].-9-64 Descrl pt i on Th| S i nvent I On reI at es to novel

4—'.;'am_-noal kyl -2(3H) -i ndol ones havi ng anti-hypertensive or anti-angi naI
activity. 5 4- Ami noal kyl - 7- hydr oxy- 2( 3H) - i ndol ones were descri bed i
U.S. Patent” No. 4 314, 944 to have S#.egbgl al effect on certin abngr
condi’ LL,Q,ns of the cardiovascul ar- 595 re specifically, such co
wer e sgzcb*a.p{we a vasodil atation effect on the kidney which is siln
that of~'dopami ne, thereby inducing anti-hypertensive activity due-'t ’
renal dopamT'i'I%\“g‘?'@ma@taF“#FQ Jovetpramigpatiyi2(3ty- F‘G?,'?'E?Péa‘(ﬁg anHBYRertpRsive oF ?“t'cﬂﬁﬁ'ﬁﬂunds B

i's si.ng | aﬂ“&‘ﬁmma Sy b8 B nciBR Wi RS b8! PBBENo. U148

dopam ne:peréficial effe‘c(ty on Zertur)?y agfﬁ.lr,mal conditions of th QJJ §>a st N pe cél&b &4
Dopami ne compouslds Whre@aitl o Kavea SisbﬂiﬁfatldSIEeffebtnﬁtthd]t‘Brﬁv hieh islsintifapio @ieit at ddpérhias, t he
7-hydr oxyhigﬁluu'pﬂuemg tritehvoertepsivaadtiviyf[du@® the tehal dopaminpraiedctivitynce i s necessary
for the g?‘%@t“fec?f?"ég\'é?fﬁf‘é°’f'm{‘dsd‘f simiap i ihat af the el ipewn qardiavaseulpr agent
substltue'?ﬁy f"hc PETUPt i ng conpounds woul d not be expected to have

cardi ovascul ar activityCEur@HBgoti#s edl y, the indol onEBgofipoNfigs of this

i nvention have benefi ci cardiovascul ar activity degpite the |lack of the
suppo?edl y essenti al ‘oXy lgroup. In additio ot having a catechol

or cafechol - mi mi cki ng ot hese i ndol ones be subject to
tachyphylaxis and are b ¥4bsorbed 30 orally Wfen conpared with the -
7- hydroxy conpounds. Thedconpounds of this inventidi are illustrated by the
foll OWI ng structural formula: [err] 40 in which Ris, each, hydrogen, loewer
al k2. benzyl.,. -allyl ...phenethyl..or..4-hydroxyphenet hyl.; - 45....cc..-[.8F L] OF s wonse
. [err] are, each hyHr%g@ﬂteﬂf- Nowet,33RKIA4 and n depakige OF an acid addition
salt thereof. A subgeneric group of this invention conprises the conpounds

of formul a DPne skillethinate stiittiRedurictorean with apruléciate that rarmomgroup of the compounds of

n- pr offy| -the pited /pfarenefols gecesss feir/stictres, t ahfiepaminee ithous thig kv |
are hydr Oﬁg hie ‘:::;n?nf;:) grlrd %ﬁv veﬂ éﬁdégj bl?rsac%utyt h' S
Inventlorhea;;.ﬁt éhn JAb pegam en@eeb 11 SHROR RE né Haviflg b RatBEHANY - 4-

hydr oxy p hatectidnphinsieRing@audyrb, thes iahauonea ﬁlﬂﬁe SiibjeCtiEtadhy pliyiegis andeieibanacabsdrbeia | | y
accep!oablqallyazmeulcmmdlvmhttm‘l-h\simﬁh@nnoenm "l ower al kyl" used herein and in
the clains [T8e ??E!?ﬁ?"dstih‘sd'ﬂ’ﬁm|aéﬁ"fl!‘§"a‘9‘6b\fWEF‘UG‘@'“%F%?E‘F%H"’BB"’ and strai ght
chain groups of from 1-6 carbons, f)ej;@m)ﬁ n-propyl, for the alkyl in
each R and from 1-4 carbons, prefer yl, for each of [err] and [err]
and [sasrr] are preferably, for ease RQf .preparnitlon, all the sane. The
pharmaceutically acceptable acid ' st s having the utility of the
free bases.of fornula | are part. £ntion. These are prepared by
met hods well known to the art and™8 w-fred with both 60 I norgani c or
organbc acids, for exanple: maleic, fundgic, benzoic, ascorbic, panvic,
succi nic, bisnethylenesalicyclic, net haffe sul fonic, ethane disul fonic,
aceric, olxahlhc propionic, tartaric, salicyclic, citric, gluconic,

~aspartic,” SREALdR, nyB3bdt] folwr atk, %saw Sityl, PORERY! Iomwra%m&ﬁﬂzm c, glutanic,
benzegesul f ANRTer myd[aﬁh Hdrogen di eahmmne, sul furic, cycl ohexyl sul fam c,
phosphori c aked-8 branacid@ddition S’a'he'ierapﬁrohal [ c and, espeC| aI | y, met hane

sul fonic ac g‘u@avq"ss ug ot i V%F'@ﬂr uq :""dsr"f i a s this
i nvention a ‘di HRap: ";ﬁg’ ﬁ?d"?cﬂ‘f W@'S@Pl phPoeRY T El'ﬁ‘ég Y '@TEB 964
Schergg A [ edh), is ethylene (—CHz—CHz—).

Preferred species of this invention are 4-(2-di-n-propylaminoethyi)-2(3H)-indolone and 4-{n-propyl-4-
hydroxyphenethyiammoethyl)-Z(aH)-mdolone or one of their pharmaceutically acceptable, acid addition
saits.

The term “lower alkyl” used herein and in the claims is meant, for convenience, to include branched

58 and straight chain groups of from 1—6 carbons, preferably n-propyl, for the alkyl in each R and from 1—4
carbons, preferably methyl, for each of R', R* and R®. R', R2 and R? are preferably, for ease of preparation,
all the same.

The pharmaceutically acceptable acid addition salts havmg the utility of the free bases of formula 1 are
part of this invention. These are prepared by methods well known to the art and are formed with both

60 inorganic or organic acids, for example: maleic, fumaric, benzoic, ascorbic, pamoic, succinic,
bismethylenesalicyclic, methane sulfonic, ethane disulfonic, acetic, oxalic, propionic, tartaric, salicyclic,
citric, gluconic, aspartic, stearic, paimitic, itaconic, glycolic, p-aminobenzoic, glutamic, benzenesuifonic,
hydrochloric, hydrobromic, sulfuric, cyclohexylsulfamic, phosphoric and nitric acids. The hydrohalic and,
especially, methane sulfonic acid saits are conveniently used.

65 - The compounds of this invention are prepared by the following reaction sequences:
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reactr on ‘sequences of Schernes A and B above, n, [err] and [err]-are-
1 %S descrl bed for 45 formula I'; mis n-1. In sone cases; such as V\/nere'
r].is a primary or secondary ami 601 %aﬁ?t ective group may be present,
-=s.--descr| bed in nore detail bel ow. ?;1 on to the reaction sequences
not ed above, the corrpounds of thj s isehert Pon are pr epared by the reacti
whi ch?are descri-bed in U S. Pate tgf0- 4, 314,244 “wskng, of course, kn
;deshydﬂ'/oxy, or desnet hoxy sti§F zmng Mk erials. In? eparlpg t he present
7-unsubsti tuted i ndol ones h|s r®ite, the 9
isatinsring at colum 2 0 patl&it can [

fpsure to formth

products which nust then t b@r to yi el e yi“ndol ones of this
invention. In:Schene A, theYorrgsponding 7- hydroxy i ndol one starting
rmaterial (1) i's de-hydroxyl amed reacting it wti® at | east a

st oi chicometric quantity of a reactive 5-halo-1-phgnyl-1 Htetrazole, i.e.
t he 5-brono, chloro .or iodo- 1-@1eny| 1H-tetrazol & in the presence of an

-aci d binding agent, such as an al kal ig.j&le2s 55 carbonate, in a suitable
inert solvent, such as aqueous acetone, dinethylfgrmam de or

di met hyd acetam. de. The reaction is carried out at|roomtenperature until
substantially conpl ete. FEBMO0fBE 0 two dayscngly -beN(®gd. |f desired, the
reacti on may be carried g more quickly by 4@ er%}{l ng at a higher
‘tenperature, for exanpl g yCHg [errd The 38 new intefnediate, a o
4- (ami gpal kyl )-7-(1 -phg Htetrazol -5 )nog(SH)-r ndol one, |s 60
‘subj-ect ed. to_hydrogenat | Bw1.0.3pl i-t.the tetraZol-e-6xyi-adot-one-tink.-
Comveni ent | y, catalytic hg rogenati on using @nobl e nmetal catalyst at
nmoder at e pressures of hydrogen and sone heat, such as pall adi um on-
charcogl at [err] for 20 (ppur Sykmder a | ow pr suT*b‘Rbfz hydrogen, is used.
VWhen N(R)2 is a reactive apfrb, te startingkateri (1 ) is used in the
formof an acid additiog CRy an ot herw pétﬁféct ed derivative.
-1f a hydrogenation | abi ctiveagroup §§ent on conpound 1, 65 it
is alsq,split during the letducid on. 3 0 I¥87964% The reactions of
‘Sequence B involve the insertion of the am noal kyl side chain into the
phenyl rin (1 -> 7) fol l o@d by the critical ng closure of the
0-carboxy-nmethyl-mnitro |&;rr$§uate (7). The rrng closure is carried out
by reduction of the intefgnsdnal e’ 2for exarpl &BarMReat al ytic
';_hydrqg€ﬁati on over a noblLe s

suitdbl e solvent, for ex wer +al coHd fiTutje 5 hydrochloric
acid or glacial acetic d ¥02 | ow t 0 noderlg es of hydrogen and
at a tenperature chosen fromthe range of roo erature to 60. The
reacti of proceeds quickly40 conpletion. The @ ro group of conpound 7 i's
reduced first, followed by?ring closure. ed above, this reaction

segyence is ad tabl e to prepare th gg@s oK RYarid AsQRCsdcl Bs dusiribedifoky| .
si dé chain b ﬁ%& Jo‘% °hem°%vﬁaf§g?d%a§a;rr%&wmwigaw.m 8 protectae aredar d
pr ot ethsng ® 23 Wednitba il fabidlde@il Belowl €i m de, tert-boc or pht hallred(g
derivati ve, V\talaahitmsromerreaceoh sebye nsqsa.lnna#bhvﬁ-éb&:‘t%ﬁ%“ds a{%er""rmg(ﬁ ol o

urse
The pht hal ites eastip msomwtwéee%me:ﬁ%: mfﬁ e@g,t?,m‘:ﬁstm 0d

—t

| adi um catal yst in.

