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The invention includes compounds having the foregoing structural formulas and the acid _

55 addition salts thereof and formulations and compositions for pharmaceutical and veterinary use. 55
For medical use, the pharmaceutically acceptable acid addition salts are preferred The - '
pharmaceutlcally acceptable acid addition salts are those salts in which anion does not -
contribute significantly to the toxicity or pharmacological activity of the salt, and as such, they
are the pharmacologlcal equivalents of the bases having the foregoing structural formulas. In _

60 some instances, the salts have physical properties which make them more desirable for = 80

' pharmaceutlcal formulation purposes such as solubility, lack of hygroscopicity, compressnblllty
with respect to: tablet formation and compatibility with other ingredients with which the.
substances may be used for pharmaceutical purposes. Acid addition salts which do not meet the
foregoing criteria for pharmaceutical acceptability, for instance as to toxicity, are sometimes

65 useful as intermediates for isolation and purification of the present substances or forother =~ - 65
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ar yl O%V'BERH _am ne conpounds are disclosed in the followi ng pat ents: S
- Cangygll an pafent* 50 No. 834,751 (Troxier) and U. S. Patent No. 3y 984, 4: A
(Jaeg@tep (2} is dhrtied Mﬁtrsﬁn 8¢ hbatmnglthy oxuxah@mtépl
~ procegslofybl; t—ﬂlmeﬂiybﬂﬂlaggmeg)ﬂtlﬁ?‘?éaher BGRP PréBsle e‘% éﬁ%ﬁ %Qid H&gﬂﬁ&srﬁccord' ng
to. t hélofcmalymrmgndqngq@nmgentss:hquimd Suitable solvents mclude 95% ethanol but other
CB %ngfm Jpert org% Sg g hlch the reactants are soluble may be employed. These include

t are not limite ne, tetrahydrofuran, dibutyl ether, butanol, hexanol, methanol,. 65
gg\eztg%xycethane ethylene glycol etc. Suitable reactlon temperatures are from about -

An alternate variation of the process for the preparation of compounds of Formulas | and i |
involves reactlon of the Ar'OH startmg material as defined above W|th a reactant of the formula

- CH3

60" 60

s-lndolyl-cﬂzl:'-s' o
65 CH, L C 85



[err] [err] [err] . . o : | -~ 0 15.

15 ferrj 20 . . [err] | .20 ~'Inthe
_ forego,l ng reaction scheme, the synmbol Ar' represents.the groups [err] and
Ar Het t hey are defined in Formula 1 and Fornula |1, and th@ngﬁbgb3§3 |s5
‘definedby Formilas |11 and 1V in which Ris a lower al kyl group of

. fevver carbon atons. The preferred nethod is accordi ng to 30 reactions (1) :
. Q/( 2). iaBeording fo shetion ((3))of it/ stheres to addtanngemwanowhoprs teetneioyrnsirbshe flurtled
- phenol i ¢ * prélictioniminelysister hydidgenalysise Phecsvbstituent d inthe reagtprt uspd
cat a: y}] i c ?quh 98 shovr@rpy |I-h ?ﬁl nzvblcnd%r\gg%[z “t:‘rimhefm H@%ﬁﬂ%ﬂﬁo%ﬂf@%& Qﬁléal i
~metal hydr i :
' has ormu re % qgmﬁlll fhe'N . b
“hydr oxi de | ?\,t?é‘? ‘%(ﬂmi?h %1&?{\9 kiR 1B WithEpichRitohydfeb$ | S
produced gy he ﬁa@t ‘of EPAY ram Ed) 24 (SpBued 960).r eact in
step (2) 'w tr s8 réadtantwhefdlB Ihysd For&wlh-mlamebdeyéredl by reaibtive alkylayiore bi2-(B-ppddeliic t
of :For nul at, h-dhnetlﬁdcthylbrame with ggheeemdidebydepocerding 3bkndwn methodse fagfinstanse. Ampdyy- -
starti ny0ring 8% palladipm @onEa*errstdr- aPéHBQSPb?T‘*ﬁ‘S% %‘;”E\m‘} °'P &r QI acd0
S O me ’

‘facilely |ﬁtr'tatdrq mfzsry'vr ?59
j; f’ Iﬁf o nIQtHeH csmﬁw hal

operati ng FNIeR

Excess amH&ﬁlyl %uﬂetﬂr lld Eﬁhﬂhﬁtﬂera B Fofiuld WObyY ea&idhewrtrdl ne as
cat al yst50@grrialdéh aem;rhﬁo ng)BE%r‘dcﬂbéusrf&‘Mﬂldeﬁydd”intr@lﬁlxﬂr@ benede mithtcontinustiown i 15
step (1). romoeal of thslvaterdyrdistiigtion dEswgrificationhwithr amalkanesytiorylichloddé of the Sasmuls0 '
prooduced aR@DChinomrigheR ttae@llowet #lbvjtgrqwmféttpdncatf@"tﬂi@"%wfpms §Wd\ﬁﬁesﬁ‘§ﬁ group.

treat nent ‘G'P'Ch tsrreaeﬁrwwr é’ al k mlngﬂ[ xide. . 4 inst b ( N
Al terna Pvel c? ula | r’%}* nbﬂn%’d&n?&c AW eadiytio r)eagb
%éu on%r%é dnqrﬂr qu a

in the He iRtdihfddibtes r&ﬁ]ced fredt
hydroxi de @ il B 7B REIVBAS bﬁ‘ve&éd Q’iherpﬂ:ldﬂctabf foPf0led PEAEN & stse(AMbyh
~formati on glld béi@ hpdrblysie dn 45s instasdereste aiust be taken to avoid decompositibh o®tl[eerea ar0
50 Step ( 29indesthe S+imdobyl suhstitusitiphgid snleatAqmgousrmmml Msh‘eof |f-nme9 r’réYjF

pr oduced5i WHSQ"é'pt"Q’!Lat tﬂmPﬂatEIﬂs@f ffPW 'g . ar S‘bﬁa 25
neat or nfr}ﬁ'féa 2% JE(%%V y 'lyso\s m mm ‘r' Fatt'° (¢ r @? g%ﬁeyst or
condensat i d%ﬁ e Q;,éhg ﬁ,) _,,Juﬂ, gfﬁw ROLndostt

ot her reac |'tr9£|'o Jh%rf loWel BY! r@du résﬁltl Wl)ﬂeﬁ&hﬁm\’ﬁ"t&k&‘aﬁ@l ubl e
may be.-gopl qy @& folldwasEprobédu tBﬂQerE&r Uies afeeexpfe'sseldlrmdég?elestaenhg?adee(l‘l)e Melting 30
t et r ahydr opelitanare cbridctbd valadshaecording tathel . SHe xamthald, wheey hdmﬁled (coB9. The nuclear
di met hoxy etnagmetic respharice (NMB] spectral characteristies rafer to ¢herieal Ehiftl( ?%9%?%%3"& e
f r om about P@Qvifliep { "ArY%?P% 'ﬁ'&?’éyﬁ'&“ éTM@r?sdeefeﬁ@\F{%%en é ig'a"g grea -

