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Filed 22 "Nay 1975 (,23) Conpl et.e SpeCIflcatlon filed 20 May 1976 -

(19) (44) Conplete Specification published 14 June 1978 (51) INT [ERR]
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1, 3, 4, 6; 7, 18- (K AmRisaremNe IVATIVES(? ‘
WETH & BROZHERS) Comelers Sns “' itguth Tapl of®) iz

Ber kshire, 6("@’!@“‘3"’ ?Pf?‘g‘l"‘i‘"%% e]r9 y. declare thf ‘\
whi ch-we pr% t(ﬂétmg EAID AR ed to us and the niHQ i

s towbe peafoiifd: "'f‘@‘l?% A z%ww SRSk b BB %Py

'C2C
fol | owi ng stgf ement™ 31131931 32132 337 338 341 346 343 364 36 380
5 The invention rel ates 183435 8y, 165171 sikisinhexads

deri- vatives, to pr oces@@é%@ ’éllg ix 2ﬁé2v .g NN
phar maceut i cal conmpo- sif oM JSﬁzsent I nvention
a d|

provi des benzo§ mdbwer‘&?rs o?’ﬁ‘ul a (1) 10 and the
pharmaceutically accepta e aC| t|on salts.thereof, wherein R and
[ ERR] which may be the sarr(54pll3dJ6;[7flw- ENZOIal hydr ogen, | ower
al kyl, lower alkoxy or hal ogen, %@55% rogen, |ower al kyl or
aryl and [ ERR] repre@gntswé,l:jaﬁh(wi?nﬁ &?hnomtmmvu'mn;wmﬁemmyu.m[ERR] or.

[ ERR] (where X 15South, TaplomxMejdenhead, BerkshitauiSL& ARHLR Bii =)

15 The term'| owe 'é'gg‘“‘lﬂi @Wﬁﬂ &P

contains 1 te 6 C ra adi c contalrlll;geluto4carbon

atonms. \When a radi célhe ipvenghmr telates mlﬁmﬁw-hexﬁmw-moeﬁdqm eri~yl "t hat

radi cal or part ofatFsgdcppessse fof arcpariag the ‘i&.’mﬁ?ﬁ‘é‘ﬁy dp pbirmeeytct] i RGPS heny!

group. The substi FUt 3 RERE e providesHeRidiinBiel 6 e QHRAY brllOUP

- substituted by one or nore subsdt uents chosen 0 from for exanple,

hal ogen (e.g. chlorine, fluorine 0pq| brom ne), | ower aI koxy (such as nethoxy"

or ethoxy), lower alkyl (e.g. nethyl prop or butyl), alkyl ene-

di oxy (e.g. nethyl enedi oxy or ethyh@nas: am Ro, |ower al kyl'am-no, g

- dilower- alkylamno or trifluoronethyl. 25 Exanpl es of [ERR] and
[ERR] are hydrogen, |ower alkyl such as nethuk. gethyl, propyl 25 or butyl;.

| ower al koxy such as nethoxy, et hoxy, propd¥§ r butoxy or hal ogen such as

chlorine, fluorin RthddGically Rt prddRacldERdhiofs ks Dferdd, f dtRfcANR: @dd t he
same, e.g. they bcR= |tl&VEtbe&|diﬁb‘(ept,Qich araj@iboge:h;oduogemowﬁtERR] can

be hydrogen, IovveralM#Yk . } oryfryl yI (eg
ot R G T
hydr ogen. vl & s_ » hme[rma]refeeea &:adonmm be

| oner al kyl (e.g. lrmﬁhgrbonaemh?tefmply henyl or
subsi.tuted phenyl ﬁ:% 'H.f i C kyI such
as nethyl. Waen [ gk._e§ AN = mmplcnqsexphengd
substituted 35 mﬂsm;stortbm x (s@@ The

;ﬁ&g Iﬂ “can :
onpo ar t ose of general

formul a (I) \Mnerel n Examplesofk‘ andR=arehyd:ogen,luweralkylsuchasmethyl,e:hy!, propyl 25
or butyl, lower alkoxy such as methoxy, «ethoxy, propoxy or butozy or halogen
as chlorine, fluorine or bromine. R' and R* can be different or the same, eg. they
O -can e ydrogen, lower syl (28, ety Loc buy) ar e
o : s.can ower e.g. methyl, ¢ yoru oraryeg
30 - phenyl or substituted phenyl as mentioned above). Prefgmg drogen. 30 -
When R* represents —SO;R%, the R® redml can be lower alkyl (eg methyl,
ethyl, propyl or butyl) or aryl (e.g. phenyl or substituted phenyl as mentioned above).:
Preferably R® is lower alkyl such as methyl.
When R* represents —CXNHR®, R® can be, for example, phenyl, substituted :
35 phenyl, phenyl. CO— or substituted phenyl CO—. The substituted phenyl radicals = - 35
' tl!’:ose mentioned above. R* can additionally be —CONH..
A preferred class of compounds are those of general formula (I) wherein



2 1,513, 824 o
2 [ERRl and.. [ERR] _a_r_e as def.i.ned..above,  R_is hydr ogen_nlower ak kyl—of- ,

phenyl "and [ERR] is [ERR]* (where [ERR] is |ower al kyl', phenyl or |ower

al kyl phenyl), [ERR] or [ERR] (where X is as defined above and R is pheny
Urifluoronethyl phenyl, .l oweral koxyphenyl:, hal ophenyl, | oweral kyl phenyl or
‘benzoyl). 5 - : The conmpounds  of the i nvention can be prepared by a
process in yrlmch an- 5 am ne of ggsmggp,al formula (11) NHR3 or argacid .

