl) o'xy. benzoyl]-r ndol"ri.-_\__.:."
'followmg mgredrents, were prepared:

30 Ingredient ; _ _ _
R 'z-n-Butyl 3-[4-(3 dr-n-butylaminopropyl)-

~oxy-3-bromo/or 3-chloro-benzoyl]-indolizine
Ihydrochloride

| Polysorbate 80
3! '-Benzyl alcohol
- Water to 3 ml
EXAMPLE7 R I Lo
A ~In accordance with known pharmacoutrcal technlques.

,l-mgredrents, were prepared _

suppositories co'niaintng the following




1o .

; ."_substltuents whi ch:may be’the sanme. or di fferent -selected from. haI ogen
“atons: an%dbﬁ%er al kyI and al’koxy: groups; “15" [err] represents hydrogen

_'hydrogen [err]. and [err] are not both thyI Ind

- chainmed: 'and hg}mjac?u‘émﬁ, o:f&ta'

~al ky!.
ﬁong £ uoﬁJ prese {s%q"anﬁhed- \?8

. .mono- net hgdiserd cted Fromh eloae
. group, 16r a X.oprésentatiydragenhlosie, bmtn&d Toding, hﬁttﬁf&ﬂﬁiﬂoﬁy [ ng by an-at om Of
7 fluorine, chimpleantorarourseletedfrom; 1 . L
ya - Br-ono- 2-net hyl - 3- [4-(3-di-n- but yI’ am nopropyl) oxy 3= brorro benzoyl]-lndollz .

- 2-n=But yl - 3-[4- ( 3-di - n- but yl anj
: iand 30 phar naceut | caI | y acn‘ze
- 30 L o x

26

30

35

g2« n- Byggygd,,g,[4 (3-di=n-butyl. ani nopropyl) . oxy 3 brorroi g;g
3<chl-oro- benzoyl]-lndollzlne hydrochlorlde

1400 150 .
Trepr es%nrm)guggfd;‘ gwgﬁaycer‘#s&t#ﬁgﬁe[jerr] and the.pharnaceuticall. y

~accept ablggse
~or. straight- chal n aI kyl ‘group haVI ng fromi1-to. 8 carbon atans,

.. chl -15 A _
'."fep?(ralsgﬁts a grdg'ﬁz'm”'8 ‘8 ‘?esagﬁmwm%mépm”vﬁd(Q,Ytthf@?'f'efal "B?'%sents hydrogen

. chl orii ne,  bronine, Iodl ne methyl gni et hoxy, "and" [err] repreésents:

E—
. J

1 ono- 2-(4-chl oro phenyl) 3-[4-(3- di - n- butyl am nopropyl) oxy 3- chI oro-. R
b&nBoyl ) - I ndo!l I zr ne and phar maceut i caI I y accept abl e -aci d addi t'ion salts = .«
th a31 31 : R ... GB2 064 536 B_ - 31.7
G3 2 064 536 B - 31 Ingredl ent o ; ' T

100 5 - M. 2tniBtyles-[4xBribn-batydmitiop@bylis eF i des - -?.of_ sat ur at ed _
5 aci ds gfse?-p omodpr pe:h]o]-o)-benzoyﬂ -indolizine” - S e
yereckloige 1. I'ndol i zi ne derivafives: bel ng the freéoﬁases

eof , wherein:.-R:represggys . a br anched 5 - .

unsubst i t ut ed. phenyl group, -or & phenyl group haVI ng one 1600two

or - methyl; 20 [err] represents a

hydr ogen, “chl: ori ne - brom. ne i
; and- - 20 n R

- met'hyl, ‘et hyl, -n- propyl or - t
re€presemts an Integer in. the range; ] L1g- E% m_ﬂh/the prOVI so that at’ 10 ST
| east one of -[err], [err] . %er

Bogen -and vihen . X1°i's . Y
tzine: derr vat i ves, as

T V.Iar"}’%:: (ot

idwer alkyi a IIQEPQro&Hs d'

ine and phar maceut:i call y- accepta_ £ aci d-addition G®alts ther eof . : R
. ropyl) OXy- 3- br g benzoyI i ndoI i zi ne -

N her eof -_ )

