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menber §ubsweﬁeanmm'?%wew'dai ahnen g4 WF 5'5 wrhiév'yeahﬁ"ﬁfﬂf'%m c®
atons in the Lower al kyLene FaRYatgHng, s, ?'8'31'WI -I ower al kyl or tricycl
aLkyl - | owgyig Erfikdling B@ii Beue subsiftllerfedAfthraniREurbaniiid)derBFRGI S and up to 4 C

o atonms in the |ower alkylene part, R2-denotes hydrogen, Lower alkyl having
. up to 4 C atons, lower al koxy having up to 4 C atons, halogen up to atomc
nunQFr 35 or trifluoronethyl al k and a¥ represents (sic) identical or .
di ff'erent | ower al kyLene mhich sepa@aﬁt§;é;yu Myt r ogen at owd),by 2 C atons
and has up to 4 C atons, and R3 repjese drogen, Lower al kyl having
~up to 4 C atons, |ower aIkenyI ha C atons or a phenyl -1 ower

al k L phenyl - Lower aquf % ower aIkyI or thienyl-Iower alkyl

- rad caI which is optlona Iy substit i n the phenyl or pyridyl or thienyl
part, respectivelLy, by |ower alkyl havﬁag up to 4 C 0, 008, 072 -2- atons,
| ower al koxy haV|ng up to 4 C atons halogen up to atom ¢ nunber 35 and/or

: trifluoronmeth and Qonta ns. up he Lower a
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subst i Bigyclol$. 481 deqvbmclealwwste ir(meqm die ﬁwikvlrﬁtmr & Ringalieder pufiveigen ambt‘ hyl .
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agylzubst.fb,daartlcu ar up o an u Ing 4, carbon atoms (C atoms)

_ Exarrpl es GégebemafalIakdbyﬁtunamePwvlhiydqralm-mde; Tmampgeheralkﬁ(em@wIbpusﬁelMugd
sec. - aegsHenenially gusch '\quetaé!qv*t Nle!!era xvaﬂdomhs:od/ tK ﬂUOfne!k'y'ISquﬂt

" Exanpl es_ ¥ |ugdpchstep '
n- ELT zgS::;'e sol"lﬁ:ﬁdlexg}:w? L O Jr 6nstges8?§p Pm?g'i ? I(%Rhlg omegg&’t O )z.n;f/-,

. hexyl oxy Rieddi@Rf! YJt%MpleIWM%yIQf\ethﬂJ PGBV, I&S;ﬁod?mnogﬁk’l- ligd- Toﬂeradad -Buty@) udi ng
~ at om dememizstyl, 3exy! SdetHepsyl.f | uorine, chlorine or brom ne. Exanples of |ower

al kyl ene Miagersikoxe i rba-see'swm Methexy. QEWYaT@%OXVn'SﬁmHYM\e nt, sgk- dgo- 3derhai n

. t y, fer xy Hexyloxy oder Heptyloxy.
rre'gb er grt-(ﬁ'ﬂy en i 'n ls else Halogén bis und mit Atomnummer 35, wie Fluor, Chior oder Brom.

Nlederalkylen welches die Stickstoffatome in Formel | durch oder 3 Kettenglieder trennt, ist bei-
spielsweise Aethylen oder Propylen-1,3, ferner Propylen-1,2 oder Butylen-1,3 oder -2,3.
Niederalkenyl ist beispielsweise Vinyl, Allyl oder Methallyl.

Phenylniederaikyl! ist beispielsweise Benzyl, 1- oder 2-| Phenylathyl 1-, 2- oder 3-Phenylpropyl, 1-
50 oder 2-Phenylisopropyl oder 3- oder 4-Phenylbutyl.
Phenyiniederalkenyl ist beispielsweise 3-Phenyl-propen-2-yl. :
Pyridylniederalkyl! ist beispielsweise 2-, 3- oder 4-Pyridylmethyl, 1- oder 2-(2-, 3- oder 4—Pyndyl)-
athyl, 1-, 2- oder 3-{2-, 3- oder 4-Pyridyl)-propyl, 1- oder 2-{2-, 3- oder 4-Pyridyl)-isopropy! oder 3-
oder 4-(2-, 3- oder 4-Pyridyl)-butyl.

55 Thienylniederalkyl ist beispielsweise 2- oder 3-Thienylmethyl, 1- oder 2-(2- oder 3-Thienyl)-dthyl,
" 1-,2- oder 3-{2- oder 3-Thienyl}-propyl, 1- oder 2-(2- oder 3-Thienyl)-isopropyl oder 3- oder 4-(2- oder
3-Th|eny!)-butyl

Die Verbmdungen der Formel | weisen wertvolle pharmakologische Elgenschaften auf. Insbe-
sondere besitzen sie eine ausgeprigte antinociceptive {analgetische) Wirkung, die sich beispielsweise -
60  anhand des Essigsdure-Writhing-Syndroms an der Maus im Dosisbereich von etwa 100 bis 300 mg/kg
p.o. und an der Ratte im Dosisbereich von etwa 10 bis etwa 100 mg/kg p.o. zeigen ldsst. Ferner weisen
sie eine deutliche anti-inflammatorische Wirkung auf, die sich z.B. an der Ratte anhand der Terpentin-
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S B e .

cut anegu%gmm@ orhiRenyls, Iwle a3 &ﬂvgﬁoﬁe’hm}ﬂr , a&}mwhue&ralb/i-abwlat 230

1, 445, 62edmson-®9nm;m @ief brodel 24 meﬂqqtet.zﬁzzmssae lkyh (i Dis 29 C-
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45

NCE REFERENCE LIBRAEZ™ -

Ly
Die Erfindung betrifft namentlich die in den Beispielen genannten Verbmdungen der Formel I und ;G
ihre Salze.
50 Die Verbindungen der Formel | konnen nach an sich bekannten Methoden hergestellt werden. km
Eine bevorzugte Verfahrensweise ist dadurch gekennzeichnet, dass man in einer Verbindung der
Formel
alk,
N
55 _ co-N/ N-2,
: \alk/
73 NH-Z, (m
Rz . .

worin mindestens einer der Reste Z,, Z, und Z, einen durch Wasserstoff ersetzbaren Rest Z und ein
gegebenenfalls von Z verschiedener Rest Z,, Z, bzw. Z, fiir Wasserstoff oder im Falle eines Restes Z, fir

65
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§ such as

"hyl "or cycloheptylnethyl or blcycLoaIkyL | ower akaL or
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cycl opent yl:;: - sonalyaimxy rcrolvva@yaézeff chieRbarh , Redtle zrsrrﬁysd.@alswise h&vweag e @BEN
case 5 or gégebe faﬂetﬁlmealpnsuulhdmkahsaNMrmtat r gegebﬁnaattasrwhs »enRQBdewa@ites S

hydr ogen, apgﬂggpte tehhﬁnF gvﬁ%cqtv 'IZpﬂ der gﬂ;ﬁy . ktloque(l_j%lper 3
navi 1.4 ecae?;‘.:gﬁ T {%’Z S e
ox Rt oxycH ox\f BdEr QAT e -butoxy-

i dent i cal chrOOVRI, 2aM mﬁsumbwhzwéaamwm-to z:rmawwuatmmadaynyz AP S

¥ and has u lls osubstmnatttesrrﬁ {Benzolbulfasyllet eihé’hedy!tzlo)- h rlmnel cheisBisl8wijea -(eﬂe

and R3 - re gyl)h ereth_ pylthjo qho e fa |ert
| ety or %:ME%?% i gﬁ% iR ?;mg B

g 3- phenyl pwm oIk er%t%foEEl!zSH?@- ésyeﬂ#a i 4-BteReh g Hydrok@ @me deart
§ by | ower géd@yiénfmvmgemrsub@.tlﬁere - oRlghwasseteiafraste, rrmmyl:z-ﬂvhmmredérh!kﬂxw gavi ng
§ up to 4 CHmrmvsthvlsqglehZ-é&;Hmw vl retstiemcyaloalkydreste.ovie d Hvdwb\eavclqﬁxvl sge,rrueas
| chiori e, sehegentalls t;ﬁ:f”l' 1&-9 md-n ?r? Y' gv' %y" gE al