e i3 #6ikd, 8 rMbt
hydr azi ne Ifgsmetaxy B%H‘fy ont/Sin Pebcéeaal t&buyém@ag’drmedwtsmm a

[err]-bét, 'ﬁb‘,"fﬁﬂ e e %.Q.riaoraﬁ&toeﬁﬁseﬁbeht,uﬁr oxy group i s present '
as a nmetho V @S &ﬂiw ‘ﬂ%Ycorrleipoh:ﬂng" ehplred 'W'q'els?“"mm razogle ;r? h
as boron t rredetiyit with ableast 8Stibhyein qsmqvmtﬁv‘ééﬁﬂ"‘"’ ﬁ?ﬂ 09 E m rdibi t

of f using cqatom ipdo-1y pre “ 'Ehﬁetrqﬁak itled
product g5 or;i?‘{gﬂramomfg % ﬁ%nﬂgﬁ teﬂrje d@h%%&%fﬁaw colnﬁleiéﬂ?rdra::; 1 tvetdaysonay, be
d.

preferenti ieSiRa/ thél readtion y lbatcaréy mntorueqmlyenppqmna@t %b‘ﬁ?ﬂﬁmﬁ‘t&e’aﬂfe for
fornula I |aamhbq}pt{>wr] is amno or 2 secondar Rdoibdae
N-al kyl at ed rrmjua@msng ey mprraedrat ey "' g‘,o Xeﬁ%g%iq "ﬁi}ﬂ |§i[§z!/&5;enatu;:
ani no, aoe ectedh i\ ¥ gt Yian 1A seif 4{3} ‘S{ thbftnsuuls b gplladign-on-
exanpl e, 'gvéﬁ?bé?,d" ndbr 2 18 p uaarofaqatbgaal ie nged uantl ties under
reduct i on CON@yHeh AIKS, is Hrdsdivertinintithe stagiag mbtptidl (1) nysed o

over a pal | atléraive ammpb@tepmmmrwetbrallfywdresengtfj’eFFbé%P’&‘ggHQQ’F%'ﬁ%’lescf Y de 1:?or m'c
aci d whem RtlSS?'selsH'ﬁFPMgéPﬁ reguctiop: A kyl ati on, such as using an all yI or
benzyl halide in the presence of an acid blnding agent, can be used under
standard nild conditions. Protecting the3ami-do hydrogen in the ring is al so
d during 25 alkylation if necessary as known to the art. Al kyl
tituents at the 1 or 3-positions of the indolone ring are introduced by
the lithio derivatives at the ring position, such as using butyl .




ih?of the I|th40 conpound mnth a Iomer aIkyI hal.i-de, especially gz
_ ‘odi de: The conpounds of this invention have utility, as speciffc
]dopantne agoni sts, in the treatment of disorders of the cardiovascul gr
system especially to treat hyperOeﬁt30a64to treat angi na pectoris, tlo

“treat_ 30 t he synpt ops of congestlve hear Ige Lithid #HtAY BhetiICHA
functi on. Mmsrreacienscaf ﬁF‘E‘&'["F inyqiye @%‘ﬂf{@f thea aﬁylt%m?laﬂﬁ‘rh@matee‘e.pﬁmr@b y
(M}Qx cnsthd a:al\(!ie hvctm%eat Fe‘ﬂﬁa

be sel e Rt QiRtalgst Sn a Guiteblevsolventsioe 14s of
acti gn i drdthid ec.aroeglyﬂapbetnc agid, dopa'm) n@ﬂg’P'e Er{f.%fth (ﬁﬁ\m @%e'gf Qitlee
cal l'ed - n&ommteoarsdbofmemlwmer (ﬂ. ? SEGrs on the synpat heti c

nerve t egfmmm“n " by | ﬂhﬁé BétpoBBds Habieg elrgactive
“pronotin j%h? oaﬁ‘ﬁf ég“f,ﬁh;s e '°" r é"é;s"é btista rlréacﬁ\t;?;wpdmtbv a@c@rqawrotaew g18&nsand

4- (2- ¥ c{‘%ﬂ %,%"gf?tﬁ f {n'ﬁe?ﬁéi‘mer

decr ggsi iRhdidimeb, dazascfaohmalmmsedvab wb\e'e rea - "’ef.l W
certain atanmigmsuearm mmubamtwrwpome"a ple P . ,da |t ear
artery tiggitate. Abémldt(\ﬁ'nslﬂttbb%"}?rﬁaﬁl?@? Wf‘)ge'?('g'f—’t) one hydrochl oride had

an [err] of 72 nM ﬁed %?oﬁwu}{% br@s Wi Mh |a§‘atn’6'§ﬂlod¢gr benzylotyhit ismemoved by a

car di,g- ageel n PBFolridead 4&%mdirdurmcmceg@ﬁw!Qﬁ?t@sa’ﬁd's?i?‘ifft%t
cause ta rdgBnatibeove s palladipmeptalvett i on as did ener
of the 40 Th@ralkwateygrpt%du&tmt)f thisciyagton ey eiersts ulaf’hﬁl %rkam '"Zta%oftz y;%ﬁg}yg -
i nvent i owepanecthv@lm% Qﬁﬁﬁ@ﬁrﬁuf rm Iaesuéﬁ dfvmﬁ@ﬂiﬁ/ emimpiaze r at s
reducgd # em'aercf ?’@g‘gg‘iﬁ% cylbtinusing, for Bidnﬂile ket alaabedecin oeHOe@'['O g%l ood
Pk essur. e 00 hitRahs wuéitastuhdes cas@msé;wes qn 'Q“@S;;h %’a
“hypert. enﬁélhi&udh plaﬂ'dmi atdlﬁseorrsmhraswsnsfovea‘t’e&t/datfe%‘t' a"' psal t

‘hypert ensi WeAkglstiop, suchass q;tvs @n ailyf °’1‘G“ se ° °,r,1 1heo,r aamuaaeddmyb
conpound uskdrundert stapdard M il g '°"§¥ % :@e 'g'd ﬁ:‘for;-ﬁlbélﬁon; piahd indpl@e dngaraDr e
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7-hydro ﬁ%g,?{h%ﬁun-o WGl over Htamdvpmwﬁ“m% a'b\f" Qakinart shi ch

have phar na'made;sﬁ.amrﬁs attMsvmveyltlw h#YPrt't'l“Yreasc"*Q? igrtoe,xarrp e -
r enal va:zttst:hdlauatoathﬁe#’rd'mci’<§i="t“i',i it ﬁ,& yp ,@,nce an | - ang| nal

-activiftym 9 o\ Eﬂ% @gclawwptmpamﬂamlnoethvl)-2(3H)
conventiq %f ﬁ%?? ?f# %w'&f Ye kdm-Wenﬁnaterahgz-m vist ptg‘r:T or.
a_phar NRGg bf: e byeicastogeraideilt raspptera @e g'e ] éleﬂ? ol ohrine
_nont oxi ¢ @h@t-&fﬁd&bﬁ DMP@BEQ“I‘E? sYmPEtHpls ggla Q§ \andd de6rasbinge s
in a mnttb“ehy agqj'fi o7 no qeﬁgﬂﬁg ne dMin Bﬁdrﬁ\ﬁld:atlﬂ souarcanditions.c
activity ﬁ‘/ﬁ‘p [i v n.proBvlaf\iaaaM)wtsm-tmdolgmﬁrmé@ﬂﬂ?f@ﬁ§a%"l I

h pe
contain t lramommeaag aGbbihtie darsdio- mrasaw 8 %P? ﬁ
fromthe é%}dg%ﬁfanabﬁmbt é(lkemhmbvlmathemf a'E; ghémf,e E'E crrg

of ac#a vepriongneutrmousasfuﬁ'h'e °b e t sﬁmneumwe Rer efegpeerd
on the r edpantpragu Y@ﬁ%‘s‘é‘? éjﬁﬁ?@ du .

2 AdTAERE@nalingdertedsive ragfand héh955
PrO} Ot yp gor%"‘j R o@rm Gltihpgbriebaivg| its. X8 1 psaschd 16 Moko £ ¢ 'Wejd‘lfl’y as
on the s p&Gb\, &ﬂtpeatd dafrohstiatey anl esti-ivpertensivioeffegty THis species fFPTT VPP T3 0N,
that s, HaobBgRsm "*ea’“s"““‘?’a"'a"""“’e pypts thende 137 yﬁ%i%& L P oS icary Mithintee
patient. Thdhe hwm@éﬁ i fé\}‘ b "ecg mbalance Santi-angifabr
exanpl e, Eﬂ"ﬂ'ﬂ‘@?"“&'tg@ {szainﬁj Grayca | arepared it obriventiogal rdosags la\"ef°f'%ﬁ:P‘bse
terra alb °§;’,§’ é:?,fg Ao of SR I, o2 phg@Taceup wv aweptd%wlda*‘dd'ﬁﬂbj‘? gehe
‘stearaje ggmé‘,t.@atahﬁaoamlcsl caftioe enl @fach G A = Piateaby: Y ne
for par entuffiant teqodyes the des) ed?e\g T g:ﬂ :uc Lant®ls aéct ddTforxé fange of

gelatin. ca mﬂsesnsvst'?ﬂ‘ta th - b,% "a“a of biaidé méﬁwent.rnsltumsqan dp#ase
del ay mat é L‘;mﬁ a,laaoa potem: Iaf e ba:e| dompcml qestp 'eg ctm
and glsyce Iﬂlen-ﬁi’o viahino-ettiyl)A2(SHlindolopexas “Gﬁai?P a
product s asS.ew,Itﬁeramepfallntirmgﬂ@femavat‘ﬂ“@@se’\ﬁfﬁ'EW“W' @ y met abo " zed
to the actele. pare”t G 0% %%Pp y¥£‘% R 6o URRs fsNr buahﬁléeeuhbnoé suid waliquid.
activity of 50,,,,:5‘ 93 lafba) SUBOS, taangemt.nxagaapqmlacacew ngfium ¢
a Spe(‘sbfl ‘%x id. Exe pt&r%fl i chrrigisdee umr-@aly\eé?r d an p‘ﬁﬁ
can be e .1051 oil drivkater fdr Sofegetatih icabsyjes: S!"E'Pf'WES\e"HF'%‘P’S"f ‘ggjré’;@, ;: @ ! édvaﬁ.l on
i s used, tmaerm\mumpme Mr%'ﬁh Alluigs séﬂﬁ% ol e .aa\d bgegrahalw
capsul e ire WWO@‘P“ il gpgg Vel é’ bro dag he Ui siolpgicas iattbyity obithei n
the fogm df;eégpq ﬂé veii 2% PidSttac &eﬁmeuns spetifisiotatidn.carrier will vary
wi del y but® ﬁe'tdera wll be fromabout 25 ng to about 1 g. If a liquid
c,arrler I's used, the 5 preparatlon W lal be in the formof a syrup,
emul sion, soft gelatin capsule, sterile injectable |iquid such as an anpul
or an aqueous or nonaqueous |iquid suspension for oral adm nistration.
Advant ageousl Y, doses sel ected fromthe dosage un|t ranges gl ven above Wi II
acim ni steredosoyeral tipas. Lsich as. fro D ope to b . oy Tho. o
adDOU