“in which X2 represents hydrogen, chlorine. bromlne, iodme, methyl or methoxy. and x, represents S
. - hydrogen, chlorine, bromine, iodine or methyi; _ TR T
.~ 20 R, represents a methyl, ethyl, n-propyl or n—butyl group, and - - . 200
co..n represents an integer in the range from 2 to 6; with the proviso that at Ieast one ofx,, X and X, NI N
is other than hydrogen and when X, is hydrogen, X, and X, are not both methyl. s
' 2. Indolizine derivatives as claimed in Claim 1 -wherein R represents a branched- or stralght-chain S
o -alkyl group having from 1 to 8 carbon atoms, a phenyl group, a mono-fluoro-, mono-chloro-, mono- -~ . - -
Lo __25 . bromo-, mono-methyl- or mono-methoxy-phenyl group, a dl-ﬂuoro-, di-chloro- or dl-bromo-phenyl o 28
a ' group, or a toly! radical substituted in the aromatic ring by an atom of fluorine, chiorine or bromine. IR
: -3. 1-Bromo-2-methyl-3- [4-(3-d|-n-butylamlnopropyl)-oxy-3-bromo-benzoyl]-mdolIzine end
' pharmaceutlcelly acceptable acid addition salts thereof. -
: " 4. 2-n-Butyl-3- [4-(3-di-n-buty|emInopropyl)-oxy-3-bromo-benzoyl]-Indolizme and £
- 30 pharmaceutlcelly acceptable acid addition salts thereof. . _
. . -6, 2-Ethyl-3- [4-(3-d|-n-butylam]nopropyl)—oxy—S-ohloro-benzoyl]-Indquzine and pharmaceutlcally
S accepteble acid addition salts thereof."
..~ -6.2-n-Butyl-3- [4»(3-dl-n-butylamInopropvl)-oxy-3—chloro-benzoyl]-IndoIizme end
t -, pharmaceutically acceptable acid addition salts thereof. :
.3 7 2-Isopropyl-3-[4—(3-di-n-buty|aminopropyl)-oxy-3 B-dlchIoro-benzoyll-!ndoltzlne end
T pharmaceutically acceptable acid addition salts thereof.
L 8 1-Bromo-z-phenyI-3-[4—(3-di—n-butylammopropyl)-oxy-3-chloro-benzoyl]-tndolrzme and
- _pharmaceutuoelly acceptable acid addition salts thereof. .
. 40 -9, 1-Chloro-2-ethyl-3- [4-(3-dr-n-butermmopropyl)-oxy-a-chIoro-benzoyl]-mdolizme end
;A _pharmaceutically acceptable acid addition saits thereof. '
S 10, 1-ChIoro-2-n-butyl-3-[4-(3-d|-n-butylammopropyl)-oxy-benzoyl]—mdolizme and
O Dharmaceutrcally acceptable acid addition salts thereof. S
Lt 1-Brom0-2-(4-chloro-phenyI)-3-[4-(3-d|-n-butylamlnopropyl)-oxy-3-chloro—benzoyll- Coen T
_l.._‘ndoltzine and pharmeceutlcally accepteble acid edditron salts thereof R ST




5. 2-Ft hyl - 3-[ 4- (3-di - n- but yl ami nopr opyl ) - oxy- 3- chl or o- bena u

and armaceutically acceptable acid addition.salts thereo m IH"I"'"""HI"MI
2- h{ tyl-3-[4-(3-di-n-butyl am-nopropyl) - oxy- 3-chl or o- benzoyl ] i ndol | zi*he

a Bar maceutically acceptable acid addition salts theredB 23664 5636 8. 31 -
2-i sopropyT - 3=[Z-(3-dr - n- but yTram nopr opyT) - 0Xy- 3, 5-di chl'oro-benzoyl'| -1 ndoli
zi ne and; g 2 omhar maceutical ly acceptable acid addition sal ‘thereof. 8.-
1- Brono- 5 enyl - 3- [ 4- (3- di.- n- but yl am nopr opyl ) - oxy.-x 3- chl ord- benzoyl | -i ndol
i zine anzi-nm-aaamt-ﬁ-ahlyumaﬁs@pﬁ)abl e acid additi'on salts thereof. 9. 1

- Chl or 0- @y -broino/8r B-4hipd-tebnzay-Mdolireri Nopr opy! ) - oxy- 3- chl or o- benzoyl | -i ndol i
zi ne andhvdechidgeaceut i cal |y acceptabl € acid addition salt®Q hereof .

40 10.