| ower al k¥L|E éfv@gﬁ bei r@m} rh féj at ﬁéﬁi

{ forenost &igcheR MydrBR r i .—iy sms Wie

i havi ng upeihes Miederalkarives, z$u®bn at&thmdslhyihes eiriibﬁbr,alkwmwl zBl s«m Apétﬁrpydd,er bnby/| |
§ secondas beG!"y'kaftﬂW#%mmt ¥B; vRe Dimethyifarmeroid, upd/pdegriei @rhéhter disoperawr-h§iushe
B and R3 deﬁgﬁ‘!’ @ elsplelsvglseggatgyp auﬁ-n wie Mineralsduren, z.B. Salzsdure. Schwefelsdure
) 0S| orsa e, dder organische 'Carbonsduren, wie gegebenenfalls halogenierte Niederalkan-
; sduren, z.B. Ameisensdure, Essigsdure oder Chlor- oder Trichioressigsdure. Basische Hydrolysemittel
: sind beispielsweise Alkalimetall- oder Erdalkalimetallhydroxide, wie Natrium-, Kalium- oder Calciumhy-
s0 droxid, Alkalimetalicarbonate, wie Natrium- oder Kaliumcarbonat, Ammoniak oder organische Stick-
stoffbasen, wie Tribenzyl-methyl-ammoniumhydroxid. Tertidre Niederalkoxycarbonylgruppen, wie tert.-
Butoxycarbonyl, kénnen femer durch Umsetzung mit einer geeigneten Carbonsdure, wie Trifluor-
essigsdure, Silyl- under 2-SlIylathoxycarbonylgruppen durch Umsetzung mit einem Salz der Fluor-
wasserstoffsdure, z.B. mit Kaliumfluorid in Acetonitril, unter wasserfreien Bedingungen solvolytisch
55 durch Wasserstoff ersetzt werden.
Die Ausgangsstoffe der Formel [l kdnnen nach an sich bekannten Methoden hergestelit werden,
beispielsweise indem man eine Sdure der Formel

COOH
NHZ, (1)
R,—N(Z,)-0,S ]
&5 2



atons, -suc

| s_ met y

: rac_l_.-:i;.’c*'- such as benzyl' or 2- phenyl et hyl  radical , \1/\/n| ch is optionally -
substitut'ed in the phenyl part by ‘I owner aI kyl havi ng up to 4 C atons, h

as rret_hyl ~low er alkoxy having up to 4 C atoms, such as nethoxy, a ’
hal ogen, and contains up to 10 C at®PO8 &I@ sal ts thereof The i nvent

roval oo | DigPGh LiShednhs, ANGiORGT BURAP AR HhCLRE MM R Onod, i the
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one. of sthe radicals Zl Z2 and - (sig) —azsadical Z which n ‘be
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as a ni Ckilorig ﬁmsurf- 113 0BenbyidNGind Betoy Bl mt Formel
exanpl e Raney ni cke platinum or platinum oxi de, opt lonal l'y on c ar coal, a

com pl ex of DielMediindomgeh|der Fatevebl kinnérhtemeut hergésitalit ma@elesriokdem piaosmerﬁaenedersuch
.as trrphe‘ﬂSﬂFﬁbhosphl ne or triethytpkosphine, or palladi umon-charcoal, or,
“if stafti ng from conpounds of the fornula wherein Z1 is hydroxyl in the
presence of a copper catalyst, for exanpl § ¢opper-1 oxide. It is ad-
.vantageous to carry out the reaction in [nept solvent, such as a | ower

. al kanol, for exanple in rethanol or ethg
.as acefic acid, if necessary UREEN-BhtvateH pressure, at elevated
tenperature and/or in a closed vessel. Z1 whirgh is 2-hal ogeno-| ower al koxy-
-carbonyl and/ or hydroxyl can al so be repl aced by hydrogen by reaction with
a base net al in acetic acid, .or, with.a nsrtlon met al
Conpoutia 56" P eAkeraRnfes fniloBes Bondn 3t mCenh AMIE S IR a0 hydr oxyl
“groups can al so be repl aced by hydrogen by reaction vvrth a suitable di- "

I |ght metal hydride, for examle | |ty f‘n\borohydrr de or

- - (1Vv)
%0 AN /N Ry _
. alk

" . oder einem reaktronsfahrgen Derivat oder Salz davon umsetzt und gewunschtenfalls die so erhiéltliche

55 Verbmdung in eine andere Verbindung der Formel | umwandelt und/oder eine erhaltene freie Verbin-
dung in ein Salz oder ein erhaitenes Salz in die freie Verbindung oder in ein anderes Salz iberfiihrt.

Reaktionsfahige funktionelle Derivate von Sduren der Formel Il sind beispielsweise reaktions-

fihige Ester, wie gegebenenfalls substituierte Phenylester, z.B. Phenyl-, p-Nitrophenyl- oder 2,4-

Dinitrophenylester, reaktionsfihige Amide, wie 1-Imidazolide, oder Anhydride derselben, wie offenket-
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nsaure wie einem Halogenameisensiure-
mederalkylester mit einem Ester oder Halogenid emer phosphmlgen Séure der Formel (R),P—OH, wie
einem Benzolphosphm|gsauremederalkv|ester z.B. -dthylester, oder Benzolphosphlmgsaurechlond
einem Diester, Esterhalogenid oder Duhalogemd einer phosphonigen S&ure der Formel R—P(OH),, z.B.
Benzolphosphonigsduredichlorid, oder einem Diester, Esterhalogenid oder Halogenid einer
Phosphonséaure der Formel R—P( = 0) (OH)2 z.B. mit Benzolphosphonsauredichlorid, erhalten werden.
Isatosduredichioride, der Formel i, worin Y Carbonyl ist, werden vorteilhaft hergestellt, indem man 5-
Chiorsulfonylisatosdure in {iblicher Weise mit einem Amin der Formel R +—NH, umsetzt.

Offenkettlge Anhydride von S&uren der Formel Ili werden vortellhaft unter den Reaktlons-
bedingungen in situ geblldet indem man die entsprechende Sédure beispielsweise mit einem
Halogenierungsmittel, wie Thionylchlorid, oder mit einem Ester oder Halogenid einer phosphinigen
Saure oder einem Ester, Esterhalogenid oder Dihalogenid einer phosphonigen Siure oder Phosphons3ura,
z.B. mit Benzolphosphinigsdurechlorid, Benzolphosphinigsiureathylester oder Benzolphosphonigsédure-
bzw. Benzolphosphonsduredichlorid-, dthylesterchiorid oder- -didthylester, umsetzt.

Reaktionsfdhige Derivate von Aminen der Formel IV werden ebenfalls vorteilhaft unter den
Reakt:onsbedmgungen in situ erzeugt, indem man das Amin mit einem Halogename:sensaureester
oder in Gegenwart einer trivalenten Phosphorverbindungen, z.B. von Triphenylphosphin, mit einem
organischen Disulfid, z.B. einem Diniederalkyldisuifid, umsetzt.
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conpound.t husFehdrakanabhn Ilml\larb&ﬂmidaﬁl’deﬁ @gtmel |, in denen R, Wasserstoff bedeutet, von
Wasserstoff verschiedene Reste R, einfiihren. So kann man in ubhcher Weise Halogen einfiihren,
45 beispielsweise durch Umsetzung mlt Chior oder Brom, vorzugsweise in Gegenwart sines Katalysators,
wie von Eisen-(lli)}-chiorid, oder mit N-Chiorsuccinimid. Ferner kann man in {iblicher Weise Trifluor-
. methyl einfiihren, beispielsweise durch Umsetzung mit Trifluorjodmethan in Gegenwart von Metallen,
wie Kupferpulver. Weiterhin kann in (blicher Weise Niederalky! eingefiihrt werden, beispielsweise
durch Umsetzung mit einem Niederalkylhalogenid, vorteilhaft in Gegenwart eines Katalysators, wie eines
50  Metallhalogenides, z.B. vorf Aluminiumchliorid oder -bromid.
Die genannten Reaktionen kdnnen gegebenenfalls gleichzeitig oder nacheinander und in
beliebiger Reihenfolge durchgefiihrt werden.
Die genannten Reaktionen werden in iblicher Weise in An- oder Abwesenheit von Verdiinnungs-,
Kondensations- und/oder katalyﬂschen Mittein, bei erniedrigter, gewdhnlicher oder erhéhter
§§ Temperatur, gegebenenfalls im geschlossenen Gefass durchgefiihrt.
Je nach den Verfahrensbedmgungen und Ausgangsstoffen erhalt man die Endstoffe in freier Form
oder in der ebenfalls in der Erfindung inbegriffenen Form ihrer Siuréadditionssalze. .
Bei diesen handelt es sich insbesondere um pharmazeutisch verwendbare Saureadditionssaize, -
wie entsprechende Mineralsduresalze, z.B. Hydrochloride, Hydrobromide oder Hydrojodide, Sulfate,
60 Hydrogensulfate oder Phosphate, oder entsprechende Carbonsiduresalze, wie Fumarate, Maleinate,
Maleate, Citrate, Anthranilate, p-Hydroxybenzoate, Pyruvate, oder Salicylate, ferner entsprechende
Sulfonsduresalze, wie Cyciohexylaminsulfonate, Sulfanilate oder p-Toluolsuifonate. So kdnnen
baispislsweise basische, neutrale oder gemischte Salze, gegebenenfalls auch Hemi-, Mono-, Sesqui-
oder Polyhydrate davon, erhalten werden. Die Sdureadditionssalze der neuen Verbindungen kénnen in