0

p e pH sito rticylar
pr Epaé_llr St3| 8? mq m 'ﬁgpﬁg atu ?d a%h) oad 35
u@ errp t @), dipletQd) vblh‘ﬁc uplingl! @
60 [er r] s J)‘ pproprlate The foFrﬁé’tl"Q NMR (solvent) o (relative area, : -
ﬂ&ﬂ/ fﬁ@&Be) AbBbreviations employed are MeOH (methanol), DMSO-d, (deuterodrme-
thylsulfoxide), i-PrOH (isopropanol), abs.EtOH (absolute ethanol), EtOAc (ethyl acetate), EtOH
40 (95% ethanol), i- -PrOH (isopropanol), i-PrOAc (isopropyl acetate), i-Pr,0 (dl -isopropyl ether), d | 40
(decomposition). Other abbreviations have conventional established meanings. The infrared (IR)
spectral descriptions include only absorption wave numbers (cm~*) having functional group
identification value. KBr was employed as diluent for all IR spectral determinations. TMS was
- used as internal reference for the NMR spectral determination. The elemental analyses are
45 reported as percent by welght . S _ _ 45

t 4

Procedure 1. 4-(Methylsulfonyl) -m-tolyloxymethyl Oxirane.—To a mixture of 3-methyl-4-
methylsulfonylphenol, 8.1 g. (0.0435 mole), and 20.0 g. (0. 216 mole) of epichlorohydrin,
° . there are added two drops of piperidine to serve as condensation catalyst and the mixture is
50 heated at 105-108"° for 18 hrs. The excess epichlorohydrin is then removed by distillation 50
using toluene as a chaser. A solution of 2.1 g. of sodium hydroxide in 50 ml. of water and 70
ml. of. dlmethoxyethane is then added and the mixture is stirred for 2 hrs. with occasional
warmmg on the steam bath to convert any phenoxychlorohydnn compound to the oxirane. The
solvent is then removed by distillation in vacuo and the residue is dissolved in a 1:1 (V/V) :
55 mixture of ether and benzene. The solution is dried over anhydrous sodium carbonate and . 55
examined by thin layer chromatography for purity of the desired oxirane using a 9:1 mixture of -
chloroform and a methanol for development (R, = 0.8). The solvent is then removed by
distillation. to yield 10.7 g. of a residue constituting the desired oxirane.. Measurement of the
infrared absorption spectrum is employed to confirm the substantial absence of hydroxyl
60 containing contaminants. This material is suitable for further reaction in Procedure 3 without =~ 60
further purification. .

Procedure 2. 2-Chlorophenoxymethyl Oxirane.—A solution of 12. 9 g. of 2- chlorophenol (0 1
: “mole) in-125-ml. of water containing 6.5 g. (0.162 mole) of sodium hydroxide, and 18.5 g.
65 (0.2 mole) of epichlorohydrin are stirred together at 25° for 20 hrs The mixture is then 65



i'ncarpaor ate int o the product an incipient propanolan ne sj

cording to reaction (3) of the schene to yield an internediate which.is

nsformed to the final product by hydrolysis or hydrogenol ysis. The

stituent Bin the reactant used in step (3) is a group such as shown by
I'1lgor |-V which.is reactive vvrth the phenolic hydroxyl grggaoﬁqs%to 6

e charn The

reactants for step’ (3) wherein B has Formula Il are prepared by forming .
t he Nelsteavred twics withy 7Q ot poetiops otzméﬁwlenddﬂqdlq& The axtarctyedlied etehghldiove and .
r eact iSpgjumirarbopste apd thetq?'vegt rempyrddiyydistiliptianin yaeys: Zbe reaidu¢ constitutastthed of L.
Villade ’e&|°""a‘1°|a"dr1%?‘ﬁ‘ﬁb'6f rdyrther trapsformagion asis dSﬂ@'b?‘i%@'?ce e reactants

wherge Bp é”P SRRESL: 18 Td Mot BN o R RorAbxyt-2-

2 (3 e "Efyﬁeéuptwﬁém% '%; ﬁﬁ&a}; oA g&a\% et o Lo Fnown

met hods. O4il-OdioIé)l’d>‘B1243-ﬁiﬁoly -Giyhet tliyﬂHim hdwhah @dlaumrfah&ﬁrr @ls Flddyst in an

_ at nos orev&hmsf THeytdiuegrewasiietroverbiyhdistilatian inokabier andlpartiort eiithe rosidine WasCt i ve
qui @oa@ns@FWntacetmeﬂt uspn 4421 45€I Bwlst-yacmﬂt wasecmbmdchy ?lary-met-at dfehi;ge '

an b‘bttt“t:'afrr d abyary @é';@np ?f es 9net-cne : %‘ ‘°P qwﬁﬂpgrtgwhs sanwar net® The

am no f

r eact I1QQ d_s, 7t7 er ) C%Lt%: "a gggn}e@edﬁagz p o uct was °b§y ‘P]

i ndol.yl Anal., FouRd: rmtdgw,@tmw guaﬂqt, sqll none - react ant wherein B. has Formula IV .

by t®acHMENDMSOdL5 .29 (88); debdy (B sk iRl Y3, BY 3317@/(4&%:30118 (Bomies. o8 iy, dR); | 15

ref | uxi- 1Y (8remz 8108 (Ri bek andnt’.h2€d bsil5 renoval "of -the water by distillation.