- Chl or%lz’:.ﬁ" ?fmm?)a'ldzf"' Weesifes ! R rni nopr opy! ) - oxy- benzgyld - i ndol i zi ne” 8

and phar maceu‘fl caFI y acceptable acid addition salts ther 11. 1 :

- Brono- 2- (4- chl or o- phenyl ) -3-[4-(3-di -n-butyl am nopropyl)1m 3-chl oro- benz
oyl ]- indolizine and pharnaceutically acceptable acid addition salts

t her eof . GB 2 064 536 B 32 32 12. Indolizine derivatives as clained-

in any o 'ﬁ 1 ein the har ceuticall ceptable acid
addi tion l'f“?" ng‘i'ﬁéé"ﬁﬁé?%%ﬁquﬁg"égs%? tagted 'tf‘t??%{?'a{%/&'? 13. A process
for preparing an indolizine derivatgve rep[esent ed by the general fornula -

defi.ned in daim1l or a pharnmageuti dal | y acceptable acid addition sal t
, t hereof, which process conprj Rnsing in an Irkert sol'vent a

br omoglgkoxy- benzoyl -i ndol i zi Sr_ﬂ @Qu 5-[ ERR] whereingg
[err], R, A and n have the sa gjja with a secondary - -
am ne of the general for rrul a 10 in which [err] hast%‘fe ane neaning as in

Caiml, t o‘; r erlvatlve V\/mch |f desired is

react ed ;';‘f e t}% : ?' Sg)ed%gons r T@ ﬁa 3w Kﬁ@

phar mace |-°' r \ < me.
fro seb .}? ’Z;Eg f\sﬁ@"ﬂ'u pene o toP% :

accor di ngr ,@er tasjem: kdxy g ene or uene

A proceiss f ot repreapits hyidogah, chla , bk, Gihé\h?étﬁws‘”ﬁ&p‘; sent ‘ed. by the general
formul a def iATepreseantsia gioudl saleceed fram; a phar maceutical ly accept abl e acid 15

addition salt thereof, which process conprises 15 codensing'in an
aprotica' sol vent an alkali netal g#lt of an indoli€l G derivative
represented by ‘the general forg [err] in whichH{ A and [err] have the
sane neaning as in Claim k . al kyl g N deLd e of the general ’
20 .

in which X, represents hydrogen, chlorine, bromine, iodine, methy! or methoxy, and X, represents
hydrogen, chlorine, bromine, iodine or methyi;
20 R, represents a methyl, ethyl, n-propyl or n-butyl group; and 20
n represents an integer in the range from 2 to 6; with the proviso that at least one of X, X and X,
is other than hydrogen and when X, is hydrogen. X, and X, are not both methyl.
2. Indolizine derivatives as clalmed in Claim 1, wherein R represents a branched- or straight-chain
alkyl group having from 1 to 8 carbon atoms, a phenyl group, a mono-fluoro-, mono-chloro-, mono-
25 bromo-, mono-methyl- or mono-methoxy-phenyl group, a di-fluoro-, di-chloro- or di-bromo-phenyl 25
group, or a tolyl radical substituted in the aromatic ring by an atom of fluorine, chlorine or bromine.
3. 1-Bromo-2-methyl-3- [4-(3-dt-n-butylam|nopropyl)-oxy-a-bromo-benzoyl]-lndol|zme and
pharmaceutically acceptable acid addition saits thereof. ..
4, 2-n-Butyl-3-[4-(3-di-n-butylaminopropyl)-oxy-3-bromo-benzoyll-indolizine and
30 pharmaceutically acceptable acid addition salts thereof. 30
5. 2-Ethyl-3- [4-(3-d|-n-butylammopropyl)-oxy-3-chIoro-benzoyl]-mdehzine and phermaceuttcelly
acceptable acid addition salts thereof.
6. 2-n-Butyl-3- [4-(3-di-n-butylamlnopropvl)-oxy-3-chloro-benzoyl] indolizine and
pharmaceutically acceptable acid addition saits thereof. '
35 7. 2-Isopropyl-3-[4-(3-di-n-butylaminopropyl)-oxy-3, 5-dlchIore-benzoyl]-indolizine and _ 35
pharmaceutically acceptable acid addition salts thereof.
8. 1-Bromo-2-phenyl-3- [4-(3-di-n-butylammopropyn-oxy-a-chloro-benzoyl] indolizine and
pharmaceutically acceptable acid addition salts thereof.
9. 1-Chloro-2-ethyl-3-[4-({3-di-n-butylaminopropyl)-oxy-3-chioro-benzoyl]-indolizine and
40 pharmaceutically acceptable acid addition salts thereof. 40
10. 1-Chloro-2-n-butyl-3- [4-(3-du-n-butylammopropyl)-oxy-benzoyl]-mdohzine and
pharmaceutically acceptable acid addition salts thereof.
11. 1-Bromo-2-{4-chloro-phenyl)-3-[4-(3-di-n-butylaminopropyl)-oxy-3-chloro-benzoyi]-
indolizine and pharmaceutically acceptable acid addition saits thereof.
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