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theE};iqﬁﬁﬁmmjﬁ‘mmsog gi erac X gﬁgﬁiﬁd under

Fegsr abt) RppRiatisoN 08 SPBTaNy) raled hemaRY 19mcl are the invention, for which ve
pr thia CovepadneAyplisition . 5710 997 granted to us, anciej hesgmmagd by which it
0 (B Fday f4oviavenl 197Wdn be particularly & descrr bed ; N he foll ow ng
ert@NFed. REpi of Gemwanyt(DBN rel ates to novel 4-acyl ] \Nranol am nes,

toupr 3¢ ouplefedipetification publighed 26 Merchdf8D t o phar macd tions
comal(?r‘r)ﬁ@rpheﬂWCAéﬂ@ﬁ'@rﬁﬂg%/& Co7e 13784t ure of the ; fion there
are p Hatliyceptam%o ds of general fornul a | Y 2 Caa ,

[err] [err§2q it 20 2 Yv?r?l‘r%?YrF’ éﬂ? 14 3res B Jgen or .

hal ogen at om or3 Y; %'ﬁ 32F'\‘2]8 Y830 Jolf | uor I ¥ O3 a cyano,
trifluoronet hyI 3 36215697 69967I17¥$yl gr oup cont aining froml
to 4 carbon ato X ' 15 R3 represents a straight or

branched. chai n al koxy group containing froml to 5 carbon atons, an
al kenyl oxy group @@rﬁmmx@mmmwummm ons,. an aryloxy group
containing fromg to 10 carbon atoms an a al kox roup Cfnt aining from7

to 11 c ng optionally 20
substltrﬁ% Egrc%g&nﬁ %E%{H% "srﬁ‘\afy@ "ﬁ?@g@é‘fmﬁ‘% %ror branched chai n

al kyl  2Gei@afy|[d5 her@by declatetbe inventivd, fdravhizh o phay mhaaapmm maykenyl groups
condai ni gntéd m52amddh6m&pbbnwalcbmst erfgrmandpty bearertisilating from 6 to 10

carbon afsssrbed,in bon atons; and R4
represenﬁoﬁuﬁrfmv %‘LJ? atbatd mcua%eg’qet %186%;{553 4% 05 carbon at o,
aﬁkjlfetanmél aﬁ ahe a)rdsé‘lermm‘ntlon there are provnded

25 Whe c@rﬁmwﬂgﬂ?a@@w frmylatlo t he i nvention possess interesti n{P
pharmacol ogi cal activity and in pa-rtlcul ar, im . general, in addition to an
anal gesic and a ut erus- sp@sm)l yt |<|§_| AGhL Vit and an antispatic effect on the
transverse nuscl es, the cOMpeaRdS accordi | ng\Lo the i nvenfllon. show a
[err]-mmetic and/or a err | ocki ng 30 4actrvrty
30 It will be-appreciate for pharmaceutical use, the salts referred
to above will by ph)§§-l-.(2;|/gl caRiy conpatible acid addition salts but other
acid addition salts may\md use, for exarrpl e-in the preparation of
conpoundg, a{ ngeneral fornula | and their physiologically conpatible acid

t

addr tion saRis re,%ﬁtsahydmged&ﬁat@e,pgmcumdgalﬁp Ed' ng. to the invention [err]
for exlb, regents @/flue smmom,aaanmﬁqumetm ORIEO ErouproopoXy, | SOpr opoxy,

t er tat g)e(ynzlal;ﬁ ?%%%%%%lg Or ﬁlﬁc ain. al'koxy gro% contaitl)nng}r\émq)% 5 I sopent yl oxy,
oxy 'gfbhl

fg/from 2'to 5 carbon atoms, an aryloxy
group containing from 6 to 10 carbon atoms, an aralkoxy group containing from 7
to 11 carbon atoms or an amino group, said amino group being optionally
20 substituted by one or two substituents which are straight or branched chain alkyl 20
groups containing from 1 to 5 carbon atoms, alkenyl groups containing from 2 to 5
carbon atoms, aryl groups containing from 6 to 10 carbon atoms or aralkyl groups
containing from 7 to 11 carbon atoms; and
R, represents a cycloalkyl or alkyl group contammg from 3 to 5 carbon atoms;
25 and -acid addition salts thereof. 25
The compounds according to the invention possess interesting
pharmacologica ‘activity and in particular, in ‘general, in addition to an analgesic
.and a uterus-spasmolytic activity and an antispatic effect on the transverse muscles,
the compounds accordmg to the invention show a ,B,-m:metxc and/or a ,B,-blockmg
30 activity. - 30
It will be appreciated that, for pharmaceutlcal use, the salts referred to above
will by physiologically compatlble acid addition salts but other acid addition salts
may find use, for example in the greparatlon of compounds of general formula I
and their physiologically compatible acid addition salts.
35 In'the compounds-according to the invention R, may, for example, represent a 35
' methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy, sec.butoxy, isobutoxy,
tert.butoxy, n-pentyloxy, isopentyloxy, tert.pentyloxy, phenoxy, naphthyloxy,




2 1, 563, 679 2
benzyl oxy, phenylethyloxy, allyloxy, butenyloxy, pentenyloxy, am no,
met hyl anino, et hyl ami no, n-propyl am no, isopropylamn no, n-butylam no,

sec. butyl am no, isobutylamno, tert.butylam no, n-pentylam no,

di met hyl am p6y\ di et hyl am no, di-n-propyl am no, diisopropyl am no,

di - n- butyl'a@ di sec.butyl- 5  amino, diisobutylam no,

di-tert. but i no, di-n-pentylam no, phenylam no, 5 -naphthylam no, :
benzyl am no, pheny] et hyI arri no, met hyI et hyllgggdzg met hyI benzyl ani no, 2-3‘ :
met hyl - n- pr opyt+afrro—te -3 OPT-OPYHarHo _ _ : — L4
et hyl propyl am no, ~ettsy: quxs-o ? EthyioRyp - allyloyy, nmlxl :

ani no, et hyl - phenyl ‘l‘;' &Wﬂ ino, iﬂ"pﬁp&l jﬁ@r _ ,

n- 10 butenyl am no d?éthﬂalﬂ QU[El'opylammo dil’-;i?utylammo

for exanple, r%preszmiﬂo,adnsnmn arn ,| dn- 4ming, e phe;

cycl opropyl , cycl ob@ lPthY:l?m’wcl 'fP lfﬁﬁ'f?m fi9els
according. to the in ﬂl”"ﬁlﬂ&ﬁg&a F;gpﬂ% &%ﬁf .. .ﬁgfgetéy{%&‘ﬁ& ght
or branched chain aliﬁnﬂa yOpRengiamng] Bopgpyl-b 1y1m' ruu:uﬁlammo, at ons,
an al kenyl oxy Houp lmmrﬂammpwg nfnemﬂamloo Erosar bon atoms an -aral koxy 15
group cont ai ni ng. froml St orc lo ?’r‘”ﬁﬂl’ﬂé’h speabtyl, ‘F‘@Hlyéég'ﬁl’%‘y‘a
hydrogne or hal ogen ‘4t %f%dt olm ds€ G'fe inbHRlibl GreA IR Wherdin R
trifluoromethyl or neﬁreanga@omghtalmeﬁdheuha a}koaylgraﬁpmugﬁ:fgunmopﬁalsem bl y

substituted byl% st rams .tan@lkemﬂmcgm 2 Koxkpm | 15

To5 cerhn st GRS R e B

atons, an aryl groupeihatively inf ng Fiflche aﬂ( al kyl

group cont ai ni n frcnmngrbnp dohtatre; mmatodrmboﬂtotnh,@s nmrgmum chmtabsigpfeonal | y

preferred are ose %?qu: {%ég%ehf%ﬂtﬁmss ffagiﬂﬂp 19cathop glom8 @ 8haj n 20
Te

al koxy group cont ai rﬁm’@"sﬁg l&ﬁ%@%’ﬂﬁgﬁn s RS ent s
a hydrogen or a hal c%hm:grr 23 ,Swlﬁ-.t%i WePresems ahﬁm,gah oft
trifluoromet hy alqgcn 010 apd RYBpresents. aﬂumatommla xﬂmrtmethybo itCXBIOUD,

optional ly sub |tut éﬁ?‘w YransAone 8@‘58}} il substipe %ﬁ‘r’;!% ‘H"‘E&r bor?S
atoms and [err] reprihit ol ST A R b e, SBunghon S3r 1y
those wherein [err] daftphassmt s an al koxy group -contai.ning f rom :

carbon at ons. Barti Cgl Bartigularly faseferoe Genmnngcm@m dp nthet igvantien mfaethm on 4
are 'the 30 foll

30 1 - (4 - et hoxycaar nl?ﬁmgi ethoxgcarbqglyla nﬁ) 3 chlor fluf) Iphenyl) ﬁ terﬁ lsutyl- 5 .
tert.butyl - amino - etlhe(ntgéthc;xycarbc(nglammt-Boxymr—bomybmmphmyl) -3- terd;umo -5
- fluoro - phegpyl) 3“2“0 #MOLbut et h I -
et hoxycar bonyl gér(n no f VEREY °a¥?ﬂl'§lﬁ§’l“f 3 2°ya“?erp?‘?'_ll'at' vt a “nbd’tﬂam‘g%' 35
ethanol, 1 - (4 - %onyc@rbam@mﬁglamn% -3 CYyN6 - phpdy®riyl ) isoprépylamino -

[ sopropyl am no - et mlmnbléﬂag(iﬂéem d ?d%t | g(zn salts thereof. 40 - The
conpounds of ggger al 1 11Qf\ 52 ed rdi.ng 40,
to the fol | owi ng Pr agas '&sbce ene ormt?lrrpm& rexe{) ‘}Fjd-ﬂh a%ﬁa C rdmgs Of40
t he present InventIQﬁese:ﬁmRﬁ ztion 0 a corrpoun of forrru a err] R4
[err] [err] O - o

A Reductlon of a compound of formula II

e M

R C'——CHZ-— B :-'H _.
N\R4 ) ( [T)
45 (wherem R,, R,, R1 and R are as. herembefore defined) whereby the- desn'ed. .. 45
-compound of formula I is o tamed '

‘The reduction: is .preferably effected in the presence of a solvent such as.
methanol, aqueous methanol, ethanol, isopropanol, butanol, diethyl ether;
_ tetrahydrofuran or dioxan. Reductmn may, for example, be effected by means.ofa
50 complex metal hydride such as, e.g. sodium borohydride or lithium -aluminium. 50
hydride in which: case the reduction.is_preferably effected in the presence of '
methanol, aqueous methanol, diethyl ether or tetrahydrofuran.as solvent and
preferably at temperatures of from =20.to 50°C. Reduction may alternatively be
effected, if desired, by means .of aluminium isopropylate in the :presence of a
55 primary or secondary alcohol e.g. isopropanol. A preferred reaction temperature 55



45 (wherein [err],[err], [err] and [err] are as herei nbefore defined)

s

wher eby t he desired. 45 conpound of forrmula | is obtained.

