(54) BENZENESULPHONYL- UREAS AND PROCESS FOR

PREPARI NG THEM (71 We: FARBWERKE HOECHST
AKTI ENGESELLSCHAFT, Vormal s Mei ster Lucius & Bruning, of 6230
Frankf urt %’I\/) - 80, P.O Box 800320, Federal Republic of Germany,
-WT" eclare the invention, for which we pray that a patent may be
granttd to us, and the met hod by which it is to be performed, to be
part icularly des- cribed in and by the foll ow ng statenent:
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benzenesul phonyl cycFdhept atri enyl -urea of the formul a

and the cycl ohgpi)aiENZBRESUBPRORYL TR AND PROGESS Foidr ogenat ed; or 25
a) a benzenesul phonyl - socymzm’rAmNGeeresul phonyl - carbam c aci d ester,

benzenesul honyl -t hi oI car bam c acid ester,
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The present 1nventxon prov1des benzenesulphonyl-ureas of the general formuia

X,
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and their phys1olog1cally tolerable salts. The benzenesulphonyl-ureas of the above for-
mula, are new compounds which, in the free form or in the form of their physiologi-
10 cally tolerable salts, have blood sugar lowering properties and are distinguished by a 10
strong hypoglycemic action.
In the above formula '
Z represents a hydrogen atom or an alkoxy group containing 1 to 4 carbon atonis, or
an allyloxy, methoxymethoxy or ethoxymethoxy group, and
15 X represents a halogen atom, preferably a chlorine atom, or a methyl, trifluoromethyl 15
or methoxy group or, when Z is an alkoxy or allyloxy group, it may also represent
a hydrogen atom.
® The present invention furthermore provides a process for preparing the new
bmzenesulphonyl—ureas, wherein a benzenesulphonyl-urea of the formula

x.

" Oywo-mectie e samens 2

Z

is reacted with a tropylium salt to yield a benzenesulphonylcycloheptatrienyl-urea of
the formula x ,
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=

and the cycloheptatrienyl group is catalytically hydrogenated; or o

25 a) a benzenesulphonyl-isocyanate, benzenesulphonyl-carbamic acid ester, benzenestl- 25
phonyl-thiolcarbamic acid_ester, benzenesulphonyl-carbamic acid hahde, benzene-
sulphonyl-urea, benzenesulphonyl-semicarbazide or a benzenesulphonyl—sezmcarba-.
zone, which is substituted in p-position by the group :
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2 Is reacted wth cycloheptylam ne or a salt thereof; or

b) a benzenesul phonam de of the formula 5 or a salt thereof is
reacted with cycl oheptylisocyanate, a cycl oheptyl-carbamc acid 5

ester, a cycl oheptyl-thiolcarbamc acid ester, a cycl oheptyl-carbamc acid
hal i de or- a cycl oheptyl -urea; or c) a correspondingly
substituted benzenesul phonyl -i sourea ether, benzenesul phonyl -

i sourea ester,2 benzenesul phonyl -i sot hi qgmg;ggzet her, : 2
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or e) a correc'lspct)hndéln}gl y1 substi;;;ggébenzenesul phi ni-c acid hali de
or, in the presencds reacted with cyclohgpty. d 951 ng agent, also-a
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par abanl c acjid derlrepat:euweart Aebmr a corrpoun of fornul a
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- is inttoduced by acylation in one or more steps into a benzenesulphonyl—urea of the

formula
Aéﬂ—a/,—e//z-O-s'o,—ﬂm —MV—O', or

k) in a correspondingly substituted thio-benzamidoalkylbenzenesulphonyl-urea or
30 thiobenzamidoalkyl-benzenesulphonyl-thiourea, the sulphur atom or the sulphur 30
atoms is or are replaced by an oxygen atom or oxygen atoms; or
1) a compound of the formula _

(4 .
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z

or the parabanic acid derivative thereof or a compound of the formula

x |
v - Qﬁ- ”-m’%_o—“‘_’—m g 'O 3

in which each U represents an —O-lower molecular alkyl or —S-lower molecular



al kyl group or a halogen atom preferably a chlorine atomis saponified;
and, if desired, the reaction product so obtained is converted into a salt
by treatnent with a base. The term "Il ower nol ecul ar” used
above and hereinafter in connection with or- gani ¢ groups
defines those organic groups as containing 1 to 4 carbon atons. 5

The conpounds used as starting substances may contain as the part

5 of the general formula (1), for exanple, the follow ng
grsoups: 1205322 . - 10 Bhe ?tarti ng
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acyl am noet hyl - benzene- % 'sul phonam de and this is reacted, for
exanple, with potassium cya-@ecc(-KOCN) to yield the
~correspondi ng acyl am doet hyl =bdgnzenesul phonyl - ur ea. The

reacti of the benzenesul phonyl-ureas with a tropyliumsalt is suitably
car - °?%§5en“ﬂq°’?lflé§§’gﬁtexﬁ[fﬁ,fgttﬁee%fpl)(’?”le%érr%%s'of an aci d-bi ndi ng agent such, for
exanpl e, as an alkabi methl & _~_ Hbonate or bicarbonate. The
benzenesul phony reas ugefl as I@i starti Sybstances may al so
be enpl oyed in tWe ¥6rm of heir corresponding®salts. As aci d- bi ndi ng
agents, ' a0 therge may also be used organic, nitrogen-containing
bases, for exa L DYTo\ng or‘bm_ ki ethyl amine. 4
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The starting substances may be prepared according to known methods. Thus, for
example, 8-phenylethyl-amine may be acylated with an acid chloride of the formula

X

Q—ZM
T

and the resulting acylamidoethyl-benzene compound may be reacted with chlorosul-

15 phonic acid to yield the corresponding acylamidoethyl-benzene-sulphochloride, the lat- 15
ter is converted by means of ammonia into the corresponding acylaminoethyl-benzene- '
sulphonamide and this is reacted, for example, with potassium cyanate {KOCN) to
yield the corresponding acylamidoethyl-benzenesulphonyl-urea. L

The reaction of the benzenesulphonyl-ureas with a tropylium salt is suitably car-
20 ried out in the presence of an acid-binding agent such, for example, as an alkali metal 20
o carbonate or bicarbonate. The benzenesulphonyl-ureas used as the starting substances
may also be employed in the form of their corresponding salts. :As acid-binding agents,
there may also be used organic, nitrogen-containing bases, for example, pyridine or
triethylamine. :



acetone and water or pure organic solvents such, for exanple, as pyridine,
may al so be used. 5 The reaction may be carried out at a
tenperature of the order of about 20[err]C 5 It is also
possible to operate at a lower or at a slightly elevated Tenperature:

The benzenesul phonyl - N -cycl oheptatrienyl -urea derivatives obtained are

remar k- ably pure. If necessary, they can be further purified by
recrystallization from al cohol s, m xtures of al cohol and water and
from other suitabl g solvents. 10 A 05t3r29pyl ium saI ts there are 4

preferably used
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be

heated to el evated ter&nzaﬁsulphonamiaefaa’guugashepemﬁmmtadduysuhema t enperature

above 100[err]C 35

Furthernore, it is possible to start fro cl oheptyl -urea or froma urea
whi ch IS nono- or especially di- %4‘4%#’&1’"@5 the free nitrogen
atomand to react it with a benzene yl phonani de carrying at the

p- position, the substi}uent star r}g rTPLe ﬁjfce Ithere40
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imi les or ftriazoles.

either directl y exyl P)*\f?_ﬂ’) NG N’ dicyclohexyl-ureasins iwg]b@ cy@h@@ﬂ-s@g}@ﬁed wele- 5
I 51s he be esulphonyl—parabanﬁPatc'lay éen%esuﬁmﬁx ksoure'a N,
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benzenesul phonyl 5‘? sour s%
benzenesul phonyl - i sourcedied st @fingDstroilNEasit @ondensation agents

car bam)yl - | m da@dbl@syl{balofomnq a:gi(ﬂnggne mentioned as starting substances is -suitably carried
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The r dacdzhmplk, ®K1or$rm10hm rpamesehdnp ) ehhyiabs ihesplidric facid or sul-

cycl oheptyl -urea is suwhuriglgpid is added. carried out using strongly basic
condensati on agents, for exanple, an alkali nmetal, an al kali et al
am de or, preferably, an alkali netal hydride, in an inert solvent.

The reaction of the sulphinic acid or sulphinic acid chloride with

N -cycl oheptyl - 55 N hydroxy-urea is suitably effected in an inert
sol vent; however, if a sulphinic acid or 55 an alkali netal salt

thereof is used as starting substance an aC|d condensatlon agent



The repl acenent of the sul phur atomin a correspondingly substituted

benzene- sul phonyl -t hi ourea by an oxygen atom can be effected,
for exanple, with the aid of an oxi de or salt of a heavy netal or
with the use of an oxidizing agent such, for exanple, as hydrogen
per oxi de, sodi um peroxide or nitrous acid. 5 The thi oureas may

al so be desul phurized by treatnment with phosgene or with 5 _
phosphorus pentachloride. The chloroform c acid am dine or chloroformc

aci d car bd- dii nm de obt al%élzzas an internedi ate stage nay be
canverted int o rhd GepRGRER MR ! AR Vakoin in a corre ndm bsttred Hlnb P! € MEasur es,
f or vexanpl e, sulponyiaifieniea fbly G bityged afin @8 Bt bfetiEd, R with the aid of an The

oxi dat i on ofoxidéer sple pfzeckeewy shetdh o nvylththqf@aoiﬂn dxdnmglagsw.l@h&nyﬂample,ea can be car-

a I
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Cor r espondi nlyin;desmhﬁetilataﬁﬁﬁ SiAE QA ThHly [BE Conyerted! infatRe | Ishoiyd-al N an
- unsat ur at ed urea &Eﬂ%‘%m&ﬂ éEé%exarmlet mﬁ@mloeaddg;ﬂm OfMaﬂpl e 15 can
be conygrte %‘:gf n rES @i nyenti on by
hydro- 115 ?ﬁefn mm'iolv&enat i onlﬁ @ gtlf"”mp o B PERYEr ogeff in the
presence of a Comaspondi sng inied benzenesulpho@t-ur&a whidli ain’;aﬁltan unsaturated The
_-acyl ati on oftinkags in e meipruleptoneramele | phonyl - ureas may be carried out either in

one step, for exanple
‘benzoic acid 20

by the reactlon of a correspondingly substituted

% @\4 be effect_®| n several steps. As an
" exanpl e of the nunmero s.of a stepw se
" acylation, there nmay:-be. ntloned t he reaction of an am noet hyl -

benzengsul phanyd coeRal Mot de. Qen%&hﬁisxythfé&zaxte ﬁttl: ltv%ﬁm@'ﬂ nydi§ Subgequent
“introduc-  genation, foréxample,oﬁthan 12 @@drogah, Ginthe . iieﬁén ganicl eus” of the
benzam do glatm talyst The repl acement of the suI phur atomin a