Esteri f'iRch‘poﬁs% t‘l‘tz(an"?eﬂ%améguﬁ%fr‘d@m’@r| de of the for mila [err] in

whi ch I$roce ure APV\F orX heg 3-m 1 ? eq rgduc '
nECEG Sffbmr By ‘1’52’ 7 A 5’&% i (ﬁnﬁ%ﬁg‘%ycs& by
step (633 g\ 33 Mole aéorﬁpt {.rlathwamﬁmereb &0 or éth .
pr oduatie ijeFrOﬁléEJdeﬁlo{led)ﬂSy diswEtidrain \)ac ridehe RigdduR lig eIl rébidueWHiSSBIRéSinSUCh as
cat al y200onl. gDetherd acidjtiertwvitio MethaMcHODand/\mersobetﬁs again remdvadibg ammoni a. The
' | nt er rﬁ‘!?ﬁ"@i@ésc ptallization| “’Pﬁ'@t’@ﬂﬁ' hyRddingeacetonitrile padsrubbingwith 4 glassrred.conver t ed
@1‘5@?!{@ Emaa{:gg??'mﬁ ad qrisoneppyh othey ta yigld 4-8)8- BfPredvet B d hydr ol y3%s.

In thi's ent n e L eact ant
- si n,ce i g@@{olby)l 792%&2%‘#@9?@%;1% gdmaﬁ’é ?%q'u og?} ﬁhfz;am ds of
from [R I‘ﬂ45p125(N 1255C 9286 N1 59, lakd 23801 errperat ures of - fr.om 20 1 00C." are :
“Sui a0 By adipeatipn ofithe tforegoingeproveziues, the prduiicts 2iStedl rueﬂnebaﬁﬂmfgﬁaletﬁeee hydr80ysi s
m xt urPeePBvdneutral i zation thereof and coll ecti ng the precipitate. The
2-(3-i'ndolyl)-1,1-di rret hyl et.hyl amine enployed is prepared by the. net hod of

"~ H R Snyder, et al., J. Am Chem Soc., 69, 3140 (1947) from °

3- |ndolylnethyldlnethylantne and 2- nltropropane fol | oned. by reduction of-
the resulting 2-(3-indolyl)-1,1- di met hyl ni troethane. 30 ~ In the foll.ow ng
procedures tenperatures are expressed in degrees centigrade (). Melting 30°
points are corrected val ues accordi ng to the U 'S P. nethod. whére indicated
(corr.). ‘The'nucl ear magnetic¢ resonance (NWR) spectral characteristics
refer to chemical shift (8) expresses as parts per mllion (ppm versus
-tetranethylsrlane (TMB) as.reference standard. “The rel ative area reported
for the various shifts corresponds to the nunmber of hydrogen atons of the.
particul ar 35:functional type in the mol ecul e, .and the nature of the shift
as to multiplicity is reported as broad 35 singlet (bs), singlet (s), - :
mul tiplet (n), doublet (d), triplet (t), or quadruplet (qg) wth coupling =
constants“(J) reported where appropriate.. The format-is NWR (sol vent):
(relative area, multiplicity, J value). Abbr evi ati ons enpl oyed are NECH
(et hanol ), DNBC>[err] (deuterodlne- t hyl sul f oxide), i-PrOH (isopropanol),
abs. Et OH (absol:ute et hanol ), EtOAc (ethyl acetate) Et OH 40 (95% et hanol),

i -ProH (|sopropanol) i -PrOAc (isopropyl acetate),' i-[err] (di-isopropyl-
ether), d- - 40 (deconposi ti.on).. O her. abbrevi ati ons have conventi onal
establlshed meani ngs. The infrared (IR) spectral descriptions i nci ude only
absor pti-on wave nunbers (cm') having functional group identification _
val ue. "KBr was enpl oyed as diluent for all:|'R spectral. deterntnatlons.'TNB
was used as |nternal reference for the NVR spectral deterntnatlon The
- el enental "anal yses are 45 reported as percent by weight.

- 45 Procedure 1. 4-(Methylsul fonyl)-mtolyloxynmethyl Oxirane.-To a ntxture

of 3-nethyl -4- nethyl sul fonyl-phenol, 8.1 g. (0.0435 nole), -and 20.0 g.
(0.216 nol e) of epichlorohydrin; ' . -



there are added two drops of piperidine to serve as condensation catalyst <g;;
and the m-xture i's 50 heated at 105-108 for ‘18 hrs. The excess - #
epi chl orohydrin_is then renmoved by distillation 50-using toluene as a . " :
chaserL7A'sotution-of 2.1 g. of sodlunthydrOX|de i'n 50 nl. ofgy§651gyy§ 707

m . of di . is.stirred for.2 hrc'

wi t h occasi onal war m ng on-the steam bat h to convert any '
pheagxyrhlorohydrln conmpound .to the oxirane. The solvent is- then reaned by
'dlstlllatlonELn vacuo and-the residue i's- dlssolved in-al1l(VV) 55 °

m xture|of efther.and benzene. The solution is dried over anhydrous  sodi um -
carbonaje an 838 exanm’ nedg)g thin Iayedsl"cgronat ogr&‘pihg for purit Cof the
desired oXira@en‘;qm ng a 921 m xture of < @rof orm aﬂdn met hanol @r

devel opfrent | (, eér] 0. 8Y. s &he- sol vent™ |s .t hen. renﬁvoe by - di st.i IT?J:';OH to
yield 1p. 7v 9. ®ci®a resi du&gonstl tuti ngE’t'ﬂm desi r edid@&r ane. ‘Meas§ee@ent - of .
the inffar eﬁ 'a@serptl on sPee igrum IS errpﬂ‘e-yed t.o conh?ﬂmthe subst'aﬁtmal e
“absence| of hygxsyl : 60 cogtdiohi ng cont aatd\alass Thigweterial .is Lsu:hhabl e
for fur he,r r2sc®ion in PR&QRdure 3 witARBS 60 FEGBer. purifi @SN,
Proceduf e -2|| 2~Chl or.0 henofyﬁ’et hyI O<| rafeT "A solutidnTof 12.9 g. oOfT

2- €hl or ppr -~ ALl n| n Q,;L Saﬂ
nol e) of Bl iﬂrﬁﬁ ""éﬁ.d §'§‘° 6?( %ﬁl E r°oﬂ)f’tlg SR8
“stirred t% &If%ﬁr?&%ﬁ%@%ﬁquﬂﬂéiﬁﬁw PR R B S 3
twice w thE oesmwameg@ss@emmeaem@%w%e%c@mgsseeeaw
anhydoup sBd |.uméa:t'5®~hat-e-a~mebébe\&(ﬁ:vemo 4 B10ved Dy A28 il Alcs B in'ts WaS W0eo

The res|dueifconstitutes The desired oXirane and is suitable for further _
transfof matijon -as.i.s described in Procedure 4. 5 Procedure 3. -
_[2-(2-‘I'nt§;)l' T -~ di met hel et hyl ] ami no net hyl gul fonyl )-mt X