The reduction is preferably effected in the presence of a solvent. such.as
met hanol , aqueous nethanol, ethanol, isopropanol, butanol, diethyl -ether,
tetrahydrofuran or di oxan. Reduction may, for exanple, be effecté¢ means
.of a 50 conpl ex ,metal. hydride such as, e.g. sodium borohydri gé¢ o
“NHthi um al umi ni um 50 hydride in which case the reduction is. prefefably

effected i.n the presence of rreth ] aqueous net hanol, diet hyl3et her or.
teWah\}drnfllran as sal om?20 to
[err]. Reducaluminiumis rab)tlm isathie \boflipg [poing fof dlest &Gctloﬂfm’d@sq , by neans of
al um niu l‘?fﬁ 3P Sy acsfoae fasmpd, durine dhcreduction iscogtinuously Femayeg BY o secondary
al cohol lgé?igﬁﬂﬁ XS be &e&ﬁ@ﬁﬁ’eﬁﬁd UySitahd o? CathIGHdaRy aukivited with
al uii ni umyu@, lel by nlea ydn epcinrthe (pi'ese e of gdatinuon m xdure and
preferablp}\llftdmameR;ieG)cmekeferlkm,\elyeﬂlwﬂit el¢ b‘YFlL‘h Bﬂgwp cffe¢ied nuousl y renoved
by disti I:‘l‘& Y F?g"“‘gégl‘a fgfg"m@%‘ o °'§ e effj‘ Fed, by means of
erature;
cat al yt i GRgghy ofits n, e.g. by ddhO8reddtiva arma an&ﬁns of hydrogen
in Whe prwamﬁn@dnd ydrbehhativiacid. Préfeped feationtempilatuess amtlmétonbr Rd@ey cobal t.
Pr eferabl-;ZOgQrmrthaé’Oﬂ'esmelﬂ ¢frih¢ reagtiondpir@Es- at a hydrogen pressure of from1
to 5 at I i ent tenperatures. According to a
further me)énbp‘ggilﬁeﬁ)ﬁta&q %&§§®gg&%§nﬁ%eﬁgf ected by neans of nascent hydr ogen,
e.g. by neans of activated netall |Oc al um ni um and 10 wat er or zinc and
hydr ochl ori c aci d. Preferred reacrér on lg‘errnera't‘,ures are t@ . from 10 -200C

+ to the boili ng poi nt of t R on mxture B. Reduction’ of a conmpound of
. formula I'll, O [err] H ] (I'11) NS [err]  [err] O
. (wherein [err] [err], [\,5 ayfd [err] are as hereinbefore defined) whereby
. the desired 15 - ce;mgu/nd ofrfornmula | is obtained..

~ Ipal badi unfy
cef fect ed @hydrogen hydroogem lpoeamphemﬁ aﬁdpraﬁetabb'cat Emaermyquhéres and

15 The reduction is pref&@bly effected in a suitable sol vent such as

. met hanol , aqueous rre hano et hgnol, t
t et ggathydrUF g“or X kf,t 35 “i.})’ﬁg &D“F@rva??hﬁ' 3“ BeE effelgt ed by

means of A qaERide efd? emtealm:nsﬁﬁblefsewerexmmmetmdr um bor ohydri de
or lithi un;ua:lusr methankm dst hiol, detanqgly diéthylame tﬁﬁihydl‘ofuram qrrdeoxm esence of

met hanol @M‘Mﬂf@! ampley b Hy n as 20 sol vent
o of Ry R B & e m,g TR A o 0 20 e
reaction JleXﬁtLhIhQ pRfablyht tbmp@aRh of fosm 690° rt6 theoiling paint ¢f thdReduct i on may
al t er nat i resti nh&xtakfe@ae@m crhtucmyffrem(“b OtBans of - cat al ically activated
i ﬁrf%‘*?r ik
g edud?

hydr ogen e f]é’&ﬁ@“?ﬂ‘aq’f Eggg Faicaly num ~ 25
Moﬁ@j ean Qg %ﬁg dcfbaat S prgferably

cti b
el &f '}llia

fblraotoéﬁp i bly at amnbi ent
Peener fr‘;&m@g gﬁggg] ok o ey PRRBP L GhEREDLY oL anblen

‘preferabl§in y reactlon o’f a ‘conpound of " forrrula IV 0 [err]
[[err] - ' 0 [err]
130 [err] [err] (vvhereln [err] C[[err] and [err] ar(p/)as her ei nbef ore

_C\

(wherein R,, R, and R, are as herembefore defined) w1th a compound of formula v, .

‘def i ned) vvrth a conpound of f of _ _

“r, = I\
g
H L

(wherem R, is as herembefore defined) Preferably the reactlon is effected in the
presence of a solvent such as exemplified hereinabove in relation to the reduction
35 of the compound of formula II. According to a preferred embodiment the reaction 35
of the compound of formula IV with the compound of formula V is carried out
under the reducing conditions exemplified above in order to yleld the desired
compound of formula I directly. -
The compounds of general formula I may, nt' desired, be converted into their



N- R4 (V) H (wherein [err] is as hereinbefore
defined). Preferably the reaction is effected in the presence of a solvent
such as exenplified hereinabove in relation to the reduction 35 of the

conmpound of formula I11. According to a preferred enbodi nent the reaction
35 of the gonmgound of fornmula IV with the conpound of fornmula Vis carried
out under tt@ ~educi ng conditions exenplified above in order to yield the

desired coond of formula | directly. The corrpounds of general fornula | .

may, if desire be converted into their
1,563, 679 phys.p.g.l_g.g.|_g.a.|_l.+c_g_:q;aLthp acidl %@YQH'm QF)|TQ hv reaction \Mth4s'j

an appropriate aci dphyﬁubglaﬂlyeomﬁatﬂli—abﬂaadid@, salt sy, reacadrVich anhyﬂbﬁﬁdﬂé &id. C,
hydr obromi ¢, sul fur ‘E‘a@ dndlyde, |feztterc@nplm bﬂf@hlorla,r tha¢r9bl'0mml slferind
O

furari c acid. Pref b L S e in

substantial |y équi nol arhetempbinds 6Sgen alformulae i 5
formulae Il and IV, thawbul-deasnbed arotws nmt b«f pab&etil laccoﬁimé‘nto mélbads ld:ewml bed

processes, my be p TF‘P'GMTP é’eloi’tame ture.

e Tor oxeimt, AN G o o

a correspondl ng 2- hairﬁﬁmﬂﬂlﬁphﬁ:ﬂwﬁﬁbnm ith @a&hﬂﬁ i u Eianpl )ccmpoundm
n

of formula |V nmay beompourds wésenefad)lfor@xb hwﬁomastd mav. ffdesiredDbe used

correspondi ng acet ofdff’é tgg\g ? ﬁh%ﬁ%) Yﬁ%%?‘if g}
t1

Soe e, Jhe
1
10" compounds o GensabehaIR bl Lt Mib L mphf e T
used dlrectly,lsvmthpmp riisOTIats¢ compaundst widc @hmssa&damm Brglgesic, b :’ms— 15

i nvention. As nent |~’(§’PFQ@P)E% @Fﬂfﬁﬂﬂ%@gy ftl' gﬁtamuffcm m_neaally %ahd their
physi ol ogi cal | y corﬂﬁfftﬁ seleli v i gl ﬁmﬂ‘ﬁ oma"!ﬁ: ﬁ;%

phar macol ogi cal 15 parti cuPKIQ pédliarkaBFe. Su RSApsAIPLE 5@1&’% Eed
exhibit an ané‘Pgesmblogd-exru@tlon bpes h@ralorhwﬂnlatloa,nmbbdmatmntoqudam nid fef thect o020

the t oadl inflammable|/
[e(rar] rglni\éilrflg reT:‘JfS °g§§?m,'fcgss asnc dé%?sﬁf | ‘gﬁ}faﬁeﬁ °F1§‘B‘°f ﬁ%‘*w ?rllﬁ’ i g[l an -

efficient effect t akesrhpIfamngfdompomdabveaohnmmsd Wwith ir@ard & tRAF brofidHoBtit Y -
remar kabl e. Sdeh cosHd h‘? are th gwtable for tokolysis, decrease 20 2§

in blood-circulati dh T Pl F}E}ﬂm “HobioFe aPheatd) of - ISy fat

and for the 20 tremuwm o% aeo"oeyn 1609 yaQGSseﬂﬂmaﬁﬂeﬁﬁghctmuma and
allergic infl g bl e cemiiot-iethasol hypmstiloridepul nonary di seases of f'erent -
origins and h r(ﬁ}ﬁ.htg{ﬁl? %’{é‘é@m‘“hé 'f%#qwhﬁgvlbo?rpﬁﬂfﬁ’d'yl wE‘F'éO - 0. -
exam ned with regarg t c32 VIE% _' '