~ addition sarT QT .. Wer FRR . and J ERRL hay I Nngs given
" above) is reacte Wg é&f‘%&% um Q‘i‘" wm%oﬁﬁ? : compound
of 10 - gener a-l-cxﬁmm@b X lid.3s defined above and R* is phenyl, mﬂuoromethylphenyl,

10 [ ERR] loweralkoxyphenyl, halo henyL 25 P@g%y : is as defi | ned a;bove)

or wi.th an #socy &g@iﬂgﬂl Jreset & T4 *1 ErRR)
(1V) ~35 ~ (where are aF defr ned above and, if desi red a product

of formula | in . 15 which [ ERRR\epfesents. -CO\IHCOaryI S hydrolysed to
give a product in-which R represent The,reaction of the am ne of
general fornula (I1) with the rege hvat+vv¥e of the sul phonic acid

~ conpound of general formula (111) grves a_<onpound of 20 t he invention
in which R represents -[ERR]. As exanpl e @B reactive derjvatives of 20
~'the acid of general formula (111) nentio made of the halide and the

general for g wherein
[ERR] is as defr ove and Y is hakegeou preferably chlogime). The o
reaction 25is AP o/ aliBl dnG) O leick' 2 |6 o@RYahaddRSgenckad” - €X2NDI €
in the presence ey tiary amne, eg. triéthylamne.” The reactive
derivatives of the sul phonic acid corrplim of general fornmul@®)(111) are

known COWDOLmdS hede 7€ Yand RM 2fe as EABA BIRGE Iededired] S Wb ithmbal e @'t for
prepari ng anal ogg‘ﬁsh Gormawm S~CONHCOaryl w%&ﬂﬁe& @agitd © proddct fmehictnRne of

general fornmula ('P i socyanat e ( t hi QCy: ate of general -
Formia (1) 01 Vg™ ;ﬁ%‘”ﬁ&rﬁm rﬁ‘% mr. B The
reacti on cao be grm nw:’eﬁl’m"b éhe 20
reactants togeth m ﬁ%}k‘mf g d iso-
t hi ocyanat es of %«gﬂw %ﬂ‘a ¢ 8158 ‘%’F&‘t‘; can be

met hod

prepared 35 s known in thrssacy for preparing agakogous

conpounds. on gl Of
formula (I V)sqm m’ﬁ? bainea 3&56 Q’fd E%%m%%pm |oﬂﬁyana%15t e
salt (eg. ammoni mwh' ne amatuv)h %e’ﬁhﬂt m\m ﬂmmaaﬁlgt ﬂﬂg: addt he . .
product -need not SRS St 3 '. IR § 12 Sngem (52 b6 premess e
‘reacted withothe ame ;. ry ' :'\-‘: o uld I)Slwhkl theO ispdyakesl o2 congpound
40 ~of the |nmymrohgmbhmﬁh GI‘S} ¢fstbcyxmnaqnels whichgener al
formula (1V) 403

exanpl e, by the WW“&%% aggg?l?%;%g ﬂi%eﬁ]redlggg,r '.

anhydri de. Pref efrafn geid pddity a'gt Wﬁw&’|V§?ﬁmeomound of
: E?th CFR]

27,3742. Thés compy medieds dbowr incthé mrimp reparitigroaibgosiio 35
__CXHaryl can be¢ P%_d“ W&iﬁ‘#'ﬂ/é‘vﬁé{‘ |¥5 ne of
general formula product need not be isolated from reacuon mlxture

V)45 is reacted wintte rescted st e uadice of [geneADiofubCYR i bie: ©fyi mbunaor mul a
(V1) 3 40 . of the invention in which R* is ~CSNHCO! l.Isocyanatesog_ (IV) 40
g --mwh:chXxsoxygenandR‘:sarleO—canbe rexainp
prooedure dacnbedby :penaleetal. » J. Org. Chem,, 1962 27 3742,
: The. invention in which R* represents -—CXNHary
- be prepared bymaluemauvemcthodmwhmhanmneofgeneralformuh(V)

45 ' - aryiNH, WM -4
is reacted wuh an isocyanate or isothiocyanate of general formula (VI) :
i .
R

M



(where {ERR], [ERR] and X have.the neanings.given.above)... The-r.eact i-on-of -~ -- .
the amnpe (V) with the |socyanate or isothiocyanate (VI) is analogous to >
t he react’ion of the ani ne'(Il1) with the isocyanate or isothiocyanate (I1V). {|®P
The' amines of general formula (V) are known conmpounds or they can be
\prepared by methods known in 5 - the art for .anal ogous conpounds. The
_|socyanat es gr isothiocyanates of generalisi3%4formula (VI) may be prepared

by treating=amanTe. oOf~gJemer A TT) WlIn ﬁos e por tho fol I-oned
by treatment of t f%ﬁﬂ&% mﬂg&gg‘ &h'gg&g’ﬁﬁf he
i nvention in whi $sOdyinate - mgﬁm ev)pr‘lmp du;edlol ysr S of

t he conpounds of. mm W) @ret known mpvmdscbr heyRA _ s _
. - CONHCCaryl The h mrzglﬁg%“g ainL e ’:'g‘-“' |c con-

10 ditions. |If neg dnam&h&r ealdiiﬁ:soﬁdebed reactive
‘subst¥=tuent groups do wa!clré‘a & ecting
group renov g qﬁ% °f @qm@gj;ﬁm Pl a d)

-has been prz ar edglidhe! eces- sary "a subs | uent In the rm ecule .
may be converted mtmw&eﬁrﬁwmsmnstumhbdore described; paacrivé substitient groupmect i on
with general for rm#ya dyrigg ﬂ%!{és@ﬁ mgﬁ% lEﬁorrpound -
of the inveq%r on ﬁ:ﬁ?ﬁ si8ruit@S e - gen be
-obt ai.ned by basi f @iihgeﬁerilhﬁmﬂsqm addi tion salt. Conversely, if
the product of the p!f@céssp '0““““‘ Q?“aan sal t,
particularly a ph%ﬂ ‘ﬂ(ﬂﬁ% 20 be

e eanI ph

obt ai ned by i sso mm@a&&mraamamhueﬂy ando

treating the sol ubd olmmﬂt cﬁsaolmgr ¢ fiee) bave G p doimble orgatid) sabvemryand ttiearing |
procedures for pr gé %ﬂ’"&'at"éh WWMWD&EWEMWI es
of acid addition ut.,rtg‘gg gmgmgom g{dga@,;,ﬁ 25

aci ds, such #s suhcnh,umlcas epiriy funaric,art 26 C,

f 25 mal emaleic ditrig, | aeenc,arem @etbm}%l%w rficids.
[lég?eil tcor uenegﬁrg m%:m rﬁ”mﬁ%?ﬁ“”%’%wf%?%r a (1)

in which R is hydrogen may be prepared by t he foIIowr ng schene: 30
(where R and K have the meani ngs qgfr ned above) I

30 The starting O RBdadibn [ OF S | Radpiih [ {her than
hydr ogen can. al rRpar ed from tIB @ IS O orRul t he

foll owi ng schene: - (where [ERR] and[ ERR] hdve 1t he rreani n ve and
R is |ower alkyl i

preparation of t y they ‘35 sche bove
and of the preparation of -t he ketone 1) r erence is dé to FE
procedur es dgﬁcrrmg.ehymy A ,-“:” J d Chem, 1972, 15, 91 an