5 propanﬁ 21T 5~¢OX| rane Efﬁérgcladure ]E:'J&'léj .,y 2 sgol)ved f?a%‘gdi’é
of to|u£§e-;8\r<g (0. 0449MdMe) of 2- (3“’f‘h‘86[yl) 1, T"df"net hyl et hyP &R RN Ras

ssssss

added ah EEUIIIZ'[UI‘E wasOreH uxed for QEH. The Yaf dene was r eaevEd B
distill 4 in vacuo and a portion of the residue was converted to the .
acet ate mp. 142-[err]. The structure was confirnmed by exanm nation of
10 the d absorptio®m and nucl ear gagnetic res®Bnance spectra The

r emai nd %’he sanpl e 210 was conver'-tJed to the h¥drochltoride salt by

t reat mey @n acetonitrgl e sol ution. t-§ereof with § N ethanolic @C . After
recryst aEi on from. CN MeCH 12.5 P of produck was obt ai necﬁ m p.
174.0-1 (%orr ) .. Anal 2 Found: 'C, 5%40; H -6:902 N, 5.87. 15 ~ NMR.-

( DVSOH grr E1.29(6_ s) 2.52. (3 s);S3. 12 (3; )2316(4 m ; 418(3
m; 5,95 bs); 1.5 7.10 (8, m:; 9.00 (2, -bs); and 11.12 (1, bs).

740, #£6b., ¢ ]a 1290, 1456 1590, and €2/0. Pr ocedore 4. - oW

1- (2-fh orSptl"gen:oxy) 3-[[25@-indolyl)- @2 82 : o2

- di megh| et-hy|l¢ afmno] 2- pr mnol --A 20 -ptzrtlon of tt'lreoxuane preguz:ed i'n
Procefufe 2,19 &. (0.033 qn§e) was refégked in sol@t8on with 208.8 g.
(0.038 [ol.®) §§f° 2- (3-indoByR) - 1, 1- di netfy et hyl ami n@8n 70 ni. of g & han
After @24t hrd.Ntthe sol vent—was renoved by*distillati®drin vacuo and™ he-

Vi sco®s Iquld resi due was dissolved in 200 m. of ether, acidified with 8-
N et h@npl i8 |HCI and the sst vents agai n enoved by dt;stl N ation. = :
Cryst &l |z§t|_gn was mduc_gd by addi ng a‘éetonltrl | e _gnd rubbi ng V\A‘éh a gI ass
_rod 5| Regyszal li'zed fro acetonitri lenand di-i sopgopyl et her- to::.yl eld 4.8 |
. of Jpfodyctg mp. 25 £50.5-[err] (cbrr ). Anal . gFound: C, 61254, H,
6 212N 65947 NMWR ([err]E 1.28 (6, s)§ 3.22 (4, nﬁ 4.25 (3, n)° 5.96 (1,
bs) ; E 3 (9, m; 8.84 (2¢ bs): and 11.92 (1, bs). &R . 745, 1250, N1455 .
1480, 21590, |and 2780. 30 By adaptation of the 'foregO| ng procedures t he
produgt>ﬂ>llsted|nthefollowngtable wer e 30 R :

o | : ~ o o
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| ngr edi ent . Anpbunt 5 Lactose - 79
-5 Corn starch . 10 Tal cum ' -+ 6 Tragancanth. ( 23,
4 Magnesi um stearate . 1 10

10 Thi's_takl et base is bl ended with sufficient 1[[2(3|ndol |
-di net h?l et hyl ] am no] - 3- (2- net hyl phenoxy) - 2- pr opanol hydroch%é?zjogﬂssse' 9
- (Procedlure 10y to provide tablets tontaining 10, 20, 40, 80, 160 and 320

mo_of acti pRcidled €6l fublets. ﬁ-ﬁ‘i‘ne@&mlﬁsﬁ diefts AreCIENERBIN tHagdrogoridnady wdigirs. 15
Procedur e iadicatéd ¥cchidingad céityestidrabphbhtadentidabwichijquesgs echivitietastabletcbase.ended in

a ‘conventi onal 15 manner in the proportion by weight indicated.

| ngr edi entIngredient Armurﬂmqyat:t ose, U S. P 50 20 Starch 5
5 5 Lactose Srch | 10 | 20 Magnesi um _
stearate ﬁ‘?i:lj [%Ci ent.

1- [ [ 2- (3- i fjgimidein 1. 1- di met hyl ef hyl ] ami no] - 3 ( 2- net hyl phenoxy) - 2- pr opanol
hydro- chl QagrdsiumPieaelure 10) i1s added to the bl end to provide capsules
contai nnog 10, 20, 40, 80, 25 160 and 320 . .of active ingredient mhlch10
is filled i fhie tidetdas atendectupismf@geraﬂ -[B2- @dﬂ#ﬁ‘lﬂ)‘@ %e@Y'E@Y']ﬂW'G@éygre 17.
Sol uti on. - methyphanogy}-2g3ropanocl hydrochloride (Procedure 10) to provide tablets containin

14 [ 2- (3- i HudiG1 1eO1ane 3G e gt 2tk Inpratient and P BPIRETR)T 2SRaYENSY é"b'e‘ ’eas‘ﬁm
hydrochlgri g, G89BR rifedDapbiiesPFrRalchfing fn@f&ﬂehﬁ af'é)i)lleﬁi@.‘d ﬁﬂa'caﬂfeﬁﬂérﬁm S.

30 : manner in the proportion by weight indicated. . .
30 I ngredient Anmount Active i ngred| ent . 20 g.: Sucr ose,
u. S P. IngredieA0g. Sor bi toIAmtmnS P. 100 g. 35 Bentonite - .
Lactose, U.S.P. ' : 35 Fl avors, qg. Sg
Wt er #0sStateh) npke 1 liter Eac milliliter of the solution contains:

appr oxi mat MPONesyM gesre  he actfve ingredient. 40 By application of -the

met hods - of . Ry QReAHT §9-3-iffolyd. 1L ﬂdm,mm]emo@qummwhenwmro@amhydreo
conventi Onahol:m% (hﬁd&lur& i'm |§y§dlde6\/lb B BRed 18 pesvidR cpiUlemdhrthirgntD,t2e 40, 80,
convert @ 160 prddR0 inyy. of adtive ingrealient rhich Is fijled rieta daidogelatintchpsules of a swtab'e 25
2- (3-i ndol sites- 1, 1- di met hyl et hyl ami ne according to Procedures 3 or 4. 45 .