85 an sich bekannter Weise in die freie Verbindung Gbergefiihrt werden, z.B. mit basischen Mittein, wie

7

p- ar ec

£ F2EF
FABE

R

~E REEFRENCE LI8

EIEN



salLt, or a resulting salt into the free com pound or into another ‘s
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werden.
Weitere oral anwendbare pharmazeutische Priparate sind Steckkapseln aus Gelatine, sowie
weiche, geschlossene Kapsein aus Gelatine und einem Weichmacher, wie Glycerin oder Sorbitol. Die

50 Steckkapseln kdénnen den Wirkstoff in Form sines Granulats, z.B. im Gemisch mit Fillstoffen, wie
Lactose, Bindemitteln, wie Stdrken, und/oder Gleitmittein, wie Talk oder Magnesiumstearat, und
gegebenenfalls von Stabilisatoren, enthalten. In weichen Kapseln ist der Wirkstoff vorzugsweise in
geeigneten Flassigkeiten, wie fetten Oelen, Paraffindl oder flissigen Polyathylenglycolen, gelfst oder
-suspendiert, wobei ebenfalls Stabilisatoren zugefiigt sein kdnnen.

55 Als rektal anwendbare pharmazeutische Prdparate kommen 2.B. Suppositorien in Betracht,
welche aus einer Kombination des Wirkstoffs mit einer Suppositoriengrundmasse bestehen. Als
Suppositoriengrundmasse eignen sich z.B. natirliche oder synthetische Triglyceride, Paraffinkohlen-
wasserstoffe, Polydthylenglycole oder hdhere Alkanole. Femer kdnnen auch Gelatine-Rektalkapseln
verwendet werden, die eine Kombination des Wirkstoffs mit einer Grundmasse enthalten; als

60 Grundmassenstoffe kommen z.B. fliissige Triglyceride, Polydthylenglykole oder Paraffinkohlenwasser-
stoffe in Frage.

Zur parenteralen Verabreichung eignen sich in erster Linie wéssrige Losungen eines Wirkstoffs in
wasserldslicher Form, z.B. eines wasseridslichen Salzes, ferner Suspensionen des Wirkstoffs, wie

- entsprechende dlige Injektionssuspensionen, wobei man geeignete lipophile Ldsungsmittel oder Vehikel,
65 wie fette Oele, z.B. Sesamél, oder synthetische Fettsdureester, 2.B. Aethyloleat oder Triglyceride,
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reaction mrmenm;f%gae:@y erﬁdt %ﬁ;%?;b%hﬁ%‘”'ﬁ %’Eﬂs,f n dﬁ&f, a Jj %:’e eraly g.ese
such :as su] f a % ﬁ fol-le

the forrfil %! 'I%j'f"l'"eqj an BFS}W Féhﬂ reacting t eeaC| | n a
customary -manner W|th a correspondl Ng Bdispie} 1such as bis-(1-imdazolyl
urea, W th a duleiei Saspentionstosr 102 geﬁs[NeM-Ardamaewl-etﬂfamavib'eﬂpﬁﬁu&eﬁ"ﬂdﬂ%l!i ol 4

-~ hal ogenof oshspleteacioliol Hakpmamuniern Rigen bei 100° '?1‘9 2181 Mgth gendeter
phosphl M)Uﬁg? fsb a?,ﬂﬁ '}Zﬁ,@@' u§ éﬁé ébtemp atura n, deIh%nertden
aci d | owe Hamoti meﬁm (M&zﬂnﬁ £od) l%01$%1pa(32 8¢ (Sngd.cdes OF
ben- zenep loi‘iﬁaHSZSB;-l— ol ori d di ester, ester- haI i de or d| hal i de of
a phosphonous Das:Adsgelﬁgsmvﬂildwanmkﬂ \RS an'fef‘dYef@ka rgho ous
acid di ehlori @e 16§|m' aVaeqser uvet%%‘r g 1 'é ‘I’Pﬂﬁ"ﬁ’ﬁ Wﬁ: lﬁﬁ e'%e YA
aci d of theerieseyeises kSN G6 BN o&ahesum»-ﬁea

di chl ori dem'tl:}é’%z[:ﬁér %gioga ,,pgh, e or mila, L1l wherein Y is

car bonyl are’ 20vialy 3amest yb.ﬁulﬁ@aﬁgsdndmyssmmmﬂsﬂmwﬁssobd 6mmpuiakl |Us°é1t1|90
aci d i N2 Gugrpiedr hintREne lerwirnh ira Authieyra TF Stuhden ayf (1367 180° sstu erf n
anhydr | desﬁwtmmed@mcﬁp Aiwiert depinkipseige), puagt 't'#mgﬁ g“‘% oo e a
under t he E H l.qsaﬁ?:vf;mego £ 71e° ers. reac reac ng the

P
cor r espondfhge ]'gaﬂ'spe Goh™ 142015 dér obifeh RerBin @JQGQQMM Bgugagmsnw;rd satetRiheen 10
t hi onyl s&hMputed Cauf onovunnirmmmuem @fanhauf mdamsfnperaph @b pm reites bacauu Séwg
ester, est Plioshml éiolcDabei siidhdie |uule=h€rf Sah ms Pﬁ§ 28 eprejfe "g '?ﬁﬂﬁmam%
M§la

for exanpl Mmmemﬁubéﬁ 53 ;g @,g,l d
et hyl esteE‘;Pfgtr ﬁ::ggsl e ¥ "5518 *’f,"@”gi 1h Gkt 6 a6 50 (8 h(y - Rty
S N@P

benzeness h@emwhoni ¢ acid. Redactive
derivatives of am nes of the forrrul a |V are also advant ageousl y produced in
situ under the conditions of the reactPdswiah reacti n ne éNI:['
eézr"ff'g p‘ﬁ‘q)fp ,;2
n@

hal ogenof, o m E‘ apaloger Yigige, ﬁgﬁ;jﬁg,;%, ;}%esgmt gl Wz E?arrbz
pi

conpoung, 1L i ¢3 s of |(5lg
exanpl e a tﬁj%gméﬁ;&i schilioa dro&%wﬁa(w n‘zt °be obt ained in
accor dance W Dhs tase Auﬁgaﬁgdmammlcam \ezevandender 6ed [N rrt [ et Byl comifernends- dtate-he

fornul a | .saGtearsydrid Kagn paslsuamlegle;r qulqgtw'bmges ' i aeﬁc %sgm E@;ﬁm fﬁrre ent
from hydr %ﬂﬁ%ﬁw@ ﬁérﬂ %crﬁﬂdlzf 1@% 4 mj( a ﬁsamé emen.
alten

The rad' ¢ werden. Es schmilzt bei 228—229°
Beispiel 3
In analoger Weise wie in Belsplel 1 beschrieben erhidit man durch Umsetzung von § - (N -
50 Cyclohexylsulfamoyl) - isatosdure - anhydrid mit 1-Methylpiperazin das 5 - (N - Cyclohexyl-

sulfamoyl) - anthranilsdure - {4 - methyl) - piperazid vom Smp. 167—1 68° (aus Aethanol). Das
Hydrochlorid schmilzt bei 263—264°.
Das als Ausgangsmaterial zu verwendende 5 - (N - Cyclohexylsulfamoyl) - isatosdureanhydrid
kann z.B. in analoger Weise wie in Bensplel 1 beschrieben ausgehend von 2 - Chlor - 5 - chior-
55 sulfony! - benzoesdure lber die 2 - Chior -5 - (N - Cyclohexylsulfamoyl) - benzoesdure vom Smp.
168—175° und die 5 - (N - Cyclohexylsulfamoyl)-anthramlséure vom Smp 204—206° erhaiten
werden. Es schmilzt bei 232—233°.