to about.1.0 g, . preferably 200-750 ng for oral admnistration and
ny for parenteral 10 adm nistration. Wen the nethod described
ve.is carried out, D2- agoni st a i_q/'éy s produced. For an average sife.
: n using 4-(2-di-n-propyl am noet yi -i ndol one hydrochl oride as farf
ctive i ngr edivRidtvaridy. b gHafiicoditsi forind ca B \eriidvied. KRS it L5854 VPriddbr dthitoy restal| 1
e sel ect @amihishatioh RRsddMRE Mixed preparation bamibe tabBdd 2Hded iy a bdrd helatio ca:qulema:bwmrof or
‘gach %‘Sagd;tamdtrelm pdilet fgrma i ueebsmrv 00‘!"3!19 fa‘ﬂmfmt@ﬁheeﬁfi 9&rT e?\m?‘ﬁﬁ"f lid
-adni ni st ec¥Heryilbye 'f’?' 1mfef§te'w§' uf 35 mg to aboy 53 m;“] e%ggggﬂ@%
it b u sno oft mca sule, sterile’inje
are defi ogERET ALl AL LY gspgr,gm bl el
"-'Of this inv 4 HérR the AbRgé @irargbghon agvbeﬁll béadministetsdIevatfal

“these ex aWﬁJeQSudM l‘rorb@nObV’hOMﬁest a)dat/hme dailyldbdagenigimen isiseleagd fronthe rapgecof by
A mxture 50fmg3to4!bo 1 Qg,a@efmqw 59 mg for oral administration and 50—500 mg for parenteral

ce
4 (2-dfe- n_aﬁl,'n ver g f& %gboz; qu] %gglﬂﬁsﬂﬁp’rhé té-%m%g a& Gn Of
“di methyl f g o °{§)ch ol rh @ €,
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et hanol - é'éiﬁlf“’:’?lg‘?rd' ?Eﬁ'ﬁpﬁvtjﬁ"%?ﬁ%l% tigradh- Otheeypriptions of fese °é‘21 PR kg ovio
“conpl et e. tBAge skille §2% cooling the reaction mixture in an |ce bath, the
sinorgani c salts vvere renmoved by filtr aExarogle and washed with acetone The
‘conbi ned fi | Ar ewb@se i 844 @1 dD6] marhales) j of W-prdmemme@h\dﬂdwd?t lons -
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'reaction rthorbugh(ywimsrotfgldclataced aclhrTb t'lat wesrondentiated ip Yalc{"ef*‘e M

catal yot RO e ey e ST A g e
.:concent rattgg ’Pa’eﬁé’%}; i,‘ dgfﬂﬂ Y. h%‘%b &n 5 m,mmm
‘an ﬂﬁ@dm Btﬁér ﬂﬁ'c hé&fﬂrﬁaﬁﬂ eftbact W badinaentd o m sﬁmtai‘bd Bhihe, dried

- hydr oc hI ordver MVdioustdiﬁgnéﬁng&ﬁHlfﬁte.{lﬁﬂﬁ@i u&sctﬁsparteﬁaed with dthemlrhaﬁpm Qb!?eée Widt h

vaparate ne 1 (pale
éN\Sﬁz\nd[ (r)]chd q&;ﬁg‘ﬁ@l ¢1!hl_l %@nﬁ?heyﬁtgp 19ive zf% éﬁizza ?tw %ﬁmﬁ 1y (_:Q‘HAHL% y: 120 _
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sul fate, cloems suttess the méthariesuifonsd, sthanediaulfordatesuifateerisulfamete salihvderehineaiineats ¢fe
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crystal®ine solid; 4-(2-di-n-propyl aggap,ggtzhyl )-2(3H) -i ndol one
hydr ochl or i de,miRake oY 24,64 lol1dErhbigNdf 3-eiyidafitrdphienyfacdlio beidanai2s Bd df eHidngl chioriddwasas
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r ecoves ed SRR G me&rﬁ el hn-brBovldinoS IR FEAN Setic hekiOt 3
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et hyl - 6- (pResslire nved I5GHouaNTHeCmtalyyd Was diltared,rvasheenwithpathanvia bred thé\fitratecbvéroeated tp
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ewer ium-o Thewar
(16,9 rmu fhtbra. ’M WWﬁﬁ" BTi0G. A Hecfl@a(fi
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Ex arrpl e olA g I-g T{;lcby g:v’mq?fto give, upon concentration and cooling; 4-
4- (2- ani 2'd" Rd b v 61:’6 i3 "TW& "hydr obrom de, 200 cc 35 of

di et hyIforrram de, 1 86 g (10 3 mol q&;mg£55 chl oro- 1- phenyl - 1H-tetrazol e,
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ot o S ) i P e R R P
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cl ari f i ed-nbuttrrormyienino-ethwicl- M@p!}?lalﬂ)eubolqoe dvcwpebsd# n vacuo. The

- hydrochloride salt of 4-(2-am noeth - 7-

phenyl - 1H t 8Ly Gty 2 o/ A ¥ din@ Jiyﬂ’s'rﬂ iR b ABE I & Phtbne 200
cc ofesgl ﬂihﬁ@m %rﬁ-(%/tﬁinéard&laﬂl oFlﬁ &ldh%hﬁ:h&br&ﬁrdé—ﬂ(gkamplﬂgrves

pal | adi um on-carbon at noderate pressure or 20 hours at 50. The warm

‘reaction mxture is filtered. The catg yst is washed thoroughly w th hot
. acetic acid. After the filtrate is concentrated in vacuo, the residue is
..stripped several tinmes fromdilute hydrochloric acid and crystallized from
_.ethanol to give 4-(2-aninoethyl)-2(3H) -indol one hydrochl oride.




_;arrple 4 A mxture of 0.5 g of 4-(2-am noethyl)-2(3H)-indolone- . -
rochl ori de, prepared as in Exanple 3,2.2 g of isobutyral dehyde, 0.3 g of
pal | adi.um on- char coal and_75 n g @h acetic acid is hydrogenated
moder at'e .pressure of hydrogen for g ours The catal yst is separated b
It rat | o;-‘;?diuhethmghmk;lmvgzg-(rgnglgHsﬁrazol'éﬁloeiv)-mﬂélnmmaggg%?%dher'd then, 4-(3-
quoJ - wa Minppp findglope, ﬂ?&éﬁ‘ﬁe%
®n cof“ﬁ meg bk “"%’gg" - §%ﬂﬁ'§a3ﬁf"cyh7 YEroxY i’g'lﬂ o 8rh syehromids &Y 11"(5’ "’gf;#mmo
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_"_J:ydrobrornpdsayr-zﬁﬂamﬂblensﬁm fachloride. A m xture of 0.

- (2-am noet hyl ) -2(3H)-i ndol one, 0 23 g of 4 benzyl oxyphenyl acet-al dehyde,

% 25 g of 10 al l O r t\rrvﬂo n?Jle gtuRl o'f 3l nﬁ&emtﬁd
50 #. s eau.'{ e ﬁﬁg ﬂﬁ*"rﬁ"ﬂ&% 3 35'{; fmé' ol Sovork AL kil

sfiltrati Oﬁvap dni‘% idué ik Sldép¥nTedih KaN FRGHiIRLRGE Jxﬁa&jd‘vmth ethyl acetate The extracts are :

34- [ 2- (4 hydsted,yipbe srel dryporatai T ivg 4-gitdliythrin@qtiHp(3Hirinkiplaos Ihimsnaterel (1 gld$ dissolvedrhi s -

‘base in alrcesharietharol ppdsisqated withimrethenesulfenicsagidge give theaneshene sufapate sa; ‘dF"tgobegM/e
‘the ma,tshaHé’é‘lﬂer%Y‘Féf"é"bQ%HV'P’“'“Bt?BH"'“dm“Repeat| ng this reaction with

‘4-n- propyl am noet hyl - 7- hydr oxy- 2( 3H) - e and butyral dehyde gives
4-n-butyl - n- Mwwbﬁa&dwdremhﬁkwlc)hyww {raijeh whsnzkated Mith 2.y dé .8 Ininaidsias 2.4 M
Exanpl e 6 n$ut¥8|ithil.lmtm hexaile @Il qnfby 0.49 g (1.5 mmoles) of 4-di-n-propylaminoethyl-7-methoxy-2(3H)-

| 4- (3- dj medngplonniys hle@ﬂag B enryeles) ofiy NN PEAREHIPHY SRR URT R Gag uglution
Pat. ent 658 Tll'lféi?r:a ib oled in a ropano] bath and treated with 1.5 mmoles of

|45 (2-dis NiddomMBKhrid!Th Af?e? aﬁ&ﬁﬁh;ﬁfo%h%rioﬂﬂmtw&e BytH fnabrentolvéticanid Btifring < -

Exarrpl e 1 contivas ﬁr 2 honﬂs ]]1:8 nidxidre was quenched in 20 cc of saturated ammonium chloride solution,

4- ( 3- di_netdigtécawitinethyl othel. )The ofganie layerywas ispragateda The "3'93' 'F‘@?ﬂ}:f gqif Tagﬁ%

hydr ocfil or“\‘"ﬁﬁ:"’ﬂ EPm‘I"FférF"e‘!le’(‘B""s MNerRtoRSANURIRT, B HREHSy PUieRs, SN FESR" as

wel | as th hébh detrsiéd § mafrd R 56% SlaRio ﬁigﬁﬁﬁanmmm@ﬂf di- and
4-n- prOpY':ﬁdﬁbMﬁ thM OXier Al -waadebrraﬂuﬁedw;bdg 69Yin€e of) 8,8 @Bnethyl-d-di-n-
4- n- pr opy |pedpyiaminoebry (am)rmhblome.e ydr ochl or| de. 5 Subst itutin