§3 defined above)

Beke et al. ° generaioformulal (€D e ntron
possess two asym‘r@nralsqzbe fmahshewnd ommu:.(%egj“% M@&W in :
various stereochem cal forms. In addition they can exist as 40 cis or
trans isomers. R Wil L be r [\hhr’l;ed he starting 1R of formula
(11) is.a nixturel | soner pr odu .or:m_lrg‘!onig) Wi sol be a -

m xture of i sorRse el an be 3sep ) '[T" required, kpp st

procedures. |If the statr g material is a ngl e isomer t enth product
w1l also be a sin i doner. It is beljeve é’;ﬁ that reductio
conpound (VI11) \W Ra@ay ni ckel gi vegx)ess lally trans(XI) © NHR 4
1,513, 824 4 conp ound ( Q her’

" reduci ng agents ¢ iRy, andoR 8 @FM"%#@ ngeﬂdaﬁ !‘!F "ﬂﬁ! or a fggther

di scussi on of so e & ,‘.:..J. BV

reference is nmademide b iR Jrodedires Wéscritad
conpounds of the 91z Beke ernal.[Chema Bohd
generally th ) 4 Y POE E ]
warm - 5 oo ther A€ Q1K i B
procedure. In suciaaamxture of momemthepmductofformula m wdlalsobeamlxtureoflsomers
which can be separated, if required, by standard procedures. If the starting material
S is a single isomer then the product will also be a single isomer. It is believed
45 _that reduction of compound (VIII) with Raney nickel gives essentially trans 45 .

nyke al ar.;mnmda ln'm,ezs The

actrvrt | e, 5




'procedure the conpounds are admi ni st er ed i ntravenously to nornotensive
anaesthetlsed rats and the fall"inh diastol'ic bl ood pressure is mure 15 - %
m nut es af ter adm nis- .tration. Generally, the conpounds produce a 30 mMm Ho (-
or 'nore fall in blood 10 pressure in this test when adninistered at a -
sage of 25.6 ng/ kg orl ess. _ o The invention further provides a
phar maceut i cal corrp05|t|on whi ch conprises a corrpound of fornul a (1) or a
phar maceut i cal- 1Pl

phar maceutical |y ac @xh ¢re¥°du°ina m@ r?f ‘E‘h@dCMI er may
‘be-a solid, quuid %d se‘P:g '
conposi tions i ncl ude cg& 4‘% an be
one or 15 mgre sy&a&ﬂg og to ts, s

| ubri @lt s, sol ubil blqueq |aqg etntas suiulalddghasnamlosicabrmdwh- dnrmdigpat i ng
agents; it can al soPRER ‘ ) eLarrier
is a finely dividedesnf Yin (H1o64 ded
active ingrediints. pdessurehbhettswhdmdmk is mxed wh

a carrier having the n@memn% forthed | poyid rophawuuﬂcasmnt ’ whlcbpanpnses 20
so

dons and conpacted # sn W 'ﬁ, ?“a‘ﬁﬂ#’abl ets
15

preferably contain
i ngredi ent Sui 5abl eomﬂnm mMgnﬂsaptmes. a\acobd)m cmgene:&l drm
Stearate, talc, sug&pere w 109y | ﬂ#"ﬂmnStﬂMhlub ‘%tsPlPPﬂi*ﬂ:

tragacanth, nethyl ESTUPEY “’n%’ agents hd vﬁ&ﬁcﬁf‘,«hse

| ow nelting wax and t:heﬁnel Meaeéd% m éﬁaao&i tabmthelaeuve ingrediedtNt ended

to include theof or i wﬂbi camer mmhg 20
material as carrier Mg@ﬁ?& (with
or without other ca Ustigak,N

.association with it hct@!emelctat sxtrmashdt,selmemm#tht yl Qﬂlulose, sodmm mrboa-erl |

I|qU|dformco?ﬁp05| ﬁ‘” %‘ | si 6hs,
30 syrups and eli xi lﬁmih@‘ W{lg}, 3 cga{@_. pended

Celgredionr (
in a armaceutically maoqaﬂcds)eussﬂmundb:bb cath,dhmhtsrthwﬁaamnakhm &mildrls wat er,

sterile organ|§ soIG’éﬁ‘Fgi ingjuded.;r o of uthth Preferably gfllqwd carrier _is

one suitable f¥ -paren e F‘@‘ﬁ.“"’?’s
sufficiently sol ubl :‘gm vgﬁ,eg ke, Osterild

carrier; if it is torgaticslybnt tok ibeth.i bai u:dc&ﬂerdsaecshimalelforna

sui tabl e organj.c so lﬂ&]“"'?-n%é\? iegt &, Wq Ilt #8riai ning
from10 to 75 % of W% EE& EF her

i nst ances corrp03|t|mmﬂxohaomd% Yhe p\syrv&igﬁgs sumﬁw d| vided active

i ngredi ent in aqueous mmhnmwednwﬁﬁmwweymwlmpeﬂmgudhomﬁmmm on, or

40 in a 3# tabmm |W&ﬁ@§har sediim; caghogeyr ‘_ BCBUL i gdal e
conposi ti ons ich o : B SRS RSt SRl Phe 1t i | 'sed

by intramuscul ar, i at;ua@amg p ,o aiid B¢
i nstances a corrpounmstmdadrﬂlly mh@nmdohdmpbm@mm stered orally either
in liquid or s‘glld g b i adoppae dorm; dm|such
conposition is-in u I, Sompasty g fley , Mﬁiﬁpﬁltlﬁsn -
i s subdivided in UNpdckegd SRGining pedifid) quagtitiod s ORpokitdns Mpupaa&ted wiersof t he
active ingredient; pheialum !mm@@a'g'éeﬁ!irMMewabpa egmgn the
package cont aigi ng )ﬁ'. TN "; TS o i 50
packeted powders or fol g, mn@am @ _
capsul e or tablet i bﬁ@bfawvoingxedmm.ambevenm a&qop:cbqlmtlatasmmsmd;en thgfabwneg  Of
_these in packaged f @saerirhere dissopnopsds gre inygit dosage fogpyt | e j ngredient in a unit
dose of conposition mayhefelowiss Exmelet duse, e igenpion;rmy 50 for exanple, 5

ng. to 500 ny.s5 according to the partlc% %ed and the activity of theg .
active ingredi ent The |1184/1701b-Bixalgd wﬁg hdumagmm:dmmthe absence

of carrier where the cBepCramim-lg 7blﬂ|b- lnupfﬂrhe& i

Eanples illustrate T R 3e0 35 “miy Ams )“"‘ henyl ssocyana :?izl%ndl{?i -
EXAMPLE 1 60 filtered of as a white solid (o 621 g) wlnch was m ethanollc hydrogen 60
1-(1,3, 4, 6, 7, 11b- Hexikhide |zz¢1rcz WO reaurs To a
2-amno-1, 3,4, 6,7, I9053I‘?5? %lﬁ’ﬁ%ﬁ E[r‘?\ A§6‘° stirred at room

tenperature in benzene (SO n1) vvas added phenyl isyanate (O 290 g, 5%
excess) in benzene (25 m). After stirring for 18 hours, the title conpound
nas _ o _ . |