% :; H E:[e; ]rJI, g@dure 17. Solution.—A solution of 1-[[2-(3-indolyl)-1, 1-d|m$§§thyﬂl mo]~3 {2-methyl 45

50 0 55 JoeP 1"°1‘Vé|2 ﬁropanol hydrochlorlde (Procedure &2‘600{%‘3% fr wing mgredlents-. 30
Ingredient Amount
Active ingredient 20 g..
Sucrose, U.S.P. 400 g.
- Sorbitol, U.S.P. 100 g. : , _ . . B
35 Bentonite : 20g. ' oo _ _ . 356
Flavors, q.s. . ' - .

Water, q.s. to make 1 liter

Each milliliter of the solution contains approximately 20 mg. of the active mgredrent :

A0 By application of the methods of Procedures 1 or 2 to the appropriate phenol, or by other 40
. _conventional methods, the following oxiranes are prepared and then converted to products of
Formula | or Ii by reaction wnth 2-(3-indolyl)-1, 1-d|methylethylamlne accordlng to Procedures 3

or 4. _ .
: | =CH 0o . : . . . :
-. 45 ’ O-C}la&l}:l-lz - : Qd—ﬁlaz}m; ] -. '. 45
50 - Proc. 18 | ' . Proc. 19 . 50
"
ocn.diks,

0 Y T _ o :
v ) ! )
55 cu;cnwu?:—@— ocuadhtn, /O/ o o 55
' | CH,S0 - - : . o

" ‘Proc. 20 - Proc. 21



C. _-22'

: _ Proc. 23 [err] . [err] Proc 24
25 15 [err] [err] [err] Proc. 26 o
o 27 [err] : _
25 [err]” Praoc. 28 , Proc. 29 Proc. G§(¥°°1 6338° 10
Proc. 31 .. j, .5 Jerr] 40 TJerr] Jerr]
Proc. 32 b : - A . Proc. 33 [err] 50 Proc. 34 ;
Proc. 3 ocuaict; y ocu,c'u‘cu_,.._‘ ) o 50 0 lori] 55 W/
[err]. [ ] Proc. 36 - Proc. 37 65 Proc. 38
Proc; 3% VS-CHs - _ 65 . 11
GB2001633B 11 0 5 ' : _ : B i
5 Proc. b 2 © Proc. 23 ~ Proc.” 41 [err] [err] [err] 15
Proc. 42 - = ¢ _ Prac. 43 [err] 20 [err]
Pr oc. ocit;énbn, . ow,cl:h;,Pr oc.. 45 25 : ' _
25 [@rr] flerr] 30 - ‘ o 10
30 ProCNA®wcocy, Neoww, . Proc.. 47 ferr].coo '
‘Proc. 24 : I. . ':l.’“';.'o.e. .-25. ] o o
15 o . T e - 15
‘&ocu,én‘cn. A~ oct,éikn,
. N . 0CH=C1!=CH; .
Proc. 26 ' Proc. 27 . 20
0
ocu,ca\cu, : A : ocHdubu,
C o 25
F - _
€1
Proc.. 28 Proc. 29
_ 0. SU
30 ocn:bntu, . ocu.c’n‘cug 30.
ot o
Br . ' N)\.
3 5 5 S | - Lﬁ cosmc s 35
Proc, 30 ) Proc. 31 . C
. o o T _
ocn,_cqi\cu., - p '
40 g y . - Qqcni;cnlﬂz o 40
o e, | "
Proc. 32 ’ Proc. 33
4_.5 cn’" _ ) _ 0 45 o
. C,é Ce cnaél(\.ﬂa . !
—— OCH, CHCH, S
- cui’ et ' -
50 = Proc. 34 ~ Proe. 35 ' 50
CH:C!“& - l'}
, OCH,CHCH,
' CONH,
. Proc. 36 ' Proc 37 :
60 qo-cuacjaca, OCR;(!'I%CH-‘ 60
CO:C:H; \'—/
65 Proc. 38 ’ Proc. 39 . . 85



[err] [err] 40 Proc. 48 _ _ . Proc. 49

40 40 [err] 45 : _ o _ o R ¥
45 Proc. 50 - | . . Proc. 51 50 , : o\
50 [errf1 55 L | S 'GB20016338 11

55 Proc—52 — Proc. 3 i .
detefnined as foll ows:. 6 Pr ocedure

A N kS
QS‘}‘*"(E‘_‘“[ 2- ( 2- propenyl ) phenoxy] - 2-
8.6 (corr.), -recrystallized from
MeOH/ | -[err] Pound: C, 69. 22 H A6 AN, 6.70. NM (DMBO-d6): - 1.30
(6, s); 8.32 m; 4.20 (3, m; 503(2 D; [6.00 (2, m; 7.25 (9, nm); 5
8.90 (1, bs); 9.60 (1, bs); and 11.40 (1, b¥H—sb | R 752 1120, 1245,
1455, 1490, 159@5-_"1600 2790, 2980, and r3a5Q1 ‘
65 - GB2, 00I633B " 412 Procedure 43. 1 [[2 (?Indol yI) 1,1

| R

-dif‘methT/ ethyl]amr;“¥3 [ 2- (2- et hyl -
or crysta’l li.zed from.MeQH CH3CN.

hydr ochl ori de -166.0 (corr. )
Anal . Found: 934 H 8.19; N 6.49] N{R (DVSO-d6): 0.81 (3, t, 7.0
Hz): 1. 17c(:@: 9,60 Hz): 1.32 (6, s); INOAEECRY: 3.28 (5, 5 nm); 4.22 (3,

me; - 6.04-(1,. bs) 7.22.(9, m; 9.00 (1, bs); 9.60 (1, bs); 11:20 (1, bs). ‘15
5 1R 780, 11e@s. 42240, 1450, 1490 15828rect A0, - 2780, 2960 and- 3320.
Procedure 45. - 3- (2 Etdyl phenoxy) - -[[2-(3-ind IyI) : :
-di net hyl et hyl ] am - pr opanol hy dr ocI Obd LMp. 170 0-171.5 (Corr )
recrystallizedq from EtOH 10 Anal-. Fo -C, 68. 36; H 7.95; N, 6.85.