25 A=1- (4 - et hIgXYthE mg;:h 6 3= Eégano ﬁl&ﬁ)‘l) ? lso%ropyla.twno 5

- tert. - butyl am no -_ethanol h drochl ori d

et hoxycar bonyl, ON%ETIZ{. e%%rg SSL lf{th "rl‘;g'ﬂﬁ;‘,!é‘ds Iac“=°2dl°8 tp g

amno - .et hano 3? igs. p é:éf 1

cyano - phenyl) - Zrenchespasmhproydked byam pgkg of a3&yle1i @dml feﬂ(il’iﬂ'a(s)éd ﬂy and D:
1 - (4 - et hoxycar btb edrbi&' mlms rmg(Y ms) intrapgmows 4ngd lntr@uodqn!i(ﬂvsax ¢fath¢ no -

et hanol hydr ogyl or it ‘f“%ﬂ:tegg‘f‘%g %81}%_ [g;uyfl%st edy
according to the ng RP(Arch *Bat h» :
Pharmac. 195, 71 (1940)) 35 narcoti zed guinea pi gs From t he
aver age percentage defr eaiee in bﬂerbl‘vOEldixhﬂSlﬂﬁ'ﬁm pma\mlaeﬁhnmst?a@imﬁ RR] of
acetyl chol i ne adm ni sf ef.eéesi tr"““nc"“ -ebi-ai-Rga—by—aeRist-er{g vari ous.

i ntravenous and i ntraducd® ’} %]gf E/i‘ﬁf Mladt con%%’ﬂﬁﬁl@‘g an [lerr] val ue
was cal cul ated using.f he IA| nearj r egxessifon _emal ysi s 40 32.2 nethod according
to LINDER (Stat. Methpds, 4. Ed p%6 148-16%, Bi rkhauser 40

C 23.5 | 50 - 81
D 64.0 >50 -

Test compound B was also tested according to the method of KALLOS a.
PAGEL (Acta med. scand. 91, pp. 292 (1937)) for its anti-asthmatic effect after oral
45 administration. The guinea-pigs were s rayed with an acetylcholine: aerosol flow . 45
comprising a 0.4% solution of acetylcholine in.a 0.9%, solution:of NaC€l from a pipe
at 1.5 atm. A threefold-increase in the period of time before onset of the-asthma ™
attack as compared with a control test was taken as giving absolute protection.
From . the percentage - of animals showing absolute - protection. after the
50 . administration of various dosages, an ED,, was calculated according to. - 50
LITCHFIELD a. WILCOXON (J. Pharmacol. exp. Ther. 96, pp- 99 (1949))



Basl e 1964): after i.v. adm nistration after i.d. admnistration Test
Conpound ED. 0 pg/ kg t/2 mn. [err] Ag/kg A 30.7
60 32.2 B 5. 6 70 7.0 C

/zW >50 8.7D 64. 0 >50 Test cenpound
B was al so tested according to the nethod of KALLOS a. PAGEL (Act@

(scand.. 91, pp. 292 (1937)) for its anti-asthmatic effect after

""" ‘adm nistration. The gui nea-pigs were sprayed with an acetyl chol i ne aerosol
flow 45 conprising a 0.4% sol uti on of acetylcholine in a 0.9%sol ution of
NaCT ‘s rom a pi pe at 1. 5 atm Atlﬁﬁ-b@f)nld increase fin the ng.ndSnf time
bef ore onset g n yar erosm—t—h—-a—control test was taken
as giving abscl ute prot §ction. °Fr Detteht age df ani mal's showi ng
absol ut e- -protlect iTest af {er .t he. 50| Max. efckfifesti st r at i on jof vari ous dosages, an
[err], was callcfompead agcBPaitadet o, nmip L] TOMAEED [a. "W LCOXON (J.

Phar macol . exg= ThgT. 9%, P399 194}%)_) 30 T, 663, 6/19. ' 5
after adm ni stieation ped gs Test ' J\/ax :of effect
Oorrp_ound [l'E ﬁ% det ﬁtﬂnéﬁ! ' mice ofboth§ vmhg,n a\ﬁra e weight14- 3

15-30 of 20g aftoo Ly, MM BGAtioR. FroMItRs peYcevi@ge hmfamwnﬁadiiawﬁme of both sexes

with an a\rerdxgeaﬂzm thiat vacibus? Qosggesif ther LDy was cbaicnlated r agedrding %©r om t he
per cént agd THEHERLPh#nd WHiCOXON &4 Pharmarol. exn. They %5 PR %W ar i ousSdosages,

- the LD, was calcul ated-according to. 5 LL TCHFI ELD and W LCOXON (J.
. Pharmacol . exp. Ther.| 9 % 9 . 5: Test' Conpound [err]
my/kg i.v. A Eomnlifin, 15, (5,04 )“)g"”‘ 97.5 C o 67.2 D

61.9 Accordi ng to a yet farther feathé of the present invention there are
provi ded pharnaceutigal cgnposiftionsggenprisiing, as active ingredient, at
| east one conpound off forrmuta I} as- here| nbef qre defined or a
physi ol ogically conpdgti bl € 10 ack®2addi tijon salt thereof in association
with a pharmaceuticall cargier qr excigpgent. |10 For pharnaceuti cal
adm ni stl:)lration the cormounds ofl general formila I and their physiologically
conpatible salts ncor or at nt o the cop vent @A phar maceuti cal
Cr

preparati opmnzntg %Ee t:ftrfftﬁwem gttté,,p'*a ZBacconbinat on wh
ot her actE inB aaaQﬁﬁ edr S ;myyolo mtlyemﬂpqn ble be 15
_pres®nt ed a¢1ma«a11tlanrsatt &e{nebllia%hssogmm withh phareeae:gﬂlcab';a at. (i ndPudi ng
t opi cal ) 5 yticali adminigtrationsthe com "%Elr xarrpl e, plain
tabl ets, s‘?‘%‘fa §arat (achip T?ys,tﬁfé%cﬁ i ii{p%%gﬁﬂ E}hbm @nd sol utions
e.g. for camﬁﬁitioﬁrwnth raﬁive ingredﬁgsenibeanp Lebteed i n_excipients
custBmar i Ipges edormns ble rfprcom 93!141 Q IR seil' ;gdé ,
talc, gum$ o‘&u ’%‘mga ga’r “;fllds Erasie ?Jﬁ? ¥da¥s¥e, cocoa butter,
aqueous of R w%a @ﬁco &atwme%gp' tstaﬁeﬁas}eﬁfnoy”ual mal or
veget abl e nophzgmm;euqimt edriiposmdersudaast foe sxa lyddb,sguwaiabled@t%t ti n%a
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di sp#sin tamh @PESIP% $rate %“"&hdﬂ'éﬁ"“ '° {aé.gt age
- conposi t| ﬁ[@ﬁ"%? gj‘?‘ﬂ’:sé sz§ Kot eing adapted to
s .

for.‘5exarrpl e,

supply a fi Xﬂ 1t16}8|'rﬁ5§'|'&%rm QGaRg@adhni t S
unit bemg adapted to supply a fixed dose of active 1ngred1ent Sultab e dosage units
25 ‘for adults contain from 5 to 100 ug of active ingredient and -are preferably 25

administered from 2 to 4 times per day. The oral daily dosage, which may be varied
according to the compound used, the subject treated and the complaint concerned
may, thus for example, be from 10 to 400 ug per day in adults. - -

‘The followmg non-hmltmg examples serve to 1llustrate the. present mventton

‘30 Example 1. 30
1 - (4 - ethoxycarbonylamino - 3 - chloro 5 - fluoro - phenyl) - 2 tert. butylammo -
ethanol hydrochloride. -
8.7 gof 4'-ethoxycarbonylammo-3'-chloro-5’-ﬂuoroacetophenone were -added
_ in portions to a solution of 3.7 g of selenium dioxide in 30 ml of dioxan and 1 ml of
35 water at 60°C whilst stirring. The mixture obtained was refluxed for 4 hours and, 35
after cooling, 4.1 ml of tert.butylamine were added dropwise into the solution of 4'-
ethoxycarbonylammo-3'-chloro-S’-ﬂuoro-phe ﬁ'lglyoxal thus obtained whilst ice
cooling. The resultant mixture was diluted with 350 ml of ethanol and filtered. 5 g
: of sodium borohydride were added in portions to the filtrate, containing crude 4'- .
40 ethoxy-carbonylam1no-3'-chloro-S' - fluoro - phenyl - glyoxylidene - tert. utylamine -40
with stirring and cooling with ice. After standing the mixture thus obtained
overnight at room temperature, the excess sodium borohydride was destroyed with
acetone. The resultant mixture was mixed with water and extracted with
chloroform. The chloroform extract was washed with water, dried over sodium
45 sulfate and, after the addition of activated charcoal then filtering, rapidly heated to 45



25 for adults contain from5 to 100 [err] of active ingredient and -are
preferably 25 admnistered from2 to 4 times per day. The oral daily
dosage, .which nmay be varied according to the conpound used, the subject

treated and the conplaint concerned, may, thus for exanple, be from 10 to\

400 ug per /day in adults. The followi ng non-limting exarrpl es serve to i
illustrate s present’ i nvention. 30 _
Exanpl e 1 30 1 - .(4- . N
et hoxycar bomyt gmino - 3 - chI oro - 5 - fl }I%’3%79 phenyl) -2 - : : 6v
tert.butylam mo—= et :

4' - et hoxycar bonyl ant,

ot 1y drochtorie:

portions to a sol ut wﬂé{“ﬁﬂ?gﬁggsﬁu rﬁof-gh@%ﬁe??gg ;jl%ield %%Zal‘ﬂﬁ%%ﬂ and

| mM of 35 wat emcidtto

refluxed for 45'r10ur§n
added dropwise into th

et hoxycar bonyl am noaj'

Hr 4. JAfieh additionSafi etirer, the cr'y 8ls Prexipitited wbreJileRd offas -

uctlo géFdU!SbIeihﬂg 4:1m “of ‘tert.butylanine ver g
e '

s s SR A A i 1

ice cooling. The resulbtaylammvxteunaeolwas diluted W|th 350 rri of et hanol and

filtered. 5 g'(?f soﬂ)) ho
ah:

cont ai ni ng crude 4'

phenyl - gl yoxylidene M.efso—h

19817 °°\REP@§“ ed i orti o, t.he fi]tratd0
Ei,-.g-‘-’ mﬁ}? %ﬁwnog ROt a2 iprdpgts
8o am- ne