60 filted of asawhite solid (0.621 g) which was convertedin :

et hanol [c hydr ogen---*'60-cht ori deto-the -hydrochl-oride (0.654 @),
[ ERR]: requires C 63.90; 'H, 6 97; N, 11 18% Found: C, 63.72; H, 6 87 N, l}
11.310% .5 1,513, 824

B~EXAVPLE 2 1- (1, 3 4,6,7,1 | b- Hexahydro 2H-benzo - :

[ al - qui nol i zi n- 2- yl)-3- phenylthlourea : '

2-Amino-1,_.3 4. 6. 7. 11b-hexahvdro- 2H bdsfid olj 6 phenyl

i sot hi ocyanate (0.563 g) were condep_gml,}_gget her in benzene (50 M) in a
nmanner. 5 - anal 0g13)86,1, nbmyda&zfﬁmm 19quibiokzih- BV EpHeliyRthibirkd € conpound

'QJ almmmmm) 4ndcphenyh| or i de -

(0.724 g). Cryst |2anﬂ, 7 %%

(0.950 @), s %{m e [PERNSE In b amaer | 24%
Found: C, 63 94‘ toﬁ/ﬁﬁlaﬂbhiadﬁc hios T 2135°QC=¢.H==N,S HQ ]51
1-(1,8¢4,6, 7, 1|mm§r@dﬁbﬂzw7oé~hzlam}qﬁnuml c,zﬁsmzays;s,s%ue.m@ayl urea 10 -

2- Am no- 1, 3, 4 6, 7, | 1 b--hexahydr o- 2H H QLE qU| noI|Z|ne (0.260 g) and

benzoyl 10 i socya.(@;ﬁ,xﬁ S&eh together in
benzene (38 m), | 12-Aminahirh67, m@.ﬂ-lam dlumoti ahd benzgyl ve t0e

title conpound § M"{ 505 M@Qﬁﬁ%at 28 N

hydr ochl ori de ( ol
9. 96% d: ,mm,ooaialm.o uesGC, 50.78;N\H, €698 98/9.96%. Found: C, 60.06
15 EX?A\NPLEQ C&650 N, 9.89%. . e s, 6695 / % G

1-(1, 3,4, 6,7, 11b- Hexahydr o- 2H benzogghgei £Ql i zi n-2-y1) - 3- benzoyl -th| our es

To 2-anino-1,3, 4, 61-71;3J4J47; hi> Kedalyyd q:ﬁno -z-salb-s-&nﬂﬁl-ﬁ:&@ g) stirred at
room t enperature i ERincelydsA, 6,7 Hib-hepal Eriquinolizing (2.5P gD sdmdcayanate (2.30

g) in 20 3 b _ e {13p "Fﬂfﬁj_‘b %E(z?o '%olv t was
renoved under vacuuﬁ(lmvaﬁ fiklécondy d6taihed fgg)[l‘g A&id _
hydr ochl ori de dﬁ’f m qu:lmethmusmetah&n dxr gems°ChI oride in
t he usual mann%,s3 EN /‘gb T?!RR]Q[%}}T%H& Nesm %GM G4 6.18; N,
10. 11% Found °99; N, 10.28% 25

EXAMPLE 5 EXAMPLE § .

1-(1, 3, 4, 6 7,1 1Ef(%&%b?&%%%%ﬂﬂ%%ﬁﬁ@ﬂu%@b@ﬂ)-uor orret hyl ph
enyl)- urea 2-Am Wﬁ@ﬁbh&m&m&&mﬁw E;muﬁl ne. (0. 545

g) and ot - f | fivoromevis, @mmgwefc A msed '

toget her t o to_give aﬂ}%r[tll & of 3&Exanpl e
4 to gi ve the%@m%ﬁ "}5‘@24 -1 @ t91'l g@“‘ﬁ)%l@ 28)  np.

[ERR], [ERR] . HC requires C 59, 2 N, 9.87. Found: C, 59.65; H,

5.41; N, 10.31% EXAMPLE 6 BXAMPLEG : :
1-(1, 3, 4, 57, 11b? PO TAnydroedd gHinelizi thoxy%zenyl )u
rea 35 > B I Zi

(0.462 ). and mapmer é-’ﬁeg) |€= Dy gi  ¥i S nSout u;-,_ e condensed
together in be Hgf 2N HEL sequites §o 630 H,ﬁﬁatN,oﬂOBEéarrpl e 4to
give die title c°8‘?ﬁ) cglggo f?'PeNfWPéf’chl oride (0.632 g) mp. [ERR] requires.
C, 65.02; 4o, 6.76; N, 10.83% Foundgxfmpf®703; H 6.90; N, 10.73% fll(P _

EXAVPLE. 7 (a) z-Me:hanesulphonam.do-l,s,4,s,7,11b-hexahyd:o-za-b&ﬁo[@n|)mohm

2- Met hanesul phonarp "‘gl, g I b hexahydr - 2H benz ol al qui nol i zi ne
(isomer 'A') T ’s{,f’ 1 _ Fud =0, Byeiac et MIZIHE .
hydr ochl or4i5de @ s @loridk (6.5706) Iy Hiskie (2 §§) in

di chl or omet han )s rse@nmbr 18 hoalss the@whtbe mwmseradded
met hane sul pho 7

TEARE & fed, 3 v,nd(5 m).
After sturrungh@d}&m&ehm’ g ,omsv\ﬁéx
. 50  6.68; N, 8.84%. Found C, 53.07; H, 677 N, 8.64%. 50

'(b) 2-Mz=lthanesulpgonam1do-l),3,4,6,7 »11b-hexahydro-2H-benzo[a]quinolizine
somers ‘A’

A solution of methapesulphonyl chlotide (19 g) in. dichloromethane (6 ml)
was added dropwise to an ice cooled suspension of 2-ammo-1,3,4,6,7,11b-hexa—

55 ydro-ZH-benzo[a]qmnohm dihydrochloride (4.06 g) in a mixture of dichloro- - 55

methane - (30 ml) and triethylamine (84 ml). After addition was complete the . .