' Beispiel 4
60 In analoger Weise wie in Beispiel 1 beschrieben erhilt man durch Umsetzungvon 5 - [N - (2 -
Methylpropyl) - sulfamoyl] - isatosdureanhydrid mit 1-Methylpiperazin das 5 - [N - (2 -
Methylpropyl) - suifamoyl] - anthranilsdure - {4 - methyl) - piperazid vom Smp. 162—163° (aus
Aethanol; Smp. des Hydrochlorides: 254—255°).
Das als Ausgangsmaterial zu verwendende 5 - [N - (2 - Methylpropyl) - sulfamoyl] - isato-
65 sadureanhydrid kann 2.B. in analoger Weise wie in Beispiel 1 beschrieben ausgehend von 2 - Chior -

orrrula 1l and IV can be prepared’
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duced in a customary “nanner; -for exarrpl e by reactlon Wi th a reactlvle ester .
.of an aliphatic alcohol or an optionally sub- stituted araliphatic lor o
‘hetero-aryl aliphatTc al cohol, such as an ester thereof with an or jani c
-sulfonic acid, such as benzenesul fon i C, p-bronobenzenesulfon i c,
-'tol’uenesul fon | c or nethanesul foni © ©0O807x2 W th an inorganic sulfon

ochl ori c hydro rom c or hgdrl od| C aC| d or suI - fUI’I C

ac , SucC
: d. Th ? Ni 1, péqpﬁ vil -
aci T el;'lg:‘g gﬁ:n'l §mb§ zgg TI%ET’RZ ;75 I ?-th C27%yg;:$§pyﬁ - sulf%m%y -|aé| hram sdure

aci d-bi.n eﬁlee?J uﬁ&ﬁécﬂ?ﬁ

et hyl di i sopropyl am ne pyr| di ne or quino- line, or an inorganic base, such
as an alkali net aI _ dI’OXI de or al kldispiek Seart h net aI ~hydroxi de or an

al kal i rret al "b 'sef‘ﬁ %'g %ﬁéﬁﬂ qﬁﬁg GF@Rl 9"! a1§§PEl|*n9h r BrilNde.
or cal C' 4 = m Ef:g é ?ﬁjﬁ [.Q r\l rme a uathya#\4
react i onss fgnams I an 1 nert organi Vent ,

such a® an aDkﬁﬁl@ IApsdaﬂgsn&meiﬁvemetﬂeﬁﬁ& ORQ - 1sdgvopylsuifansdlyi anedtosaﬁremt,mmnol
or a hydr'@etaF Bow anfﬂbaefewa wie inrBejspialz & eschtietien @nsgebmdxvph Chlorefachiariuifonyl-s uch

‘as dieth °"@P SQRroBylsuifam §-4fed 787 u ct-?%:t d
ﬁjdrlogar bg‘jgs‘mO %@hrﬁ"" %y’f’@ngmﬁ’h H?; ?%%8?1 ke Sa Pt Sir"l'?aqé ©

ni trobenzene or mtromet hane.| The introduction of a radical R3 can,

however, al so be carri-ed out by reactBe&auewsth a correspondi ng oxo com

pound, f or e JocamplogerWdise \aedeeiwz o veschu bahd@hlyd@nmmké'mwngunclérmﬂ%% ng
|

condi t i or?s'faWV"séS? aehmd fgz' Riegragin ds :3@‘ Mﬁ; "pr authiels of
a_hydrggéh ool Gl verve b BN Ntbyiekiranay . iz b st 24Vt .
for . examm ieBdn. Sdgdhd &wdm-cmaftslaa«sraufo |-BbAzBesEuRX I de
.or Raney uaercdnelz cmmeseaN rnahmjlfambynpreeim Yo IShipedged-17ee ssd rdm 5-¢N-Methyt-he
pr esence seifamonl)-enthranisgure edncimy 2958 ntffal’fguwrdas uficosahingztpei d60°%r

f or mal gehyde I f appropriate in aque utlon I n -whi ch case It is.

.pref erable tQ JGabdey viite diblfh BRBRI 1 cﬁl'.ebé %maﬁﬁenfd@azneﬁawneve d.pteha- :
presence Qfansbyl-isdldbauiddhMdrid Y| flethyRipeR¥iA MEsE 5 AN-AethpRimMsmopIREMRvAicEWe(4-0r a
di-light maeliympuda;aduulvdm Srepi CI75as1 790 dausnAce tanahydri de or sodi um

bor ohydri |ta ([:‘Ie Dﬂsn'se?‘egzé‘ﬁgggéefaﬁlg&ﬁtgvﬁ%&?qssgqe Aﬂﬂuggf_ﬁﬂ%'hg%ﬂﬂm“&ﬁgé@"q' kaepe-BuRder

t he réac = dr o-
gen in C Fg’?—p lgy t”( 1)T;g:#vrlﬂq$cnzpe re vi Sgrgg‘??a §c}:3f%l f&f Q? ghiﬁlﬂ&l()% 1
for exanple y reactlon W|th a hal ogenoformc acid ester, such as a

chl oroform c or bronoformc aC| d |0W—Be$pnel&$ky| ester or a cyanogen haI | de

such 3B 8 ro- Meti‘Y'staﬂ@Y'

d't'FF‘i?f‘ rP-waeSP
o R A S e b
latter. BX Id&v rt %m’iB %f?ﬁc@s@ﬁd"k Weetb

repl aced Ktéyel 40.06210.2 namb hi&mpf ENach &Jieeh Qbrigaf Ryl reogeﬂl drm matmjayest:ere.ﬁ"gch as

by rewctelngeqanfpnrunemnpikeetbpmah reﬂﬁltrmlts wWiN R Mawmdamnwm-namﬁmnlsw 4 - [2-

Conver sel C’i"?fpl'g‘v 0§§1Ylbl°é"ﬂe(ﬁz'ﬂ g& ZHPQ)"‘ 28 3 m Me@é grragenyitt he
fornul a ﬁ"‘g@ 5 4_ 3’%’!“% E‘e BYetinena gt é’)’!%ﬂ‘r‘ﬂ]d "‘?’%’hﬁ' 2Bn
with a hal Saltals .e@waaa fofyeRaerisQérPhgdiielt @brabi.omOf Ornic
aci d #ower 3000 r&]ﬂnsaihﬁ werdénkipheri@siti @in, et@s 10 Miyutero itr892 3l RhdephofdathxidS
cyanogen ubd enschliessend ipperhajpaen etwladio Minutenimin83GkIsatosayepanhydrid fersetps, wobei die
correspo entemperatur auf 40 bis"60° gehalten wird. Man ldsst 120 Minuten bei 60° nachrihren, kiihit auf
. aumtemperatur ab, giesst vorsichiig auf etwa 20000 g Eis, lasst 30 Minuten nachriihren, nutscht ab,
wascht fanfmal mit je 1 Liter Wasser nach und saugt trocken. Das so erhéltliche 5-Chlorsulfonyllsato-
50  saureanhydrid kann ohne weitere Reinigung weiterverarbeitet werden.
210 g 5-Chlorsulfonylisatosdureanhydrid werden in 780 ml Aceton suspendlert in die
Suspension wird innerhalb von etwa 50 Minuten 50g- Methylamin eingeleitet, wobei die
Innentemperatur durch starkes Kiihlen auf O bis 5° gehalten wird. Man ldsst 3 Stunden bei O bis 5°
. nachriihren, zieht das Aceton unter vermindertem Druck weitgehend ab, versetzt unter Rihren und
55 Kahlung mit 1500 ml Wasser, nutscht ab, wéascht mit Wasser, schiimmt in 500 ml Aethanol auf, saugt
emeut ab und trocknet unter vermindertem Druck. Man erhéit 5-Methylsuifamoylisatosdureanhydrid
vom .Smp. 233—234°. Umkristallisieren aus Tetrahydrofuran erhdht den Smp. auf 246—247°, .