-~ Corr espondl oﬁla :roet}'ﬂ gﬁ:ﬁg phony-ureas may be carried out either in

di b
am doabkyl - lnamz,&aeﬁ 3 CedUih G&verall stepscﬁre oneﬁ‘aﬁm A mmt.%ied bﬁéﬁpo 'fiom
ef fected, Bmes of a stepw1sefaqdatlen; 183y bdllzﬂeﬁhohé‘cl&hﬁied:uﬁf of AR aminbethiyZi Ng agent

such, for e Ph%lﬁl Y-beﬂzoyl chloride a@)mhdsrbseswm lulmdper OXI de or
~ anot her perox e sul hu?ei’é“’lel’:f L’fcti‘e %ﬁ*ﬁ%ﬁ&&%&ﬁ.
desul ppsur i Zthdbdll@’I&aﬂn utled) o E ted - 95

phonyl - ur ea forzxample wish duchg an ox1dlzmg agent such for example, as hydrogen per-

t hi obenzanmi dﬁﬁ?%@é‘ﬁ?b%t’é s o 3 lgs@ ea e 0 -i sourea
...ether or estpggnyl_urdg a Jofdirtg zﬁ;ﬁer by a treatnent

30 30  -isvuteh cthex a zpmgmgﬁm or -h:ﬂof&ﬂnoa&id emaeﬂiredl with
si mul taneouéﬂth B ogjfliging %ent n an acid of plkaling toedium afﬁmtshreltmudu hnmgtjncurea gr oupi ng,

to yield a hPiBRTuIRh YR ALeyREs,) It‘bﬂﬁ}ﬁﬁlbemmalkyl‘bmzﬁﬂe@é?hmy - I'n
the same way, id thk SanO%sy] Rli (;szI@Qﬁ&ﬁ{egaglkt&ﬁto?% Bo-tetBmia

t hi 0- b3shz anbchemtskiphonyl3hiourea, a £ﬁlﬁmﬂd1ﬁf3htg Dgtmdlah| our ea, oalkﬁpoun of the
general formula & I n V\hl ch U has t he
nmeani ng given above, - aitreaj men ing agent in an
acid or al kal i ne nedi mt ﬁ'é&' -Qe%%é desﬁ*‘gar ation and hydrol yS| S,
into the ~correspondi ng benzani doal kyl.- benzenesul phonyl ur ea. 40

As refards th ondi ti ons he var| ati,.ons to of carryi ng out
the pro- &;‘fﬁ‘ff“f ach,katashﬁe m%amnéﬁtl;teg'h% mﬁ? t@ ngyg 1§t eneral , be
nmodi fied w tdmesponﬂtugebedzmﬁuda&ymﬁﬁenesutphonyl-ure edch VI dual case.
For exthpl e, therezae@ctbq Om itfpas, Glarvmmdnscaimo ly\pitdarrymg out the prot- he uge of

sol veit s or m@tg,ﬁgﬁﬁh . or“gxggﬁﬁ té’ﬁﬂ‘%i, ¢d piship widet limjts anslevated tem

perature. Akhe use of solvents Istsl&nenat &&i&ftéﬁf 'ifﬁ?:lg; # lemlg substances,
one or ot hepermret he var| at | ons o he process er ei nbefore

descri#ed D u'%ﬁta’efess pne edothqr nﬁ:thmaduahs of 45
benzehesul g%ﬁ&ces “uﬁﬁfe o c{ @g&%&t gl Eﬂ\‘%prl ate for its
synt hesi s. In such compai'aﬂveﬁju ﬁ&ﬁnftﬂé’ &Ipbr‘t/ ngé rt will have
no difficul thy desiredspeod dqteqs:cozdlgo one of the Othet tnetho:Bss«f the gropes t:edaccor ding to one

of the¥ot her, n%ﬁre%ﬂeﬂ %’l-are 8cofi e genesh formula (@) so obThe 50
venzenesul pESAL AR L REA S :;ztgoﬁt%ﬁg{fﬁggtqm 1(1)"s0 ob- 50
al hed are

dsdetermjbing £he b 1 stgarsm‘renitgnjlsﬁg)ﬁ CthéSkigwd 5f| {i on which was
ascert ai nedJensen °bemea!lsyfaadmarltﬂmrépﬁaﬂgohnmnddofﬁmanpl e, to rabbits, in
-.doses of 10 ng/ kg of body wei ght and determ ning the bl ood sugar
| evel according to the known nethod of Hagedor n- Jensen or by
nmeans of an autoanal yser for a prolonged period of tine.
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6 Thus, we have found, for exanple, that 10 ng/ kg of body

wei ght of N-[4-[err]-{ 2- met hoxy- benzam do

- et hyTy=-benzenesul phonyl - N -cycl oheptyl -urea and 10 ngy/ kg of body
wei ght of N-[4-[err] 3-chloro-benzam do -ethyl)-benzenesul phonyl ] -

N -(cycl o- heptyl)-urea provoke after 3 hours a |l owering of the

bl ood sugar of 39% and 34% 5 respectively, and after 24 hours a

| owering of 278 and 31% respectlvely nzésglzpas the known Ns

(4- et hyl - benzenesttphonyt)—= I\I -UUL F=urea, J1as IU UI pod ‘% g .-
ef fect, when adnipis ’éﬁhf" P’t"’“‘ Bie, thay #g ) gE;é%o)z K9 Of ot
esulpfion re
@é l£ RSCI | bed®

body V\Bi ght. bod we ht o -Pﬁcgllo}»
benzenesul phonyl - wpe_,rgau e;ﬁ@msfter 3 hours a mtrmgef/ eblbbd mtgmftah% b S8 S

further reduBed. Wmnww i\l‘ﬁ@rr - hourp

arfesreripg pnd 313, respectiyely, yhereas
-ethyl ) - benzenesuft Ihigl 'E’%ﬁ%llésgthal E{?ﬁﬁ; hﬁg r abb| t
i ctidh d? Mbed/Bbrld Esu  bec Er]

e CC w. en .;v‘;-
in a. 10 : Matal
3-chl oro-benz oam dﬁ:ﬁ’rg eideny wl he: Eﬂiez?;l:eil]s further reduced When N-[4-(ﬁ‘1 2-methoxy-tbenz; 1o,
sul phonyl ] - N (cye - i '“Ga $ 1t @t ght |
et IR %?%fﬁfﬁ%ﬁh@ewed
The benzenesul phop, m@m evel @S il ewgematlon are preferably used for
the 15 manuf act uTh}: mme:utsméahe mq!sepmvattlpmrs peetnratblybiw foothe or al
adni ni strati #n an Pharmaceumal aflemitaple fipordl ppEin SBUAY | eVl
. - gar, leve m the n jiabetes mellitus,
in the treatnent %ﬁda @@ﬂ mevto ble salts or in the % such or

in the form of thgibktarne ybﬂi:dﬁ cagé a}k fblﬁiaﬁd’na brethé RbhatioD 6f dalts, there npwaésence of
subst ances whi ch omdsfer semie, deskst sughg foratainple,, aSFﬂéﬂth mévad of elkaling tarsh mstal by t s,

20 drox1des rslk h icqr]
there may be Tt r%s]gh ﬂt?ﬁ?xuon} n::?‘allsroB mceutgr %ﬁ%s%cﬂs alqgal I
netal or alkalineg :np esulﬂl{onl a of the B\Qxé f&‘fnul@- la gi- O
al kal i ne earth rT'E'E:ﬂly tﬂ&iﬁlﬁ)ﬁhtt&ﬁeof)ﬁn inteanir onevhjgsction w1th a a maceuucany suit-

present inventi onabl¢ paotienf ore row des oha al ar a |ons
whi ch » com bellbor ?&E = Sl g‘ >{

formula (1) or a p r aggglmnmame y to erab’le sal t t hereo
adm xt ur e or conj uncHi meuﬂmalaprpﬂmmmdemxmméd Iaytatgqmota powder, contalmag)pe

carrier. ?%1 benienev s%gnce, nﬁ or wug 1t one?; a‘i a oremé ﬁe?%irel{erséﬂ ‘%gousl
the form Of bl et:ﬁl ﬁ: to ‘a suitable unit 95‘3 rt'cﬁﬁéns ouﬁ w?l carri ers

may be, for exanphie, acmiy f thS bakébulphoagliuees &r oft magasmloglcauy tolerablét heror

magnesi um st ear at &f %ustet(i) gnd zl%l the dCSAe T%ﬂtﬁ%yengwe@dh ﬁr%h F ¢ l@rjov[? saé%xa
a tablet or powd |8 hﬁh 2 P{L&iﬂp@ h ft
i nventi on orgsa phyat ahda 6& i S‘TS‘“%% reo Ta i e act rg\?e

subst ance, vmth or \Aﬂhdﬂfbmtwmgmeam;ﬂesﬂhamafthtnmmm—ened carriers,

advant age- 30 : ously brought: 0 uitable unit dosage form The
dose chosen -shoul Wi N e Eﬁ'&ﬁ % vg z\é hB N’ - evclo-
benzenesul phqmyl Sl)eh tggﬁengur&hemef) ysll’eno alg)’gl 5 e?ea lﬁ'galt t %"r e- 40

of used and with the'mgsofrM—@f—fM@yl-mmoagéﬂmsdnyenesulh@nﬂbﬁzm uni t

;.ly

ointy: digs 0 tion
amounts to P $ ) and%f_rh hydroxidy by

hriogiu
consi derably highd juep n"?g)ﬁ‘? “q‘&‘ dslowlyan i ggllpggtrog}mm brofuide, dis:

which, if degsr ed skm@ihg Diliing iR dpeddtiom et pEpY alue f e femtiort salutx&hem naiitained3in 5
m ni stration. the weakly alkalifin gango by © wumg efSZN-Iscdumh ygroxid mglti%vent i on:
30 minutes, aci 1ﬁ