4-di me®hy| anrrmappte |-arwd m?fﬁ isedhen o f the crud
Sl ecé‘rﬁ”i AR S

4- Am noet Wéth;? a -[’7654? névé‘ed REREAE ~obrla dt-éwthm 6 16Haur ‘TeifdviB b 3 Of
all'yl brormoae rigératue€] WitkrddceriiigsupQds dedctilesd| W diararepyiamimoetbwi7omathaxy-B-enethiyk h
mld Heeat ﬂaﬂr-rngdmuts fecnversd. Tiscis ftreated it boriow tribremite; apd, shepy Frehiqfo-1-phenyl-1H-
resi due i detseelptorined-di-n-prryi@pinosthi3melylfidt indolans vdeckleridRi t h et hyl acetate.
The extracts are washed, dried and evaggratgd to give
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et ed il T %rssgrved oS E i Vel B, R g R
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fol | ongd by rROg Ec04F oI @ene,MBB35 § \(0.268 ninatd) loOpotasBiUBH) -
I ndol one hgéib’oﬁé!bhlﬁl’ 23Mgamm20no%49f ®pyiths4-methoxybhenethylamine. This solution was stirred.
N,N, N , N -Tris mmaw W'% hleacrdrtamo EmetpepRape VIR Udts ProRipry! Hodiggfolitwssn
of t he sal ¥ ene |o:: n&i rgaé a&‘a e 'dropWWike. 'ﬁﬁg%lﬂgre'vﬂs Qnggrrolfsly stirred.
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portion. Aftehe fi:'ldeﬁé’ weg wh§’lsebh6te@ arldcthd auueohe misturel Wesextradwl mmttuumsﬂ\e cemiiesy

and stirri mgrem&)h;v?ffrmrweld drieq oger m?}rt‘qggﬁ"ftl;gvéfatmaﬂé lﬂF‘tEe‘Wch @g‘. ‘33}??6“'&’8“6\“’ e
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| ayer yas s ?eléii e R R0 eﬁ“ﬁ ¢t 5eﬁrlg e wa'xsgp ° ext rac 3 pg%ar\mg
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met at g otarie_in te ra yt?r(gfmg‘ e%quiﬁ gt& wilBbu® hoticeable

3 3-di rret hg,foth Thé realioR IR oxy-2(3H) - "ndol one.

| An ahquot was removed, drluted wnth methanol (gaseous evolutlon) and boiled to a small volume. TLC

: (chioroform/methanol): starting material rf = .80—.90; trace .70; reaction mixture rf = .40—.50, minor .90.

GLC indicated no starting material present.
65 The majority of the solvent was then removed in vacuo and the flask was cooled in an ice bath. About
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N- n- pr opy,beu%%meblb fieéd Yol DOULTS. m.eruss so ution was stirred. This am ne
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oi I, §1 o b Jhe. gm ong%lle%:%ﬁg in an er s I Or{h ’\/B!Eeg I’ al dlsso§ved in Eﬁjteat .
[err]/ 1. Seam s

dg-chl h kdAded o
resunmed. éwul Tie e@rﬂ«&ton%r&e EndBEmethy la'le ch&r Fri&Ver ﬁarﬂed andldfed. TLC TLC
(chl or of oinditatest 4wyt codrpdjenorr thdrmsiiedrmnenvIIacamtamdnThe lsélumn vfasfllteén theo thetfiltiage t 0
ni nhy¥r i n""“'(ﬁ@“f‘ﬁ"ﬁ Egc%%a"vfﬂ%)t rzﬁgs&erred Fr a({ﬁm@ 3 o Froz%% ion
2,8.96 g e qgﬁ ﬁz,n;m
- pr opyT - Mdiraes m&pheae él :»Eaanét&rma A henes o

The catalytic reduction proceeded sluggishly, requmng isolation of partly reduced matenal and further
65 reduction with fresh 5% palladium catalyst in ethanol acidified with hydrochloric acid. Ultimately, this
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3 peck flask. was dr|ed .and purged with dry nitrogen. To this was .-

d about 10 cc of ether and 1.1 g (28 mml es) of potassiumnetal in

.ge chunks. The mixture was sti rrsd,I éS To this was added a m xture

8.3 cc of .absolute et hanol " and 697138 8¥4cther. The addition was

0 rrpa.nl Er@adiidh MiktuPeRdshestsa toAb-laRd, sr%ke'i uREYH rfoderdd BidrbdeR plessatd ¥or seViddl hawlsl This
Q ut i layer ste@naogriphitiahylysis (St gsl. GFTUstg ehinairmvoethotdh3ist) indicared @i esfew
0 rﬂ'?ﬂjlt‘-'esvaetfor@tiql rThese em#epemien vtctneme?sre?hvamr?@ B @hsili®jgst §pm

8 cc, Z‘Qd tha;\;ﬁ %ﬁ éﬂlee erg j irad yt ggjag‘?g?? /
aht 1y dEngs! egmm e ol orbé'o"rwﬁ’foé' SJVE "’?ﬁg% t1o 5

i he ami ne d& tgese rils aﬁcbtdéedndr rhcavstsrhieg fomodtetdhitriiofo ghiehey gW&Sp
.-;added por t1|5@rnw8§ ef #mwepmw-ﬂwreethq;vmwtwmmeﬂw&%ﬁ)l qeee col or. The

:sol ut g 257 melen! gs mipxg W't% 1) h gb fiep stigting
TR W e i b e A @Wﬁ'ﬁa = RECeRiRIELP o

was stirred afdr 4qnaratmuwm FonBand doh&ni@idn tH Vablfothuttidabh, WalgPbf AROCbrégy)-NAd
‘extract ed hmuubh;peédtmw-zIhmoantlr-aram-.m;awedi omidé wadobitaieed. THCilios gélGF/R".Eloro

sol uti on vfarsn/faetuwf ﬂd) tsne-naquwaisf+ai§eqeactl¢mp-9d@ads=eéﬁ aecd/atawzedrviekt%%sgep‘en ate
from tHE ARyeredpd 'Il'( of th HLJ.Q0 has g |0 case the
e hal in ether/chloroto m/a us sodium,carbonate and
oi I cont a'.&%oh‘ﬁfm a'r convﬁnﬁa hﬁﬂﬁ %ﬁgHﬁa Mﬁrogllllcr)c aéfd aits by
di | ut ed V\nrt;JtquﬁmihCan@‘xce%Q%e‘i cldlmt mso ution and stirred for one
ihour. The solution was extracted with et her and then, acidified with 10%
hydrocﬁ‘forrc crd Was extracted W t h chIoroform

. d ori f
T H;gfg:ttfgﬁ tt‘?t‘ta%n gg%gm:r Blptrm e
traces recrystallrzed reference material, rf = .55-.60. -
Concen€5r atqlaynﬂonthc&ewctlmm NQBAECH PE BR MiLhi) NGSE t he sol ution was
primarily co centrated upder a stream of nitrogen. Final
concentrati ofi ﬁ??"\?ﬁ't’l‘f %ﬁucaurﬂgﬁfnugol ored foam The foamwas triturated
Iwth ether and filtered to give 5. yofn@ytf powder. Trituration of a _
smal | @ortion with ethyl acetate gavj 3 cryStals, mp. 175 (d). The 5.5 g
powder and 5.25 g powder (from anotRer géati on) were conbi ned, and
triturated with boiling ethyl ace ) . There was sone bl acki sh
jgunmy material whcih remai ned int e sol ution was -decanted and
concendsrated to 100 cc, then chill® OoNive a solid precipitate which was
filtered and washed with col d et hyl acetlat e. Upon exposure to suction
ffiltration t_lhe crystals sIovay dar kened from 40 a-light tan to a brown.

The rraterral"ﬂ, ge bep: \GEdefvi SMASyiRkpRertdiyl: N MEt hyl ene
Chi o Lo andey bl oo ce gﬁuﬁ%ﬁsﬁwﬁ?&e@u&e dcfd aliilorsSait tiddodt i On Of
a smal | al i gedthewbrhpoued Ioteﬂangan\ﬁe which IR, R2@hd Rtéale biydrsden) s is 22mdaN(R)a fsgaaiing diad-€,

t he rraterrpaq'PY U‘m?e'deON'e bytyiginoLr incfrhydrosphenetiviemine. porti on was heated at
[erf] in VR’? ne BImREHR #{Gigim 1 being 4-(2-di-nrprapyiarpinrety I’rﬁ?g’r"f‘%‘t'm\ﬁa&a’t?cfdtﬂﬂi"él?'éﬁ" _
Mith esher T@ @b \éﬁn;lo'ugthef R VBeifig x-&tﬁk-%rop%r‘\moém&ﬂ@fn&olsm dsAhddelblale: €5
ipresent. Thespmédanpouid dikiain 1 08iRg &2 di-tHprop@aiMo@hyne2(3h)-Bidoigne dRciferidel | al  was
i sol ated as ﬁﬁl'é‘e lagreragahbistainel & beind 4-(2cimindetnyb-@lBMkindoldne dr gn/acighadditiorcéalt theTgod
‘pyruvic a%c Fé}‘:'me% ?"'%ﬂl*’é@? %emg\t"i“thV‘é‘W'PF“S'OV'E’E'"Bﬁth‘t)r?é%"l’tl"w'ﬁ’r‘ee‘ﬁa‘f‘ed
20% sqgi u 10 in an ice bath.
Hydroggn perng a?ﬁﬁ%‘fgmr}fwﬁiﬁ%ﬁfgih%ml es) was 50 added with
an exot herm tlmA[oembt}unchaytoeapesat—amﬁaedr-mﬂeyeneme)bsd to 4. The m xture was
tirred. Aft &t Aprogsssfor nigparinith compaend of te fermulst  30% per oxi de was added (9
jmol e? After an additional 30 m nutes dé stirring, the m xture was
acidified with concentrated hydroc FBa g giving initially crystals
whi ch gunmed. The mi xture was extracted w th2anet hyl ene chl oride: The
ext ract was washed with brine, drd . {{ gered. The solution was
Woncer‘rtrated to afoam (4.9 g) a RWith 55 3.2 g from anot her
jpreparation. The conbined fracti oNs tered in an ether slurry. Then,