Be:spwl 9 . '

In analoger Welse wie in Baeispiel 8 beschrieben erhait man durch Umsetzung von 18,3 g 5-
‘Methylsulfamoylisatosdureanhydrid mit 12,5 g 1-Benzylpiperazin und Chromatographie an Kieselgel
mit Chloroform/Aceton {95:5—9:1) und Umsetzung des so erhiitlichen 5-{N-Methylsulfamoyl)-
anthranilsdure-{4-benzyl)-piperazides mit 5,5 g Fumarsdure dessen Fumarat vom Smp. 220° (Zers.).
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I ng urethane or cyanam de and subseqdent hydrol ysis of the latter.
[err]-AralLkyl radicals and [err]-het@WﬁMkyL radicals R3 can al
_replaced by hydrogen by reduction for ex- Ie by treat ment with hydrogen

in the presence,of natlon cat e q) %a di um ol cihxa ]
It is also s%? 1% ?é;q g;%b " erafz %nfu“aﬂ}m e thano
nydrogen | fo0eg Auid ﬁa? z‘ %?;Seuaamu fort. maw:,t@mn '&mtaeﬁa?bmh@ae&m':m
hal ogen gansiar mamtdaec}uaedwlorm aas(mm-ummyulmwmqthrhmtsateemapdzdes)tsmnaaGSP)on

with chlor- ine or brorri ne, pref erably inh the presence of a catal yst, such

o oduce. b ek an et 58l LRI BT Tl islharionn 2l ahthrdbiS Dhe. O,
i ntroduce 'f:t&gh SR ';71 iAW Gin ﬁnyaagganmneﬁg % ﬁ@mﬁ 'apkxstsuﬁmtdeﬁn
with triiol uor0| 0 net hane | n the presence of et al s such as copper

powder. | n additi Bestandteile(fial®GQ Taddevtebe i nt roduced in a custonmary nmanner,
for exanple by reaction with assuer al kyl halide, jgggantageously in the
presence of a catalyst, such as a netal halide, for exanple alum nium

chl ori dersor brom de. The reactu'aetnsa menti oned can, 100.7desired, be carried
out simultaneously or successi d in any deS|r se- quence. The
reactions nmentioned are carrie %‘ta A a cus- tomari fanner in the presence
or absence of diluents, con- deRadllRdydosotios and/ ospgatal ytic agents, at a
reduced,zgordi nary or el evat ed tenperature, and, if appropriate, in a closed
vessel . Depending on the procé#&u®onditions and. theS8parting materials, the
end products are obtained in the free formor in th form which is also

I ncl 5ded in the invention, of "es'u'gmadataddl tion sa? The latter are, in
particulgr, pharmaceutically usthh@aidries wastei i on sﬁts, such as
appropriate m ner al aci d sal ts, for exanple hydr ochl ori des hydr obr om des

or hydri o- "tf btsufate tes g
n’\t c
0,008, 072 gttt i el e MBS B S
ates (sic) 7St§H< J i8cht. DM ArdkRMslfR to%FSStaﬁle ﬂNZé&@fts%pen@éfrE Whedidae SG£pens:on
saLi cyl abezu et siadenOera PiauAP désaR @y athylehgiitots iaClIO0 nd aWissSer Baz0degalSen mit der Pulver-

cycl ohexy! amsdterzw 4 mt dnetbarert Massd yeratbeitat tftﬂswmtsm Gamischy swenPh adtigi unters

possi bl e, Vasggy. grBRuliPT: ['L’P&sqrt”“'aﬁé‘tft‘ 'I°F'§‘ea Qurch ie‘l“ss"*b
appropri at g, ‘;@m ﬂ‘?’%{fe FoUIRRRNO MO P4 ¢ 'eeé se'ggslifﬂ 5 OB gity2 & mm
hydr at essst her e| analo e~a£el ebnAsHadch MabigRdr, %ntﬂilteh@%w%ﬂy\/ZSG@elm%&‘ienC&'ﬂ iD@en
convert ed iBakgieleda Hig ¢@ Wu%rumumemn&rMI idngeisteilt werdérsel f known, for

exanpl e by neans of basic ents such as alkalis or ion exchangers. On the

ot her hand P“t’ﬁ?“?@&fﬂ"tf“h&"’f @'E’a%sé?é‘ée'bzﬁ ¢ DO, RR,EBIT (MM 8F gani ¢ or

-norgani«e aci dg.g,flRuisdd AnnRhidalieai@WqeOfRamnNds, such as, for ex- anple,
the picrates, can also be used to purify the resul- ting free bases, by

eonverting the free bases into salts, isolati ng( the latter and |iberating
the bases again fromthe salts. Because of tyr o.Lose rel ati onshi ps bet ween
t he newggonpounds in the free formand i 60 /Nn-F@gf their salt(s' in the
preceding and followi ng text the free cofpound&”are, if appropri ate, al so
to be understood in terns of general 'sg Y2 nt ended use as the
corresponding salts. The inv 5 gtlates to those enbodi nents of the
process s n which a conpound which can be obX ai ned as intermedi ate products
at any desired stage of the process, is used"Zas the starting material and
the m ssing process '

worin R, Wasserstoff, Niederalkyl mit bis zu 4 C-Atomen, Niederalkenyl mit bis zu 4 C-Atomen, Cycloal-
s5 kyl mit 5 bis 8 Ringgliedemn, Bicyclo- oder Tricycloalkyl mit jeweils 5 oder 6 Ringgliedern, Cycloalkyl-
niederalkyl mit 5 bis 8 Ringgliedern und mit bis zu 4 C-Atomen im Niederalkylenteil oder Bicyclo- oder
Tricycloalkylniederalkyl mit jeweils 5 oder 6 Ringgliedern und mit bis zu 4 C-Atomen im Niederalkyl-
enteil bedeutet, R, Wasserstoff, Niederatkyl mit bis zu 4 C-Atomen, Niederalkoxy mit bis zu 4 C-
Atomen, Halogen bis Atomnummer 35 oder Trifluormethyl bedeutet, alk und alk’ gleiches oder ver-
60 schiedenes, die Stickstoffatome durch 2 C-Atome trennendes Niederalkylen mit bis zu 4 C-Atomen dar-
stellt und R; Wasserstoff, Niederalkyl mit bis zu 4 C-Atomen, Niederalkeny! mit bis zu 4 C-Atomen, oder
einen gegebenenfalls im Phenyl- bzaw. Pyridyi- oder Thienyiteil durch Niederalkyl mit bis zu 4 C-Atomen,
Niederalkoxy mit bis zu 4 C-Atomen, Halogen bis Atomnummer 35 und/oder Trifluormethyl substi-
tuierten und im Niederatk{en)ylenteil bis zu 4 C-Atome aufweisenden Phenyiniederalkyl-, Phenyl-
65 niederalkenyl-, Pyridyiniederalkyl- oder Thienylniederalkylrest darstellt und ihre Salze.
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Carried out, or inwhich a starting material i
reactd on-conditions or i-s used in the formof a derivative thereof, if

it is pre--ferable to use those startj % materials which lead to the
Lconpounds.described initially as partq

3aﬂ7>3 val uabl e. The pharmace
rnulati-ons according to the inventi oge%}'lqg contai n conpounds of the
formul.a’l -or. pB F VB (NCRALth Sy e s -i%eﬁmrpﬁ_gfa_ziaﬁﬂefﬂé’rﬁmﬂm inD Aathbral
enteral. " Ll gwﬂ%&i mi &Barlisthél SAlzedurddingeiGéreImiadgiPailastumalSieig aafnitbhied versetzt.
par ent er a’ gna®@éilRaumtesiperatur ol Nandlaldiusiofvddert. Negh Ahfitriesenyies Ea‘FiY%W'%EPd E"édgao"‘pfe"
war m bl ocdeshasanadassHydroahieric des\5-oMethyisuifameyiantirenlsayrepipetadfies (3mpy 1690,
pound-on its-own or together with a phggigaﬁqqt ically usable excipient. The
. dosage of:--the agldude eftRiITRRY BE mIONRREH, 28] 1L DB S MRthyRGifatoyll henthanioyt) -codé - -

ani mal . it SpagaioRRehyl)t Sathyi]- - sidevazidbal. siroSuiki davavkoamed felgenderonasse beragsiRdit werden:
‘admi ni-st vt on. I.n the normal case an. approximate daily dose of about 15-
300 ng, advant age8esandtaile S 1900 Eablestepheen several equal divi ded doses, .can
be estimated for oral admi ni stwakste®h to a war m bl opsled ani nal wei ghi ng

cal

about 75 kg. The new pharnmaceutical formul ations contdin, for exanple, from

10%to-8eferr], preferably froffPeX to 60X, of t hd9%&8i ve compound.