_solunonwasallowedtostandforlhourandthenpouredmmwaterTheo :
phase was separated, dried, and evaporated. The residue was dissolved in etban?(.ilg




and 't he organic ph'aSe separated, .dried and. evaporat ed.to yield the tide -

conmpound (1.06 g) as an oil, which was converted in ethanolic hydrogen
chloride-to the hydr ochl ot i de (0.395 g) mp. 244.8C [ERR] requires C, . (2
53.7°06; H, 50 - 6.68; N, 8.84% Found: C, 53.07; H, 6.77; N, 8.64% '

. Be/ (b) 2- NEt hanesul phonamdo-1, 3, 4, 6,7, 11b- hexahydro 2H benzo[a] qui nol i zi ne
(Isomers ' 4 and B) A sol utlon of lmjbga;nesul phonyl chloride (1.9 g) in

di chl or oneTTar WS adUET U ODW ST oqQred ST om of
2--am no-1, 3, 4, 61n 'n "ghg’nSmxxr:o '.', .l,n- mm _-mn ﬂ .
di hydrochl or i de filfra¥dnll "Ehe Qhixil c s drfRtallised SfeomTRiethaoF o 30 M ) and
triethyam ne (8 ‘AH! t(li)ﬂ, 52 CeHioN § vaas al | oned
" to stand for @ﬂ(&% rﬁ‘: s%ﬂl -
separ:,at ed, drie ;ed, eﬁ{h hanol (15
6 rm.'l‘heatractwasdnedand te@2thie residue was then crys L
6 m ) aci dgof ied® dlswvejﬁ'!frfé? P’@ ‘1’| OQWW
acetate (1 fide, oa@% ryﬁ,_ es 0 the
title corrpounds mmrm‘md ca;mo reqihrh Cf 5iléoy &, |6c8m, @0%1 Xt uf e was
crystallised frdieuadie® bk H, 6.03; Qﬁ &é"'%sorrer “A" hydrochloride (1.9 g, mp.
'251-[ERR]). [ERR] requires 5 CexampPPgs H 6.68; N .8.84% Found: C,

' 53.09; H 6 75; N, 82-%%@&%&@&&&7,11&&&%&%[qu cor respondi ng

to that of the product, of EX?HBJ A%Lh | i-qyor.s ( por at ed,
1 %ﬁgﬁ“@n h o extract
r&ﬁcﬁ&%ﬁﬁ@;;ﬂw

basified with a

was dried and evihasl 2tdhfdon 'bthhedh GhL i

acetonitrite (1 -@dmglané stirsingrwere aglmiOhe!f ufpheryl bag@. The
base 10 ‘%ﬁ&w % aci di fied
wi th ethanol i C rﬂtquots N(s6 Qr Edidhfdroye sbﬁ&&i{g&as e poﬁéd

hydr ochl ori de, Vp}ldwal,elh(cBWGs lvemupct;alg:%gp;tole%n Pf;l?‘B C3551 60;
H, 6.81; N5 8. 60 “deg‘“ ise g 1

2- Et hanesul phong , ﬁ%@ m&%ﬁﬁﬁ“ﬂ?ﬁ%@% %‘L‘ﬂ Viag ne

15 (tsoners 'A rmndltratBtt)mndforlhour e solution was ﬁltered agamnoproduceasecond o
2- Ani no, 3, 4, 6, 7, Sophofehitegrrsels. 4 HB r|d§(3.65
g) was di s34 \ ved, IO 8 ed

and stirred whi- I:ﬁdzhaaols&l véoﬂmﬁfatoﬁrﬁp Ip&m m-erm(namﬁﬁnng:):dd.m,ds,z;nbor onet hane
) ¢ Tnt ai ned

(10 nl) was addéigzah ZH~b=ﬂ=6fﬂ ﬁ .il ®) o < qym,&]
whi |l st a s ut| tpm aydearH-Benga
~ di chl orome ane I!E:,m ﬁH& ] 3445 he, ﬂﬁah Isam%mmn&{ &re(f at

room t enper at ur 954f26r Ha 6.97; tlﬁ‘seB laé)h lgmt Inep. s8N t Wi ce

with aliquots off 5 Vﬁ?qnﬁ“‘“’rﬁesﬂfserﬁ’o?"?}nﬁ%ﬂﬁﬁs §B‘F‘ut?’o§4%§ evaporated -
to yield a yell ow oi ch was dissolved in ethanol (10 m) and et hanol -
saturated wpth 25 hydr ogen chl oEKAMPLRY® added dropW| se until tHe :

sol utioon was acidic G'Bmﬂaul!’hWWI 86,2 W AeeAizigghi t e crystal s

were produced, gy Czhma&m,s,ﬂm 0 idee.8 T enoved by
filtration to C Og) Sdndl t ehiddliy mbdmhwmgtxhl i verel gtitred e t 0 st and

for 1 hour 46he sWihyics-eopling ' |= ‘ &59@(!(5‘%1”87 op 4f

white crystals. B BE @a iltrate

30 Thi n- | aysd ecabérer mohﬂ;i been

“formed. The two mﬂst@@dpmd@duemmm

15 the _ mlal | i sat i on
of the thré@ crofs hg":',,"‘. { e x 23
sul phonani do- 1, 3 4xen frod dhidBide Rtk 1hi§1nﬂﬂ vhwle ochl oride,
I somer A (1.13 g etham g'ldemed:anoldro ise
2- et hanesul hon PRt g L”‘S“ 'E‘mqjg‘dge( h:ggp :e;ggm of the
qui nol i zi ne hydrgfg1 y ands rgykﬁy'ism;:hl ori de

had mp. . 35 zam,ac !EE! Riquire(Gj 6622; G, ©12; 46,7.390%. Fogd; G, 59884H06 Found:
C, 54.25; H 6. 956 N, 782%89) and i somer B hydrochoride had mp. [ERR]

: (b) The filtrate retained from Example 9(a) was acidified to pH 2 with a saturated
60 . solution of hydrogen chioride in ethanol, lefttocrystalhse for 0.1 hour,.and then 60
filtered. o
The crystals were washed with ethanol, thenether,anddned Recrystalhsamn '