10 NVR $®MVBSO-d6) ;L Q.81 (3, t, 7.0 Hz); éS d.70Hz) 132(6__5)
1.39 (2, m; _n);4.22'(3 m; 6.94 fds Dps); 7.22 (9,.m; 9001
bs); 9.60 (1, bs) 1.20 (1, bs). IR 750 100, 1240, 1450, 1490, 1582
1600, 2780, 29GQoc. ad 3320. 15 CLAI M5  Proc. 45 = -

15 1. gonpound of tr},e gener al forrrula - [err] g H (FormJIa I) or [err] 285
[err] 2 ocmcxcn, cu,t{uu ' : 25
or an acid add n salt thereof, wherei I's phenyl or naphthyl, 30 - X
refers to an o@gal Ar-attached substl each which is |ndependently
al kyl, al kenyl ogikynyl, al koxy, al ke xyCFaaI kanoyl, al kenoyl , -~ 30
al kanoyB8xy, ~al kenoyl oxy, - al kyl sul fonyl , " al kyl sul fi - nyI al kyl t hi 0, .

al kanoani do, cy'd?‘oé’¥kyl ‘having 3 to 6 ri nEj“?re‘Hbers and 1to 3 opti onal

1%x1-[[2-(3-i ndol
propa- 60 nol. hyo

'-@h i net hyl et hyl
hloride, mp. 163.

al kyl -
N y _ OCHa&Ha | R ' ocmén%a. -'_ ' . R

40 Proc. 48 SRR ' Proc. 49 e . T a0
I /"\c o /
- Q OCK;CH K; OCH;CH;CH;
45 o 45
¥
c . Proc. 50 . Proe. 51 L _ ' : _ y
50 . - - : - 50

Proc. 52 Proc. 53 -
Physical properties were determined as follows: - '
60 Procedure 19.—1-[[2-(3-indolyl)-1, 1-d|methylethyl]am|no]-3 [2 (2-propenyl)phenoxy]—2 propa- 60
nol hydrochloride, m.p. 163.0-168. 6 (corr.), recrystallized from MeOH/I-Pr,0.
Anal. Found: C, 69.22; H, 7.56; N, 6.70.
NMr (DMSO-dg): 1.30 (6, s); 3.32 (6, m); 4.20 (3, m); 5.03 (2, m) 6.00 (2, m) 7. 25 (9
m); 8.90 (1, bs); 9.60 (1, bs); and 11.40 (1, bs). .
65 |IR: 752 1120, 1245, 1455, 1490, 1590, 1600, 2790, 2980, and 3350 : : 65

enoxy] - 2- prdpanol - '10'_:

o 5 ._ \ D o

'd



sfib: t'tuents cycl oal kyl - al kyl haV|ng 3 to 6 ring menbers and 1 to 3

optydBnal aIkyI substituents, wherein each of the foregoing groups has up to

bon atons, phenyl, jtrifluoronethyl nitro, 35 amn ( .

en, -car b0xa'rri do, cyano or cyanoal ky‘l havi ng- from 2 ggz%gggﬁn al%ms-,

- 35 nis 0; 1, or 2 signifying the number of X groups, and Het is a nitrogen,

~ het er ocprebaiuRANS. NGB (Dindblyl)i MOdFRIFREY @AM vﬁtz Enabthyt-1lpragidiphérderpla-het er o~
at om \gopzholi Hyd@ehigeds, nspll f68.0-186.01 coreyaacrydiaiized fromdMEQOHACIRIODCYCl € bears yes

from O ArgalFaoundicC,Hi%34:iH, Laemsstmeh are each |nde endentl al kyl , N-1ower

al kyl cHMBIRMA Hit_bfeizial -yl 3 3%&3( 8)(%3 ®ner
cactf oM 3 3353%2%% HEq g % %’ﬁ*ﬁ’% r%‘ﬁé‘%é%gz "o?";ﬁrz oo b

Ar s phBdure &Jﬁswswehmo&m [[m -hHQ)-1.30HmEh|IthHlanfno - as .
cl ai n'&iﬂodhlbrlgé ahp 170.9vh ng. sFQTmy stléﬂhﬁﬂeﬂom AOH. S p%eanyn? >ﬁg S aI kyl, and
45 hOISAdal FoundC6836H795N685 . :

45 4. INMGIOMSQGOBT i, c%gg)cna. gadwﬁer% 28 gt 39(5)2% 312|&{5[2 (a1
: 6. 1 |
n[?zy(n%ﬁ %&Eﬁ%ﬁ qqsgﬁef yl'e 0§(§1 HE? %L?g e’;loxg)noz propanol .

hydfg)mmgde 7. A conmpound as cl ai med in claim 1 havi ng Forrml al, 9156 =

wher ei n1ArAb6mprsa>df:he>§eln8racwaﬁma =50 and- n is 1.

50 8. A corrpound aseaCl alggred -in claim 1 and .identified as. the pr oduct of any
7 =Yo %“lc_f,,g,,%.{c@ Lo-llgt0 14, or 18 to 53 by nane, partial formla

or gg | ant d uszeg, phar'hacerwmuﬁabJ ¥r accept abl e aci d addi t | on i@l t

cORpPoUng4s cIaPmad inclaiml of Formula | or Formula II.

conmpound as dlaimed in claim1 and substantiall y as hereinbefore descr| bed

I N any 55 one ofPr ¥edures 1 to 14 or 18 to 53. 11. A process. for

i Jp‘ﬁ’ﬂ'ﬁd'“ﬁ s BLATATEE | neTERHADL,  which process conprises

y offs of reaction schemes 1 .to-3 bel ow, GB2001 633825 12
1 [[2-(3-1 ndolyl)- 11.

-di meth Iet 2-nmet hyl -- 1 propyl)phenoxy] -2- propanol
hydroc% OFT a E‘f" sait %ge%gf%%reﬁ' (corr.), recrystallized from MeQH CH3CN.

Anagg FRU&Ers tc&a BSkiondt ArtdttabhelQSubdtudit 88h wiib¥Rs (VB dbRYY didyl, dkeddl, (3. 89 7.0
Hz); Jlidadyi( alBoxyﬂalke?wQ/ o], . abénéd, alanpyldxy3 Sikérbylony,; alidisaBorlyh, all&lsﬂih 4.-22

(3, m)nyl. BlkPithié, lalkabpegmidd,. FelogiRy! haying 8.t@6 r(ng, mézabers 50 t¢ 3 optional alkvl. 20 ( 1,

bs). SUb%m’Ws malkﬂjﬁygl havingD3 to 8309 medrt@rs argighto 3 gpripnabatigd substwentsand

Pr ocedur€ 43 ‘

3329 fthe foregomg groups has up to 8 carbon atoms, phenyl, trifluoromethyl, nitro,

35 amin r%% ;% %miﬁg Fyansalky! deyiag fipme? 9 A1 SBHeAGF™ pPBpano
I hy dpeGH Hitkoden he anb)ersra‘?nQ lopfby 1ZRdibhdiMefetdOH. 10 . -
Anal . drsthithichGs 0§Ges @ ulf , or/nif eanhe@e 8aid heterocycle bears from 0 to 2 ring