. Pharmaceutical fornulations a_cwg;&l,gggg‘eto the innventygp for enteral or
parenteral adm nistration are, tor exanple, preparations™n unit dosage
forms, such as dragees, tabl etPlyatgiesaiykes6090 supposh.@ori-es and al so
‘anpoul'esze These are prepared in a nmanner which is 8 i Lozosel f known, for
exanpl e by means of conventi ont@fkum xi ng, granul -ais:;ai,.—.m%{),-,sfd agee- naki ng,

~dissol.ving or |yophilizing prog,dngsisfisiearsknUs it is pggstble to obtain

phar maceutical for- mnulations for oral adm nisstrati by conbi ning the
active cgyrpound with solid excinpnieeriisiertes Wagspr opr i atse granul ating a

resul ting m xt u're,_ and processing the m xture or the granules to give '
tablets or BYHEEENCONGs i ifiordfHeiod YvePen! JunREGEAFH Y SHo! Gt 616l WiaSitioh@blse

Lauxi | i ari es e ALt Hahewhd BirWIRBIOR, i Exctcsé) dBTAINuEH Ha Mignbdidriigarat S e BSIfte der

sugars, fors@xaNErmischtilit atdere 1HaIFey des Starkamvindiin 0WVassérsospeodiert wal diask Sespension

f or mul at Pona einet/siederciah ¢bswry Pho Belvihvsnglykas incboQrm | Wasser| hinzigsoahanRib Sphiver-or

cal ci um hydmisguing RHogioer ginatoaren JYigsse verarosite] gidsdas sfaiieg et s LA I 1 I
o H ep vor,Y¥assar. avl ﬁ._D % u%tw &ﬁér rat:t el 35 ego et, § in Sie

using, for m‘gw m Mﬁc e w§[t§ qgreie Sﬂ" ﬁ$ idsditig | konkaven Habidué voiY ¢Ak® 6 mm

starch, gel Bntrl: ﬁ,g&_nth, tPuy cel lul'ose and/ or pol y=

,2 m r L
- vinyl pyreol | domm‘g?:;%g_'u Weise kénnée aidheThbleters ienthalgand tieweijs 26 egt einer soderenader irhden
abovenent i oBaispietanat bis 39, genarutenl rmbindundrmxdanEenmel | Beregstefit werdenss| | nked 3
pol yvi nyl pyrrol.i done ar. al ginic ' = - egacid or a salt
t her eof , sug?f"éfg“?&fm%ﬂa‘i"@%ﬂfa@gﬂﬂ}%‘lqE- Qg%%ggpérgenﬁgj?”n%? ?I y
f Lowregwd at i ng_ aestiiuiene MhtHamsdufeamide . def eermexanpl e silica, talc, stearic
acid or salts thereof, such as magnesium stearate or cal cium stearate,
and/or poly-. ethylene glycol. Dragee cores arg.provided with suitable
coatings, if appropriate coatings resistant: ¥o gastric juices, using, inter
alia, comcentrated sugar sol utions which p?'i\on T"Vﬂ:cont ain gum @y abi c,

talc, polyvinylpyr- rolidone, polyethylepe gl gg‘ol and/ or titani um di oxi de,
lac- S ' - 2 L :

. ) R1 —HN—Ozs
!/

worin R, Wasserstoff, Niederalkyl mit bis zu 4 C-Atomen, Niederalkenyl mit bis zu 4 C-Atomen, Cycloal-
ss kyl mit 5 bis 8 Ringgliedern, Bicyclo- oder Tricycloalkyl mit jeweils 5 oder & Ringgliedern, Cycloalkyl-
niederalkyl mit 5 bis 8 Ringgliedern und mit bis zu 4 C-Atomen im Niederalkylenteil oder Bicyclo- oder
Tricycloalkylniederaikyl mit jeweils 5 oder 6 Ringgliedern und mit bis zu 4 C-Atomen im Niederalkyi-
enteil bedeutet, R, Wasserstoff, Niederalkyl mit bis zu 4 C-Atomen, Niederalkoxy mit bis zu 4 C-
Atomen, Halogen bis Atomnummer 35 oder Trifluormethyl bedeutet, alk und alk’ gleiches oder ver-
so0 schiedenes, die Stickstoffatome durch 2 C-Atome trennendes Niederalkylen mit bis zu 4 C-Atomen dar-
stellt und R, Wasserstoff, Niederalkyl mit bis zu 4 C-Atomen, Niederalkenyl mit bis zu 4 C-Atomen, oder
einen gegebenenfalls im Phenyl- bzw. Pyridyl- oder Thienylteil durch Niederalkyl mit bis zu 4 C-Atomeq,
Niederalkoxy mit bis zu 4 C-Atomen, Halogen bis Atomnummer-35 und/oder Trifluormethyl substi-
tuierten und im Niederalk(er)ylenteil bis zu 4 C-Atome aufweisenden Phenyiniederalkyl-, Phenyl-
65 niederalkenyl-, Pyridylniederalkyl- oder Thienyiniederalkylrest darstellt und ihre Saize.
ralkylrest darstellt und thre Salz
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appropriate-in the formof a salt. *I'n the process of the present i nveijgr ion -

“opeaar 7
——— e W BE B



quer |sol utions in suitahle organic solvents or solvent mx- tures or, for.. — =
‘the greparation of coatings resigtan{ to gas- tric juices, solutions of :
~sui-tdbl e cellul ose preparaations, such as acetyl cetl ul ose phthal ate or é

hydr oxypropyl net hyl - cel |l ul ose pht hal ate. Dyestuffs or pignments can be
add 'd to the tablets or dragee coat@@es8 62 exanple in order to identify
or‘tharacterr ze different doses of active conpound. Further phar maceuti cal

f or mul atl 2V\M? 't 'ﬁ‘a ggﬂf‘?ﬂ@!‘e‘r E'G""E)F N "%irt\é F‘&S‘ﬁ?\ﬂ%:mg‘e of
gel ati ng I§h lfgﬁ gg % %ﬁ: ie it bis . .

ticizer, ecﬁﬂrverﬁﬂ é:f‘tSP
the actsl vre,lrsanm&nek umy ihhaesélarm of gran- uI es, for exanpl e m xed vmt

fillers, sucRl. asNMethylss mdsli-radthraerlﬁvreéﬁm'tfuﬂ-pmand leder, eimfal davos] | p agent s,
such as t |c4or5 %g‘n@gw Y'eéftt%f?@'“‘ﬁ?rd'fz1“7“:'!5‘{55'?9616}‘1”‘5!'199'9951%|qu'z s Sajz,

soft caps Bt TR Ao RU SL R Rborefl] S0P eShOhavipiSPENCRA | 1
sui table |1i CIB' §—$N- %!2 oggfwraanf&egpesgfﬁ lefd S¥IZ dalbn.! 1 QUI IOOI yet hyl ene
gl ycol s, and 7ser&lam$zrsmtsr:hb Rraparatk a6thbieend dihe Verbimdang) ye@siss kinsmi ideaAhspriche 1—6
phar R e Unebem Bblichannptiagrodzetischen i Hilfs- undiodse Teiderstoffert er ed r ect al | y are

supposi t ori e8 Vifabien cundersteliuge substisiasien Abthapilsgpresmide ﬁt’tF%e'corrpound with a
sup- p@sitory base conposition. Exanples of suitable“suppository base
conpositions are natural or synthetic trigl %@év'%des paraffin hydrocarbons,
pol yet hyl ene gl ycol s or hi gher al kanol scolMyf eov .,.Rét is also passible to
use gelatine rectal capsules which contgin é‘an@rﬁgl nati on:of the active
0,008, 72 - 20- conmpound with a base c —tNBp; exanpl es of suitable base
conposition materials are Ilg 'ldr§ des,. pol yet hyl ene gl ycol s or |
par af fi n hydrocarbons. Aqueoub sol'@&ion an active..conpound in a water-
sol uble form for exanple in the formof aRgter-soluble salt, and al so
suspengi ons of .the active compound, such as appropriate oi | injection

-gHspensi QkinI? ngéeg?ofﬁ Nleﬁé]'bl‘qﬁ midoROARId Al%m§9 lN{e%Qltaﬁ( R m‘t‘%ﬂ'z& h%SAtorﬁa'P Bygu%

fatty oilkgl, miOB 6sagPhifydEeRHIEBIGcl, dabr THEEIBAky! cm‘f 3éweiis o8 | dde B Ringglieddih
exarrpl e e(tvhlytlkm-eutaﬂ(vbm-tt& big I8yRieggiieteen ural mit tbtsemi 4 OrAtgzqeremu\ﬁede uqtehaemnder
suspensi ﬁi@h rﬁ et'rvh"e#ata 'aw&eyewﬁ eder B K ngst'q#ar@em# Fmét big @gﬁr‘\twe"fmr