([ ERR] . requrresC 54 45; H 701 N847% Found C 54.46; H, 709 N,

8. 169 e = "BXAMPLETQ" © T
40 2- Phenyl sul phonam no--1, 3 4 6, 7, | b- hexahydr o- 2H benzo a] qui nol i zi ne- \tP _

(I'soners "A" and *B') (a) 2-Amno-I,3,4,6,7, 11b- hexahydro 2H benzo[ a _
i nol zi ne di hydrochl oride (2:76 g) and tri et hyl am ne (222 g), dissolved in
di chl or onet hane (20 nt) were stirred 45 with ice-cooling whilst a -
sol ution Qf7 h 14513, gl in dichloro 45 nethdne (4

m) was added OwdRidcRE by diREviEERE brpstls NBSordfGHAT2Shl) kidBiJ4 Riength G0RSIEM perature
for-a further Sam@unsoluﬂahe(zsml)uwmmm layed, ovashing tit) witha weter, (50 nl ) and

evaporated, to %&W?" rg"@ﬁ@ﬁomm W"P"“\Mh@ y‘?ﬂn’i’lﬁ et hanol -
(10 m) a-ng sto pamsr(mcgauq,e éﬁe;svdl@ ,N,0 so’r;{cﬁj hogrs.
The resulting cneytmtesaC,ssm 612,mﬂe9%emedCb§p ;msm,rmma%d the filtrate

retained for Exanple 9(b). The crm@g (?0 vere washed with a little

ethanol, then ether and ggi ,%911 lon to the
hydrochl oride wer a<(es#6e BA{ lEH lilr& t heydss- Ni Mum

“vol ume of ®tha @%Gblwn hwehl orildle in
et hanol dropw s Lﬂnﬁw ﬁndr ng a
whi te precipitaty Xei 68.5 3 04, 1 6838yt he title

conpound was prl’!dl;‘l?eﬁ N'Ilh-BS%-vvas 55 filtered, vvashed vvrth alittle

et hanol, tjgen ether, and dried (0 ERR] [ ERR] requr res C,;560.22;

H 6.12; N, 7. 399(»,3,4391111@3&,&&9@& xﬁ’g?igmg gz.na.z%, e 1 1113t €
to W th -

retai ned from Exa 9(a) was aci d| fiegha sat ur at ed 60 .

‘solution of hydys P‘F IQBPPS nilingr 4,3, Pé%&ﬁgh%r 0.1 hour,
and then 20 60 ‘%,e CRYHS Bt henget her |

and dri ed. Recrystal I sat | on

1,513, 824 EXAMPLB 12 s ef cted by dissol ving
the crystals in J@yaf’%‘éb % hﬁiﬂé@gﬁ“;\ﬁpm a
solution (25 m Binzd[d]q amz,,zsyva ected with t h vt er

evaporati ng to mtawdwe@nvﬂ,ercbmwgmto the hydrochl oride by the 8t hod_
of Exanple 9(a). Several recrystaII vvere necessary to obtain the -
hydrochl ori de of {-81(3#¥7,1%-Hexah § gg,ehmgh purity

[ ERR] By a procedure gous ﬁo that 2.8mifi)-1,54)6,2P1b-beka- 6. 12; N,
7.39% Fou Hepgazo[]quipoligipe ip\reagedguith, e togivs the

d:
'l b- Hexahy r o- Zﬂleben%:o“q"ur nol i zi n-2-yl urea
1-(1, 3,4,6, 7, 11b- Hexahydr o- 2H benzo{ml}tqm.moh Zi n- 2- yI)-3 benzoyl urea
hydr o- 10 . Chlloglt3dé=7 ] uine Dox{4-sosthiyighe '

sol ution (50 m pyafolir. "‘f@mh 4, OBk Lorpee, b ; S
resi due wa¥hed udetdampmhdr, et hanol, and f| naI bef or & drying3o give

the title conpound (0.46 g) neltin 2?500 [ ERR] requr res C, 68.54%
L T o s oG 85 o

EXANPLE 11 2- Ammo-l,s,4, 6,7,11b-hexahydro-2H-benzo(a]quinoli
1-(1,3,4, 647, | mmwmrmmdmmmbmqwmmwz yl4}, 1, 3di
phenyl urea By Ygle Fomy re anal ogous to that of Exanple 1, -
2-anilino-1,3,4,6,7,11b- hexa- hydr ogaMPrEliiset hoxy 2H benzo( a] qui nol i zi ne

-S. i fi [ A:8.1 1 14- -2H. goligint 2yl hreq _
(U.-S.  Speci I.Catlw%-1}4,a%1mhyml : t¥ socyanate to
grvethetrtle_mn_ et ZH- ;gw :
T-(1,3, 4, 6457, | | 308N By elbiirionof D GHALIND setocd i pHnftfsdoythae a-prei‘&{‘r?t-s aheny|
urea By a pr oceddppuandhwgsus:pbmddmwecme&mmﬁpde 1, o
2-nmet hyl am no-1, 3,4,6, 7,11 b- hexahy gigMgfﬁlgenzo[a] qui nol i zi ne (J. Med.

Chem, 1972, 15 z-ﬁé&anésﬁl KoRaiaeSis 44,7, ro-10-methyl-2H-benzo{a] quinolizine
2-Armno-l,3 4,6,7,11b-hexahydro-10-methyl-2H-benzo[a] quinolizine. [prepared .
50 . from 1,3,4,6,7,11b-lm:ahydro lo-methyl-ZH-benm[a]qumohzm-z-onz (Neth, Appln. . 50

6,508,468) by reduction of the oxime] is reacted with methane sulphonyl chloride
by a process analogous w© that of Example 7(a) to give the ude compound.



25 phenyl | socyanate to give the title conpound. :

25 EXAMPLE, 13 1-(1,3;4,6, 7, 11b- Hexahydr o- 2H benzo[ a ' '

qui nol i zi n- 2- yI) 3- (2-chl orophenyl)urea By a“procedure- a~nal egous--t-o-t-hat -off {

Exampl e ‘1, 2-am no-1,3,4,6,7,11b-hexa- hydro-2H benzo[a]quinolizine is [ .

react ed with o-chl orophenyl isocyanate to give the 30 - ‘title corrpound

30 EXAMPLE 14 1-(1, 3,4,6, 7,11 b-Hexahydro-2H benzo [ a]

~qui noli zi n-2- yI) 3- (4 met hyI phenyl )urea By a procedure anal ogous to that of -

Exanple 1, 2-angno-1, 3, 4,6,7,1 1b- hexa- - hydif3 ¢4 benzo[ a] qui nolizine is "¢

react ed with WWW —UrTre conpouna.