CR &
the material was dissolved in dilute sodium hydroxide, filtered, and
xtracted with nmethylene chloride-chi or(‘}?orm whi ch tended to form an
mul si on. immdicenul si on broke and the methyl ene chl oride-chloroform | ayer
as s&bar at e§ARdS trdresan: Criselkyinfanevhelh phensthyberd-tydirpehesthyt ¢ he desired
nyl acetic acid. The solution was filtered, then the filtrate 60 was
oncentrated to a foam (4.4 g). The. acefic aci d conmpound (9.9 nmmol es, 4.15
was m xed with 500 ng of 5% pal | adi um on-charcoal and diluted wth 250
of ethanol. To this was added 1.0 cc of 12N hydrochloric acid (12 :
3 es). The m xture was shaken on a Parr hydrogenator under hydrogen
Rrate pressure. The catal ytic reduction proceeded sl uggi.
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tait S e . B R - ER - Fgo AR

sfeduction with fresh 5% pal | adi um cat al yst in et hanot—acidi f+ed W|th ;
%I’OCNOFIC acid. Utimately, this, 0 113 964 Xt ure was
heated to [err] and, shaken under noder at e hydro ’@m@u fH"’several
hour s Thi s | ayer chr omat ogr aphi ¢ anply1s 964si | i cax*g
chl oroef or m net hanol, 4:1) indicated a mxture of tw products was forrreo_l

Thes efvver’éa“ﬁ payrepa atgghto i: f?se'sre Fe"B'G' '?Pé'
e orlof or e N e e Vi ?a;';',,, A e
fracti Onschﬁrcﬂar 4ol 9@@ e:u% Tﬂa?dee.r @m%semfeaanﬁscasdswa cbeacm
conbi ned a&dlgaMel 1@sON damhrrawab naufsolﬁlkms.tﬁedmmdtegrﬁmy Ofreoti )s4z+ss7n 5g)

simlar E‘EGWGISY@PMPPW%‘? !th e’ﬂRfoPG'F 39q76) @2 mbB‘G a#'P’l?rﬂP‘c@Wﬂi%ed

~fraction ere ° '1’ F“é""&"ﬂ P NG - fy (m-p-
ittt SO G

recryst al 43 ngke)(iemth c' of .J&&) ARdr stirring at
4- (N no prrafp.)elforhlhéurmehﬁxqm ehridjdr@atdayd gk with mlondéthmeandidneemmtaluone
(2.0 g, 2a8ip tmblbs vvas m xed vm th 20 cc of 48% h drobrom o aC| d. After

stirring a ATU" £ T"a‘f"ger -
L e e R 4
triturat msysnm(a acetone an concentratlon In vacuo a oarn ?f

of 4-[N-n-p ke iblformed byyatialing/g0D egalf brptiyct B-ethet/chivedf quuébu umadmhataend

hydr obr ori§otptioniam ghetozganisdpyerT |t & comyerteditodes m@#"@%#'f%‘? ggid gnd Mﬂrwetonamﬂ sa'tﬂb‘/l)
starting PRSI YL an gecess ofggch poidipethshchidrefaiet rf = . 55: recrystallized yield
0.95 @ mp. 15 over [err] (d.). Thehase1bS forrred by shaki ng 500 ng of
prpduct I N e{2dfin/PedpyRmiioethill-2(BH)eadbTons BgdrbdilaRidé NS mbEis Aibtkdivaml 200 mgrof facese t he
organi'c lang@me oft magnesium steariated filled intha-haest griatie senisblerand adoinigteted do Ry dndinshbori ¢
achd sal tyPysiensiveiumap petignt Fom A—3KFeg dailyt each acid in ether-chloroform 20
Exapke Whuds o il colel2hAP ¥aR! GOBE BH ok R (Pifloipdal one hydrochl or | de (129

ng) is mxed wth 200 ng of lactose and 2 magi nesi um stearate,

filled into?. aamwurqedfdtelstruﬁaqasfwmﬂand adm ni st ered to an anginal or
hypertensi ve human patient from 1-3 tlrres daily. 25 Clains for the
Contrgcting States: GB BE CH DE FRSFZ "M B2 NL'SE 1. A conpound of the
structural fornmula: [err] each R is hydrogegz [err]-al kyl, benzyl, allyl,
phenet hyl or 4-hydroxyphenet hyl; A4 §r] and [err] are, each,

hydrogen or [err]-alkyl; and n i$ or I___a_? acid addition salt thereof. 2.

The cgnpound of claim1 in which’ gad [efr] are hydrogen, nis 2 and

[err] is ami.no, di-n- propylam no, n-prepyl-n-butylam no or '

n- 4- hydroxyphenet hyl am no. 3. The conpo®nd of claim 1l being

4-(2-di - | am noet h I) 2(3 H) -i ndol one or an acid addition salt

t her eof . 45eac Rlsh rogep, Iyl hepethyi o xyphenethyl

Cotpound A gfwﬁ%ﬁﬁﬁiﬁmﬁﬁﬁ O 0 g o o

hydr ochl or i eethe Gom &d Gfalipﬁ)mbdn@irlzsdl-mpi’ﬁpilab&bélgyl)-2(3H)-|ndolone or an acid addition salt

4 (2 ani riegsedt 1¥‘ -2(3H)-|ndol one or an acid addition salt thereof. 7. The
Yoi712]s Of 2 COACUR % {gﬁ'm 1 being 4-(2-di- n-propylammoethyu -2(3H)-indolone as the free base.

: e'"ﬁwiz SR 5‘1@3%’&&1@'(‘3"#%‘2’.‘*’ EocaTon 34t Wereot

he co
4 (n- propy! gAmp
~addi tion Sathhbh%ﬁ@fnd oBQalm 1 being3-(n rdiﬁlliw yphknettiylanfoethliRR(8M)-iddotont OF an
phar rraceLamd@aﬂltlmsalttt&reoA conmpound of any of clains 1-7 for anti-anginal
use. 0. A ’-‘éﬂ‘m%l %)}gspuawaqeeffca'aﬁel hypertensive use. 11. A
fol

process for dﬁ I: Jjﬁ’gﬂ} 3‘& a{ \gus err] in which: 65
each Ris hYd'AQQ&@ssf ﬁﬁré atidd & ¥dmpddRd &dthe fofthb¥: enet hyl or

4- hydr oxyphenet hyl ;
. 55

poun

(CH,) .~N(R),

R-z
R3 I
N
|
Rl
in which:

65 each R is hydrogen, C,_¢- alkyl benzyl, allyl, phenethyl or 4-hydroxyphenethyi;
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4 reaction mi-xture was - heat.ed. to 50 and shaken under noderate -
gen pressure for several hours. This | ayer nal ysi s

‘ica gel GF using chl oroforrﬂmet hanol , 4:1) mlmm"ﬁmwmuﬂlne of two
"products was , formed. These wer e seré)arat ed by chromat egraphy ¢én 150 g of
silica’ gel 60 mesh usin chlorof or ¥ #hB84  95:5 as the eluent. The
desir&d’ pr qif“ﬁ“an(’f\ﬁ‘sar@ eUJheﬁLdHaert bAEL LAYE akts AHb 1L300rGh a8@ 6ditioR sait AB@ofg@Nien 1f (-1
g on Cuhe@mprisalthesiegslof bither; Combi ned sol uti ons. Rechr onat ogr aphy of fractipns
42-67 (2 5 (f)cyalisingigndar edurtivegongitions @rspbpaund i the fagmulpt h chl or of orm (100%
gave g from conbi ned fractronﬁcéY 19 }R(lo cc each). These two naterials
wer e c6nb| ned and recrystallized f 0?1)1"acet(?mtrrle to give .99 g, (mnp.
156-[err]) ‘of 4-(N-n-propyl-N 4me 08yl ami noet hyl ) - 2(3H)-| ndol one.
The indol one (2.0 g, 2.57 mol es rr?xeonvrth 20 cc of 48% hydrobrom c -
acid. After stirring at 10 refl 03 hours, the mixture was transferred
to a |®8rger. flask with th'e aid of rrethglgﬁl and concentrated in yacuo t

WINC

O i M Sul i i o b i hog
hydroxypﬁqum,aggcmmfwfbm&a( 3H) -i ndol one hydr obrom de was obt ai ned.
TLC si#ica gel G-/ (chloro- foere(EPa NRfl 1): starting material rf = .65;
reaction product rf = .55 recryst B é y?eld 0.95 g, mp. 15 over [err]
(d.). The base is fornmed by shaki pd ZR&f product in
et her/ chl orof orm aqueous sodi um .@ d ~aAd i solation fromthe organic
layer.zolt.j.s..converted.i.0.-t.he.meiheapdsy O c-aci d-and-hydroehl ori-c~acid -~
salts by reaction with an excess ofl eadh acid in ether-chloroform 20
Exanpl e 10 4-1(2-di-n-Propyl am noet r%?r )-té(BH)-r ndol one hydrochl oride (125
mg) 1S Mik@fichl, RNreaR@R M é%fdehﬁ%&?réarﬂmis SthéFehan hydFBgERWith B Factive 8 halb-8-phériyl-| ed
i Nt 0 as hanget@aleaini the pesdgricsllof a nudidatinting sgeer @givetharv-@iphenytiH-tetraz evibghsi ve
human pairidelate, iheomea_ctm saldmgolem qnyer hydrogenglicy qepdifians apthoptinally: faEming gn seidt es:

agiffitignzalt frompythe
n wh ?ﬁm gg et gﬂ; ‘{ 35Ny Bt BBt i orirpffoim T

4- hydex l:oess4 claim 11 i ﬁﬁlE th@%cﬁﬁrd‘l‘ k2) 3 Gsed Qﬁﬁrbpar&ly-d!’ -an) AdbthyN-2(3H)-
_ [err] al lnwbronaacbnracuusd&m’i samtheanf acid addition salt thereof. 2. The

conpound of 14¢ [The mrq99$sn°fv\/r=l¢'uh1 h'can'éie REQ fﬁ;ﬂfr é" d'FQS’gE?n preparp SA-o-psapl4-er r |

i's ani no hyipxyghength @(3 -l "3
n- 4- hyprgg‘yp ‘f aﬂw m W oﬁ% ar m

4-(2-di - n-propyl am noet hy -| ndol one or an acid addition salt

t her eof . c&ﬁnsforthecdnmﬂhusmamimd of claim 1 being

4-(2-di-n- P op | am noet h one t he free base. 5. The
conpoynd of & ‘?°ﬁ?sl°'b‘5?q'?é&1 f"%‘g;' Jn°qqfeosr5'§’ftﬁrﬁffﬂ lf"r‘lyl ) - 2(3H) - i ndol one
hydrochl oride. 6. The conpound of &J @rm(:lmber ng