- : The whole was then stirred for ed tic ac1 ereb y( a) N -
the 3-meth 1-b amido }-et{x%ﬁnze e tatn
[4 - [err] -3 - pitat to el 1430 -
50

cyclo- 40 50 hzdaefphatmmm fmd:ﬂiaﬂ@l and water).
40 -cycloheptyl—urea

pqam1d3}-gtﬂ1}1
-ethyl)- benzenes é‘(fygf];h{& %“%EFH Cmfgfng W ;2;@@&
di ssolved in.a s RXGES Tenip | 44! 1?3& oﬁ)@ftﬁlﬁir Wisl completk, sol-

sol ution was ssli | utvad wustrhno&&ﬂbmvapﬂratmataai ﬂan@bldllhwfﬁ_‘ stailisect froxpyahueuun

bromi de, dis- metharol togive, ghe desize 1479 a s| and
dr opwi se, at room&g,%‘ﬁ °ﬂi§f \gﬁ & bR e rrle'i’"ltml urfaﬁ g‘\é\dhgag

operation, the pHx -eﬂﬁyl)iﬁbhﬂhdsﬂphoﬂyﬂSNﬂ@blﬂieﬁylﬂﬁﬁ mele- 45
t he weakly alskal i n& ptamg165 (fmtmmw\sataﬁowﬂﬂm{l %thlw%eﬁ%iddmt@@@duqaxu de6o
YHfied

sol uti on. | h1 %%3%1 - nes {:)lzﬁyFll- -Cy! ~urea point
with dilute aceti gy &?‘ﬁgm mVtt aﬁgf ater); N—[4-({3‘- thox \eﬁ:’lﬂm.LF n:ﬁn}-ethyl-)ben_
3- et hyl - benzam dQenesufphbnyl] IN*epdtahepmyed aueh, prhddivig | goint N50oCYErba hx&ﬂiaﬂ-mtanw
urea precipitated. It was found to nelt at 141 -143[err]C with
deconposition (recrystal- 50 lized froma m xture of nethanol and
wat er) . 50 b) N[ 4
[err] 3-methyl-benzam do -ethyl)-benzenesul phonyl]-N -cycl oheptyl -urea
5 g of the conpound obtained according to a) were dissolved in nethanol
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1, 205, 322
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ohepLyI- urea, ne

(Trom net hanol 7water); N[4-]
am do- et hyl ) - benzenesul phonyl
(et hanol / water); a
-et hyl) - benzenesul phonyl] -N
140[@rr] C (from rret hanol /vvate

err]-2-allyl oxy-5-chl orob

thyl) -
| ting point 101[err]C
enz-

] -N -cycl oheptyl -urea, nelting point 75[err]C

nd N [4-[err]- 2-ethoxy-

- 5 cycl ohept yl - ure
r1)205 322

5-chl or obenzam do
a, nelting point
7

MPHE—2 —4 (N [ - benzam do
cethyl) [4- (ﬁer‘*é”(,@,ﬁ““g*a'x 3 s (1: a;lgfhynterbenzenesulp_ - g‘ 9?‘%9 ptyl- ﬁr on
7\ g of N‘-]ra o Céllf )fbénz ‘e@ﬁﬁxé ' ycl fgg 75°'€f(xhéfila}101benzenesu| phonyl ]

10 MRAtery;| - datl e NLpags- {zcmlok-

qa mmfdaw-ahyb?ozigzarem}ph@w

IlW¥r e suspended in

2005m of:ychol;ebehveeaamdungmmt 140°C(fr°mr@ﬁem°é’d'afefat 80 C, with 1.9 g df

cycl oheptyl am ne. After a sho

of the oiy. p{at@ vgabs th@oRPds L cheth

I Erzod of time, the te

m perature

WRhAahido RO ethyIRl RhRhadghofytr 30 mi nutes at

this pyladrear €. -Duri ng thlstlrre the reaction_gm xture dissol ved
whil e the n%taanfoINd%§3-’2-meth0XY-5-l%ﬁ ;Lfaza@fdf’ - g@yﬁ;@gn‘it he Ny [4-[err]-

2- m#t hox Q%%@ ohe; ﬂ )‘%fﬁ?%é Eemod of time, the tem-

zenesul p g of Mhe-dlYHaf gg;lgé ff B®thiteed pist ated in the form

of crys- température. Durmg thig bime, tixf mgnonrxemu Stissdived while @ﬂmﬁil@m dis-mi xt ure of

met hanol tileddo

coqli wyglgxy-S-methyl-b t atys140[err]C
15 .
EXAMPLE Zenesulp it CYClFE ;"“feaggﬁ;j orined precipitajed “;Bge sf,’é“ anc rl%sor o - benzam do

3 fterre fro
o°! hyl)famﬁemaeﬂu‘f&fhony

r] (2-

of me anol
- cyc ohe

t hoxy- 5-chl o

of
-et |) - BEn ‘%n%@& Xy - ¥ oro - bﬂm@mf‘?m}hmﬂw

and chl op Qa‘ngardaaﬂﬁnaqb&ian
refl ux vmzerhsu@h@ ldefaanshdvlr

ptyl -urea
I O- ﬁenzam’ do
ed jyom

b 9rrﬂe‘tl*d?ﬁi@fﬂrﬁﬁ&xzaﬁﬁd&ﬂeﬂhyﬂlﬁdﬁzmesulphonyl] zenesul phonam de

SIEEES ethmy thatol-heﬁhaﬁlﬂo) eghyfiébem-s under

Wéer After dilution
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wat é?ﬂ“QQ"th ?f ‘3\‘2& in;3 X dﬁ:m fic agid, a
pr e?:? pi téﬂﬁad‘m%dlﬁcam Eanfaalte gﬁ%m cnd %geagg:}eoussaﬁgrhh@ﬂ@ W.st h ammoni a- havi ng
edsWaI stameedsftnlrma mdyurevamethanol . aci difi ed

Q\

a strengtabidigéd dhdahe pxId@;ﬁtaﬁcwem
and t he pnéwatg Imsuch

-et Byl ) - benzene- - sul

°'§a1ﬁ°§t hoxy- 5-ch
pBamyiE 4 - N - cycl oheptyl -u

IS' loxp-penzagidont redph-Benafo&t ur e of net hanol
and wat ers“IPlPﬁYl]ch‘WdﬁheRfé{k/“real@ThH’g a4 %— as

| or o- benzam do
rea nel tsmg at

140[ er r ] W wgs - bt 42 A@dthoxy3( - chloro - benzamido § - ethyl) - benzenesulphonyl]-

EXAMPLE 4 N'-¢ cloheptyl-urea

[err] - éﬁmﬂﬁ B 1 *}ﬁ'&'ﬁﬁiﬁ’“" “%@%"é g’ oot e 'Fé’?é b -

e-acetate in 100 ml of dioddne. CYyCl ohepty

benggnes

ur ea

N [4-[err] AA{ﬁededEbmokyat&- anﬂlr@ry@calb@nzraoﬁ tlk)Pwemh e@eomm

Lo f“ﬁ prye fu@l ohtaipedip g
o 55 e R AL R P 2o RN

g of 35 mgat

e

I OX

[4 -

35 4.26 g of
fremessul phonyl ] -
Mo cooler with 1.6
CANe.

35 _ After addi ti onE@fMPmser and recrystallization aé the
preci pi taNed“ipr(o@ddét nfehoyy) -chenzamido } - ethylj xhepgegesifhorytl 1R hotydland water, there

et hoves L SR 0

{f Jn;‘ﬁ(;x n%e m1£3 rgﬁﬁvf) bx%gizlcnesu pl

honyl] -
ether,

N - a&fcl ohbest g lof ginash acerie Iad;ld and 2.8 g -of cyclohgptylemirk 4Bk deatdd Gor ﬂmours 45
EXANVPLE Gunder reﬂux The whole was then concentrated under reduced pressure and the 4

Lort] - TR s P e ) -

cyclo-  and recrystalllzed M 8B botht-165°€A m xt

-[err] 2-nethoxy-benzam do -

150 t 1
(e{nﬁerl b ﬂmﬁ d&f Sty ?’)gfa

ethyl) benzenesulphonyl]

¢yidue [4 -

ure of 10 g of N [4
- urea

Oh(‘f‘c’)‘:{"ﬂM ben ur?o}ac' al) anzrzne%r&Longlﬂ yeol *rononet hy!

cral ace

cycl oheptyl am ne

was heat ed f1ar6 b dﬂour[e-(ﬁ 45methoxy-5-chloro+hadamdcr }&ftﬂyli)bcnzﬂ’dﬂﬁrlphh@j]e was t hen
concent r alN mett»rlrerea §'F1 Fﬁdled frem M #-{frp2-methogy-3-  was treated
E gy hylam
Ell

wi t Pal co

égehggj bel#2enesul -

g‘iﬁﬁﬁl
phonyl ] - arw;?l% ytermeamﬁe bk 1uea1y&5¢n fic miepd'rdaqéc samS filtered off
Wi t h™ suct zagion of the product hirdhed dom tutei of exgbtharivb hridi r,phermvaslcﬁ5[ err]C. 50

EXAVPLE 6tained in.a good yield the N-[4-(8-3-

-methoxy—S-chloro-benzamldo t-ethyl)-bexzene- N-[4-

[err§ - suphonyllN'cydoheptylures meltige s Y0°Copyo s amido - ethyl) - 60

benzenesul phonyl ] -
of NN [4 -[err] 2-nethoxy-5-

N -cycl oheptyl - urea

chl oro-benzam do -ethyl)-

1.06 ¢
benzenesul phonyl ] -

N -nethyl -urea (nelting point 197-198[err]C, obtained from

N-[4-[err]-net hoxy-5- 55

chl orobenzam do -ethyl)-

-nmet hyl urethane and net hyl am ne) and 55 0.5
cycl oheptyl am ne were b0| I ed for 1 1/ 2 hours under refI ux |n 30 m of

AL 2

.

benzenesul phonyl ]
g of

o, o



zation of the product obtained froma m xture of nethanol and water, there

was ob- tained in a good yield the NN[4 -[err] -

2- met hoxy- 5-chl oro- benzam do -ethyl)-benzene- 60 sul phonyl ]

-N -cycl oheptyl -urea nelting at 140[errJC

60 8 1, 205, 322

8 ) . - EXAMPLE 7 N-[4 -
[err] - { 2 - nethoxy - 5 - chloro - benzam do - ethyl) -

benzenesul phonyl ] g- - N -cycl Oh@mﬂsbz urea 4.9 g o§

N [4 -[err] 2-

5 phenyl - ur ea t| g 0|nt 193 19 f dio ne and 17
g of cycloheptyl - é{mi d%loh& OB e r SRR dz'?%%} oﬁgl)ho ?ze'ﬂfﬁ Wlat | ux

to the boiling tenperat 419 g of ﬁgﬁ-mi{eaa"ethoxy-s-cmombeﬁz@hm; &Ryl Vi Bzedich@hony]] -N’~
concentrated under r ebmylerkafmeltng pomt é?ﬁd—wﬁfé?),r@@ |rrdt9éd19m‘aandeldg whagycloheptyl- 5

treated with anmoni aaﬂ'é‘f/i‘”f@ ht%“ foBR E“ ’fﬁf:;’ ﬂ??’/bmld b “’1““& ?dﬁl%?gl on
of the solu- tre y ohl i‘l un e rqb?abco@res o) Okbrel e&:'féqaue : i?l oy lu-The
precipitate of N-[4-fiar lﬁy]ﬁlt?a-non]‘lﬂie’sﬂ 5ras a’l: 1ﬁed 'I'}J.Ehle@p‘lﬁtebBNZ[a%B-QD-methoxyé-

-et hyl ) benzenesy pho W@awlwe@s obfainede wescffilte 10
off with suction and} ‘%@“c ‘ﬁ‘re”(;fﬁctm‘)ﬁﬂ iy 15{9 l‘[;i“zf&’ﬂ DRIEFFOMH % ur e
of net hanol ureg uc rre i hg at 140[err] C was

obt ai ned. ' . ExAMPLE 8 : IIEXAI\)I\/PLE 8 ,
N-[4- [err] - H'?T‘E"ﬁ(ﬁy mehaxy ¢ |- Ghlero bb@mm deshyl) - bepzeegiphonyl] s

benzenesul phonyly - g . -
15 25 é? S ST L SRR M sty et s

-ethyl)- benzenesul phecm;/ re eddedaand the whole wamhamrneﬁdmhtesm 86 swdm ba‘th alhet i C

aci d anhydri de. sl jepprated. After the fea

added and t he V\?Pol e ?j;@rﬂl 230 mﬂe ik ;&' thﬁ? he

m xture di ssol ved anehi b'iu&ﬁrmao}s @n)tbmtzmﬁmpﬁanygtmla&q&aﬂar@k ta

reaction m xture 20 to melt a2¢8°C wth det rt:m*moncr st al)s SO obt ai ned vvere f| I tered
0 it accor mg to a

of f with sucti \Cl)élst Waégh%i ﬁgﬁﬂ x% 2@ au n r%.sult Wi 5‘3 lutxon og]he lflt.%lgecyv?ft er 9§

short boiling h {%3 ethok= zamido }-ethyl)-benzenesul-
chl or obenzam do - et hplhopyl pNaemEEed. [Ahe s -lﬂtedameuyhnnufeew 150015 uoht Bilewed was

f ound to rre%l@yeaﬁaslzesﬁlewlr Bagh. Witerrsorie mintrion tetsilomelted while formingy) cl@ar 3 g
of the product gptai . X - d | wer
%Ijée; FisGoded koo ﬂj%atpd fheBlon Y AISRY P 2 %0

25 thoroughty m yeglso, RiffENhbdihes oD P Glesit b, KRRY e Of
heat, the cyclo- 25cystalline precip W9sl firied off wiel ductmﬁ ahd tal_kél u{ &gaih]in ammonia

2- met hoxy 5- chl or o- b@f‘ﬁ‘ﬁl APERgEth of L) benéenes

phonyl ]-N -acetyl - ur i % ; ;égaggﬁc‘ PREE] C i
an Erl en- % n'g»;ﬂa ﬁ mmﬁmﬁk&mw su%?ﬁ thd n&l.?e?gg fGNaxe saIB{'a

melted while for i ngfrem(almanre of methanol andrwhter rhe wergronnd3ths found to melt at THECTASS

was allowed to cool, treated with aqueous mmm a having a strength 30

of 0.5% while heating opn Agstoambid. stidh ‘%‘ﬂ,zﬁm, t h&yhyi-| tetzAdeft 1]_

acidified. The 4 Nedypetepdildrsae preci pi tate was f| I tered of f "w 40

suction and taken up, ﬁg}fl rg io Hffmﬁ%r{(érmeﬂmy— -dﬂoroﬁawmgO}aet@!) belwg{le PQ‘FHYU 5%
e SEPER

J

-ur nt amine
By acidifi cation of were boile r{oedgtge &a!i'e 9}1’5%?1 xg@ ‘1“ dilute
precipitate of N 3Shygrochioric aéld an tallizatxon f'the y frbm ﬁ?& nfthanol
benzam do - efshyl ) and lretery ahes ubap N-[IN(s- oxy-5-chloro—benzanudo t-ethyl)- 45

cycl oheptyl -urea whi %@Pﬁﬂlkﬁr@@@ﬂ? -uxgat I 358984 vield. Bhedsubsaneegwas Apung to
recrystallization ™et#® om a m xtureggf.eiHanol and water, the

conpound was found tg 1@&{3]_4Q&Eﬂr ]bEizamldo} - ethyl) - benzenesulphonyl] - N” - cyclo-
EXAMPLE 9 50 N - Hepkyl-urea [ err] met hoxy - 5'- chloro - benzam dso

} - ethyl) - benzenesul i °f4[;3-(3-m€thyl ?)zs'-'_ca-[b zenggulp onamide
ghﬁ?ﬁ?}em et %ﬂé%mﬁm-

40 ‘ﬁﬂ
-ethyl) - benzenesul phnrm ﬁlphenyl-urea that Nd omﬁ&%ﬁ yoffewigr siEdR ah deg ipoi nt
181 - 183[err] G anddlaxage, eftercadditianhod pit ¢falmtlnec1d and 18 gomddlewyiamledﬂlé whol® 55

hours under reflux imes3niedfont 14 rfliltge thpdreghlorie o
hydrochl oric acid anf, $ 33 “?‘Hﬁ ogpa ﬁ? lﬁ%'g mt&f%t %ﬁ"jﬁf@%ﬁﬁ% ure
of nethanol 45 aRehysatizer from henhiemwod nettaol BRUwitkr. Jl'ﬂer{ @iis! dbtafned N-[4-(8-

2- met hoxy- 5- chl @r o- b{;amaml-g@zamx@t}wglwl)-benzenesulglgpnyl] -N’-cycloheptyl-urea  melting at 60
benzenesul phonyl ] - N 148y%| oheptyl -urea in-a good yield. The substance was
found to melt at 140[err]C

g0

EXAMPLE 10 N-1[ 4- [err] - {73 - methyl - benzam do - ethyl) -
benzenesul phonyl] - N - cyclo- 50 hept yl - ur ea .
50 6 g of the sodiumsalt of

4-Terr]-(3-nethyl -benzam do) - et hyI ] - benzenesul phonam de- were boil ed -

for 3 hours under refI ux. W|th 3 _g of di p_henyl carbamc aC|d chloride in

~r~N 1 Y 1 o r 0= ~ - o .



N , N -di phenyl -urea that had fornmed was filtered off with suction and

suspended in 55 di oxane; after addition of 1 g of acetic acid and 1.8
g of cycl oheptyl am ne the whole 55 was boiled for 1 1/2 hours
under reflux. 'After acidification with dilute hydrochloric ~acid,
the precipitate was filtered off with suction and treated with amoni a

havi ng a strength of 0.5% The aqueous al kaline sol ution was
acidified and the crystals were. recrystallized froma mxture of

nmet hanol and water. There was 188%R®2ned N- [4 - [err] 60 -9

3: et hyl-benzam do -ethyl)- b%%?g pl phonyl | -N -cycl'oheptyl -urea
melting N Af4 - @Q 12 - ‘methoxy 142[&15{0 nzamido } - ethyl) - lﬁnzenesulphonyl]-
1205, 322 N’-cycloheptyl-urea
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sol yti onP ]'FWC? ubstance that had
pr e%g' pi t b%f %Béég:ﬁ:wéngyéﬁi ml??accorﬁig t aﬁ’as susge%%hged éﬁlgl Hour t é %p again in
aqueous ammﬂb oreflay Afig cﬂncsﬂd’a&dilgifhhe&ﬂeaﬂsxﬁﬁﬁm Atdimed, ﬂnemdndwaam dification 10
wi t h hydtreatdd] ith @.55 jadueoushgmmosi lfl|ﬂlel ﬁg‘? @E‘P‘E‘V’@?ﬁl amifedrer ed of f with
SUC (Lon qrgg-aqn{fﬁ%mﬂpﬁc;nzmlde thatl:: taﬂ as og(%t@_ r&mﬂgﬁ et @6' acet at e
and”boi | icigio Bl Eg?m bebe ek, which was SN - bis - [ 4
--[err]  off Zith suctien, yecrystahzedﬁoinar:mxmretnémoumd wategt¥hg|l ) - benzenesul -
phonyl | substense wasfiqupdrig mel 2 188Ci85[ err] C. . 15 b) 0.95'g of the conpound

obtai ned according to. a) was syspepded in 30 m of dioxane. 15
0. 1% g of - ﬂyquomepwdrmemﬁmmap- e Beritdsuiphdy Ao e cpaiepyBat edpsf or 1 hour

On

Q.

to - urea . f under refl uxd }AIhtl()a{a concent rlat |10n of the clear
10 €1 ol cnzenes
ZOl u'ﬁl: gn éﬁ e 143 E 'Zﬂ x Il:‘elPa gof\%}ﬁzj 0.5% aqueous
o ' hi amin te ﬁ%‘ dﬁeﬂé%é sulting solu- £
et hyd ) - bgi @mo i@ Bmie? Ruck ss&eaﬁd rréseide Wﬁ&além b Rragatowf f and the

filtrat e amesnia h@&g a strengéchfdbdut ©4%. The bpdutien wessfiltoted apdhthel filkrater yst al | i ne

pr eCI pl tmﬂ%a preCI B{M%-bemmldo}'ethyl)-b | or o- benzam do
. et_hyl ) %qsz% coﬁf.% ﬁvas %h&e‘?éé ch was -ﬁlteredl off 1th s i | ter ed

W t h niethedol, ﬂﬁ,subetﬁﬂcedasaﬁddfoa(ertysn& d. i zed from a m xt ure of n#t hanol and

vvat & . The dlIn anakfg%us mannexy blm:eawqg @bmgghﬁgggctlgggﬁﬁ rr]C.
EXANPLE S0 e oty Qgg? Y ki mido - ethyl) -
benzenes‘iﬂ: @Z%Qﬁﬂkhe martner “deseritfe N—[4 -methylbmzam1do }-ethyl)-Ul’ €a-

- 4.75 g betzendsulphehyl] N’Jc}cloheptﬁuﬁh kneltiog le7eC{atter recrystallization from
- et w1 ) - bmnefsuﬁﬂ}gmwwiatﬂﬂ) 1 pent a-: met hyl ene- seni car bazi de
(rel ting point-229[err]C,. RE 1§i oxane and -1 ‘g-of -cycl o-

hept.yl amipe pyefe- hzeah@@logfyors 0P 1TbthAido P - bitel) biinkenestiptRtylT-ef | ux. The
resul ti ng SN’-nyclohEPB'Gurea tlon was coor}centrat ed _under reduced pressure and

t he ,r esi due ebtig 4-(3-{ 2-meth °XY'5‘€P hav g a

oot SR S i £ T,

was, .aci dle néyul llio)lﬁﬁlﬁg fok ﬁ-&mﬁlﬁ&@ll@l%&hfh @ﬂod&a{mﬂe—{ealcm}aazo - chl:ar o benzam do
}-ethyl )-lbémﬂlylformamlde), 50 nzleﬁéls %goflwddz agins ey lkeagdea was obt ai ned

t n was congci
whi gh m%‘;zfsﬁmggﬁefq?;mgg iy ﬁmggg%ﬁr thgair and
evert ual Iy agyde t@'iavasf RIS @
net hanol \Nthe- g 2ameﬁoxy/a§ -fa‘.hlbﬁd— beozamizlof - athyl 6 Bngaesfiphonyl] - ¢

35 ' 35 N’cyclgheptyl-ufep wap gb tered %Hﬂ%@ *ﬁéde‘fron:-B g of 4-[4-
[err]- [er?’f%“%fﬂ?lmeﬁ’éwg'gg%@;‘“w“?ﬂ%% Tté)fg? et hyl) - benzenesul phonyl |
-1, 35 pent anetttyl ene-'seni car bazisdgerer®l ti ng point = ' 2435 err]C) in
50 m of NiHﬁEt— Jrﬂbmmmmle SmﬂGl?&nglmo}cythmlhepmnMMYlh-fter 1 hour

at 120[ err ] OP I;thdeggz{‘létlgf?geng‘a%%?-ethylpgenzenes[ll4ho[1a EJ

3- et hyl t‘NaO*H in 50 ml of H,O were dissolved in. 150

. benzenesu N cyclohepty -urea nelting. at 147[err]C (after
recrystalllzatlon from a mxture of nethanol and water).
EXAMPLE 13 N- [4 - [err] 2 - nethoxy 5 - chloro- benzam do
[err] - ethyl) - benzenesul phonyl]- N -cycl oheptyl -urea
A reaction mxture, consisting of 1.8 g of 4-[ 4-[err]-

2- met hoxy- 5- chl or o- benz- 45

am do[ err]-ethyl)-benzenesul phonyl ] cycl ooct anone- sem car bazone (rrel t| ng
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of about 0.5% After filtration, the filtrate was acidified. A crystalline
precipitate of N-[4- [err] 2 - nmethoxy - 5 - chloro -
benzam do [err] - ethyl) benzenesul phonyl]-

N -cycl oheptyl -urea Was obtained which was filtered off with suction, dried-

and re- crystallized from nethanol. The substance was found to
melt at 140[err] C ‘55 EXAVPLE
14 55 N-[4 -
[err] - 2 - matf@,oxy - 5 - rrethyl - benzamd;gzz[err] - ethyl) - 10
benzenesul phony+H— I\. x, \,. u..c L". H-E6 14-
m de

of 4 -[err] 2- rrethox aetepp ta ’F , é
(mel ting point 191[¢€ jf@m;ﬁ;‘g p lllsl o k[w;fﬁﬁ fer] ﬁhe

di ssol ved in 150 m acetone was remov and the. substance Was reprecxpltated from NH, OIH havin,
1, 205, 322 ‘5 strength of 19,. After filiration with suction, there %@s obtamed the N-[aH(B+ e-et ones

and the sol ution Was‘:‘fg@é}’é tg;%;t‘@“za‘!"é"}ﬁ%%r;g@ E’BI%" Y -cgcl fl'“fea which,

cycl oheptyl -i so- Jgeoc, Y ERAT, ok P & miethprol gjd water, Jigs Taund to mele gt

the whol e was sti rred  flaknalghio mshegithere were obtainedf 0OM t enper at ure.- The

sol uti on was tH@n aciret f i4ei-{ dintethoxy3-broreo- Mdmubh-lﬂbrl) “genzenisdphonamide  (meltirig 10

acetone was renoved 2¢ ¥%)bss an was. r rec tated fram err havi ng
a s strength 0$hoéy  NALkE t e-p' 1%&,%11@1 o@:'m1 Ee} e é«%ﬁ}ﬂ; ai ned
the N-[4-[err] 2-  DSand water); hoxy- 5- hyI benzam do '

[err]-ethyl)-bddzen ﬁ%ﬁ ﬂ'dlmem@y'@?@méﬂthﬁhﬂ}rbwnesummde (meltlng pointif t eil5 -

\

recrystallrzatron fr 5'of ﬁ n%zm heb H dltq\r,rrelt
L i R e L U e
4-Terr] .2-net hoxy 5 Imta)m benzam -eth I enzenesul phonam de” (nelting
10 poi At 22 é rIrZIa@yloxy-S chloro-benzamdoI-vqhyl) !{enrzeneft@hpqawde rgekiexy - 2
- bronp - benzanido P b enes Ulitoro - .
p]tlonyl ]h N - I -cycl ohept NI.cyublﬁﬁ:yl- hﬁ%@ ’Eunin 12&&%&@& enemﬂPhonﬁ%{th ure
of net hano [err

2, 5-di met hoxy- b'zénzani' -- ﬁ%rf‘&%éﬁ%@ﬁ@%ﬂﬁ%r?&ﬁ%@zwewmdqaormm 15 25
1690) [ -Nif V1o 12 Siok2. B chiofy TBRIARAY: - e3B ST RphEN - -

ethyl) - benzenesul pNOfyylb ptyl-tdéa; melting point 14@mlrdaﬂstamisyd frbtﬁ amxtﬂﬁ oIflnia@adBDI nt
101[err] C (recr stal#nfizve'affroma mxture of net hanol ‘and = - wat er) ;

20 from [ erl. _ybo ordg’%gf@'g%@m do _
[err]-ethyl)- benzenegulﬁvhgg@ . gea | ng 2 0(3 eﬂlyBorbﬁ!{z%fm?dr'] O
N-[4-[err] 2 - aI | of the s5d1um saIItIobG -08- Z-h&Wcﬁlﬁo{bmzﬁiudo}-ﬁy

r)zene
benzenesul phonyl] - "nam‘d I P ved
(recrystallise frorrilll ‘”fm‘:‘érc ;%ﬁ mfnﬁﬁfwﬁi‘m? ﬁﬁes t »
from 4-Terr] 2-et nﬁdﬁr%@ﬁlﬁﬁﬂZﬁ c&ﬁea%llﬁﬁté as acidified. The ¢ stallmc rec1-
-et hyl ) - benzenesul phm’ﬁamheteha lpg 1] nstl .tyl 4-(B~{ 2~ oxpES h
N-1[ 4- [err] esulphony ep F l'f Suc
benzenesul phony4I0] ﬁoo(;" Aftgf “TE zﬁmﬁ (e u?%ﬁmf‘{b IQI Ptr] c 4
(recrystallised froma mxture of rrethanoExAMPus 16 and vvater) 30
EXAMPLE 15 - 14 - @ - {2 - methoxy - 5 - chloro - benzamido} - ett) - benzenesulphonil]~ [4 -

cl
[err] - 2 - ”%hOXY- g ?@cy me i 9 0F ATeGL ALBLL s oGt il dahido .-
benzenesul phonyl ] - zenesulphonamlde andN4:26 ) &f@&&gﬁfﬁ-u% ﬁelctm; p01m2187°f()1§ ::hex%) ngn of
t he sodi um salt of 4oug 1y3mrx d {A-armedria theﬁheatekimrmmma@m & for 10 minutes on an

[err]-ethyl)-benzene ath heated to . h?dm tenl Ssoﬁras heatecilﬂon the steam
N- cycl ohept yI - gar ba lﬁaégi%‘ﬂéj% :g‘?eil ﬁf‘?"&ﬁ[ e tew,f“a“f e of
di met hyl f or mam de. Tdae a‘.rl. Fation 39
allowed to cool ancpfrféurﬁls@ter rtite Brglﬂuto-s hibgh- about
T e The,;’r“ﬁ'st,a?i?;{%p ek rh:;zi:i@‘* S“férﬂ%:qﬁrt:* ??5?@5?@‘ £
constituting N-[4- [emust]ﬁmtu oxy-5-chl oro- Igenzamd g 55
et hyl ) - benzenesul ph I %ycl %hep | -ExeweLE ¥as filtered off with

[ e e¥

9t

30

Fl‘

suction, washed 40 Ly F”é’é‘fyé‘?‘%ﬁﬂ”@ia?ﬂ%‘h Pengrassigkond ol |

the s UbSt ance \sas foun s&dnﬁ{ salt 4@4—1(,8 Z-methoxy-s-chloro-benzamxd -ethyl)-b
EXAMPLE 16 szhon{nﬁdea deX.T } of NaacetﬁEN theptyl-ﬁrea 0 y%%% dO -

ethyl) - benzenesul p‘H {01100 ml of dlI“leﬂ"3’1f°rma Iobtuméaﬁaﬂ&ncentrated
3.9 g of the sodium g r}z‘iﬁdﬁmfgﬁ 2-/3 R O?"% (Fih 7y 488 hydro-
[err]-ethyl)-ben- Jene nam e an sé‘ na treate w

cycl oheptyl -urea (nmelting point 187[err] C) were thor- oughly m xed
in a nortar and then heated in an Erlenneyer flask for 10 m nutes on an

oil bath heated to 200[err]C. After cooling, the nolten nass was heated on
t he steam bath with amoni a having .a strength of about 0.5% The
whole was filtered and the




50 filtrate was acidified. The precipitate that had separated was

filtered off wth suction 50 and again taken up in ammoni a
having a strength of 0.5% After renewed acidification of the
filtrate, the precipitate of N[ 4-[err] 2-

met hoxy- 5-chl oro- benzam do[ err] -et hyl) - benzenesul phonyl ]

N -cycl oheptyl -urea obtained was filtered off with suction, dried
and recrystallized from nethanol. The substance was found to nelt at
140[ er1] C and 55 showed no depexssion of the nelting pointitwith a

substance prepared accordrn p not et nod

AR awwmagogmwﬁ PR - benzam do

[err] - ;iyﬂy% i[ d was filtered off with sudtom, Gished BeIpt y| - urea 60

3.9 g of tdmeds‘tidrmysdhztanmfram anithre 2f mmethawk yndbwartr) tem-weenb-an do

[err]3 et hyt c‘gedlb é’n&‘éﬁé z'meﬁlag"y'ichhm'b“@mdﬁ hsrﬁﬁmea@nealﬂﬂwlh P 5

N-acetyl - t% é‘Bﬁ;I Pea wegeuhgafsed for 2 hours to - . 110[err] C

in 100 m N)f-.[4d.|(yet{hyh1{1&6 RBdiathitio } Tolyls- (ehteneqilphbrdyt]s NYbicpddhetyisnvas concentr at ed

under .. reduce@strgpr‘e)éssure to 2/3 Of(B.I‘ slvo une ancg t hen .conbi ned Wl‘fh wat er

and H9dro_anrude 5% W%E&Em- -cg:lohigty &E%ﬁai ngorﬁ mﬁfm&\’\as ]1 Itered of f
€s,

with suctigqm l,ﬂ:ﬂgl fof £ihy iC. After some m: the whole dissolved to give

1, 205, 322 a clear solunon ’It was allowed to, cool, poured into water and combined wifl ammonia agueous
anmonia hadgi 8% | er()ﬁlmn,ﬁﬁet?faw whst acidifies The preeipitary ¢ r atlSe was
aci dllFl ed obtaini d was lftﬂﬁk Oflﬂ‘ﬁl ﬁ_gxﬁ;& onia ‘having a

g of 0.59 te; of the #ilt ere was obtained
2- met hoxy cé vﬁBR é—% zenesulphonyl] - phonyl ]
-N -cycl om’p@ d»hepxylewea,tdmm mbﬁl&rdded mliedfand dr&ddiilst@ﬁ thewlrtaind ®erct | on, washed
and iggcqhambey ! de@?ﬁ%‘%@@%ﬂnlfm § Mﬂf@aOfrﬁlW andof mg§ hanol and
wat e® he‘?”‘éer Subsgnce W%s ound to m

[4-[err] 2-nmet hoxy 5- chl or o- benz@agissle foerr] - et hyI) benzenesul phony! |
- -N -cycl 0-N'- [§- (8 - {2 - methagypt §/} ehlmeabemmdor)g eam) 1 48fzeesulplionyl]-

EXAVPLE 18 N"cydmp o i %@ h b pdo [err] - ethyl) -
the s It xy-35-chloro- enzam o -e%h
benz%esu'ﬂiﬂfﬁﬂ&rﬁl e an { ‘%’I% iﬂg,l-urea melting J ozt Zg (?ﬁerelo 25 3.0
g of the setbighly Sidtedl iDd mordar] Flieln)ixtdre Gt MEOhRRN T TD GRS fo 220°C
- et hyl ) - bein 28 rizkenhepéydlask onlQ preheated oil bath.a e eqoh&g, Qhegsmwred reaction

N, N- di phenfyfe: 18 Leafa e, et filtzation, herflirate ni e
et spon: A e T e g byl e S A o
di ssol ved ¥ agdified. The prec1 jtate tiAt @pRfEd 6 lcbtistited crudle qu-n(,{.al{ +-avd to cool,

pour ed i ntegy 1e4°~bemum Yhmzemwlrhowﬂfﬂhwaloheptyl-urca, WaShéiircrﬂg a st rengt h of

0.5% Aftell figyfirie B it pas "i“?' ipitate
obt aissed V‘fﬂé%:glo‘?% lp‘c t’n, w?thngzh Eé{%ﬁ@? lati axtllé aftg&a;gﬁ%%l nt @s ammnl a

havi ng a viafer. The N-.[4-403-amehtgy-ﬁ-cm&omeﬁ%xdo%&m) berfzmleslialp&'Inyl(])-M’-and
aci di fi cat9yephepsyl-urqqahus phgiged wes founfl exrpeloge 3408Bt ai ned a crystalline

precipitate of N-[4 [err] 3- chlgﬁm am do -ethyl)-benzenesul phonyl ] -
sgﬁmof}

N - cycohepﬂyl[4urﬁga{zmmegiax9/\a§ 2] h@g,za,@g;h ng,? flI’St on the
air #0d then N’-cycloheptyl-urean a él ng chanber at 60[err ter

recrystal |3z8¢ ?slgiﬁnno_ @ ocar%o xyn%‘ihi?a’nmzaﬁﬁ'ﬁ}'et?ﬂ)"]’mzw“%t er, the
subst ance R’\’a% n&ﬂ rK@T iy 10]@%&5&&0?ethy1)-benzenesul honamide_were

20 - dissolved in 350 ml of dimethylformamide. 23 g of carbon disulphide laFso1u1 9 N -
[4 - %Perr]tiop of e qicmvssmmalydm@m or5® ml dfovareawend @dded dedprisd, ywhile 45

benzenesul ﬁ@x “ vgtoole \lnlras stirred for-3 hourg\pt r m % ar 50! thI} _ .2 g of

he” sodr ru el G ;;;.amm’ﬁém&fi o e o

[err].-et hydu)matedameﬂmed with sustibhpWshed rwiticalcalvll antl Sried. Vi ld 60 g

N, N =8 cyclt ‘(E)P? 4? i%r Tf@IPJPT’PgIZﬁ@ﬁﬁteﬂB'DW@msqlﬂ)onﬂbmm-dﬂm- 250

t hor oughl y % { E ta?&ﬁa&pog&g Vyv%lsedtisQoWed}% n?l%ufor 10 mnutes to
Al &

220[ err] C 1N-sodium hydroin&h s'éﬂu 6 BHERIA, sol erQQer@acmé@ w3l | bath. After
cool ing, t%gs¢frdim1jsulpbacﬂm:mluuon became wamcakter mdingﬂbemrﬁﬂut&bl th ammnl a

havirg a s éﬂ‘lﬁ‘f’h gheensd/&o sapareig 2 pornyi-palid spes, 35y, mash gt harltprearp@ted
cE1 111G AR PP NG N PSS XTI e of (i

suction 30am1do} eﬂﬂubmabﬂph@hwnthdlthib ikia yngstea nelinggt h of 0. 5%
After: filt %%Wﬂt @alﬂqdltrate was acidified. The precipitate

t hat Qepar8res qsd' fé’f’{j’déﬂmﬂmlﬁmk{@ﬂ)] benzzlewbwll- 60

oxy-5-chl oro’éb’;‘é“ri’égf'1 iou am %ﬁ gbh,gcpg %h Lt o \sgakC! oheptyl -urea,
was filtered off suct ?ﬁ g I n e alr. By treatnent
wi th nethanol, there was obt ained a substance which at first was
sneary but crystallized |ater and which, after having been 35 filtered
off with suction, was again recrystallized froma mxture of nethanol and
35 water. The N [4- [err]2-nmethoxy-5-chl oro-benzam do

[err] et hyI ) benzenesul phonyl ] -N - cycl oheptyl -urea thus

I A AN~



di ssolved in 350 m of dinethylformam de. 23 g of carbon disul phide and

then a solu- 45 tion of 34 g of potassiumhydroxide in 50 m of water
wer e added dropwi se, while 45 stirring. The whole was stirred
for 3 hours at roomtenperature and the clear solution ~ was poured

into 4 litres of ethanol. The potassiumsalt of. N-[4 -[err] 2-methoxy-5-
chloro -benzamni do[err]-ethyl)-benzenesul phonyl]-im no-dithiocarbonic acid

t hat had pre- cipitated was filtered off with suction, washed

wi th al cohol andzdried. Vi eI d: 60 g.. 50 1,20532[2) N-[ 4- [er r] 12

2- met hoxy- 5( chforo=_ber ' o1 s M o-ditniro-
50 car bo ? . --..--Ul-- 9 -EE he whole was heated for I E) _' Sg Ny
pot assi um-sal t obt gh%:g b Ayl e @m a\!r]?éﬁmlﬁhwmﬁﬂdmﬁﬁmi =

IN- sodi um hydr oXi del)No-I[at-iGlbn’?. Il'methdxye cl-eblmsbdnwmldnrh eﬂmmarb;nmeesaplmbdﬂed

whi | e shaki ng,5 N’-cyclohepty}- meth vl S glate e sol ut |lot51nbecaﬁe
warm After standing, fﬁm °§§. nmg’ecs(ﬂv,ﬂg‘ egﬁ defaated to
separate a sem - SOlstefin smarf;er  pidiiAtoh with @&tic ac there was ob-

After washing wi'th tawartierthe tNrH-@@Sﬂ{@ Om%-slﬂtm-lgﬁwla!ido r-z@ﬂ)-bemeeﬂdmlyyﬂ]al‘s wer e
recrystal- W odamba iy m L T
N-[ 4- [err] 2- met hoxy-5- iToro: ben? ’ cewas

[err]-ethyl)-benzenesul phonyl] | i no- (Bxhkm.eczar bonl ¢ acid di- et hyl ester
mel ting at N - %41 05§ é%r]!@hmr-é -odbioesi nhepkzamidgh - ethyl) cyenwnesﬂ[’f&nﬂ] [err] 2
- methoxy - 55 chl %ﬁ@%@ | IR
N - cycl ohept yI | sothaagis A TR OGN LTI o R 00
obt ai ned accordi ng okpS-Et)lorMNnﬂnﬂﬂo%th&l)ﬁwlzehﬂsulbﬁ&hloﬁﬂe {pdeltielg q)ndmmz—103°C) - 12

1, 205, 322 lﬁe mixture was heat%i for a%ﬁourts& under reflux and the hyi::énészydmc qri
cycl ohept yl ani.ne tﬁg@?“ fowf d &;&?’ [‘%’% o0 ﬁgon the
steam | mz@b }[N%hxne e teregvm bviﬂgsulcﬂibh OANR Y Fo (lffokrﬁﬂfk

hydrochl oric acid, ahdiendadmﬁylfwhnannd there was blaamad(butehle[%d\mn
i sot hi ourea met hyI F‘°h llé gic a‘“d meltmg at %:Ff - [4 -
s S ance E was 45 minutes on the
E.

[ err ] 2 - m‘f‘tzk"oxy stea bath 1 [-S0 xide solution. The 25
benzenesul phonyl ] -who!® was then cohrl'bnﬁiyﬁﬂﬂm,t idified &id the prcelpltate that had separated

5 The wasrgesrygt tyethast] Blecr [4i(frq2-methexy-Svehlorochenzemideled i n
di oxane, the soluti Q&g 'benze"es“lph°“¥/[b§ E’G]‘?W’é\ffewﬂt“ﬁ °3‘a‘2f¢ By e Ky deBxTde

sol ution and Bgat ed 1 hour on the . ggameis 22St€am bath. After pouri 277}
into water and. aciNi-f{4 e&iu{m mm&xyade{ahtomacbedzamidb]ar ethyl/}i-sbenktﬂesulphonyl]-
tained the N [4[erN]'°3@l° 5 chl benza

ethyl ) - benzenesul p’%g §!y0f urea en]gletho %o '"t" 4@&3{?2&% a
crystalline psgci pickys- dn&iimido® xa Beaehésm haQrﬂd Mﬂmcﬁhloh l-isothiocyanate 35
m xture of met hanolin beilthgwetae in- mhmmbstmwmﬂmﬁa@mmswpmﬁnnmnﬂof :

140[err] C. binormal so;ismm hydroxide sohmotll1 l-Then, 16 ml of hydrogen- % .

/A t sy
N - [4 -[err] 2 AERERN G ik b ol e gm ot e
benzenesul phomayl ] - filtered off with suctlon Nnd €epialieP metlhﬁ:ibﬁ recrystaﬂ Q of 40
1-cycl oheptyl - par abamxwrﬂaqfl wetlianel| and oﬂmusolatwp‘é :
triethyl- 15 i oh-a ngéi p r‘%ame Wq;n Rgs P un21 1':1116‘F togl?;ﬂ%xgz’agr
conbi ned Wi th 8.9 Gndbesfiuil 'i"ﬂﬁ&ft i mereuy oide U8 e GO 0E S - do[err]

et hyl ) - benzends sul |sﬂiiti eFor(ﬂitebﬁrpdag 0p0g Bf the 1k b @issolvéd) in 10 ml of Hhe
m xture was heated dﬁmﬂﬁ%ﬁd&rﬂﬁ qﬁndlemonméfsp@sm mxm@oltlmneﬁh?ygaimflz@ was -
droctloride - B I LTS RSt . i«
hot. The cool ed fil, tg@({ Rf VAR [ oxv-S-chl 1 dnh&upRoRi PR and
the crystals @hich cpameptsrb-ruteatﬂad had B‘epirata:l ahnomterepeufﬂ mh sxfcnonZﬁd recrystalhzed tinse

were filtered off %‘@%‘E Liltywes fo ..‘gﬁﬁ%%%o”@gr st ons fro?ﬂixtures
of meth- e it ohi WS mﬁg‘é{;}ﬁ

1-[4-[err] 2-met hO)ﬁYmﬁHGJﬂbnﬁf@f-KsCOs was added) g,and thewhole was heated for 3
[err]-ethyl)- lss:nzerhew PE,- @uleyruth@hsgpringl Ai]mrsaibramncbyaﬁm@omi the mgr-at 55
126[err]C. - C“e‘m)s h‘ a'o'[adtfP?‘} S iy elsis wheceby R frif- ﬁ a) was
heated for 45 i nUttHS, 4 ,f{lmc (fmmiu“ ni,[mfJ °ny thifled cﬁffc’“ o Yand 10

m of 1N -sodium h)&dﬂ(ms eﬁ@b tai sefiple dfNt@ abo ﬁed isourea ethmma&esv\ﬁﬁe idﬂen
conbi ned wi t h6dvat erthe ul@ledvaﬁ |he*(§bd:anldletsmn$3 rfe‘@mpr miputes prhiie steaard baste The atyed 60

was recrystallized® l]?’é{ﬁ '%g%‘jg's‘cm"m'bm 0 {-ethyl)-
2- met hoxy- 5- chl orogﬁgm;,adﬁo %h Sf ?{1 defrr‘z)%nxeugh phoﬂyf“]s

N -cycl oheptyl -urea thus obt ai ned was found to nelt at ~ 140[err]C
30 EXAMPLE 22 “

30 : N- T[4 - [err] 2 - methoxy - 5 - chloro - benzamido [err] -

et hyl) - benzenesul phonyl] - N -cycl oheptyl - urea a) 3

g of N-[4-[err] 2-methoxy-5-chloro-benzan do
[err] et hyI ) benzenesul phonyl ] - N - cycl oheptyl -t h| ourea (rrel ting

T



40 filtered off with suction and recrystallized from nethanol. After
recrystallization from 40 a mxture of nethanol and water, the
isolated N-[4-[err] -{2-nmethoxy-5-chl oro-benz- am do

-~et hyl)-benzenesul phonyl] -N -cycl oheptyl-urea was found to nelt at
140[err] C. The sane corrpound was obt ai ned when desul phuri zr ng
the thiourdd mentioned at 2053&%i nning by a treatnent wi

mer curfyr=oxi de in the presence of a mﬂmﬂy 45 dr oxi de sol ution. For
t hi s purpose, ®I5[ {hemethoxyurSeachlm bingaaddo} ecetliyl) - benzedesuiphonyl]5

di oxane and 10 | sodi mh roxr tion. . ( g of HgO
uas %r %Eﬂ};e:‘ égsl “Eﬁm;“‘ﬁm (718 4The
ﬁtr&

mercury Sdl ph| & pondryphosgen Qis Diiririgithi§ spfal- 0N Wth
suction, the f b izt empreature gdsel ks 2%@B3aﬁdAttdném geblpwn through nitrogepitg et e Of
N-[4-[err] 2- rrewro%ngmmm@ e gmrrt;gjttg; 2 m??ﬁﬁﬂﬁ”s*fr%s HEd Pfionyl ] -
50 cie! oh&pt 18t ofl SN idMasturlo Ofykr 2gtdp SUCHy on
and recryst al uiisetdsmﬁﬁthe whole was héatednmmtshaﬁmkth while wixsingf ;ad nlild idine| t  at

140[ err] dioxane a fse updi 1"62%? ofitratenzan do
orr T ety g% S fieay el %ﬁt FTES e o
di ssol vedis n 5 stréﬁ@dh(‘dﬂrow -4 2- B

simal | anount omeihayrSj—chlowelsnmweH-ethy%tbdnensulphqnyl cys;loﬂeptyﬂrerev\m @repas heat ed
f.or 3 55 FiBAAt t‘@”mm@ﬂlﬁfﬁtﬁ?@ra Bixyre phygethangliaad

%par ation by fmﬁﬁﬂas% t?m;iﬁ% <

ol

= 55 cury sul phide that had
rmed, tdoe frltramenzmaﬂphmweﬁsroameghnemh&hﬁny N [4[err] 2- ' 20
thoxy 5-chl oro- benz do [err]-ethyl)

benzenesulphonyl] N - oheptyl-ls ether nelting at

122[err] C.(from et hyl r@?‘ thg}' agad hydr ochl ori.c

acid was poured over a safipl e of the above- specrfred |sourea ether in a

test tube and @W vvhol e was hﬁat ed, whil L rb%
m nutes on the sm%t;%%‘g g’°“p °°“m‘mnﬁ F‘t‘{f?é BPES’H‘E!(PE obt ai ned,
nfs|a

constitut2sng Nx ygﬁmmztﬁfﬂoﬁ&e{h@iycf} Bl 2- .25
benzenesul phonyl ]S-aNhlk gréupumaeya]so wpssenechyogealatomzed f r om net hanol and
was t' nmhozg_m—o{ efqeﬂh@ benzamido } - - ethyl) gbenzenesul-

1, 205, 3.22 {2 methoxy 5 - chloro -~ benzatmdo?-?’ethyl) benzene
EXAMPLE 2® phonyl]-lN"-cyc[ 1uRa.r | { 2 - methoxy - oro - benngm do

[err] - ethyl) Ee:p{z- eg@l“{)himpfqethoxy - benzamido } - ethyfl) - bsgzetteaﬂpélpnyw'Nurea

t hgonyl “ -cyco

Fer ?] et)]nyl ;\l-l[og 'Xﬁ §m§tﬂllqrbgn29%%€6ﬁg’g)[' peozeRsgphonAl (rre'l t i ng .poi nt
147[err] G5 were d‘ﬁ.sN)J,[#eejﬁ r-r124Gﬂ:tmky Obenzdntidal} L+ ethyl) 6 tberzenesulphonyl] - 35
thi's opera: ““i’f‘"m 7 ﬁgé;;%g Stﬁrg%é b E,}ggggmd}”' te?“L;C?ng
bl own t hrough |3|t g.ogen t nove any EXCeSSs ﬁosgene fromthe

sol ution, 4@ he gol &tﬂm%oéwsﬂmh@unwabémywndarthe compounds aiaaadedoednypﬁnessuram at
roomterrperatu h.resin ob
gicess quanti Dl S oo BR et B SRS PR St v oy o O

hi s resrn and - tf}e vvho e was heated on the steambath, while -
s‘tr rri ng and whi | e addi ng Q di oxane ag~sol ubi lizer. After separation
of undi ssolved matter by fil oM was acidified and
the NN [4-[err] 2-methoxy-5-chl¥ro- benzam do }-ethyl)-benzenesul -

phonyl ] - 28 - cydi ehielpKydnd & beve (theameaningh giveedn itral,edreuaei Wit 4 eopydivef f Wit h
suction. It 15“‘“”‘9%6@?1‘?@5%@9@@1%(@}ﬁtePP?‘PPYhWﬁWFIEf?TWPng a strength of 0.5%

and then N-[4 [err]2- 15 %X nmet hoxy- 5- chl or o- benzam do
[err]-ethyl)-benzenesul pho ﬁu@d @a,m@re-
ci pitated again, fllteredo drled and crystalllz froma m xture of

met hanol and wﬁa melt at 140[err]C

a eptatnenyl grou s c
WHAT VE CLAIM I gglenesulphonqusocya ‘te, }iﬂﬂ’y MC ag{de%%tnzm&l gener al
formula 5 phonyl—thmlcarbanuc acid ester, b enesulphonyl-carbanncldade\ﬁh'h benzenesul-

represents a hytemyeen, cemmnesiiphanyl-seiicarbyzidyr otipp hanzetxaulphqng-sdrmta@adone,ar bo n0

atons, or which is substiptedhjn| pyRogiSign by st BFIRy met hoxy or et hoxynet hoxy group;

and 25 X represents a hal ogen atom or a nethyl, trifluoronethyl or

.nethoxy group or, if Z 25 is an al koxy or allyl oxy group, may

éfso represent a hydrogen atom 2. N- [4 - [err] 2 - nethoxy
-5 - methyl - benzamdo [err] - ethyl) - benzenesul - phonyl ]

,N cycloheptyl ur ea. _ 3. N- [4 - [err] 2 - nmethoxy - 5 -

o ~. benzam do[err] - ethyl) - benzenesul 4L e e

N -cycl oheptyl - ur ea.

b7 -




4. N- [4 - [err] 2,5 - dinethoxy - benzamdo [err] - ethyl) -

benzenesul phonyl] -N - cycl oheptyl - ur ea. 5. N- [4 -
[err] 3 - nethyl - benzamido [err] - ethyl) - benzenesul phonyl] - N'-

cycl oheptyl - urea. 35 6. N-[ 4 - [err] 2 - nethoxy -
benzam do[err] - ethyl) . benzenesul phonyl] - N- 35

cycl oheptyl - ur ea. 7. Any one of the benzenesul phonyl -ureas as
claimed in claiml1l, which is specifi- cally nentioned in the
Exarrpjges herein, ot her t han thqm@mounds claimed in claims. 13 2 to
_.__Cerpound c n_ap o Expers 23 ol . 9.
A procesgq’fgacfE {i e "‘ grecm"?o PEREBoL uFJ1 1o'nfsll ut e%lhg&(l)lf' t he general
form 5 ldf aN([M -glz-\itﬁﬂloxyliﬁ dhlopo-benzhmidefreth ﬂ)-lﬁen&ndaﬂm@nesul phonyl -urea of
t he 5f or chhePtyl-tthBrea (meltrnapvm 4FPCX wane flis®lvich ten lE“ﬁ-gl vefh inclaimil,
is re acrg x?er ene ] 1nu'odu§:d w(l;f Lguﬂl

benzenes o e Qéf%&xﬁ'tlﬁrky Al Base RbcHiRed under and the
cycl oheptrﬁbdbdmasydregrrmpemperaoﬁ.altgugheﬁhbv ol afdcagesiateed of a) A

benzenes T,%fi . b a on, e %ltrate
benzenes f)’b aNir.g: @ Lbthyl)-berizenesul -
" pho %I - urpbmyll-mérmn@s'u ony hads emxpxatebazas diaemct offi with suction, It

ben¥enesuy| LJ)re ‘19% a’rﬁia}lzé“-s"é’éﬁz@ﬁé@éﬁ QE:IWV”CP&%T%Z fd ester,
olub1h

a str d
ben? nesﬂ’P f;gy-?:hdloro% do -e yﬁgfzenemﬂeglﬁyll cygﬂr Itﬁnuglﬁaﬁ%fﬁgr@t ed 15” p-position
by the g ed again, filtered off, dried and recrysmlhzed from a mlxture of methano] and . 1,205, 322
13 water. It was found to melt at 140°C. EXAMPLE 23 N-[4-
[err] 2 - WEIATOWEQUBIM I8hi-oro - henzamido [err] ethyl) - -
ben?tnesul phdi§yAeesulphonyl-ureas of the genergl fogtple ohept yl - urea .. 2 5 g of
N-[4-[err] 2-met hoxy-5-chl oro- benzam do [err] et hyl) - benzenesul phonyl]- 5
cycl oheptyl -t hi gba,,(_pﬁlyw goNDic, 1. @ e dissolved in 400 m of
absolute tetra- 2z hydr uran, wher ewgon- “dry -phosgene -was
i ntroducgd, &{mle stirring. Durlngthls oper a- . tion, the
terrperatw&pﬁ&sﬁatwm%n%%ﬂ%xﬁék@gc&mngq Y4 QiBontaiinUgh nitrogen to re-
nove any exmd&bxpfne gmxgotfeﬂmm exygooupitandn, the sol ution was
coné®nt r & é@'ﬁ% ﬁg’i"n atom, Orﬁy Wp‘;ﬁs\:ma f@ﬂ@m@aﬁgpéZaturzs A tough
resin was \ egu% tity of a
2N- sodi UghdaylgHNDXy | on vvas JBC(;hLYr eae%%%w%gf% i this resin

and t he V\hoBera[st lfeated m;thoxyh-eﬁ & thimon bantzdrmdo\Mﬂdrhyl)stbenzmemg and whil e addi ng
di oXtine FonHld clo??gs-m%émetﬁ Separ atég ﬂ% ulgdr ssql veg] ﬁft t er30y
coggidoy < et §

filtrati lohc [4-[err]

2- n”et hoxy- SSNLMOﬁ&E{Bzamm békdnlidodt-reytly]) ~ mﬁﬂmﬁu g - N~ phonyl ]
iéyd -uln*Fea that had precipitated was filtered off w-.th suction.

% s &F v A4 - PGLPR - BozamdBnT St bepgnesuipboml iyl of 3 5% and
“1¢)

t hen N- [ e of the beﬁénesrﬂphonyl—utemfs Rieitda Br &t 9 PG N GaR-do
-ethyl) - bﬂlymmd phbenB:k altiphé heteitt; lothbvatpinythe thipoundBiaipédein claims cipitated

agal n, filte dri d recr | 1ized from & m xture of nethanol
a0cg [ e i <y g Bl of ket i stmvomgb P ngem ot © %ho "o DL
ve oAl Ml S A prdidess for the manufachure SBVRERRAGUSIFPREY bf 1AE g@&ap&n&he gener al

fornmul a wa(l) given in claim 1, wherein a benzenesulphonyl-urea of the fa2ula . in which

Z represents a hydroggn atomor an. al koxy group cont ai'ni ng 1 to 4 carbon
atons, or M rret hoxy or et hoxymet hoxy group;
and 25 represe ,a hal dgeh ol et hyl, trifluoronethyl or
nmet 25oxy glvenmclam.ll lsn al koxtﬁlrzromgllrrgyl ox¥6 group, may
al s@rep 'ﬁ% ‘:ﬂﬁ%@? g rr] nmet hoxy -
5 - th 1enzam ﬁgﬁ m‘ﬂlm etﬂezfeonesu - phonyl ]

-N - cycloheptyl urea.

- and the cycloheptamenyl group is catalytically hydrogenated, ot
~a) ‘A benzenesulphonyl-isocyanate, benzenesulphonyl-carbamic acid ester, benzenesul-

50 phonyl-thiolcarbamic acid ester, benzenesulphonyl-catbamic acid halide, benzenesul- 50
phonyl-urea, benzenesulphonyl-semicarbazide or a benzenesulphonyl-semicarbazone,

which is substituted in p-position by the group
\\\
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3. N- [4 - [err] 2 - nethoxy - 5 - chloro - benzam do[err] - ethyl) -

benzenesul - 30 phonyl] -N-cycl oheptyl -urea.

30 4. N- [4 - [err] 2,5 - dinmethoxy - benzam do [err] -

et hyl ) -~ Déenzenesul phonyl | -N - ~ cycl oheptyl - urea. 5.
N-[4- [err] 3 - nmethyl - benzamdo [err] - ethyl) -

benzenesul phonyl] N - cycl oheptyl -urea. 35 6. N[44 -

[err] 2 - methoxy - benzam do ethyl) -benzenesul phonyl]- N -

cycl oheptyl - ur ea. ~ 7. Any one- benzenesul phonyl - ur eas -

C?/al rredpl % cl aim 114 which is specifi Y : i)Eostagfal ly mantuwgeﬂ {n the i )
Exanpl es herein, other than the conpounds clainmed in clains .2to S;j
6. 40 8 Phy5|olog|cally tol®rable salts of any one of ‘the -

conpounds claimed in-any one 40 . . { V-cob-cglwigws 1 to 7. 9,
A process for the manuf acture iof - benze asul phonyl - dreas of the general
form ula (I) -gi ven |n cI ai m1, ‘Wherein a-benzenesul phonyl -urea of
the fornul a 45 s reagt ﬁﬁpezrm gerepfeormeani ngs gi ven in C| aim1,
is reacted with a tr@&/‘i’ef’?ﬁﬁﬁsulpﬂ’??m‘e" heformi@ )t to yield a . . .

benzenesul phonyl - cycl ohept atrienyl rea:of the fornula . and the
cycl oheptatrienyl group is cat al'yt i fahlp-tordnoge 2 T o a) A
benzenesul phonyl -i socyanate, - benze Ul phonyl car bani c aci.d ester,

benzenesul hosay th| ol carham.c_ agi ;
t t.hereof i C um:n -1 aua‘t cyclohe l-carbamlc acid 5
benzenesul phony? car sﬂﬁ. J?ﬁm e ﬁig b h 4zay;'cl>an$t};c1d halide or 2 :
phonyl - urea, benzene@ubzﬁbtsalny&' sEem carba2| de of a .

benzenesul phonyl sent)dasdoespondisgly substituted benWhﬂSldn’howé-lsmm bmesplnh"BﬂWSI tion
by the group 10 e ﬂﬁ benzenesulphonyl—xsothmurea ether, benzenesulphonyl-parabanic amdlorzsb 5,3

A0 fonmca id 2 e is hydrolyzed; or :
14 i saf & bafaled BEBIABHI ehahde’qg rea@edsah,tcya&heﬁcﬁof or
b) A benzenesul phonatifeahe amdlkali ta Qlt Gf or a salt
t her eof - react ed @4 loreespor %&%E@Z?EP z mcawlé mcﬂ%‘g i°t aci d
> estefs a g’ﬁm iﬂlg’é - .-h u¥um,,or 15
cycl ohept yl - car bam cf) &eakedlis c@ﬂi’esp'bndmgly subsnmte@ &?'
c)' A correspondi ngl yg)ghé;gqomsmnédgly b@ wybm&m ¢t suiblive atom is re-

C an o

benzenesul phony! i by © e B et er,. henzenesul phonylcl apthiourea

et her, benzenesil phof&fm@%jf%"ﬁg c Bela or A

benzenesul phonyl - hal gfmkmeepoﬁnngdbeaﬁheﬂulplﬁnyl-mehyﬂkmhgnmd,anamsaturated linkage in

10 d A corﬂleslpleqqléusmgﬁrygemdsor| tuted benzenesulphonyl halide is
reacted with cycl oheRf{iBo® - .urea or an alkali- netal salt thereof; or
e) A correspondingly substi t_ut_ed, benzenggu y-ni ¢ acid halide; or, in the
presence of an aci d condensing a?S@iél so ‘a correspondingly
substituted benzenesul phinic acid or 15 | kali metal. salt thereof,

is reacted wi t hpsN- cyglinthaied by blynBottihnOkY ollin6i@ stefl into a bk&enesulphonyl-urea‘ o Mt er g5
is added to a corresfoomdd ngl'y substituted carbodiimde; :or = - .g) Ina
correspondi ngly substituted benzenesul phonyl -thi ourea, the sul phur atomis

re- pl aced by an oxyge ”ﬁ'é@A correspondingly
substituted benzenesul phl nyl - %a%%”s‘ i ‘°ﬁrea is 20 L

oxi di zed; or

20 i) A corr nielpyicyd H‘Elén oafiil-bepze ’é‘g-]hﬂit
unsaturated |ingpge 5‘32‘%:?@1%& Btyt% %x EFE%%%O wfﬁgﬁaﬂ ﬁtﬁ‘f‘é’a cfhgily lbur atoms
D) A compound of the formula

.Y
b—c-/v-asﬁ-wz s‘o,,—m-zv-mo

&

30

ora parabamc acid derivative thereof or a compound of the formula S

*,
| chw,—'eﬂz{)-sow-a.,,‘@

35 in which each U représents an -O-lower molecular alkyl or -S-lower molecular alkyl 35
“'group or a halogen atom, is saponified; and if desired, the reacnon product 80 obtamed
is converted into a salt by treatment with a base.

10. A pharmaceutical preparation for oral admm1strauon and lowenng the blood

* c L M S *




j)the group 25 is introduced by acylation in one or. nore steps

into a benzenesul phonyl -urea of the .25 formul a k)
In a correspondi ngly substituted thio-benzam doal kyl - benzenesul phonyl - urea
or t hi obenzam doal kyl - benzenesul phonyl -t hi ourea, the sul phur atom
or the sul phur atonms 30 is or are replaced by an-oxygen atom or oxygen
at ons; or 30 1) A conpound of the

formul a or a parabanic acid derivative thereof or a conpound
of thesfornul a 35 in wh 3 ich U represents an -0-1oyer nol ecul ar
al-ky atom is
saponi fi eeirgaralmtl inf the areatment of tdinbetesemellitisp whigh gefuprises siocogipeund e d is

converted zgl mi“é}%}etd clpjips 1 BriPrAGRRIXtIRe OF comjupction, with a pharmaceuti- 10. A

phar maceut %ﬁ Aobmcahba@'}refpﬁ}ﬁuoﬁrﬁldaﬁm A1 Sich Ab)] Qﬁc@@&ta'ix@"i@r I ng t he bl ood
15 5 dosage unit form from 2 to 10 mllhgrammes of the active lng&GEnt

15 sugar level in the_t &f di abet es rrel litus, whi ch conpri ses
a conpound as clalneei‘hﬁ,“ &!alms 1to 8, in adm xture or
conjunction with a phar rregﬁhae;yme,hndg@ g2.suitable carrier. 11.

A phar maceut Rdatnce ha remadireasd mspursugmice1eitlSdctioncd, SubrSd&ton (hokthecont ai ns i n
dosage unfPeentsyicmi?49opatent Ho.4P8R705| | gr amres of the active ingredient.
ABELC & | MRAY,

s Stationery Office by the Courier Press, Leammgton Spa 197
Charter ed B3 MOﬂi«, 25 Southampton Buildings, London, WC2A 1AY, frtnanal ity House,
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