35 EXAMPLE 15 S vinolizine of the general formula (I)

2- p- Tol yi sul phonani no- 1 3 4,6,7, 11b hexahydro 2H benzo[ a] qui noli zine

2-Aming.1,3,4,6,7,11b- hexahydro 2H-Renzgl alguinolizin is reacted with p-

t ol uenesul phonyl chI oride by a proced Anal ogous to that of Exanple 9 to

gi ve the 40 title conpound. EXAMZ N D

1-(9-Chloro-1, 3,4,6,7, || b-Hexahydr o- 2H-ben qgui nol i zi n- 2- yl) - phenyl

urea 2-Ami no-9-chloro-1,3,4,6,7, 11b- hexahydrp 3 Hebenzo[ a] qui nol i zi ne

[-prepared from 9-chloro-1, 3 4, 6 7, 11 b- hexaly@rR- 2H-. benzol al C]UI nol zi n- 2- one

(Neth. Appln. 45 orOs Epﬁ&maﬁ&hnb cdefiablc tadid ddidiont 43k rheféofBihereiil Riea@dt R Wit h
DIkl ”O

phenyl isocyanale bywhich mpmmsgi;’g ﬁmh?g:oaﬁi E);W 101"!9 gidve

the title conpound. TRENpogs X
2- Met hanesul phonam O3 . ,sGlplur ananl 2 gl)’-Iﬁ)NHf hyl - Si-l-mg‘enzo aqu nol iz
i ne 2- Anmi no- 18} 4,6, 7212b comm;s ﬁbmymw Resd &¥* dmhrhyﬂmamn :

[prepared 50 | m,_. comgpopnd as claimed in, Cf v.O a{zﬂg%g
.[a]qU|noI|2|n20ne A .‘o yiamae, di ltaﬁﬂ.oxme]

Is reacted with net hauamsul pho chI or| de by a t|¢l)1rocess anal o ous to t hat
one (] re claims w

of Example 7(a)sto gi ygyhRees ’;mnyl 3 ecor 15

1,513,824 halogen, lower alkoxy lower alkyl, alkylened gmn. mm ‘?,‘éi‘ A

benzoqui nol i zi ne of 4Ky Retriflh thigh Hubstiudnts. NR3R4  or a harmaceutical ly

acceptabl e acid additidn mm%w@wdwwgg%

is 5-CONIL: whi ch
may bé the sameoor defeok ST Gt i) SRIGEE Gl 0T i3l OViegy
5 al koxy or hal ogen,phhyl faipdl @Sépéibrallynyabltitga by one®vciore hil &ﬁ%r

represents -[ ERR] ( widkyl,califyicheipxy, andn@mbWeradHymhmqrdMeydmyhm;{»ERﬁ]:ﬂumomt{uERR]
(where X is oxygen o r, ar A conmpound
as elaimed in Gkai m‘;:‘igé 6;&&%%&%@‘3 %'Sf‘ﬁgﬁ%%’é}gé’ﬁ“m' * 25
3. A conpound as cl al nesd 113 mlmﬁexﬁidrambmﬂammhﬁh-ﬂ-y%ph&waeﬂgen

| 10 al kyl »- hal
| over al koxy, | R e S B B, 55

di | ower al kyl aniamo or trm qq m.wq@mwmz&)emwmuﬂs 30
claimed in any one

413 ,]
wherein [ERR] is | o gom&pfr ﬁ%ﬁ u%"ggﬁ“;gy ag)dﬂ!&oih nor e

- 15 hal ogen, ower aI ower
| ower al kyl ami nd3 di | oneR- 1a|(k,;gl,a,mlbo- Hexaliydiof 4 Mr-cbnmh uinglizias<{ & £ yBNntE-. 5.35A

conpound as cl ai med {rr methe Wﬁ lg‘un?"l @%Xﬁm”‘%“‘l %R] 620A

-conpound as cl ained |

where X is as defined i. o ulphadashidbe1,3/4.8,7) tetivydh mm-phm{y]qﬁ@lumemeathe
20 ooy "o o iR GRS T, o1, B85 A L

al k'qu’ | over harmaceuucall acceptable acid addition salt
' 16, 1,3,4,6 ,7,11b-Hexahydro~2H-benzoqmnohzm—2~ylurea or a pharmaceuncally
acceptable acid addition salt thereof.
45 17. A process for repmngacompoundclmmedmC]axmlwheremR‘repre-- 45
sents —SO,R® (wherem R? is as defined in Claim 1) which comprises mctmg an
amine of genual formula (II)

* € L M s x -



al kyl , al kyl enedi ozy, .ami no, |ower al kyl ami.no, di I ower akl am no or.
trrfluororrethyl substltdents o . '
1-(1,3,4,%6;7, 11bHexahydro 2H benzo[a] qU| noI i zi n- 2 yI) phenyl urea or a 25 {b
phai naceut i caI | y acceptable acid addition salt thereof. .

2578, 1-(1,3,4,6,,11b- Heahydro 2H benzo( a] qui nol i zi'n-2-yl) - 3-phenyl t hi our ea
or a phar naceutlcal | y acceptable acid addition salt thereof. -9. 1-(1,3

4,6, 7, 11bHexahydr o- 2H benzo[ a] qui nol i k¥138A v| ) - 3- benzoyl urea or-a 9

phar maceuti.cal | C tdy Ik : 10.
1-(1,3,4,6,7, 1l \érw %ﬁ% ﬁ%d:%i@&em%é%ennzgﬁ-thl our ea

30 or a phar naceul I y accept abl e aci d ion salt t her eof . -l 1

(1346711b- hydr 2H . benz i,nolizin - - 3- (2 -
“trifluoronet hyI p i e &)eﬁm’d %&a@jﬁm?‘ fonvertios & StuH PSS addifion

salt thereof'. 18, Aprocess clmi:ed—mﬂanﬂlﬂ;w khle Reactivéidetinitivel s halidkH - :

benzol a] qui nol i 21‘#1!5"@ Is'zlphomemm hox hen Iﬂz urea or a

phar maceut i cal I Pkpﬂégﬁﬁ‘f rlfﬂﬁ% |

Met hanesulxphona 20. -A i; a m lbﬂﬁéﬁ[m] is qi n&izine

or a -phar maceut ma&w m%kamedsmdtm&hmé]wmmmm

2- Et hanesul.phon Ph hexahydr o- 2H benzo -[ a] qui nol i zi ne or a
40 phar macuti cal |y accept aQI e acid addition salt thereof. -

40 15.° 2-Phenyl sul phonami do- 1, 3, 28 g b- hexahydr o- 2H benzo[ a] qui riol i zi ne
or a pharmaceutically accept abl e @. i tiofpsalt thereof. 16.