4-(2; ani noet hyl ) - 2( 3H) - i ndoi one or an"aci d2addi tion salt thereof. 7. The
conpound of claim1 being
4- (n- ropyl 4- hydr oxyphenet hyl ang (33H) - i ndol one or an acid

addi tfon salt thereof. so [ pefid of any of clainms 1-7 for
pharmaceutical use. 9. A conpoundNg of clainms 1-7 for anti-anginal
use. 10. A conpound of any of claims 1- I for anti-hypertensive use. 11. A
procefsqs for reparing a corrpound of thé forml a: [err] in which: 65

each Ris nzyD S Yhenefilil of u-ny@BR/BARINBIYI; O

4- hydr OXyphﬁﬂ}éﬁé%?{ggmré each, @?dliﬁag%:gzﬁv)é _Pgili%ﬁl ]andg {-GHV bmci adgimi“saltltlyeckof)g@nhor
[ err] - al kythpriseswtie stepssof ditlier or an aci d addition salt thereof, which

corrpr | se S t(ﬂbcygltzgp 4nggr redugtiye ponditions a compound of the formula:

to any one of claims 1'to 7

. cnz-coza

60
o NO,
in which n and R are as defined above, optionally alkylating the cyclization product, optionally removing

any protective groups by a method known to the art, and optlonally forming an acid addition salt from the
65  product, or
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cjclizing under reductive conditions a conpound .of the fornula:
n which n and R are as defined above, optionally alkylating the

R OO oAl Y, eaBaRg G D) 3 Scuive rours BY B
duct. or @Ppadiffs tdni@uid STaREXOMWE: Of t he forﬂ’alﬂm H’"ﬂ“" m"Hm\h

r] @and [err] are as defined above and R is other ¢ han mhydf ogen wi
*active 5-hal o-1 -phenyl- 25 1I—I-t(eu£)%z_-fkb)j n the presence of an acid
'ndi nggagent to give the 7-(I-phenyl- t ety azol yl - 5-yl oxy) - indol one,

n, reacting said indol one undepAYys+eseGati on conditions and,
ionally, formng an acid additi § LLROomM t he product. 12. The prock
1™Ns used to prepare

_ cIa|n111 in which the process 0O
n- propyl am noet hyl )- 2(31- 1bg|ndglone or an acid addition salt

30 13. The process of clai® 11 in which the process of (2) is
.sed tO PreREEEn, A, RZma R? 51084 dajihelaBBdvd Biid R is BIREY tRENDY @b gehvith 6 rddctRE Ehbib-2phérnd- t
¥ her eof . ]]H:'-;etfﬁhﬂe prr th@esesem: aflfa;gﬂa;“ mgﬁagdm td"lg"tlt]ﬂwepﬁbgﬁeﬁvl n-'flte(triizwyn-ssylwgd
¥0 preparen 8-t ing sai plo merumm@e 'hWS)an (oRtifnaiiya frsnimg @n @¢id an
aci d addi tap%oﬁs‘gﬁ{i g cy??«h AR el is g 15 O 4-H7¢9 Eringethyl)-
BONDI i SeS Ay ENRbAL R af G40 baWRH scOGHSE, ONE. OF -1 i R A g
phar maceut i Calthyprosesdiciai! €in @A the Brocdek 6¥i(2)% uk&to bdaear@ntmthwgz(sn)aﬁduonﬂ
4. A proceassn aid additiop sati theyedd. corrpound of the structural fornula: 40 [err]

10

145 50 %n whf-cFre eaewswf aifmy gask Al (i ugad, toaprepare inefrevhy |
Lg;xaé;] hyde i’g’ ﬁ%‘w i&%‘ﬂg&{f g.‘haﬁggﬁ snn%%m Js&Z ségﬁfhrgﬂ@ S Habadky

‘of either (1 -cyclizing under reductlve condltlons a conpound of the
formul & 55 [err] in which n and Recape ®Ridefi ned above, optionally

al kyl ating the cyclization product op | onal g,2 renovi ng any protective
groups by a nmethod known to the g re—of ally forming an acid
addition salt fromthe 65 pr od 0 113 964 (2) reacting a
compoun® of the fornula: [err] imycC 7 Teor] and [err] are as defined
above and R is other than hydrogen with lg reactive 5-hal o-1- phenyl
11H-tetrazole in the presence of an acid ®inding agent to give the

i? (1- pheny) which.t etrazol yl - 5-yl oxy) - indol one, then, reacting said indol one
under hgsdrogeatainn@ﬁvdmaadm,@mﬁ, tRAsY), awntphmaiyithhw'bmpﬁ@emw acid 15 addition
salt from t hB' pt s tare, gach ﬁvérommé:s-s-atkfl aridzn i3, an am-t#ﬂdithe saptfbereggnm

1(1) is usctarmaceytieqiy pccenta Zeagiern am, naet h Lone,
A el BT ek ;'ame R R N T R A
of (2) 4dos used to prepare 4-(2-ami noet hyl )-2(3H)-indol one or an acid

jaddi tion Weﬁtamﬁfcﬁ%rdizoertragsséateﬂ_rﬁ dNoEabee ATUQIRLEBE 1 in which the
process of (1) I's used to prepare 4-(n-propyl-4-

NG *1. Eine Verbindung der Strukturformel
45 -
(CH,) .~N(R),
<5
g3
50 =0
N /

I
&l

65 in der die Reste R jeweils Wasserstoffatome, C;_¢-Alkyl-, Benzyl-, Allyl-, Phendthyl- oder 4-
Hydroxyphenéathylgruppen bedeuten; :
R, R? und R® jeweils Wasserstoffatome oder C,_,-Alkylreste darstellen, und
n einen Wert von 1 bis 3 hat,
oder ein Sdureadditionssalz davon.
60 2. Verbindung nach Anspruch 1, in der R', R? und R® Wasserstoffatome bedeuten, n den Wert 2 hat und
N(R), eine Amino-, Di-n-propylamino-, n-PropyI-n-butylammo- oder n-Propyl-4-hydroxyphenéthyl-
'~ aminogruppe bedeutet.
3. Verbindung nach Anspruch 1, namlich 4-(2-Di-n-propylaminoéthyl)-2(3H)-indolon oder ein
Séureadditionssalz davon.
65 4. Verbindung nach Anspruch 1, namlich 4-(2-Di-n-propylaminoéthyi)-2(3H)-indolon als freie Base.
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oe’t' hyI) 2(3H)-| ndol one. or an *a*m—d—addﬁ—r—en—sal_t__
Of 7o 5L LA process for preparing a pharnaceuti sition which

Aprises bringing into associ atian a conpound of I@gﬂf Wu MJ

})N(R)Z[err]rnwhrch 35 ou&meaus hyd ; |, -

ﬁsdﬁglrgﬁfzaglrgytggﬁq egﬁﬁlknso®4 4_3) "_§Eet h err er

ea
h y%ro&t
:a pha g&dh.l cal |y accepta Car r| er. pt gqon odTe nSauread t?%:]sgﬁ?z

ess asc

when used t7ov¢rbuequage-a.a1 Arepuds i tnamncrca}rmrwpsd-ag/déox(/amddthwhmmoathyr;-2(3H)-mdo|on
.propyFan? adg a’#‘#ﬂ@ﬂ one. 40Q Patent ansEruche fur die

Vertr agss % %‘9&@?;? pwcl]_q\:l bis ; z%g \eerwenﬂug aIseanggtelpwqg der
ent d

Strukturfoﬁmﬁne( che 1 bjs 7 zur V.
R 55 i n deni.dedahReciicHdrstpiRmg bihér M&weﬁggadag Hel erwen&n%als A%'hrcmmg(enﬁtzt% -

Al'lyl’®, Phenathyl - oder 4- Hydroxypheni t hyl gruppen bedeuten; R, R2 und R3

jeweils Wasserstof fatonme oder Cl(CHIA-RYRreste darstellen, und n einen Vért

von 1 bis 3 hat, oder ein Saurea ditionssa}z davon. 50 2. Ver bi ndung

nach Anspruch 1,_ in der R, R2 Berstof fat ome bedeuten, n den Wert

2 hat®und N(R)2 ei ne Am no-, : ropyI no-, n-Propyl-n-butylam no- oder

n- Propyl - 4- hydr oxypheni t hyI ' ' =—Bedeut et. 3. Verbindung nach

Anspruch 1, namich.4-(2-D n noat hyl ) - 2(3H) -i ndol on oder ein

Saur eaddi ti onssal z davon. 65 4. Eer bi ndung nach Anspruch 1, namlich

4 (22cD| nydgjropyl am noithyl)-2(3H)-indolon als freie Base. 11 .; . 11
Hydig gﬂ%m i Pl" wassvesoﬁ@tmﬂge«ﬁmmwmmmnyn- RhevisthiylcToder 4-
7-D

%r&ﬁ &iol_% ? ?)Jle{ ﬁ{/??\lkg%%rﬁ)%g’rflt:ﬁ ! Iugﬂ n 8&8’? Wé?’t/ﬁ{)rP I1 nggng

nach AN%@i o "-e
Saureaddhtchemﬁrz davon. 7 ‘Ver bi'ndung nach Anspruch 1, naniich
4- ( n- pr opy{1 Qucligjeterosngen nesioktivery Batlirignageh lainks) VeRfididpg derdeinan 5 oder ein
Si ureaddi ti onssal z davon. 8. Ei ne VerDbi ng nach einemder AnsprCche 1 bis
7 zur pharmazeuti schen Verwendung! CHp) n 2Ver bi ndung nach ei nem der
AnspseOche 1 bis 7 zur Verwendung Anal I kum 10. Ei ne Verbi ndung nach
ei nem der. AnsprCche 1 bis 7 zur rf%2 | s Anti hochdruckmttel. 11.
Verfahren zur Herstel | ung ei ner NG sing der Formel to (C 2)n N( R) 2 15
R ;20 ipg4 ﬁ es V\asser stoff s
BenzyN, g8hdby éhfall an vg Yr eer":d cSI: M§ é’g"%? ) a%en l:‘ll;tel
Ind B e e e v&mmwﬂsm Al res b WAL o R e o
Wert von 1(2bUmsezehainer \epetindueg deFodaitr eaddi t | onssal zes davon, , 25 durch
ent weder (CH,) -N(R) ,
40 Rz
R
. 0 i
~ J
4 OH '1 !

in der n, R', R2 und R® wie vorstehend definiert sind und R eine andere Bedeutung als Wasserstoffatom hat,
mit einem reaktiven 5-Halogen-1-phenyl-1H-tetrazol in Gegenwart eines siurebindenden Mittels zum 7-(1-
Phenyl-1H-tetrazolyl-5-yloxy)-indolon, dann Umsetzen des Indolons unter hydrierenden Bedingungen und
50 gegebenenfalls Herstellen eines Siureadditionssalzes aus dem Produkt.
= 12. Verfahren nach Anspruch 11, wobei das Verfahren gemaR (1) zur Herstellung von 4-(2- Du-n-
Propylaminoéthyl)-2(3H)-indolon oder einem Siureadditionssalz davon benutzt wird.
13. Verfahren nach Anspruch 11, wobei das Verfahren gemaR (2} zur Herstellung von 4-(2-Am|noathyl)-
2(3H)-indolon oder einem Saureaddltlonssalz davon benutzt wird.
55 14. Verfahren nach Anspruch 11, wobei das Verfahren (1) zur Herstellung von 4:(n-Propyl-4-
hydroxyphenathylammoéthyl)-2(3H)-|ndolon oder einem Siureadditionssalz davon benutzt wird.
18. Arzneimittel, enthaltend eine Verbindung nach einem der Anspriiche 1 bis 7 und einem
pharmazeutisch vertraglichen Triger.