10 Nl\/Ru(:{ﬂiﬁ@ts[\dmcl'] are e@cl‘Bﬂldé[ﬁndémly B9l NZI)JWerlaIIEIyY cdrBoxathido/ NON-Witgwer BIkgl ( 6, s);
1. 340 (carboxdmidg, @@o@ﬂkoxmhezplrge_acb @f sgig forggoing Qrgupstpg)mtams up2o @arhep; - 9. 0@0( 1,
"~ bs); Q’t‘%ﬂs .’L° BHE "bo’@f"% (1, bs). IR 750, Ia} gerel 1240, 145Q,..1490, 1582,

1600, “" A Flatmestyin ‘claim @, havipg Formu n Ar is phenyl, X is in the
osifl
15 1. ; °"9i 1&%&69%% 1 K vt ﬁfthre[neA.r.l phdhyl, X s 5!6<yl and
( Foasy @ 11) 45

4. A compound as claimed in claim 3 whereln X.is methyl.
5. 1-[2-(3-Indolyl)-1, 1-dimethylethyl]amino}-3- (2-methylphenoxy)-2-propanol
6. 1[2«3-Indolyl)-1, 1-d|methylethyl]am|no]-3 {2-methylphenoxy)-2- -propanol hydrochlonde
7. A compound as clalmed in claim 1 havmg Formula 1, wherein Ar is phenyl X is cyano, -
850 andnis 1. 50
: 8. A compound as clalmed in clalm 1 and |dent|f|ed as the product of any one. of Procedures -
" 110 9 or 11 to 14, or 18 to 53 by name, partial formula or by reactants used.
- 9. A pharmaceutically acceptable acid addition salt of a compound as claimed in’ clalm 1 of
" Formula | or Formula Il. :

55 10. A compound as claimed in claim 1 and substantlally as herembefore descrlbed in any 1)
. one of Procedures 1 to 14 or 18 to 53.
11. A process for preparing a compound as claimed i in claim 1, which process comprlses

carrying out any one of reaction schemes 1 to 3 below,

»o e g -



[er ],))[orr] (Formula 11) 25 o 3

25 acid addition salt thereof, wherein Ar is phenyl or

X refd@@s to an opt | onal Ar-attached substituent each which G%Zq)&lj@?%'hderiﬁl y
al kyl —atkenyt—->36—atkymyt-—at }\U)\y, oll kenmoxy—at Karoyt —atkenoyt;

al kanoyl oxy, al ke | k G,
o e Sl Sl bl d it e
alkyl' su %ﬂl rrber’s and 1to3 *°
optional Ak kpMsE Safyl buﬁnsst 7\’\@%)9'1“179@9"6 O;fom)e 1f$zmge) NBD(OW)S3.2835Up t 0

8 car benm&t@n(s e BY04 (1, bﬁ)t f7)22qpoREte0 (1,Mms); 19060 @5 bejirt M0 (hybs)oxyl 5

hal ogen, day B aIMiodo 1269aMMEWL M 4992682, KNEOOh 2V 802960 @ne 38804 car bon at ons,

35 nis 0, 1, or 2 SI nlf |ng t he nunber of X roups and Het-is a nitrogen

" heter ocycIPéOq‘?é 1?’%? °’in§|‘r’t§|@r(§' fis ‘!:\),ﬁ 'I‘X'?}h‘fﬂ]aéﬂ’ﬁﬂ]’lzl BRI NS ero

at om °h "QTX sai d heterocycl e bear
from g%t 0 é‘?? EE%L 3 ¢ 1o

7 N,
H87wz<; edie;ho mﬂap@z\@e@i I1y39ajzkyA),3l‘ial(swer
al kyl caphoxa b@)’@&ﬁ@ﬁﬂ) d 0qas b)*@B040, bsyarhpa , kaxy wher ein

"W

each of sand7$@r1egm NQ40! 0456, TASU Ai582, UHOQ,R7BO; 2OBONand4BB20.0M8, 0XO0, Or
carboxam do. 2. A conpound as claimed in claim1l having Fornmula I wherein
Ar |s1;5h§b<§dMSX is in the ortho-position, and nis 1. 3. A-conpound as
claimed in

cIAa‘FQtW@“h%W;ﬁ‘?g gpegrphiPrywainherein Ar is phenyl, X is al kyI and
5. O

3 C*QJrCaWﬁE@icﬁer-@I-Ql m, 3 V\,herel n Xis nethyl. 5.

d:lijret hyl et hyl ] a ‘ﬁb‘]l‘ (2= net hyl phenoxy) 2- propanolzo

: -1,1

- di net hyI et hyI ] gm noj cu§ ( 2g et hyl phenoxy) 2- pr opanol hydrochl oride. 7. A -
conmpound 2 : _A-ELNEchékdm-@-AD-@é/:' Nokahoya |, wherein Ar is phenyl, Xis
el as clél med in claim1 and |dent|f|ed as the product of %my
one of Procedurgs 1 to 9 or 1.1 to .14, or 18 to 53 by nare, partial fornula

or by regeimidi® adkiiish salt thledthRhgrgiaeut i cal |y acceptabl e aci d addi t | on sal t -

of a conpaarisphéhyCoraiaphthyl, n cl aim1 of Formula | or Formula I1. A

corrpodiﬂj a% reféra tametioptional| Axiattached jsubstitient eash |V\¢![l|ldh Smemﬂemht?é'Wbr%eﬂt's r| b%Qj
any alkgwyl, oqli@mfa"ﬁnw@ak!s?r@y' #l 6°Y1@"@P°ﬂ@‘Yt6F ;ﬂ?a'k)&'s 'F%%é %‘E -

ylgalky i yl a
grarep;[ i ?&f g 1 be,s Siaafh et
% tnfl omethyl, nitro,
GBZOO]-S o, hydroxyl amld E a o Ik I@lé\lﬁ % 4 carboR atorid) 35
10 [er r [eisfd, 1, or 2 sngmfylng the number of X groups, and
Het'is a mtrogen heterocycle having 5 or 6 ring members and optionally 1 additional hetero
- atom which is oxygen, sulfur, or nitrogen wherein said heterocycle bears from O to 2 ring
. substituents which are each independently alkyl, N-lower alkyl carboxamido, N,N-dilower alkyl _
40 carboxamido, carboxalkoxy wherein each of said foregoing groups contams up to 8 carbon 40
" atoms, oxo, or carboxamido. :
2. A compound as claimed in claim 1 havmg Formula | wherein Ar is phenyl, X i is in the
ortho-position, and n is 1.
© 3. A compound as claimed in ¢laim 1 havmg Formula | wherein Ar is phenyl Xis alkyl and

45 nis 1. _ 45
4. A compound as claimed in claim 3 wherein X is methyl : _
5. 1-[2-{3-Indolyl)-1,1-dimethylethyllamino]-3- -(2-methylphenoxy)- 2—propanol 14

6. 1-[[2-(3-Indolyl)-1, 1-d|methylethyl]am|no]-3 -(2-methylphenoxy)-2-propanol hydrochlorlde
7. A compound as clalmed in claim 1 having Formula |, wherein Ar is phenyl, X is cyano,
50 andnis 1. 50 «
8. A compound as clalmed in clalm 1 and identified as the product of any one of Procedures
1to9or 11 to 14, or 18 to 53 by name, partial formula or by réactants used.
- 9. A pharmaceutically acceptable acid addition salt of a compound as claimed in claim 1 of
- Formula | or Formula Il.
56 10. A compound as claimed in claim 1 and substantially as hereinbefore described in any 55
" one of Procedures 1 to 14 or 18 to 53.
*  11. A process for preparing a compound as claimed in claim 1, which process comprlses
carrying out any one of reaction schemes 1 to 3 below, :

-
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15

15 20 * - Formula | or
20 or- [err] 25.[err] 3 (2) FLIIlIﬁLIlIIIIII llllljllllllla 3 err]
35 whet®in Ar' is the group [érrF .of A -Het *as defined in ccaam0153aad 13-
ere|ﬁ—sfep—f&}—o%—seheﬁf~&—+e—ea+++ed—oﬂf—by—+eae++ﬁg—#*—{}¥¥ur.. -
eprchl or & ¥n in the presence of .a.-catalytic quantity of an amne
f 8dd owed by treatnent- w th aqueous alkallm@Etal hydroxi de, or with : .
epi chl orohydrin in dn aqueous alkali. netal:hydroxide reaction nedium the’
product of. step (1) being reacted Pﬁ“ﬁbmﬁiﬂb (2) with 2-(3-indolyl)-1,
1- di netsyl et hyl am ne; step ( of  scheme @;is carried out by 40 reductiye
debenzyl gliop id@g She, 2; heme (3) is cargi out by mld acid
hydr ol ysi s. pro ss f epar&pg a g ‘as clainmed in claiml
'substanthaﬁ@Whas herei nbef ore described in any-one of .procedures.1 to 14 or
18 to p$- 13.. A conpound as clainmed in claim1 mhen produced by a proces§0
j; clarmed in clalnllfmngﬁ&WSCpglnllz
14. Awharmmwazm—@p-wgt-m-cga.m)f ornul ation of a corrpound as cl ai rred
|n any one of clains 0 10 or claim13. 15. A pharaceutical or veterinary
conp05|t|on conprising & conpound as clainmed in any one of clainms 1 to 10 ‘
clat$h i3 ‘and a pharugcnyggcawhy acceptable or veterlnarlly acceptable‘%O
fcarrler or d||
50 16. A fornulatlon%%%_3%353§?¥?6ﬁm§g4%r%%hed_rn claim14 or claim18 in
unit dosage form 17. ®sfornulation or conposition-as clained in claiml16
i n t he2® or m Ofeorturk alak @érpagc@psul e or suppository. 18. An injectable solut2on
or a suspension, syrup ormplixir for oral adm nistration containing a 55
conpound a%gglalned in any one of clains 1 to 10 or claim13.
55 19. A ﬁhceutlcgg or vetger &pary formul ati on substantlally as
here|n§§fore descri be Cedtee 14..20. A conmpound as cl aimed in anyg.
one of cl‘él%?"fdt“’d’cfﬂ"“‘r" cI m 13, a fornulation as clainmed in claim14 67

a conposition as clai®gd 15 for use in the treatment of hypertension, 60
stress, arrythm a, and/or for producing vasodilation, adrenergic 8
[err]- bIocklng and/ & re c,-08@* heart oxygen demand. Printed for Her

Maj est $9's (St asiQnei v & f§ce Gy Burgess & Son (Abingdon) Ud.-1 982.
Publ i shed aP The Patént ONce, 25 Sout hanpt on Bui I di ngs, London. WC2A 1
AY, fromwhich copi & may be obt ai ned. : - T

(2)3 Formula I or Formula II, - o o
36 B+ ' - 35
wherem Ar' is the group Ar-X, or Ar-Het as defined in claim 1 and wherein step (1) of scheme -
" 1 is carried out by reacting Ar‘OH with epichlorohydrin in the presence of a catalytic quantity of -
an amine followed by treatment with aqueous alkali metal hydroxide, or with epichlorohydrin in '
‘an aqueous alkali metal hydroxide reaction medium, the product of step (1) being reacted in
40 step (2) with 2-(3-indolyl)-1, 1-dimethylethylamine; step (2) of scheme 2 is carried out by . 40 .
o reductive debenzylation; and step 2 of scheme (3) is carried out by mild acid hydrolysis. ;
12. A process for preparing a compound as claimed-in claim 1 substantially as hereinbefore
described in any one of procedures 1to 14 0or 18 to 53.
13. A compound as clalmed in' claim 1 when produced by a process as claimed in claim 1 1.
45 or claim 12. 45
14. A pharmaceutical or veterinary formulatlon of a compound as claimed in any one of
claims 1 to 10 or claim 13. .
15. A pharaceutical or veterinary composition comprlsmg a compound as claimed in any one
of claims 1 to 10 or claim 13 and a pharmaceutically acceptable or vetennanly acceptable ]
50 carrier or diluent. 50
. 16. A formulatlon or composition as claimed in claim 14 or clalm 18 in unit dosage form.
17. A formulatlon or composition as clalmed in claim 16 in the form of a tablet, capsule or
suppository.
18. An injectable solution or a suspension, syrup or elixir for oral administration contammg a
55 compound as claimed in any one of claims 1 to 10 or claim 13. . 55
19. A pharmaceutical or veterinary formulatron substantially as- herembefore described in
procedure 14.
20. A compound as claimed in any one of claims 1 to 10 or claim 13 a formulation as
claimed in claim 14 or a composition as claimed 15 for use in the treatment of hypertension,
60 sstress, arrythmia, and/or for producing vasodllatron adrenergic'8-blocking and/ or reduced 60
heart oxygen demand. .
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