1,3,4,6,7, 11b- Hexahydro 2H benz®qui nol i -2-ylurea or a pharnaceuti cal I y
acceptabl e acid addition salt thereof. 17. A process for

preparing a conpound claimed in Caim1 \M}QFQ%I n R repre- = 45 sents-[ERR]
(wherein [ ERR] |s a%tf rned | hm]ﬂ ﬁbm%hk rlses rac.tln.lg an am ne .
‘of gener al 5f 0" neonsothxocyanateofgeneralformula(m 5.

1,513, 824 or an acid addition
salt thereof (where [ERR], [ERR] and R are as defrned i@ aim1) with

a reactive deri \{@ ey xaaxéIJJ %9«!3' ﬁq) %@qﬁ%%&ﬁ&e{% Jngrrrul a [ERR]

(1) (where | ]baseSnuﬂs ; thedeofd€SI T € nverting a.
resulting free ba process Mlmammeﬂ@a . b incwhich B repreaci d
ddi tion SR ¢ —a"m g Aehined, i Elfm; 1) Wbjeh i opppPEes REHOE | n ¢ AR

reactive deri vatlve IS a r anhydri de of the sul phonic acid

. conpound. 19. A process as cI ai rred i nargNBL m 17 or 18 in whi €W the reaction
of the amne. a r|v rried out under basic
~condi tions. %&W“‘ﬁ"‘%ﬁ? M&%&ﬁ process for preparing a |
compound clainmed in Caim 1 wher«;gln |s 10 [ERR] (wherein
X and [ERR] are as defined in C al ' &rrf)rlses reacting an am ne .
of general formula (11) or an aci . saI hereof (where [ERR], [ ERR]
and [ ERR] have the neanings given'in Claiim11) with an isocyanate or-

| sot hi ocyanate of general formula (I1V) ' 15 [ERR]

(I'V) (where [ERR] and X are as defined mNBDilml) and, if desired,

converting,qa re Mhnq‘, ﬁ base’edm&o&mgq mjrgf‘um& caI acce .tabI engsg -
mé'ﬁp in -

addi tion saI t t ,,i,g | ai
Claim1lin whrchliza empsund @mm(lvaJhghrR-Xsls as
defined in CI a| ﬁﬂFONﬂswmcth:on rhyd@m pogpd claimed in AQaimrl abdrere of gener al
formula (Vg d"“ed °°""“““3 a "‘(‘19)‘5 W"t‘ﬁ“‘dﬁml ssphapenat e 86

i sot hi ocyanate i “?’g FS.EIM R] and” X are
as. defr ned in q,a); , convert a res

24Apromssforprepmn a compound clmmedmClamlsubstanuallyas
. hereinbefore described with refl erenoewanyoneofExampleslmGandh.
35 25. Aprocessforprepanngacompoundclmmedmdmnlsubsmnuallyas L35
o -herembefomdam’bedmthmfuencemmyoneofcmlsn,sﬂandlo ' :
' 26. A process for preparmg a com in Claim 1 substantially as
2|7xfzreb‘:nmq mme henevetro anyoncof pls ll?ia}zwd f
uino Wi a process in any one o
40 Claims 17 10 24, prepared by 4 p y 40
28. A benzoqumohzme whenever prepared by a process clazmed in Claim 25 or '

Claim 26.
RN AR




free base i 'nt 0 a phar maceutical |y acceptabl e acid addi tion salt thereof 22.

' -'Whl ch corfprises hydrolysing a conpound clainmed in aim 1 wherein [ERR] i

A process for-prepar+ng--a-conpound-cl ai-med in-G-akm-1.in which R is. [ERR@

Haryl and, if ‘desired, converting a resulting free base into a phar ma-
3 : ceuti cal Iy accept abI e acid addition salt thereof.
- 30 23. A process as clainmed in Claim22 in which the hydrolysis is effected
under basic clthditions 24 A process fdsSlhs2aparing a conpound clainedwin.
Gaim 1 substantiall®. ARl @ehacn 16aE" RN b AebRUGR B 2Ty O
of Exanples 1 to -Gwigneferéoce yoneofExamplsZ506‘Adpi.OC€SS for preparing a
corrpound clai med i nﬁh ‘gr‘rﬁ"!!l’%'&bs@t s“bsm"ﬂﬁmmm@ﬁescrl bed

p&n? lﬁﬁ I S fo
d "“b d th f earrience 't f | ]Q.(]i.:ot 17%&“2“% hﬁg ; B
escried wi re 0 any.one o es 0

benzognol i zi ne Meg@é&m Qg&‘éﬁﬁ uz%@d@;%“@f 40

Clains 7 to 20"  carrier.

benzoqui nol i zi ne: mherﬁévérpqampawdwby«mmdew ol Glaimell orrBZGhahmoﬁﬁ or

- Claim26. . 10 - o ausbletor capsule. 1,513,824

10" 29. A corrpound as clained in d almﬁ§m@wu all'y as herei nbef or e
described with reference to any oneOhimEﬂ PagedteAgedt, t 0 6 and 7a. 30. A
‘conpound as claimed in Gaiml SUb% 181 pei nbefore described with
reference to any one of Exanpl s 7hradddid Maideshea Bﬂ. 31. A

phar nteutical conposition oncpu-s-l-ng_a_c.c.nmound_as_c.Lal ed in any

5 one of clains 1 tdygs ’°'2;'7Th§m g"@”sggggmﬁﬁ,mﬁﬂﬁ#‘mhmeutl cally

acceptable carrier. 32.- A phar rraceultztha’ieswhp@gntdl on conprising a conmpound .
‘as clainmed in any one of dainms 14 to 16, 28 and 30 in association
wi t haphar maceutically acceptabl e 10 carrier.

10 33. A pharnaceutical conposition as claimed in Caim31 or 32 in the

formof a tablet or capsule. K L.S. BROW, Chartered Patent Agent, John .
Weth & Brother Ltd., Hunterconbe Lane South, Tapl ow, M denhead, Berks.
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