. lk i

exarrpl e M erstqaf@ oger?:ﬂuo ﬁ‘#ﬁl? al ungy %%qu S 0 r'\srezr‘i
opt i onal |gynigdeRés §|E 8 foffat%ﬁrﬁ durcif? -A16héBédn Nde§ Nl:ﬁé Wen! it bl @e-A?J dar—
admi ni St rs&dit ¢Hd. R, kiséendibc NpBeramyp ahitid aalc mrnmi NiddeRSnMRit B3 2G 2IT-A8 marpra dred

© topical | iran eeqebencaﬁalld lyl Rbamnsw Ryndw-mdat'suenwwtdesb Niedexaiky! mitibiscl 4ICostoman)

sol uti tfné“'eqmtkerv E'B B'%‘équtqﬁt!“%t@ﬁl upe/oderntsiduerthethyipaubsti-
present LI efr gr St r%de::w,s wrﬂbgrwg'"@s;r'@gdum and
of the Angei %era el propert ’
preferably for the treat- ment of mflammtrons prrmarrly mflamratory
chroni¥ disea- ses of the rheumatic variety |kespeC| ally chronic arthritis.
The exanpl es which follow illustrate tbg_,t,{aen o5 described above; they
“are not, however, intended to limt th scbgﬁ/bf this invention in any way.
Terrperatures are quoted in degiges ce ﬂﬂ Exanple | 2.7 gypf

1- met h§l pi perazi ne are adde sllovvlzi%/i 00, Wi le stirri ng, to a
suspensi on of 10.2g of 5-[ N ) -sul famoyl ] -i satic anhydride in
250 nml of ab- solute tol uene. After the addition is conpl ete, stirring is
-continued for 1 hour at 1000 the mxture i's all owed

50 worin mindestens einer der Reste Z,, Z, und Z, einen durch Wasserstoff ersetzbaren Rest Z und ein ge-

gebenenfalls von Z verschiedener Rest Z.2Z, bzw Z, fir Wasserstoff oder im Falle eines Restes Z, fiir

eine von Wasserstoff verschiedene Gruppe R steht, den Rest Z durch Wasserstoff ersetzt, oder eme
Saure der Formel
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COOH

NH2 (1)
60 - Ry—HN-0,8 '
Ry

65 oder ein reaktionsfihiges funktionelles Derivat mit einem Amin der Formel
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B a2l r oomterrperature, ‘the precipitate is renoved by decant ati on and
the".crude product thus obtained is recrys- tallized fromethanol. This . '

gi-ve ['N-(1-adamant yl ) - 0,008,072 - 7% - sulfampyl 3-anthranilic agid
4- et iperazide with a nel- ti n%%gt fi 214-215[err] (nmelting p@ of
t he hyseochl oride: 298-300[err]). a ng material can be obtai ;

f&’exanp‘l"ak as follows: 30.5 g of 2-chloro-5-chlorosul fonylLbenzoic acid
ar.e -added .in~portions at room tenperat/ar?'é\v':‘hi le stirring, to 165 m of

wat er-and-36.1 g of 1-am noadamangang] stirn agjs continued f@yy) 1 hour and
the mxture is acidified with concent?\Qt eg/hydroschl oric acid to pH 1 and is
filtéred. This gives 5-[N-(1-adamantyl )20l famoyl |- 2-chl orobenzoi ¢ acid
with a nelti bl DS Gdef Salz 3RBn Tinsétft uR® YaviiinkdhiaditdNs aid 46 @ABItliche
anmoni a..s ﬁE&&%ﬁ%ﬁiﬁiﬁ%@%eﬁﬁgimﬁ [defEBAGIEIN uﬁfv&n&ddtﬁ%/cﬂa' dire. Shajtend fréid Verbin-
conpound Qi ib e Sulaxdder @n echaltemes Balz it did P&e YEID[ndynd) odegin eimandeigs Salz Hbesfihrt.

aut ocl ave. Ttﬂexmbm n p% Rﬁm\ | gemise ginem debAMRPEiSH L8t TF analgefsere A ATOugh
silica gefmaty em‘;%?g,wg}ii é%!,tfg%{n. LAVB e hvlr PG Ginddf il WRschdnG £08 zur

‘al | owed t‘ﬁeﬁ& DA VBN NrdpbitHkkelrd nd the crystals which have been forned
are fil-tered qf \verwdntisngdioneBerbinduNgénl dad Bormet ¥ Igpmasas| éisamn\det Aasrrinheni—+6 czuaci d
W t h | & 15re Heisteungoion tAndig@ika. 7Aiinfldmmetepios iind/asle) Antillergikpensi on. of 14, 2 lgg_(l)g:

the above por‘ﬂﬁoyp{ainpwggmgefnfo]’@ﬂ ﬁﬁﬁ%ela{? sd ﬂe%lgmﬁlﬁ? d rql/lvrjr lzﬁ e(ﬂgw es,
mnutes, AR ORI AR soicpgan © AR Phosgene
- is passed in until saturation 1S reached. In the course thereof the

cust omes 'y pehhspristhedfatidérovViertragsstaatt AR t aken. The mixture is then warned at

1000 for 20 mnutes. It is then copoled to roaqmn tem&er el’gprr%bl alittle water

i s added, thd-yedehves wunHerstafipnarsupstityiones APRYAIAUPAMGR PLE TS £ | tered of f
and washed successively wth water and diethyl ether and the crystalline
productksis dried in vacuo at 1000. This gi ve/sa'-k'\ -
5- EN- (1- adamant yl ) -sul fanoyl ] -i sati c anlgen de a melting(pqi nt of 1640
(deconposition). Exanple 2 5-[ N (2-Butyl -Sth‘a‘w\#ﬁyl -anthranilic acid

4- metthyl - piperazide with a melting poj NEBO-132[ err] (from ar .
o 008, @2 - 22 - ethanol/di eg;\iﬁN%"ber ure is obtained lna TAnner ana-
“logous to that described in BlanmpLe?1 by~tRacting 5-[N-(2- =~

butyl)-suLfanpyl ] -isatic anhydride with 1-nBphyl pi perazine. The
hydrochl oride nelts at 246-248[err]. The 5-[N-(2-butyl)-suLfanoylL]-isatic

anhydr LAe a8 B NaNshtbRicid 8k bl 209 cIRbRbh, Miede@iRenyl @it b8 XA BLRoMEE CRdloal- * -
tai ned | NyPmBIBAES RMGGIOEHA Bicytio- ddearicjassikyl hitdevdils Exoaer Rindgliedstma Cy¢loakyf-r om
2- chLor o-riedefalkgirniis 6 bis @Rindgtetemi und ait wis zu HC-Atomen im Niederalkylenteil oder Bicyclo- oder

S BN (o Doyt (U Pt G GBS ok A,
1 R i RIS G e TS

f
mel ting nehibdensy, ic fIntel durdhi2 BFAtérie Bbnné Rikykn miiasEl & C3Atomen,
5- (N Cy c Laahsesny Lriut A, Vodsearbtdff, aNiddarafkii rhit bis ac# G-Atemet, Niekeralpéryemin bisde 4\0-Athmen,
mel ti ng poiendinenfged@pndndd® in Phenyl- dewmaRygh)- dder Biieruitellcdyrah '%i’ey‘mh'g_ﬁ‘,bﬁﬁal"ggous
to that dtemern. Hiadesalkoxy mit bis zu 4 C-Atomen, Halogen bis Atomnummer 35 und/oder nfjuormet
45 gsubstituierten und im Niederalk(en)ylenteil bis zu 4 C-Atome aufweisenden Phenylniederalkyl-,
Phenylniederalkenyl-, Pyridylniederalkyl- oder Thienyiniederalkylrest darstelit und ihre Salze, dadurch

NCE REFERENCE LIBRAZY

gekennzeichnet, dass man in einer Verbindung der Formel E_.l
50 alk’ iwn
CO—N/ \N Z
; 2
Naik”” "
o %4 NH-Z,
Ry—N-0,8
Ry

60 worin mindestens einer der Reste Z,, Z, und Z, einen durch Wasserstoff ersetzbaren Rest Z und ein ge-

' gebenenfalls von Z verschiedener Rest Z,, Z, bzw. Z, flir Wasserstoff oder im Falle eines Restes Z, fir
eine von Wasserstoff verschiedene Gruppe R, steht, den Rest Z durch Wasserstoff ersetzt, oder eine
Saure der Formel
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~.Exanple 1 by reacting 5- (N-cycLohexyl suLfamoyl)-isatic an- hydride with
~1-inet hyl pi perazi ne. The hydrochloride, nelts at: 263-264[err]. The °~
5- (I\l-cycLohexyLsquarmyL)-l satic anhydrl de'to be used as the starting -
material can, for exanple, be ob- tained in a manner anal ogous to that @
described in ExanpLe 1, starting fr@OBSOF& o- 5- chlor osuLf onyLbenzoi c-

vida 2-chl or o- 5- (N—cycLohexyLsuLf anoylL) - benzoic acid with a nelting point of ™.
-.168«.175[err] and 5- (N-cycLohexyl suLfanoyL)- C@thraniLic acid with a rreltl ng
poi nt™ef 204-206[err]. It nelts at 232-233[gir]. ExanpLe 4