60

65




':gl I.si,eren unter 'reduktiven Bedi ngungen ei ner Verbi ndung der For nel
"n-N (R) 2 30 : &CHZ-TOZH 2 2

er -n und R wi e vorstehend _defi ni 6r?1§ig§4 ge l'ier
€l i si erungsproduktes, 35 gegebenenfall s Entfﬂz ﬁﬂmﬂ l er
hut zgr up (Patentafispiilth& e denDéskteagdtant: AR se und gegekenenta el |
f.nes Si ureadditionssalijzes aus, dem Produkt, oder (2) Unsetzen einer
rbi nding def- Vied#hten 2ur firsigliung Ringri¥erbindypg der Formel

45 5 (CH.) -N(R), OH in der n, R, R2 und W e
rstehend definiert sind und R sin 2ahderezBedeutung al s Wasser st of fat om
#at, nit einemreaktiven 5-Hal ogen-{l- phenyl ;g Htetrazol in Gegenwart eines
gaur ebi ndenden Mttels zum 7-(1- Strazolyl -5-yl oxy) -i ndol on,

gann Unsgt zen des | ndol ons unter § C Bedi ngungen und 50
gcgebenenfalls Herstell en sines Satie N-Ti onssal zes aus dem Produkt. - 12.
Yerfahren nach Anspruch 11, wobei das -Vdnfahren gemaB (1) zur Herstellung
yYon 4-(2-Di-n- Propylam noathyl)-2(3H)- ifdol on oder ei nem

paur eaddjst i1;RNRS {Magr déViiRie DR RIN WhassWistoflatorh3 sind/@] Al NBeRALNAWYLS Phdneiyll bder 4-
Wobei das \femf enatiyRIBe bedeutstir Her st el | ung von 4- (2- Ami noat hyl ) - _

2( 3H) - i ndol onRb&Bundd® jrweilONessersidtiiterneedss Bi-zAlpen dasatpllenAnd Riejingn @5 von 1 bis 3

14. Verfahr?h%%{@iﬁ‘e%?@b?aﬁ‘@wnisﬂzqﬂmei das Verfahren (1) zur Herstellung von
4- (n- Propyl

h e . . . . .

_ | -"Efm@?’éﬁfs 6 bk RNe R BLAYh S o Ml aung 4@ Famepder ei nem

Saur eaddi ti onssal z davon benutzt wrd.” 15. Arzneimttel, enthaltend sine

Yer bi-ndung-nach -ei-nem-der. - Anspr uche. {E8R) s*NARUfd - nem -phar mazeut-i-seh- ww. « - o

vertriglichen Trager. 60 65 12 Patlent ansprui che fur den Vertragsstaat:

AT * ¢ L M S0/ &Hf-80s®n zur Herstellung einer

ver bi ndflg der Formel 6 NO. e (CH) -N(R) 2 2 10

$ r5 in der jeder der Rests R ein V& ser§toffatom si ne Cl1-6-Al kyl -,

enzyl -, Alihyder pn uRl @nwilehvprstehedicdefidiert Hdindr geggiEnenfaltsAlkvijeram ges Owelidartrgsprodiktes,R2

gnd RI vﬁ@%ﬁ;ﬁa@?g&ﬁﬂﬂ%&@@ﬁg@gﬁc*@gggfg@nggg% gigh ggwesmspenq geggbengnfalls +

i nen t h . ilj‘oﬁ;%", i tionssal z davon, durch

ent weder 20%)38% e&ﬁ: |sﬁrt3'r§‘gﬁg§§rter er"eduktiven Bedi ngungen ei ner

Yer bi ndung der Fornel .k~~~~~~~~~~~~ (Gl =R} 5 ~~~~~ ] 25CCH2

¢ 20H 252 2 in der n und R wie vorste énd definiert sind, gegebenenfalls

Al kyl i er¥®n des Cycli si erungsprodukt g% gefienenfal | s Entfernen

iir gendwel cher Schut zgruppen in an s B er Wi se und gegebenenfalls

30 Herstellung eines SaureadditionsSsa aus dem Produkt, oder (2)

WUrset zen ei ner Ver bi ndung der For el :o#t

(Ca 2) f9-N (R 2 360HR 2 40 R

- - in der'n, R', R? und R® wie vorstehend definiert sind und R eine andere Bedeutung als Wasserstoffatom hat,
mit einem reaktiven 5-Halogen-1-phenyl-1H-tetrazol in Gegenwart eines saurebindenden Mittels zum 7-(1-

N Phenyl-1H-tetrazolyl-5-yloxy)-indolon, dann Umsetzen des Indolons unter hydrierenden Bedingungen und

PN gegebenenfalls Herstellen eines Saureadditionssalzes aus dem Produkt. :

45 2. Verfahren nach Anspruch 1, wobei das Verfahren gemaR (1) zur Herstellung von ¢H2—Df-h-
Propylaminoéthyl)-2(3H)-indolon oder einem Saureadditionssalz davon benutzt wird.

3. Verfahren nach Anspruch 1, wobei das Verfahren gemaB (2) zur Herstellung von 4-(2-Aminoéthyl)-
2(3H)-indolon oder einem Saureadditionssalz davon benutzt wird.
4. Verfahren nach Anspruch 1, wobei das Verfahren (1) zur Herstellung von 4-(n-Propyi-4-
50 hydroxyphenédthylaminoéthyl}-2(3H)-indolon oder einem Saureadditionssalz davon benutzt. wird.
5. Verfahren zur Herstellung eines Arzneimittels durch Zusammenbringen einer Verbindung der

Formel
. (CH,) nN (R), )
] R
i -
1 - 80
_ i 60 . al

in der jeder Reste R ein Wasserstoffatome, eine C,_g-Alkyl-, Benzyl-, Allyl-, Phendthyl- oder 4-
Hydroxyphenéthylgruppe bedeutet; _
R*, R? und R® jeweils Wasserstoffatome oder C,_,-Alkyireste darstellen, und n einen Wert von 1 bis 3

65 hat, und eines Siureadditionssalz davon, und eines pharmazeutisch vertréglichen Trégers.
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ri' stehend definiert sind und R sine ander é”

B _'ung a fatom hat, nit einemreaktiven 5-Hal ogen-1-pheny A
H—_---et razol . u E S saurebi ndenden Mttels zum 7-(1- =N
Phenyl - | H-t )-| ndol on, dann Unset zen des I ndol ons unte

hydri erenden Bedi ngungen und gegetﬁn‘le’h'iassﬁ Herstel | en sines
Vs\ggrelea\gg;: SQEE ?il‘ nsact%%:@q:e n%gvl\?lalﬂtﬁé?usr?lglis ellun 6 emes 4-&231? ré\e%opq' ammoAﬁ\yIP&
Pr opyl am noat hyl )- 2( 3H) - i ndol on oder ei nem Saur eaddl tionssal z davon b&nu
wi rd. 3. Révendicationspourdes{Ettspnteactants; BE\CHDE FRIGB M LOMWSEN gemaS (2) zur
Her stf%l | un von 4- gz Ami noat hyl ) - 2(3H)-indol on oder einem

Si ureaddith‘%%“é‘F"? YIR/BIPBYAUL 2t wird. 4. Verfahren nach Anspruch 1, wobei
das Verfahren (1) zur Herstellungeygn-gigy2- Propyl;-4- 50

hydr oxypheni t hyl am noat hyl ) - 2(3H) i hdol on %der ei nem Saur eaddi ti onssal z
davorebenut zt wird. 5. Verfahren fur Herstgllung sines Arzneinittels durch
Zusamenbri ngen ei ner Ver bi ndung \ =3 (CH N (R 60 "!lI

R in der jeder Rests R ein WAssg If f at @gE, sine Cl.6-Al kyl-, Benzyl -,
Al'lyl -, Phenathyl - oder 4- Hydrox_yheémathyl gruppe bedeutet; 65 hat, R, R2
und R8 jeweils Wasserstoffatonme odor di. 4- Al kyl reste darstel | en, und n

ei nen V‘é&t on 1 bis 3 65 hat, und sifes Si ureaddltlonssal Z davon und
ans la uell

sines phal Wb Rled i 1 C BESY1o] BAGE Syt PRgnéthyie b kirbpningsryibl 111 3Li
T O e e e e ung
_'SI\9304 4W@méne.n- pr opyl am noat hyl )-2(3 )- indolon enthaltenden Mttels.

Revendi cat |2d+?‘ °E"e@ﬁé dp @seveﬂvé-@&msn bu@ta&em!fawa Al §* et '5%1‘;%'.?.;‘,3‘,’—';,&";9'{;?295 n';' ;T,t, f}‘%t N(mmt SE'5
Ilaq llJng fg:wd%?{gﬂ i E r?i?\d Tﬂg Btan '?dh ’;;[r Samlroéth;'l;eEZ(gngdT:lﬂé;? l?)§ un sepanS
'a Ci

phengt hyl e apLe ¢bnipysh duxiy pmﬂua&ahaﬂ eetaR 4-(2132n-erbmﬁ£ims&amyne¢-h(amummbae len Iﬁﬁdﬁ@gene
ou bien @eﬂbral coyI e et n est 1-3, ou un sel d'addition d acide k> .0du

: ?ﬂ@ﬁ V'F'H"’P'é\?éﬁtﬂ‘ aghylospydyat \iamingéthyleR2(SHrindotong.ont
(rjnc;l Pehy d : co rgyenﬂffﬁ)oz gfnt %12 Elnﬁ%ﬁ#ﬂ g?g'ﬂwl %un sel d'addition on

n- prgpyl e B: bwcu Fdkk Nde RUrelAdn@idation PT QRN B orBVIELANMRRGENEA AT dathyleP2(3thE
CONpPOoSe idéoldne ol @ @&l dif additiorodiacide el aéime.

4-(2-di-n- 8 lbpspmmerﬂs@flmwet) la@(eﬂﬁ-yesumwmgrsma 1trﬁ ésfe!t fin|d'aeagde phagnacgutiave.de du

9. Un 1 n d‘usage anti-angine.
Ze?g QIZ-S _ 0. Ungtgo Pees g )EE gxﬂﬁes mntfca?%ns d% —‘lf'?]t[ouqlﬁ\ 61 lﬁ%?g%n?-hwe%e'nsugf\
conpose de l'a reven |cat|on btant |e chlor ra e
4- (2-di -n-propyl am noet hyl e) - 2(3KFﬂ)qgukvq¢ 6. Le conpose de la
revendi cation 1 etant 4-(2-ami no6fhyle)-2( -indol one ou un sel d'addition
d' acide du nene. 30 7. Le cg A a revendi cation 1 6tant
4- (n*propyl e- 4- hydroxyph6nethy| )QZ{SFD- i ndol one ou un sel
d\addi tion d' aci de du nefne. 8.
revendi cations de 1-7 A tout fin ¥ usage pharnaceuthue 9. Un conpose de
n' |n1§orte | aquel | e des revendicationsglde 1-7 a tout fin d' usage
anti # ngjne qu&} Un conpose de nWm porte |aquelle des revendlcatlons de
1-7 A toul, *éq’ﬂe ] ebt R IRy dSlahe, BY.DBIERI Bdn2le, allyl, phérstiiyle ou a-hydroxyphénéthyle;

R', R? et R® sont chacun de I'hydrogéne ou bien C,_, aicoyle et n est 1—3, ou un sel d’ addition d'acide
du méme, qui comprend I'un des stades suivants:

50 (1) fa cyclisation dans des conditions de réduction d’'un composé de la formule:
55 CHz-cozﬁ

dans laquelle n et R sont comme définis ci-dessus, facultativement en alcoylant le produit de cyclisation,
6o facultativement en évacuant tous les groupes protecteurs par une méthode connue de l'art et
facultativement en formant un sel d’addition d’acide & partir du produit, ou bien,
{2) en faisant réagir un composé de la formule:




n proc"' ur—tHa— eparatlon d' un’ corrpose de.la forrrule
: 3 N 45 dans laqu€l | ex
Wague . R est J#M"HMMHM"M Cal coy §43P984y! €. allyl, phenethyle ou |
4+-hydr oxyphenbthy R3 sont chacun ﬁe | Phydr ogbne ou bife ,
gl'coyl e_et n est 1-3, ou un sol d addi {§%,NE&izde du nene, qui. cp
:i‘ un des; stades suivants: 50 . (1) lalcyclisata on dans des conditi
i~duct6n d' un conpose de la fornule: ) 2 55
@-02 H NO2sdans | aquel le n et R sont . dMeki S ci - dessus,
% acul tativenment en al coyl ant | e produityOe ¥yclisation, 60 facul tati verrent
en evacuant tous |es groupes protect eur@t pafl une net hode connue de |'art et:
facultatlvement en formant un sel d' addition d acide A partir du produit, .
0!-1 bi en, (R) &is fagicl@ AR, /B A Gorid BonGrAETRSRAIR ciclRssudet RET BN &Rsnt &1’ hjdrodene, avec un réactif _.
~~~~~~~~~~ ~5-halo-1-phényle-1H-tétrezole-en-présence d'un agent dé lidisoh [d'hdidd golr Biirthérllé 71 1kdHénylé-1H- |
0 113 964 (CHé'f %@Qw)—m oonRgnsglte, en faisant réagir le dit indol gnsyles gonditions &’ hymyqog
n; R, R2 et %mdeggrl c on ﬁg‘ﬂqg E(SUE: rﬁ? Ifttlfag t& [ggparer 4—(2-d|-n-
| * hydr ogeng, ﬁumnuﬁbe{heepmﬁ).m"aaia hiraitdn uh en prese
dun agent de |I13.ILﬁ(hfbceﬂealallaj@vqmiditlodonﬂﬂfs ldq@elié-d drogelé (zykeit-él;hbparer 4~(2-ammoéthyle
t et razol yl e- 52(§H)indplone oujurl sshdiaddition diatide dumérhei sant reagir Ie d|t i ndol one

dans des condj t |16 c "éﬂ da'Fé‘iﬂHP'{e f“ 415’!1"’8%‘1“"4’.'
d'*addi ti on,d" %’ i "ﬁ "@ V%ﬁgmqﬁf"& co,';),pée #i o Wﬁ%&&&gl,gﬁgﬂ :
11 dans |equeJevénQ|c&foﬁ§d unS8pgortd h%&ﬁﬁ@fenﬁnt(az iablB'

priopyl.ani-noet hyl.e).- 2(.3H).- Lndol one. ou..un..sel. .d'.addi-t.i-an..d. am de..du. memar 13
Le procede de“qvw%mm'edﬁ%wﬂﬂﬁmmTlaquel le | e procede (2) sert A .
prieparer 4; (2-a 3HL.- i ndol on d' addi tion d' acide du"
mime. 14. e prg‘clg"ggrg%\ék?%turgae‘vg 76 t'°" ?""co %s%&r{ ‘ﬁ"ﬁ%a le | e procede de (1)
sert a preparer 47(n-propyl e-4- hydromﬁ)hl nkh{;yl am noi t hyl e) - 2(3H) - i ndol one
ou: un sel d' addltlon d''acide du mne. j 12 Une conposi tion -
phar maceuthue qui " conprend un conpose sal on nighorte |aquelle des
revendi catf?ons de 1 a 7 et un suppor futd quenent accept abl e.

Revendi cationi pour 'Etat -contractan o 1. Un proc6de pour la
preparation d' un conpose de |la fornmul Ctt” -N (R) 2 a2 30 35 dans

Jaquel l e: chaque R est de }'hydrogine, G _6lalcoyle, benzyle, allyl,

phenet hyl e®ou 4- hydr oxyphenethyle; R, R2 e R3 sont chacun de I'hydrogene
ou bien Cl. 4 giis@pgliet n est 1:3, ou un sel d' addition d' acide 40 du .
nmenme, qUI conpr efshuk Rlest dd@BydibgRae €, .S Wicdydd) bénzyié, bltyl) phéraivlel cuaiHy@dxypREEtRS
cond| tions de réﬂ&ﬁfbﬁlﬁrscrdcmurcmwggédeoﬁ kierf QLmidoge et(rﬁsﬁ)—an(uli\hr(ﬁ) d"atidition d"acide

40 du méme, qui comprend 'un des stades suivants:
(1) la cyclisation dans des conditions de réduction d’'un composé de la formule

€5

(Cﬂz) n-N (R) 2

45 . '

: CH,~CO,H
NO;

50 dans laquelle n et R sont comme définis ci-dessus, facultativement en alcoylant le produit de cyclisation, -
facultativement en évacuant tous les groupes protecteurs par une méthode connue de [‘art et
facultativement en formant un sel d’addition d’acide & partir du produit, ou bien,

{2) en faisant réagir un composé de la formule:

55 (Cﬂz) n'N (R) 2
RS
B
Q
60
o i

dans laquelle n, R', R? et R® sont comme définis ci-dessus et R est différent de I'hydrogéne, avec un réactif
65 . 5-ha|o-1-phényle-1 H-tétrazole en présence d'un agent de liaison d'acide pour donner le 7- (1~phényle-1 H-
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nsvl aquel I'e n" et R sont..cotme definis ci-dessus, facultativenefr

en:: oylant le produit de cyclisation, facult ant tous

|'es "gr oupes: prot ecteurs par une net-hode connueﬂ","mﬂ "mrmiﬂgi tatlverrent

en. formant un-sel d' addltlon d acod¢13 9e4t|r du produi tH n

falsant-{e _

(CHZ) '&Net'( 'X -l:.i’ %:r‘nlf mns‘a %nJE 5%335& lrle '?m Ione n‘sﬁgtesi?gdlg%rﬁ h(‘f?)rﬂ%eé'até?efi i/s

- dessus’ @l ﬁsgdé th @évahdica iheproélé’d@%)lb@n Ae@6dardr 42-di- -n-propyl-

5 hal o- laqiimyeez(al*hridatohamhteseed’a@t@selracueedumame.gent de liaison d' acide

pour donneR. Ueprogédé tie ph@/ﬁ iqatiqr-1 dans lagueljeije procédé {2} sert a préparer 4-(2-aminoéthyle)-2(3H)-
~~~~~ Jnmnﬁo y elgeg:'gv ?ltac‘:dledtll@aéﬂelLuJehe lllcééélc;' e% rg arer 4-(n ro -4-*C L
' r C -

S, | ke Rmioah rﬂ(ﬁ&mda o ouriad] & AR o acly a;%h" ; PEPYTe

i ndol one "d@n8n @rRBEdeqINF lal FEaratiom WUhE Sedsikion piairmade a«aa tqﬁid:o%ﬁféﬁﬂtla G’ﬁbeféihr mant -

un sel? déssagidtion diyn ebnmwosdcke ihfoprawte:i r du produit. 2. Le procdde de |a

revendi cati on 1 dans |equel |e procéde (1) sert A preparer

4- (2-di - n-propyl - am nodt hyl e) - 2(&)- umﬁp one ou un sel d'addition d' aeide

du nene. 5 3. Le proced6 de | cgeion 1 dans laquelle le procede

' ' _«d 3|ndolone ou un sel d addition 3

d'acide du nmene. 4. Le proc6dd
procede de (1) sert A preparer 3 _od- '

hydr oxyphdnet hyl am noet hyl e) - 2(3FD-|ndDione ou un set d'addition d' acide du-
mene. 206. Un procedd pour |a prsparati oR d' une conposition pharnmaceutique :

fgui—eonprend:1 g ni-se : en 10--assoecikati-on.-d-un. conpese. -de l-a for.mul.e...(CH2). N
dans laque e
(R) f~~-0n%e

' ' chaque estdel ro ne coyle, henzyle, allyl, p é& eou4~h droxyphénéthyl
~~~~~~~~~ FRe Biehy: %ﬂy&aﬁ L ol Ay DRt ana,
'benzydse duarhérié, et Lphaa naoeut RN t yl e; : et R3 sont chacun -
de | ' hydr o§ebs p@aédélcemn@Indlqtél lagevendicatios 6 Idrs @'l @ert ammm aneagbdhipbsiinm
d' aci de PSPregent thigidi-n-rsepvigminogiheldHIindPIRR cut i quenent acceptable. 6. Un -
jproc6d6 comme indiqu6é dans |a revendication 5 lors qu'il sert a pr~parer =
une cgnposition conprenant 4-(2-di-n-propylam no6thyle)-2(3H)-indol one. 30
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