40 Wi th ‘stirring and cooling with

ice. After st a‘ﬁdl ng(®dhék- (‘h ﬁthsme:atbhuuelalmm a3 nerdmoy &r fluqydt pleenyl) Gbqtert.butyl -

t enper at ur e,
resultant m xture

e exces é r! e s destroyed with acetone. ThdS

ok T 3 EideRr ] Bibayt L B -Gl eﬁt%mrnm The

chl or of orm extract WaSeththﬂirthohdwater dr| ed over sodi um 45 su fate
and, after thez addIEIOMla % 2367€t ed charcoal then filtering, rap

heat ed to 6

6 boiling and evaporat

1- (4- et hoxy-

car bonyl am no-3- c'hI or ohh}@f"fcrgﬁ

m xed with |sopropa&§>I b,
hydrochl oric acid toO - pihifo.- éﬁ'hn&ﬂ al d|t|on of et her

oxycarbonylamino - 3 - cyano - 5 - fluoro, - tert but 20
- ethanol hydrochloride X %gy ¥
pﬁnl 98\L2GU40" (de p&ﬂlohﬂ resude consi sti ng of

-(4 - ethox carbonylammo 3 - nitro - phenyl) - 2 - tert.butylamino - ethanol
_n.I 2-terf.butyl am no- et hanol was

gﬂg-&%u@ﬁ:d Sv%oa%héygl)' 8de otpn,pﬁt her el

stas

preC| pitated were fil tMmedl2g#303C. = under -sucti.on- vvashed wi-th-ether.

Mp.: 192- [ERFgo. AnéY o
prepared (a) - (4 -

fldore o> eledomt o3 metwlursifo) oplmgﬂ c%n‘ﬁﬁ@ﬁ'd@%re

droch o llsa@’(ﬂl’ibrp}%us sﬁghﬁfe? ) S %

trifluoronet hyI phenyl )Mass%pectrhmr(c H,NLOUFpl am no - et hanol 10 . Mp.
168- [ ERR] (decon—pOé' tyg akof the base: 11Found 409. Calcul. 409.25. ' b) I -

(4 - et hoxycarjgonyl

- amno - ethanol hydr

et hoxycar bonyl am noG}

(
pi f;;' G Wp 4: O methpjugrido) - phepyflady |cy°'@r@ﬂanaﬂg’opr opy}
P 180-182C. (¢) 1 - (4 =
B-. (-3b lcm --5 ﬂuerof- M dnobutyloma'bydy)anumﬂ- pheme)’-tz Jert. vl - 15

am no - ethanol- hydr octjtiaminge ethanol hydrochloride.

M p.: 197-198Gp(deco
fluoro - phenyl) - 2
235-2360C. 20 (&)1
- phenyl) -2 - tert.
198-2000C ( deggnposi t

o Ghe T i oprobie. wagt%awegrmnwawmochwgw |

Mt rigoawdiycani no - et hanol . hydrochl orj de.
- (4 - betzylo t:dnmuylammoe ﬁyﬂmrﬁ}mdoa phengpahocylopﬁopyl -fluoro -

RS e a5 0 e A ﬁ%dmhﬁ"f't‘r 0 45

phenyl) - 2 - tert.butMlparidse137°€t hanol _hydrochl oride.. 25 .
189- [ERR] (decorrpos(l)t |101( allyloxycarbonylammo 3 -fluoro - 5 -iodo - phenyl) 2- cyclopQ@yl( g) | -

(4 - ethoxycar bonyI am

- am no- ethasol .

o it 5:,?&%%9 bsmhyd%de agdq%stmygmq% didie BodeSAELRPY OPY!

50
" M.p.: 122—123°C..

(m)l (3 - fluoro - 4 - mobutyloxycarbonylammo 5 .iodo - phenyl) 2 cyclo -

- propyl - amino - ethanol.

. .(The excess sodlum borohydnde was destroyed w1th dﬂute hydrochlonc

55
' ®

0 @

.. acid). _ o o S 55
- Mp. 126—128°C _

1-(4- ethoxycarboriylammo 3- cyano phenyl) 2- 1sopropyl ammo -

- ethanol. -
-M.p.:- 112—1 lS°C

1-(4- ethoxycarbonylaxﬁmo 3 cyano phenyl) 2 tert butyl ammo - .60 -

. _ethanol,

Mop: 78—8240



(h) I - [3 - fluoro - 5 - iodo - 4- (3 - nethylureido) - phenyll -2 -

tert.butylamno - 30 et hanol hydrochl ori de.

'30 Mp. sintering from1150C (anmorphous substance). Mass-spectrum ([ ERR])

Mol peak of the base: Found: 409. Cal cul . 409. 25. (|) | - [3- fluoro-

“ydodo - 4 - (3 - nethylureldo) - phenyll - 2 - cycl opropylam no - .

ethanol hydr ochl ori de.: , ' :
~Mp.: 167-170C. (j) 1 - (3 - cyano -'5 - fluoro - 4 -

i sgbut onycar bonyl am no - phenyll)5367g - tert - butlam no - et hqnol
hydro s he—exeess—sotitHADorohyd rs—trest-r-oy w0 di | ut e
hydrochl or cid Example 2.

R DY WeR—— brsraﬂzw&manhsme mrmtyw@m- fluoro - 5 -
i odo - phenyl b.5-g20f 1Rdthiae weRRYddded mmlse intotd bRl solufidh6r @XEeRe- sodi um
~ bor ohyﬁdrl dsthmat!!esstl greél'-hmmd’ﬁ'dndt cumh iro200m114:5chloroform, aci @) .

45 Mp. (_ rpmic. 9!‘1 W%flﬁ{é’t%k&fn fa’l‘ﬂ btpineds | yoro - 5 -
B L e R S T e
bor oh dr| deoluﬁtﬁvlv ld&shtammgd dNie xjsr'ltgbe&hh@s'mc:tes 2-tert.butyl- aci d).

50 MY : nej, was 0rat¢ residie Wi disgo bnyl amino - 5 -

i odo - phe %{ﬂ 1°f d“"“% ""‘t?é’tﬁ#ﬁ,‘fm“?%fng&@cess sodi um

bor ohydrl de.djoa& ﬁ'&% aydﬁ'&. gt ﬁy$ hloric acid.

55 M f) 12Gtef sxdndtion (@ cdknplet( 4hemah k axalts Bedydfiinvdaey. ThBresxdmayano - phenyl )
Sopr

@Eﬁyned l% fglntl mgtg alkalmegv A5(4 -
?3 UIﬁ at mon % tract oro n
et hoxycar b@ ed %1 eva in va vap atlon 552 mP ﬁlﬁed am no - 60
u

et hanol . Mvﬂ'a,slllz # gl 4blumn (elu?ant chloroform/methanol 2:1). After evaporatlon, the 1,563,679

Exagq)l e 2es1duewas( dlssolvectlh@ mi pisithe/sodution obtaingd wasimixedvith ethereget hy| - phenyl )
ert h@{%l‘ flonis °]§'l‘°§°5'b§“3’éﬂ‘m¥ﬂ’6hﬁ°ﬁ’€ ety abersth dr o se into

a boiling S0 5am ) Nl

t hoxycar bonyIAamomsl -thE 82{1%;% ingaa@ipoius wereprepara®®0 n of chl or of orm

e _

5 wheiseupor(a)h r(ﬁbptbmyearh Ybﬂums %a@ﬂ@byﬂ-mﬂmwme b- oyl 1Hn obt.ai ned,

contarni ng 4- di br ono--3' - et hyl acet ophenc?ﬁe was

m xed with @y16 @ aﬂoxm&songlumzbamE&moAfstmorbeBhem Dg- kéPropyh- M nutes the
resul tant soI aminor etmdtlardmclrlgnde

4' - et hpxyce - 10

ani no- acet gggig _,et&ﬁ‘é@ n-rél gdbﬁmﬁw §6&8‘.’r°Tﬂ °“?'lg's¥ bltﬁg'%\‘)\ﬂg' di sl ved in
50 M 10 of IVMEp.5 2970119 siidn)at er . Reduction was effected by

addi tion t Héx ét-d4ofet@xswhmv1@mmof- 33- Buoge ephawlli- 2m teoibotylachinode in 20 nl  of
wat er?y\nth Si l&ﬂﬂ'ﬁust ment of the pH to between 6 and 8n§¥hadd|t|on

of dilute drlo &hdx ca%Unﬁami%Bt@‘rcfa‘ﬁGUﬁh&B}o"Vﬁﬁen?l?”?lﬁh%utyi he anol was
distilled off ammoveecluﬂol h}’;hﬁ:clileﬁdedue - obtai ne was m xed w th water
and t he resHI M}P&l COMPOiEQd al kal i ne b¥
et oxycar onylammo 3 - nitro - phenyl) tert butyl - ammo “
40 ethanol ‘hydrochloride. _ _ _ 40
M.p.: 189—190°C (decomposxtlon) '
(8) 1-(4 - ethoxycarbonylamino - 3 - fluoro - 5 - iodo - phenyl) 2 cyclopropyl-
amino - ethanol,
M.p.: 127—130°C.
?3 fluoro - 5 - iodo - 4 - (3 - methylureido) - phenyl] 2 - tert.butylamino - 45
ethanol hydrochlorlde
M.p.: sintering from 115°C (amorphous substance)
- Mass-spectrum (C, H,,N,0,FI) _
"~ ' Molpeak of the base: i*'ound 409 Calcul 409.25..
50 (i 1-[3-fluoro-5-iodo -4 -(3- methylureido) - phenyl] 2- cylopropylammo- 50
- ethanol hydrochloride. :
Mp 167—170°C.-
G) 1-(3-cyano-5-fluoro-4- 1sobutyloxycarbonylammo phenyl) 2 tert. -
_ : butylammo _ethanol hydrochloride,” -
55 M.p.: 189—191°C. 55
(k) 1 - (4 - benzyloxycarbonylamino - 3 - fluoro 5 - iodo - phenyl) - 2 - cyclo -
propylamino - ethanol.
M.p.: 135—137°C.
. () 1-(3-fluoro-4- 1sobutyloxycarbonylammo 5 - jodo - phenyl) 2 - cyclo -
60 propylamino - ethanol. , 60
- M.p.: 126—128°C, o
(m)1-(4- ethoxycarbonylammo 3 - cyano - phenyl) 2- 1sopropyl amino -
ethanol.
M.p.: ll2_—ll_5°C

.45 (h) 1



addition of |iquid ammonia and extracted with chloroform The organic phase
was separated, dried and evaporated in vacuo. The evaporation residue was

purified over a silli eluant: chloroform nethanol 2:1). After
evapor.ati on, the residue was dissolved in ethanol and the solution obtained .
was m xed s th ethereal 20 ‘hydrochloric acid to yield

1-(4-eth r bonyl am no- 5- br ono- 3- net hyl - phenyl )- 20 \.,/\

2-tert. bullyt/am no- et hanol hydrochl ori de. M p.: 212-[err] [deconp05| ti on)
Anal ogously to Exanple 2 the foll ow ng corg)ounds were prepared: (a) | (ggé
- et hoxycar b0ﬁ¥Lam no-= 3.=_chloro. -..G &?lmr anet h\/l -'-- thn\ll ) 2 -
tert.butyl am no - et)hanoll ethoxycarbonylammo 3-Z Gyano - phenyl) - 2 tert.butyl - ammo5 M p.

168- 170C (deconposi’ t|?\3 % - *(4 -~ et hoxycar bonyl aino - 3 - ‘brono - 5
- fluoro - phenyl) th d h ride. Mp.:
180-[err]. 305 E"? thanoL 6et hcsxy arL ‘]’F“’?% n&gﬁ)yushy E)%Cb & T g0 ~¢ ), uor o
- phenyl) - 2 - tert Ml.;t.'yIOS—ll(BO(da‘lfbmposttloﬁI.hanOI hydrochl oride. Mp

197-[err] (deconposi. %jg ‘é‘g ( 10l (pé)"z }&{i?onyl amno - 3 = fluoro -
phenyl) - 2 - tert.b butygt < -%/. gﬂlcn(ﬁé used as a start p .
235-[err]. 10 - material was prepared by reactlon of 4’-phenoxycarbonylammo-2-btomo—3é«%

(4 - ethoxycar bonyhampnehone Rith teryButYlamin® at rof)inugﬁlﬁeratuﬁheny

tert.butyl - amno - et hanol hydroch[orl de Mp 198 [err] :
deconposition ho & no, - : - 2
ert butyl - a {R%b‘“s alning by o -%%'rg[,o" BPERFB e f}uoro-vheﬁvl)-Z- e

40 M p.: 189- [err] ( eco %nsnll Q'eth (4 - et hoxycarbonyl’ am no -3 -
fluoro - 5 - 150do :- pbéydsition: : 2 = cycl opropyl - am no - ethanol M p.
127-[err]. 45 (h) T‘_"['B_fluoro- 5 --iodo - -(3--- rrethylureldo)15
phenyl | - 2 - tert. butyl-anlrablet conBinst hanol -hydr, Oﬂhl ori de Mp.: sintering
from [err] (anmorphous subst?Sfed)sraiest - spectrum ([err]) ’ﬁ&ak of t he base:
Found: 409. Calcul.: 409.25 ég (1) f3 - qu0r0824§ i odo -4 - (3
- met hyl ureido) - phenyl] 5 yI opr opyI am no - 50 ethaﬁ%l :
hydrochl oride. Mp.: 167- [q:bra]ostarah 1 - (3 - cyano - -33b¢mgro -4 -
i sobut yl oxycgiobonyl am no - phenyl) - 2 - tert. - butylanmino - et hanol
hydrochl orid mobvmylm@h['@ﬂer] S0 400mg . -
55 (k) I - (4 - benzyl oxycar bon - fluoro - 5 |odo -~ phenyl) - -
2 - cyclo - propylam no - é’fﬁq %‘ E%fag ' 135 [err] (4 20&0 (3.- fluoro - 4
- 1sobutyl oxycarbonylam no - 5 - |odo - phenyl) 2 - lg(y@d ﬂs 60
propyl am ho - et hanol'_. T —_— 60
Mp.: 126-[err]. (in) d f (4 - et hoxycar bonyl amno - 3 - cyano - phenyl)
- . - od 0, n.
i 56|3$g$r90py| anMﬂb The gxﬁﬁgﬁedmnt a%d polyvmyhgyrro Aone were8d1ssolved in ethanol ‘A
' ' 25 mixture of the lactose and potato starch was homogeneously moistened with the 25
active ingredient solution and granulated through a screen of 1.5. mm mesh size.
The granulaté was dried at 50°C and passed through a screen of 1.0 ‘mm mesh size.
The granulate thus obtained was mixed with the magneslum stearate and
_compressed to form the tablets _

30 Weight of tablet: . -. 1_20 mg S o
Pnck om0 |
“Example B.. ' :

Coated tablets containing Sy of l-(4-ethoxycarbony1ammo-3-cyano-5-ﬂuoro-
phenyl)-Z-tert butylammo-ethanol hydrochlonde _

35 Composition: SR 35
I | coated tablet core cnntalns : o | .
active ingredient . s '0,005 mg .
lactose . B 82495“‘8
potato starch ..., 33000mg
40 | .polyvinylpyrrolidone | L 4,000 mg o o 40
' magnesium'stéarate - o 0500mg S

120.000 mg



(n) 1 - (4 - ethoxycarbonylam no - 3- cyano - phenyl) - 2 - tert butyl -
am no - ethanol. Mp.: 78--]err]. (o) I - [3 - cyano - 4- (3 -
tert.butylureido) phenyll - 2 - tert.butyl - anino - 5 et hanol .

M p.: 105-1100C (deconposition). Mass-spectrum ([err]) Ml peak of the~base:
Found: 332. Cal cul: 332.45. The 4'-(3- .
- tert. butyl urei do)-2-bronp- 3-cyano- acet ophenone used as a starting ({
"'mat‘e’rr al was prepared by reaction of : o
- pRenoxycar bonyl ani no- 2- br ono- 3' -cyano- 10 acet ophenone with

tert Pul vl anine at roomtenperat ur636¥anmie A Tabhl ets containind [err] of
1- (4- et hoxy aaH@ B prepatadion: 3- Cy.ano- 5- f | uor o- phenyl ) -2- .

tert. butyl am ndhetahghotresyete orpinod aukogoudy to Example. Aconposition: | tablet

‘cont ai ns: act redr ent : 0.01 ng | actose
82.49 ng potato sta"rvcghtopg) 33”_?)6‘%9 20

pol yvi nyl pyrr ol i donePunch: - -4..00 ng 7 mm, arcuate 20 magnesi um
st ear ate d of, pre ar ati og The
st tve o sy Mo S il hard | 2
-m xture of potato arc orrogeneous y rmr stened with

the 25 active ingredient solution and granul ated through a screen of 1.5

~mm nesh size. The grWpightef eoateddablfisied at 50C and"p@&F8ed t hrough a screen of

1.0mm nesh size. The granutate thygmy Ppt(fr ned was m xed with the nagnesi um
toh @-(4-exh

st ear afpe  andGeLiAP cgBcedcdntridi ¥tdibonglAmino-3-cyano-5-fluoro- ght of
. tabl e'?l s phenyf?—g-tert butylamg-;%@qhgydrochlonde . 30 Punch V\Qb

7 mm arcuate g3 “%B Coat ed tabl ets. containing- [err] of

1- (4- et hoxycar %ﬁ-gﬁamﬂo 3-cyano-5-fluoro- phenyt)-2-tert-. 'butyI ammo- et hanol
hydrochl ori de. 35 1 capsule Cemtgpasi tion: . - '

~ 35 | coated tablet castieeingsedientns: actr ve |ngred|°éH@m8

' 0. 005 Iactose @?ggg ngy potato st afch
- 33. 0001% 40 -+ lactose - pol yvi nyI pyrrol i done Eg 8154 000 ny
- 40 magnesi um stear atarn starch 0. SOOn@m&gOOO ng 1,563,679
9 Method of preparation: The tablet cores vverema'red anal ogously to
Exanpl e A. Wi ght of core: .~ 120 mg Punch:
.7 mm arcuate 5 The cores were:covered accor'dr ng to known processes

W th a coat |Mv§f10¢9fw'ep;vta¢wn5 ing essentially of sugar and tal cum The
~fini shéaod cogt ﬁlle d%;’g!“’) gﬁﬁgggﬁ;fg%ﬁ“mr@ﬁﬁﬂ‘%tﬁﬂa gigand gqrn starch 20
' | Capsule welght ” 1200mg

Example D.

Ampoules contammg 10y of l-(4-ethoxycarbonylammo-3-cyano-S-fluoro-phenyl)
2-tert butylammo-et anol hydrochloride.

25 Composition: - ' '25
1 ampoule contains: e
active ingredient -~ 00lmg

S _-_"_cltncamd e . ' 25 ‘m'g_'_" .'

sodxum hydrogen phosphate 75m8 B

30 sodium chloride o | 46 .gng 30
ampoule water ad. 20 ml

Method of preparation:

The active ingredient, buffer substances and sodium chloride were dissolved in
ampoule water and the solution obtained was subsequently filtered sterile. '
35 Filling: in brown ampoules of 2 ml capacity in an mert atmosphere {(N,) 35
Sterilisation: 20 minutes at 120°C,



Wi ght of coated tablets; 200.0 ng Exanple C. 10 Gel ati ne
capsul es containing [err] of 1-(4-ethoxycarbonylam no-3-cyano-5-fluoro- 10
phenyl) 2-t rt.butyl am no-ethanol hydrochl oride. Conposition: | capsule

contains, _active ingredi ent 0.010 nmg 15

| act ose 59. 990ny - 15 corn
starch ' 60. 000 ng 120. 000 Net hod of preparation: . 4
The acti |ngred| ent was intimately mxed with the |actose and corn starc\r'(J\
20 and fjJll ed |nto gelatrne capsul sui t abl e si ze.

20 Capsul e wfergnr q%(”?g]g O—g—Barpte—b- Axmn"'ee w"

cont ai ni ng [err] 4-e hox car bony m poE3- cy.ano- 5- f:l uor o- phenyl ) -

2-tert. butyl ami n g}@ lﬁ :g:h O;aégonylt%lﬁ‘b'éﬁﬁ"?'éﬂmm‘

25 1 anpoul e cont ar ctr ve ngre . 0.01 ng

citric acid Composition: - 2 5 ng sodi im hydr ogen phosphat e .

7.5 ng 30 : de 4.6 ngy

anpoul e vvate? ad. - Lc%?,"?},’mﬁ‘wm%‘{sz 0O mM Method m‘mmgepar ation: é

active ingredient, buffer subst-ances -and sodi um chl oride were di ssol ved i-n

ampoul e wat er and the sol #Hppesitory @m%bsequ filtered sterile.
35 Filling: in brown anﬁﬁlﬂf{fﬁ city ﬁﬁga%“?gnert at nospher e
(N2) 35 Sterilisation: 20°‘mnutes at [err].: = llﬁbOOOmg

1,563,679 Exanple E. Supposr tories containing [err] ef—— -
(4 et hoxycqébony)flr%% 2 3 cyan no-5-fl uoro--phenyl)-2-tert. butyI am no et hﬁ)n ol
hydrochl ori de ﬁ pul rxzed active ingredient wasstirtd@RBSthE f%lYen% ol
5 active ingredi afidss, cooled to 40°C, with the aid of an flnkbtsidiThofopéd@st. AOB2PCH as£e
"Wtepsol" [regi swaérpeurelrmaelehshﬁ:ht]ecwws)mulds 1 699.99 rrg 1 700.-00 ny 10
Met hod of preparation: {gh

10 The finely pulverized ac tv‘gsr a"r“é’& ent was sti rred | tgo t he nol ten

supposi t or y.1¥mass, sg{cool ed to [err] WI tgxle dnlple Bl (lj of an i mersion
honogeni zer. At CR r@yzsmn Brey: Oﬁbwwlheldﬂ)fmul ds
Vi gﬂt of supposr[ t g:g] “‘ylamm"“ a‘“" g‘“ o7 (g ay _

Exanpl e F. Syrup compag,ng, [err] of
1(4-et hoxycar bonyl| anmmo=3=Tyano- 5- f | uor o- phenyl ) 2-tert. butyI am no- et hanol
hydr ochl ori g(e Conposi t i o0 miod sysup eéntaigr up contain: :

active ingredient 0.0001g- . o o, 0 20
" benzoicacid = . ool g _' :: '
 tartaric acid o T O T
sugar B 50.0 g' :
| * ravge dforaa T b PO
25 'food colouring 005 g 25
| distilled waterad. o ____..19_0_.0,_ '_,;n
Method of preparation | - '

About 60 g of distilled water were heated up to 80°C and the benzoic acid,
tartaric acid, active ingredient, food colouring and sugar were " dissolved
30 successively therein. After cooling to room temperature, the.aroma was added and 30
the resultant solutlon was made up to the desired volume, then filtered.



active ingredient™ 0.0001 g

20 - . ana -
20 benzoic acid 0.1 g tartaric acid .

1.0 g srr . , 50.0 g orange aronm (
1.0 g2%- f ood col ouring . 0.05 g P
25=distille ter ad. - 100. 0 m Met hod of preparation:
About/ 60 g oﬁgisti |l ed water were heated1,5¢3,67 [err] and the benzoic aci di
tartaric acid, active ingredient, 1ood co 1§, and sugar were dissolved

30 successi vel y ddifliCiablets bdnbiinia® 25) B 1L@-ckHdRyPaibBitRhiAs-dcPanolsTRioRd- O
was added and 30 the phayl)aat.bagdhminoethansihy orie. t 0 -t he desired vol une,

then filtered. 11 1,563,679
11 Exanple G Coat ed t AOMBPENQNY i o ng [err] of

1- (4- et hoxycar gonyl am rio- 3-c¢ A = :

phenyl)-2-tert ?but yl ami no- et %ag g}gﬁﬁ' Ori de. Conposi b.0z5g 5 }
1 coated tablet contains: ) 5 active

i ngr edi ent lactgsen25 g | act ose 82475mg

82.475 ng potato starch . potato starch ~ 33.000ny Beboovhgy! pyrrolidone
4.000 ng 10 magnesi um st ear ate 0. 500ny

10 120.000 ng Met hod of pr epestyinylpwrrolideas ogously to ExanpP®mg Exanple H.

15 - Ampoul cont ai ning 2 .

1-(4- et.hoxyca?l?onyl am no- 3- c@%‘g{"g{'?fﬁﬁ%- phenyl ) - 15__0_'510_"_15 10
2-tert ;butyl am no-et hanol hydrochl oride. Conposition: [12&0000mg e cont ai ns:
acti%® i ngredi ent 0.02 nmg 20 ——— citric acid
2. % 1 _ Metio o ,gg‘;a%};}ydrogen phosphat e 7.5 ngy

sodi um chl ori de Analogously to Example A4. 6 ng anpoul e water ad. _

2.0 mM Process of preparation: 25 = An%ll:f ously to Exanple D.

25 WHAT VE CLAM 1Sio 1., Co ghtgdz of n‘@% g AL oM henun.
forr] Pt Y By e Ryl sty 1
represents a hydrogen or hal ogen atom or a cyano group; 30 R2

represents a fluorine QP@ﬂSitE’_n'gyano, trifluoronethyl or nitro group or an
al kyl group contai ni ng f-romllmgllg)o-ufle Satlpn atoms;

active ingredient 0.02 mg
20 citric acid : . 25mg 2
sodium hydrogen phosphate 7.5mg
sodium chloride - . . 4.6 mg
ampoule water ad. 2.0ml

Process of preparation:
- 25 Analogously to Example D. 25

WHAT WE CLAIM IS:—
1. Compounds of general formula I,

i OH H
| < ®
R] CH—— CHz-—N
\R4
H\N
v R
Ry—C 2
3 \o
wherein :
30 R, represents a hydrogen or halogen atom or a cyano group; 30

R, represents a fluorine atom, a cyano, trifluoromethy! or nitro group or an
alkyl group containing from 1 to 4 carbon atoms;
R, represents a straight or branched chain alkoxy group containing from 1 to §
carbon atoms, an alkenyloxy group containing from 2 to 5 carbon atoms, an aryloxy
35 group containing from 6 to 10 carbon atoms, an aralkoxy group containing from 7 35
to 11 carbon atoms or an amino group, said amino group being optionally



R3 represents a straight or branched chain al koxy group containing froml
to 5 carbon atons, an al kenyl oxy group containing from2 to 5 carbon atons,
an aryl oxy 35 group containing from6 to 10 carbon atons, an aral koxy

group containing from/ 35 to 11 carbon atonms or an gr_riGLO_group, sai d
am no group being optionally * C L M-S * 1,56

SR b S O ©
l

phenyl) 2-tert. butyl am no- et hanol 3/7roc Of | de lOor\‘po itfon

¢wétled tabl et contains; 1,563 tive
| ngredient .. . OFQaRpléG. | act ose
82.475 ny Cedtéti Qatﬁétﬁrcoﬁtammg 25p of 1{4—%x§)@fbongarpmb-9wm+5pﬂmml i done
4.000 ny 10 phenyl)}-2-tert.butylaminpeeshanet ydroshleeideate 0. 500ny
10 120. 000 ny of preparatiaon: Anal ogously to Exanpl e A Exarrpl e H
15 - Anpo ulc&'{ﬁ AR ning [err] of : __
1- (4- et hoxycar bony l1aj5hia@ tabiet ¥aigings- f | uor o- phenyl) 15 , 5
2-tert. butyl-am no- abﬂn&m;l'edivydr ochlori de.:, Oorrpo@roi.ﬂ% "1 anpoul e cont ai ns:
-~ active |ngred| ent . s 0. 02ng 20 475 m. ing ' citric acid
2.5ngy °t°2'6 sodi um hydrogen phosphate - 7.5 mg sodi um
chloride - - potatostarch . 4.6 g arrpoul e33000mg ad..
- 2.0 mM"' Process of preparatign:. 25 Anal usly to Exarrple D.
25 WHAT VE -CLAIM | golyvinylpyssligeftnds of general FOPMREa 1 - . H [err] (1)
[errlio [err] ngsﬁH}w}g& - [err] rerorsa@ﬁglts a hydrogerm

hal ogen atom or a eyano group; o 30 sents.a fluorine atom
a cyano, trifluoronethyl or ni tro group’ or. anlzﬁgﬂggroup containing froml
to 4.carbon atons; R3. represents a strai ght or branched chain al koxy gr oup
cont ai ni ngﬂjerhgmﬁp,gpgmﬁo,par bon atons, an al kenyl oxy group containing from?2
to 5 carbon ‘ahasisgousdy teaEsampleyA.35 group containing from6 to 10 carbon
atons, an aral koxy group contai fr om. 7 35 -to 1ll-carbon atons or an

am nQqsgr Ou&mp%ﬁi'egccﬂmuﬂ& ﬂik%‘f' @{pg‘igé ﬂHlﬁﬂo]-?‘)‘fc)’aﬂ0'5k ﬂuo%-pl{enylM S 15

: -et

2-tert.butylamino-ethanol hydrochlorlde

- Composition: -
-1 ‘ampoule contains: _ S -
o . activeingredient 002mg =
20 3 ICItﬂCaCId _ .- Coa T 25mg 20
S ) .sodmmhydrogenphosphate R . 1.5 n':'g:_ R '
--sodium chloride B S 46m8
’ _'-:ampoulewaterad B 20ml -

Process ofpreparatian _ L o .
25 -~ Analogously to Example D. o 25

WHAT WE CLAIM IS:— .
1. Compounds of genetal formula I

CH——CHg—N M

- Ra"
wherem

30 - R, represents-a hydrogen or halogen atom or a- cyano group, 30
R2 represents a fluorine atom, a cyano, tnﬂuoromethyl or mtro group or an :
alkyl group containing from 1 to 4 carbon atoms;
R, represents a straight or branched chain alkoxy group containing from 1toS
carbon atoms, an alkenyloxy group containing from 2 to 5 carbon atoms, an aryloxy :
35 group containing from 6 to 10 carbon atoms, an aralkoxy group containing from 7 35
: to 11 carbon atoms or an amino group, said amino group being optionally



12 1,563, 679.
12 substituted by one or two substituents which are straight or branched
chain al kyl groups containing froml -to 5 carbon atons, al kenyl groups

containing from2 to 5 carbon atons, aryl groups containing from 6 to 10
carbon ato or aral kyl groups containing from7 to 11 carbon atons; and 5

yr] represenfs a s’tré ght or branched char n aI koxy group

cont ai ni ng ) Ve
to 5 carbon atons, suaﬂu@e&b%&i%r@wmstﬁmtsa»mme &tmgnt Zr &enoi@d chain slﬂyr car bon
atonms, or, when [ egr psmetplalemefrbm 1aoh yaboydems) nkérpl grgeps cattaining frdm 2RP5 10
represents a fluorjaonoss n(:fg' : l‘toaic '}tﬂ@%f’@'{‘gﬁ l%rartmntafqmsg‘r aglky! groups

redd ﬁ

n
al ternativel ysan af nrlé.m § or ki ghea b&dﬂ&ﬁﬂgi?a(météstcfaﬁioﬂ%m?r 5
branched chai n al kyl =34acig addiﬂbxasamsﬂgrd‘ofom car bon atons, “an al kenyl
group cont ai ni ng frorﬁhﬁoﬂmogidealstgbngqg(t"ﬁm alm DYSsentsa &rmhn%}:rf rom 6
to 10 carbon at Oms rgﬂp c%ﬁht:mlh f@Z@cubon ﬁpﬁl r%ﬂ?_éont fﬁpﬁﬁlﬁoﬁ 11
carbon atonsig 11 carbon atoms, or, when R, re;_)resents

clai m 2. wherei n [ etepesentpy fheing atom of 4 tongeth: bbanmbegﬂo almmmlv&pxy group

contai ning from| 3m®ne i9atienatly Stm‘ted aitr t‘]l’hl' gincally ogen or.
hal ogen at om and %&gﬁﬂ% Ff ‘ﬁf ﬁ;ﬁjﬁs’ ‘#EB ‘x&f?ﬁ"'. ﬁg\ §

-5

10r

nitro group, 18l t ergadp z,@a;im@gnfr 1gcatén araingona stituteq by
an al kyl group cont ai¥i pbrmdmak ctaoneﬂ manlablnrfl ahvzrnts landp esemts] a steq;ghesvent s an

20 isopropyl or tefs § o
tner 3T Fer 11 b EROALE GRS PR RIET 5308 gqri;%{ LA,
an

atonms. 5. 1 20(4 - byEh @lkle@dS dEQﬁa?rﬁthﬁoma to 43 Bdirﬂatom fRLUer&ents ahenyl 30 -

2 - tert. - lsm efmtieri dutyl ‘ppl ddi ti.on-sal.ts- thereof .

25 6.1 - (4 - Et hox “ég agﬁ%rbm  clalp 3 st B, feptraras %‘f?éhﬂ")‘l’- 2 -
tert. - butylam oot JGacBorythaRl 4 | MGr ab L AudrBepRAY - Z- tokt.= (4 -
Et hoxycar bongbani rimtylanﬁne_ e ' and addi on-salﬁ thereeft t . butyl.am no - et hano?®s
and aci d' addi tion salétd- {heks Ylam‘“ sag ‘5'(‘14“9 phepslly e atsSony| ami no

"3 *eyano - pherjis 1"3‘%5:"" I‘“% E'Wﬁﬂﬂfﬁ%‘s cyan %94?. M0 - aachfbtagddi L on
salts thereof. 9. dhunpbanddsidoglditionsdiidhdrévfany of precedi ng clains in
the form of PRysi ol od tal4 yEthoxys atbo amiei 3- eldmtpmyleaﬂt-smpmmlal@omound@

of general forml f”’“"ﬁ%o'ﬁ *"@é‘&':‘f’ Sy SNEL Bl Gl e g ooen' S
an al koxy group COshy&é @Mle aQ1d4ad fg
Conpounds as cl ai rred mnCohpaunﬂslpf érteedl fbﬂmﬂd Itabcdeﬁnedl ml ¢heigh lrwhare;n & cl a| J15

5to 8 as hd@ein rSpreten |8€3th EPQ?‘E@HS fromy dr%' .
T B
clainmed in any of A 2a to 26} al s ere| speci- sclosed in

any one of npl es 12 Cempoundsf 3s chimedid @aim 19ncthérthan Gose/clgimed msmyfobr t h
prepar at i on &5 # fbras kraein perpifically diselased inany 9pe offsamples blatoathi2, whi ¢

conpri ses redUC| n K g I Rt oﬁgﬁﬁt@tﬁn of &n[p%ﬁﬁds of general formula’' I as | (1) _

[err] [err] 45 deﬁuaerh&ldnn[leimdhc e reducing b compélind &F Fdrmaladl,as defi ned
in claiml) whereby the desired 45 conmpognd of formula. 1 is-obtained. ,
45 14. A process as claimed in claim 13 whffrein the r/ed'uctlon is-effected

I n the presence of nethanol, aqueoﬁ ﬁ'o'l—Cl‘at-h-anK, |sopropanqh)

but anol , di et hyl H

L

45 (wherein R,, R,, R, and R, are as defined in elaun l) whereby the desired 45
compound of formula 1 is obtained.
14. A process as claimed in claim 13 wherein the reduction is effected in the
presence of methanol, aqueous methanol, ethanol, isopropanol, butanol, dlethyl
ether, tetrahydrofuran or dioxan as solvent. ' _
30 -15. A process as claimed in claim 13.or claim 14 wherem reduetxon is effected 50 -
by. means of a complex metal hydride.: :
16. A process as claimed in claim 15 wherem the complex metal hydrox1de is
sodium_borohydride or lithium aluminium hydride. -
A7 A process:as: claimed in claim 15-or claim 16 wherem the reductlon is
5 effeeted in.. the - presence: of methanol aqueous methanol dlethyl ether or- 55
o tetrahydrofuran as solvent.. . ;

) act o ad INNANPAREURTN I <oF. °2"" Gompotingsas wcl ai med i ci " s

any whn t hose -
it Lho

—



et her, tetrahydrofuran or dioxan as solvent. 50 15. A process as

claimed in claim13 or claim 14 wherein reduction is effected by neans of a
| ex et i 16. A pr s clainmed in claim15 wherein the

conpl ex netal hydroxide is sodium borohydride or [ithium alum nium hydride.

17. A process as clai rred in claimi15 or claim 16 wherein th'e reduc N S
‘55
“etfer or tetrahydrofuran as sol vent. S

1,563 679 N * 18 18. A p”roc‘ess as, clained in
_ any"" s ; 2 oK of-f-ect-ed erpér at ures of
from - 20 t oceisgas cmxpemggs ofsglaims A tretf Whereit theredigtion isc| ai m 14
e ' et cesﬁt‘l‘l‘?#étf Wﬁ‘? %a%mtétm NdidnSPBE0RY! ate in the
presence Ofy fhedh: s e resen ry or secondary
5 20. 5A prﬂems as c a| rre | aim 19 wherein the al cohol 'S |sospropanol
21. A processla R!P‘&FW(Plﬂﬂne m&i&lﬁli WéFfetl}It ?W‘E@lﬂlg EIpAn dlhe reduction is
ef fected a&ffeﬂﬂ ‘Fﬂ”ﬂ&* 5 Fdodustion 3y 1 ocess as
- clainmed in amp, npr&L-sal d nqm mltaztheraﬁﬁ.wmmte%rmal 10 is
cont |1ﬁuousts)contmumsbroketn vedl bytdndtnllatonon 10

10 23. A pocBsi P g clamdf wherginredpatiofiesfiertsd r educt
effected E : t"rf nsoﬁrgrggelsgnalss
diY Rldiol te@ffwmy nfed

cl ai med i nhy dgbm ne¢ efpla umtpanadxuxﬁ Rirkeg Gickel ob Ragy206attof hydrogen in
t he' léresegfggtggﬂt ?i‘s:m ime #nadﬁ?mféém 4rwh@tce1 the redRgtiasyis cobaly . 15

25. A proc ;! e h reduction is
15 effect eqf@%gdgt%gﬁgggq lpﬁ i a“¥ e?%?lmf # %?, r%wﬂte reéu@ ergs 26. A
process as clai A‘tpebcbssaﬁﬂyim@iﬂmCdlﬁthﬂEonQ:ﬂanﬁG4%ez‘dilﬂeedﬁbﬂ’bntlhﬂ'febtediuctIOn i's

ef f eed aby se’ﬁtlastt‘@ml? ocess as clained in cl®@m13 or
claim 14 vihergr Eju ép‘t £ 5:“““ mé “Eff‘“sr‘i’éscent hydr ogen.

20 28 A pr ocnsa. ce@ @ ¢ ed i’ Slhitd I’Vler mﬁaret.eduetduetrbnl s effected by
szsof aefchtndtaedemmrahies @f dioum-IWGnnoahd bmktlglpomt of thecreaatidn hy dr ochI oric

aC|d 29. ﬂ"‘f@ as .cl a vihgre n the

Fedie on sy (R e A R ST L por e o
t he reactlon 25 m xt ure - A process for the
preparation’ of compounds of - general ormula I as def| ned in claiml which
conpri ses redu0| ng a corrpoungl'of forI |%HL_L_IN,_i o I , [err]
[err] . : : (111) NE£ [err] ferr] (V\he ein [err],[err]
and [err] are as defined ||.n cl al ) vvhereby t he de3| red 30 conmpound of
fornula | ‘i s obtained. Ny 30 31. A

process as clained in (ﬁL.a.ld‘f{fSO V\,hereln the reductlon is effected in the.
presence of ‘net hanol 'aque(%@ et hanol , et hanol , "butanol-- diethyl ether,

t et rahydrof yrar sol ve #_ ‘{3 A a clal d in claim 30
or clsgim 3&3}@&'}; "pfo yﬁda%&aﬁz%ase‘i] B¢ B‘dd%'gp bW E‘H%’ er‘ﬁ cggml ex
metal hydri de3l. A process as claimed in claim 30 wherein the teduction is effected nBt?ne A process as
cI ai med i nprebeacen df 2methanobi aquedus mgtilplhcé,x etirgtoh| butgmbi,i dethtvls ether,
tetrahydrofuran or dioxan as solvent. .
32. A process as claimed in claim 30 or clalm 31 wherein reductlon is effected
35 by means of a'complex metal hydride. - - 35
. 33. A process as claimed in claim 32 wherem the complex metal hydnde is .
sodium borohydride or lithium aluminium hydride.: .
+34, ‘A process as claimed in claim 32 or claim 33 wherem the reductxon is
effected in the ‘presence . of methanol ‘aqueous methanol dlethyl ether or
40 tetrahydrofuran as solvent. 40
35. A process as claimed in any of claims 32 to 34- wherem the reduction is
. effected at temperatures of from -—20°C to the bonlmg pomt of. the reaction
mixture.
© 36. A process as clalmed in any of clalms 32 to 34 wherem the’ teductton is
45 effected at temperatures of from 0 to 50°C. 45
© 37. A process as claimed in claim 30 or clalm 31 wherem reductton is effected
by means of catalytically activated hydrogen. -
- '38. A process as claimed in claim 37 wherein reduct:on is effected by means of
hydrogen in the presence of platinum, palladium, Raney nickel or Raney cobalt.
50 -39, A process as claimed ‘in claim 37 or claim 38 wherein the reductxon is 50
" effected at a hydrogen pressure of from I to 5-atmospheres. :
40. A process as claimed in any of claims 37 to 39 wherein the reductlon is
effected at temperatures of from 0 to 100°C. '
41. A process as claimed in claim 40 wherein the- reductlon 1s effected at _
55 amblent temperatures. 55



sodi um borohydride or lithium alum nium hydride. 34. A process as cl ai ned
in claim32 or claim33 wherein the reduction is effected in the presence
of methanol, 'aqueous net hanol , diethyl ether or 40 tetrahydrofuran as
sol vent . 40 35. A process

as clained in any 34 wherein the reduction is effected at B
t enperat ures of fra ’ m&{:@ﬂ |I|ng poi nt of. the reaction m xture. 36. .

A procesg ad claine m; 32 to 34 wher ei,n t he reduction is. 45 '
ef f ect ed _rrperatures of fromO to [errl
45 37. A 2 : ; : 2im 30 3872 m 31 _wherei n reduction 114&

ef fected by “neans of- ma& afopesseaélkmeaﬁtmyaf 61alint3 B9 kD PewhereiBthe AoMpauma s as
clainmed in clai m JormykeHEbisrprenatrddiyiresstips okd fermpound b formelmiV,of hydrogen in
the presence of platinum palladium Raney ni ckel or Raney-cobalt. 50 - -
39. A process as claimed in claim37 or claim38§ wherein the reduction is
50 effected at a hydrogen pressure of firggm'l "t:o; 5 ghgospheres. 40(IVA
process as clainmed i'n any of clains 37 .togF yherein the reduction is
effected at -tenperatures..of fromO toHJ.QO " A process as.clained in

cl ai m 40 wherein the reductlon |sReff ot'ed '-.55 anbi ent tenperatures.
55 1, 563, 679 SR &\ R 42, A process as clainmed in
any of clainms 37 to 41 vvhereln t he: conpound of “fornul a I'l'l _i's prepared by

reaction of a conp@dersinoR,, RoandRyard as defindddn Flpim 1) ‘with acoyipoy@-of formulRY,
(wherein [err], [err] and[err] are:as: deﬁrned in clalml) wth a corrpound :

of formula V, H5 AN ' Terr] . .
(V) 5 I-?(vvherel n R is as’ defl ned i NNetRyi m 1) 43. A process(vas 5
clained in claim42 wherein the conpound6f formula. ll1 is. prepared in

situ. 44. A process for the preparation 0f physr ol"ogi caIIy ‘conpati bl e aci d

addition 10 sal (wherefn RODEOMSTHEd of cigangr al formila | as defined in claim .
1 which conprises 1G3reawtcmgs elamdpodnuh@fwhﬁmmrtm eontpognd ofdbimuddliiis ci ai m

1 with an appropri®f L SS in ck wherejin -
(e s o Rt ooyl ke ol B b el LA™
citric, tartaric, resdtmgacorﬂpduu formulc] a deﬁﬁed 1Acﬁrnocemsar&spped feadidl N cl aim

44 or claim 45 vvherﬁ m!leéfm Elmed 44t wherpip the| acighid lwmcld@rcd ar e
reacted in substarﬂ :"ﬁ;f;"};‘ “gﬁ?‘the %ngfﬁfg
clainmed in. any offoﬁﬁmns‘:. etaeid ted uss‘t@mu Qﬁblafi unds as
claimed in claim10 48. A/‘pr s@auhed mtm qﬁrokpmb:ttoo% ﬁof qrrpmmds obf
general formla I %?§‘P 02,3 fmeni helpr £ 't% ;Efé
conpatibl e acid ad(ﬂ:hhéd)rh %ﬁiﬁ their g%&&ﬁ\wé dﬁﬁ édﬁ' bed.

20 substantially as herem desenbe A.pr.ocess Or t e preparati @o
of conpounds  of gener‘ﬁlAfpmc tign qf@qmpqundrltésmeral formuylahlbgsidefined _
physi ol ogi cal I'y cdfy 'Fg %‘g& ‘ﬁn ?@‘f’% as’ é‘ﬂi%‘é\s ‘g’sﬁgt“ﬂ‘éraél n o
descri bed in any one 501 & ag in.2fdim 4o Pr ocess.

for the prep2ati csnbsmintnel chemnlsiembehaﬁmmedmlomi nipledl, 10 t@ 5, 2, 2m and 2n.

25.
substantially. as r5 i o cBeF Fle‘!ﬂlﬁu Tlaaditheinf | 5
2m and 2n. 25, 5%1a1$’.§m?ﬁ§%%m@ﬁu'§ ?rﬂ m"grgw neY“zR paﬁggy A&ELCoP S claim

| and their . 52. Compounds as claimed in clarm 10 whenever prepared by a process as S
30 claimed in ‘claim 47 or claim 50. - . .30
53. Pharmaceutical composltrons compnsmg, as actlve mgredlent at least one
compound of formula I as defined in claim:1 or a physiclogically compatible acid
addition salt thereof.in association with a pharmaceutical carrier or excipient: .
54. Compositions as clalmed in clalm 53 in a form sultable for oral, rectal or i
35 parenteral ministration. . = as
-55. Compositions as: clanmed m clalm 53 or. clalm 54 in the form of plam :
tablets coated tablets, ampoules, sprays, suppositories and solutions.
. 56. Compositions as claimed in- any of clalms 53to 55 in the form of dosage
- umts .
40 : :.57. Compositions as. clalmed -in; clalm 56 wherem each dosage umt contams 40
’ from 5 to 100 ug of active 1ngred1ent : '
58. Composmons as: claimed 'in : any of clarms 53 to 57 wherem the actrve
1ngred1ent comprises a compound as-claimed in any of claims 5to 8. -...-:
- 59. Compositions _as -claimed -in- claim 53. wherein the. actwe 1ngred1ent .
45 compnses a compound as claimed in. claim 10, 45
. .60, Pharmaceutical composmons as clalmed in elarm 53 substantlally as herem S
described. :
- 61. Pharmaceutical. composltlons substantlally as herem descnbed in any one
ofExamplesAtoH Syl o



physi ol ogi cal | y conpatible acid addition salts whenever prepared by a
process as clainmed in any: of clains 13 to 46, 48 and 49.. 52. Conpounds as

Q@I_M_J_WWGSS as 30 claimed in
claim 47 or clai m50. 30 53.

afcfr\d/addr tion salt thereof in associati'on w

Phar maceuti cal corrposr tions conprisi ng," aé a ',m mar edr ent, at | easy on
exci p“ent . 54. Conpositions as clar med in clai m53 in a formsurtable for

conpound of fornmula | as-defined in claim1l IIy co a,:]).b e
carrie r

oral, “ldctal or 35 parenter al v%@hﬁ istration

35 55, ~Conpositions as cl-ai med Fomthel Agpliedad, or claim 54 in the formof plain
tablets, coated tablets, anp HKB s?tCQu ppositories and sol utions. 56.
Corrposrtrons as claimed in anyj er§ 8% to0 55 in. the form of dosage
units. 40 57. Conposi tmﬁg 1 imed-in claimb56 wherein each

dosage unit contains 40 from SIIoodohowcng of active ingredient. 58.
Conposi ti ons as cI ai ned—ﬂ—ﬁ—a-ﬁy——ef—a—a-r—ﬂcs—se—{—e—s-?—mherer n the active

i ngredi ent aiw “@m %89 to 8. 59.
Corrposr ti ons as )A?r n mm.,p: I;%{eroeuam active 1 ngr €di ent 45

conprises a corrpound as clainmed in claim 10

45 60. Pharnmaceutical conpositions as clained in cI aim 53 substantially as
herei n described. 61. Pharmaceutical conpositions substantially as herein
described in any one of .Exanples A to H. *» C L MS * 15

1,563, 679 15 For the Applicants, FRANK
B. DEHN & CO., Chartered Pat ent Agents, Inperial House, 15-19 Kingsway,
London, WC. 2. Printed for Her Majesty's Stationery Ofice by the Courier
Press, Leam ngton Spa, 1980. Published by the Patent O fice, 25 Southanpton
Bui | di ngs, London, WC2A | AY, from which copies nay be obtai ned