5- CI\I—(Z-WE Lpr opylL) - sul f anoyL] - ant hr ani. NH21- et hyl pi per@mjde with a
mel ting_poi nt of 162-163[err] (fmfgmw;og | ting point of the

hydrochf ori de: 254-255[err]) is obtainéd in a nner anal ogous to that
described in ExarrpLe 1 by reacting 5-[ N-(2- et hfLpropyl ) - suLf anmoylL] -isatic

an- hydridg ﬁ th 1- {soiu%ﬁﬁfepﬁerlvxp&wﬁ mit enem Amin d%’ Formel

m

S5-[N-(2-net pr opyL: f anoy I sat1 ¢ anhy- Ide to used as the
startir§ rraterl al \can for exanpl e, _Qn908, 072 - 23 - be obtained in a
manner anal ogous to that described in/Ex &;\rrpLe 1, starting from

2- chl or 0o- 5-chl or osul f onyLbenzoi ¢ ac+ N-R (V)

2-chl oro-5-[ N-(2- et hyl propyl) - sulfam) I'] enzoi%'acid with., a nelting
poi nt df 163 166[ err] and 5 [N-(2 met hyf=1 propyl ) -sul fanoyl ] - ant hrani lic
acid w rre ti

ARt D (AT A e
E“X?hnp!ie”ghﬁmgh 5;‘;&03@ ?f g«ﬁﬁg%? EIE? ?%&%@v"&mung ﬁ%&@i T'?ifléaé f,émﬁ

et her. 2frel t i ny Yelatven Ofach spreeth-1, aladurchuigél@nadeiehne?, 3dasg 34ne leing ) Verisinduby adened )
in a mannelgemeiakmFor eUswm f, Mﬂde@@‘s’dﬁ't lbed%ﬁ-@mmheéeupt W@mfpflﬁ t, alk und

5~ (N-i so-3r pliydh mitibfs é‘e"
(N <00 Pl e %ﬁ@?ﬁdﬁ?‘ ] o SNl oty
,nﬁ.t er | saﬂ,da &rhemﬁp[ e, e O t a.| ne I N a nanner ana OgOUS to t a.

described in Emuprlrm Dbacts Aaspruchgl, f dadnnck -gekdnozeichbetc Hassr maru ISHYYdtdsuifanayllaci d

“via 2-chl emtbrasllsa 4—5@}3%1 piperezid o ?a'bémo hersggdit- d wi t h [tin nt of
170-173[ ¢ Q 4a| "ﬁg’pﬁpgﬁﬁﬁ” M%%{) ﬁ‘r e an - AshaRiedt,
poi-nt sbf Iht ARG IR £l dad ﬁfeﬁ eths@s@m,& & N:Methystamoy)-

5- ( N- Met hydnsfumsauiw 2-(ehibHp mwbmt]e’iﬂdeﬁz -odert diy Isalz Pbwarmdstale i s obtained in
t he form of & Verfdhren rrehrtA ruplp i1 ndadodch gélenmeeichren cless rflam&t-éN @hiBamen)] ) i n

a_manner aﬁbﬂam B‘HS 't‘6 t PRYE )deg'eﬁl?madqrm ven hers yl %(n%ethyqsu"amoy ylo 7w

sul farrgyl ) t"\g ehat: c%t o 1 daﬁ%’ Fﬂi“ﬁ {cq95ty, g

5: (N-met hyT'Sg, RIM:) Qu&@hwﬁﬁpa@eé bfﬂhaﬂeaa D YelBiHdBhg 2
can, for ge«aazpemem Répdtiche —47Hd6dui’6hrb’éﬁé’nni’é'b?h h&10 8446 niad dids@initdmcheh pRamaN
Exanpl e 1zeusischeri Hilfg- Gmmréddrmf&n‘&e@memetosul fonyl benzoic acid via-

2- chl og0- 5- (N-net hyl suf | anoyl ) - benzoic acid with a nelting point of

'170- 172] eciaimsaoe the- Cdvriabiidy/ Stdst BERH be #RIE ANLUING g€1 d With a nelti ng
point of 2050; it nelts at 2600. Exanple 7 5-(N-et hyl sul famoyl )-anthranilic

aci d 4- met hy A sehstituied anehraditemidg ofrghet formplpoi nt of 175-177[err] (from
acetongj 0, 008, 072 '
alk?

CO-N, N—R3 _ (H,

\alk/

50 NH2

Ry —HN-0,8

Ry

8 in which R, is hydrogen, lower alkyl having not more than 4 C atoms, lower alkenyl having not more
than 4 C atoms, cycloalkyl having 5 to 8 ring members, bicyclo- or tricyclo-alkyl having 5 or 6 ring
members in each ring, cycloalkyl-lower alkyl having 5 to 8 ring members and having not more than 4 C
atoms in the lower alkylene moiety, or bicyclo- or tncvclo-alkyl lower alkyl having 5 or 6 ring members
so in each ring and having not more than 4 C atoms in the lower alkylene moiety, R, is hydrogen, lower
alkyl having not more than 4 C atoms, lower alkoxy having not more than 4 C atoms, halogen with an
atomic number of not more than 35, or triflucromethyl, alk and alk’ are identical or different lower
alkylene which separates the nitrogen atoms by 2 C atoms and has not more than 4 C atoms, and R, is
hydrogen, lower alkyl having not more than 4 C atoms, lower alkenyl having not more than 4 C atoms

65 or a phenyl-lower alkyl radical which can be substituted in the phenyl moiety by lower alkyl having not
— T Ty e
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-24- et hanol) S obt ained in a manner anal ogous to that de-- scribed in .
Examal @1 by reacting 5-(N-ethylsulfanoyl)- isatic anhydride with
1-net hyI pi perazine. The 5-(N-ehtylLsul fanbyl)-isatic anhydride to be Used as
the starting material can, for exanglggggrebtai ned in a manner anals
. o that .described in ExanpLe 1, starting from
¥~ chl oro- rsoremab Saé?a% “ umwm@pbmwama

z Iogen wuth an atomic number of

e T

sul fam)yl

5-(N-et h h&.

mel t s gt n%ﬁﬂm%&ﬁireliﬁ ]and/&na sﬁh @ndOhasfnob miakdt thsn atd itamw h Adviee alRBMy

ar e sus- maietyl @edytidyl-loweCHikyhriadics wmctnmrm sultsinwtqd ix the pmdvsmmv hﬁldwamlleoﬁvmd 8 1

g of N-[Z"’ :ﬁgﬁ mgﬂt %'9‘@1 Hopy ?m tha'i' §5%P\9 nx;of?arﬁatqsm-c

d oxane, SR ) B B e e Sy s
Ioa alk wH@ﬁdt'm a%di‘é/ PElkdxy h aftn d

| S f il teraaﬁhiandnmapmatoedthaﬂ' ks, a"ne,ébr difleorbmethylcina has ﬂﬂtlnaﬂe than dlcsaednyedhe n.
acet one’ Mruagw'mq meietydort & Preefoout 1,300 g of silica geL 0 06 0
After fi rRs

not rrm
Aren ek ﬁgggs @vfeagw Fih c:aré?m ﬁ&m“”f o T Esa.ky.

et hyl ] -plhmgaifol: el thar0DE o Jower ARy hGARY nﬁmmfie inetaﬁa/d»rthSIo SN FHdHG
with a mabtm m Cadtor? 4¢ 2 3810 tHeyeotli ssol v- ing it in 2,000 m of

net hanol ,. adHiSniy-Metadsufernen-agthranilic sicig-(dfmethyfiwinetazide puia isaft he®oD of
met hangl - cdhca W'rv}fg'fat"m"w}afam""e a%ﬂnl% ng°héﬂﬁ‘EPhF'PVl”te§TVf g’e@f'ﬂeme 3psyhuct .

The starrf |l ow ng wa
392 g of ph% b o o R L RRAAS oo Lot Breh o ¢ et a .

in the course: mﬁha&muﬁtlc&&réﬂafