1, 080, 705 5 nono- or
di substituted by | ower al kyl groups or aryl groups. The aryl groups may be
| i nked with one-another by a chem cal bond_or by nmeans of a bridge_nmenber

such, for exanpl e, as™= err]-, -NH, -0- or -S. Instead of
benzenesul phonyl - ur eas substTtuted in this manner there can also be
used corresponding N - benzenesul phonyl - 5 N - acyl - ureas which,
in addition, may be alkylated or arylated at the N - nitrogen 5

atom and also bis - (benz@ﬁﬂl‘E}Nﬂyl SPECIFICARION exanmpl e,

possi bl e t | NobibRawriegnzenesul phonyl) -
2 W“ yl - ureas with am nes of tléaﬁgﬂf?g5

benzenesul

Rlerr]NH e 1, PN\ ¢ heDdtedf pliEc@ionCdAl Ming Eopliets PécHivaIbR Ded. EYPEHA-

tures, pargic QRO O| 1w #2547 /640 It is |likew se possible to
start fro { ' I@pr[:@ﬁ inbdeMEdelnNii%. 01042 Vb ARY) on Oct. 19, 19431 OM

acyl at ed yy a Apbifthtioh midlid-1 €Nty @Y F42042 WbYﬁZA)QhFe@%' 19z4epr e-
sents an A ‘ tl CAppEchtibn anaJlihP@érmEH el FaRI3YviPiho) P Way B RRHI ar

wei ght, or' the N\Zopge®l I 0- Jppiithtion Radelif @m,mﬁw maém;azmn Jubezsf @RI a

Rl err]-NH CO NH C[€ , or fr@mprete sPec:ﬁcaﬁoQ'PWmO«)’ avg. 23716s of the formul a
Rlerr]-NHCO-N(Clerr]H err]), O M|Cg$},,9§$@7t e phenyl 15 radi cal s may

be substituted and may be linked with _one another directly or by neans 15

of a bri doggee I 40 f -

G s SRR TR Soht i e M TSR Stk SR
react themw th benzene- 1Q9F1, 1Q alr@dl@slémquuﬂeaBi%? AB40G g
of the fornula [err] 2023§§G3I g{%ﬁl&& ggﬁﬁg%ﬁsgp i eB43L, 2D4352,
benzenesul phonyl - thi oureg % be repl aced
by an oxyd®h Atorf 0%oM3&8%anpl e, with the ald of oxides or salts of heavy

me'éfal s or also by the use of oxCdmLB'gE_c'ﬂyEmFscm as hydrogen peroxi de,
sodi um per - 1 i ureas can
al so be desul phuri zé%;é;lt}gsflﬁ é&em\%%&lﬂ% céeg%goxbph%ﬁgngﬂggi&\fe phor us
pent achl ori de. RKE eﬁsa HEYESELBYCHET] OF run-

car bodi i mi des “g’ Pﬁ pﬁgﬁ § djn “ﬁé}ﬁ]’"ﬁ&f‘é 3@'},@@ zi%%e

rr?aany, do he
converted into tfg& @1z @ @xfelLith &mﬂ bvwms Yo be performed, &b bé i}ﬁ&ﬂﬁy

treatment, fSor exai leaWyIttydtrlbw sstgergnt: +he additi on of water.
The use of phthal mi &sls Fqueepned @ish @s‘é’ﬁ%neaﬂabawbwwdg'ﬂ@a&ﬂru n the

lallt

or t ho- pOST iy iiéa "ts?awnmr ARRITIbES oG B SrrestoaiR kN GheP! €.
possible with al |geriei)dpfb&mmft re- i act?nong hlggegsp ‘i {etséond%pygl#e t he

pht hal i m de group can be effect ed by al kal i ne agents; 30 general ly
it occurs, however, even i"R-the course of the reaction or when the reaction
products ar e worked up. If @—gr—yb,eﬂa@}he-abp&w&oalw_}dsed, the splitig ng
may be effected | &t e on, #n order to obtain the free conpounds.

In the same way, a hydr oxyl group or a carboxyl group represented by the
synbol 35 2ty r ot ed and the su uent | of .t he
protective group,[&,;a:gmr ercsgnésr%lg i Geeegem of 2 Tower é"?ﬁ%w?eﬁyli‘ﬁ’f lh'l gg’y Des of
reactions menti oned(pbavekyl, ki aienyiepk &xs:earpthauayl &}y@rcﬁmmhmgwmmbon atoms; there

g

enter i.nto tonsi der, ébl?l émalbssfy btatkeltoyap %‘;hl gyladiyp group pontziningi cul By

| over al k- )1 atng ‘Caﬁ* llgf;ﬁg B‘%‘Wz‘&fr*le spanf fheplkonyaliol
hydrocar bon groups, £sp im’rl yra Kagylcyclopmpyng]f)Ch are capabl e -of bei ng
split off by hydrol §d$| 8 cﬁﬂohﬂ@l—la‘bcytalkgzl layeth ﬁ@gf&ﬁbﬁivl @itlohdphylethyt O cycloocfyepr esents
a car boxyl a‘%oup,meth U(ﬁ){téiej%tl oncylls rﬁaa.ﬁl iﬂﬁlég’;e A Celﬁztfefr;?{lrf |l§at i l(g%ec\é\n 20

al cohol s, i§§§§ i I

al cohol , and theﬁ?ﬁlmeth § H& Ey ekr)l ,glrngq anrb?qrator%/
required to nake co aikyhmhs:xwleoﬁeptkeseprﬂ@emBgthai koxy or

acyl oxy or Benzyl oxgj ydig%‘iv E?P@Cg%%ﬁ 50f3 gi'g@ls be avoi ded. 25
As regards the reac rr

af oresai d pro- 45mmandw CQ upl;tamet @rd%blebﬁ,%%&%\%l%’%’gmoydsqﬂpfil mts and

can be adapted to efgrha lhﬂd-pow:ld uiag as dkfned under (i) linga@iste the nitrogen atom by meafsor

exanpl e, thd0 react’Brivaagioye carried out with the use of solvents, at3%oom
tenperature or at ag el&WAlShof CHRGLAh & an aliphatic or a cycloali h¥s Hdilg
materials there Ry égr:xU&QEﬁtg:%ﬁ@DMrmw&Dﬁ&ﬂd aat nédeaiecby,ed%zl&eﬁsc E}d 0C2d: 5
substituted by theS-groupr o +3$2—por-0}-a groups;

50 [Price 4s. 6d.} [err] As the part



of this formula there may be nentioned, for exanple: 1, 080, 705

[err] 1, 080, 705 7
[err] 8 1, 080, 705 [err]
1, 080, 705
2 1,080,705

Y represents a hydrocarbon group containing 1—4 carbon atoms;

Z represents a hydrogen or halogen atom or a lower alkyl or lower alkoxy group, a
cycloalkoxy group containing 5 or 6 carbon atoms, a cyclohexyl, lower alkylmercapto,
lower alkylsulphinyl, lower alkylsulphonyl, phenylsulphonyl, phenyl, phenyl-lower alkyl,

5 lower acyl, benzoyl, trifluoromethyl, hydroxyl, lower acyloxy, benzyloxy, carboxy, lower 5
carbalkoxy, nitrile, carbamyl, lower alkyl-carbamyl, lower dialkyl - carbamyl or nitro
group;

Z’ and Z’’ each represents a hydrogen atom or, if Z represents hydrogen, hydroxyl,
carboxyl, alkyl, alkoxy or halogen, may also each represent a lower alkyl or lower alk-

10 oxy group or a halogen atom, or—if Z represents hydrogen—Z’ and Z’’ may also to- 10

gether represent the methylenedienoxy group —O—CH,—O—, and the phenylene

group is unsubstituted or substituted by one or more substituents selected from halo-

gen atoms, lower alkyl groups and lower alkoxy groups and the physiologically tolerable

salts of these benzenesulphonyl-ureas with a base.

The terms “lower alkyl” and “lower alkoxy” are used herein to mean alkyl and 15
alkoxy groups containing 1 to 4 carbon atoms in a straight or branched chain. The term

“lower acyl” is used herein to mean acyl groups (organic acid groups) containing up to

4 carbon atoms, preferably a straight-chain or branched alkanoyl group of the aforesaid

chain length.

20 In accordance with the definitions given above, R may represent, for example, 20
methyl, ethyl, propyl, isopropyl, butyl, isobutyl, tert.butyl, benzyl, a-, or 8 - phenyl-
ethyl, or « - 8- or y - phenylpropyl. R preferably represents a methyl or benzyl group
and, in particular, a hydrogen atom.

R’ may represent, for example, ethyl, propyl, isopropyl, butyl, isobutyl, sec. butyl,

25 straight chained or branched amyl {pentyl), hexyl, heptyl or octyl; the groups with an 25
ethylenic double bond, for example allyl or crotyl, corresponding 1o the aforesaid hydro-
carbon groups, and furthermore alkyl groups containing 2—8 carbon atoms, carrying, =
in addition, a mercapto group, for example B-mercaptoethyl or higher mercaptoalkyl :
groups. R’ may also represent, for example, y-methoxypropyl, é-methoxy-z-butyl,

30 B - ethoxyethyl, v - ethoxypropyl, 3 - ethoxybutyl or higher alkoxy - ethyl, -propyl or 30
-butyl groups as well as the corresponding groups in which the oxygen atom is replaced
"by a sulphur atom or the group —SO—. Furthermore, R’ may represent benzyl, o-
phenylethyl, 8 - phenylethyl, a~, 8- or v - phenyl - propyl or phenylbuty! groups.

Within the scope of the present invention there are particularly preferred com-

35 pounds containing as R” a cycloaliphatic hydrocarbon group which may be substituted 35
by alkyl or alkoxy or linked to the nitrogen atom by means of an alkylene group. As
examples of such groups, there may be mentioned cyclopentyl, cyclohexyl, cycloheptyl,
cyclooctyl, methyl - cyclohexyl, ethyl - cyclohexyl, propyl - cyclohexyl, 1sopropyl-
cyclohexyl, methoxy - cyclohexyl, ethoxy - cyclohexyl, propoxy - cyclohexyl or iso-

40 propoxy - cyclohexyl. The alkyl-groups or the alkoxy-groups may be present in the 2-, 40
3- or 4-position, preferably in the 4-position, and in the cis- as well as in the trans-
position. Furthermore, there may be mentioned: cyclohexylmethyl, a- or 8 - cyclo-
hexyl - ethyl, cyclohexylpropyl groups, endomethylene - cyclohexyl (2:2:1 - bicyclo-
heptyl), endoethylene - cyclohexyl (2:2:2 - bicyclooctyl), endomethylene - cyclohex-

45 enyl, endoethylene - cyclohexcnyl, endomethylene - cyclohexylmethyl, endoethylene- 45
cyclohexylmethyl, endmethylene - cyclohexenylmethyl, endoethylene - cyclohexenyl-
methyl, or a- or 8 - phenyl - cyclopropyl in the cis as well as in the trans form.

Finally, the symbol R” may represent hetcrocyclic rings containing, in addition to
4 or 5 carbon atoms, 1 oxygen or sulphur atom and up to 2 double bonds, and which

50 may be bound by means of a methylene group to the adjacent nitrogen atem. Examples 50

of these heterocyclic rings are:

< G T
_cﬂz—[—oj A MZU

As stated above, X represents a single chemical bond or a bridge member contain-
ing 1 to 6 carbon atoms belonging to an aliphatic or cycloaliphatic hydrocarbon chain
55 and, if desired, the atom —QO— or —S8— or the group —SO-— or —SO,—. The two 55
latter groupings may interrupt the hydrocarbon chain or may stand between the latter :



[err] The benzenesul phonyl - urea derivatives of the
present invention are val uable medi canents characterized by a
strong and, in particular, a long-lasting blood sugar | oweri ng
action. Their hypoglycem c action can be determ ned, for exanple, in
rabbits 5 by feeding to them the conpounds of the invention in the
usual doses of 400 mlIli- 5 grans/ ki | ogram of body wei ght and
determ ning the bl ood sugar value according to the known met hod of
Hagedor n- Jensen over a pr ol onged per| od. 1,080,705 Thus, it is 3
observed; ,for “EanprE}r that llglet-x \ﬁl] = UBIILdI ] (#et?gél -té)eg{'éétene-

sul phonyl ' }1;5“% 'I’T‘d%‘iy ¥ TP he

bl ood suggr 10 ‘% déogagg% ¥sg)r°u8fA§(f)ng or IR RBITE it stil |
anmounts to 32% By adm-m:H— ——CH-—--—G:E(CHQg—,NCHJ—@ﬂ-[—ﬂFH— benzam do -
ethyl) - enzenesul phonyl g urea the

bl ood sug | 2vel 2% ( H‘é‘jﬁ"ﬁ@ﬁ the | ovkr -
ing still am)unts t 2tefr _fl_téﬂs*su (L‘HC

contradi stinction ther eto —C(C, M, )s— Muin— benzenesu phonyl ) -
N - butyl - urea V\/mch has been known as n antidi abetic for oral
adnmi ni stratiq ’éﬂs %?gesamﬁe ?ﬁf‘ (?(/Eﬁ““cf’ﬁepemfﬁq'é’ byl briflgss: 2845

a conpari son est d‘fﬁsaﬁ‘fms“t' egrmuassuc heé X' 8°esai d dose shows a bl ood
sugar | owering -—CH:EEH‘DLLHL-CHQ—CH—@P/O-a-SCH—r(HI(—LOHm—b-u-C(GH]):G@H——hOWever,
after 24 hours falls to zero —@yoAGHale- adni ni stration of a

consi der abl y | over E ) of Sica g)t];uc;tl)nped%xc)qela‘g hlso c&n?tam gjvex'al double bonds,

r abbi t s-whi ch dosegglihia memjar oh dneatel e oitlafiMeter i ON i N @
nore 20 16i f f edgr @ psafel ng rranner and appr oacwes the t her apeuti cal 15

dose-it is found that the new benzam do -
ethyl) - benzenesul Wﬁ"‘c‘)—ﬂfsﬂ c %a‘ "héﬂ'r (CHy)—, after
t he admi nistration shows™d | .Quei#f d'f"i—be s@g_a(f(ca}ﬂpun 1 Mg to 17% and
after 48 hours a | owering of 11% and t he new N - [4 - ([err] - benzanido -
ethyl) - ben- Finajly nley eyivgs ntmiisomnylegented By X mayf B¢ of -cyqiie sthwgiure-and ey ohexgl)
- urea-after %4 hdysioerample ded eks- Aclopsntylidencgipr i ng of 21% whereas the
bl ood- sugar | owering action of the known N - (4-methyl- 25
benzenesul phonyl) - N - n - butyl - urea@ven in the sane dose after 24
hours i s equal to zero. Furthernore, it has been
ascertained, for exanple, that 50 ng/kg of N- [4 - ([err]-
phenoxy - acet ami hobd cortaibifE3 RNEABba atorkdl €2
provokes in 30 dé?%étgw&izﬁcpggﬁgfﬁﬁguggﬁi 5 Jf\}&:ﬂ%s(é 0%1: i+ Odkadidger 1064 hour s,
wher eas t he bl ood @ atoxhe\felexa@m:s there may be m@twnedjtthpe:obrdws onipliisd%oupon t, %1

)

admini strati @ of wich ff’(‘glguhmﬁlﬁt‘é 1al defigjiqq.of Y. esul phony

. l f th stituen nted the bols Z,.Z’ a c? % tH reD
- N - n- butyl - @ x::g:);:do meethyl eth\;ﬁ ?li r(({p ﬁ:&a 156%futy1: e HIRP unds of
the present i nventds GRll ia$ 1h9a6r'ids;ﬁ)hklu€gr 1861 oS, orme, ch‘orme, bi'ofane GdldeQSyelol S
reduced. If N - [ &exyltécy,myqlowntﬂhenmmyﬂc emmtd@ewh im rcaptobewménelmhmhen Il -,35

. . , mety] - sulp ulph- 30
Blenz eﬁ)e/glufgﬁﬁlyl ]- m}tyé ethy';a-p sul;ﬁllotlnhyl 1;1‘;1 és]h % ? sul horz%‘%ut?i si !\gh nyz w1th

straight-chained or bran ed alk 1, phe 51 , IpRen! cElall abbi t's
in doses of 1 ng/ kgogidnylDeshy, Hh@b@bf;mpl&hy k5 butyryloxy, carbométlldﬂﬁ;tcar @W&fyl agoof the

bl ood sugar can stprbﬂoxmelemﬂesebamld ethm&aeﬂsdmeﬂcatuafevla’f eleélsleﬂﬂumbd- 35
(4 - et hyl 35benz d oug xcated by -bE‘ nei-sgeggi: efrr% lyhtué: t he
oni 17 dose b S ek S et
weight it is not ?tfbf&h’@:ﬂél&cyle aﬁdrﬂh&! 9m5tﬁl @bﬁ'a-péls fon to one m& e yarepdsigion .
40 V\Hemgadmrcﬂ stering é‘L [err] .- 3 - chloro - 4 -
met hyl - benZ8ni doet Hvzzbe“é‘ﬁ’;;‘gphonyl Eﬁ‘i 1K B’Ieﬁﬁdﬂ‘fi‘l“]“n cannpe prepprgd accoplipg,, |
cycl ohexyl) - ur ea”f e f 1af19ﬁ¥19010ff desired, their M GN MRk PRk bedl - [4 -
([err] - 3: 5 - dijmmt 1}5:1 is eamzram: Epadsiipory! - ciiamane sudrg banyibshiphonyl- N
- cycl ohexyl - ur ediotarbamicdcid esters beDzeBeswipfiotd) - edfrbatyéschyid Welidestor begpengquiphopyl- - 4
([err] - 3:4-4545 wreas cagfyipghe gpyitwtenhonz ani doet hyl ) - benzenesul phonyl | - N

- cyclohexyl - urea in a dose of 45 0.3 nmg/ kg of body weight, N -
[4 - ([err] - 2 - hydroxy - benzam doe _@_,begnzene- sul phonyl] -
N - n - butyl - urea in a dose of 2 gof pody weight or N- [4 -

([err]- 10 1, 080, 705



2 -hydroxy-benzam doet hyl ) - benzenesul phonyl] N - cyclohexyl - urea in a

dose of 0.15 ngy/ kg of body weight to rabbits a distinct |owering of
t he bl ood sugar can still be observed. The foll ow ng
/;gpbe’shoms for a nunber of conpounds of the present rnvention 5 t he
ses in ng/ kg of body wei ght which, upon oral adm nistration to rabbits,
still provokes a distinctly recogni zable | owering of the bl ood sugar
| evel ("threshold dose"). For conmparison, it is stated that the
t hresholkd dose for the known N - {dko7gsnet hyl - benzenesul phonyl) - N
T AgL E b) benzenesulphonamides or their salts é\?rying the substituent . e ;
Threshol d dose on oral z
adm nistration to Comp X~CO-N—y—
rabbits (ng/kg) N[ 4 r]-b zam do- et hyl ) - benzene- sul phonyl |- N -
cycl ohexyl - N 0.1
N- [4- ([ er ]eseP act mlﬂd{d%gﬁgﬂ (:il.ltcb gﬂciférﬁss, é:HP%ngbhcyil Tsteﬁ, thiocarbamic acx(! 4
- met hy| - cycl ghessysknesulph@l - chlorides carrying the substituent 0504
N[ 4- ([err] phenoxy- acet am doset hyl ) - benzene- sul phonyl ] -N ' -
cycl ohexy-urea xﬂm_ﬂ_y_ 0.1
N-[4-([err]-phenyl -acet am do-# ) - behzene- sul phonyl]-N ' :
cycl ohexyl -urea = 1

N-[4-([err ]aFCQ@lthﬂl wish B—-shbmddyireaban@am ed@t&-l&it Hiopteh - ethers or parabanic

benzenesul ﬁ IIN beg nﬂ P|% 1%?7 % 1@ splphonyl - isothiourea- o 2 .

N-[4- gferr ] d,g,rygg“?f’ﬁ‘fl T pRYEDAN TS O ) DB R UL SWEHBIRAY - 4o N
-cycl ohexyl dy €d correspondmgly substituted bcnzenesulphonyl - thioureas, the sulphur atom 0.3

N-[4-([err]s mﬁladqcy dy en( yeyire nwanycrokmowie tmihdd) thiatein 2y m @sthbd known to be

. ibed in the relevant literature;

ﬂ" ?Zy |(l ]- . L\Ir ]uh :s%ﬂl[ ong'r ng;y lgu%siéf:t%,ianbél:er:fg}rg‘fglreyyl 0 uelnzenesulphmyl- 2

} 15 _
pho nyI -N u(x;e;@ )61} sewdfabidaction stages the radical 0.15.
N-[4-([err]-<4-nethyl-benzam do >-ethyl)-benzene- sul phonyl ] -N
-cycl ohexyl -urea _ 0.2 r
N-[4-([err]- <4-nethyl - benzan1dé§;3?ﬁyf3 benzene- sul phonyl ] -N
"-(4-nmet hyl -cycl ohexyl ) -urea 0.3
N-[4-([err].-<3-nethyl -benzam do> -eth | ) - benzene
sul phonyl ] 1Nntrqslwt|l Byhaégggﬂon {pgocbgnzenesulphonyl-ureas of the formula 0.1
N-[4-([err]-<4-met hoxy-benzam do>-et hyl ) - benzene- sul phonyl ] -N

- (4-net hyl -cycl ohexyl ) -#g ea 7 0.2
N-[4- ([err]-<4-chloro- benzﬁﬂ?dﬁ@ﬂﬁ?ﬁﬁ??”ﬁéﬁi@h@ sul phonyl ]-N
' -cycl ohexyl -urea 0.2
N-[4-pgerr]- pEﬁ‘W'be&&f%&MﬂP Gkl bo) D GRAGRE oS PRAM b which z 20
N - (4- met hybpr3an| O Ih@deyrdy gxldii[ear a carboxyl group protected by esterification or a 0.5
N-[ 4 ([err ]hé’ dyjetherificitign Sreif Fytehrespnsy single chemical bond

sul phonyl ] 1 gr(:up being in the’o-position to the carbonimide 0.1
N [4- b ¢ kfes&fémﬁg Iﬁ%yf‘““ o e S AT R = o

N -cycl ohexyl hu rleaenzenesulphonyl-ureas of the aforesaid general formula in which X con- 0.4
N- [ 4- phenadttsaatt @6 maist s 145t @nq yygrogepated; and the products
[4-p are treated with an alk gerg*?f the correspo! Eglng sg;[ty ?s required.

Depending on the nature of the groups represented by Z, Z’, Z*’, X and R’, one or
30 more of the aforesaid processes may in certain cases be unsuitable for the preparation of 30
the individual compounds covered by the general formula, or at least measures for
protecting reactive groups may be required. These particular cases which are relatively
unusual and are easily recognized by the expert, so that it is not difficult to select an-
other successful method of synthesis from those described above. Thus, it may be
35 necessary to protect hydroxyl groups represented by the symbol Z by esterification or 35
etherification, carboxyl groups present in the corresponding position by esterification, or
a carboxyl group in the ortho-position to the carbonamide group by ring closure to the
phthalimide derivative. The conditions are similar if R’ represents a mercapto-alkyl
group.
40 The aforesaid benzenesulphonyl-carbamic acid esters or benzenesulphonyl-thio- 40
carbamic acid esters may contain in the alcohol component a lower alkyl group or a
phenyl group. The same applies to the Ri-substitued carbamic acid esters or the corres-
ponding monothiocarbamic acid esters.
As carbamic acid halides, the chlorides are advantageously used.
45 The benzenesulphonyl-ureas used as starting materials may be unsubstituted at 45
the side of the urea molecule opposite to the sulphonyl group or may, preferably, be



(4- met hyl - cycl ohexyl ) -urea 0.

1, 080, 705 11

TABLE- cont.i nued

Threshol d dose on oral

adm ni stration to Conpound

rabbits (ng/kg) N-[4-([err]-benzam do-ethyl)-benzenesul phonyl]-N
-(4-ethyl - cycl ohexyl)-urea

0.08 N [4-([err]-<3-trifluoronethyl-bernmwamsdo>- et hyI) benzene-

2

5

sul phonyl ] - N™=T: DU[}I -0y €a

N-[4- ([err] - <3-t ik L&.E@ﬁ?i“:&% @%’@a‘{ﬁyb e B B LA T s o

sul phonyl ] - N - (4-chm@i (24 or —S—. Instead of benzenesulphonyl—uteas
N— [4-([err]- <3 f Isuzsnmsedbenmamantmmhat hayxl a)se be mzd respbiing n§/4 benzepbsulphonyl-
-cycl ohexyl 5 ur edV’ - acyl - ureas which, in addition, may be alkylated or arylated at'the N” - nitrog;

N-[4-([err]-< -pHHy Fbé}@inéﬁipﬂsﬁ%‘%ffﬁﬁlf???khﬁi&;ﬁﬁaﬁ%ﬁé“’pﬁﬁ?s@ﬁf)f?i{ei '
- cycl ohexyl - ur @&mines of the formula R*NH,, and to heat the salts so obtained Qo devafdl efhpér
[err]-phenyl -pr omnmmcmllamaabh pgeCbenzene- sul phonyl N

" 4- et hyI d C| 0 HQ-; isg poss; le to start from ureas of the formula CO——-INHZ or
VLT S g I B e e iy R ST B
' -cycl ohexyl - ur eantro-group, or from phenyl-ureas of the formula R*—NH—CO-ONE—C.H, or from

N- [4-([err]-ci nna!mbydyafmms of teheyfo eRizeNFe S GDpINEGYH . ]z~ in Mhich case the pheny!
- (4- net hyl 4&ycl (5 st1tute and may be linked with one another directly or by meagp

N e (Tert - hcer %m o e e R e NS

' -4-met hyl -cycl Ohﬂii dieeéhbstxtuted by the grouping of the formula
N-[4-([err]-<3-chl oro-benzam do>- et h@benzene- sul phonyl ] -N

- (4-nmet hyl - 4-cycl ohexyl ) -urea X—CO~f—y— 0.1
N-[4-([err]-<3,4-di nmet hyl - benzam do¥" hyl) benzene- sul phonyl ] -N
(4- met hyl - cgel ohax Yike) coitéspindingly substituted benzenesulphonyl - thloureaﬁnha sulphur atom can
N— [ 4- ([ err] - benzybk asplaced iy o rpayeerd gomat fbrydximipde vt nhe-aidsef | op ngIsa]lts N heavy

-cycl ohexyl -ure é_netals or also by the use of oxidizing agents such as hydrogen peroxide, sodium per-

e r nitrous acid.
N-[4-([err]-<3- et Yb% e 10 2155 B &Wﬂh)ué@@ B¢ &dRimen® Witk BRASYnd of\phos-

- cycl ohexyR5 ur eghorus pentachloride. Chloroformic acid amidines or chloroformid.adid carbodiimides
N- [ 4- ([ er r] - phencokyiagies aniraediqty prpdct cdneda zamated linghtn Ydnkenesulphonyl ureas by

- (4- met hyl -cyc 128 F1 te nt, for example by hydrolysxs or the addition of water. "

' alimide co d re resents a carboxyl group in the ortho-
N-[4-([err]-di methyton t@'il{ ca Eridéniid] ptéé?} 6 Eﬂﬁ Pdssible with all types of te-
sul phonyl ] - Bb - (4-aEfR)h hyie- spiteihgOotieafythe pHiiaB@lide group can be effected by alkaline agents;
N- [ 4- chl or o- 3- ([ erejallpérrzaurs W@wﬁy@)mb@n@m@uhqmmw pr- wiidn the reaction

up. If esters or benzyl-ethers are used, the splitting may be effect
- (4-methyl -cycl (ﬂﬁ(go fJ rwj‘?aobtam the free compounds. ‘6‘

In the same way, a hydroxyl group or a carboxyl group represented by the symbol
35 Z can be protected and the subsequent splitting of the protective group can be carried
out with all the types of reactions mentioned above. 1f Z represents a hydroxyl group,
there enter into consideration as protective groups acyl groups, in particular lower alk-
anoyl groups and the benzoyl group as well as hydrocarbon groups, especially benzyl,
which are capable of being split off by hydrolysis or catalytic hydrogenation. If Z
40 represents a carboxyl group, the protection is realized by esterification with alcohols,
especially lower aliphatic alcohols or benzyl alcohol, and the subsequent splitting by
hydrolysis. If it is required to make compounds in which Z represents carbalkoxy or
acyloxy or benzyloxy, hydrolysis must, of course, be avoided.
As regards the reaction conditions, the methods of carrying out the aforesaid pro-
45 cesses may, in general, vary within wide limits and can be adapted to each individual
case. .
For example, the reactions can be carried out with the use of solvents, at room
temperature or at an elevated temperature.
As starting materials there may be used compounds containing a benzene radical
50 substituted by the group of the formula

z
X Con=-y
!
Z zh R
As the part
z
X —&0—
P
= L
of this formula there may be mentioned, for example:

.o

0. 15

M1 o

err]-<
1¢
]-N

2 15

0.2

20

25

0.3

1 30

35

40

45



N-[4-([err]-phenyl mercapt o- acet am do- et hyl ) - benzene- sul phonyl]-N
"-(4-net hyl -cycl ohexyl ) -urea 0.2
N-[4-([err]-<3,4-dichl oro-phenyl acet am do>-et hyl)- benzenesul phonyl | -

- (4-nmet hyl -cycl ohexyl) -urea 0.3
N-[4-([err]-ethyl-[err]-benzam do-et hyl ) benzenesul phonyl | -
N - (4-nmet hyl -cycl ohexyl ) -urea 1.
12 1, 080, 705
TABLE- gont i nued 1,080,705
Thr eshol-d—dose—onm—orat -
admnistration to Conpound P -
rabbits (ng/ kg) N[ [err] et hoxff nzam do>- et hyl ) - benzene-
sul phonyl ]-N " a‘#@mxyﬁsﬁ@a‘”‘ co- 0.4
N—[4 ([err]-<4- eth )enzam do>- et hyl ) - benzenesul phonyl ] - N -

-(4- met hyl - cycl ohexyly) -ure 0.2
N-[4-([err]-<N- met héﬂhl@@d»-eﬁw@b@nz@- sul phonyl ]-N
- (4- et hyl - cycl ohexyT) - urea ~ 2 -
N- [4-([err]-<4-phenyl -be m do >-%% hylq-benzen sul phonyl ] -N
-cycl ohexyl - ur ea éw;),c//-@w‘ Q" - Q@“ Q“- 2
N-[4-([err]-<Nbenzyl - benzam do tﬁyl ) “enzene-

sul phonyl ] - N - cycl ohexyl - urea 1

N-[4-([err]- benazay,p ols &L) benzenﬁ@lt\;myl] N '-cycl o-

hexyl met hyl - ur ea Q—w-
N-[4-([err]-benzam do- et hyI ) enesul phon ~fe -
(4- nmet hoxy- cycl ohexyl ) -urea 2
N-[4-([err]-benzam do- propyl) - %nz@gul Bhon |1-N"

(4- et hyl - cycl ohexyl T 0.8
N-[4 ([err] -<4-met hoﬁﬁ%am do >-propyl) - #eR £NEs,. sul phonyl ] -N
0.6

1

-(4-net hyl -cycl ohexyl ) - urea )
N-[4-([err]-<3-chloro- 4@;%-z-@eazam do ropyl)-
benzenesul phonyl] N -cyc exyl ureafﬂsa@cﬂz—cx/z co~ 1
N-[4 ([err]-<3 :53qi hoxy- benzam @o>- et hyl ) - benzene- sul phonyl ]-N
' -cycl ohexyl -urea g —ctiz—co- e 0.3
The present i nverffon al so provi des fraé&itTcal preparations which.
conpri se t he nzenesulphonyl - eas of the present invention or
t hei r physi ol ogi cal | o &rdhTE v Y5 P “&dffi-xt ure or conjunction
with a pharnmaceutically suitable carrier. 5 The benzenesul phonyl
- ureas of the present At l.on ar referably usedsfor the 5
manuf acture of orally a st er edat Faasaceut@.l}_ —eparations show ng
bl ood sugar s Lo :

O—c‘ﬂwﬂ/—t‘o-* c’zﬂga-@-cﬂ=m—m-
Q’C//“C‘//—— co— Oo —CHp— CO~—

. Lz
{S-o-cner-
"?//50‘@0"6'//2‘6'0‘

Q—a—c‘//z—cﬁz—ca- Q’*a-'c‘ﬂz—.c//z—c'ﬂ-
&
Q-o—cwz -0 - Qo—_cfsfz;ryz'—cﬁg-'zv-

Cotls ,
Ky @ O—~CHp—CblgmChly~0 —

Hz O—a —lc//—c'o— . Q_ S-CHp= 0~

Ch



| owering action in the treatnent of diabetes nellitus and can be used as
such or in the formof their physiologically tolerable salts or in
the presence of substances causing the formati on of such salts. For
the formation of salts there nay be used: al kaline agents, 10 for
exanpl e al kali netal hydroxides, alkaline earth netal hydroxides, alkal
metal car- 10 bonates, al kaline earth netal carbonates, alkal

nmet al bi carbonates, alkaline earth netal bi carbonat es, and al so
organi c bases, particularly tertiary nijigspgen bases, if the latter arg

tol erated by -the—organrsmtobe—treated: Fhe—pharmaceuttcal
preparations are preferably in the formof tablets containing, 15 in
addition to the conpounds ¥me invention, the usual adjuvants and
carriers such as 15 {i§ﬁﬁb@1w§&arch ‘lﬁ.,@sgﬂ%;r@gacanth or magnesi um
Stearate. A preparation contaiwng the aforesaid

benzenesul phonyl - ureas as the tive sub- / stance, for exanple a
tablet or a powder, with or wt SYHeaf of ésaid” ag dv?lons is

advant ageously conpounded into a SU|ﬁébIe uni t dosagé form The dose chosen

depends 20 upon theecalt Nty of the ;enesurgigq@ - urea used and

the desired effect. Prefer/ 20 ./ the d per unit anounts
to about 0.5 to 100 nllllgrans p erably to 2 10e mlligrams, but
consi derably higher or |ower dosa dﬁlts C { so bqﬂused which, if
desired, are divided or nultiplied pr¥ior to{a 4H str

The follomnng Exanpl es |§L<:>Lgﬁe t héxi nventT

1, 080, 705 Qm_

EXAMPLE 1 N&[4 - ([eppt'- e ethyl) -

benzenesul phonyl] - N - cyclohexyl - urea 13.6 g of mercuric
chloride (0.05 nol) were yed in 0“f . ofwater. 50 nl. of a
2N - sodi um hydroxi de sol utieq were aaleopvvl S€,. (ef_sti rring. The
precipi- 5 tated nercury oxi de wasygconbined w 17.8 g (0.04 nol) of
N-[4- ([err] - benzami do-¥ 5 et b{) Y»aberrzenesul phonyl] - N -
cycl ohexyl - thiourea (ne ngkpoin, 106-108,=,,, prepared from4 -
([err] .- benzam do - ethy bersteQegwzphonam de ame cycl ohexyl nus-

tard 0|I) di ssol ved in 86%m . of a g xture of equal ts of 1IN - sodium
hydr oxi de sol ution agd di nethyl for de, fenperature of
40[err]. Stirring was then c i nued 10 “ F°2 2 hPurs at 40-50[err].
The nercuric sul phide forne s%iltered of fomith suctd ofw 10 and
washed with a small q Y, of#at er . Efiltrate was Tharified with
charcoal and aci ied with di —hydrqgg c acid. A precipitate

of N- [4 - ([err] - befizapido- hyl ) - e n%sulphonyl] - N -
cycl ohexyl - urea was obv%iz>d$ which was filtered<eff W th
suction, washed with water/and recrystallized,fyom methanol. Melting point:
15 189-191[err]. i f”sOQM—

15 CaHiro e MPLE 2 N
- [4 - ([err] - benzam do - ylL) - benzenesyfphonyl] - N - cyclohexyl -
urea 4, 559 0 [4 - ([err] - benzani do - ethyl) -
benzenesul phonyl] - N - cyclohexyl i sourea nethyl ether (nelting
point 151-153[err]C) were heated wth 100 m . of concen- 20 trated
hydrochloric acid for 5 mnutes on a steam bath. The precipitated N- [4 -
([err]- 20 benzam do - ethyl) - benzenesul phonyl] - N -

cycl ohexyl - urea was filtered off with suction, triturated with
wat er and recrystallized frommethanol. Melting point: 189-

191[err]C. EXAMPLE 3 25

N- [4 - (benzam do - nethyl) - benzenesul phonyl] - N - cyclohexyl - urea
25 35 gof N- (4 - benzamdo - nethyl - benzenesul phonyl) -
met hyl - urethane (nmelting point 170-171[err]) were dissolved in 50
m. of xylene; to this solution were added dropwi se, while stirring
and at 70[err], 10 g of cycl ohexylam ne. The tenperature was rai sed
to 120-130[err], whereupon the reaction set in after a short tine, with the
30 evol ution of nethanol. After 30 m nutes, the whole was cool ed, and
t he sul phonyl urea 30 formed was precipitated and was
recrystallized twice fromnmethanol. The nelting point of N- [4 -
(benzam do - nethyl) - benzenesul phonyl] - N - cyclohexyl - urea was

found to be 201-202[err]. I n an anal ogous manner, there were
obt ai ned: 35 N- [4 - (benzam do - nethyl) - benzenesul phonyl] -
N - cyclooctyl - urea 35



(rmelting point: 185-186[err]) (from nethanol); N-[4-

(benzam do - nethyl) - benzenesul phonyl] - N - butyl - urea (nelting
point: 193-194[err]) (from nethanol) and N-[4 - (benzam do -
met hyl ) - benzenesul phonyT[ - N - (4~ - netnylr - cyclo- 40 NEXy!)
-urea (nmelting point: 210-212[err]) (from methanol).

40 EXAMPLE 4 N-[4
- ([err] - 4 - chlorobenzam do - ethyl) - benzenesul phonyll - N -
cyclohexxl urea A nixt@@ﬁbfﬁ 9.5 gof N- [4 - ([err] - 4 -
chloro -——henzam do - ethyl) - henz X sul phonyl ] - _urea (nmelting

point 194-196[err]), 300 m . of toluene, 30 mM. of glycol 45

nmononet hyl ether, 1.659 of gl zl acetjc acid, and 2.8 g of

cycl ohexyl am nc wg2 p—~co0— h@gl nder reflux for 5 hours while
stirring. The } & was con‘ centrated under reduced pressure
and the reS|duedﬁas7tr|turatedCWkth al cohol . The: PG& [4 - ([err] -
4" - chlorobenzam do - ethyl) - benzenesul pho Ilc yslohexyl - urea
obt ai ned as crude pro t was filtered off w t'h“syct after
recrystal | i zZ3tdsem)ia-¢m -5 m xture of di met B formani de and water, it

was found to nelt at -197.5{?;>1. ' 50 I n an anal ogous

manner, there were obtai ned: g = [4 - ([err] - 4 - chloro -
benzam do - ethyl) - benzenesul phionyl ] N - cyclo- octyl - urea

(el ting point, /18Y- 181[err]) (fron1d|nethyl‘ \mam de/ wat er) ;
N- T[4 - éqﬁ chloro - benzaﬁ?ﬁ%s \ yt92= benzenesul phonyl] - N

. - butyl - 55 mé? oint: 166-168[err]) (from

di met hy!l f or mani de/ 2= 55 N-[4-
" ([err] - 4 - chloro - benzanldo - et hyl/ #nzd egul phonyl] - N - (4'-
nmet hyl cycl ohexyl) - urea (nelting point: .err]) (from

. : \
di met hyl f or many/de) shater).

~ 1,080, 705 _ O EXAMPLE 5
- N- [4 - ([err] - benzam do - eth@%’e—phonyl] - N - (4 -

nmet hyl cycl ohexyl) -
- 60.8 g of 4 - ([err] - benzamdo - ethyl) - benzen _
sebuti on and 400 m .

di ssolved in 5 \_.,100 f 2N - sodi hydroxf
of acetone andto AK¥€ &ol {iz§nzz289 4 - met hyl cycl ohexyl

- I socyanate were added dropmnse at O-5[err Stirring was conti nued
for 2 hours, double the anobunt of 4t er was then added, the whol e was
- filtered over charcoal anq%;h I}Jale was idified mnth dilute

urea
4l phonam de were

~ hydrochloric acid. The reci pi ts ygga}&of N-[4- [err] -
benzam do - ethyl) - benzenesul phosiyl | - N 10 (4 - nmethyl -

. cycl ohexyl) wer e nd to nelt after recrystallization from neth-
10 oI uzia 173[err]. _ I n anal ogous manner,
there were ob N<_'§4?9_([éy§ gnzam do - ethyl) -
benzenesulphonyl] - N' imbyclooﬁfyl rea (nmelting point:

© 148-149[err]) (fron1netHanoI) 15 N-[4- ([err] - benzam do -
ethyl) - benzenesul phonyl] - N - cyclohexyl - urea 15 (el ting
point: 189-191 ) from EQ 2 o N- [4 - [err] - '
benzam do - et “vbenzen onyI] - N utyl - urea (nelting
poi nt: 183.5-18 err]) (from anol ) ; N-[4- ([err] - 4" -

" methyl - benzanfd® -o# hyl) - benzemeéhlphonyl] - cyclo- 20 octyl
© - urea (nelting p0| n68- 170[ €¢F <t r om met hé'r( v—

20 @Perr] - 477\ nethyl - benfizlam do - ethyl) -

: benzenesulphonyl] - cycl o- “Grexyl - ured (nmelting point:
204-206[ err]) (fron1d|ne%%ylfornani e er); N-[4- ([err]
- 4" - methyl benzam do - ethyl) - benzenesul phonyl] - N - butyl-
urea (nmelting point: 185.5-186.5[err]) (from nmethanol); 25 N-[4
- [err] - 4 - methyl - benzam do - ethyl) - benzenesul phonyl] - N - (4-
25 met hyl - cyclohexyl) - urea (nmelting point: 183-185[err]) (from
di et hyl f or mam de/ wat er) ; N-[4- ([err] - 4 -

- met hoxy - benzam do - ethyl) - benzenesul phonyl] - N - cyclo-

-octyl - urea (nmelting point: 192-193[err]) (from di nmethyl formam de/ wat er) ;



30 N-[4- [err] - 4 - nethoxy - benzam do - ethyl) -
benzenesul phonyl] - N - cyclo- 30 hexyl - urea (nelting point:
209- 21 H-er+PH—From-drethy-formam-de/water )} N-[4 - ([err]
- 4" - nethoxy - benzam do - ethyl) - benzenesul phonyl] - N - butyl-

urea (nelting point: 194-195[err]) (from dinethylformm de/water), and

N- 1[4 - ([err] - 4 - methoxy - benzam do - ethyl) - benzenesul phonyl] -

N - (4'- 35 met hyl cycl ohexyl) - urea (nelting point: 208- 209[err])
(from di met hyl_formanmi de/ water). 35 1,080,705

EXAMPLE 6™ N- [4 - (benzam do - nethyl) - benzenesurphonyl]
- N - cyclooctyl - urea 31.2 g of 4 - (benzam do - nethyl) -

15.6_g of cycl ooctyl

benzenesul phonani de sodi um @ i.xed W t hK
' 1e, 40 mel ting

urea (prepared from cycl ooc”ty ne

6

ne and pgatassiumc
point 179-181[err]) in a nortar and then%%tced for ous at 150[err] on
an oil 40 bath. After cooling, ¥ cfe@action m xture was di ssol ved
in water, the solution was fi tered, acydified and the
precipitate was filtered of ‘sucﬁt/ﬂi 0 The N - v (benz-
am do - nethyl) - benzenesul phomgt] - N cycl ooct yleeaczer ea was found to
nelt after filtration with suction and recrystallization from
nmet hanol , at 185-186[err].,,. o 20\
EXAMPLE 7 w0-Sye Q“"”‘ [}%435 N- [4-
benzam do - nethyl) - benzenesul phonyl ] - @ - cyclom{tyl - urea
15.6 g of 4 - (benzam do - methyl) - benzenesul phonam @& sodi um were
t hor oughl y mxed with 7 g of ground potassi um carbonate and 18.5 g

of cyclooctyl - car H‘&mbmzenesulphonyl - ar;a cﬂermemhy bt élstpeqsen peper ed velpatiche

reaction of cycl qet ng-lasting gaT St
0o o o SR PR L e e o B Sy
on an 0|g|ra Egr ftiRdy ﬁ@gﬁk magigteﬁxmngr:aamou@@amam bdc@dM@s thonbi ned

with water, exces@oxmanebwd ofHaoedorn-Jexamoaerawr@ngdperoawas rem)ved by extraction

with ether, the agl P‘lﬁ%’l% : N el - - Denzamic btio‘g’zjb‘f‘ ecipitate
was filter edovm t é :9 6if o ‘igmeiﬁfgov Lh%ﬁr:ttﬁfﬂgmrﬂfﬂ rmgrﬁ ; §dmm1s~ 10
recrystal I | zed tvttrg) aanm Jeiiline veraysiupphsy 0l NX(4 n[aeﬂ]y}cyo( &pzam do -

met hyl ) - b@azmb@sdl btmhd 1 i} lowerpd by-348y©|aomsimpin, after 2ekpusglredofeound t o
melt at 1 8 5 1 86[ %3& ill amounts to 31 nd after 48 hours still to 209/ In contradistinction thereto,

iI-b N’ t s h has b k a .
EXAVPLE 8 15 antidi bencrfoy oral cm%h%lﬁ?ﬂd useﬂéll ﬂ)ﬁlegfe:me lcgﬂfsﬁ]@eé%&l fgn%ﬁl ] - 1J\| -
cycl ohexyl - urea comparison test when adiminifer@l i@ kheMoresdididose shéd R RGA dl@r-lo“ﬂﬁtghw ) -
benzenesul phonyl ]amoudtihg to #Setyd marigem but which, ho eml atf bmrsrfBHSltezerQGB[ err])

& body welg]

SRR s e e e
€T al ¢os u

60 cool ing[4 1(p e berdz@fito N& yu)e erf¥ergSiiph Nk o hewas ud:h3$ﬁdubsed in 1%

sodi um hydr oxi de after the administration shows a lowering of the blood sugar amounting to 179, and
1, 080, 705 after 48 hours a lowering of 11%, and the new N - [4 - (8 ?enzamxdo ethyl) é:le It i on,

fi Itered oves Chqzd_e:é\zqésul i%]yllnrﬁ}ﬁ f&éﬁmet yl-cclohcégicquffaa%arkﬂ ousevenc ulg,;tat egpf N
765 V 1808 Crieds
- [ 4- ( beazaduipbonyl) PEI h asy I puryl bﬁl@gﬁﬂﬂﬁ weerupéc]aﬁer 2|>u hours ieymhlohexyl -

urea thus obtai nemlzewas rec ré/st alljzed twice fro e?nol and was
found to nelt at e% %ore, it has been ascertained, for example, that 50 mg g 4 (B-
aBth[

etamidaethyl) ~ benzenesulphonyl] - N’ - cyclohegyl -~ u rovokes in
EXAMPLE 9 530 olond gl blering HOMBAIAS hourk Gikls) i bR A asel! phosy | ]

- N - (4 - net I?syﬂe a2l hyhmby' {09, upbn the ads mmstranon of the known N - (4 - methyl - ben-

Zen ) o uty! oyres - . -
urea i%?_é’is acuon (ﬁhe ccﬂipggﬁ %esent géég{ n is partxcthly &r?dleOheXyl )

urea, 8.15 g of 4

' . duced. If 1Y - benzenesulphonyl]-
benzenesul IO nam e é@ﬂs rmucaex@éil gﬁ déEt zenesulghongrll]-wer e35
heat ed for hourNg -@pcldhexyDi hrezbat,herait: rduB(ﬁs[ ﬁrob s of Theg Ak of mdyvasighal 4 dissed t o
cool , water tinct 1 n d’ggs’fﬁo H&S{S‘Wﬁ thl h@@é%?‘@h Gfsé?’f%géi thnlébﬂ;f?%’l%sal |Ng t he
di phenyl am ne fOI(A}TEﬁ - ﬁfogram of bod]y l{r%g nW c1§1‘t1ﬁz tive t és agueous

phase was fkd teragl:cgr\@ebﬁe&hafg%%né frate was 1 difieth
The N - [4 - ([err] thrhmxamndg)et hy4)(,8 - Benchrres dil- pmmw ]oenzanhﬂoethy114 -

met hyl - E{ C%F ol (é? - netho%ale”ﬁ;x%fe tﬁﬁ) gPen %Eﬂﬂ; Yas found
Lo melt after re ¥t tt,sylzammadaseof b%g/igrmba;ewe@ s ‘iyfb[err]
15 dirchioro - benzamldoethyl) benzenesulphonyl] 1 urea in a dose of

15 N - [ 83-mg/ie of Hodynweight,dd - -[4 priBpy2l - hydrotleﬂb@wewsggéttmmnlgehaener N -
cycl ohexyl - ur e&ulphonyl} - N"-n - buwie‘l&jaafad&swf fogy kg of bodp wsigtiotlS - 14 pfopyl ) -
benzene sul phonam de were di ssolved in 100




m . of acetone and 25 ml. of 2N - sodi um hydroxi de solution; to this

m xture there wer e added dropwi se, at O-5[err]C, while cooling with

ice and stirring, 12.5 g of cvclo- 20 hexyl isocyanate. The

/tt/eu:p@ature of the reaction mxture was allowed to rise to room 20
enperature in the course of 2 hours, the mxture was acidified and the

acet one was renoved by distillation under reduced pressure at room
~ tenperature. The residue was di ssalved in 1% ammoni a, separ at ed
from undissol ved matter by filtratjoggvosthe filtrate was acidified

and there: g YSI‘ ﬁé ?z (?c‘j fﬁéﬁg[) - be:;zenesulpgonyli - E --cycllo exyl‘ urea in a iose of wat-er - 25

( IVEI ting po ht to rabbits a distinct 10 rmg of the blood sugar can étln
be observEcU an an

ogous nmanner, ere wer e obt al ne N

@F égses in mg/kg ofh |¥ 1ght

- [ er r% benZEwifdlowing Flablpytojs for bm@neﬁ dmn‘l‘lsydf]‘h’»‘-PfNém invéndion -

| sopropyl ¢ okes a distinctly recognr ab lowe g chrgm @to fﬂ_b?’é%éﬁlu’] © %f rom

et hanol / wat %f‘jcnmparlson, it is stated th tﬁe shold the knbw € nzam do R
propyl) - behzedd@sidhd - butyN- urea erya;h@m t 25 mg /UK Yody weidhted (el ting
point: 201[err]C) (from methanol), and 30
N-[4- (y - 4 - chlorobenzam doTABUpr opyl) -, benzenesul phonyl] - N - n -
but yI - urea (nmelting point: 154[err]C Tm%%sfﬁ’éi’fél /wat er) .

EXAMPLE 1 lcompond N - [4 - ([err] - benzam dfwbisRegiyy ) -
benzenesul ;

- benzam doN4- pido-cthybenpzeproyiiphomibemi de were dis olved in 100 35

m. of acetBREENYE 25 nl. of 2N - sodi um hydroxi de s‘i‘l ution and to this

sol ution thRl[.ﬁ(p-benzamido-eﬂ‘lﬁ)’-&nﬁﬁkjﬁli)hdﬁw se at O-5[err]C, while stirring and
cooling wit# -incrhyl-cmbhgylbﬁrea:ycl o- _hexyl isocyeamate. The tenperature
of the reackl eﬁg‘qaw S B mm_s ?ﬁ to room tenperature in
the course 3@ 33,9 FETtRe Ja”f F‘hpx(f e was acidjfied with concen- 40
trated hydrochl oric acid and t he acetone was renoved by distillation under
reduced 40N-[4-(B-phenyl-acgraraideserhyd)-benzepecspliphanplhér at ure. The resi due was taken up
in 1% anmon?¥gokeiiedr ed and the filtrate wab combined with

concent r at eg-Apdr Dalid:Qbhferth@®estbamiddlS-edfifCi pi t at e for ned was t hen
recrystall |mﬁnefsuﬂpmnﬂ]-m-*muhﬁ-cmohaﬂb}mI and water. ®&Rlting point: 199-

201ferr]C. n an, ana ner, there was obtained:
45 1‘41?4'(3 A-dich °r°'L?"[‘aé‘P‘?°]>'°tL’®gt?’?Ez§'r‘ﬁs omylly opyl § 5- benzenesui phonyl] -

of 4 - ([err]

~cycl 2t
N - n - butyfyc? uyrea (nmelting point: 159- 161ferr]C) (from
et hanol ). N-[4~(-<<2-hydroxy-benzamido >-ethyl)-benzenesul- EXAMPLE 12

N- [4 - ([BePNpe93fRdo - propyl) - benzenesul phdnyl] - N - cyclooctyl
- urea 50 N-{e-(6 <2-hy d;lo?x%genQJnn&J>-et£y4)-benJc&EIﬂ benzami do - propyl) -

benzenesul pﬂs}faﬁm N-cy Yrex Ur et hane weretheated in 90 m . of
di oxan with 5 cycl ooctyl ami ne and the met hanol forned was
cont i nuousl&l[ ©) Q{[’“ﬁf”%‘ £97 AR As soon as purg,di oxan only was

passi ng over, p reaction was conplete. The Peaction mxture was

concentrateﬁ[umw-xpemﬂmdm ~egthyl)-benzene- sure and the residue was treated
with 1 % antyrhengl-Nokewethil-cwiobdyiieeh concentrated 55 0.3 hydrochloric acid

and the pregiipjtaj g,et\q@%m{z E&Eﬁ}l Jbeafed. froma mxture of ethanol and 55
wat er. Mel tdulpGonpPNeyclo ?ﬁ I n an @pal ogous manner, there

wer e obtalned‘i o heatlng 36.2 g of N- [4 - ([err] -

benzam do - -me Beptene- met hyl uret hane with 13.4 g
of [er] pheg’ (94-!)17?];}%%%2%@&% 0%

1, 080, 705 N-f4-(8-< 4-chloro-anan{1d$>--et1(yﬂ)&i’eﬁz]:ne- benzam do - ethyl) -

benzenesul mqh?hqpb'lj-N--cwlohexylflmar] - phenyl - propyl - 0.2 urea (nelting
poi nt: 182- [ O tha_ fromthe sane

ur et hane aré?fz E{fy’é@* “““‘iﬁ‘ﬂ he - sf% %‘F cycl ohexenyk - 1 - nethyl -
amne 5 ([err] - benzam do - ethyl) - benzenesul phonyl) -
N - (2,5 Néﬁ(ﬂo@ep Xkﬂ@?mnasudo>-€thyl)-bel[zexe'r] - cyclohexenyl - 1- methyl) -
urea (mel t | HERISH-At <YePhBYTES err ] ©) (from net hanol ) © and

by using 2, 15—[4‘-21%1@%& Me@mthy?wﬁénamﬁwl- 1 - methyl am ne - N -
[4 - ([err]N=- etezyamedo - ethyl) - benzenesul phonyl]0.4 N - (2,5 -

d t hyl thyl - lti int:
e A



by using a - am nonethyl - thiophene N-[4- ([err] - benzam do

- ethyl) - benzenesul phonyl] - N - 2 - thenyl - urea (nmelting
poi nt +—-205-208Fe++-S—F+roem-ret-hanel ) r om-N— -4 :
(benzam donet hyl ) - benzenesul phonyl] - nethyl - urethane (nmelt- 15 i ng
point: 170-171[err]C) the '

15 N- [4 - (benzam donethyl) - benzenesul phonyl] - N -

cycl ohept yl met hyl ur ea (el ti ng gq(’)gi nt: 203[err]C (from ethanol) and
N - [4 - (benzanmidomethyl) - benzenesdi®ffWdfyl] - N - _cycloheptyl -lethyl -
urea- ~ (rmelting point: 197-1 | (from ethanol), 20 fromN
- [4 - ([err] - benzam doethyl) - gg‘“ﬁ%ngé’géjugp?honyl] - methyl - urethane 20
(rmelting point: 177-179[err] Q) N-[4 - "lg:i'ﬁlee}fo[d]dose daerram doet hyl )
- benzenesul phonyl] -. N - cycloheptyl - nethyl -ur égministrationto (ng| ting

poi nt: 188- 189[&‘r\?/’}‘F°E‘:'}d (from ethanol ) and raojts (mg/ke). ([err] -

benzam doet hyl )N=[4Jqﬁm@mu{h@?g@yénlsmphaﬂw_w'_gy@ﬂyphept yl ethyl - urea 25
(el ting point: cy2hex@PGfaer r] C) (from et hanol ), 0.08

25 fr N-.[4 - err]..- b am dopropyl) - benzenesul phonyl ]
- methyl - uret H@@%{;ﬁﬁ{‘ﬂ}‘g’ﬁ@‘@#ﬁzﬂ%d";?dftﬁﬂfbc&’f’i“f err]0) o4 N- [4 -

([err] - benzam dopropyl) - benzenesul phonyl] - N - cycloheptyl nethyl -
urea _ (mEll-{ﬂ-ié?:ﬁé;gﬁlumbmetm@’ﬁenl@:ﬁ@oe#—:t]lm}be(ﬂen@m et hanol ) and 30 N -
[4 - ([err] - prespcydonggbienesul phonyl ] - N 9-1ycl oheptyl et hyl

- urea 30 N-[4-(3-Q%L$r&-9&zé&9&o“l-'thﬁl)?b%ﬁzlr?e@hﬁx%{i}%}- Q) (fromethanol /water),
and N'tycomixflurea 4 - ([err] - benzam dopropyl) o:1
benzenesul phony| [426@%{;%% - uret_‘gl;qaﬁneth p the N- [4 - ([err] -
benzam dopr opyl i\ hepeteXAPHABHA ]Sy NPty ¢l ohept yl - 35
met hyl - ur ea. sipho} N VIR P EXAMVPLE 13 03
35 N - NH4-(3~<@-$henyl-pedpiobintienzdyt)-shazene-net hyl ) - benzenesul phonyl ] -
N - cycl ohexyl sulphgpygaN’-4-methyl-cyciohexyl}w® 3 g of 4 - (4' - €MWBoro - benzam do
- methyl) - bengepesul nam de_ Lt in R _ point 214-216[err]C) were
di ssolved in 255.’%%?:5?&%&?&% ng%%ﬁ%? rg%l)of’é’“zé%ﬁ ution ang 50 m .
of acetone and 6.3 g of cycl ohexyl isocg/anate wer e added dropw se at

P

3
0-5[err]C, 40 N-[4fhs inojeyl)-boesnespiphgylivas conti nued for 3 hours, the
e ba s shAE A o

whol e was di | ut anount of wa , sone net hanol

was added, the wial®<vatylehkaiied-caRlloénb@eshiphdnfipt € was aci dified.
The N - [4 - (4N'-4-nethyleaydohexypaazam do - nethyl) - benzené@sul phonyl] - N -

cycl ohexyl - ureg obtained was found to nelt after recrystallization from
net hanol ~ at ﬂﬁiﬁéﬂ;‘;@;‘;ﬁf@ﬁi )12'?@52““' In anggnal ogous manner,
t here were obtained 45

N- [4 - (4 - UBHEARg34-dwetiybbepgoido>rtyhpbrgene- benzenesul phonyl] - N -
cycl o- SRR gy AP eY g eboi nt : 188-189[ err P& (from

di met hyl f or mam gigh \Wadegyloky-carbonamido-ethyl)-beddere- [ 4" - Cchl orobenzami do - nethyl)
- benzenesul phoswyhpnyl}-N¥cyclohtkyturldut yI' "- ur ea (rebta ng point:

183-184[err] O &;;r Bm<r3re{%tr}1‘a]nhol);%5fﬁ)€ﬁ%w}? benzepe N-[4- (4 - chloro -
benzam do - met QY 5 BT eEEHIChhc “OHZRE- - (4" - et hyly-, 50

cycl ohexyl) - wur é”typreIPt ’)%logl&gl;#%t : 211-212[err]C) (from r?th hanol ) ;

N-[4- (a- bHﬂz—@aﬁmyabagdnyd&prmmbemulppdwlmyl] - N - cyclohexyl - urea

(el t- Nj-(fgmeseyi-piclohexguren0. 5[ err] ©) (from net handi3 ; N
- [4 - ([err] - £0Z AL ER12- ia-etfvl nesul phonyl] - N - cyclooctyl -
urea 55 ( mﬁiﬁjmgupuﬁ%ﬁ%ﬁ%ﬁ%&%%ﬁ%é (from 1 :

met hanol / di net hyl f or mam de); . 55 N-[4- (a
- benzani do - eﬁﬁ%‘gﬁ:’?‘%‘?ﬁt@@@%ﬁrﬁ%ﬂ‘@ﬂ?ﬁmh’h?ﬂm‘- n - butyl - urea

(melting point: 1 fﬂﬂ errer fafrom di et hyl f or mam de/ water) ;

N - [4 - ([err] N-{4{peprzgymetiapto-a@tatmidoethy)-baeaenesul phonyl] - N - (4" -

met hyl - cycl o- sulphonyl]-N'-(4-methyltcyclohexgb-wma (el t i ng poi nt: 202 202[err]C) (from

met hanol / di met hﬁl'%‘%r'gg%‘gﬁ&" Sﬁ?‘lcetamﬂ)dﬂD_eﬂﬂi)\i - [4- (a- 4 - chloro -

benzam do - et hydnjenesulIRAAERE DAYIbHexyl)-dika - Cyclo-  60¢ 3 hexyl -
urea (nelting p0|[nt: ﬂ:%?gézogs‘eo;péplc): (frolrrll1 rrelltjhanol); N- 1[4 -
([err] - 3 - ggt‘zﬁﬂ'e - yDbeagepgyplphonylbenzenesul phonyl] - N - cycl o-
hexyl - urea (nBlty eéhybgfﬁgml‘gﬁ- 170[err]C) (from methandl);

1, 080, 705 17 N-[4
- ([err] - 3 - methyl - benzam do - ethyl) - benzenesul phonyl] - N - n-

butyl - urea (nelting point: 139-140[err]C) (from nethanol);
N-[4- ([err] - 3 - chloro - benzanmido - ethyl) - benzenesul phonyl] - N
- cycl o-



hexyl - urea (nelting point: 190-191[err]C (frommethanol); 5
N-[4- ([err] - 3 - chloro - benzam do - ethyl) - benzenesul phonyl] - N

-_n-butyl- 5§ urea (nelting point: 155:-186[err]C) (from

met hanol ) ; N - [4- ([err] - 2" - chloro - benzam no - ethyty-
- benzenesul phonyl] - N - cyclo- hexyl - urea (nelting point:
204-205C) (from net hanol); N-1[4- ([err] - 3 - fluoro -
benzam do - ethyl) - benzenesul phonyl] - N - cyclo- 10 hexyl - urea
(mel ting Boint: 198-199[err]C) (froiwpAet hanol ), and 10
N-[4- ([err]- 3 - fluoro - benzam do) ethyl) - benzenesul phonyl] = N
- n- butyl - urea (neltT4% E‘p‘é’f"fﬂ“ed 182- lﬁn (f,y om met hanol )

I n an anal ogous manner, there were, furthernore, ﬁ,sgé’
from4 - ([eCohpound! - rret hyl benzam do - ethyl) faﬂbmmg/kg)sul phonam de

(el ting poi
-[4- ﬁox y- -ezh )—benzeﬁ.gt hvl b
- E € yl benzam do ethyl) -
benzenesul ph(s)nglﬁyl-IJJC melﬁh Jhexlyﬂ%f cycl ohexy4l - urea (trans)
(el ting poi DEA- (Qas-eﬂx&%)aza@dmmhmmmbbhnydbt hyl f om - am de);

from4 - ([eRy{4metdylcycopyienzanm do - ethyl) - benz@rfesul phonani de

(el ting poi Rip methyk- 8t dlido-Clihyl)-

20 sul{a}hf n}ir: &laigélldﬁleiyx) rgaberrlrzlg?eﬁyl benzamido 2 ethyl) -

benzenesul phon - (4 - met hb/ cycl ohexyl) - urea (nelting
poi nt: 165. 5 on }?gﬂﬁaﬁ%@?ﬁaﬁﬂ’éi “penaghgr N- [4- ([err] - 3 -
nmet hyl benzam y h 3 Y Yehzenesul phonyl] - N - (Z et hyl -

cycl ohexyl) N- [u-r({Bétl\(Eehz’grnBe})za(!ﬁHBHdtm bekdet © 170-172.5C) (from nethanol); 25
from4 - ([ epuifhonyll-X-cyclghetyhyebenzam do - ethyl) - benZenesul phonani de

(el ting p0| 44—6ge%azgéﬁllds-ethy%begtﬁ@es&@x%{i‘%]-N -cyfl N N- [4- ([err] - 2 -

nmet hyl benzam, Pimeth@ enzene - cycl ohexyl -
urea(neltln oint: 182-183[err]C (fromrrethanol) N-[4-
([err] - W%W%We@v}ﬂ nyll-N-benzenesul phonyl] - N - (4 - :
met hyl - 30 (4'““?5 BRI yrea (trans) (mel ting poPnt: 179-180[err]C)
(from et han®i-jag{-Baatamydof PBspp-bendddesulphonyl]-N’- ani de) and N- T[4 -

([err] - 2 - (meuhytibhzdrurde - ethyl) - benzenesul pho@d] - N - (4 -

et hyl - s SYG! @é’ ans) (nelting point: 169-171C) (from
di net hyl f or n&nﬁé@,ﬁﬁf&hﬁf&%ﬁ}‘fyﬁ@ﬁﬁgﬁ E’e L fogm4 - ([err] - 4 -
et hyl benzam do - béenzenésul phonam de (nelting point: 35

149[err] C)  N-[4- (Y-<3-chl°1N-4-mqﬂA’1-b€n(a[neioi>]-Pr°Py14- et hyl benzam do - ethyl) -
benzenesul ph8gfsulphagyil-N’ &yyle’reesﬂéw - urea (felting point:
190-192[err]C) (from di net hyl f or mam de/ wat er) . N-[4- ([err] -
4 - et hyl benNadi(fde3:5-dixidihoky)-benzabitio Zzemighepltenyl ] - N - n - butyl - urea 40
(el ting poi piphomyN ‘icgdedyxyl-treom et hanol ), the 0.3 '
40 N - T4 - (Jerr] - 4 - ethylbenzam do - ethyl) -

benzenesul phonyirfe preshe invert#n alsdTBlo¥es pharmaceutical ggf%ﬁloﬁsh@ﬁq%l domprisdr €8 (mel ting
poi nt: 184- 186 .b&fzersulp@nyl( xure?amoﬂtherptehyd ihentiva ot ylakielbgically toletable and
N- [4 5 ( [e palltf in_ adzplxlur% ?@H@a\m pharn@gqq aly smt%g;xéwe su

ety 3 a5, SR SR e e B ko350

( from net hantllhlw}r,mg action in the tment of diabetes mclht #h be ufefl @Y d’u h or iftthe

i sopr opyl ben famiofitheir pkw lly tOb@Hzearltestuh @medé sx(bsmktsmngmg the poi nt :
184[err]{) ggi"n;atlm;)if suc li metal ro lkal;n?i :lr tlrlrft:tal gx eal 1.'{%’21&5}"‘8% ) et hyl ) -
benzenesul phg alkaline earth (b ﬁﬁ?‘f;{js, alkali metal blcar edrt eba? Int:

195-196C) (f lbiaa’i‘bdﬂhtéﬁﬁida)élsiﬁ B4R B2 Q€ pWAIUREY teBRE) gen bases, lf\the'latieflare ([err] - 4 -
i sopropyl benmntqdcbyihe@tg tobemmenesul phonyl ] - - (4-nethyl- 50 :

c_ycl ohe lé %‘aphgﬁ?feﬂ ?B?FL ns arg oIh by ltl ff?ralrﬁf tablets contamlllng,
di met hyi%/ o a ) WELEE, oﬁ:}g)acanth or nglrr::s?lln;?xsl{ afafd ’ )uv&(nfs aﬁ! farners4s nen as 15 )
met hoxybenzam da pi'epﬁ'ﬁth)y lcdntainidpahe géressid Ibaimaaamdﬂﬁ -(uiead dsitheChctive sub- poi nt :

229-231[err] ee, for example a tg{jlet o alpowdgi e'rth r WIthDuf-thcreftotm dgdiigmnis do - et hyI) -
benzene | phq eousl om_powgfﬁd mé yl sgt o.:)Jagt(:i @g en d rel%:a (t r&g

(mel ti ng pOI 'a 519 b tSh |138 il refer Ejnto 2—10 ter);
from4 - ([ emmi 1grams3 but cﬂBtdEl@bi biginz atvlogher dosagd hiyids ean- alibGﬁZﬂdﬂSﬂzﬂlcﬁj‘lmnam de

(el ting desired, ar g‘: ifgd: or gl Elg s?jé }oadmmmtratlon N-1[4- ([err] - 3 -

met hoxybenzani dghe Eamplep Mg e iBRisky1 ] N - cycl ohexyl - 60 ur ea
(melting point: 184- 185[err] O (from di met hyl f or mam de/ wat er) ;

60 N-[4- ([err] - 3 - nethoxybenzam do - ethyl) -

benzenesul phonyl] - N - n - butyl- urea (nmelting point:
155-156[err] C) (from met hanol);



18 1, 080, 705 N-[4 -
([err] - 3 - nethoxybenzam do - ethyl) - benzenesul phonyl] - N - (4 -

met-hyl - cyclohexyl) - urea (trans) (nmelting point: 197-198C) (from
dlmethylformamde/ wat er) and N-[4- ([err] - 3 -

met hoxybenzam do - ethyl) - benzenesul phonyl] - N - (4 - ethyl- 5

cycl ohexyl) - urea (trans) (nelting point: 202-203C) (from

di met hyl f or mami de/ 5 wat er) ; from4 - ([err] - 2 -
met hoxybenzam do - ethyl) - benzenesulmmﬁm de (el ting poiht :
173-174[err[C) N-[4 - k1 - met hoxybenzam do - ethyl)

- benzenesul phonyl N --14Ng méﬁzhleiaexatm zenesulph'rfn?@- (relytibiegyl peedt :
184[err]C) (fr om neBhegnﬁl mjegcuric chloride (0.05 mol) were dissolved in 120 ml. of water. 50 ml

N-[4- ([err nﬁwaoveneaé# fopwie, e stmiog (AhoRBHDH] - N -
N - bty (BT ke gé? %}h T Tt @L@me i ‘égpFé nol)

N - [4 - ([err] prepared iRl Ipho -
(4- met hiakdceily Ido#we'xcyinP 80-mly béam(xtmranis qu{lrpettg ofn P Gadivim hy]:.libgrd€1_81[ er r] O
(from met haggol) B S S, m:;ﬁ%jmsf i SEm e e

et hyl ) - b enzene %m?tll a sma uann { wat ﬁltrat aw clanﬁed with & ﬁﬁé&‘y -
urea (trans) (nehddifR@ waaldithte h;éi? A prepitRt 8200l [#; - (B - benzamido- from 4

- ([err] - 4 - etthxyHowersaipheiyl] - I‘é‘t— ydIO)lexyl ‘Heqrendsaidegdivh wacdeedreff t | ng

poi nt : gsg-L washed with water ppd_ refrzptalhzfd[ trpm ]methagpl Métu}gomen zarpsdo -
ethyl) - benzene T‘%E]ony - N - cycl ohexyl- 20 urea (mel ting point:
199- 200C) (from net hanol /d| met hyl f or maxsie) 2 N
- [4 - ([err] - 4 - Net[Hek@/-Bemram elohyl) - étdzwsylphonﬂénbén@slmepho -

- net hyl - gﬁﬁqﬁe ‘ggﬁl%@ GeysEHPD Diél}ﬁ @) (from
i t
met hanol / di J§et hyls "o me@lﬂfﬁ erag?c}efg?% I:g:ﬁt n a stegsn bath 'i?hz v?c:pl B - %0-
et hoxybenzani do benﬁhhm -)ethyl) D@BzeRRPHINPIN ONY| | cyclohBy! = utedlwas by

cycl ohexyl) - ur elepog,t tlrlalme)d vitmevater auyl oystllizedXt@n RdBinelr MEid)e QOﬁmOMS’—

di net hyl f or mami d¥*° wat er) ; from4 - ([err] - 4
- fluorobenzam do - et hyI ) - benzencsuyphgpam de (nelting point:

173-174C) 25 N - N - (bkrekamidd | @kthjl) - behzeneshilbhoaylpbavizanilchexyt - atehyl ) - 25
benzenesul phonyl 35M Of—N dhezwido -3@ethyl - benggnesplpifons) t gyl poirethane

189-190[ err] O) ({ Q(%EH o o e e 20
N- [4 - ([err] was alsed n 'thee'tegéédn set” ln?lﬁ&zdaﬂx@ﬁ iﬂ@% Thi

(4 - nmethyl3o evolution dtytﬁih&hE)AYtbr)BO- mnmeath( widld waa goofzd,) and rhe 5@ fhobyl 104 . 5C)3°
(from net hanol ) ; formed was precxpuated fndorps rperystqil w;llce_fro methplp o pelipepeingo -
ethyl) - benzene é{;’[’é ‘t"rfe’l“"t‘?yﬂg B5eiepreulphonyl] - N - cyslpaexy) T gireg (425 35
N-[4- ([err] - Inan H)QJUQ SR&AMNE Qere otfild¥! ) - benzenesul phonyl] - N -
(4 - methyl3s - [4 - (e ﬂhexydt})yl)- Mheaes(lpsmﬂlyu]l ngl’poayciboctyll82fe§_84[ ebr] O
(from net hanol) @Hf ngpmm 185-—-186 (fr°1 mft s ’er{pL | J uprobenzani do -
ethyl) - benzene A.M “fm Lo EERyTS or] 2 N - “E'ycPr(ShEWl“? urea
(trans) (nelti ng DOert[4 et f)r- Qs esmRinbig] | - et dadomat 4do:

from4 - ([4rr] hexﬁ)-urcahhxdmmeinzm-dm% (&bripkthanel).benzenesul phonam de 40
(melting point: 40 166- 167C)

40 . N-[4- ([err] - 3 - chih8bkanzam do - ethyl) -

benzenesul phonyl N -14N (2= 4( AchtoroB®kAMydo-- ethyl) - benzenesGlpnANE€XY | dycloherdyl@eea (eI L1 NQ
point: 173-175QC) fA(mxtmetOh&ﬁl@Io Nanﬂ (8- 4 -chloro Nenzarfiido = et(lxl)e*rhfe zenc-3 -

chl or obenzam do 5“ ’Pg’ 1) ““: B@ amggg’ﬁ 300 '&\‘ of. t°§‘;§’° 3he;y aﬂffﬁ"ﬁi
cycl ohexyl )*®- ur EE% fy?dg ’ hﬂ o éé[-fe,r. PRt han®l ) ;

f r OBandated {rd@rred uced ssureCandl EHe RN Zﬁi‘s’l tdﬁhra-ted&ixtlﬂ hol- The N-

\3

benzenesul phonanil#le (§ mé’lﬂ lmﬂO-etl’b@ benzenesulphox]yQS- H96 urea

N-[4- ([%I’I’] obt jned a} ed o%gt%f ctmnt %%ﬁ% -n
- butyl - mlx mo h,glg,epgk,@ B ,fﬂnf[ err from rret hanol
N-[4- ([err] - 2N-— [@hl(@r-@beﬂﬂramdmmxm ‘eptly)) --belzemsuphasil|- Niorydd- - N -
(4 - nmethyl- 50 octyl -oy@l(enle pojnt: 180-=lR17) fispre |dwgthp181rrmmldeis er); ;s%kf{r]c:)
(from di m%Sh yl fOI’ eltin Enn; 4 6 hloro b Tac ?Eggrlr:aml a&esulphﬁcxllyl 7

([err] - 2™ ch or“hpi%?- Bt e e il (4

et hyl - aiyjlojaiebeyyl) - - urehl eﬂelt(ng I [Rins:) Zomw?)ngroporimethylﬂoﬁﬁ{nedev' 1O (from
di met hyl f or mam detw@t er) ; from4 - ([err] - benzam do -
ethyl) - benzenesul phonam de (nelting point: 215- 55 216[err] C) the

55 N-[4- ([err] benzamido - ethyl) - benzenesul phonyl] - N
- n - butyl - urea (nelt- ing point: 190-191C) (from

di met hyl f or mam de/ wat er) and N- 1[4 - ([err] - benzam do -
ethyl) - benzenesul phonyl] - N - (4 - nmethyl cycl ohexyl) - urea

(melting point: 201-201.5C) (from nethanol/dinethylfornam de); and



60 from4 - ([err] - 4 - chlorobenzam do - ethyl) -

benzenesul phonam de (nelting point: 60 211-214[err] O

N-[4- ([err] - 4 - chlorobenzanmi do - ethyl) - benzenesul phonyl] - N -
(4 - methyl- cycl ohexyl) - urea (nelting point: 210-211[err] Q)
(from dinethylformam de/ water).

1, 080, 705 19 In an
anal ogous nmanner, there were, furthernore, obtained: from4 -
([err] - Benzam dopropyl) - benzengsaohphonarri de (nelting point: 155C)

N- [4 -"(Terr] - benzam aopropyl) Nt -
nmet hyl cycl ohexy ' 9 rom

et hanol / vvat e?? g’)nd(B benzamido ! &%( ma hoqg § [ntéﬁl 8))he§( D>

benz ene phon(}/g%’s g of\# -(8 ( 4>enzaxe1ﬂ¢1y Ieuby):l- bdmgmgshlphonanﬁde were dlssolvddl‘lea ( t r ans)

(mel tind poi @ig rI égldflex g ﬁaeetone and to this solu-f 1 g
([err] - 4 - Eaem.z Ry Eﬁi&é“%ﬁ% mm%%@@ho yf?%t i ng poi nt:
1910 ﬁltered Ner chhrdoat arkl[tRY flfrate wasﬂacrdxﬁ&h{»ﬁf dﬂh& HIbeEP .G

benzenesul phowyblfated CN‘stals of ¥ -- [4rrdf rybenzarii@o - ethyl bdnuh@udyﬂ@yl} tea (nelting
poi nt: $400) & § FOhE o] b eYP + orematit derde Bty g gerysalizaton Gom merb 10 N - [ 4

- ([err] - 47" ehhQRARGR 2R 0Bk QRY binizeabeNzenesul phonyl ] - N -

cycl ohexyl - - [4 - (i €Benfaniiot- |dfﬂ1g1)paieﬁﬂenes\&1:6}{yﬁr.rl}1© cofcloscgin. @thanol ) ;

from4 - [el(mf]ltmgp@lm— 1%{-149‘?)6@9@3%11941@)3 - benzenesul phonani de (nelting
poi nt : 15 ltm gm-z(fgp_ p ff I;leth{rl, o Nenesufp,honyl][ -a¥) ri cyclohexyl - urea 15

nmet hyl benzam ORCORY (3 - bed Nas lfa“

cycl ohexyl ) poihtt &88.5E8k 1) i(fagn lﬁﬁllalﬂtﬂ), ZZQ%XSLIHOF“(’)% di rrél?}ﬁyl g‘}l&ﬂaﬁkde/ wat er) ,
N-T14: (] err;N--[A --(8 rét hipkthe n bengindidpr eyl -)benzedomiphemids N plgtyl | - N
cycl ohefyl - ool urea (mely ‘r“ﬁ%f’“ﬁlf qft—;ﬁg;)rg@r“_rﬂfﬁha 10) (from eh{]ano , arfd

N - [4 - ([ ensi- uréimn? dmfﬂm;lﬁﬁ B gy - N - n -
butyl - 20 Nrep { i -r‘lgetmelli'tﬁmldaj&ﬁ} d’n&lﬂ&sﬂ[ﬁﬂohﬁpo N Wt ) ; -
20 urea(meftmg)mlm 185¢SH-el }°)(fm41methm1)hox benzam dopro yl)

benzene&ll phop d%e tgg 4( i"(fegey] - benzamido s gthy -4 25 N -
[4 - ([err] watgry b A bggzémehdjéﬁmmt P lssoé Eoénne JltI% {Ii%?\ /0N - (4
met hyl - - [g\éqm (-)H?(e)(lydtl)oxy henamido madhﬁl) -ﬂgnzl@&deﬁhonvﬂ lQi'erchoC) (from .

Gt ot hyl f or mastrider cing painc}1925:993°) (fom imeyforfide/fen

Bqa benzenesul _
et hoxy B o g0l &apﬂiéﬁ%ﬁ ﬁﬁnfﬁm%?zﬁ-w

- ([err] - 4usea(mh gmlbﬂnm ceopy dipiy)formabidéyseigand phonam de (nel ting
point: 147C) 4-(B-4N mth%’ﬁ ber(ZE@lﬂcrythylA- benzemegyiph pryl P¥nzdmi dopr opyl ) -

benzen e%l ph Blﬁr}wl‘jyd(’heﬂl) ur%@Tl é&ﬁg}ﬁ 208 9°) (fromy fllgﬁth(lﬁpﬁrna[n}l%w%g} nt : 3_@ 420)
(from met hanol ), and EXAMPLE 6
N-[4- ([err] N-44- (blelszexpld étlge)nz:mmﬁmph@ylw)q'-cyheddgreneaul phonyl I - N -
4 - 19%8 W? ?‘H‘@Y thyl) eﬁ'ﬂﬂhpna e minm werd 48@1 (from
met hanojy wat éil;tbx[ 1 cyc octyl urea pr ,,m rgtn cvc me an potassmm cyanate,
ing point 179—181°) in a m d then us at 150° on.ap oil 40
met hyl benzanmbglp pAGP ¥do)ing; t Q&Z&Beﬁ JxB %Jaf ﬁ&as fil-

164C) .35 tered acidiffed anc{bthe prefipienrer as -ﬁlté}ed— oﬁrmftmwtb&nmam d(ppt: eyd) -

benzenesul ph methyp) esulpﬁa%l N - cglyoctyl - urea was foundyrg Inghefrey| ) - urea
(mel ting point: b g%tflél?clt’li d 1efyes tfféi’ﬂ(?iejham’hﬁ‘d“ —186°. N-[4-
([err] 253 - methyl benzam dopr opylBzameiRenzenesul phonyl] - N - cch ohexyl -
urea (neltind' polnt :berngmido 16(3?>l &yl fr@mwsmHml]/wme; )eyclooctyl - urea from
4 - ( [ err] nﬁ%gﬁz W?é é? d p_t:;; ca¥? ate an f“@?;; ttl(frf}?nl':llEO| nt:

209[err] C methyl ester (p ared[ tﬁeu;tlz[ 3f cyc ch ?’ﬁ orric acid

benzenes(ul pheiatilester, Melting forht 65—85E aal €HeGnGIE Rxa/ledted fo Qhours at 130°on  UlHa

(mel ting poi At oi Q@bl Adter Joghin g,(thcr @mwremhalmo#aé waxtbmed with water, excess carb- rom4 -

([err] - 4 - %{‘ﬁl X lp%.tc iMoo ed with jgihefy u?(]e md ’(ﬁmmad@lddﬁ@éltl ng

poi nt: 175[ ekdedybedllized twice from methanol, r%lsltzils %\I %ﬁ}}f ;%ém dopr opyl) -
benzenessul phoemydnsulphodil] ~ N'4 cycldvel ylllrca were £bbnd m meft 91 j uregs(nelting
poi nt: 152C) (from et hanol /water), N -
[4 - ([err] x4 r mphgxybens, Emﬁ%ﬁ néines Ve N

cycl ohexyl - 375 g of N - [41-Q8n Ligehy O ene shig ef:)ﬁ et hanol ),
N-[4- ([e(me{[‘mg pdint 1mlhﬁxyhenzsamodeﬁromy1 ine a Zﬁﬂe@xﬂ dofenyl] - N (4
- et hyl €60 oughly with ong 'Ihﬁhaéiy*ta ed for( 2 hogrs @t F4Qn4Y0°(imeh tiendasporfnt :  1%80) (f rom
met hanol / wat 8‘}0 ing, the cle usffprgﬁcii Jas Ehrsglf/éfd] in 1% sodium’ hydroxide

met hyl benzam dopropyl ) - benzenesul phonam de (nelting point: 50

melted mass



1500) N-[4- (y - 4 - nethyl benzam dopropyl) -

benzenesul phonyl] - N - cycl ohexyl - urea (nelting point:
194[err]C (from nmethanol/water) and N-[4- ([err] - 4 -
met hyl benzam dopropyl) - benzenesul phonyl- N - (4 - nethyl- 55

cycl ohexyl) - urea (nelting point: 165[err]C) (from nethanol/water);

55 from4 - ([err] - benzam dopropyl) - _
benzenesul phonam de (nelting point: 208C) N-[4- ([err] -
benzani dopropyl) - benzensul phonyl] - N,080,7e3cl opentyl - urea (nelt- 15

ing point: I760) TI‘O etnano ([err] -
ez dopr ooy ) S AR BN e GRS T o
ing point: 158Q)re rfydiaﬂlﬁlcﬁt)v aneh waatnelra d was found to melt at 201—202°,

60 N - [4 - ([err] - benzam dopropyl) - benzenesul phonyl] -
N - (4 - igopro

yl y ea [mel tin 0|nt 13830
(fromisopr ?)panofa P15 bensamido - eshy Nbenzleﬁz;gpg(’f’%”er& ‘{'bé’ﬁ’? lﬁ’g}? Fopyl )?
benzenesul phonyl ] 104 g of MGNC| dadvet YN = (4Ur @anyidyBibbexyl) - urea, 8.15 g of 4 - (80Q poOi Nt :
189C) (from et hareotamidat-eatiy]) -dmujzenesulphonamlde coduﬁrOand 30 ml of dimethylformamide

were heate for 7 1rs o1 tn at ed to cool, water
é 080, 705| | yas ad Nthe W en ccllkaine an '%Fﬁ ‘tg?ﬁevrgpx{nt formed was, ex-
enzenesu Ony acted nh eth@ E% over charcoal and H&E ®iftra tx{ag-ns)

(el ting point: 208ermt® Jr(gamheﬂz iQ6ethyT) - benzenesulphonyl] - N” £ (40 Mindthyl- ([err] -
3 - fluor obenzamyddpxxb)pylhrya cbtafyeh penesgophpirld elieurdrte ek piger peryprelliza-
165[err]C) 5 tion fromppethagohat 17368 - 3 f| uor obenzani dopropyl) -
benzenesul pgonyl] - N - cycl ohexyl - ppuwmeie 10 urea (nelting point: 4
177[err] C) (fronnet pan@} ) beriifitdo - propyl) - benzbdesulphdhyl] - NEF Icjclohexgl = urea

f 1 uor obenzam dopro Ig)0f4 - herteem e ul— merIb]enzeneI‘shlpl(orlmmdervstehi}ebolved in 100

cycl Ohexyl ) . ur@er oérkﬁ\]gsezéat diso é\g:ghﬂe cooli w1t}rq01 lst;rg% 255 g CE;;

from4 - rr] ﬁex isocy'x e H O ORYd idn mlx (megting
pol nt; 10 168 Pdrithre)in the course of 2 hours, the mixture was acidified and the acetone was

10 N iem 1\4%1 by (;11; tdfariqn under r@;tC?f@kﬂSS@tg@bﬁ;ﬁ(ﬂ&;fﬁ#@ ?f}aﬁw ):Eg)%e!ﬁwis
benzenesul phonyl }¥¢V ated from undissolveg} e§ gt

176- 178 1C) _f r OI”Q I\@etl 1ﬁeisogw rcsu%e vas recr)stallﬁed fr«tnzla _mn(t 5 0f et an water 25

chl orobenzam doproplyia analobﬁnﬂﬁmesmér@hﬁmﬂta]med N - (4 - rret hyI
cycl ohexyl) - urea §f /tlbﬁglapépntpropllw mﬂillg f’lﬂorﬁetd‘iaﬂ@mmpyliﬂb

from4 - ([err] hex ) “r‘i ‘B‘b‘@? élmlr er%t(lff}\z ¥t fregesa }%nﬁpaw de forel ti ng

poi nt : 1H hex ure g point; 201°C) (fro methdn®l), an
i odobenzam doet. hyI N~ [bepzenesildrpdamaiyidb - propyl) -bextzymiu@hﬁwyl N - ul- ®atyl-
(nmel ting point: Wlflﬁ@)ﬂ%ﬁﬂ?ﬁh(h@tﬂ@ﬂ@ﬁ% er); from1l -

([err] - 4 - brombenzamido - ethyl) - bepnzenesul phonam de (nelting point:
20 236- 238Ner ‘1 C)([z’ - benzamido - prog%dz - benzenesulphonyl] - N” - Lfrclohexyl - urea

20 - 35 N - [145 gof 4[-€pr ]Jenzamﬂdo- Zeamlﬁlﬁnafmd?.txh d)sso-lved in 100 35
benzenesul phonyl Z of Qqeroneégd:ﬂi mpye Hg— sodlum hydrox1de sg th %;olun(fgpr @C?'c (trans)

1 of cyclo-
(mel t I ng poi nt: %@%&zﬁ c, eC;J’em er% T o{.ﬂxgﬂagﬂ ’a!l to ri ro zyoom N - [4
- ([e - 4 - DERl Qoutse &s, ‘the &&zoamﬁ% p&y ifled withf correenl SObUt Y -
urea 40 ( nehted hugrqghivrmtaczdlaad-ﬂk% trgr rv]aC)ren(ofnrdobm dttifiaino luhdtr oedaed ; and 25

from4 - ([err] Bresue Snjpuprisapeaiye dphe sy ?Avhmk;nbrewm%@ﬂgm (el ting
point: 25 wis tﬁi‘fﬁv Skt mi‘;‘}iiﬁi?‘& cttanct, M- wihch Mellheba: 1
bronmbenzam do - gdihy. benzenesul phonyl] -

cycl ohexyl )45- urea §tan ank ou( mgintrj 'lhge polomamed184 186[ er ré% C) (f rom met hangl )

and N - o lf% amld?}f Y‘b FEATAPRPAYIL - &Y hyF| ) busyl - urea
benzenesul phony |Sme Rpoin o urea (melting point:

165-167[err]C) (from net hanol ) Examprg 12 FUrthernore, by the reaction
of 4 - ([err] - Nenzani@o benAmido MEirbpyl) &t bydepesulphdBiNZ DR -~ cyclooctyl - urea
sul phonami d® with cydd dhexiA ®8ng dz epl‘oﬂWQr—éaenwssutprnaﬁ ArasthyN- urethahe - ([50r 1]
- benzami do- were eatecém 90 oxan‘gl oi cyc @cﬁxﬂaérh@saﬁql Flé‘ﬁ p%rl fgnqqi

jl‘ Ton

cycl ohexyl - ur eFyREIIUG! Iemovc y di m,sxffjf;;;sp?;ﬁm%’,ﬁ’a&ﬁ fg)gﬁesrr’ret hanol )

and when usi ng bsikey hndi lﬁé)eeyxalﬁbairae thelted @ithaS, Qhrhaiia) @fciPitated [ vﬂ‘fh csxientrated( [err] -
benzam do -55a - hudr ¢r1<: acxétahryth precxb@rmz‘eqa esgbiphonyloh a-mikfure-of prigngl and ur es&

i ater.
(melting 35 " Inangnao ous man er ere[wﬁreodtq d(f rom met hanol ).

Furthernore, there Meg.@t=i2n edg{,‘ztmggl -QUhyf - dehRE&dipronyfy- - chloro
- benz- madiylatethane fvizi I34gofﬁl‘Eéﬂit)i}1 proffldmite - bénzenesul phonani de with
cycl ohexyl isocyanate, N - [4- ([err] - 4 - chloro - benzam do -

[err] - methyl - ethyl) - benzenesul phonyl] - N - cycl ohexyl- 40
urea (nmelting point: 196-198[err]C) (from nmethanol) and when using butyl
i socyanate 40



there was obtained the corresponding N- [4 - ([err] - 4 - chloro -

benzam do - [err]-nethyl- ethyl) - benzenesul phonyl] - N - butyl
- urea (nelting point: 159-161[lerrlC) (from net hanol ).

“EXAMPLE 14 45 N- [4- ([err] - benzam do - ethyl) -

‘benzenesul phonyl] - N - (4" - ethylcycl ohexyl)- 45

“urea 18.1 g of N- [4 - ([err] - benzam do - ethyl) -
“benzensul phonyl] - nethyl urethane and 6.4 g of 4 - ethyl -

-cycl oheyyl ami ne were suspended in 288753 . of di oxan and heat ed for
1.5 hours-a-t— ned_durirmg-the—reactton was 50

-renoved by di slf etmgpomt "%\gg‘? f‘é@ﬂl% o éPHgY”AsNS'OOnpﬁgyltW@Pﬁasm ng- over
‘tenperature "5 h E]Q?,lghlg,g 9l s allowed to
.cool and wat aﬁmé/r\%l}stg dded. e N g ';g Terrf}wn berﬁgygm do - et hyI)
- benzedesul pﬁbn%% 8 - bd!nzmmc(o4 ethyl)etbhyttlwkphanﬁb ’zr (%5 -ande@nediplene- 5
‘tained in crx‘st‘é}’ldl" @Yl -of ningtaY) T wea (rsktiag Peint o d7EFT ISR réremamerhanglnd f ound to
‘mel t at 190- by using 2,5 - L:lnggr[eﬁx%ﬂle »ycﬁ)ﬁexyl 1- methylamlhp an anal ogous nanner,
:there were obtMl (ed{g - benzamido - ethyl) - benzenesulphonyl] - N’ - (2,5 - endomethylene- 55

‘N- [4W© ([er:ytl_loll)iexylbelnz amndﬂﬂo u:eae(th t)pmntbéﬁz-elﬁ@w fiorodidpte] methahdl), - ([1err] -
“phenyl et hyl ) - Y“s‘"g“ APy PF 94]. err} from nmet hanol ) ;
N - (4 - ([e Feheling ﬁ(gé benz m1d wétga;gzexgsutl honﬁ su pﬁ(%ny &]‘

(cycl ohexyl rret fnf N-[4- (benzamldltl’n&ayl n&hzfendagphp@l]mmetm&raﬁ&[: @ndid C) (from

“di met hyl¥ or rralgvdet/\ilm—elr °C)86 {/ , r] - benzam d§ -
.ethyl) - benzeéhesid. g@ f“;i‘(‘)f:l}fzdn I'mb‘t‘f ?S'HB@FW F Ny é‘fibh" plmethylurea (| tj ng

- POl nt: 188-1 FE‘i% Sgl tth?'@)‘}é elulphonyl] - N’ - cycloheﬁt% - etﬂ;yi]f ure£ [err] -
.benzami doet hylhe)nngpmmemassd cp)hfamy bthanol), N - (4 - oxy - cycl o-
‘hexyl) 20 urea gimxll N I‘lq 7pcf{f nt ben@@M‘@B[ebmi}e@ulphonyl] - methyl - urethane 20
1, 080, 705 (metmgpomt 7 N- [4

- ([err] - b@,qumg, gﬁfetl%%’ﬁ,]%gfg gﬁ,l\mbcnzﬁés: Eh?%lrlu I}ﬁ ) cycﬁheptlyl (ﬁ?ethyl'ufef}loxy - cycl o-

-hexyl) urea N nght-i(ag bpxﬁhrﬂitioethgﬂ 6-bdnZéneRIphdnid) ;- N’ - cycloheptylethyl - deea [4 - ([ er 1]

i - ng poin _ 5
Zthexgjln)za?ﬁ S?SKW p tb 1iﬂ@§ ] s m@% eP?“]“(‘iﬁs“lg?“yu 3B i e FZCA ([err]
- benzani doe 4: (ﬂbeﬁa ﬂSﬂiJ)p?bOBéﬁlz&lcsulpINnyl} &t eéya];heptylﬂsemm@epr opyl)- 5

.urea (nelti ngngiring paint: 1&-—1]96‘1[)(&&0:1] nol)and [4 - ([err] - 4 -
-chl oro 29 ben mdbeﬁ Zaml 2@)‘[“ ; u sl ] ~ Ny cycloltmylﬁthﬁreturfﬂ 30 .OXY
CVC'OheXy' "@f 5 oy B8 51) thyl - preth N-[4-
(Lerr] - 4 - chitoro s -bg @emiudsg;*’ﬁl ben ; [ phicRykbhepyly - (4 - eth-
110 %xy rrm]ny:lhmdaexyl) urea (rrEz ti n p0| nt 200 202[errf and 25

10 er, AMPLE do th I) -
benzencsul pndin ¢ e eﬁ::*;;sfp%:zilnzﬁw’ # - urea

(el ting poi péiat 214321676 veke didsglved in 25 ml. of 2N - sodikol) hydiFoxRR dﬁ&i)ddﬁ 5msmner there

-were, furthemimecetabbad A3 of cyclohcxyl isocyanate fwe®mdd¢d-drfpdise a( pef?d, - benzam do

.- ethyl 0 - bé’ﬁ‘iﬁ‘eﬁﬁ‘g%tifﬁﬁ'@/‘l"i contifyge figy| 3 hourgy the paplgewas gliluted withpgredtng p8i nt :

: ount of wa thano! was ed, the w tere and the filtrate was
- EII-.;?- 179[err] idified. The N (([E - {4 - chloro - benzamzdo - methyh benzenes Iphonyl] - N’-
: bta

: cycShexyl| Aurea dbla@ikd lvas-fold@NZ @Bl After TecSbthlidagion frdde MRSl phonyl - N
- et hyl 45- ur é22-£1985%G. ng - t 0|l§1tt1 210-210.5[err]C) (from rrethanoI ),
N- [4 5 ([err] “’:‘;EE?\‘% _chom aineg nesul.phonyl I,- N, - pr opy!|
-ourea octyl - (In 1188 ij ? f %‘ v‘]?;ter), §

met hanol / di r net Nyl f40r ﬂﬂcm)lﬂl&)rnxd& hﬁxetﬂﬁ) benzenesulpﬂbhy-l] n { buyir-Jurca

-benzami doet hyfhf)ltmgpmtné&he@&ﬂ I(fcmquthmol)\l - n Y - urea (nelting 20
poi nt: 970- 171 +{e[lf a)' }Q ?{I 9 D(fbe“ze“i;“lplignY] N~ (§ amethyle[ o 1P -
benzani do - &R Bz aﬁé@,’f Wlkdes 1) N By k&) G-

:hexyl) - Ure&hg(pblﬁﬁl’lso-—(m’¢)I(ﬁ@n1ﬁ&h'¢mf)l), dG [err ?from met hanol ) and
N-[4- ([err] N- 171113 17@33!;'md0 I)?x 1 h@;ﬁa’ﬁw Bhonwyloyctyl Nrea- (4

et hyl Cﬁl Ohé{&%}wp ‘5(@ -—benzarri}n{( fé:tﬁqg aggeéjeﬁ?d hf) m-bigl’ nt &%@L%&E\] Q) %f rom
met hanol ) ;  (melting pomt 190—191°C) (from dlmethylfonnamlde/water), 3) mN -

[4 - ([err] - 4N-- [Ghl(@r—bhmmml) beﬂz ryzslugphenylh)eiNze(lqesuis:ﬁ)i?lortyq{o]- rret hyI
ur et hane (mslhﬁy 'Em(mltmgz rom m%tgsggl/déinizl}lvllfomfamldc) (3 - 460-

-chl or Obé(hzamhgxyl urea?mgtllr{g oint’ %ﬁg ifa]n RS (Jl CFM

cycl ohexyl) - UKEA( @B Dot ] Y Qb TEL@R0l ) ;30
fromN- [4 -he)(yB-urealQﬁﬂtergliSbldDGBQWU)PC)(ﬂ&&nﬁi&lﬂﬁ&lﬂ phonyl] - methyl - urethane
-30 N-[4- (([err] - benzamido - ethyl) - benzenesul phonyl] -
N - (tetrahydro - pyranyl- Z - nmethyl) - urea (nelting point:
166-167.5[err] C) (from net hanol),




N-[4- ([err] - benzam do - ethyl) - benzenesul phonyl] - N - (trans - 2

- phenyl - cyclopropyl) - urea (nelting point: 182-183[err]C) (from
nmet hanrel)—and—-35 N—1T[4 (ferr] - —benzam do - ethyl) -

benzenesul phonyl] - N - ([err] - phenyl - isopropyl)- 35 urea
(melting point: 190- 192.5[err]C) (from nethanol; fromN- [4
- ([err] - 4 - chlorobenzam do - ethyl) - benzenesul phonyl] - nethyl -

ur et hane N-[4- ([err] - 4 - chlorobenzam do - ethyl) -
benzenesul phonyl] - N - ([err]3 - tet r1@go'ﬂﬁ hydrobenzyl) - urga
(mel ti ng poi At—2 2071 € ) o met franol+drmethyt-form— 40

am de); and ufy(:Nurea[i ed’.i 3L{ ’}Kfl ggé‘g ﬁeﬁ'rnﬁ;'el‘y - ‘E?éﬁﬂ“éﬁi’hﬂ@’” - 8 hyt) -
benzenesul phony! | SRE- benzamido - ethyl)hﬁlbenze{né’sulpho(&lj?r N - cycl%enzam do -
ethyl) - benzenemylph@n%tmgpd}ht 190a41l9y’|(‘;(frohhrnﬁ:&1a amel t int:
203-204[errIC) (fr

Jn’y Herpm n&eﬂdvateéw§ heveknesBiphonyl] - N - Nbutylf a5

([err] - benzam §& (meléfﬁgrf% Eéi?z%pgﬁ’gfn T’iﬁfﬁ

1 b
cycl ohexyl et hyl )hexy145rea }meltmg point UERA204%€) (oM GhelhRA enlzenesElR}]l?géﬁz 5[ e);,c 10O (from

di et hyl f or Bram de/ \¥ét ¢4 } (8 - 3’ - fluoro - benzamido - ethyl) - benzenesulphonyl] - N’ - cyclo-
EXAMPLE 15 hexyl urea melting poxqt 419.8—(1?%’@ mm% b - h yiﬂ ﬁ 10
benzenesul phonyl i be - ety e“ze“"s“P onyp- ¥ g?of N - [4
- ([err] - benzallr‘#ygiﬂgrez (me(gﬂéz%tanner, 183 mxﬁnég'la ined: et hyl - ureth- 50

ane were squended from 4600 - A- methi'lbﬂblzamitaﬂ ethaﬁ ﬂen@pnaﬁlplmymlmﬁlﬂyﬁgamme wer e
added and 216—218°C he whol e was pe%t ed to 130[err C. Thd5
met hanol formed c‘;ﬁgﬂeg%s l;a%%f%g?élgt- e208y—21 ﬁg I%Xneﬁn Ifo 3” lation
over a small coladidw) (S assi ng- over .enp yre ture had

risen to 1QQ[err frOthe Qﬂ/h@l eaeﬂwlbenadrﬂxdmmdxym ob@mésulmﬁhmt(méhmmmel ow y
added, gﬁg S}?I rr| n i.I the. urea ﬁ:ﬁ itation ceased. fthe
l) g

b‘

product was recr ¥ am"*;’;f_mfgﬁ%fﬁfﬁ o l N Gamehiyerry -
benzam do - ethyl N -[4bep Bﬁxbt Raadhldb - ethl) . bentb&GLIBRE rl afN' - eth urea
obt ai ned i nsa vecwcjohgubduxya @axk) msmémmdlloe-mm%) atom]:ﬂeﬂaaﬁai);t? er rﬁ C (from
met hanol ) : fﬁ;ggfc d8n st inethyibazaniies bt h@r—enﬁelplwn@fldq(melnm@aﬂdefu A2d in

Exanpl e 5 under %_ - 2 - methvibenZRRAENGLAL U6 h ,Ng poi nt
of 148- 149[err]Greaeagmﬁaaaﬁﬁégmg%(}s@mm’gne rendlii o Sl Do) by

crystalli Z@(SI on. X0 [4- (8 - 2 - methylbenzamido - ethyl) - benzenesulphonyl} - N’ - (4 - mé&MVPLE 16
60 cyclaResyD)  ares (tapie (ipedting @gint AR HPPG) Crop angembddimedriorgd | - 30 -

amide) and

cycl ohexyl - uré€aN> (4. (8- 2 - methylberradidd - UhyIN. benkelesiipfil Oﬁ‘?mgt\/'éhl-
benzenesul phony|c]'clohe)£b\r) @ur&y@ﬁsﬁhy%;&dmgl pokht: eéss\lg—-fglgce‘su(go mgﬁetﬂy mﬂéuséyt
199[err] Q) 4 1ngthe‘fol)pyr| di ne and 1.0 g of benzoyl chloride were heated
29 B - 4 - ethylbenzamide = ethyl) -1bemz8@sum50am1de (melting poiptyr @ ﬁ%ur S

at 35[err]Cin fﬁNn?maf schy -O&Br'ﬁlﬁﬁz%xda_ Deophl ahaLaRBAP. &¥apaEAAd I n vacuo
and t he residue uwa$ndltfng§dilﬁd 1964+ 19290) (feidifi@hy@brngmaiBtvatey). Of 1 % agueous

sodi um car %p - [4 - (8 a4 eethyle m@n ety Yi)e@nﬂmewlnhsrazl]t- Nyf- nt-tratylmea speC| fied
in the headl ng f itk ﬂ“{ m"tha“"l)"he dlﬁso ved in the®
Ho - Ethy A0S ethy
aqueous sol uti OQYC]OI ?l) Sodr&l der ecmt 53 5@ fxlo lfgr\ﬂﬁ 1d /water)
charcoal . After asbol i ng, t he SOdI um sal t cryst alli zed out . was

suction-filtered,N - (85 4 - ethylbenzamyglo phongldo Ut Gf efyt-er and t he

roe compotiha mé@"%m‘a B B O Es;‘,@g%%@@m%nggel (it

poi nt: 209- 210[ @sift: G84°C) EXAVMPLE
17 ' N - [M-{4¢ (BeM-] ISOprObﬂbtzamdde ethylpt lbcyie)xesuiplbamtetﬂi'eam&lcmmnyl] - N -

cycl oh exyl ur @%\I ltmg pomt 193—1§ ﬁ%; cbqneriqlfgmﬁgggpy}eggniﬁ {4-methyl-
ol e

phenyl et hy am n%chﬁ (.% Pi dimethylformiamide /water); whi I@
stirring, into 7 nubs 40-f (chh rz@&Mkﬁ&Qﬂmﬁo ach §) - DerizEredulpGordiide GaMngnued for
15 m n- pointt é39—a231?®omtenperature and then for 30 m nutes at

N, zamldo ethyl) n N
ool Shony! B ordy °h%%lf GRS M Sy A e

nmoi st sul phonyl ch rii i4de (a3 hmahegbchamidaal dinygn B’&ﬂtkﬁsu@ﬂonamiaé gadmngat h, while
stir- 15 ri ngointyi1629C1 | i t rte XOJCHZ%I%%) ammoni a. Uncljlhssi)]l ved matht er was

¢ G
r enoved bﬁ?fl I tr%gé)qm . _lgsegz mmdm%’ﬂl en Zggxgﬂﬂ i) Ve pieheat-ue of the
reaction nixture 4Q ugt do/TReHy zenesulphonyl] Lyt gyggeticacid.
The 4 - ([err] ureb@r&hﬂgpdﬁeuﬁwl)sﬁqc)tfemﬂeml),suI phonanm de obtai ned was
suction - filtered, washed with water and recrystallised from 90% et hyl

I]C‘.’( 2l

% DN

al cohol . Yield: 65% of the theory, nmelting point: 214-216[err]. 20
1/10 nol of this am de were heated under reflux for 7 hours with 41 g of
potash, 20 200 cc. of acetone and 13 cc. of chloroformc acid

ester. After cooling, 200 cc. of water



wer e added and t he upper aqueous - acetonic |ayer was separated. After

evaporation of the acetone, the pH was adjusted to 6 by addi ng
dilute acetic acid and the separ- ated starting naterial was
suction - filtered and the filtrate was adjusted to a pH of 3. 25 " The
4 - ([err] - benzam doethyl) - benzenesul fonyl - ethylurethane which
separated in 25 crystalline formwas then suction-filtered,
washed with water and dried under reduced pressure. Yield: 54% of
the theory, nelting point: 145- 146{@& ds 37 g of this

sul phonyl-uret-hane -were -suspended N @W e
After the addiNi b (8f 31@nethoxybengapiidog P epgsulp Q%m ned a clear
sol uti on whi @goBgyD - urea (Wé.@ <H’é‘§{‘gea°“ft &‘H’@u@ Eromggmeiyde ‘Imé?“dF}al f an hour at

110[err]. Thgalt\gb:ﬁq 480 )y V@éh&&de%ﬁgo gtgyl) benzenesulphylL 1001 4 VRk@r while still
hot. Upsn cogtlolitgsl) I RRa Inavemdkihd past: bmm;mzeepifphomm&hmmamme/ 5
crystallisedwsea);. It was_suction-filtered, washed l\é\f@}n Xvaél}e{s and dried in

vacuo. Yi el dpomtfml“?‘s“_l,/(f; '?é%‘%?fm’fyﬁ‘é‘z%@o‘r g0yl Prpsg ¥ net hanol ) :

198-199[err]~ -[4-(8 metholebeﬁﬁhna@aétﬂ»ganlB&leT@dﬂlﬂﬁJnyl|t'ﬂﬂ‘-‘&ﬁlcﬁ@ﬁ obt a' ned,
fromNwW[4 uree(([nﬁmﬁgpmm besaz@Mirckomatdiy),) - 35 benzenesul Bhonyl

met hyl ur et haneN&mﬁ @~ Zain%mwggjﬁgﬁtdpah ggoobwewwl&hﬂ] NNZ- 4 ut(lferr] 35
benzan do - eSS RIS cobnagugionso o urea
EXAMPLE 18 e 1cy?c(10he 1) - &Lam(iﬂa y(‘n?e N 1?8e§4‘§t) Q¥et%Anbl) and

benzenesul phon\y{ 2 = mAyEhR yib-ethylyelanzenesulphonyl] -N M-ethpleet y[15- 1 -

phenyl - -csahhemi) -ur (e iuchimoope dét-c 2 lescr.i bed 40 in
Exanpl e 17 withf hff st SEeSYRERLanidy tethyy - ?F%T"&Sﬁi%h‘@arﬁl g‘ﬂ%ﬁ"dﬂthg sul phonyl

chloride 40™y_ (ﬁ - @0dnblYBenkadidoCretBS blrRaedBRbny¥ LN anyahdl-to yield 4 -

([err] 20 acetaq mﬁg el 199-— ﬂo@meﬁm-methanol/dlmethymmpin@r),am de (neltirfd point:
176-177[err] ONfy4 e -4sqr%xmlfenaam@orn@ﬂ}ésyenzenesulphonyll ‘- (4-pp cﬁg of this

acet yl conpo%’dh%} & UFfe APgtpeaRont pB-pefit COF Gpm aoehanpl/dimeyiorBERd . of -

5N - sodi um A%gr qxi_ gﬁﬂ 20! dtfokyBlhzanfiid £4ihyS0 Aeh R sulph&ifg1] CONY Ofs -Gyt hydr ochloric
acid weee 45 cydohcxym ded (and) (lﬁ:ltgg @ﬁ1nb€2126—}2[3°€h I(fcnm dhexeﬂwfoenadndypped ’n at

20- 25[ err] awerel\)\hlle stirrin g i {pg ltm srttalllne '

precipitate \f%s é%of‘vgb"r%vmf‘ﬁ a‘albr)t |"6‘?%°“8?“P5‘Nam‘ € Wdr oxi de

sol ution. Upory ane Bl sadfubSbeaRAtdot. Qn@)pl&nmlewl@h@;q] l@?l|cycldhh@l‘ e was

obt ai negh 4 - ufe eﬁett]ngpomt 189—190"@.‘affma1mled@ 1) - benzenesul nhonam ¥e

W ;
melting at 20N 216 éfi’ - {florgpe &ty 5es“19h°nY1] -N" 1o HEbry. A nixture
o7 100" of Sehpesk g . A5 5?% 0D e a0
acetone and 4ig _(:3;35@({( c oro ormc aC| ester was heat ed for_ 6 hours
at the il - [4- @e 3- ﬂambemmideeletth )abenctecadphotuséh Nh- @xamtiye 17.35There
was obt ai ned cyplohex lp elprpa] (melti 18;1hC)\ (frl;);nzr?eth‘? eth

benzenesul ph g‘h.éég% s g M S Tt By, el ting
point: 124-1 chlorobenzam:do h;g) .Qfenzex{uuﬁah&u ﬁh@ﬁh}ﬁinybﬁﬁt ane were
react ed4ms des&:—Fi6 of di rre hyI f19r mam de
with 12,7 &é‘k@ C%Xu ?ﬁﬂr?eza g_qulgza(gﬁ 2&2‘% Ve - cRrder

i denti fied inyi A e SR L iokid DGy B TR0 (4l Ny ord of 65%
of the theor )éyclohexyl) urea (trans) (melting point: 164-—-166°C) (from methanol), EXAMPLE 19

N-[4 45(y - bérpmam(@ioprelmrbb)enzamidenzterh)eshgmlp‘ﬁbmw]amﬁe fpelting pgitk ohex4fl - urea

In a manner & ’(9&) that des r|b » theng.pas obtai ned
fom 60 ufﬁﬁﬁggpgm R A Do B o, A e 15
of potash, 4 cw- oL (g O-cmombenzamldehlemmf adhmxeulﬂmn;d] eNhy{4 -esttgl- and 100 cc.
of acet 6he afcyanhexgl) 6 treau kmelting aointrg 1804 ]_82‘(({) elfrp - dxmethylformamlde/water) 50

d

1, 080, 705 an 3

- 2 - chlorgb id thyl} - bepzenesulphon N’ ethyl-
benzam dopr OIQy? &mxynb q&fﬁﬁiﬂinaﬁae?x it ksd@ﬂ’(ff&i“ infth amamlﬁ&/aat&) eld of 51%
(el ting frofp Gl N HEﬂzBmfh&B[eelylr‘ } @nzenesulphonam]de (meltm5 pgnton]i—m s uret hane

wer e sué@endéél“ichths cc p fo de. a X It with 1.3 g
of cycl ohexyl, i j'e y %ém N ST 55 f‘&lr ¥R PN hour at

1
110[err] 5 gpomi.b 9 -dﬁﬁiaf es&lﬁ @l}/\:’aﬁ’ Ofat- adeth@yciorex@)-yi el d of 60%
of the theor yres I‘(ﬁéltulgﬂ;gnntSZOl-—ZOl 5°C) Gioénn tnethdrdl7 dinEBylormpajn)de); fandm et hanol ) .

EXAMPLE6®0 fmfﬁ 4C (« - »hlﬂgrdoenzar(l{der pthyl) - benzenesulphpranidh peltingPoie: - et byl ) -
benzenesul ph(; 1 N 4~ cfa %eg’za 1do ethyl) - benzenesulphonyl] - N’ - (4 - methyl-
hexyl - urea. hexyl) - urea (mefting IQ —iZ41°C) ((dr&@¥h rdjmethyBdTinirmiad/Rytkr). -

benzenesulphonyl] - cyclohexyl - urea 10 (melting point:
203[err]) were heated with 1.6 g of p - chlorobenzoyl chloride and 1.5 g
of pyridine in 20 m. of chloroformfor 15 hours at 35-40[err]. The

chl or of or m was



t hen evaporated under reduced pressure and the residue was dissolved in an

excess of 1% aqueous sodi um car bonate sol ution. The sol uti on was
then extracted by shaking 15 W ih ether.. The aqueous | ayer was then
separated,;treated with charcoal, filtered and 15 precipitated
with the aid of an excess of hydrochloric acid. The sul phonyl urea was re-
crystallized from al cohol (nelting point: 209[err]). In an
anal ogous nmanner, there were obtai ned: N-[4- ([err

benzam do - ethyl) - benzenesul phonylﬂosmd!sl - butyl - ur ea (nelti -20 20
point: 168-170[err] Q) N—= (Jer 0l - - met hyl benzam do

ermore, cbtaine

- ethyl) - benzeneﬁuhﬁkhmmﬂkl]ﬂamerNhefﬁwgf? ‘%‘nes honamld bﬁaﬁmg pointdr83°Q el ti ng

poi nt: 214-215[ er rfr benzamldoprop)’ A atphbryl] ~ N’ [_e{”}nemylgeyqlzeayﬁ do -
ethyl) - benzenes}il 1.8 e“za °§’ 2 denamolRistrydndy C| % icrldE2L) - ur ea
(melting pqint: ) L? rlfe nfidoprop)b- benzen;sul;;?oxzi]r) - (4 - ethylcy

EXAMPLE 21 urea (trans\ (melting point: 179°C) ({rom ethancl/ ¥ culph namle@neltmg point: N -
[4 - ([err] - benzfmmdo B8 -dt- WP‘I"‘)"be“‘aB’éq?Er@Wgsuqen (g:nuyIJ N - cyc v(?hexyl -
urea (%l N Ehloéobenzw(rlgl@({pfob 1y - bﬁm“?}m@wll 1 aty; Qme

benzenesul qponl g ) G Ilndﬁhg pdin€} 2#0°C) (from dimet A %%\ ne; cliﬂxﬂ of

Lo

cycl ohexyl ™= par a a.n[4c- @(:4 m&epﬁéldﬁﬁqﬂﬂ) bparaeEy and 5 g of tri-
et hyl am ne were dmaméuhgrpemt 2 &ﬁf’é"‘z‘g prISY agp% ngmﬁeaﬂmfmmmdedmdnwmf ‘ef | ux.
From the solu- 30 f“’m If PIrst was cl ear, éﬁ sqpar at qd
o
1

after about,.2 ni?l éoo f1er m&tﬁﬂm'nmiciomwyl)SOeﬂze“eSUIPh°“yl eating, the
whol e was arl owegggﬁx@oglrea amifing peints @ m L{?ﬁf“ amide I & & ygtohapi-
filtered. They weme- \[\iaslﬂéd“"‘gﬁﬁﬁl: % on C a - [4 . ([err] -
benzani do - urea (mefflﬂagi’r")t bﬂr@b@ n)b)hfiz"—“e‘utph‘my yd¥on thy )
par abani c mo@ (mreinethmfﬂlwam ; {mddameing,  after
recrystall |§)at| on ??‘gﬁnw- mcést‘tur enetbfiXYh@Fﬁ%‘?’i’B‘Ppyé)ndba’z%l%gf#m % . f ound
to melt at 246- 266{ ter‘lﬁq—g65° benzamxdopro v benzenesulphonyl] -N’- (4 met yl-

35 | yl et Eﬁflt%?@% G (ke dxmacbylﬂsb%n él? y nedl ver g
heat ed for 45 mi r‘i B‘?{ % R - 4 - methoxy&er&ﬂ@m?hbﬁglﬂ;gﬁ g1k i oxan and 100
m . of 1IN - “sodi g, ydamgypbiste 180119470 grompetnan . Heh AR Suph&aitde Qmelwzzs

obt ai ned whi ch, aftgmt‘brrh(neﬂtr(b*ﬁprmylbf‘f&%{?‘dor?mpyl\)/\/as conbined wi kﬁ} L

di I ute hydrochl omogt gt 7 ]’hg &gmﬁgﬁdaph@m) hmﬂzesmdelwexlbdNV\e?Yé‘ T™tereggoff
with suctio um( Nnr: 142G (f(ofnellieltt]anol), zam do i ahayL)N-- ¢ -
benzenesul phonyl] ;ﬁl -cwcldoh ppylb “15? oc‘%aommethanollw {yS obt ai ned was
found to nelt at ﬁﬂ@ci@@[ﬂﬂl’)r o lﬁiﬁ“'ﬁ y5 @ BERdnksulp Binkraide (mglyipg point:

94% After recrystalféqnz’atfio ﬁey conpound was found tq el tGE%a&th ]

191- 193] er r] g [ - (8 - 3 - methylbenzamidopropyl) - ben7enesu1ph0ny NPLE

(B
N - [4 - udﬁ(meltegh ht 18805‘@({#§ W Nl Ncydoh(xybl Ohexyl
- urea 45 Cy?q 1@}??( mg_tﬁ_y gE ffcjr‘;ir:t%\;% ﬁ?ﬁ@fu&i 952» H

benzenesul phom c e neliipg ‘Fq)é bex&&esulphonamld"- (“gﬁ Chwpat e, 410
g of cvclohe bgﬂﬁ%omﬁlﬁﬁﬁnmﬂulﬁbfwﬁé& sri& - sy g@ﬁzﬁ E?M(j

el

heat ed for ai)Kourg Atmclthgpdioi RHAQ) ey F RN d @ Enzér@dulphonamidé (eeltingool i ng,

t he whol e was " fromﬁj%?é“em‘*r at“EHm’f N F"%@ggﬂﬁt henzreSl dye %Pt aljned was
1)

L

di gested wi th wat @pint: aﬂmldopro([g;\ ul]?m‘ﬁ’ sodi gn
hydr oxi de solgitio Ny R emﬁplpoidnelml 1 g O N’ . cybicHexyd#5
m nutes on a steam hat'ﬁ (By4adm bwa%eti‘;%’{;’ﬁ’érwb“f‘y| n vxfth hydroch| oric acid
ag? _500I N- (4 m:(nyé?rapplgm ’2 &e&gﬂﬂmﬁuﬂlﬁ%ig}z hé‘}ee‘l onyly -
opt al ne - - 1r£l fg point: 172°C) (ir R&SgdinBnoNnyls
N - cycl ohexyl - gg%’zl%ug §u yth»fanzauléfwropﬂ‘ls9/3?5“2“";‘?5trl honarige (8 i
Eﬁyghgsﬁlgphonyl ] ISOOC N - [4 1 %genzamldoéroply}/ C&hﬁg&lphomnznm cyolohexgt hyl ) -

- { thanol /water) an _
hfexz/ | - X Fr ea] e (m%tmg (i":;t Eggylb(errxg%g%%%’fgg “ﬁ;ﬁfﬁ‘}%}‘é’zS N’ -1,(4 hme‘h"i (stg g
0 - ([err e 1)0 \8ea {mdding point: RS whilh @08C) aci

55 cyclo 1 hon

chlori de (et B olhqltzﬂmli??&"l’ _3‘55’& dytiopeny! -lvema fodie, 10 ¢
of cycl ohexyl - par é‘balh‘} c ¢ rﬁﬁ‘?&iﬂi’ﬁy?vaf?, g of triethyl amne were
heated for 2 hoursi™gf roazesespherold - ¥ g-cycloocty Trix. The

products dissg| ved:; J.r 4o (ﬁimaﬂﬁ@ﬂ/“@@ﬁ?e m n Crystaks @@ﬁ@uogdked out .
60 Af t egd a2 r%)&r[s l-h@&t bengiflaprepylr Enfﬁ&mliﬂg% 1\/\A’n%)(ll equ‘was1 al | oved to

cool, and the s epamawléd“fe @egelggagggg 10 é 1zenesulphonyl] - _ N - cyclohepty! - urea (melt-
1, 080, 705 s

Vgt ahﬁl}vﬁt’eechn(bff with suction, washed wth
wat er and dri ed. 1‘“”[0 [grr - Chloro - benzanido - et hyl )

- benzenesul phonyl] - 3 - cyclohexyl - parabani c acid was obt ai ned
in ayield of about 77% The conpound was found to nelt after
recrystalliza- ' tion froma m xture of methanol and di oxan at

226-228[err] C



5 5 g of the parabanic acid derivative thus obtai ned were heated
for 45 mnutes on 5 a steambath in 50 m. of dioxane and 100 m .
of 1IN - sodi um hydroxi de_sol ution. The cl ear solution was dil uted
with water and acidified wth hydrochloric acid. The crystal - I'i ne
precipitate obtained constituting N- [4 - ([err] - 4" - chloro - benzam do
- ethyl)- benzenesul phonyl] - N - cycl ohexyl - urea, was suction
- filtered, washed with water 10 and dried. The yield of

saponlflggtlon product was 91. 5% qf;, J& theory. The N- [4 - 10
([err] HMM&—WWM- -

cycl ohexyl - Nirdé - (8 - benzamideploipplh néchzenesslpionyihed N’ 0 (4rekedhylatiblexyl)-

) 3 () dfromg et
;_Sgr {3'[78.|5|[ Ierf?jo t@PF fn?e(g b B'ofrl’z})ro erﬁagldqc?gmgr;d )geanrz}eng%ulphonamﬂe (melting point: aE;)(,lAI\/gI[_E 24

15 5 - {4 - (8N 3 _ fidbrobenkdnBddplopyl) PtkﬂfbﬁééMp}ronﬂ]CBE\Tamcﬂ%hExylet hyls -
benzenesul ph@n@de tmg point: 177°CY(from ethanol), and N -
cycl ohexyl ﬁ%lg '2 ?f“mbe’;zam r‘;ﬁﬂ’ﬁiﬂgg%ﬁr]w (bhewtly - acetami do -
glt Pr)élt )h;d f g?mﬁ# hgn}gﬁfﬁ’ ta| 1tt’)y benﬁenesmgac%ﬁrﬁ%en(m]azl &Ouﬁ er "l C) (from
phenoxyaceti N ac{r&d (ﬁhlsor ¢hﬂaeobvnzarmdo@ropy1]: ebem enesulﬂfbhleeNhylcyc!ohexvl-

benzenesul ph mnt2®76—178° ended_in 19 of 2N- sodi um
hydr oxi de s %] dfpn g‘" °ig§gfa 9‘%" yl) enes“?pgmyl %et%né“egjﬁld

0-5[eryy C, ii IUelnia&% DAL Bensh sapnﬁﬁi&lﬂ& EIQR\boheR Thexs

whol e was SEGOPC)ed for hours at room tenperature, t(ﬁlen diluted with 150
m. of wf“ﬂ (ﬁf‘l’l’ﬂ éo%gé‘*’?}@arh*ﬁwh@lﬁ repesiphonyl} ¢ Nf esveldberdd uteme filtrate was
acidified t(

methanol/ water i [4 - ([err]
phenoxi0 - agss L%B %Benzanbdo ethﬁrésu%ng nes%l&?hfna 1dwmef%ng2%oml 2 :

cycl ohexyl ur ed- t[huse obt—armxbdxzma -I’cﬁhyll)yslhabx{ewmohyf]r- nethathel and found to
nmelt at 25 cyclohexyl) - ure '[6an yJa)@pg })@‘lt 205—207°C) (from thq,n 1oaqqxé|ag ous nmanner,
there were ﬁ,dj g%f 181_3“’ OC) (fm‘ri“cthea d‘q; N ‘[hé’fy}]] N -0iBHYxy? acet ani do- -
et hyl )25 be mido -%kéy beuzc:rxesulphomxmlﬂkr (ﬁﬁln(xmuftl ng peeint:
114-116] err}é%—- $°|Ca)m rret hanol ) , 30
B
0.

mr'?:

err] - phenoxy .-

acet ani do - ?g D Jl)] lgenz esulph ngl] - N’ - (Sg@pethyl- met hyl -
cycl ohexyl )CycN UI‘[ a[ns (i éi\ﬁ %)t 8{; sulé:lfﬂﬁ hs &Ll)
N - [43 ( phxezﬂ(yﬂeltmg ﬂﬁ?xﬁ‘t M—CG"C’C) Hﬁﬁlhh)é enzehesu hon F}.]'B ?
cycl ooctyl - Furthermoremyexhe ferrgibit of AQ- (] Glbmzamlﬂtgﬁa 191?@1ﬁcthy]l)@)be@‘emeom
di met hyl f Or dﬂq%a CIOhexZiullS}?CYa;’llalte EI'C o tha urea ltmg gg‘:ﬂzaﬁr %98'[ am do -
met hyl) - . (el ting
poi nt 012 3@%@0 e i dh “S‘“& “ St "‘L‘lii‘ Eieh@a 35
point: 184—18§°4) (fro l) - acet am do - benzenesul phonyl |

N bu gg)\‘nhermon; thetehwla tﬁt@q h zc) (from
. ethy euzen onami ohex .
d' net hyl f or % d%%i é:l';]}am ido -« - me*hyl cthyl) - enzexf ﬁ p'ho lﬁwﬁ%cycfoheat etam do -
et hyl 4o betee ikidl PbiadY196—198RL) (frofimettrandlBdn YWherr using butyl 1soc53a‘xi£ﬂ: ohexgl ) - urea
(el ting pothat wasl @hint@ BE eorred dxr(ng o dprat hshlckorremmide [ wadedyl) , 40

N- [4- ([é‘l“g o]l;enrspywlebepyll rrn%\’%yl“éﬁm(ﬁeimg @E“ﬁyllﬁ9—16b°§hi%%sul phonyl ] -

N cycl ohexyl - wrea {qelting point: 184-186[err]C) (from
met han{ﬂ ) - [4 (B benzambdo- efHfft) - bér{z@iéd’uiphonqu?i nNran@y! anfldeolexydt hyl )5 -
benzenesul phon - N - c cl ohex | urea urea (nmeltin

lg f) ethyl) benz slphn ethyl tﬁaﬂpm nt
183- 184[6%9 { &E?’ I were supended in 2 1“3 o (Lerr] -
phenoxy - phligh fm 130 C503. T £ HBORE %rﬁ AR S N
cycl ohgxyl remdve@dy mmbm@exp@mnu colirn -Ab 36bn QF thk G)ssif -(SVGKTﬂetﬁﬁdﬁﬁﬂm ) 50
45 had rlsenl 1] la(ﬁ’CarlnaIw m; atieed ﬁ,vr cooltahrianag\/vas edded tThe Ned4-

enz on -
fromé - ;aglggc o ey Rl A el Pt de (e ting
phenoxsgacet am ﬁananaegdnymnncr,rlneazeaaﬁmﬂe@honyl] - N - (4 - ethyl 5550
cycl ohexyl )Ht-ﬁ aﬂgrge[? (ﬁmblemzppq:gﬂelﬂ(ﬂfwl) mhéﬁ%?gﬁm[o@ﬂ}] B -(Ar Bhvpylethyl)-
di met hyl f or % o-et?agﬂbenzenesu honyl AT QM eyimbedyBr 1 - <lerr] -
phenyl pr opi Qgpomte BN Fa Ry T ééw d é'y?rrel ting point:
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N-[4- ([err] - <[err] - phenyl propi onam do> - ethyl) - benzenesul phonyl ]
- N - (4 - ethylcyclohexyl) - urea (nelting point: 184-186[err] O
(from net hanol ) ; from4 - ([err] - phenyl propi onam donet hyI ) -
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from4 - ([err] - 4 - chlorophenylacetam do - ethyl) - benzenesul phonam de
(el ting point: 115-118[err]C (crude)), 5 N- [4- ([err]
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et hyl cycl ohexyl) z? Femifqnetivl ngen h°" > 11"7‘01?;3"}’1 fo. et hanol )
from 4 - [kerr] ane( r@E\fs ended TE§ &YAﬂ%ngmé:HP 2?225 %%Mé ere added and 50
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chl orophenoxyacet am do - ethyl) - benzenesul phonam de (nelting

poi nt : 159 161C) 60 N-[4 ([err] - 4 - chlorophenoxyacetam do -
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nmet hanol / di net hyl - f or mam de) ; from4 - ([err]- <[err]
- phenoxypropi onam do> - ethyl) - benzenesul phonam de (rmelting

poi nt: 148- 147[err]C) 5 N 1080405 ([err] - <[err] -

phenoxyprop| do=. s, celny enzengs] Dl s $but yl
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et hyl ¢ycl omidﬁlmg, mggai%f "ﬁi‘ag‘imn ik 3‘2&3‘?"% s b hy! f or mami de/
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and wcre i\slded 4nd the n(pﬁaer eous .<ac§teﬁcr yer waspshﬂmwd fiéryevagdada> - et hyl) -
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cycl ohexyl) - urhgal) ﬂ?{;&ﬁf’ﬂl Q- t4 ] %feé"rs’l’lﬁ’l)‘my(”f O & hgﬁ%}"lﬂﬁé’[ er) and
“ﬁae( ox phenyl acet am doet hyl) -
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d ﬁuﬁq t fi t td t.
IoeLienegt[Jleph on I‘? e?aigh%!:r méix% ér ieﬂ?t?%&(ﬁ?amg vod C(Q:P?E; ig:r:egat:tgd 60
188[err] O (fromethanol) and the 45 N-[4- [err - <[err] -
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concentrat ed hEPrmte‘?lPltﬁfedbteled cpme@swﬁ -aIHd (18 he4' F eslmdue»emsndct r exiagled 60

th 1 t engs alirey, |filtered syashedawithowpsar | dth
Wi lgtre agjf dnes?{’oTheqmﬁ V1r' sapomn i g F’i&’%ﬂ’jﬁl% coal _an e

fod
filtrate 608 4 - chioro WoSzdtadod] ﬁeﬁgglp orftfrom ‘Tet hanol
and the N - [obkained(Wa€ Fdid to n&hel’tw recrthalhzanon from & ¢hixture of dloxan and mcth-
1,080, 705  anolat 196—19&6%i doet hyl ) - benzenesul phonyl] - N - cycl ohexyl -

urea obtained as crude product . Yas found to nelt at 176[err]C.
In an apal ogous. manpery - heh& alm b honvll - N - [4 -i[err] -
phenyl acet am do - et h)&l )(t %be?l))z%gnc(gu&, 0 9 NP 0)7(:]I ooctyl - 5

urea (nelti ng pbihg of 4783 181® <e=yr mfidor- cnmyhetbhamedu)phonamnde (melting
5 omt 172 %‘@C P:met 1de[meé_l@ taigsd - byez a9t10n

oxydcgtic acl oritle wit - :
benzenegul phgﬂﬁ were uspend Y19 i, Yf Q’Q—sodluirr? lggfizox { oDt ﬁ(?q 20
140- 141[err] adetofd BrAMaiTBLN g o@-rlﬁklohexyllsocyamtc were pdded pw1 'I%E ] -“"phenyl -
acet ani do - @b(ﬁgﬂw s stlrlig@riifgehbguﬂ h(gowlte]mpedh[ure- thed' dllutemhlhyi(} ml. of

wa 1
Eg(g\:\/g:jgég) thonc acid. ?T[ré@f FTEIj@a113](’)pherxoxy E§.§:§£§? cgr;q CQE)] nf:-:?lf%m:m byﬁmOl) 10
N-[4- ([eEYTg]ili’-;%%ca EhuSC(F]blta(l)I}cg F\)vﬁse ﬁ:)c/riysta_llucd from me dmno} nd fo nd t% clt at 2ét hyl)
benzene - sul phbnyhl]alogOUNnannercycé whresbydined : urea 26 5 g of 4 -.
[[err] - 4 - ¢ CPIE% "gﬁé noxy garﬂpdg;hé'“ bemgenedalphonyl] etNh’y-I Hutyl - benzene-
sul phongym de "vie - finely ground
pot assi um 15 methyl - 6RrIoRAN @ca El@ng%daleq kkélcgé(‘tneseéfhonbl? and { he whol'e was
heated for 1 hoNr-H[at tphvey! - a]:&amndo - methy])bO!bc 1eﬁh@1cllﬁlﬁﬂimer Ht UEyRloock? - 5 g of
1 t

cycl ohexyl i %tg@ E"ﬂﬁeﬁ%ﬁ@ ﬂ%mlyéorawdl E/[‘Ma‘IClr)all{Il,g e
conti nugyl fo'ﬁre?(nﬂﬁ %?ou if]jgl)m meq'n ormam e/w e F rng t;;e
acet one by - [4 dn] aJCétQﬁ’[d £ ndA ﬁ eRr up . i at er .”"The
whol e was fi hrlt;etjnehhn@puﬂnt —f104°C) diof dlmethylformamw&&f) dified. e N- [4 -
([err] - 4" - cNI-dfogrherw | acetamidet amthylb- benzenesuipio ]I N’ e(ﬂh yingthyl - 20
benzenegyl phﬁyﬁk‘?m‘yll 'Res, i EnERoBie =1 n:@?a(f@ dgz > @Dd of 21 g was
found to 20cyclohexyl ure ettmé%&r?c 144€4 gy’%% é\lo éw rfe? thgnol at
180-182C. N - [4 - (B - cinnamoylamino - ethyl) - benzencsulphonyl] - W LE 27
N-[4- ([erlwei(mﬂlt'egm?gn’{?yﬁgfﬁufwmmeth ol), and benzenesul phohgyl% N -

- [ CRO m
CyCl oheyy! - -cy%§hc rea rin pom%m%E 1?3’ la?jf)romeg: ggno nzene[syrlp ny? err] ﬁ
ci nnanoyl am no y, .64 mssmm N - cycFohexyl -
t hi our ea, prepaﬂr®d4f-r(@mpﬂcnoxyé<{e@mrd]> 'ethSilan@EBﬂbélﬂ@l{&zﬂQdc (n@fify point: Denzene-
sul phonami delandﬁf‘ﬁo\,l ohexyl - rrustard 0|I mel ti n}g poi nt: 175-176C) was

di ssol vgg B xyl ureg&f&@ﬁm b prosuiplieny 0l Nt § @y, ethyh-excess of 3%
hydr ogen perd iaa BT ﬁd? 'g & ‘]@&f@gmeﬂﬁ! ortg‘!'(}l’dfor @%short.
time on a St@&[ﬂn@@&h\: 1351 465000 | the’ Separat ed Sulfur was
filtered of f, N hé4 widt &Wewﬂmwﬁanﬁ@bw bdhylﬁh&hiem‘lpfﬁﬁm i]he- n 30

filtrat wasf"ég‘}l °f (medringp ‘t“ﬁ d7 2-0&3%5 ﬂyrnil)@ amg N - (B -
| # - < °P1°ﬂ onyﬂl \I (;(4 | h& |
ci ggagg%/a??eg@%cﬁomxyn il rEiéY ds% ,gln ‘gﬁiﬁ L e [ elondtyl -
- ionamido> - h

recrystallizék- mlcfctomxyllwemréve(meihngatomﬂ,%4—L88£E’e)r(rr]nﬁ:met}$anol), v '
EXAMPLE 28 32 frlom 4-(8B- phenylpropwnamlplpmetl'{y]ar benggnesplphongride(neltiyd poitno - E‘t hyl) -
b enzenegqul ph SriY ]3[4 (B phenylpropxonar%éomethy]) - benzenesulphonyl] - N’ - cyclohexyl -

urea (melting point: 174—176°C) (from methanol) and the N - [4 - (8 - phenylpro-




N - cycl ohexyl - urea 4.6 g of N- [4 - ([err] -

ci nnanoyl am no - ethyl) - benzenesul phonyl) - N - cyclo- hexyl -
i sourea nethyl ether prepared fromthe thiourea used as starting naterial
according to Exanple 4 by the reaction of mercuric oxide in methanol at
60[err] C 40 (melting point: 133-135[err]C) (from nmethanol) were heated
for some mnutes on a 40 steam bath with 100 m . of
concentrated hydrochloric acid. The mass which was at first smeary
solidified and i nmedi ately crystalli zefoﬁo,%g er suction-filtration agg re-
crystal I'i zat ~er—+emrethanel—t ] ci-nnanoyl )
benzenesul - pionamidgimg benzdiesulphapyl F ey |- methyfegvhalt) aiu f ound to
melt at 183-18 4c:pomt45192—19¥l D(t,) (from mejg:an ﬁ%lmethylﬁgmamidg, sivhal 1‘w(‘:‘hlﬁﬁﬁ)%p\|\/|::o|_E 29
45 omtfmﬁ 54 Nl(l {; N (E4 &:rfllu;:gorlgrnfk]cetamlﬁ% eﬁgy&)et %mex&aﬂphmﬁp%ypsltm_g
benzenesul ponyl ]p N4 -8 - 4 ~ chlorophenylacetamido - ethyl) - benzencsulphonyl] - N’ - cyclo- 5

cycl ohexyl - ureaexyl urea(meltmgpomtlsé beP(Zb (fn( ﬂftlia}‘lol}anphenacet am do - propyl)

- benzenesul phonanﬁ" | %Ce‘amldo e YD b donmifretelt with 110

m. of acetone afd gin urea R 1“ %\2}1&%’ Esu g(gm}ét, n.and cool ed

down to O-5ftrr] GomtAns&_hl@o(c)e erat u fyf I'SO yanﬁte 0

wer e added dr opvm sTé MHH (Be- sIA rphemg:soba'hemdu)s tl$ﬁ§ .abi-dzeﬁesmhoka]l ng’conpl et e,

stirring ch h’f’?? @Slglﬁlf;?yhs ?utyram ffowrmclﬂemé)lahd)vm ng the terrper ature
. OI’V

torise to, 20[ er %ylgy urea traséégnelfﬁ%nomt ISI;a iﬁrom nie tanclﬂ)c,)n

sol ution wass aCl ffr Syéf‘n snd @lpﬂ’o e (melting point:

t enperature undeﬂB&@duﬁ@l pressure and the resi due was extracted with 1 %

ammoni a. 55 2’ -eb‘%t gt(ﬁci‘t Clmilaé?gé&?grlg@rf %t{béi ‘e@nmﬂt&lﬂléwmileeil‘%l thatyk - fucen rred was
suction-filtered m m Q"’? zed rQm t

et hanol andzonat erlexylg J:ag(i}n@lgn o LShbe ﬁ%ﬂ.ﬁﬁ&rﬁyjﬂd R 8 - o anal pgous
manner, there wer &N elj#ai Bedtinnamoyiamino - cthyl) Nbenzehdulphoffl L N’ - (4pheivacet am do -
propyl ) - benzeneslkgheiionyda)(trans){meltingrpoint : [PQ§-RO6CC {fremmmethanol); grrel ting
point: 167-168[ er r xlt 4%_ i(@) JE\étchlarﬁayn)amoylammo - ethyl) - benzenesulphonamide (melting

1,080, 705 25 N 4-(8-4- thorocmnamoylammo - cthyl) - bg)genesulphon 1] -N"-¢ ol - [# -
([err] - phenaceteay.dga tmeting Pyihe) 26608 Qﬁiﬁy m:de/ﬁa;:er), cycl ohexyl -
urea (melting point=- 478 erirq @)orf(cima@mlemhaﬂazzll‘é- benzenesulphonyl] -NN-(4 4 -

([err] - phenoxyeql%}lﬁﬁf*w’l PrOyrs) (meltng priat e Gt B3RSy (fom. digerhyliopnae | ohexyl -
urea (meltizg p0| I‘ I‘4] C)chlé E&ﬂ%@ﬁhﬂ@noétﬂw) 5benzenesulphon 1] N 5 [4 - 30
([err] - phenOXYﬂCEEtﬂfﬂyﬁi&)exyI‘pf QY kkans) (REIBAE pasHI RhOMUbE) (o methabdl) -

methyl- 5 dimetbyHotnpnale) I - urea (nelting point: 161[err]C (from
et hanol ), and ekfffm O‘fm' [ go ch{ qi’f“ﬂ(‘[“@i“fa"]““‘m’“g heﬁ@k]yad’é‘tzﬁiﬁ“lj’bonamﬁ? opyl) -
benzenesul pisonyl ﬁm %“f P1<‘,3 3|;lcmnamoylam1no> ugtﬁ‘ﬁ) (mieﬁésxﬁlgmml nfq 35

149[err] Q) (f ronayataﬂa@,mo tka {melting point: 167-—169°C) (from methanol),

EXAMPLE 30 10 - [4 - (B - <B - Nethylfizhamoy(a) Doxstm,e-tlamenh&nmtvyll JN¢ -
benzenesul phonyl l]utyl ﬂea (néelt‘né gomt 12’;2—-—-1 HJC) (from methanol,, b}g ﬁ

cycl ohexyl g Ureg . pemyicyclohesyl: -m vk (e mmo bﬁ?%@oﬁ@ Tl ) - 40
benzenesul phonarrﬁdem(r%fezrco n u? ( ) (melting -178 prepaf' ed from4
- am nonet hyl benzéhesut ghom'ﬂn dehwa(mharrmemm a{:e N - benzenesulphoxuﬁl OR{ de, were

suspended in 200(4n‘lethY4§V°1(é a(tmis\s(msla anghit h a 15
sol ution ofgs4 g @Jduﬁo%?&u{fnb yé’@xm‘]@v fppag amxno Ofe rgﬂxas ongmide | eag
sol ution obtaine - <a - MBREAREEGHAmGL SPWNLES vﬂzhﬂeesrﬁghb,rynl ngr and at

room t enper at ur ecydighekyl gur@f(nﬂyng whexys—177.5°C) (fronsotyaat e. Stirring was
continued for 2 hoLfF jﬂ t{ﬁ@“’b‘ﬁb@‘lﬁ“%ﬁéfﬂ*ﬂm@h tbﬁ’é*?“ﬁe’ah‘t“%‘ﬁt (melting

pr oduct hadygal r S8 ategd %Kg‘ggm d it D NBLEERAG NG ochl api ¢
id andcy8btetyl omeaf(}n megrr;-a Ta.e. e gnoxyacet am donet hyl) -

benzenesul phonyl | N-- R0- (8 - ¢ - ikthylphensesa |- ethyliF devzenessiphoopihd NV o (hel t after

recrystallizati ﬁlggﬂqum X g émeking pz’elt 173——17>°%1frhfarfbm°ﬂafﬂfermamlde/

di met hyl for m I ]‘472ng£ 1 hg@x ac 1do - ethyl} - binQen@sﬂl ngu 4 rm‘nn%g

there were %Et al @@chlohe){%l) - urea (r);lgltm yom 195 h@ Qfxﬂﬂf\)klm E

benzenesul phonyldater);N - (4 - isopropyl - cy cI ohexyl) urea

(nmel ting point: 18@10@8*2-[1@{-14 yloroahqux@getafmdo ethyl) - bmzmes[xlghonamldc (meltmg
61°
(phenoxyacegan dg g}jﬂ SNASNGSMAANOIN - confl) - beak QBB - WM 83 35

(el ting pornt: c.Jy e E c@na point: 174—176°C) (from dimethylformamide/water) and
EXAMPLE 31 - (4 -~ (8 N ~ chidrophefogyatelamido(ethyl) vEtteheneyulphorgtienyt aciet ami do) -
et hyl - benzenesul phonyl ] - N

cycl ohexyl - urea



30 17.4 g of 4 - [[err] - (4 - nethoxy - phenyl acetam do) -
ethyl] - benzenesul phonam de 30 (nmelting point: 134-135[err] Q),
prepared from4 - ([err] - amnoethyl) - benzenesul phon- am de and
p- met hoxyphenyl acetyl chloride), were introduced into 200 m. of acetone
and an aqueous solution of 2 g of sodi um hydroxi de was added. Water was
added in such an anmount that a nearly clear solution was obtai ned,
6.5 g of cyclohexyl 35 isocyanate wer e added dropwi se, while stirring,
and sti rzrl ng was continued for ?8 I 35 A smal | anount of

i mpur i t..l._es—a,ppea.r_ed_as_seu_d_ i i a ution

t ur bi d. Thesethylmolqheuyl) esurdaj {nfeking ghoiod: f lm—thH"ijthrmmetlﬂWdfmeth'&lF ate was

treated wt IfPr ig%; and }édrochl c ac 15d and t resul ting
benzenesul p %{ ?‘fﬁteéﬁg\h %gb%tﬂoi‘ Fopionag - ethyl) - benzgnespiphanamide ¢ - o 1o

| i qui dsand §takl zg ;ﬁmén@i&b@hb&ﬂxﬂio> T&eyl)l\l benieﬂesmplheyﬁ]rl N -(4 -540

met hoxy - phﬁy‘lyh&é:eﬁeaﬁigdﬂl)t 13%t1hYAC) (fromb&lflﬂﬁm)esu phonyl] - N - cycl ohexyl -
urea 40 N-[4- urﬂﬂeﬂpvaelpftamaip> 66‘3 ?CFS%’HYH - N’ - In an
anal ogous rrﬁ) Fthyl Y ’é’l)\/\e’r""é (BHE% By 308 204 rom ol/dimethyl-r or 11 - (4 -
met hoxyp - 3: &N dQ) phenoBh gi)mh%el- eth nzeeiseémmhg@pyh} 10 '
- butyl - uKeaet(\mtmneiyg pﬁdaf‘(trans; idg3firer 249G)-2145C) (from methanolN - [4 - (4 -
met hoxy - pldrem Vlévereatnaqlw,donet hyl) -. benzenesul phon?/ ] -.N - cyclo- 45
hexyl - urea. F eﬁ‘t"yprmanﬁf@h[é’rﬁw Ly bengppgsulphonamide (melting”™ \ . 4 - (4 -
net hoxys - pﬁel@)ﬂ ACE %H@n@g ?ijla)mdomggﬁ%%ﬁ@d&umﬂﬁﬂw IN’ = cyfohexy! - 15 butyl

- urea (nel tutengnenmg péint: 176L=117<%) @fok] fhokhanol /dimethylformamide) and '

EXAMPLE 32 50N - [4 - (« - phenoxy - propionafhjdomethyl) - benzenesulphonyl] - N’ - (4 -

[ 4- (phenoxy ZEeX ‘%lOEFéH%sr Hyee) Gekioe Aeiet | 9P’ (rm dlmethylfﬂmamlde/ 50

cycl ohexyl - UP'E; om 4 - &7 phenoxygngyrgmﬁtt) I\!thyl][ %enzet(e&i}ﬁ&ﬁ?ﬁﬁﬂ@%‘ﬁetltﬂl@ dongt hyl) -
benzene sul pdﬂﬁmyﬂsi-—im ur ét hane (nelting point:

163-165[err] Q¥ -pi4epé{3red<;f|=@mn¢ uts(r ém?oxyf@hybt mmmrwu) N -
benzenesul pl‘il'gb? i E lté‘ﬁlp f;‘((;)fl e j,n fhe presence of

. - "eth F& zen sutl
pot asshsim 55, el euk % rg? A8 ihitedohby;bat heswi th 5 g
of cycl ohexyl afbmier U Llbedkylody rbonamldo - ethgj EébEnszBdu[p axﬂiaesgmdna;é ormed -
(el ting p0|pmt1t 11591536@[ err] C) from whi ch et hanol escaped. The
tenperature YRbe e N erckilthat i on of

urea 1n Olﬂt — 01 I’
the reggtion, th éﬁ%@ R Eagtﬁﬁ ﬁq‘%’t‘bﬁbﬁe B DL QECldaS 30

f'D

recryst aI I i 70k ui‘grpeiﬂa a20—122°C) (fromilinthddbiFan@fthemet hanol' and di nmet hyl f or mam de.
The N - phBEnoxs advemzalmydfmlrmfmh ethylp 0 benzeneb@hmlﬂnesm plioryl] - N -
cycl Ohexyl e F lc;@rrtlgl: enz ox cgﬁlggg p@?‘ ;[nlv:7 ¥ prz(e?lesu?pﬁxon m?d (m 1t} 60 30
1 080 395 156—157°C ¥ ¥ am y 2 € ¢ E;(B\WLE 3335

N- [4- (phemoxya&e{zﬂmyekedmﬂmn}myl) b&ﬁbzneaﬂ;ﬁxbﬂyg howy legclohexi - urea
cycl ohexyl (mfdwreazomt 170—-171°C)(froanghzmﬁl)A - henoxy - acet am donet hyl ) -

benzenesul ph%l [4_- % b‘“‘!ﬁ“‘eSulph"“y1 [erefble  prepared
from sa (P15 éﬁﬁféﬁl{ gﬁﬁf ethyl\ % 8‘%%*% 'nﬂgﬂ?%rrperature ina

pot aSSI um CYanBL Ea (WedsEmagiad g; bor |
m xture fromf4 -3B0 mrbnyln@fcantmbemmm -aaﬂd‘)Sanrmbnesutphommﬂe) taditimgl gl ycol with

1.65 g of gP 9—'142 C acetic ac ,ohexyl ami ne, while
stirripg. Tiﬁég aiﬁ :ﬁﬁrﬁapﬁ%@ o® 5. %enz?“gsélﬁ?"é UNdEYH r eduged

frommthan
pressure, theNrk sl-oi@le mErEdpiohU’c@ﬁh &%@ﬁho@md Naf tugy - 10
suction-fil Mreatmehmg pcamd 124he125<€a(ﬁonnml ndb)duct was recrystal I ized from a

m xture of 18- [4 - (8 - phewsimemgapsPaceitmeldadi pbxbhy bdnesnevelphionid] - Mie (N-- [4 -
(phenoyy - l@ﬁgﬁ” f Hi7p frans) (melting p""‘ber‘\ erdd sy ;Sfﬁ%mthﬂ“r{r'a- cygl ohexyl -

urea was fou /t[q @l 1 pradyindef@pidaleln@iid ] Lehyl) - benzenesulphonyl] - N’ - (4 -
EXAMPLE 34 ethylcyclohexyl) - urea (trans) (meltify poink:4 193—(1p£5oC) (fronc umraﬂmyd:@m no - et hyI )

blenﬁenelsm l ]- [B ](? phenylmercaptopropionamido) - ethyl] - benzenesulkilgnamideN 7.35
cyclio g3<y m gu omt 113—115°C) -
g of N - ylL <p phenylﬁ&&b@ﬂ@ﬁi%lamlﬂoyr ee%xy D@erBentsuhdafl) L he SOd' um
salt of 4 N’- ¢y[ckalie|le CleN(@itBY poiitl M0—16Chtoth meth n,zenesul phonani de were

suspended i n N-[4-(3-508 gphenybpereipiapretigphride praretholk - Aendenkselphoarl] for 6 hours at
100[ erg] C, Wy (% fgff‘lywﬁbﬁa“‘) THep (trans) (meltnggomg, 152a1 3 PHfomastimnin dltjé)ut ed with
a snal quantwtmof(evmper phehyb@erWhehrEpidaRids SNAaKEd b&Renesulphonfd] kal i NE Wi t h

di | ute sodi ovh-kwydnigicidibe:sh ukd @Ensp@EIHAR Soidt VW $08-15 IPal gromatkdthawdl; h et her . 20
The aqueous phase was filtered over charcoal and acidified, the
precipitated N - [4-([err]- ci nnanoyl am no - et hyI) -

benzenesul phonyl] - N - cycl ohexyl - urea was suction-




filtered and recrystallized froma mxture of dinethylformam de and water.
(Melting point: 182-184[err]C. 25

EXAMPLE_35 25

N-[4- ([err] - 3,5 - dinmethoxy - benzam doethyl) - benzenesul phonyl] -
N - cycl ohexyl - urea 18.2 g of 4 - ([err] - 3,5 - dinethoxy
- benzam doet hyl) - benzene - sul phonam de (nmelting point:
151-153[err]C, prepared from4 - ([err] - anino - ethyl) - benzenesul phon-
30 am de and 3,5 - di met hoxybenzoyhgqchhori de) were conbined in ;200
m . of -dcet one—~—-%&—~——~-w+ﬁ—a—se+uﬁ—m—e+—2—g—ef~%&mm+yd+mde in
a small quantity Téff\mt‘er[ﬁ Fhehlagbpngyingspraptoacetamido pfthwat kepzesgadpherspide nued

until a clear softiaRoHad f | ohe
wer e added dr opwhsEod he&ﬁoqié é%%%ﬁmgﬁéﬁ b g‘i%fn%iﬁ/ 5}5)4 ngn%%@%% Fing was
continued far - 4-2(8hotun$lca>benlzmmapﬁmama«t uetkyl) ~Aezbriegiphonplle®’pi t at 6

formed whi ch was b@ﬂcmreaﬁneﬁtmkp@mtedi‘wﬂr S3K) (from meglmndl]s | t r at e was combi ned with
wat er and hydr OCE‘me‘Pu ! 01atc ]g 3Th‘é“*t?f"éc|pb‘i“i’lécfté'ﬂ’dﬁrcféﬂ¥et‘ benggnesulphonamide |\
suction-filtered agd fs Clgys Prhe'tt%%ﬂ braMRastiyh € RizRiMANsl aRd vater.

The 0N - q[cﬁhexyl( Elﬁﬁ (nfettingpdint+ 19D-NIO2ATY Ko <timnzamidoet hyI ) - 10
benzenesul phonyl ] N -N4 --(8cyXt gmthOXY Phenylacmq»hthyl) ub@aﬁnwaéph%ﬂnde e nelt at

184- 186[err]C utyl - urea (melting pgjata AZ8amid ﬁgﬁﬂg?a“g re were gbtained: 40
N- [4- ([err] w4 If%ma[hyu @cmnp "r’éi e” ?a%a eﬁiﬂfﬁ’ﬁﬁé’ﬁ aonyl] -
N (4 - M0 - [4et @yl 3~ Baek p l3ceramidbe@) ( rBEMerleEi@h&@l]n-t N’ - 15
209 210[err] Q a(ﬂd- ethyl - cyclohexyl) - hea \Iildtmg piner 17—15BCh (fromd¢thapolfrestey); -

benzani do - ethy l%’ﬁ f‘°‘15)(§nfﬁiggg‘mxﬁhtﬂwylfcewmﬂome_thy) benzenesujphengpude (REOE (el ti ng

poi nt:  178-180[ ef hox - phen 1&e&aﬁxﬁor§eﬂ@])0%8{i§msﬁlﬁ:%§lﬁ bﬁ h“c{zc‘i‘o were

obt ai ned f gom 4hexy1(— re5(me1 ethanolﬁn@led@nd- net 20
benzenesul phonam e -(i#et (3 ngner.hmyn{ pheﬂﬁ@eti@d $neprhy C)bcnzene Sulphonyl] - N’

45 Nnyl a(n(&%mgpqmtdg (fromsehg X %ﬁx
benzenesul phonyi J, %“IOC; O R sy e e B PR bl

160- 162[ err }0) , [4-(8 - enylacetarrNi &r{é&byp Géﬁzéesulpﬂhﬂrt RoXy - purf€Rkam doys-
met hyl) - benzeneﬁdulngbﬁﬂyl 9—=18D8C) {fr ethanol/water) an@{hk - cycl ohexyl) - urea

(melting point: 190-192[#&F phylacetaiigo - propyl) - benzencsulphonyl] - N’ - (4 - methyl -
EXAMPLE 36 cyclohexyl) - urea (inelting point: 186—187°C) (from methanol /wat

b
N- [4- (33 ne i nré){ rom ;I a 4'13%& %@ C%aenﬁz?a nf;r(ﬁglonafnﬁm fropyl) benzenesulphonamide 3
benzenesul phonyl - (8 CYQl qhaiyy;l» - progio@hido - propyl) - benzeneshighd@vipt N4 -- (3 -
methyl - 4 - chl Grobehvszamc@bmlo hyte} (meldng prien e6T() Hivova medigol/ water); (melting
poi nt: 204[err]C ZNdb%;CéF v ienpyyacEpmidg) - Prgpy! o beerulPBamidR (pglting of
2N- sodi um 5% ‘f} Sheo? SU&JHQ& B5byn BberPenufphdnlif- NP -G Onerfipf €1 OhE3gY !

i socyanate were s,lcraudxyi) aﬂﬁ%ﬂcmn Point: 137°C) (frodlr;ﬁuamhﬁ,ame ile stirring.
Stirring was conti nimlde-Gr-(B- Hotpisnoxh |- rogiohapydon gropyie- benzenesulphonamelnper ature

to rise to room uﬂéﬁ—ﬁﬁ"é:)v\hole was_.aci di f with ﬁ ?y%']ochl oric
acid and thg sol y ﬁﬁ&g;ﬂg@‘rf o5 )ﬁi(’ﬂﬁr’:-{g‘elrhﬁﬁf?&gt BPELRETE] " The resjodue
was extracted fmm |, R 0r_ais‘, pym/asoe@@ﬂempi,med and t he
preci pitate was armdﬂyrsttlai bquzeéﬂzf’@)om 60 et hanol addi ng a smal |

< gnoXyps ido - propyl\ - benzenesulp 1] -
?_ugggl t7)6 50f wat e& g\gétlle;[;gr(lg ”greap (melﬁng point: { gg%ol(l from ethanolyand the Ll |

45 - [4 - (B - <« - phenoxy> - roplonamldo propyl} 2 benzenes l-’ghorxyl] N Pnogn
anal ogous nmanner g 1 h@memmylygbmh eling point: 18050 ffrdnfl methdndl/warbRtday| - 4 -

chl or obenzam donet hiydn) N-- belyze ﬂ e $wbzpjsl0nwdla}:etm1did pro;(ylb --benzenesulphonamxde

met hyl Cycl ohexyl §me1nn q’i% ?:5 ngl;l np01 nt : 80 r r {P om e ano
hl 1] c
from4 - ﬁ{) :] élrea Qﬂ E)m(r)\l; 1;2 gﬂjfegxﬁ‘ gg:L ﬁ&' 7 "9 50
N [

benzenesul p 1[err] 0,

5 &[err] - EesMyyt 25 4 - chl or obenzam doet hyl) -
benzenesul phonyl ] - N N= 14-(8 Phcnylrracetamgylethﬂ)u‘?cé”&mel’dﬁ‘l"%ﬂ]rrd" poi nt :

cyclohe -~ urea
178[err] Q) (from m:"; gﬁ’fr}@' ﬁ‘n l atham doy ethyla Q\Lzenexuﬂahony{][-%;eg 1me1tmg - met hyl
- 4 - chl Orﬁjenz 'fro RIAONMIe! obtaibd from 4 - (8 - pheY Oh@s)" -
urea (nelting poaqadamlda84[helr) F b@)zer@‘ulpbcrmneﬂhardqiotawamew naahderaﬂiewted under
[4 - ([err] - 3 reﬂ meth hy pours, ﬂc SEP fécggc’ﬁtrﬁef |° tolue qféghonyl ] -
N - 10 re ctxon mi T&Ls rfgcr& redx{tiA fntd § trell [err] C)
(fromethang) ); with 1 litre of 1%, aduedda mnm ﬁltere overcch EbElOand filtrate
met hyl benzam dopwepycidified. M&nz&ﬁashda@dadwnndbanol and the N(-nf@l 4 {8ngphewi Rt :
159[err] O): N-[4- ([err] - 3 - chloro - 4 -
met hyl benzam dopropyl) - benzenesul phonyl] - N - 15 cycl ohexyl - urea

(nmelting point: 209[err]C (from ethanol/water);
15 -



from4 - ([err] - 3 - chloro - 4 - nethyl benzam dopropyl) -

benzenesul phonam de (nmelting point: 145[err]O): N- T[4 -
([err] - 3 - chloro - 4 - nethyl benzam dopropyl) - benzenesul phoryl] - N -
(4 - nethylcyclohexyl) - urea (nelting point: 151[err]C) (from nethanol)

and 20 N-[4 ([err] - 3 - chloro - 4 - nethyl benzam dopropyl) -
benzenesul phonyl] - N - 20 cycl ohexyl - urea (nelting point:
168[err] C) (from et hanol); from4 - (2,4 -

di met hyI benzam donet hyl ) - benzenesul Phonam’ de (nelting poi nt :

202[ er r¥C).: - [4 - ?_dinethyl benzani donethyl) - —
benzenesul pkteﬂaxyﬂd],ethyl)Nbemenesy@hdamxw cycl&&xyl urcd!5tRinel BRIridk BAAROI Nt :

197- 199[err}vts)fot(1ﬁroomeitet17a?(bl 25

- ap a 10 us m ¢

f:rglmtldf ([er r&; D rz s ﬂmge‘é ﬂé‘ég&iﬂg’ﬁﬁibenzcr}cm/phgrw] nzeq&séulphonam ge_
( 39 urea (m ln anol), 5?

di met hyl benzamm }henylbeam su hpn O&Akc},esuxprmnyn ny%meﬁ& -

urea (nelti gl g)prmr IQBSlHE%O)If@)nn(xdthamh)mMch et hanol

di met hyl f or ma gﬁ lzel etglgxdo ethyl) - bewencsutggonyl]( [I\br‘-r(‘] -.me@ylﬂ{

di net hyl benZP4aid t‘ﬁi? ““gt?é‘ﬁtzelﬁ SR RSHSTR ethangp- - 30

met hyl Wycl ohexyl) - urea (nmeltingxpinbs 177[err] C (f rom et hanollp; and
from4 - (y - 2, 5 N - di-rfﬁt-hyhbbmmamlel&puamﬂyh) metiyépaliesul phonanmi de (el ting

point: 141[err benzenc sujgthanyl] | & r YCIDhCE’ISUEa d| me hyI benzani dopr opyl ) -
benzenesul p g of 4 18 - I lg)'ig%}‘? '“ ido - « - (‘?ﬁﬂ%’ ‘fjgﬁf int:

1dev @Il Xc ofac e96g & sur?
184[ er s O) rlﬁ(ﬁm 1133118 5,6 while stirring, and the whole was heated for 1 hour at the 15 35
EXAMPLE 37 boiling temperature. 12.5 g of cyclohex;Nlsecyﬁrﬁte-we(e‘[aﬂdeﬂ]dropwﬂe andnsgitriny| - 6 - chloro
- benzani dowas @E’Wj}q fon 5 hours at the boiling temperature. After removing the acetone by

met hyl o5 6 penGdAbsQib®bnyl b@ﬂ SI\Qxy‘I ure r%%frycd in %ﬂﬁe&eﬁ Oblind 49 am de
(mel ting poimet afted réEystaliBhtdh irhronethiiorst bedatiezbct or 1 hour at the boi I | ng

tenperature 40 in 250 rri Pgé 27acetone with 13.8 g of finely grlound
pot assi um car bonat I 643 g of cycl ohexyl

i socyanate were a 54\,\,2 %n?a‘inoﬁ m ethyf benzencsu@a ]ntl nued for 6
hours 2f& the bmlsdmpﬂtganQrgpmn\a.tMr.Qe ahlemaﬂmnmn&chmsbduﬁ‘ésunnhcﬁﬁ] of f whAder .
reduced N’ - cyclopgzpls ghipwea, priogaredd mdhe(ﬁwawnina’k‘ewdm eth!d) digepgae-3 |itres of

water, filt *§18“ R @clphexy me“m“ c:s Ceandisyyedsi | ut e :
.~ hydrochl ori gj@’ﬁ?ﬁfg 31019 &ﬁ"é“hﬁﬁ%‘;"gﬁ,‘é&’iﬁﬁ snaf T‘%i‘éjfoﬁr‘ gerr - 45
2 - meshyl theGepara€h|sGIF® was HiRdizda o, dRe whoRt ¢ canﬁcdbﬁﬂiéhﬂt@é‘au shoayl ] 30

cycl ohexyl filtnaeesas acidified with dlbl!rt};adrn@bbnmasi %‘brclﬂ i &h- (6 1 dnermedlaminashed wi th wat er
and di ssol ve#) n bagmaniphy Yléwfrbr‘ cyclohexyl - ure 'it;gg»‘ £ i dr §opd HediR.  Af ter
filtering agarh® TR FfHe

veneenesul piKECIGERE ngé@?ﬂ 7, G (5 b
T

AR EPWE 5% Fi ed and, after
suction-filtration, the crystall iEzetrops product was recrystal i zed from

~methandl . 50 I\/bth-l [ﬂg(lbmlmmoyamsw ZGJHV[I)erbpqzcbcsulphonyl] -

50 | ogd¥ W?ﬁ 13{

1 th Z 1
(rom e - (1 gpef S0 G halFE SR
benzenesul ph@ﬁk&iﬁg @Examplc 4 by @B @eadion ofBfichytic nx:&‘ey& @hﬁb)ﬁ aﬂ@@@yanat e,

N - [440 ([émqlt]ng pomt - I%igetllli f)(frcﬁn mg;tbgﬂgbmre- hebxgchﬁoammbommgr - 40

benzenesul p W%f ml. of |pncentrgter 1y Ffé‘? act ‘;13 whi }Vas atur ea (nelting
. D€l I f

poi nt  190- eﬁgﬁﬁmﬁfﬁw@mf il Sl anal ogous

manner, t hebﬁbn}’l@[ E’ t1oe£}@ area obtained was found to midt at 1B 184 er r] -

di pr opgiy - benzam do - ethyl) - Ebenzenesul phonyl] - N ‘B

“ cycl oh - urea (ne]ting point. XW’QE r mrrethanol) y

"reacting 4 - [err]ér:ﬂ:f‘l'g 'ghcgacetﬁmﬁo'ep; b%f/e(%?(sh%ﬂ’égmﬁdb - ethyl) -

- benzenesul phongang de4 ( el ﬁﬂexﬁgetdamontprop@z@Shcrﬁ&esulphonamx&ﬁ(?x{cmhg pdigr: Wi t h

" cycl ohexyl u@ﬁ@yuqatmbnachduth 110 ml. of acetone and 27 ml of 2N-sodium hydroxide

60 50 solution anq cooledjdown ﬁ ‘II At ‘3‘556“1?6’65“ %;ghefyéﬁﬂaﬁapteo - B¥thyl) -
STIrring

benzene sul {i\j dr° 'se’w ﬁ“@@ﬁ;&[ﬂﬁ urea from

opw
hqurs, while llowm B tem o rise t
t he above - mal R cidlfied, me tohe was removed at msxycl ohexyl -

[ socyanat e, tWMe n@dgp o¢daded plesiQre McQ{hemsfjit(é)w f:mammmﬂhwacain)npmas wel |l as -
e extract was acidified, and the precipitate’ forme F% tered and re- 55 N- [4

32

- ([err] - §fy§§ﬁ‘§eELaﬂﬁ’g 3 ofe ,ﬁ%tﬁﬁd@‘%tﬂﬁm“f ! zenesul phonyl] - N -
n - butyl - urea Be- v @ehzeduphananinde ,angynuket yl i socyanat e
(melting  (melting poxp@ulﬁl-l@%{&&&ft@nm] C (fromisopropanol).

" EXAMPLE 38 5 N-[4- ([err]- 2,6 - dinethyl - benzam do -
ethyl) - benzenesul phonyl] - 5



N - cycl ohexyl - urea a) N- [4- ([err] - 2,6 - dinethyl -

benzam do - ethyl) - benzenesul phonyl] - N - cycl ohexyl -

t hi our ea 16,6 g of 4 - ([err] - 2,6 - _dinmethyl - benzam do -
ethyl) - benzenesul phonam de 10 (melting point: 174-175[err]C) and 13.8
g of potassium carbonate were heated under 10 reflux for 2
hours at the boiling tenperature in 200 m . of acetone, while stirring.
Then - 7 g of cycl ohexyl rmstarlthe%s were added dropwi se andyg
stirri ng was. continued. for 16 n’llrc gi___t,_h_e.__b_e_H_Hq,g._t_eﬁcp.e.F_a{_H.re

After concentrati on- L[mel@ﬁ rpeaxlanetexdxdpF@mﬂ]r € bengdnesulphonyl] - N’ rcmhdub- obt ai ned

was di'ssol ved alireaq fl ES aboyt. 3 | ter. The
15 whol e was_ FP?}%& fgé%f ﬁﬂp% Tl?ef’fe%ers‘g@mémd the l‘?‘f’fyirl\gt e was
acidified gith d phenoxyacetamldpy ﬂ@hlbgfzéxﬁsuﬁﬁdnﬁl] oL (4f Ukkdr@r 5
purification t h@cmexyl)[ 4rea (nfefitimp pdint: 1@°6) (fro ietmiolyehd - benz- am do -
ethyl) - benzenesuf prﬁbnfﬁll phenqyyacerany Emﬁylbﬁwwwwyl\}\ﬂéq dirsdgbed in 1%
anmoni a and, afFedmelineHomt YR OMre 8%t i on was acidified with hydrochloric
acid. After suct i on- fil trat geResddoyi Ng and recrystallization from
met hanol , ®he crystal INz§i f(phbnm'ﬁdukﬁiﬁorﬂﬁlyl) - bermssulbluyldl - NO- nel t  at 10
171-173[err] C. cyclohexyl - urea 20

_ _ idome su h meiting point:

b) N [4 (1 ei 115 prcpare ;]riolém{ ?ﬂmmonﬁe éﬁ)é: tpﬁ% %xﬂy E phenoxyacetyl
benzenesul phony, 0r1ac. cn, suspended in 200 ml, of 4 3(3{1 enisioH [wW@@combined with a 3.44¢
of mercuris chl Qlutiehéof W loBsotiing Hipdrakeid i 60 rA0uf Rebater emfi tan@d @dar soliBorbobirined of ARk
sodi um hydr oxi deers addad ideopwise whileastfriing agdt @pwm;ﬁ;etemmmtqr@ 15§ jgrofj oy OheXD’he

reci pitated 25isocyanate. Bfring wag copunu ferchofro “”E ‘i;‘f;ﬁ e of
P p . ct ha:gig df\: rﬁnpltatb%was rr‘gune v!rafnr a:}‘ nc
40[err]C, with l2Ed,qlsslucgw { hInoxyace 1domethyl) - ben phoﬁjs‘l thyl -
benzam do 20 et hyt cycldae;_mzemeﬁuhqohﬁxmy o]melt dNer recrgylizodva a nithirof ea 20

di ssol ved i n 20mevhanol@fid camﬂil»kfpmaeldgﬁt lé@ruaZP arts of 1N SOdI um hydr oxi de

sol ution and Ina“a”ﬁli“ 'ﬁ?‘ tain ,coptinued for 2 1/2
hours-at 40- 50[53&5}]1%, '[ﬂe% etaﬂn;doi’géhylgiot’é;’ Zfﬁesuﬁppcﬁylng%obggl SERTRGS
suction-fijstere omc Rmidonsetrig) |- bq:uam;mpmhyqf M@t Rébutyll hared0 25

filtrate was cl afeirﬁlggdntwli%kéh‘%@coal and aC| dified wwth dilute hydrochloric
acid. A 30 itate Rpam
benzam doet hyl ) Eer@eﬁ%s@l B‘n&m” henylci\ﬁffetgido)ur&%&l? b“nzengsﬁgaoxgg - urea was

obt ai ned wai ch Wa8173LgCJf iong £ il oo - mia&dwud J’bthljﬂt—&:ﬁnzaﬁﬁlphonamxde 30
recryst aI li zed (oebing ebiftandd—13CRE) pnemi d U\mn‘t = (A9 imid @By b r@)nesulphon-

c) N
- - - ampidegand yﬁ:{c{; la t -
N [4 3 err] ?r% gL Fny ?Cga’éf 9 ium‘-%af l?%d‘%&n . %ater was %}g g)honyl ]

B 5 m sugbg hat a. Iy aé ée + sol 06' Mé.s g of cyclohexyl
35 atg 20RH QMpWice, PileABrrNg afd &Mﬁig&ﬂd’ edridusd 14552 Wburs. Of 35
nmet hanol . The V\h(} ell wasnt of 1mpur1txe§”|@a¢ae:d ab eolid Ppreirles] vichehderkrbthe 40111@n g of N -
[4 - ([el’ r] - 2“@"1 hTaFS qtp)‘}pes _ﬁlt t ? tlon, Taie was tx;,e}:tce};:l \;réi?d:vater and

m rea A
benzenesul phony Zgr:');te rf}j X‘Sﬁcrygral Ti E}mﬁ ﬂh '§IQ:|IV d[-’-l»I %ﬁ ﬁ of
met hanol agd methoxy acet LQih@lf) WehRnad -chladhe@m mﬂza was 40
stirred for 5 h@urfmnditon:kﬁael’tiﬁ 8°¢he rrercurl c sulfide was filtered
off and from the fl%I3¢ FRBIE RETN: v ‘“e y
am do-et hyl ) - begze%‘gﬁ g.yg AN QE"F cetainglo)sb%? té}a Iben{zeﬁesrlphO{lQ£r Was
precipitatgd as - [4 - (4CT fesH oag Ith@Iab@di’ru@fn@tdﬂﬁibebzync&mjhbr[ym-I‘{[Tg cydld h wadser .
The subst ance V\/B&ylsmfbh(xmdl’tmﬁpchﬁteﬂ%?d—laﬁfd:), and dried. After
recrystallization NroM eﬁ‘hglme%’ﬁ’:} aP n§$et%}§°n?eﬁ’éi%d qe'éie’fﬁ"ﬁ‘llpchmﬂt] 1¥6-138[err] C
The sanme subst aR¥8 - HEY BES BN Ada By Yeact i ng
4-([err]-2,6-dinmethyl -benzam do- et hylgksmefd 32 benzenesul phonic acid
chl ori de \MS(I h N - cycl oheIxMl-(plswyaeaam1dmthhl))ﬁenzencstlﬂhsryl] -N’- 45 50
d) N-[4-([err - - i
benzenesul phony .2 Hef 2 “n; (e 3‘*1: e }%’;a:&@;’::ﬁ;s 3.7 g
of N- [4 - ([ Eé' enesutg axfild aﬁlﬂ%ﬁ% ch a&d Rythyl estcrbx@ﬂxé%&&ﬁu: dﬁlﬂﬁtﬁk)ﬁln]m N -
cycl ohexyl s5 i sadiboade in xmbdayherehcheﬂ omer eil helatwel 5 fgorf cfclomxmlart}l:es ugih2a st #Bam
fi 0 et

i s o Tl R R R,
precipitated N e:[r ac on. Jh SZD \.d an l-b@ action product w gido -
ethyl) - benzen ;LO; and imethyBoHmhiii N- [4r @aenwgscetsmbm@m)-
filtered, 6ai tuuaa;h@ekumhdnh] Wit edyclatia)l ¢ @carwes foadd b meldatfli®ri7eéthanol . (Mel €4 ng

point: 191- 193[err] O).

EXAMPLE 39 55 N-[4- ([err] - 2 - nethyl - 6 - chloro -
benzam do - ethyl) - benzenesul phonyl] - 55

N - cycl ohexyl - urea a) N- 1[4 - ([err] - 2 - nmethyl - 6 -
chloro - benzami do - ethyl) - benzenesul phonyl] - N -

cycl ohexyl - parabanic acid 14.9 g of 4 - ([err] - 2 - nethyl

- 6 - chl oro - benzam' do - ethyl) - benzenesul phom c 60 aC| d chI oride

[ 1 o Y O Y ~ 1 M ~ N



1, 080, 705
form

It was all owed to stand overnight;
recrystallized froma m xture of nethanol

33

and di oxan.

in crystalline
it was then suction-filtered and

The substance

obt ai ned was

found to nelt at

([err] - 2 - methyl - 6 - chloro - ben
5 N - cvcl ohexyl - urea
5 5 g of the parabanic

a) were_RPated far

45 ni r{fp,s@iols

211-213[err] C
zam do - ethyl)

b) N -

4 -

benzenesul phonyl ]

and 100 .
obt ai ned, whi ch,

with dilute hydroc

E@O“ Ne aci gwm
suction-4il t el 171 preparedﬁ' 1’&
- 6 - pohbsREOcyanalep REamaq for elhdiuy

met hyl

of 1IN-sodi um hydr oxi deExameLE 33
af tNer [4 -ephrenaxzacitapmdayfethy

Jiom;ﬁ Bt

sol uti on.

atge
B Ehﬁnzﬁzzm

ttheb

jhmg )
am1d

conbi ned

fré”] 52 -

i_d derivative obtained according to
on a steambath in 50 n aof. di oxan
A cl ear sol utiomr-was

Ylhebeheaqslilmn}wasN’

g temperature inEMEARESUl phonyl ]

N - cycl ohexof|300 mlr efalddqusardbi()amhezﬂ meagmdilyl ghicol afithek.65r g of \eatiall -
| i zati on fr orfsye ‘ﬁcoof bglo?@glangqlur Ixemg Thgn the whole was concen-
er a’'re e w tnturat

treateéd

3 lcoh d, after
EXANPL_E 160 suction- ﬁltratlon a ¥ zsl‘éifon hExégJ was %cryst hl'oa;ncca%ma;ztu aﬁﬁfor 0 10
benzam do - ahdishgl and n@sehiph orngl § (phcnoxy - acetamidomethyl) -
N - cycl ohexbyilzeuesquﬂaggl] - -cyclohcxyl urea was tound to melt at 170—172°C. 15 _
41 g of N- [4 - ([err] - 2 - h%y - chloro - benzam do - ethyl) -
benzene- sul@hppy(blcmna r eﬁx@lb‘aﬂbﬁzewiﬁﬁ}% d point: 175-177C)
were sugpended in 50 m . ekloeyyiehgaand, at "/0C, 10 g of 15

cycl ohexyl am ne Mérgeofdﬁdéﬂ di vsh SE' IOthlsturfaranm@ 8 g of the sodmmThe

t enperature S"fré ‘t‘l a‘!‘L‘Z’G‘ml ‘h5 yepdedin i n after a
20 short e!a?ﬁgtun Ejy o an Slh “r aghutes, the
whol e wae COQJll@ﬁlne witdOdilute sodium hycfr essbl kbl @ie %ﬁﬁdﬁﬁ)@t WIS etRdr€CI phé at ed

and was recr ymeahhep@@ﬂasé m;rﬁlterecmmt ahaneoabsfnd acidified, the prekipieteth | f @r(fam de and

wat er. The "t“i’
chloro - benzp%‘m
was found
manner,

2Bhere was obt ai ned:

e ety enzenfe gulpho

%?@)1‘5‘1 “E)é NZERE

re

e 195-196[err]C. 25
ExAMPLE 35

fromN - [4 - ([erX} [4-@-4.5- diicgigtyor

ot hyldhrzet q%ne (”?4 t lf\f?aredéioﬂyf?g@

([err] - 3,4 (e

o
thox:

L %H{;FTa}rﬁlil};Mﬂd

as_suglwn-

atel, MeHBeyl - urea
I n an anal ogous
25 25°

Bemideshylg obenzepasiphiodyll - benzenesul phonyl |

u—-

2 N -
R S

[4 -

(4 -

et hoxycysel ohexyite) amd L eam(ctmkyibuﬂ@l piodriat): Gorr%ﬂxzd 00(hr @MmaddhhanoBy . 30

EXAMPLE 4. with a solution of 2 gdof soldmm hydroxide i 11111 a small quanuty :f)f water3’@1he addmotn N -
01 te lUC until a ¢ tion

[4 - ([err] wc%va dx;‘lﬁdﬁ wase at r%'om tcgyclrsgxrée? wh?lc gﬁ?}g ancfﬁgo Slyg W, oqlgocyan?og

benzenesul phofiyduls at room temperature. A slight precipitate formed which was su n—ﬁlteéé and MEthyl -

cycl ohexs§l ) -thé¢ifi@@e was combined with w rmhcxhyumm&ic LDidOTR @écipared prdduct ([ €B5] - 2

nethyl - 4 - Edfal seqrt@n ﬁltﬁbfén@ame@ tatliged| from a mixture of btmzleﬂGswtq@h@hwl ] - urea

(mel ting poi ex foun m@g‘;"y C{‘@"ﬁgf}@l) -derpiesulpgenyld| R ot v’

monomnet hyl et eylna an tﬁg;é ed%gg,g,gd c acid and 3.2 g of

4- met hylaycl ohexyl z@m (ne- 3,85 dimethoxy - beM@hi@oetl9RL GchzandiphonIpt Nux ( or 54ebour s,

while stirri rwghyl Tdyeommt-uree(nw@sg pom ¢ 89t+24Q°€0land
eltm ; b%FW?O‘I ethyifrhéaewenesuﬂp)!onyl] - -
- xﬁ?iﬁ ﬁl@ogcish%mx@% pwerc Shiiida) P éﬁﬁe%%e%@ﬂéﬁu -

fi@UmélSngGhoiic 18 pr
N t-d4rveBf ,- dbttoxy |= eenz

and the FESque
2 et hyl
nmet hyl
and found 40

-4sCycI meynlx)

At U Y

Shyb - bdn@es@Piond

under

il } meti»m 3 (bnlsznmmgy:m X¥'ur e

([err]

N -

of

(4

t was suction-f¢5ltered

reduced pressure

190C)

di met hy| f or meifleesy n\*.wgfl 38 Poigt: 2°C>’ and -197[ e
h Za - th 1 b 4
EXAVPLE 42 1 Cyiohexy m;; 33{,%’?,;‘ o sy - eﬁze“es‘%" Fr%’bhy‘ﬂ (benzam do -
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cycl ohexygl - urea 45 16. ﬁ\,\gpﬁf364 ([err] - 3,4 - dinet hyb -
benzam do - ethyl) - behze[me@ul naamcdlerobenZhﬁxldoxnethyl)- (mel ti ng poi nt :
JPezeresyiphay) dr oxi

wer e conbi ned, at 0- f5‘¥ er
sol uti on and ,%an ° °
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was filtered wfperatirye rffjt!(:tr? %v%%g eeﬁssgreﬁlﬁed with ANwydrorbloiy eci pitat e
Obt al ned was TC %%ﬁ\éu %hélQ‘(éf "gfd ’Bﬁgﬁgr‘;ﬁﬁl ()11 50

and wat egp. Thﬁhaqﬁ b§' hdagng Q%ﬂ quéd xty f wat M‘eln 8‘7° - F'|y| - 60
benzam do - ethyl) benzenesu phonyl] - N - cyclohexyl -

found to be 194-195C. I n an anal ogous manner, there were

obt ai ned: N-[4- ([err] - 3,4 - dinethyl - benzam do -
ethyl) - benzenesul phonyl] - N - 55 (4 - nmethyl - cyclohexyl) - urea
(melting point: 172-174C) from di net hyl form 55 am de/ wat er);
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N-[4- ([err] - 3,4 - dichloro - benzam do - ethyl) - benzenesul phonyl] -
N - (4 - nmet hyl - cycl ohexyl) - urea (nelting point:
192-194[err]C) (from di net hyl f or mam de/ water); 34

1, 080,705 from4 - ([err] - 3 - chloro - 4 - nethyl -

benzam do - ethyl) - benzenesul phonam de (rmelting point: 198-200C)
N- [4- ([err] - 3 - chloro - 4 - nethyl - benzamdo - ethyl) -

benzenesul phonyl ] - N - cycl ohexyl urea (nelting point: 31
207-209[ err] Q__(from di net hy| f 8?\ 5 and

S N - [‘knanﬂa@éd’u}mann& ther6 WerObtined4 - nethyl - benzamido - ethyl)
- benzenesul phonw-}]1 -l(ihe—methyl- -chozbbenzqmcto yl}-glc]:l%e{x;@hlgl)gyyl) - Nird4-(nel ting
poi nt: 200- 202[ emet CY(? rom €thang’);

froma - ([grr] ; 208 = - % Eﬁ}ﬂFbenz&’ ki 5“zam‘d?cH’§}I))' benanes z%‘?l"églufphonam de
(melting 10 b %p I-}L%é 338%‘:@9 1] £) chlorobenzamidoethyl) - benzenesulphonyl] - N’ -

10 - nEHutyl (u{ee(xﬁe]tmg p(ﬁx)tﬁ 178°Q) (&rbrh mﬂd)aml/becr}',am do - ) -
benzenesul phonyl] -NN [4- (@ Idnethyl 4-Ch1°r?h§*5?'§ idgethy é“ﬁ%ﬂ“]ﬁ’l‘%b‘] pé At

206--- 2070 o(f r ofﬁc%aﬁéﬁ lrlje& 40 lé ?Z;m?;:elt/}rvaterbenzenuurph({nﬁ] _ I\( [ er rji -
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urea (nelting poi ntiro 89—(:39 emmlérﬁl)- 4(fmahylh1nmtdhgrbﬁybrnh;mewmartaelrd; and 15

N - [4 - ([err] (megmgpomtdlléﬂ?pbro - benzami do, - et pzenesyl phonyl ] -
e B s fféwzewe ReRganesyl phony
180 181C) (H’ om n% P{E‘l—ﬁ' ¢y - 3 - chloro - 4 - metEAfl&m.aﬂndbpz ygr_rgenzmaﬂ@,onmﬂenet hyl -

benzam do - et hykrﬁelmgba&zemml phonam de (nelting | nt: 162C)
N- [4- ([err] - ¥2-94- i Aretchigho -4 Joewzyéhwzemxdopr bnzenelg Bhed\iI phonyl] -
fihdn

N - cyclo- 20 W (/k)-h?z‘%ﬁlgéa- tg;';ﬁg zgrgfd%gr So Ry 1?- Nf. rom io
0

et hano! ) a C clohexyl urea (melting point: 168°C) (fr thanol)
2,5 - dinethyl %en&am do(z4 eF thylbenzlir@ieh@rhls LH phmyshlphonm‘nde (xbnmrggl -

urea (melting pommbt 2%‘@)171 [er (from rret hano from4 -
([err] - 2,4 - di ce I-d (i:mt Vé#‘“‘d"é’f‘ iben“’ﬂ‘éﬂg@ﬁ%%uﬂphﬁ‘ﬁmﬁxﬂe (nmebd i ng
Ece”n;];m dgz iEﬂ]y:u;T xEesn{geneszu“ bﬁorf;t/hy Zamlg l‘%i;lf:lcbe?)zgmﬂlfmImnmgl(ﬂdm(ﬂﬁjexyl
- int: 1 - - - -
urea (nelting poi n¥- [11973 18} dime Cg en(afm@ﬁhm mm*wrt?mﬂml\dzlc%@b@ﬂ) and
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“ - [ﬁuiyl( [ %r] Jm:]% (melting gg?% }nénge;lp%enz i F;Qifffuir@ (f"?ﬁ eaé’ﬂll phonyj ]
- K 1 ¥77
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benzenesul phonyl ] - N but ylExameteesa (nel ting point:
174-175[err] C) (from net thdMCH-rﬂe{rhr;Myfm-rmFIdeé nzaméb ethyl)- N-1[4-

([er r] - 3 - chloro_-_4 - meth ]cycfl e rea 8 eqzees%m&%&gw ] - N
(461 - e h&; (;lfl J&ét%j 17&5‘3&[;3@ Lell:a@&]ﬁx G\'ﬁ'lat {hb oxﬂ%t pera 194¢)
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b 2 led off under redu
benzenesul phonamnifeteb “g:ﬁj@ 1] gy boi ngtafgﬁpm om 3 @ﬁﬁwa }lte 5;% he ﬁltraj\l
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furth r1 1001, t filtering gain, the ine an )
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ethyl) - benzenesul ﬁhmrﬁmjﬁdez methyl - 6 - qrekbanﬁgnq?owmylf) bepgengsgipionanids o

stirred for 1 howdto FYClRPeE‘H‘SMa’B‘ t si senesul onate and
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acet one. Then 6. the&@& aIn&l wer e add ed dropwi se at the
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hours, ~whi | e fur tgigeheydE [9fh fﬂeltmg point: 172- enzc&bgl o under
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and re-precipitated by acidifying the filtrate with hydrochloric acid. The

N- 1[4 - ([err] - 4 - n - butoxy - benzam do - ethyl) -

benzenesul phonyl] - N - cycl ohexyl - urea thus obt ai ned was found
to nelt, after recrystallizatron froma mxture of nethanot and

di oxan, at 197-199[err]C. 55 I n an anal ogous manner, there were
obtained fromthe sane 4 - ([err] - 4 - n - 55 but oxy -
‘benzam do - ethyl) - benzenesul phonam de and 4 - nethyl - cycl ohexyl iso-

.cyanate, R - [4 - (Jerr] 4 - n - H#¥0#¥y - benzanido - ethyl) -
‘benzenesul phony ] 4. (3. 3,5 - diprdoxy - bex%amxdo m@@hﬁyl ze?xys E 2! :5 urea (meliing
ate 1

poi nt: 202- 204quef F hife} frérh fermbsvedéFaRDuIphonamide and »- tymﬁ& gy USI ng n -

butyl i socyazpralt el 74-172PQ) (Eronf Esemw]mol) 4 - n - butoxy - benzami do -

et hyl) benzenesul phonyl|l - N cﬁ% Etyl - urea (nelting poi nt.

203 205 err] O (N $92,6 - dimethy! - b hd) - b . 5

:1 080, 705 O nmetN y e - gregl) enzenesuépgonyl]

‘EXAMPLE 44 3, - [4-(8-26- d\tnethyﬂ 4 venz{nhidr ¥ pthyl) 4benzenesulplofi DX W’ - benzami dO -

ethyl) - benzer;rgg‘rfrlpqérﬂg 6}26 "

| SODUT Y - Wy point: 17417550, 1t B g O Ziﬁ’k‘i" Eyl? TN “QF%‘ HEIE i sgol ved i1
120 m . of wahetor ZmQJth theQbiligdNemSerature in 20($ﬂ dﬁh(ﬂé ed '@i:ﬂt ron were
‘added dr opwi7seof opdlahkgl sibstard mhgcre Adsled Idn@pvpseemd ﬂirﬁr&gt\evd corﬁnued for 16 MErcuric
.oxi de, 18 gbeys pg the r%bfﬂmiw%’ praqure. Ater gpncenttipryegder rdduand Frs, rheet hyl) -

'benzen@5 e ot rﬂﬁgf Chaerﬁxl”ﬂ' ter dgaﬁmy Iiltx{:tam E)‘lgt%g \% J,]u eng pBl nt:
iffc i1

whole wa
1124-126] err]h@roclﬂl’oﬂcpﬁicﬁ off fuether tion the N - [4 - Q%’ -2,81- di QXpénz- benzami do -

ethyl - benzerdesmtlphonlamewlrandlll s OB utcydlohpryBhicured vak ldissolved in 1%,i n t he
presence of *PEEHA SyHcE AFH %?hlﬁprsg a@é‘&f—gr ‘YiihSUdfmhl?ﬂ@ﬁCKh Mttt ure of equal
10 art%asq%ﬁﬁgrﬁﬁd Whe iee" 8P qeeh AR aVH IR N nani ge wer e
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for 2 1/2 houc;slolatcyIA(ixseEO[er C, and the rrercurl ¢ sul phi de forned

was suction-fi (%fddﬁﬁtﬂlc o1 dle@g%g 1‘&d frré(Hnlq’& yes. 1 50& ofIZN- wat er. The

filirage Waghe k“ﬂ%jé m?{%ﬁ%ﬁ&%}i&f ok ratch 1 Ct fthfﬁffgl ?fyﬁ Lﬁﬁf’eyhyg[) ochl ori ¢
Atipdt i t ~befAnesu cohe 1=1 -

- et hyI ) - ld@emlarehasml ho_fraynhx ikture oIEqual partiNof LN-sasl bxide wlueér andSs obt ai ned

V\hl Ch was zﬁﬁﬁ?é'?:gg tcre andWasheéa ??ﬁaﬁ?&%ﬁfy (’)I;h :/axztliet'rclu}illir om nmet han0|

(Mel ti porﬁl ¢

coal and acxdxﬁed thh dllute hydroch or1c acid. A 30
EXAI\/PLIE:kg 45 preclpltate of N - [4 - (2,6 Niimethyt - berz@FiBidethyl) 4 benzddesulphdfIPX ¥ = benzani do -

ethyl) - bem&@h@ﬁzu-l koW p {)té}llvrlleii which watsi suctmn-ﬁltered washed with water and N -
cycl ohexyl recyyptglhiged °m ereno clting\poigty N ([err] - 4 -
n % 50Xy ](? gé ﬂ%l Lo tﬁ hyl)Zobegzenesulphonyé]m Hh onyl ] - urea
(rrel ti Aig poi nt 252 [6:id dEd in @fmrt of MaRBol. 3R Wilole W 3l ycol

m)norret hyl eéahaertq 40:EC%mgthaf4@I Eidll‘é.l- [c@t- 26 -adincthyd n tenBandid edfyl)cycl ohexyl am ne

h‘mﬂhvgerlfc‘ aﬁg’f Xy} or‘h‘@fqﬁdﬂfr"ér'ed\r?h L §fc e ndThe m xture
vas copeent 37 e o AN AR B Gl paue g
triturated ﬂesul @ﬂ] “cytlfhexylds t@frﬁehyl'etﬁ]crwasrbremp edas DUt OXy -

benzam do - cmtkiyzlaﬁm-prddeﬂbgs;emklinplwomyvht]:r TheNubstaneywa aibrixfiliered aaiea obt ai ned as

| qdy @it ‘tﬁmﬂ&‘?a“@h%"%ﬁ i 5giace | Ei toppelteyt 1 Ytallization
o gt ot R ARt b R Sesr s hunc

melt af® 1904y [4’ } (& - 2,6 - dimethy!l - benzamido - ethyl) - benzenesulphonyl] - N’ -

= g =t =3

EXAMPLE 46 cyclohexyl - urea N - [4 - ([err] - 2 - benzyl oxy - benzam do -
ethyl) - ben 7 éguqf 1[5})3 r{ nl(B - - benzamido - ethyl) - benzenesulphonyl] - - N
. | oh [ (E eé urea - methyl ether were heated for 5 minutes on a steam h thh 20. 5
CyC ? y f concentrated hydrochloric acid. The precipitated N ~ [4 - ¢ 50

of 47 ([ arnre hylbenzamid® - cthyB N Z¥izE%3blphorl N 28 Gilohexy T £ Pas suc alnzene -

_suI phonani déltered, triturated @itte lvternegd pestystellized B0m keB@hob r(MEiGhg pam e 18kspended i n 250
m . of acet&¥8C).13.8 g of ground pot assi um car bonate were added
and the; whol e yag | %agz ShettQISL. i ol - lo L ZonacQH S t the
boi li nT tenpera re \Igc@&oh@:m: I socyanat’e were added
dropwi se. 3B N - [4St({@BFRi- ng:tha,ass ednctro P beaghnfidor - e?hym/-Benzermulpmmal t he boiling

t enperature ofoh@d%’eﬂ! en distilled off under

reduced, pr egsyt EXHE ¢ gﬁem"éd éaf Flge; hﬂff“’gﬂjthﬁ?%%r e (e

t
undi ss& ved >§p, %rbe\%%ﬁe égroeeyc yl tJabadd @amg@ aferhirfféﬁtnwth char coal
and the At first a fltak bohaibe wwabtamed, aidfth@dN - The(Bct Archeethyl - 6 [ 4hlero [err - 2 -

benzyl oxy - biemddor: ebyl) - denpeppsplphonyl] - N” - %@Hﬁ@%é@@hﬂhdﬁ?ﬁﬁmwm - cycl ohexyl
- urea obtained was found to nelt after recrystal- 40 lization from
nmet hanol at 175-177[err]C.

40 I n an anal ogous manner, there was obtai ned, by using the
above- defi ned sul phon-




am de and nethyl - cycl ohexyl isocyanate, N-[4- ([err] - 2
4 -

- benzyl oxXy - benzam do - ethyl) - benzenesul phonyl] - N -

nmet hyl - -cyet-ohexyt——urea—{rmetting—poi-nt: 165-167[err] C). 45

EXAVPLE 47 45

N-[4- ([err] - 2 - hydroxy - benzam do - ethyl) - benzenesul phonyl] -
N - cycl ohexyl - urea 1 gof the N- [4 - ([err] - 2 -

benzyl oxy - benzami do - ethyl) - benzenesul phonyl] -
cycl ohexyl _- ur ea obtai ned accordi ng #880R&npl e 46 was di ssol ved i r33about
150 50 . iy HREO AR 1r WAS D18 edt D S RORLL RN O B ‘a@ Y Q{w the
sol uti on was Shﬁéf;yﬂsdlllzlﬁd arom5ér‘mxture 0? éethd%tyldd'nﬂrgﬂgwi ¥ I'Iti%\ 5 x%g’ \!réd?”%?f rogen.
After the conpl mcbtnﬂdratﬂhb—blb%@)rptl on of hy dr o- gen, the reaction
sol ution V\?S fIP e‘d4 1 Izr “diittvhet c stlege yé‘tnzm c"d‘r!ber‘??f}z%wsékﬂhonﬂhe N -

_ _ X | RI _
[4 - ([err Y wparaéb,@@;mgmm Shidy) sccoBENEEPSRH RGN
cycl ohexyl - 45 minutes 61 £Rea@lHBathl iR 80 MG di ﬂH@ fLIN-Bditrf hydroxide

recrystallizati entips ghcloastshiagpol was abtdlitfglwm%[aéfrrt}:tﬁmamﬁSOf the heating was
EXAMPLE 48 combined with dilute hydrochloric acid. The precxpltated crystals werg siction-filtered. N -

The meltl omr of the N
[ 4 - ( [ err 1 2benz &l ] - Ng é&%@f-’ urcln%fuly lbtameﬂjé%r(gwou%%mg%qﬂ stlgl_ 0
benzenesul phonylifation from methanol, to be 203-20400 cycl ohexyl
- urea 34.4 ¢ ‘of 4 - Eemvrle 40 pht hal i m do - - methyl -
ethyl) - bf%nzenesuﬁI phb‘r{én?dé"-%’ﬂel“ ,—9“10“’ *;len“‘lm‘ °| 156 ylﬁ)obemenesmnyﬂ?l[ er r] wer e
di ssol ved I'n 500 rq Q“f\IaC[@t Q@e %Z y af}::h ,18,‘353- KHZ benzeye-
carbonate were agfigs]andethyiR. Mol oxh\:eaﬂ e&erJﬁ d fPko hOUf at
the 60 of xylem:?,zﬁld at 70°C 10 g of cyclohexylamine were added dropwxse while stnrrlﬂg 080, 705

boi | i ng tgﬂ)‘per atbf E?‘“PWP‘F vag rgised |tm(gzoﬂiﬁ%°r$, Phergp reay@dn@htewwftet gocyanat e

short ti} evo )
were adde the sul rmeyvfa%g%lﬁglgt%qu wis r:g ?%l‘ﬂ]d% fr ni1 gmfxﬁo‘é?dl ux_ a#d
si mul t aneousl y gkt ﬂoﬂﬂmnctehlﬁd 6@l QM€ melting point oYV % %ch . from
the reaction chidrxt bengamidmdethihe benteagilpiveyi ] vvas - Cyclohexyl 1ﬁ|¢aS\Se@|fMﬂd in water.

By aci di fy ng NOtl&r\ﬂg&; %%Iiog(% %‘g‘g‘%lﬁg’ga ‘E‘ﬁed? pitate was obtained 5 p
whi ch was e di ss ogous mgpn lr Judfl lcgh? in zanegu E}{(Z)I 9I fyin N -
¢ Banzantoo P er T HH

[4 - ([err] - 2methy5>urethanc (meltm #EimOAxY7-=20 - ethyl) -
benzenesul phonyl }]IN - [N- (8 -c3cl dhbybentamiia - erhyl\ - benmmemma{yl]l z8d-qut. The
mel ting poi nt ofthorrrecldigRybt Hist @neliag pdin U A—1287-DE) fomeretharady yst al | i z-

tion fromgethanol, 170-171[err]C) (png 8;1: gpcorrpom tion). 30 I n
an anal ogous nmanneg. (4 N@rLe -Wem qbtcmr@e nzdiidoUS RS- Benzendslifofh]--
pht hal i m doet hyl )- 10 benmfnesu:h n@mb eyl -raeat i ng pol nt”

225-227[err]1 O, %N{gfiii:ﬁﬂgﬁc ?f( %rglole-[ 2 -(t 4 éo-%lbehizm bé_r@amldOFthél)- am do -
ethyl) - hgnzen 165 & ftlm d32 r %"Jﬁ‘ b gBih 1-
0500 (B SorahRant e Loz el e s SRR o ¥
benzenesul phonamidereduced pres:ur«aaxﬂli the Ghidmyl”assmﬁyma\tnm alNhol {rlﬁr [er#4] - 2 -
car boxy - benza@hg’% - @ 4bef1*1b9@rrels?%{¢d Fﬂ@@g IYE- benzcnesulphg!yll-d N§?Em§ - urea
(el ting pgint:7 fehas e GSICE Frppctton-gitered and tound - The sarre
conpound V\‘gs obioaL i mclé;éc% I?WWJ; cein oAt 5 PR BRG " %ﬁetﬁrﬁ)ﬁg?ﬁmﬁenﬁ”%évatﬁr’ % er -
2 - carboxy - benzam do - et hyI) - bexmmml phonam de in acetone with
i sobutyl iso- N - J:‘ya(ﬂaﬁé léymdgi lzgnld@x@’e@s b@lﬁ’»ﬂpﬁ@lpb@slilum car bonat e.

urca

In an a”a'499°“5 nelg@er of tI h 3%1 i beiz pido - ethyl benzene onarmde ([gr rl -
2 - carboxy - 4(melng@{)(ﬁ’tﬁ 19 Qed' a ln'25
and cycl ohexyl dom6&y ﬂidaioeml of acetone with 6.5 g of cyclohexyl 1socyanate whlle st1rr1ng

20 Stging pa cn sty fof 3. hogs,-mwhcm) dﬂuzed-wnwm and apsmalyani do -

. g?}ra ol the und:ssolve 1atter | the filfrate, swas acidifie
ethyl) b nzen@éﬁ;é) recipltat obta1 Ld was recryatalhze %kﬁm of ? gtf rm ldi ng %8' ht:
an

117-118C) Wi t h fN -4 - (8- 34 d1 H{Mm nzami yl) =

"'I‘“ ""(l.(

carboxy - 4 - chth@h®ulphol nmxmc hcxyB—t vy sfounlﬂ@dﬂ:ﬁﬂ%—SlﬂSﬂhonam de and
4 - nmethyl - cycl dhewyialoxosm%mﬁ g}e 1\2‘56 obtained : : nesu 1] T 2 - carboxy
- 4 - chl %50 'Qe g l-cycloh 9‘? y @SQ?HW% yhylform N55_ (4
- methyl -""cyc |W §r |nt err"t‘f
deconposi - frobnl on)(/s -3 4 dxchlorobenz.amxdo - ethyl) - benzenesulphonamide (meltmg
EXAVPLE 49 P 04:3):1 l\‘iL %lo ] ben?amldo ' Iet];nlrl)uogeongg)esmhon ]beIGl’ZEIm do -

-ndic - - -
ethyl) - 6%nzene%hnr é t‘ r‘ﬁ:a ](mdtmg pomt500 187—189°C) (from dzmethylformarglde/y ter) and 60
cycl ohexyl ur - [4 - (8- 3,4 - dichloro - benzamido - ethyl) - benzenesulphonyl] 347" 4 -
18.6 g of 4 - (Ihansyni cycno&xyn t Futeh (rkiing Rinh Y 19219207 @¥inCtmethyttbrtitinjde /
benzenesul phonawatae (melting point: 145-147C) (from nethanol) were
di ssolved in 25 m . of 2N-sodium hydr oxi de solution and 50 ml . of

acetone and, at O-5[err]C, 6.3 g of cycl ohexyl isocyan-



ate were added dropwi se. Stirring was continued for 3 hours, the whole was

diluted with 35 water and a small quantity of nethanol, filtered and
the filtrate was acidified The N 35 [4 - ([err] - 3 .
trifluoronethyl - benzam do - ethyl) - benzenesul phonyl] - N - cycl ohexyl -
urea precipitating in crystalline formwas found to nelt, after
recrystallization from nmet hanol at 160-162C. In an
anal ogous manner, there were obtained: 40 N-[4- ([err] - 3 -
trifluoroiethyl - benzam do - et hyly8070benzenesul phonyl] - N - 40 _

butyl - drea (ngLT) g, POI B, 14571400 LI L6 Eh%gultubﬁ&gmide ~°N
- [4 - ([errlm\.hm pc!)lmt%%wg-lﬂ)@d'(,g”e H‘;&ﬁ}q E)enzaom%@) et

benzenesul phonyl ][4 = (N- 3 - chloro - 4 - mé iyl ~ benzbrugd - eth)ﬂycbdhfbﬁeﬁtylbl)onyl] urea (melting
point: 176- 1N7-G)Ycqufe¥Yd)rrluﬁetw&mélpyml 207—-?09°C) (from dlmthalrfpﬂamﬁdg@% rranner

there wlre ofd 845 diore . 4 rQ (harry 5h behzami do -
<(a]§ yl) - b?ﬂ@f?ﬁe’%ﬂ}l %@dm@iﬁ’; angl (?éf?ug Béint a%g)_moﬁ;{ (fmﬁ? ﬁﬁ“ v ﬁ%’iﬁa.%; 238[err] 0

rom di me ytrgrmam e/ wat er - ([err] - - cyano -
benzani goo - g%rnm% ’be{béeﬁeélm’phelﬂm o -CUNP -befl?wﬂut?h@klyiﬁe (melting 10ur ea
(rrel tin p0| N £ Clu(]&?;o'ﬁlw mu.o @(1 Orbn%mq {\é’x\{al I\f"-c clo- | N -
4 - (1OrT] e b ath, o Ae A e ol b e é bnyl] - N
ggtyl - urealXN F«;: A nB6 gl?flm?ibgbanncﬁog&c}g é[glgg%}%%nommmanol) and

ciN mceitin oint = rom orma

penzenetty gl L2 cishipprgp® U R o
198[err] Q) (]m'; mn& ;iiz';ﬂjlf A lL:l thyl) - bcnzencsulphona de (rLe‘ﬁmg ([err] - 4 -

cyano - benzgmtdqszoct yl) - benzenesul phonyl ] - utyl -urea
(el ti ng p0| NtN - 1924893} edin mmmtthv@ndieg;:an@hé’iﬁll -N'-cyclo-N - [4- (B -

4 - cyafd ‘““gé ipfy |1 4_136° ha % - metyl- 55
cyclohexyl - ﬁ?&%‘tﬁag ln;glm” e t?ﬁ'f‘ros;m NN Er’]“&w%’?ong Net uéPhoI);

from4 - ([err]from4-(3tejy f.ldumbl(arm,tlhyr{udc- m,nyz,amld@mphatalﬂmb Imelting
benzenesul phomamldle—164cC) (el ti r%?%% poi nt: 216-217[ errlC)

[4 - ([éq- r] - I)l- d4r >;aanmx : zenegy b Wi"enesu?5phony| ]
- N - 60 “wd[““fwaa“‘y “Eg ‘3‘5@'&1&2% i n&?@%"et Xié‘; Lo -(11om
di met hyl f or nagh WQ- @r[t 18nd 88°C) @Q)m dlmethylfounamld wate 4 ( [ er
trifluoromnethyl frem ber(zarﬁ ddiloro ef hynic)hylbenparideenesy pﬂwmqybqlphoxwmide- (4-

198
met hyl ¥ CyCl('%.gj E)’ 3- cﬁ&ro% qg‘m hylgmzamlc?o - cthyl]}'3 bgn]z'él[:sufpunca g rom 30
1

di met hyl f or gy rea (melting pointhe 75°C) (from mNthanol/dlmethylformamlde) and
1, 080, 705 N-[4-(3-3-chloro-4- mcd\j;uwzam: do - ethyl) - benZehesulphonyl] - from4 -

([err] - 4 - (#reteh?ylcmmhqu)nyixca -(trlr@n @&itingl @oint : e1%63H197°C) bfmnzmnb@ulllphonam de
P

( mel ti nés pOI ﬁtmeth m@%a n%eaé lm télflh‘yf t)mldo - eékﬁgl g‘tﬂ W%L{Wn]dl (ch.xng ®

met hyl sul phoraglllt r°1“;§1
cycl ohexyl ugeaj4(ngl L 3,ng dp@kiRbenzadid] SehlC) bdpfeh@ilphonyl] - N’ - (4 -

di met hyl f or menwidelohstihanal(yangrigelting point: 171.F-at9°® (irord dethanglf.er r] - 4 -

met hyl sul phonyl - benzam do - eth ﬁgnzenesul phonyl] - N- 5 40
(4 - methyl -“cychohgh), - Uied, (1 B iR MparQ) (from
di met hyl f orm m de/ meg g)x xyl - urea 4 - ([err] - (4

- benzyl oxybenzam dof 4 eft?h 4 ) n— Huemzeh@wluphowa’m dl@n(umllmhomgnde
poi nt: 242[ erm %@)g PpOL: AUS——’WRF\“ Sllfrufgf[o ur LOg}L4h§r\l’v H’zSgg Bam do -
et hyl) 45 bentq%‘ tﬁﬁ@b%})ﬁ/ .fof a h lﬁ?i atm t;c(:i dondmg tem aI;tlg It n@s poi nt :
eLOnS 0 cxy nate \\e ed dropwise a

218[ err] C) (ftfn%agken&taa‘y tgﬁc nﬁﬁ d @3Q hours, while furthertlfoﬁlﬂéi N-[4-
([err] - e rayld ®a€yomcnb€[t2mrd®u€xd@tthyﬂb)the re@@nz@nw;ﬂ;‘ﬁmadwﬂ]
N - (4. metihgiouc 2 Hye|obhairygne st “urher: (e tang g hbfajtvas 2oufied (WhC) (from
di t h |5? dilate hydroc loric d lf' bta: was 1\ PgIn é ﬁﬁ %gucou gmmon 3

| et hyrtorm 3 1tatcaﬂlﬁ '191 ? tfl!wt ith hydro;hlpi‘ [4er({3‘ B B
trifluoromnet hy 1[3 ém Qu:ml@;{ éﬂ'\) ) -‘beb&lﬂi@ﬂ%l} CRaBhekg1 (drRl ¢ 15
i ng point: 14beihéd7&)s found to mclt, alteNrecryfrdlizatidn[ femr § mixt@e of methanol and
trifluoromet Wk@eﬂzlah‘r-bi’é°c ethy] - benfenesul on

et hyl cyéf ohe “““gﬂ:lrén’l O CHAITE e B é?f]ﬁS © (% om
met hanol ) ; &x A “N@[béﬁi "Hbémamm k5 Ul gﬁﬁﬁf;‘%m do - ethyl)

- benzenesul onamndelyl( nak]blm\l - urea {meltingngping orzwzt_zom{fzm

20 dicpn), adi by usfg @r-rbjutyl l‘QFYuﬂatmb‘th Iy (3 - gyl ?}]ﬂyﬁdo - ethyl) -
benzene$fil phc?ﬂ’glllqobcm‘N“s“lph"‘“” - N - nps hpgh - urca {pglting

190- 191] err] r)om met hanol / di net hyl f or mam de) from4 -

([err] - 4 - benzyl oxybenzami do - ethyl) - benzenesul phonamni de. (nelting
point: 242[err]C)



25 N-[4 - ([err] - 4 - benzyl oxybenzam do - ethyl) -
']

benzenesul phony - N - butyl- 25 urea (nmelting point: 206-207C)
(f-rem-di met-hyl-forram-defwatery: from4 - ([err] - 4 -

phenyl benzam do - ethyl) - benzenesul phonam de (nelting point:

281- 2830 N-[4- ([err] - 4 - phenyl benzam do - ethyl) -
benzenesul phonyl] - N - cycl ohexyl- 30 urea (nelting point: 222[err])
(wi th deconposition) (from nethanol); 30 5 from
4 - ([err] -4 - tert.butylbenzamdo HX®R1) - henzenesul phonan ad

(nmel ting point: 208[err]C) Examerz44 N - [4 - ([err] - 4 -

tert. butyl benzam do N-g#hyd )4 -= heImzenbrsumplhenwl] wlZNiCSlﬂph@ryHI o-

hexyl - urea(neltl i nt 21;@)‘2 5?}‘“ 4 ha ,Iﬁ}] of 2 N-[4 -
(o) -y oo R I R o BT InYy y
35 FrBh, d*{ g WY dItN O¢sl 3y lfcﬁz@ﬁldHEtchﬂ)‘lob 4ené—
N-[4- ([err] sulphdnyi] 1 5 t isthutyy } bmnmamxedmgpmat* Hy#—)~126°(bmm3m Bhonyl] - N
- (4 - methyl- 4 - n - buoxycheapmiy| )etmubfé n jtﬂrﬂa?ﬁ i 7l el 190- 1910)
(1fom ot hygol e e LR T A ,ummfa@arﬁ’ G504 Bl an s -
ethyl) - benzen "fe?}:gc f?l]‘()OC irring (s conBiu AlnLours ar CgClsodg )ﬁyd )he- urea
(trans) (nelti ngma;eamtulphﬂi%orﬂ;&ilﬁva,r fuprOh-A( thrfcbmin@thé.n@dh )a; small quantity of 40
from4 - ([err] st The Egwt y#qbé e\mthldmw?éﬁ F1 ified ‘bﬁ]ﬁ‘ @ E@H’F 6?}??1

215

Zenesiy

a ido - ef
( mel ti ng pqs nt: A’pr ecipitate o_ﬁ : Ciut:(y rﬁll i\G o
acet yl benzani do Elor;q!t"oﬁmli (NI/J[?IE \\as lﬁame’h hha@] \Hf was E(N\ut xate '1 fnd ) réX
urea (nelting point: 181[err]C (vm th decorrp05| tion) (f rom nmet hanol ) and 45

N-[4- ([err] - 2 - acetyl benzan dEXAMEEHY] ) - benzenesul phonyl ] - N -
(4 - nethyl- 45 (4 dycﬁo’he?&%‘y b‘“@“gd#_(c Va5 e ™l poi nt ;

184- 185[ er pp C) (fr%%gﬁlée%”@%)m (484, butdl OBednmiad behyl) - benzene- 20

met hyl mer capt obepgay fomRE tdigng -po ennanemat:phmmmodeluémiamngf glycol

poi nt: 195[ er r | Gonomethyl ether, 17M of pldcial a aqu c1q'rem¢1 18ne ot aystobsEmy epon-et hyl) -

benzenesul phony|bpated yygder. ICQ} ﬁ’ Wh“e The {P‘ﬁ% et jnH 8,'
1611020 (g rom iy Hémmi T e U etk T
(4 - nmethylnercg 9) BRBEA WL hlyclre)d Aft@&&iv@tﬁlﬂﬁaﬂbxph@ny n*hxture [\ dxmct(])il—

met hyl cycl ohexylf)rmamide @@ water am&)fm(mﬁxlmqltmglweilm%‘ 204-205[err]C) (from

di met hyl form am de/ water); from4 - ([err] - 2 -

hydroxy - 4 - chloro a T henze ) j de 55
ydr oxy O g ?@&moxea’g@?,ti 00 -RB0E CRGAHLARRRA

(nmelting papnt: 172: i7 - cyclohexyl - urea ¥
55 N - [245¢ o(f[4er(|8] 2 - Benzvloy db@xaymdo LethylcHicrpeng --sulpkonatpigg do -
ethyl) benzenesetph Wb %0-1830%;{‘216? tgm\fho £ W hcat%ﬂ ?rcaicfig]arﬁ]éxé f%ﬁéroﬂl?dng poi nt :
204- 206C) (fr Omﬂﬁgﬁs ‘8 ggng jghtm 6. of cvclohbgy ocya Q(Edre drop hydr OoXy
- 4 - chlorg - ontm lm/rl 1 houé%%@ﬁ%ﬁ @iﬂ 'of the acetone witch -
met hyl cycl ohexyl was rhhrneﬁsn(mr e ade{ Pethckd Pgsspoi ke rcﬁtﬁ@-@ﬁ)@{km v @) witry om
met hanol ) 60 tha prgiissolved m'utex:r ;;]vas ﬁlrercd off, the whole was claf;ﬁbd \ng;lrllzcharcoal and the
e cru

60 N oyt ;ﬂe‘gﬁ;}r 1- I]; % cyc‘gﬁé\yl O{)?%'I oﬁlazgled w,leﬁ‘lj Sﬁ‘ %?ﬂ%& ﬂ)ﬁ et hyl )
) benzenes%phor‘&g nfrom mahanol 175—1¥7=C. (jma ting pol nt 40
171-173[err] C) (Tr armaghbid&aab nanner, there was obtalﬁ}ﬁ by using thc above-defined sulphon
1, 080, 705 amide and methyl cyclohex;llsocya nate, el - benz esu?%\n h
- [4 - ([err] - 4 ﬁ:l:thy ohexyl ]‘;’fﬁnéag?gzlﬁ{%@d(féfoc RV g zenesul phony! ]

Iohexyl - urea
40 8 g of Ns5- [4 - ([err] .- 4 - nethyEsmwroafit o - benzam do - ethyl) - 45
benzenesul ph- 5 N)nMI ](/3 2 rrbtdw{f dwwm&neetb%l bepzpigsupbemEitl - 195- 197[ err] O

(from dinethyl f or mam - cyelo “;‘g@,‘ga SHsRengRdf 0 50 .
of Xy! ene and, a{I’ ﬂ@ﬁ:gﬁ 54 1 - tafﬁd jm{ 2 Ngﬁseolved in gf:xt 13gide d
dropwi se, Wi | e 8 iof bdetAghol. a tﬁxemroﬁtoﬂbﬂ‘a&iﬂﬁ blagki &eebhtu@n yma@@ﬁrea r],

wher eupon hydtog@atroeal@m with hydtog ?nnAM}t?y cgalilfgllmrog the,qh@rggm P
e rom tne
evol ution of net a, reaCAP't ?F““?L“ TiRs e fdn%g T be nleneﬁ;@j E?@ The

sul phony! - urea‘h dgfsqean@l‘i 73 At AT ahdme@&mgsodroma
m xture of dinet ya\ orrramde and vvater ‘?he N - [4 - [err] - 4 -

met hyl mer- 55 capto - benEsirgodd - ben ul phony®] -
N Gyl ohexyl - O -(hud- Gv e o el BB AR g

cyclohexyl - ur

212-213[err]. ' £4. (kN pfifl Bahal qb_ beﬁ)@&g‘fphmgmgl@,g@ll_ ned trans
- N- [4 - ([errjg ﬁmﬂ@g[l% ¢ p@)&ﬂ%‘éﬁlssolved in 50%&1@%%&107 6 g et fryinjl petas-
benzenesul pdoony! }ium cixbonate @uﬂre-adqtﬂtahtythe_whgly@)hnmq,pr)der_ refiyxefar { hesraf g 15 60
point: 213[err]) (fromdinethylformam de/water).

15



EXAMPLE 51 N-[4- ([err] - 4 - carboxy - benzam do - propyl) -
benzenesul phonyl] - N - cyclo-

propyl) - benzenesul phonam de 20 melting point: 148-149[err]C) were

di ssolved in 100 m. of acetone and 19.4 m . of 2N 20 sodi um
hydr oxi de solution and 2.5 g of cycl ohexyl isocyanate were added dropw se,
while stirring and cooling (0-5). After the conpletion of the dropw se

addi tion, 36 stirring was cod®%9d for 3 hours while all owi ng the
tenperature gofind tefferkttre XM Edife. Then 12.5 g of JRBH REyMIR!RreRTeqaCT di i ed, the
acet one Was driiay Bkl HIGRE fof 6 UblGRGhadd rss bHAGInAkarEaTHing, the ack@DET at ur e and

t he resi due weas donlﬂedacdﬁedfrvmt hnel%ta:mmnl lalxtuil'dﬁeandr etde plr@du%,ww ed 25

d
W th acg d Wé#ﬁ, sb@fglssg&l f%ypqg ‘{g‘%f) %eltermg andd;c 1fy1ng,l§'| gﬂ ﬂity Of vater.
Y

(Mel ting carboxy nzenesulphonyl] - N’ - cyclohexyl-yrea

EXAMPLE 52  crystallized outl\ éhing dordr of thY Qib@Mde was lﬂﬁﬁwfbmedﬁer'recﬁﬁtﬁ
benzenesul ph@m qu methNol 170647L°Cmmd¢ fleconBQsition).
analogous manner, there were obtained, by using 4 - phthahmxd yi)-
cycl théy henz S meltm int; 7°C) 4
g of N°- amldt)r5 eth aralflﬁ esulp a?ﬁi—d%f c]ohgglt erE (melt f phonéﬂn de
mel ting poi rltssoci%ié copoiBInE akl, %Qkxﬂﬁduclaﬂovg-@e ﬁmdeand 32.5 m.

eam

of 2N - sodlauqlnsobutyhsocyanatch (dr[éX# d@ - soboyy + bmzarmrb@tmlo}b@mulphmnﬂ]-- 5 and 4.6 g
of met hyl cyd¥ol ogt: 145—146°C) (s e, vvh| | g
stirring. StjrgLind Neasaanty, ga‘“ﬁ Yo o s§a%}39j g&ig t he

t enperature cy@atéb,sﬁmgﬁh&& tassum@r , vvas aC| d"the acetone was
renoved at 35Inananalogousmaomnﬂue@rmercatamcda on a rot atlon evaporator. The

resi dug, wasCaS%tfrP’%ié*té Vi~ tCHDoRy(y 4 - chloro - bené?mﬁsmeﬁwl)tP@zeesevlplamm%s ag di fied

and thé pre §an§ﬁ% ”4f£ﬂ1&<?r§eqza 9féy%enzenesul honyl]- t@l T1zation

froma mxtuwe gtoeklanada @a g\/\@ﬁx@f 1070198 hadebd osRioFa: I¥19 poi nt of 180-

181[err] were diotmati-(@d.2 -4@boxy - 4 - chloro - btmzaamdoart&lbrbgban&nﬂummmdet here were

obt ai n%? and 4- methyl cyclohex%l 1socyanate - fromN
OX C. NZa e

- [4 -"([er I‘ ’ -' metﬂryﬁr Mex);rl) 6%@1 amlt;fé pomtgff(w 1@0%’@1%%&5%& phona%I de

(mel ting poidshy. 207[ er - ([err hydr oxy -

benzam do - et h[y - benzenesul phEsaypiE 49 N - y hexyl - urea

(el ting poi Yit: [419@ =f r] Y ‘("f"lmﬁﬁi’le”tk?}%ﬁp‘fdf e&}!}’l) B benze“es“lfﬂlmyll[ﬂN ([er J] -2 -

hydr oxy - benZG}@k@Qf 2 ¢4 hyl }rlﬁ'uorptéé? Beakh QQM)EI]L - ben%nesulpl(oﬂamlde 45

meéI hyl cycl oq‘e.gmkl% point :;D wa-mm (f;dﬁggamg) wegigﬁilfg[;,}eq%s ﬁ{pﬁg{g&m&no: /wat er),
rop{e- sofurdon-an of acet@ne-an isoc -

ggn zengsul p y addeleropw¢1e51|[fl Snrr%mﬁgs continued for 3 hour II é:thE EBH nt : 152[ err])

(from I% Opl‘ O‘ﬁé rﬁﬁ% all uanti;cyl ofbmet ngl ﬁltelelrel) arl;d the t;alt] ac&ilfid»ﬁgﬂ\i y droxy -

met enzamido - et u exyl-
benzam do - maomekp tating be n@gﬂmubmhonafn%nd &o nddly, aﬁer e&@drdmzagm m{mt 196[ err])
50 methgnol af 160—142° - hydroxy - benzami do - propyl) -

1 T, h b

e Sl D ey e B R T
: d

([err] - 3 - uayc}elérc[yk( B - benzmsfmdﬂhyi-pa"mm do) agfhgzt;grhm&elph {jl@na:m de

(mel ting poi@t-: mel@?[ eYCFO]WleS urea (meltmg pmnt {74——177("[3b(f#°]n meﬂ?)ml) hydr oxy -

benzani do - pr pal ez %’1 fopd.: hexyl -
urea (MRlti mp-023a 23(5: r?ﬁ)h m 0 ﬁ%@f liaefzeg%é\ﬁ?ksonamxdéstmeltmg SDori ng
t he prepar at | BN 40 (Bhea -akdeal baeammdlethm)t- henzdﬂgsdlpmm] - §r ouyplomms- de- acyl at ed.
EXAMPLE 53 urea (meltmg pjnt: 1PR°C) (feonedimdthylformamideywatefjut oxy - benzani doet hyl) -

4 - cya ido™- &thyl) - benzenesulphonyl] < N’ - butyl - urea
benzene}i‘%“' ph@nﬁéﬂ J‘ pomt 92—IE§EW rorh meth Itil'?)l) and 59
urea - [4 - (8 - 4 - cyanc - benzamido - ethyl) - benzenesulghon?] S]Y cyclohexyl- 3.8 g of

N-[4- ([enliréa](meltmgpomn wsm(mydnmetmmﬁmﬁid oabr - benzenesul phonyl]- N -

i sobutyl - i sdurBla (8 et dyydo -detremidg obshyd) -ri@@?elayll&mytil |y -cdutyberepr oduct by
reacti N- [Qpeltmg point: 192—193°C) (from methanol) and

N - [4 - (8 - 4 - cyano - benzamido - ethyl) - benzenesulphonyl] 9N’ (4 - methyl- F?
1, 080, S cyclohexyl - urea (melting pomt 198—199°C) (from methanol), 3 ([erT] - 4 -
n - butoxy - "bef#am.-dp -4 etdipbrpmethybeneenmidd ;aihgmylb}nzeneshlphonamlaobut yl -

t hi our ea (melting poiint h24e26 7€) ¢ oxi de i n,_net hanol wer e heg g for 10

nmi nut es,_on a_<Y el 2 ifyqremerhyl - benzamid A dro Ior| c
acid. ﬁqe WhSE ohewall- urea r\@ 0gmp 121 yP 05?4-2.':%‘;% m c_pl mcen “%'g;d?]ﬁ&N’ { &’ %g' )
([err] - 4 -ménhyl - b:ytikﬂié&yl) ubR Aandgint : mtah-;z 4PCy (fbm@amuhﬁhmam] - N' -
iso- 5 wigerl;yl - urea which, after recrystallization from nethanol was

found to nelt at 210-212[err], 5 was' suction-filtered.



EXAMPLE 54 N- [ - ([err] - 2,4,6 - trinethyl - benzam do - ethyl)
- benzenesul phonyl] - N - cyclo-

hexyl_-_urea 10 11. 3 g of 4 - ([err] - 2,4,6 - trinethyl -
benzam do - ethyl) - benzenesul phonam de 10 (el ting point:
193-195[err]C, prepared from2,4,6 - trinethyl - benzoyl chloride and 4-
([err] - amno - ethyl) - benzenesul phonam de) were heated at the boil with

9.2 g of potas- sium carbonate in 100 m . of acetone, while
stirring. 4.2 g of cyclohexyl isocyanatesomnes e added dr opwi sg and
stirring was continued m renﬁerat‘m—e—‘l‘m

batch was then c(glgg ﬁé La;y Sl ﬂ’éed’eﬁf‘ré’g%ut‘?@yl) { RE2PEUPRmiins

di ssol ved in wat eN,- - 4- methylsamﬁbnblhebeﬁzqinia%l QihyaSenbdnbstiphicrdl] amd. aci dified

with dilute hydrcm@cﬂnhm 3 mreac(meltmgThc@t r2e2Cpi(from dimethylforb@biégimetpanaust was

reprecipitat ed fergTAY ng? etiyrlppoar - sftzeﬂllﬁq 78y Dr-bergsnestpheanioE N'- 5
The N - [4 - deipctandly O - P P2 A5G (e gy oform.

benzenesul phonyl 'fro &-(8 - (4- benﬁm;lb@daﬁeﬁml - ethi ERenNASulfHokbR kel (ReliRY t  at
214- 216[errLC aﬁmt 242°C) I n an anal ogous manner, there were obtained:

20 g\f loxybznmmslo - ethyl) mivelﬁ SulPh@élﬂ\zaNn doethyl ) 10
benzenesul phonyl‘]":a (melfing ﬁ ZIZ?E) {frggﬁfﬁ"ﬁjﬂffggﬁf’ﬁgg ( % enzendl R MYE' ting
poi nt: 206-208[ Qﬂ’l’j @)1 m& - cyclohexyi) - urea thm t 2% oeh K m dlz fﬁ m- ri methyl

- benzam dq,- etahr;de)wa{er)benzenesul pho but y - urea
(mel ting pgf @wlzﬂzg(@rﬁ; glﬁuowethslbeﬂzantdo Cthml\ abenzanestiplpoargdentamier , there
wer e obt ai ned: mg point: 14
é -3 - mﬂuo neth [Elcnzamldo thyl; - b ﬂphon}zfl - N’ -4
from4 - ([err] ethylgyc heyl) - Efe!l ?3 3{ ﬁfb r)Fs)om methanol};
enzenesu onam o FR (B |- mgmcthylsulphonvlbﬂiz ido - l-) dnkshl amide (melt- -
b | 7 T i le?t@ 1&21 Kohamide ( N

[4 - ([err] - SIIXEHIEM[t %zﬁ; benz am do - - benzenesul honyl P0 - N
- - s C
ﬁEfK;:’]&) 30 butyle 4N.me Ingp XTE{S og\}%e anl j}i Efr(é a?émg\ Gmdo )
! ) from yl }@f)é}' amldo i
et hyl) - benzenesid: paercy ur ea rrel t| ng point:

165- 167[ er #f C) (fhorrh4n=e(t’>’haho zyloxybenzam‘do - crhw;- b§ngenesulplicayli T N' -3auzy1-5 - 25

tri met hoxybenzarf@gretingg QII)2 3@? fgé’s‘{iﬂ‘l: 1‘?’ ide/wafer); met hyl
- cycl ohexyl) - 2811__2;3 ( é an85 1zam1 ] ﬁ é{f%g %@Tamldefryelt rpomt

net hanol [ di - N - [4m,k hy,l-fgamsmmzdﬁao 6&1@1\35:enzenesulphony1\}| -N1 -4cycloh(:)[ye-l‘ r] -
3,4,5 - trfhet hw@yb'eq*tmanwdo 222°p{wirly Hycompoli éany Gromgusthaivd n E)é’l - (4- ¥
ethyl - cycl ohex 1|n r‘g’(‘)s(;&@ga ¢t retmyyikepzamide nthBi- rhenzerf h?@’@‘ds[('é‘i"l‘i“]g) (from
net hanol ) . - 14 - (8l 4 2RerARAILOBRHS, U@aﬂﬂ?r benkdd&lBnotiR] € N-f Uilifer nor e,
obt ai ned: hexyl urea( amrglpunr 241200 b &) from mdhadol) -

t ri met hoxyBEnzani Noptopy l!ﬁeqvmfcmmxérhopraxﬁ ¢lbenzenesulphonyl] ¢ A¥S|-thutyly poi B :
176[ err]C) 40 "F T P?g I?blp'iéﬁ’qgi neltetg? -1) thencs\ honyl] - N’ (4 - methyl-
trimet hoxybenza@}cﬁ%&&l (trans%ﬁ? xg'zkﬁhpl 89-)@ l1°?:Z) (frofNmiethanol £

cycl ohexyl - urean( r[e ng - paibidybendabbdcer diflyD ) bérzénesiiphagll ome/ wat &tiy)-; and
fromN - 44 ([ erdo exyl) surda (SanS) (meltipgofpox 188e11 3136 Erop mophyio)); - 40

benzenesul phona 2 - aqepylbenzpipig neshy - benzgnesuiperaide {regfting point: N -
[4 - ([err] - 3, ? i rf&tdaaﬁwehaﬁmmcd@m ®RhgdnksuphPGNZ @pesyhigbgny! ] - N -
(4- 45 I’Yehxl‘kytrﬁcjmxh@&lﬁxykl)"C} (with @RorfpvEtidn) (hgmp@@thakol) aac66[ err]C) from

et hanol / waf®er) . - [4 - (8 - 2 - acetydpenzamido - ethyl) - bcnzenesulphonyl] - N’ - (4 - methyl- 45

1 h 84— . .
Eéﬁ\g/g hg Sﬁ?phonylZici E{Plgqs)o:r ;f:am%ﬁlf ::F tg\(g:rtlzla}rpmdum yl) ’:er:zgﬁ %0&%&9 (n-.'lelt?ntghyl )

in
urea 18 .-94¢ (be- rﬁkthyln(e{cqndb]:nzamxﬂbmethlyk)t- f?h@ﬂﬂlbmldie N’ -aydiyl ) -
benzenesul Phonat¥e - ‘H@I f"ileﬁ g gint: 1 @8@19{;? idﬁljwa(ef)r met ¥anol )

91 ) - (fromg
o
wer e suspended i f“'% f"gfgf‘gé)]g?( 5 bfizenesu i @% 51 uti on and
50 m. of acetorgﬁldg%iiereX Lgo- és . f‘g%? 2((:]‘;/0 S Ce)x§/1°m| s',"(r)l!(t:t nate were

added dr OpWI se, thrbze4si(/]iFEI- rox$t # F chlag- MBMHtﬂhﬂue@niemsullﬂloﬁmwts at room
t enper a- (mehl rpemt t]:%; aﬁ@e yas, di | Engd 0 t ni i terl]qd antf t he
filtrate was aci l)t(y ol m‘i[%oso g;/ ythan dloxag lﬁw

benzam do - ethy ‘[4 Q zen 0 r1cﬂlort). enzami t Xiyehzenédlphonyl]- Ur €a

obt ai ned i 20 cr yNdaI4I |rmtewlfcy:ctohaxwaslra‘amme) (Ineitingeoiny : E)ﬁ{—e@5°€)e(mlys¢ealhdol)z ati é)on
froma m x 55%‘n re of di met h Iforma. nd, wat er

199-200[ err] . - [gut - ga ;L é?' én#l W hﬁ)[h‘%?@“‘iﬁ)é{gh(’??ﬁ ai ned:
N-[4 - ([err] Kl ’Fne“’h go do - eth r?zenesul phonyl] - N -
(4- met hyl - cycl ohexyl ) - urea (nelting point: 172-174[err]C) (from
di et hyl f or mam de/ water). 60 I n an anal ogous manner, there were
obt ai ned: 60 from
the 4 - ([err] - N- nethyl - 4 - chloro - benzam do - ethyl) -

benzenesul phon- amde (nmelting point: 198-199[err]) (from

met hanol )



40 1,080, 705 N-[4-

([err] - N- nmethyl - 4 - chlorobenzam do - ethyl) - benzenesul phonyl] -
- cyclohexyl - urea (nelting point: 164-166[err]) (from

di met hyl f or mam de/ wat er) and N-[4- ([err] - N- rrethyl - 4 -
chl orobenzam do - ethyl) - benzenesul phonyl] - N - 4

nmet hyl cycl ohexyl) - urea (trans) (nelting point: 187-188[err]) (f rom
nmet hanol/ 5 di et hyl f or mam de) .

5 38 In an anal ogous manpae,7ost her e wer e obt ai ned:

from4 -—Terr] - N="nerhyl - rretny ——benzam do - ethyl) - -

benzenesul phgg-. . I Rhyy 188EGEbAonfi] T G
met hanol / wat ce}J?) [4-08-4- I&H;kl fie ydoh(i%g"rﬁg’;a - )i\f 8 e% }’on)(g
met hyl benzam do 40.8 gtoh¥il-) [4- (,beﬁzem:ﬁshﬂe bepzamidi/- cthilﬁ) benzenesyipl- ohexyl - urea
(mel ting poi r?pyll)r42cts&ﬂ%cthf§:@r<;n e PE®im %ﬁ{gra@ Sg lmctehgllf:fman"de/
€r) wWe U]
N-[4- ([e aﬁied “dr wxsef) Irrm ¢ terhbek Jwas 0— 302 ghmgn

benzenesul phaRyejction set in after a sh i time, (v hxhermmhwﬁs R XAte} 1hotdi@a (trans)
(mel ti ng poi nthole 1@5c®5’ @her hdnglomumes fdragiopr Clpltated and was recrystalhlzerd an anal ogous

manner , her drafe ylformamide and water. T [4-(8 bnzani do
- methyl) - q&‘E% : gml ﬁé,ipﬂl PP - 1% - Cycmh%-- & 3?%5]) (f rom

met hanol / d| met O4nBBd ner, there was obtained trans - N - [4 - (#-4-methylmercapto-

N - [4 - -bemmm Fethyl‘bdmmmlﬁtbonyllwé{ R4 ) methyb erizielwed)H ydadmsitidg - N -

cycl o- point: ﬁéz y {from dipeghyliqripamide/Wetenyoi nt :  179- 181[err]) (from 45

di net hyl formam de/wat er) and Examere Y - [4 - (N - nmethyl - benzam do -
met hyl) - bemzeresul plRonytbbxy-- Bdnzamido4 propyl) - benzenesulbRdniAy l-Qy'c! giexyl) - urea
(melting point: 137- 1384[ err]) (f r ohxyfetuttanol ). 20 I.n an anal ogous

- carboxy - benzamido - propyl) - benzenesulphoriamide .
el Hhere, ﬁﬁgt e, $9°C) were dis olved in 100 ml. of aceigps and 194 ml, £ 2 | 20 20
fr (N 'so rox1de4501ut1 hd 1 130&'3&& ya' e add J}z&&@ sul phonam de
(rrel t| Nng poi ndhile 1;14:4; b biid] Jook rfor(on%‘a a&&oﬂha completion of the dibpwis¢ dadiicbN - net hyl -
4 - chl or obergsig®ge dws configve %ﬂ%;nhour;e‘ﬁzlemwg © tegipdrature Np rise to 20°C. (4 -

h h
met hyl cyg Ohg& atire Elfd‘%%s LT §amm§£1’°iﬁ%il?eﬁi ‘;%?"’%téﬁ (1rogn
met hanol ) . ith acid was recr st@lh?ea fﬂaﬂlai QEHASIS an Hl@l[ qua h@ of v I&b

25 point:f 163#A184°} ([err] - N - benzyl - 4 - benzam do - et yI) -

benzenesul phopami d Exap 17 fro
met flanois;}gI PR T4 3¢ '({‘?3“’”"[ Zlbe“‘a("[‘dQ ey ure’}’)‘é’ﬁsﬂlﬂ} nyl] 5[ ‘!H‘Bhy et hy 4
n

exy.

benzenesul phonylip g ot -[4C-Y’Q|-0rr§dr0xJ - benzamld'be-xi{lkthvl) UE&Qem(sﬁ[ﬁlohdnﬂ&]: poi
135- 137[ er r] ) mdlumgtphind el@¢fypos idissebyry in (80 mdrof peetolrcand B3.5 m1. 302N - sodium
EXAMPLE 56 hydroxide solution, cooled down to 0—5° and 4.6 g of methylcyclohexEE ocyanate 4 -

(Lerr] 53,5 g AL RO AR A ‘Zé‘Lf%ﬁ 2 hony -
(4- room temperature on a rotation evaporator Y(Jsxﬂl)éc &yclt withliga (trans)
18.1 g of 4 -ang?oe@,rt e extr®ct Gyas acgiiifig buemwzaz@eslamnndmered By hactyp- -

benzenesul ph iefifrom a mixture of ethanok ufh saterTysEls having p @ieltipg pojgs Pl S&rssol ved in 25

vere obtained.

m. of 2N - sodigig lgﬂ'o%aqgcrstpg,&;,gmodgmg,ggﬂ 35 50 m. of acetone,and, at
0-5, 7 g of 4 - fﬂi&f[ Kyl pyc achexyﬂydﬂosyocyaﬁba{l@ { Ethy®NS pen¥edésBiphoddmide added

dr opwi se, whi lneltlwnomh ©) Stirring was continued for 3 hours, the whole was
diluted with & B‘-t d¥£“°§ bfm@%ﬁtw -drenzgresniabrRyllf-oN mes¥flete, fil ter ed,

hexy - rc gepomt ? %%su@%yﬂml@l f 4ed Wi 231 dilute

and the 45 N
hydr ochl ori c Iﬂtﬁ}iyd:yclo-ﬁ ) N[:réa-(meltm pomt ISG‘ijﬁ’rd’l ethane} /vater), and

di net hyl phenoxsef;c[éi;t-atﬁ‘r do hysdé%tgfh Pény. amldm@mbﬂé@zﬁn thyﬂ] -N’ Nt -butyl-4 - net hyl -
40 cycl oh&RyyHis TP s suction-filtered
and recrsyst al mﬂz, 01nﬂg[\“6o) g d?)a ?%enz?g'% 'Ipmp’(ﬁle ?nze"esm e 50

188- 190] err]) N - [4 - (B - 2 - hydrbxy -cHanzamidb o PengH) n’Bd’antﬁEsulpHohﬁ]’ eNNasmbt al ned:

N-[4 - ([erm(]thyl @Clglcxyl)dwrrefmyin heirto X883 1{Erpm nhehol/water), gd )

benzenesul pho 1 omlt\‘l 3 roy? = 3 A E”%ré’ﬁ"é%?ﬁ" : PP ("’r‘?éq“?siﬂﬂ'&“%‘i‘ent

162- 163[5§I‘I‘]) ]th%ﬂ@tjo))y Yarzamido - propyl) - ﬂeﬂze@e&lﬁ%h]o-gﬁuscyagnner 55 here
wer e obt ai neChcxyl urea (meltmg point: 173—174.5°) (from cthanol /wét&x om4 -
([err] - 3,4 - diwieg ﬁypm@mwryd@etkam thedium gae hgdro):ylgrobewzselﬁe@uteéhonam de
(rmelting point: 150-151[err]) 3N - [4 - ([err] - 3,4 -

di met hyl phenoxyagetaoisdg, - b‘@axpylbanzaml ggns&wnamfm}d N’ Nisobutyl-

cycl ohe>6yl - urea (nmelting p0| nt: 17@red 5[err]) (from nethanol) amd 50

N-[4- ([err 38&'60% = [4ch (f be‘y mideatiyll o beozeseshlphonyl]”- N’-
benzenesul pho’rf%?}“}'l - isoRpea - mglhy CQ,X} (gjﬁcamce an o P RYRCHH e%??l N-lfrea (trans)

(melting point: 184-185.5[err]) (from nethanol), from4 - ([err]
- 2,4 - dichlorophenoxyacetam do - ethyl) - benzenesul phonam de (nelt-

ing point: 147[err]) N-[4- ([err] 2,4 -

di chl orophenoxyacetam do - ethyl) - benzenesul phonyl] - N - 55

cycl ohexyl - urea (nelting poi nt: 156 158[err]) (from met hanol) and

.




sul phonyll - N - cycl ohexyl - urea (nmelting point: 189-190.5) (from

t|n 0|n 12194[err
dlrrethylfornamde/vvater) and 10 4- ([err] - 34-
di chl or ophenyl acet ani d
met hyl cycl ohexyl y [ @¢ 25’6( t‘F‘Ef;{f %1 (bFﬂ?fﬁ ‘hgrc gl n m“%?‘%""i"?’@) Iff'r%"h"
di met hyl f @g mam deAy s g of 4 - (8 -\RALEES t)'lmethyl - benzamido - ethflf O8néenesulpforditide - 3104 -
di met hoxypheny|(adedgamindo193—a959¢) greparebénméﬂésruh t‘rhmamndrelchlonde and 4- (nelting
poi nt: 158- 160[(@“;\ 1 ghyD) - benzepqsulphﬁr@rm s efpoil thlh 92¢g oft potas-
d et hoxypheny! a@‘%g} i 0 e i Eﬁ@a%g; giNiomis
cycl ohexylis - urb@@h chichiJenR @b nder kdtheed pEYsure] thOMIITR tvaATSIYed anhter, 15 N
- [4 - ([err] and Bedolutiodivaefilead mmﬁeacmhdmrdbydmhimﬁmcm The precipi-

benzenesul phony* t3d. procht wase' ICClpltaKCd f1om 1° ROME fro %’& tr anS)

(mel ting p0| nt o %{ % ’53 ﬁﬁa%a Xl%r’gﬁ sulphoniyl 1\;I:lm de), and
20 an‘a'l g3tis anner hefk wcr @iﬂl:cﬁr oci nnanoyl am no - ethyl )28
benzenesul phonam ae- [4 2@ - 2,4,6 - trimethf lrrdjcnzam(g_rigtﬂ\ntbcnzg@&ﬂpzm eny]-)4-

N-[4- methy3- cgclahexti) c Bicy ﬁntsb & -and | phonyl
RTa b G T DGR

nmet hanol ), N-1[4- (B-2- nethyl - 4,6 - dichloro -

phenoxyacet am do—-—ethyl) - benzene- e

1, 080 705 41 sul phonyl ] -

N - (4 - methylcyclohexyl) - urea (trans) nelting point: 173-175[err])

(from et hanol ) and N-[4- ([err] - 2 - nmethyl - 4,6 -

di chl orophenoxyacetam do - ethyl) - benzenesul ph- onyl ] N - (4

- ethyl cycl ghexyl) - urea (trans) (nmbP%fy point: 180-180 5[er LLC)f__(f rom 5

met hanol ) , (B - 4 - n - butoxy - benzamido - ethyl} - benzenesulphonyl] - N’ - isobutyl - thiourea

5 with m@roudc exide [iremet anel) Bc¢rd heated ifat thl btepochiadnwitho’0- et hyl ) -

benzenesul phonai Q!@Ol% aled &dfoc loric acid Rbe el‘l’%s C% a @Hth wgter and N -
h - th Su 150~

[ 4 B ( [ er I‘ﬂ e4N]l_ ureg h ch, ?U rargﬁgﬁ)( ﬁgggﬁ an}c,)l Gﬁfﬂl o mel{i)y @-—?ﬁl’” pho@yl ] -

ﬁltErc

10

urca

di met hyl f @5 mami d M@Ja@ﬁl go nfxch@here were obtamed N-[4- ([err] - 3,4 - 25
di chl or oci nnanoy! &Aoo (3 - &, I51ytr)mu:hoty@wzzen@%uﬂphehykC}lesulpr‘mlmde((mcm%

et hyl cycl ohexyg:: 17&17?7& ‘fg ?rpﬁelr@}& é% rmc?og Cﬁlob n%cnzenes%pﬁ]bn}%{ S ] gyclgf rom
)

di met hyl f or mamy 1 from methanol
EXAMPLE 530 - [4 mc ‘ﬁgspom Blo% (fé}l&rrrﬁl)angéﬁt@&hlymonyl] 4N* - butyl- 30
chl or ophenyl acetrcammdmtg pemetlhy-l—- 67°C)L’qemmﬂé&ulb, h-

onyl] - N - (4 N niét+h ﬁoﬁ@ banz piphooyl] -N' - (15 g of 4 -
E)b?:‘t?-uaea t1n e Z%E??fon‘s) 5ommtlinaﬁol(ﬂ ) benzene-

[ [ err] - ( [er r’rr“‘)’lf(qlnﬁ ?I'yl adcetamd

35 sul p e 3@7531 trinﬂ&m&wnfhtmdollc&ryml@;[:ﬁ&fce]u)nm(nfym emal@ohol ssat er)
V\BI’ e di ssol ved chyl 1&cld-hexy1) urca (trany) (mebihg Pdiht: 28BeR06.A) e g\gqh@el)sm ution and
35 mM. of acetone Iapfdanal usgnagner fhe \R\F'c ofrthermore, gbtamcgl o l ﬁ:o\é h exyl
i socyanate (tr 3(91?1 A Qﬁ T i e T nenzem'lsﬁg ?
ring of the redct l1~o A Stri@eRdx tthaalidbgbpy -hl&tﬂ'eﬁe,sul;ﬂh@l]vm m'e wago

diluted with 35Lydohexsfll\»astr®r(manniz mfmt A AT (fenmroacetbre/wared)s sndol ved nmat t e was
filtered of f. Thefwn N4t _ég 5] = trimgthoxybenzamidopropyl} 1 benzggpsulppppmide 4
- phenyl acet ani'§ 5 %? ) ea%ﬁé?t%%\%rﬁmmﬂr&pyn INenzenes(:lﬂhonylg CNC- (4
met hyl cyclshexyh hﬁcydwha@l ( AR ingOidhnad IBﬁGb)IfﬁmG:Ehyﬁﬂ/&ladei)ne orm by aci gifying
the filtrate was found to me%tmgfter recrystallization froma
m xture of di hl f or de XA? 91f e 0
In the sane na er[4 t(‘ﬁﬂ ‘vﬁ' 1\?\%@1 OB(%nzamldo 1:::5?8 —%enzcncsuljpgonyl:} I% £3Icll>hexﬁ
40 N.9o glod4- ((3[ EN F Jmethylsén@dntido - etBiilet Bbyi:l:enesulﬁhonamlde (melting
chl or ophensy| aceatommri thd>-185.%) Hspln) methahedypyergre spended in 25 ml ? %_

C €
(cycl O.hexyl ) - %‘(riglamgpwlse, whﬁg :ﬁ? tlrr,l%% %gdgloi yt) éﬁ'
f or mam de/ wat eryye, the whole was diluted v’ﬁh &ht c@glgalﬁle RAROYas a&l feTHENE obt ai ned:
45 fr o A(5 - N[ -etmethyl ~ befzanidy - ethgl) etbingdnpdalphoplid c ¥antydiohexyl- et hyl | -
benzenesul5§hona;iuﬁacpéta ?ﬁeilﬂtcmtalll@ form was found angk pfich eecrystadlipation dyowyar ix- 55
N- [4- ([err]™eod '>]§Ous e AR én mdo> - ethyl) -

benzenesul phonyl 1 a2 N=(52N - methylbekMrlad D BKH) - tendébeboniryl -t G4 Rt
198-198. 5[ er r] )cyfidhesyin -nieda l{meltig) point : 172—174°C) (fdmr dx{nékhylfo{n&fnﬂd}tfwa(eﬁ')er r]

chloro

H

di et hyl phéfyl acet émrd@alogousenqnwr:)thm ebul phonyl L\- 50 butt9l -
ur ea (mal ti ng pOI(ﬁ el 1n mt: % fﬁ?ggy;l E‘om etha oz ﬁﬁ]tﬂc')- ﬁla benzenesulphon-

50 Clligelt gpf TS et hyl phenyl acet ani do> - ethyl) -
benzenesul phonyl ] - N- (4 - met hyl cycl ohexyl) - urea (nelting
point: 170-172[err]) (from methanol); from4 - [[err] - (y -

phenyl val eram do) - ethyl] - benzenesul phonanm de (nelting



point: 105[err]) 55 N-[4 [err] - <[err]- phenylval eram do> -
ethyl) - benzenesul phonyl] - N - (4- 55 nmet hyl cycl ohexyl) -
urea{trans)} nelting point: 141-143[err]) (from nethanol):

from4 - [[err] - (a - benzyl butyram do) - ethyl] - benzenesul phonani de

(el ting point: 132-134[err]) (from nethanol/water), N
- [4 - ([err] - <[err] - benzyl butyram do> - ethyl) - benzenesul phonyl] -
N - cyclo- 60 hexyl - urea (nelting point: 172-174[err]) (from

met hanol ), 40 a80,705 N - [4 - [err] - <[err] -
benzyl butyramd t hyl )y benzengsu n

cycl ohexyl) a,@;@g(% N)nel iy bl Chgro%n&d(rr@ﬁﬁgﬁ o r j met hanol )
and - [4 4B~ X L&reﬂhl 4 <dlorobdagitAdol -ty - BeR @sﬁlphonﬁ

benzenesu phon(ym%mthwyduheﬁ(ykh-- urca (trans) (métldxyrbomyac l187krebeg) )(frem un‘e&lano(/t r ans

(mel ting point om@f?s malnncezlhﬁcre creo amccfamoI )

1, 080, 705 from 4 g1 -l € 1-b@x{§w(}’|ag,?ﬁ o - ethyl) -
benzenesul phomdeggel(mgglom :Mge6°) (K‘om mcthaﬁ(ﬂ}}vﬁter)z 8- 1261 er ‘?%?ésﬁ}m"g N -

4 - er - dN héhy mab)ét Arrime Bpribenh 10-—Ct1blénbexzmlp dhylN- - N -
E:ycl of[ 1b] cyclghg %}}%a ﬁ? t{}’g’ﬁb)] W 4 sza;‘“m errpm ylNrom
di met hyl f or mnﬂl’d-q/‘t i ﬁlgl]):yclo l) urea ftra s ng p 1'57"%%%1“%?% nyl acet am do
- nmethyl) - benzefmas:qnhlrmfm;wdn er,-th% wcred D) l[dz titom i:ir e(al It| ng poi nt
160[ err f r omitegt ha -) meg - benzami 0 - met -- Berzenes mjde -(melting
di eE hyl Lﬁénill el ’[ﬁ ?{;"mﬂgmgf‘ 37 ethylfarms t ulp (

met hyl cycl ohexuky) - ureh (Bking @S 9'1‘('.“rra (£5 e fé&‘.la" ,%b@ " é‘r (from
dimethylform N - [4- @M &ﬁyl\ﬂtteﬁz)amrdandn t1) - benzenesulphodh ;11]0 ~@([err] - <3 -

met hoxy -,,[er rl]*ethylcﬂi%ggﬂy% urea %)\hb}rlgrﬂ@beﬁ&mﬂfﬁxfwm etethydol). - ben- ?
zenesul phonam de Chhcre [ er

3 - nmethoxy - | erxr)i‘il}:‘-aj drigt r:ﬁlggmf;u f%?‘lfbﬁ"'nz%mc}o qﬂ%ﬂwn [ Per‘ffff“is“lph°h”é‘ﬂ‘?ene-

sul phonyl] - N N-- gy-ciNohsxyyl -4 u&h&&)b(xﬂ’di‘rhdld NjetD) mienzeﬂe&ﬂrphlx%][ enr] C) (from
et hanol / wat er )(4 methylcyclohexﬂhdurea_']_@rans) (melting .pox{1r4 199+¥(E?)r(]’rom meBanol)met hoxy - .

Lerr] - ethyl n ﬁ'ﬁ@%ﬁ@r abse()b‘%gx % h{fl Eenzenesﬁghonafg% (Tglf{[ GU| Fhony! ]

- N - (4 - nﬁﬁg‘p,b nt - 176367501 @Y Imkthanold ! rr]C
(from Nt-hinols/ wet- etregyyl - bcnzamrdo - ethyl) - bhﬁerﬁsmpadwl] Q@uuscysignner, there
wer e obt ai ned:hexyl - urea (melting poing: r 13f—437°) ([wgh dicompogifien) (ffom- mq:rhmwiyl - [err] -
phenyl bu %r am do) - ethyl] - benzerbg&lr;lngr}%n- 20 20 am de (neltjng
poi nt : 139§ e'[‘f 1@-4%¢ Qmeﬁl&lbﬂéﬁcﬁ'{ eﬁ@ @dq-oétl)yl) benzenesulphon N’(- - ([Trr] -
<[err] - nethyl Lerrl ihkmtdyslieayn d@ex (trarS)t h t’;enzen sul phonyl ] -
N - cycl ohexy 18. B ok 3t’5i WRJFFDOXHETPH@O]:EQYIS wlze]lt(it)lpl(on‘larnndn dilute

th | (melting pomnt: \v re sod1 x1de 5 uér
et hano 2-}5 50 ml. of acet c lh ﬁi' chexy 1soc nate (t
phenyl but'yr amad@a dropoi le 'stl “for 3 hours, the ole wg i hyl

cycl ohexyl - ufleed (vrrlehttih 1 pdi antmall]gfaahnﬂy&ﬁ [ dihatiyEdrmbrhid Mhlteked, b theet h- 25
anol ) and ﬁltrate was combined with water and acidified w1th dilute hydrochloric acid, The N[4-

5 enzZe _
20 eyl b et LT ks grgsznrzm ek g

phenyl but yr amfﬁlganetham oMb ,n olae recIQ‘s“'l-hzeﬂut yl 9 urea
(melting point: 1r8a4:—aie&& pemra r@ thefe m@abthinkd it € rret hanol ) .

EXAMPLE 58 4N (B '@rnh nexyacea islo - ethyl) pbeareydsulphofsdk + §¥'-- et hyl -
butyra o> - 8 7 e e R e -
- cyclohexyl froMr4€a(g - 3,4 - drmcthylphcnoxyacetamxdo - cthyl) - benzencsulphonamrd@o

18 g of 4 - ([ (leqiwrk pomt<[1é(v+]51° henyl - err - methyl - butyram do> -

ethyl) - benze - 3,4 - dimethyl tth*D wieresulphdrg - -1185[ err] C
(from d' T 01_‘3 u};a‘%fltgl” ﬂiﬂ%ﬁ € OQ C t - ct;:rty}i;ln-olbc-:ar:1 Cine hon I@'C et Oﬂ% After
t he addi t| on th@icydloRekylPO LR &habe) R Qd‘dﬁ e1d4 Efﬁgn-)"{% hanol), heat ed
under reflux i rfrcmhfé Msedxdﬂordphhmyaceamxdb hethiapi $epzeﬂd@¢1ﬂ>}ﬁnaﬁﬁder(ﬁxmng 35

After the addr“tgrpﬁ :of7%. qf Gycl ohexy) isocygnate  stirring and heating
were  ss cﬁgﬂﬁﬂnﬁg fld Afng ﬁ%‘%‘g %ﬁ%p 31) HPERYHi Y71 | ed of f and

t he residue wasnt dlchlorophenodv&eﬂﬂ‘gfd@ [ eth fp g - e 4f.| | t r3t ed
solution a cr yrsﬁlraltyldolw@ylpr ecd (ifahi(weldfy fine: E‘n—17{°b efforn] methanol), <[err] -

phenyl - [err]Sl 12 mehyi/r pi disBloro - phdngeyycetamide n etbybeshehgsteony| ] - N
cycl o- ulptg 'e e‘tﬁgé’ﬁf“ obé ai ned The substance was found fo rrelt
af ter recryst QIhEIth t' ch(lﬁjﬂﬁ%p 4urea( 1t1 omrﬁg" }Iag%ﬁ@w bYD]_?‘B‘BZ_EIFS[ er r%‘)

40 N-Ifa- ( ZSB;H&hsJiTHm ﬁbﬁ‘fep P Ol ?3 y?‘rﬂiiﬁl‘ ¢ Same

sul phonam de by using 4 rret yl - cycl onexyl |socyanate (trans)
the N- [4 - ([err] ([err] - phenyl - [err] - nethyl- but yram do>
- ethyl) - benzenesul phonyl] - N (4 - methyl - cyclohexyl) - urea




(melting point: 224-226[err]C) (fromdilute nmethanol) and by using n -

butyl isocyanate 45 N-[4- ([err] - <[err] - phenyl - [err] - nethyl
- butyrami do> - _ethyl) - benzenesul phonyl]- 45 N -_n_-_butyl - _
urea (melting p0| nt: 137- 139[err] O (fromacetrc ester) In
an anal ogous nmanner, there were obtained: from4 - ([err] -
(<ferr] - methyl - [err] - phenyl - butyram do> - ethyl) - benzenesul -
phonam de (nelting point: 133- 135[err]9)805795 N- 4 - [err] - (iﬁerr] -

met hyl - [ epsfe——=phepyl-but-yram do> -
onyl] = N - but ydlphonyllr e’ ¢ riel- tquglcmﬂwcwl) - higed- (ﬂraﬁI ﬁéll’iﬂg@mnﬁ rmmldb“r)ut e
met hanol ), ﬁ%n Hietha 1)_an ¥ % dzchlogop[:cnoxy ce ethy Ni be ‘?’F‘l’}b eny
- butyranido> - v b gjé, ‘2 A hexyl -
urea (nelti#g pogfé;ml 57( 5-1 %? ]&ea r(transr)rr(xglmll nl 18 ansgls g) sand
55 N- 4 - @Qnr} B §3§1 edxc}]lorephtmlhdﬂwmdo etﬂ)ﬂ)‘r l}enzep:bleﬂyﬁanndekkuﬂty ram d0> -
ethyl) - benzene mhl.nn 1 ld e— -benzenesr}f ]cy | ohexyl -
urea (trans) <ner,rcm 0k (oS gt &zi‘ 5 ethylformamlr’ﬁﬁegf

met hanol ) ; -{4-(g Ionuxéhroro h&fyfa etam1 hl) = benzenesulphonyl] - N” - 10
trinmet hoxybenza ?wdpry:ky)) -mrebemnerresmigrpbmnam-elm()r(e&m dlmethylformamldey ng point:
176[err] C) 60 w“‘“’-f’N - tr| hoxybenzani dopropyl) -
benzenesul phonyl %mehm;{i;omt é ?%oodl oxyp en%acetamﬂ%xﬁ v LPF%Z “FPE?“E’F‘H‘@ p0| nt :
215 C) (from acet qneffpater B4 -aﬁhéethoxyphenylacctamldo - eftHyZmbénzene(u[pﬂ&ﬁ]]] N3, 4, 55-

trimet hoxybenzanrydlolpmpyreé (meltipg puire N €%HcH 13670 (feom rokehagadebd | g por nt:

181-183[err] 0 -[4-(B-34- dimethoxyphenylacetamido - ethyl) - benzenesulphonyl] - N” - (4-

1. 080. 705 ;nethylcy:;:lohexyl) urea (trans) (melting point: 161—163°)4(§'0m methanol/d:methle [4 -

, d ormamide N

([err] - 3,5 -t rﬂrdﬁﬁ?‘tlelowb@@lzamcﬁilGrla&ﬂﬁMby)annnob-e@tE e VerhzPRAPbrkmide N -20( 4-

met hyl cycl ohexyl omelnngrpcma gered203Mmg point: 166[err] (from et hanol /[ wat er) .

EXAMPLE 59 - [4 (B - 3,4 - dichlq rogr agpoylanglz qthyl) - E’? n’@ RN’ _cyCLE

car bonani do - - ure ?tgl é)om 204°) (from dimethylforma water) and §u| honyl ]
S ichl ocmnamoylammo ethyl) - benzenesulphonyl} - P y

- N - CyClzsheXYJnethyld#El xyl) - urea (trans) (melting point: 196—198°) (from dim hylformamxde/ 2511. 5

gof 4 ([err] -wdm)qzoph none - 4 - carbonam do - ethyl) -
benzenesul phona MFEE 5?40 242[er C) wer e i ntroduced

into 100 m . ngceLcd'on(g t%ﬁggyﬁg ethylcyceﬁ:;e ﬁireﬁé el “zﬁ’l’eﬁ‘llﬁ“‘d

pot assi um car bonat e1s glérer Wyl g,,y\aaiet 4 ellonbp n NRak - benzene- I &bl ux
at the boil. Aftsiphdnainidel (meltdg Goigt dflS-e l@P)dfremylcohonustawat élssmle&‘den agidled

dr opwi se 10 |"f 1"1}?}a FydsﬁtxidF Siﬁéfgf ofer e
continued for 4 E‘ 0 t?rln celt;lefor 3 hoﬁ;}s) e 11 c§€ Ehe
acetone. Ths ace&zﬂ&amuva&t d3§ (ﬁveli MnateCAa , ﬁl’t@r&ﬂ off. erN’iSl

obt ai ned was tr edgled ditltyh- v\/atchiproamdenlrlyrdtamrdhbcmyl):- egzenksulffogyllcy ys; GL past e
obt ai ned was methyleyclehexs); -gifeaf (rprs o phstined i crysspdl eaorwbrrrrm ingrthe filgge N - [4 -

([ er r] _ benzoph‘e ﬁgounlcéuto 9(13 _g té? Be&}l'stalluatron rom 4a n()ﬂgﬁua of mé? rl-n)amrde and

benzenesul ploonyl | -InMe sameGysahediR¥eas obrdide@a Was obt ai ned as crude 15 49
product in a good elld - (Af-t@yrvréeﬂlylst"m thlzephinplaccfamginp>a- efiyit-theezest et hanol
and di oxan, 15 5“11’ onyl] - Np o (SEIpRSEYENT BrenArelting (it t H9maPt”) dromp dimediplar or ] C.

formamide / w

I n an anal ogous NANAGH analobtRs RaM@ShQPL@E fethed r oM t he above- defi ned

benzenesul -4 frephdNga (de - blythylﬁieﬁ}@céamldd}EéthW] benzegeailphbtﬁmjdle (m&ocyanggt e N
- [4 - ([err] - bepidvpH Hé° sipheng cgr bect)hr;%m grgetygllpho ! nt%
benzenesul phonyl { u iCmerting

poi nt: 217-2190C) Jy&ghegn urﬂ’a{ antﬁ 198-23; ﬁé@roé{ methanof),

20

y%@@ cetamido>> - ethyl) - benzenesulphonyl] - N’-
50 butyl urea (meltmg point: 150—152°) (from methanol) a MPLE é)O 50

_ _ v-]dieth ! be -
“ [4 ([err] (4 met lcycloheﬁg( rJreﬁnﬁ)égE%maq ligg)gﬁ nzre%%ltpb@ﬁ]ésm phonyl ]

4 - - - ph 1 - _‘Mgmﬂe
16. 6 g of 4 - ([ﬁﬁd’tIml%S"ﬁtﬁ o Ten lv]aeramrg nZeth hyl] |- benzene fopem Hefedg
benzenesul psonam ae- (#el# i-r /25henylval iidets - 2B 18&{zmesul}:ﬁ§nqu)btwr n@d from

benzoic acid - (Pehyqclohe er\’&qa tmg rgd4 N éfrom peghanal); reaction
wi th chl or osul phmgﬁl f‘% %??[1 4?1?“%%3“&%% {sfinger e
ra@mbﬂe e89l) Ulbin@dhesapibnflf - 1’ - c@do-acet one

n

==

di ssolved in 25 mN-¢f-
and, at 60 g [- ereu rﬁlunﬁpcﬁnt lﬁf—ld fmlrrex liamrlrsocyanate were added 60
dropwi se. Stirri 2}@101‘1'% AN b“tymmld:t>'e _1 m 3 4wm5rhel was
diluted with wat f‘i éﬁ e(é aﬂrﬁ,zilﬁrﬁ Jdi! gﬁ g‘gﬁ‘g‘ﬁﬂ “ﬂ 3Q . With

di I ute hydrochl Oéth)ﬁcyaﬂie 1) -Thiex @asE (nting tp6id: : PT6 ap-filtered and
30 recrystallized fromnethanol. (Melting p0| nt 189 190[ err]C).

I n an anal ogous nmanner, there were obtained: N-[4- ([err] -
ethyl - [err] - benzam do - ethyl) - benzenesul phonyl] - N - (4 -




met hyl cycl ohexyl) - urea (trans) (nelting point: 184[err]C) (from

nmet hanol ), 35 from4 - ( [err] - ethyl - [err] - 4 -

chl orobenzam do - ethyl) - benzenesul phonam de 35 (mel ting point:
177[err] QO N-[4- ([err] - ethyl - [err] - 4 -

chl orobenzam do - ethyl) - benzenesul phonyl] - N cycl ohexyl -
urea (nelting point: 201.5-203[err]C) (from net hanol / di met hyl f or mam de),
N-[4- ([err] - ethyl - [err] - 4 - chlorobenzam do - ethyl) -
benzenesdl phonyl] - N - 40 (14080788t hy| cycl ohexyl) - urea (trans)

(mel ting point jrok@6- (&Q”cﬁé’tﬁylp@nyﬁ&fa@xmo rﬂf‘erﬂii‘ﬁr-lCbteﬁzenesuﬂ)gonamlde (meltm e

di met hyl f or peind: deg— - ([err] - ethyl ferr] - 4 -

chl or oben Zam Ho [4 1ethyl ia ¢ i N zenesplphonyl - cyclo—

et hyl cycl oh yg urea (a,g-géete);[gh% %?&‘E"‘n& y])g-}ﬁe‘ resu %é’ﬁ F) (f 50m

di met hyl f or g 1ng point 160°C} M@ hanoﬁ@xnd - di et hyl
- [err] - benlzann4do(a;u _edhhy;{l enyla&&nﬁc!aneﬁuhyphommneelﬁph()ﬂml i Nng (4-45

poi nt: 223- ZE@EE[Z; ogyl) - urea (trans) (meljng ppimg: 20%-[—@%?‘]3) (froghj dimethyfform- [err] -

benzamiglo - BIBANED: a‘iﬁle(n e »ehony i clohexyljo urea
(ot 110, PO A8 A0t i bl beepecamigo> - cHERBIERY 10 11
([err], - di nnt-myL(,&- £ es F]rxethoxbea,zaﬂietllyl --ph&@yliygtamide >bethg neathghonyl ] - N -
4 - 50 rﬂipfﬁwlby]tﬂ w@myl urwr(eieltlﬂano@hsPl-(—r}%ﬂW) (Frgm pdanel/waterg0- 191[ err] O) ;
and enzam dgbutyl ) -
<320nethoxy - aa - dicthyl ~ pheAhcamidbL Elelblt) - b y
benzenesul praae@ﬁ’mdé‘i&nal tiﬁiﬁ}éi‘%)@tlaxex‘yi)i’éﬁﬁ"ii“ ;?,',m LR e T
benzam dobuteghhgol/wadnzenesul phonyl ] - - cycl ohexyl - urea (nelting
poi nt: 173[ errﬁ@n aeﬁlﬁgmmmhdwwl“ﬁmb mldo)
om 4 - CW@('- 5
EmNFLEQ 6% 5§ude émeltk ,55011“ 35°(:,B %gg c;(l g met anol) betd et acegam do -
et hyl) enz thyl B-p ylbutyram1do> - ethyl) - benzenesulphonyl]-
N - cycl ohe«yl cyelohdiyﬁa urea (melting point: 1515-—359p°Cf (f%m—dll(n[e&[et’h}mo-}),
benzenesul phoﬁyl[aeé@ arifdomethybt By |Phenylbyspramidere s (gt Peaprnggelphonyl] - (mel ting
poi Nt : 5384- ;ZAE n PPy - ﬁk@e"ghs‘ﬁé”n ting peimsp 19419 ?C)ﬁ"\?’%@m“dﬁ‘?t%ydr oxd de
sol ution and (8 Ol ACRLRNE paMHenyBhityrdmiab S -lelhf) - BenZenGuifonft}.Cl Ohexyl
| socyanat e \M!r-eut@l(}urea (melt&dﬂﬁ(ﬂ: dB@-le%(froStdllm’elm@amas continued for 3 hours,
the whole was diluted with water ’[}4 and nethanol, filtered and
the filtrat | fi Te%‘?‘ rr 44
1,080 05 N 16 o %on Fg?et@m Beronaa)l yf § “é‘%zaﬁg‘f@éﬁ%ﬁ%] Y VA
cyclohexyl - un&gomem-p(&aphe -.,B methyl butyragiidp >t -cetyl) A benkapesnipivas f ound to
mel t, after opgwife @nching F%f Pfelmethmd) Jere dlslslol" 2?‘17251)88 err]C
In an anal O H«%\%&mﬁ xtler 5 :ra:r onate the w was [4 - ([err] -
benzenasul phONWACHE 2GR of ses Yo ycloh m@mﬁ@f aﬁa@yﬁd] heatin®l were 535
(4 - methyl centinyed| fofRekopts) The vnveaw(sttham)xlle(drvﬁlahdthgrqs:duenxras tak83p194[ err] O)
(from met h anmw,ater By acxdlfyxrtg s)tallmc precipitate (l)f N-[¢r&n4a - [[err] -
(1o bergE BT il i 0 @% y
phonamasde ( raabd in@@arﬁ@itrl%—ibg‘&t err f‘err - @[err] -
benzenesul phonyh the sgnheé eopanoe alreredi @y obmeQd rx?the sdggnzlmme-by usmg 1—0

phonyl ] - Nmethy ocwmfr g ﬁlﬁlth Prggl (from
yra - th benzenes l 1

met hanol ) "a fieltmg pomt ??24—2 °C) Efr :1 dxl c{h nol\ an y&kﬁé cyc U| phonyl B

pr opi onami dcm> 14 €ty k) -phAGNZENQEHY1 ~ butyramido> - t nzeneszhonyl -

met hyl cycl o€y - butyurea (shelvingipsipt: (1324-1399(0) (foam awttic ei@B 189. 5[ err] C)

(f rom met hanol n an analogous manner, there were :

15 '}Lhon ok B[ng%;&j ] 8%31@ lﬁﬁﬁy‘aWF ¥ e phonyl ] - N -
(3 - map hoxypNopzy B - (<B - methyl - 8 - phenyl - butyramxdo> - ethyl) - benzenesulph- 50 Uurea

6 g of N - [oﬁyl} f\{ erbm]yl -urb?eﬁrrzla prant - 1 (fronbéhzenpdmdl) honyl ] - urethane
(el ting

R

benzam doproaq amde T6F8Yor i ¢ acid
ethyl ester IN -a43et[an):ﬂwaﬁ@hthﬁt gter3d - bild@ani@d S -iethylPS bd?ﬁzanesu]B 55 of

di oxan and 13!111;413 tf-4gmteth®1xwp¢l®wl aurea(gans)fmiekieg minty 1947 96°Ghifrolm t he expect ed
guantity ute metnggo ad di st.il s concentrat ed
under reduceg, HEBsSi %iff? mmeh}“’xybe'ﬁa"f’ i °P{‘ﬁg> gﬁnzenesmelfoﬁamléee(sm@ue was

di ssol ygd in ‘J/po,armma;m, thithdthoRyteitaraiaehrdphip - bdnkehdsapRnpIBSN' - cyclo- ecidified
with hydrocrﬂeaﬂrmeae(wldng@@t 215°C) (from acgbne/vorerdelendpr oduct  obt ai ned was
recrystallized fT"f‘(i)“ml(% éa“a?t‘d’f“éet}%?f‘ybé‘tzﬁé’ﬂ‘tﬂ‘°p&‘hdbe”z"’2‘?§“ll’mmm‘d° (melkinger . (Mel ting
poi nt: 153Q)P"™ In an anal ogous nmanner, there was prepared:



N- [4 - ([err] - benzam dopropyl) - benzenesul phonyl] - N - furfuryl
urea (nelt- ing point: 170[err]C) (from ethanol/water). 30
EXAMPLE 63 , 30 N-[4 -

chloro - 3 - ([ert}-="benzanmi do - ethyl) - benzenesul phonyl] - N - (4 -
met hyl - cycl ohexyl - urea (trans)
10 g . - chloro - - ([err] - benzam do - ethyl) - benzenesul phonam de

(el ting poi nt: 193-195C, ob&&&gﬁg from2 - ([err] - benza45n do -
ethyl) - chloraobenzene hy the 35 ion with chlorasul phonicZacid and
subsequent treat Nent4 wyt-1s,gimrainethoxydén@antldropyl 85 benzenesulphonylpolNved44 n 14.8 ml .
of 2N - sodi umnsjhkrsiohatrl) sustameling raint 186°Qrifrompthapatbtatsie and, at

0-5C, 4.3 g of 4 - nethyl cycl ohexyl ﬂxmcﬁz%gate (trans) were added dropw se,
whi | e StirriNg.[4Std JoehDghe WAS- £OR bR - £y 3eltor s, the whol e was
di luted wish water and sulphiaitl a0l cycldhidyt eurexd and the filtrate Was
acidified with di lLf EOMdﬁﬁodmzenh»@nac‘l dcaerMIdsrr-ealylzlebenzenesuldbtl@ll#ed was

suction-fil ter(éf’ifie ‘é‘{fﬁ"l e [vere ‘%f"fi\éﬁf "éqg' g‘}s"t‘l apf 3¢ ‘h‘frr‘qph a mxture
ot ssmm rbona "he wh nd hea

40 a%mﬁ g% @ﬁloh& 1 J;ogﬁnaig added dropwise I'n an

anal ogous raNN&hile tuhaerreurw@d ebtind, aediirring were contmuPd for Nhourd o tire b6iligor o 4¢ 3 -

([err] - benzammmramrfeothix cetond) dihg epr@sdl phdswitd) oft mNbacuo gylcdho-remdue hexyl

- Urea (el i nUST R IO A Sy U LS ey ned 1
Herr]O 45 cmu)lphon N’ - cyclohcxyl - urea was obtamed as crude .

45 prd‘dﬁ@m gcod 91 H.QXfar recr’y‘]stamz R At Al Qﬂﬁtohbﬁl:t anol and dioxan, 15
benzenesul phonamscmta(lqm’asfpwgt flapk 222—224°C. 163-1 N- T[4 -
chloro - 3 - mgg 1, nizytlﬁgnggﬁ%%%o i “{‘ bove-%qﬁr;icri]zo none exyl )

urea (melti ng Fi ?lﬁi\bon ;ﬂx tfle Eﬁ f] ‘?ﬁ“)l %@1 5 cyclohexy] - ur [4 -
chloro - 3o- @aﬁ@rpoﬂormv y19 C*(fr@:ﬁﬂ%ﬁ%ﬂﬁﬁ/ﬂﬂoﬂhﬂnw ] methyke 50
cyl ohexyl) - urea (trans) (nelting point: 182- 183[err] O (f rom

met hanol / wat er) ; ZEXAMRLE 60

err] -
benzani doet hyl ) - bé\hz@né‘éuf‘lﬁﬁoﬁag‘} }ﬁ !ée“zencs‘}/phonyllpobl(]nt 198- 200C)

N- [2,4,6 - tringghyloss -3y -edyl erer-]benzagamz&mlﬂobmze@etmhwoamde (melting
benzenesulzphon;pbl}u - 185118786, obtamedyroinoﬂnmoytlac-d -Up eaphényiblityl) Agmfieiby tthe 25

197- 198[ err] C) §2f4op Jﬁjdg Sﬁlﬁ g treatment w ammonia) were
[2’ 4,6 - tri ITEt(}f 5 C 6. ﬁ I'l 1soc.ya la %g rrmg ﬁgﬂggﬁggﬂ phonyl ] -
N -butyl - for 2 ﬁﬂrs(t’ﬂ'e hdldWghs RO wnrh t heOifirate was acidified
di met hyl f ag mamwudka/ mteeh))droohlorlc acid. The precipithi®d prdduct wasi soeioffiltered 3nd- ([ &r] -

benzam do - et hsgF taﬂuebé‘n@@ﬁélswl pHelng|ppint: 1 —1900Q. met hyl cycl ohexyl)

- urea (trans) (mi] BEFECHIHE O SEREIE ) (fram,ghapy X o 60

am de/ wat er) 1 %%ylcyclohexyl) urea trans) (melting point: 184°C) (from methanol),

60 35 4, G - ethy‘ll net Ayl chlo*oBcn-;'an(lc[oe-r Et]my]) - bdn&n%&iphod&m@a ethy?) -
benzenesul phon)élln tmg PNnt 1774 I cycl o ﬁéﬁ 1phonyﬁa ISt rans)

0 n .
(mel ting point: cyc %exyll uu[a%melllm pogr ﬁ)ll?{ Eﬁ rom ethylformamide), wat er) ;
and - {4 - (x-ethyl - B -4 - dllorobenzamldo - ethyl\ - benzenesulphony}H ;- , 705

45 40 (4 fzﬁeﬂﬂ]cﬂ:lohex@lb’ll— QFed (crand (melfxzs)g ponﬂh 206-atoere) ivoml @byl ) - 40
benzenesul phondmedﬁfdﬁ(r?mgﬁ chlor ido - et %3% cne] ﬁﬁm &7

Ejegggrz)gﬁlets Iulog%‘l ethilfgjclohexﬁ) u)rea (Ha ) (meltrg‘gﬁg@:ﬁ 82()5-— 7°C exy & Erlglé ??gﬁg?yl )
(nmelting peint: ALY her ld]n@)hyl(-m Omﬂmt- hwlﬁ obdrmen@ulphonamldea(mldxg/ vvat a5 ).

5

pomt 223—-—216°C q gxpgp ﬁgl}? | \I' N-[4 -
1ao -

(Lerr] - 4 - hc%ﬁ‘ exyl - u@g me tmg pomt lgg def]\(frg%gﬂ' fi) ?ﬁpiﬁ w ) )
cycl ohexvl - 4 - (au - dimethyl - 8 - benzamido - ethyl) - benzenesulphony!] - N'Ur4ea
3.2 g of Np- [%ahykic&,hdrx 1 -—ured (frafQ @hdiynls point : bmmmﬁswnphonﬂ 50
cycl ohexyl - ur eafrm 4-(3 -vbewzemmbssbl \pergeriesylpBongmide éiflek@&lpmmso’dﬁ hydr oxi de
sol uti on; 1@3 I?}P e ar‘l“{l)w ) er?zb“““lpf@’y” - N7 - cyclohessd yr@ (REF chil or i de
were added dro V\ﬁmSe At 3P'6"&s heated for 5 hours at 40[err]
C. The reaction product vvas t hen sucsnorefdll t ered, washed with ether and

di ssol ved5§n N- [(dr(lml’en@kmﬂnﬂlpfwc aéi%tfét“é‘r D beresrewlphanyll was preci ¥ t at ed
wth dilute hydro g o I a%’ d. bcnzenesulpgonylace agr}]d&% él%rlgo K)J}{%L)Z'shl&gmm&cnt
226-227[err] C) ( pomt 184-——187°C) were suspended in 20 ml. of 2N-sodium hydresftVPLE 65

15 solfn{Jon -and UE k] of achdBE Bid, 2t PREVTYISTET agetichexyl 6@irawivite> - et hyl)

- benzenesul ph(}ﬁgeh]dropwi‘s& Stirring was continued for 3 hours, the whole was diluted with water 60

and methanol, filtered and the filtrate was acidified. The N - [4 - (8 - benzenesul-



cycl ohexyl - urea The conpound was prepared in an anal ogous
manner to that described in Exanple 64 fromN - [4 - ([err] -

am noethyl, - benzenesul phonyl] - N - cyclohexyl - urea and 20
phenyl mer capt oacetyl chloride. Melting point: 148-149[e after
recrystallization from 20 al cohol . In & al ogous
manner, there was obtai ned: N-[4- ([err] - <a - phe
cyclopentane - carbonam do> - ethyl - benzenesul ph- onyl] - N -
cycl ohexyl®- urea. Melting point: 1480195/ err]C after recrystallization
fr om 25 ablﬁﬁ)}}métamido - ethyl) - benzenesulphonyl] - N’ - cyclohexil - urea greapnatmg

25 in crystalline form was found to melt, after recrystalli Erhanol, at N -

[3 - ([err] -195eﬂ&%§ﬁ?| do - ethyl) - benzenesul phonyl] - N - cyclohexyl -

urea 3 :s; F ubﬁﬂ:rlggr:;s‘ﬁe rl% gac ta t%lulzj r?)enrré/nesul h(%?lﬁ]zylll Cyani P € was
hydrogenat ed 4n- yclohexyl) - urea ( x@}’ merlllﬂﬁd’fpl pressure
and at room tﬂﬂi&ﬁﬁﬁhﬁhﬁﬂiewt pall a i um as catalyst. After

about 1 hour, theotdlclf ati@d lamgmamlph@fyl h)pmpmgeerndowagﬂbﬂunbhnzemd- 30
filtrate whi cPhoprapide ’é‘%ﬁ“@%ﬁa g fromthe. %aéu lgst : F aporat ed 150
dryness undergonyn Y rg&uﬁfyi’f SYRIE. %ﬁ’ o EgRy ik e was

di ssol ved in : webmaaaunbmoau-za 1onamldo> abyu i hydr oxi de
sol ution and Dlharh] e@ﬁbl (mednmhytct’rlozemm srea)(trahda(ﬁeélt(xgaiomul wSed89 5°C) on the
sul phonafglf de (swdyethapels| j ght t ur b| removed with charcoal . ¢
Subsequent |y, x35y4 b&%{}% vva%ﬁb 0%exse @@g dded

dropwi se, while [Stlﬁ’ﬂl’ g#(lpgl houfr yl]l e 1 ﬁﬁ&m yp al l'ine
preci pitate was g s@@l-\fed(ﬁb betliwldaddr@ylmemnﬂﬂbhonyﬂodlmmh@tdhmg(| de

sol uti onand B ewft‘;lcc}%j?{"l‘ bY ‘heb %%ﬁ@ i l‘{{\%"l’yabtet srErRessigh %?lhona%de was

-

\/'.J
MY

precipitated of dioxan and mﬁﬁﬁﬁzmlﬁ

tion -
. eCti
filtered, wasbedethhdl hlad/\@ tﬁléd afﬂ h@@ was concemrateli fﬁndé?-?euﬁ;é:d te rg by 85% of the
t heory, nelti mdf thovohie, thE@side sedlssn}I(Ed id (% ammonia, ﬁlteredene tlslﬁlt;ateonam de thus

obt ai ned,\was P&kficd wigh - acetonic solution -
pr esencgzsof S Qg imt hecr u Pf‘%ﬁggogb U re“ﬁtat"ﬁedsg?:’gsas "‘9‘6"1 gh‘g}’@‘f‘ #4ocydnate. On
wor ki ng mpnhxﬁlo dnEmuﬁuadhermrp&par&il% of the sul phonam de used as
starting nmateri aN -k &8 f benzamidopropyl) -digezadesdntioralid W --fuffi@yl - ufep émele} - benzam do
- ethyl) - beftsBH¥sdTPhOrgRFhandkeaten).cy el ohexyl - urea was obt ai ned
as a progpuct containing water of ciyapad ki zation. Melting point: 1Bp 45

C with deconpdsi [t4i-(m1moTne- @ubsizamide- ebylf -cHefettsdgdhonyl] -JNﬁ%qoinemter of
crystallization dcm}alyxxiumea @rewbr di ng t 0 paper - chronmat ogr aphy.

thyl) - benzenesulphonamlde - -
In an anal ogo omt 95° ned om% - c zar%jldo ethygt)ﬂ chloropenzen Blt'ﬁ% 3 ([err]
thlaiohih I reyni% nt:. 35

4 - chl OfSOben Qick clﬂ(t onic a @rzlgde R YLD
178-179[ err] C)olvE(D in 14.8 ml. of ~ s@cﬁxm h)(d['(ﬁi’dé ]solutlorﬂand IthlObm&&E&ﬁil geet hyl)

benzenesul phofh jC, A3Ng of 4 el *Yl ISOCYSEJC (trans) were iﬂlﬂ@a@r pmsle,twlﬁ poi nt :

118[err]C) (wfd Egg%@ﬁi m‘: §€*ﬁe ifﬁ 9“”}, tal-
i zati onqpof ab ed va tion-filtered ¢nd found td &M r'rec( tﬁ[lf o fr m‘ixture 40
di chl or obenz anfi difoediyligrinymide b:emenasllsv m?@m de (relting poi nt :

144-145[ err] C) o analogo(;: Som ﬁf‘ Sge;"% Thyl% genzenesulpﬁon Qb%);é am do -
ethyl) - benzg 106-C O 1 fea (el ting
poi nt: 180- 13 Qﬂ‘rﬁi%lo;% vvlr%r?m econposi t nlf eco'?fosmog’oﬁo e>r§11 45 wat er
of crystalli zat |fmm @f— chibro ut3 -2(,b8%mldomethyl) benzenesulplrooamldi: (mel(nﬁgapoﬁr]r - 3 -

f1 uor obenzani 8§t c}{lloc ) b(i.\bnzen am del(the g po

147-148[ err] C)He eltm g oia: 18 C)(J’Q,‘f‘m ‘1‘,‘] e“ze'ifs“" Pio beﬁ’éc 0 - ethyl) -
benzenesiol phony lom -Gy-Clberamiy. m-ethylfﬁo benzenesulphon{d | e&I’( r(PLTnieﬂ\Q poi rsh:
127-129[ err] C}rylo@t!wbm wtahfrod) Ymelgngdpoint: 182—183°C) (frbmomtlﬁnol/“(agee)rr] - 3 -

net hyl benzani doqff‘ﬁ;( 4.6 -w e%u(ﬁph?ﬁﬁzaﬁidﬂféhypné’?tz?qﬁﬁlpb@?fnﬁe melting

1982200
149-150[ err] ) 'N - [2,4,6 - trimeffl - 3 - (8 - benzamido - ethyl) - benzenesulphonyl] - N’-
1, 080, 70& cyclohcxyl - uNa-(mi8ng- po(r{tenw]_wso&) -(frdﬁE%l)Fh).‘ thilRaadidefhouter), €1 hyl )55-
benzenesul phonyy } [24,6\ trimegh cl30igéx nzamido - ethyl) - lbcreale%lkmdnrlil Yoyt :
105- 107 err] G\ Y gi‘gﬂgﬂ’gg pei JI,‘Z@L'EEE*’Y’%@Eﬁ?"‘*ﬁenmﬁé’&phmy Wt ek Ol
crystall'izati ggng - urea trans) (meltm pomt 209—210°C) (from dimethylform-
EXAMPLE &/ 5 amlde/watH'), an{l gb zam do - ethyl) - Dbenzenesupphonyl ]
- N - (4 - mgtl‘ﬁ |[%5$4@|- trives l 3 - (ﬂ;‘,— bcnzamxdo ethyl) - benzenesulphonyl] - N’ - (4-
ur ea ethyl cyc %i§xy1]} glreé traPeH émeétmg pgl[xterl?q—m%fa ﬁfi%ﬁhﬂﬁthzlfogtameé

benzenesul phonan? ‘e prepared accord-




ing to Exanple 66 were dissolved in 1 litre of acetone. After the addition

of 41 g of pot assi um carbonate and 14 m . of chloroformc acid
et hyl--ester ;- t-he-whole was heated 10 . under reflux for 6 hours. After-.-
cooling, 200 m. of water were added and the upper 10 aqueous -

acetonic | ayer was separated. The acetone was evaporated under reduced
pressure, the residue was diluted with 600 mMl. of water and the sol ution
obt ai ned was adjusted to a pHvalue of 8.5 by nmeans of dilute
hydrochl oric acid. The whol e was 1,080,051 owed to stand for sone 43ours

and the sul pnonam de a3 S[ Arti g MELEert al Wi T
crystallized o gg%%p&fc %%‘ﬁ‘é’@r“za“?*ﬁ%i“e&yﬁyIbe“r(f"esulf‘i‘?nam‘ﬁ (é”FV‘I‘g
1

benzani do - h%'ﬁfb [4 1&loro - 3 (4 ﬁ&&%ﬁh@mﬁlb&h@mnyuehmes glyhang Wai ch, on
aci di fying the rﬁaﬂhyucyakthezyo pHurds) (thassyl (peldrgi goint :aL1A-211°C) (from dbnethyMdr@e€OUS NBSS,
was taken Up i remidef¥airene chl ori de, andﬂé{fhe sol uti on obtai ned was 3
dried over sodiymggul phat 2 nger e
pressure. The Nt ‘E % epgg,gp(%gmo%&a i ssol é/s‘rﬁghonyl}] N ﬁcﬁgeé%of 500 m .
of toluene and 10021gof nf- [dl-rmt-la ineeth’gz[) benzerfemrpmm]deq'andqloha:iyt erm:i he

addition of 11. ‘23 1’1" Odee nyl -2gx
heat ed under re@‘V l°} };’t‘fo w“h nd solveg{)x[ act ed with
500 m . of diiute 49 [10%s greaﬁ a%ﬁ'x@ﬂl £ RAGICRTOr e Wi th
250 m. of 0. 5|\¥1sl(bd85m;(Meltmgpomth sol ution. he

conbi ned tracts were washed one t| W|th et her and adj usted to a g%—l— 25
val ue of 875 by NS, Of d| anfity a

vi scous pre- Nmﬁ T < tﬁrtleg%&e@?ﬁrmdog aegdygn A}l nﬁlph?ghjvﬁ)l e was
adjusted to a qu;l-d\ﬂalb u@mpgﬁ:_a;i(gvabyre;tab}el H:J' ar;a;malogoulsdﬂ i o&mtadd;bt% IﬂrExﬁlﬂplgjl | ute

hydr ochl orj,c aciidromi- i ram JThieenaquesulphgny ? lohex¥) @ pygea an

ani do - hyl) Eﬁﬁg‘ﬁ%*ﬁ‘é‘éﬁl SHY Wq]iemngl‘ﬁmm 149né 7 VétFIBﬁBWFW“ urta

obt ai ned as a Inananﬁlf)éadd-}ﬁ‘énne@q&fmaba@bmgnewatel’ of crystallization was found
to melt at 115[ er N C[4 (3h <decprpbsiyelo@ttane - carbénarido F hethglulbatzema@iphcont ai ned
about 1.2% of { e N’ ofeyclohgxslt -cirdai Meltl$&j??ln&n’d3-vvé1§ B aftes recggpallization from gccor di ng
to paper- SYr-aphy. B.e28y anal ogous manner, there er e
obt ai ned: N - [3 - ¥ -bedznido -(e[tl%r)r)jpenZenQ@lB%ﬂm dﬂ’-cy@@h@%’l-)urea

benzenesul phonyl P selutdn of 664 of 3etsh1y1ha)nyL b:yz:yl cyanide was hydrogaeney lin 400uilea (el ting

poi nt: 120- 125[%ek tu 1’E pridgat 'em S5C (}ewn @FHPETP?@WHPIPPI?WG’HC’N 35,
about 1.2 as catal fter about our, culate amount of hydrogen was bound. The
ﬁltratc whxch had been se arated f om the cata st was ev ted to dryness under
35 redNced pre3sure, 4 @frﬁ y-like re @J&Zvﬁmh ved n@ﬁ(ﬁgﬁf 1) of wate RégREsU | phonyl ] -

N - cycl ooct ylwith sadiga hydroxide solutformehd th cqmbmed mttiLle&Bf)Ne@m f@culeed h a

cont ent of wat le;fsuﬁ lﬁfﬂl qsgd qhg!ﬁ tzg gem}_weg ith charcoal. Subggqygntly,
3 out 1% ) was I8 Af 2 ho
N- [3 -7 er I’] ipita I\ed %@ &ﬁw g1um ydroxli pp%pyl )

urea 40 ﬁlﬂldﬂgmd)‘ﬂier.kt (B eref xfz@ﬁ%@; as precipitated
40 byladjusting & plHog 5 ?ld@mﬁﬁﬂﬂarsuctlbmeﬁl&rgdﬁ\&,sheﬂ lWIIth hetendid elriedo bt ai ned:
_ 1 CUO. 4 of the the O]
from el - 1o N %mﬁm %g;%maﬁg;ﬁ T Leoic SRERZ EES U1 PRETY! )
pres tion é 1soc ate. On workihg
([err] - 4 - nwptiAy doeﬁaainrdoemw he -sulPIR Qﬂyx Tnatenhl were 1@y Cl ohexyl -
45 ur ea ( mbtainpchapdor 3 - (ﬂl?@nz}m@pemm]'lﬁ) b@im@ﬂplemhﬂvr ) cyclohexvl;
45 & ith decompenivon prﬁ?“ﬁf iamee cotaned howt 15 E*”‘ e aton . B0 [2
Wi |
E) ([er rl benza?xﬁr\vgsq;ure %ztn}ﬁﬁgi[; pape cﬁrorn;aéggﬁé&j Bé Hvegh? (}ﬁ&/ﬁl - n-
utyl - In an analogous manner, there were obtained : urea a)
65 g of 3 - [err fnomlﬁem@arﬂ-dblombeetahlydo—mwlhokeynmmemwmm«eeldmmmt'ved |n 156
m. of 50&0 ﬁg[(ﬁn htloro%cnszgnlu gel 9 &rnzengju% chl ON'OSLII BPOT]I ¢ a%
were added”dr onmas(ﬁ.em i D118°C) (uith ecornneio B s Ceonr 2 \eatéuog%&itsl y
stirring. The tlﬁﬁmebaibwtezq,, the reaction m xture was t hen al | oned

toriseto roomoté ?at(@re%nddlcmobsumd@@ylﬁ hrebeaapusuighermidef (milinlr ogen
chl ori de agd s w?e %%rogen%éﬁé %h&egzﬂ% g’yg@gbn St ucydowas Rour ed

onto ice. hexyl - urea ( ?cm ) [ tent @
concentrat ed armbiacryéﬁnxﬁn&wmadtﬁ % 5 over the sul phochl ori de forned and

t hen t he whol e dl\é/?sfgméa{ @d Mmromzaembathm Jentepgsulpl®Bamide (melting peinghort ti e,
t he sul pha e 0 ugh i onif Lt ered,and
vashed thd oughhagm&%\eﬁi o ‘f it - bl TR | Qb %
met hoxy - benzene-rom 3 - (8 - 3 S et eemavm: ehih}aybeﬂgneaulmﬁa&mdaqmamgmomf

159- 160[ err] C wet8—4¥9G€) obt ai ned. b) 16.7 g of 2 - Jerr] -
benzam do - ethyl - 4 - nmethoxy - benzenesul phonam de 60 (nmelting
point: 159-160[err]C) were suspended in 200 m . of acetone and di ssol ved by
60 the addition of 2 g of sodi um hydroxi de sol ution and water.

To this solution 5 g of n - butyl isocyanate were added dropw se at room
tem perature while stirring, and stirring was continued for 2

A 1 " - .




1, 080, 705 47 formed was
suction-filtered and the filtrate was conbi ned with water and hydrochloric
acid The whole was suctiaon-filtered and the product was recrystallized
froma mxture of ethanol and water. The N- [2 - ([err] -

benzam do - ethyl) - 4 - nethoxy - benzene- sul phonyl] - N - n -
butyl - urea was found to nelt at 146[err]C 5 I n an anal ogous
manner, there were obtai ned: 5
N- [2 - ([4grr] - benzam do - ethyl);ggodos nethoxy - benzenesul phonyl] - N
- cycl o- —-—————he*yl—-——urea—ﬁaﬁ&r—t—r—ﬁg %%Eer—ﬁ—@——fﬂ%m—d-r—l—u-te e

et hanol ) ; N-{3-(-§ é lbenzgg WM&N enyll -aY mlohexy - net hoxy -
benzenesul pho % l(l‘l?elgs P‘”m —107 (w“}bf‘“}‘igf’l‘p“‘“"&/&ﬂbﬁé%’&ﬂ“ ¥R (el ting
poi nt : 168 17 err rom di | ut e midkapel), and 10 t he

10 - - (_[{ Qbmzaﬁrm:l’or -] ethy}) - lbmmu‘lpﬂ@yl-] Q{’h)(#) methsllcyclomgilAoX Yy 5
benzenesulphonylt exyl ea (nelting
por 17 Lo L] et st ks ot

EXAMPLE 69 potassium ch¥bonate and {4 81 bf chiorofbrrlic acidVBth )éjt@ntﬂ Wwhbkey Zgﬁzm do - ethyl)

- benzen®sul phodey kdflux fol'6 hours yAften coolifg, 200 ml. of water were added and the upper
hexyl - urea  2duedus - acetonic layer ‘was separated. The acetone was evaporated ull?r reduced 9 g

of 4 - (Lerr] sty HRVA RS o oo A BROR Y e il o

benzenesul phorasw @ stand for some Kot aﬁd {R€) suBMbriaide dséll @Y dtdrting haAanol ) were
suspended i n D& &ystllizedodut m suctsrmﬂltum The ethyl N - dﬁomeM@ml- ethylpn anti 50 m .

of acetone andenzge sgphgnyllz- yretpang whi Apth fphad precipitated \\or ¢ gdded

dropwi se. Sti ?ifﬁﬁf"ﬂh‘gé&ﬁ; i f;%‘fmgjé ﬁ@ b%? 3 m’@ ol WS di ssol ved
20 by di lrésfdud\@3 ¥ vabl dNGllelin a fnisk &@er t$1 1b(r { & divshyRCi di fi ed

with dil @e acfgt::irmdamddafter 26 addltlj)\r;t:rf 11. Z'Ehaé t:ﬁ\hs-- {4meth3(lt[e de‘y;’ql g)(:)—yolﬁmﬁ - 2

met hyl enedi ox <2

cycl ghexyl - _)ESN' b‘gfiﬁl mx('l‘éﬂ sr‘%l%ﬁ(l:‘}r V! 5tFelnlom ‘f‘?)r %U‘H YEREPt after

recrystallizat I OfThe combmed exthdtO Werel wiishad! bk @im@ fwithREWBOHA | adRAM to a pH-

di met hyl £or anﬂmlqjé 86_& b @ qfi 1]eqerh drochlorlc acid. A small qyapntity of & misdowgoat nme#fner ,

ther e tas obt SEE g il e rgg p R pBifened oy -

benzani doet hylahido é[lﬂ@l; L éﬂ lohex l) ue{a‘})btam

= met
cycl ohexyl) - pudeac ntalirﬁhg&@ate( mkykmmgn@ma@roum% wr(r vijh dedobn@esi-ret hanol /
di net hyl ﬁ@r rm_rﬁome'"he substance contained about 1.29% of water of crystallrzatmn and was pure EXANPLE 70
cordin mato
N- [4- ([errf i]gé {znner,%itﬂll&ve)e obta1r216d3 5,6 - tetramethyl -
benzenesul phonyl nzamido - ethyl) - benzenesulphonyl] - N’ - (4 - ethyl) - cyclo-
cycl ohexyl - uesyh- urea (meltmg point: 120——125°) wrth a content of water of crystalifhtion of 9
g of 4-3§[erra]>°m13%ﬁz%~n(g 5.6 - t et r anet hyl 35
benzenesul phOQ omt 15—61%. nﬁ% t‘]‘F IE CS%‘Q?@]E{HP t{oc o 0 oult -1 ;lr/f,d .
di met hyl f or man wer e suspen of 2N - sodi um

hydr oxi de sol utlcbh imd(ﬁsebmammf amat-dnezexamhhoran ON~ 5 eptopyl -3wed g Of cycl o-
hexyl |sd@yané’ﬂ1@“§\§%’§:§§%€w% E;gl en Sotll’gl’l ng was continued f& 3
hours the 35 sequent |y, t he
whol e vias di | ube@ehiid finvat ser_é " %ﬂ&t 1) %z\é&guﬂphélyﬁe i ssol ved
matter was fil t¥r-eld -ofsf- 4 ¢ hlethi’lbdnzanmtoehyl\)a-sbemneshllfhmfyd ANt hcyclohexyl - dilute
hydr ochl @5i ¢ a‘Fﬁ‘“éfnelta‘ﬁd°1t“hé7ﬁoﬂ€é‘iq3KfEO&tQé‘Gn‘N [4 - ([err] - benzani do4:
ethyl) - 2,3,5, 6- tetrame;ﬁ)@l : ggenzenesul phonyl] - N -

cycl ohexyl - N eazwas- b&gdnyidol adthyl)Ze10l thétkoRy 2 bdkkeesulfonyl] - N’ - nl-Wuf1-Of

di et hyl f or mam de and vvat er (I\/EI ti ngmpaor nt: 208-209[err]). 40 In

an anal o OUS WE] g?em 'I‘ % “Qgﬂ r§§Hethoxybenzene were dissolved in 156 ml. of
d
40 — 108G f gancls &"J] R 3 e N i A O
tetranet hyI - thaNIGRE S 1ﬁlh16r} tempdatare and, as soon@ the eVORit (btyff hydﬁyeﬁl Ohexyl ) -

urea (trans) rplbride ngd piphpt dioxX@OxaP eohipietes {hy raftion mixturerwedypohred onto ice.
f or mami de / vvat er The aqueous phase was decanted, 300 ml. of concentrated ammonia were poured EXANMPLE 71

e sulphochloride formed an, the hole as hea bath. 55
45 shorlz ép ﬂce sulplémamléﬁ l%xgxh E was r&ﬁéﬁ;& mﬁ%lmm i:éyl )
benzenes uI phowkh]:d t-hodbhgh}y with-wated} The 2 - benzamldo ethyl - 4 - methoxy - benzenc- met hyl -
cycl ohexyl) - suphspa 11erha}1§a melting point of 159—16@2‘, s thifis obtamed

- -2-di ) B aphg - Beneratnide - & ! |
oot hi- | 186, 10 te%gﬂfg;’fgﬁgm—l ﬁ@agﬁ e }%o;’fﬁ{*‘ff i T ool TR

soa 1

sodium salt in 1o this solution S I# of 20 b 1socySIﬁd|vH:P6 4l ¥pwile aSRbmtdnen and 50 m .
of acet one andgrawte, Ghils] sirrmp,, an4.SBrrgg ohs &Otinued for 2 hounyeA klght predimitaexy|

| socyanate (trans) were added dropw se. Stiring was continued for 50

3 hours; then the whole was diluted with water and a small quantity of

nmet hanol ; the undi ssol ved matter was filtered off and the filtrate
was acidified. The N- [4 - ([err] - 2- di et hyl car banyl -

benzam do - et hyI) - benzenesul phonyl] - N - (4 - net hyI - cyclo-

o o . B Y o o o, M T B Y 1

U




48 1, 080, 705 VHAT WE

CLAIMIS: - 1. A conmpound of the general formula [err]

in whkeh-5— R represents a hydrogen atomor a |ower alkyl or—. . _
phenyl - |ower alkyl group, Rerr] 5 represents (a) an
al kyl, an al kenyl or a nercaptoal kyl group, each containing 2 to 8 carbon
at ons, (b) an al koxyal kyl, al kyl mer capt oal kyl or

al kyl sul phi nyl al kyl group, each con- 10 taining 4 to 8 carbon atons and
at least two of which carbon atons fonmegmsthe al kylene 10 47portion

of the-al koxy'a‘r‘\liér—eh |m§r goc or E&% .waYel' %ld%mgo%lcjp
(c) a phenyl-lo fm ole L?-u%ltr_ g‘%‘ ﬁs stallize m amlxture(d) a
cycl ohexyl - | ovverof&hﬁ endCydedr ONRIN V [ TTELAY benza&o|- GREDL ¥ 1. e yy, Whzeey Cl 0oCt yl -
met hyl grou 15sulphonyl] - N’ - (:ebutganmemaiukq/domkatdytethexyl endoal kyl ene

cycl ohexeny endo 'Eh%"u?: W@»‘hﬁ 8°f°°b‘amed endoal kyf ene
cycl ohexenyl met h%g;%;] i ? %‘ ?}Erﬁ' an}“‘éﬁ’ﬂ%ﬁw&” " %%yl ene
car bon at ons, -[2- fg? nza,a,d owgyn aE]Ils &Hﬁ%mlph@;[ypl.omer (4al koxy
cycl ohexyl gr Oupe;thyIG cyclohexyl) - uréag]{meamg)p@ﬂnﬂaldSHU@Qj)l(f]ﬂmﬁdilhitcaethunﬁig apdto 8

car bon at on®, e bcnzaxmdo - cthyl) - 4 tho e &ﬁy ye Ohexe‘ﬂyl

o vt Sheven gyt Bedlp oo oy LT
may contain up to 2 ethylenic doubl e Bowatsg 6Dr “
heterocyclig riny -ds @ePitreetiylserdioxybr f%ﬁq 1};11"""’5 berzenswiipbenytl o héYCb?dj acept
nitrogen atomvia & pgthylene Or oURiey m be zamdoeﬁﬁf h ERL ekl Hpﬁon%nﬁé ngl e

chemi cal bond or (nRinglpbiR247P,CiréM nRthEdsl {ubpesded Gn MY SIMACET DOD sod
bri dge cont ai ni niydfoxiiesofiticasmdon mat of metoanahdyvh 0 °,rfedys m‘crml@exyl mynaté} or -S-

at om or one,,- SO— wg¢ add St WS continued for 3 hours, th y“sgilsg)l dr oaen
group cont al ni ng uBngQ“Xkr% g d the ﬁltrate was acxdlﬁzg n.g Gy dr %gen
b ion

ioxy - be 1doethy
or hal ogen atom @ao@x 1Q

OE\leéﬂ in cf 6rm ‘ﬂ?ﬁ)fd rr&llchftelafecr)q
cycl oal koxy gr oupormmmt:catrmfngth@omnd enmmplbmmmtdemszo&azmycl ohexyl | ower al kyl

mer capt o, p mar@m Iobtalé“@we 4 a]g sul
phenyl sul pH3nyl , .. \2%? % y - Ocnzamicoct nz% berfZoyl ,
' (4 Kﬁﬁlmde ure >gmeltbng I‘F d§ 2(’)5 ){‘II/ oxyl ,

trifluoronethyl, dxﬂ r acy zyloxy,

| ower car bal koxy, nitrile, car ba , Eowere & kyl car barryl | ower di al kyI
carbanyl Nor Ui @ Db“g¥aﬁ’éf’6 53‘51) c120}31e5x 5?1- tlfrtgﬂethyénéﬂzmsulpé‘ﬁﬂﬁ ¥epr es%nt S
a hydrogen™ atom o g rgand 01D 23,56 - SR - el il SaRpe or

hal ogen atom  @elting poi y 'ﬂ’xﬁ m dirfetdy PﬁMlnde @g kvere @lispended in 12.5

group- each may ame sednr Bsienide aoldnommd S0 iy bf apdronk @i At l&l—k’oxy ggu@ytp»-or a

hal ogen R ;;%dﬁgf%é% ey % e o ™ 3 o0
toget her r fr eself R ORI

-OCHerr]-0, amimtrba}o@may i Y tger@&ﬁmtsd [4 (3 - Dbk St dﬂw edsat is
substituted by oweanpthyOregzessilisibiyl Ut -SydabbsgLt ek Was eonydndiizalizom atxas, 40

| over al kyl 4ogrou$§)‘§? ‘;éﬁ’éle‘lh f&ﬁ’l‘a“’éﬂel@fkg Mﬂtb'ggpmm 208—209°). 2. A corrpound as

claimed in claim 1, AREYSFT RTE edh 2{1 bR uiphonyl] - N 4 A
conpound as cl ai (‘Bdlr\:létﬂylc Pd1dRexD) Oy ,\u ﬁla’mig int § &0 (fond déhhiohexy!
group. 45 formamxdeAvm)rrpound as cl al n'ed |n claim 1 or 2, wherein R

represents a 4 - m;[t EB , . 5.
conpound asBel ai Nod ﬁ}g afy dleﬁhélcﬁt NI i ety L ﬁl(,)tm%g% Qripher] 2N oty 20 4
each represents a hydg QQQJ’(IB-aIdeH!ylcarbamyl oenzamldo -e yl)—@en&ﬁﬁﬂﬂ%ﬁ%x@s(nﬁltﬁg med in
any of clains 1 pqmt5 1964192 B ifram Yhethemlewerdisolad dh the HBm of its smaudnydlremes group.
50 f 2N - sodium hydroxide solution and 50 ml. of acetone and, at 0—5°, 4.3 g
50 4 methylcyclohexyl isocyanate {trans) were added dropwise. Snrmg was contmued for 50
3 hours; then the whole was diluted with water and a small quantity of methanol; the
undissolved matter was filtered off and the filtrate was acidified. The N - [4 - (8 - 2-
diethylcarbamyl - benzamido - ethyl) - benzenesulphonyl] - N” - (4 - methyl - cyclo-
' hexyl) - urea (trans) crystallizing after a short time was recrystallized from methanol
55 and was found to melt at 193—195°, 55
In an analogous manner, there was obtained :
from 4 - (8 - 2 - benzyl - benzamido - ethyl) - benzenesulphonamide (melting
pomt 139—141°)
- [4 - (B - 2 - benzyl - benzamido - ethyl) - benzenesulphonyl} - N” - (4 - methyl-
60 cyclohexyl) - urea {trans) (melting point: 207—209°) (from methanol). 60

A




7. N- [4 - ([err] - Benzam doethyl) - benzenesul phonyl] - N - cycl ohexyl
ur ea. 8. N- [4 - ([err] - Benzam doethyl) - benzenesul phonyl ]
- N - (4 - mgethvl - c¢vclo- hexvl) - _urea. 9 N- [4 -
([err] - 4 - Methyl - benzamido - ethyl) - benzenesul phonyl] - N - 55

cycl ohexyl urea.

55 10. N- [4 - ([err] - 4 - I\/Eth ﬁm%(‘“ ethyl) -
benzenesul phonyl] - N - (4- met hyI ur ea.

11. N - [ 4g- ([err] 3 - Methyl - begngads do % Benzenesul phonyl] -

NI - bIWTI{IIAt’:I‘A l Lﬂ Ud

1 080, 705 [ rr] - 4 - Methoxy - benzam do -
ethyl) - benzenbs@lcﬁrﬂ%"ﬂ ftheﬁf"“e'[“”"rm“& met hyl - cycl ohexyl) - urea.
13. N- [4 - ([err] - 4&- Chl oro - benzam do - ethyl) - benzenesul phonyl |
N- - cyclohexyl By phongine L M2k (T T] -

Phenyl acetam do - ethyl; benz};ne nyf] - N - (4-methyl- 5

cycl ohexyl) - urea. 15. N + [4 - ([err] - Phenoxyacetam do -
ethyl) - benzemasul phonyl] - N - cyclo- hexyl urea.

16. N -5[4 - ([Rrrep}-esemm[Ievdxrogen-atomlmradmycpal@pioﬁ)m&ﬂsildOGWer alBft Biglp, R 5
benzenesul phEﬁﬁV”; . 9{1 N cl ohﬁ(glyl ure%. ..

10 oy anyglkys prya kel g p PR Lot PRFIE 2 GATRPR - et hyl) -
benzenesul phony b] an wayalkyl alkylmex@é{aﬁ)‘alﬁﬁQ)ﬂéhkyl'smﬁ%ylalkyl group, cach cont8. N - [4 -
([err] 10 Benminingdgo 8 cabdny to s andhe haserwve sLkiidh@mnydn|atoms Bérming (hé alkyleit hy | -10

cycl ohexyl ) ‘porEl{i neof the 1150xyalky alkylmerqagtoalkyl or lqlsulp @h@ﬂ)ﬁ%et am do - nethyl) -

ap yl- r al yl -cyclopro yl group
benzenesul phony oh clohe meth 1, c élohe élg or ch}octvl- urea.
20. N - [4 - nkhgr, jup - err eny rop ’h I
benzenet | phon de a-n tNt!oalkyknc cyclo vY endoa]kjtld‘mylcyc-loh 3, Cthtﬁ)xlwlt)ne <ydix ea. 13

21. N - [4 - hoblpy %mag%@a&ylcncw FSPTENYED e B At 15y R )ondo-
benzenesul phd vl ) er Qhe yg

20 Ef Ko sl o EL6- WSS ) benzenesul phony! |-
N - cy# ooctyl (hDJrzearclohexenyl or cyclohexen@@ethyhgrogmrpound as cl ai med in cl &m 1,

wher ei n Rl err]. {ept Biseydic gngcontaiginp pr 5 ca B Rigms, 1 oxygen or ey tomyr oup.
24. A conpoufld " FRAL: b5 8ic Tk b Abdhe b < b Rl fhdledtol GPIFRERT S @ chlorine
25 at omidd Zxomaiaanthyleﬁcgfbuls,epr esents a cfr ogen atom

25 25 E5eprefents@rrivgle emizsl berdair medlphamceﬂaalymalzpl@nc Barocavier ei 1°Z and Z'
each repr eseh’c“%‘ge gomainiog 1to ?:%'E?Plaf‘?é‘s aebrhighaazonpigppesdht 9f athydr ogen at om
26. A Conpounam‘ri‘%epgegeﬂisgﬁ%r& E'nﬂ;u.é' Eﬁt anify 1 1§98 cardi G ﬁé n Z represents a methyl

group ap depresentd Iadlycﬁogeﬁ aCHalofeR RfoBSHR B e Pallyy SHIQEE ko) Srddp, 80
27 N - ({ 4 - cxcloalkoxy gmup eogtammE |S 190 b GarbonbremB aneyd e, HWe%alkyl nappnesul 3[9h onyl] -

N - 30 lower al W kyd sulphonyl, phenylsulpho% pheny Yol lewgr cal | y
ﬁ' ac cn (i) ﬁ' 1
QARG b

ﬂ thyl, h
tol erabl e sa@ A enil 12 u°r°me h) ﬁﬂ@# Eﬂ ?’c'r
29. A physi Oloﬂgtlr(Cg'ibdpy to erabl e sa ase of a corrpoun as %I ai ned

i n any b+ 3} Shealf Z’'¢| apdhs @r@cg)tﬁ a hydrogen datom or — if Z repre-

sents g t X rbgxvi, b alkyl
35 alkox (ztoulg(—isﬁymay a soaéﬂ 1E;:sa‘ent€r e1 alfyl OB}I A %‘1?(!’?; bwué (t} a&na ane)ﬁe of the
conpound cl ai,ig® Aft¥resents a hydrog@kpﬁo ZE 159 t er represent a 31. A

physi ol ogi calrdcghyltnadhedy u@ of allet formutah—O—LCES, (Df- ﬁd&lﬁhrrﬁlﬁﬁylbde goucisai med i n any
one of 40 ai nynsRiBtitud 8Gis sulp@ituted by one or nBR, sulAutphr;ssi:lc;ked@ioma;hlbgcn htmlner abl4® salt
with a base Werﬁﬂ%{g}m iy ?F‘P

5. A compound S bkpuhd | L e Torhi BEANIBERE S,y one of the
Exanpl es her gfotip. 34. A process for the manufacture of a
conpoungs as cl af-nedeompountl ai ¢hiedoin @1 1 452, wherein RO rdustied 4su1b=91ylant i dly as
descri bed hef¥ °%°"yl group.

35. A phar macgutdpsest (:;n E;%ﬁéi g ﬁﬁf)dnmv%’( ch O(fztc)lﬁlﬁlrs ls"éé1 Wheﬁ Zené"éu?phonyl urea as

6. A compound as claimed in any of claims 1 to 5, wherein Y represents a di-

50 methylene group. 50
7. N - [4 - (B - Benzamidoethyl) - benzenesulphonyl] - N’ _ cyclohexyl urea.
8. N - [4 - (8 - Benzamidoethyl) - benzenesulphonyl] - N’ - (4 - methyl - cyclo-

hexyl) - urea.
9. N-[4-(B8-4 - Methyl - benzamido - ethyl) - benzenesulphonyl] - N’-
55 cyclohexyl urea. 55
10. N - [4 - (8 - 4 - Methyl - benzamido - ethyl) - benzenesulphonyl] - N” - (4-
methyl - cyclohexyh urea.
11. - [4-(B8 - 3 - Methyl - benzamido - ethyl) - benzenesulphonyl] - N’-
cyclohexyl urea.



claimed in claim1 in adm xture or conjunction wth a pharmaceutically

suitable carrier. 36. A pharnmaceutical preparation which
conprises a conpound as clained in any onhe of _claine 2 to 6 in
adm xture or conjunction with a pharnmaceutically suitable-car- 50 rier.
50 37. A pharnaceutical preparation which conprises the
conpound clained in any one of claims 7 HIIH:HLI ’l ﬂmm“ e or
conjunction with a pharnaceutically suitable

38. A pharnmaceutical preparation which ®8¥ises a corm_Qund as_‘claid®d in
any 55 one of ¢l aNMB[423(at 04 2@AeckHdxy2dfthKnitfoe e%l)CQEHzHBéﬁIph@@l]\MN’h a

phar maceuti cal | y @uintethpll-@yclobéxyl) - urea. carrier. A

phar naceut i cal pr?eyB aﬁ"mﬁ* whi cH cBlese i- Pergaride - é’éﬁbo@ﬂ’d‘mﬂ“ﬁ?%ﬂb iM-cl ai m

27 in adm xtgre o n a ui§a rrier

40. A phar rra!(;:jeutlé;,ag N tlg#n%\% @xﬁ{il@ E@f?%giegeag%hx?ﬁasﬁcqgﬁﬁgg in c? aim
28 60 or 29 inis M-xt4u-r$ -OPhes@xpceramgitla oerhm 1 benzengatiptom@lc et F cxlot y

suitabl e carri er . hexyl urea. 6 at | on

t |
whi ch conpriges ays: 1;10 1 ang e 1 ﬁhEB‘fxé?rﬁ‘?“?ﬁ’Rﬂ{l?P RS e ﬁ?)&%

conjunction with a peutd CRBdzymidll Labhdhyt akihlpt benzenesulphonyl] - N’42 A
phar maceuti cal prepdw&ﬂnmm which conprises a salt as claimed in claim31

in admixture or cg thex %ﬁ &h- W t Bespapiar ek o thergterdphenyilt o e(‘baF'ih}’ler

urea
50 N. (hen lacetamido - mgth)Q)BObeZzQxisulphonyl] N’ Cf4 3}3
phar maceutlcal pr@ga{ea,h)l.qriea conprises a salt as claimed in c a| m

in adm xture or con?.(uant-i B W—thﬂa @WMM@MHW - eriztregulpbongidr-rN'er .

44. A pharnaceut i @ameﬁ‘ ur, 5 to 43,
whi ch 20 i s N“ f@ﬁ%_\?ﬁ %b?as I%xch%rogr acgarrrh g%’?e {;ly %enzenesub)hon 2045,
A phar maceuti cal pr mana.t [40178 @ Berzhrmtid¥REH) i BenBondsulpivRylPE NCL aiciasityBlwed. 0 44,

whi ch 5 N 23. s Ajcpmponnd asdtast&gen Qlnrh wireckirCRYvERIESFRSs ath- tthyl 1@3@10-
mlligranms of the hesul iy or. a p rXSI ol 09 cial ly

mpo ed 1 claim 1 or 23, wherein presents a chlorine
tolerable s St t hﬁf; QszP hd 2 éa légjggnsahydrogen atom,
ABEL & | MRA 25. A compound as claimed in claim 1 or 23, wherein @iad Zeéa€itirepladené Agent S,
Qual ity House Qjailontwat@mdt ! representsahydrogen atom. Chancer y
Lane, London, g%, A compound as claimg b Bpygherdy L PRt HRCHEEO/R esty’ s

Stat | oner'y Gyt 1 ce gy LS f%“’ o ‘Léﬁ‘i’:‘maomw 960Dl L.3bed by, The
Patent - O fi ce, Z&yaaui;maﬁpton BUI I d| ngs, London

from whi ch copi e S n&sj Beahysivtogicalip tplerable salt with a base of a compound as claimed in claim

ERRATA PECI E ge 1,
line 16, aft " aJ, x}é 9 &M l|)olo,g1callﬁ toler%bﬁ sglganetL %AISIE gf\la %o&?qgga&gds in agf’?‘ N
"O CH(CH er r?) " r®ndA physiologkdlly Itelérable salt thh a base of the compound claimed in any

[err] Page 1, Im@e@mauﬁﬂrm%ends" read "bond , line 22, for

"cycl oal ki dene" rea fcll::n A (}‘;%‘F*fuﬁé"l‘gabh‘f B ‘“"Eérbbsfn?ﬁl" C‘i“@glﬂ’d"‘fzgf“ﬁlfﬂd?l any

“cycl oal kyl i gene" “PRga dhydidelby LdierafiOtare Wit iken onli @RGH ciiRadin Bage 3.4,
line 24, for " exeszI | f i ed" reaé, ‘nmet hyl enedi oxy"

"exenplified" Pag @ Aj qquqxgd aspfltimed Inglaim dsor 28 e dereribod dusny onpeigée 3, | i ne

es.
32, for "acetal" ) '3 e e A6 ot b A W in g 1 o 25,
Page 3, |ines33, éogdu biydntially bR dribueniny| " Page 2, |1 ne
"endnet hyl ene" r ead3s. PAgshadyacelicale prfratipro whitip meripexmbl hzenegmdm u@a as
"endonet hyl ene" claimed in claim 1 in admixture or conjunction wit eut1ca11y suitable carrier.
36. A pharmaceutical preparation which compnses a c mpound as claimed in any
one of claims 2 to 6 in admixture or conjunction with a pharmaceutically suitable car-
50 rier, 50
37. A pharmaceutical preparation which comprises the compound claimed in any
one of claims 7 to 22 in admixture or conjunction with a pharmaceutically suitable
carrier.
38. A pharmaceutical preparation which comprises a compound as claimed in any
55 one of claims 23 to 26 m admixture or conjunction with a pharmaceutically suitable 55
carrier.
39. A pharmaceuncal preparation which comprises the compound claimed in claim
27 in admixture or conjunction with a pharmaceutically suitable carrier.
40. A pharmaceutical preparation which comprises a salt as claimed in claim 28
60 or 29 in admixture or conjunction with a pharmaceutically suitable carrier. 60
41. A pharmaceutical preparation which comprises a salt as claimed in claim 30 in
admixture or conjunction with a pharmaceutically suitable carrier.
42. A pharmaceutical preparation which comprises a salt as claimed in claim 31
in admixture or conjunction with a pharmaceutically suitable carrier.

45



Page 2, line 54, after "or" insert "a" Page 3, line 45, for

"substitutent" read "sub- Page 3, line 9, for "pentlene" read "pentyl -
stituent” ene" Page 4, line 42 for
"substitued” read "sub- Page 3, line 14, for "heter" read."hetero”
stituted” Page 7, Fornul a, Page 9, Fornul a,

Lol age o neas porahrentoro g RN e, s
line 27, S@8fter "N-[" insert "4 (" 1586,20510, Table, ‘unlier® Conpound, |ine 6,

f or Fage 16’ 43I Y\ %ha%ﬁueﬁ{crh Te “!hfcl,ﬁ &rgp els} (s It as clalmeﬁy& clgigl Y" read -
" cycl ohexyliy admixture or conjure 1ph mitButically f\ﬁ)cﬁble @z am no" read "benz- Page
10, Table, underA Qeutich] pfepa‘nﬂloﬂ&, claimed i m any omfdtmms 35 to 43ewltche " 4" | nsert

" is m a form suita le lagrpmls}rgtﬁ@ 57, onar m de" Page 11
dration. as claimed i '
Tabl e, Contxs 0 \Hl Qgsp 'li pax siuﬁéz 100 mi h ﬂﬁé{éggég;?ﬁ) ﬁ de’ 20,

after "methyht ph eymreAblesamhereofpenBagae I'i ne " read "-2-"
Page 11, Tabl e, cont under Cb |&ﬁMRAEne Page 19, line 5, for

"benam dopr opyl " read " &mﬁlnsert hyphen

"benzani dopropyl Page 12, 'E%mlgy% mﬁ', ¥y Conpound, line Page 19, line
57, for "benzensul phonyl”_read for "bepnazam do" read "benzam do"

Page 20 | i NneLeduingtoh Gpa: "Haiewds N Serl Btanoneeadfﬁd?,a lyerhel Gouride iPR®. 46, after
"hours" i nserT™€hiifshed by T"gﬁi%e §‘ o E&g‘@gﬂlh"""% W&225, after ' "[4-"

(flrst occurrence) Pag ne 1 af insert full stop i nsert
" Page 22 I|ne 18, for "recrystallised"
read Page 14, line 40, for "hous" read "hour s” "recrystallized"
Page 22, line 25, for "benzenesul fonyl" read Page 36, |ine 51, after
"-N-" insert "(4- "benzenesul phonyl "
nmet hyl -" Page 22, line 32, for "crystallised" read Page 36, line 52, after
"198" insert "-199" crystallized" Page 36,
line 52, after "froni substitute Page 24, |line 40, for "hydroxy" read -
"hydro" "met hanol" for "dinethylformam de Page 27, line 11, for
"benzene sul phonyl " wat er " read "benzenesul phonyl "
Page 36, lines 53 to 56, delete whole |lines Page 27, |line 29, for
"propi onandi 0" read "53, 54, 55, 56" " propi onam do"
Page 37, line 10, after "-N-" substitute Page 27, line 61, after "nethanol™
del ete "cycl ohexyl " for "butyl" "and"
Page 37, line 55, for "172: 174[err] C' read Page 28, line 27, before
"melting” insert "(" "172 - 174[err] C' Page 29, line 37, after
"inmpurities" insert Page 38, line 57, for "de-acyl ated" read "de-
"were" acetyl ated" Page 30, lines 8
and 9, for "concentreated® Page 38, lines 59 and 61, for "n" read "n
read "concentrat ed” Page 39, line 4, for "n" read "n "
Page 30, line 9, after "under" delete "a" Page 39, line 7, after "N["
insert "4" Page 31, line 34, after "N-[" insert Page 42, |ine 41,
after "manner" insert coma Page 32, line
40, after "sulfide" insert Page 44, lines 31 and 32, after "nethyl cycl o-
"formed" hexyl" insert ")" Page 33 l'i ne
55, before "from insert "(" Page 45, line 32, for syrupy read "syrup"
Page 34, line 4, for "N' read "N " Page 47, line 14, after "N ["
insert "4" Page 34, line 13, for "IN (second occurrence) Page 47, line
50, for "stiring" read "stirring" read "N’
Page 48, line 13, after "cycloheptylethyl"” Page 34, lines 41 and 43, for
"n" read "n" del ete comma Page 35, line 18, for "n" read "n

Page 49, line 39, for "36" read "26" THE PATENT OFFICE 9th COctober 1967



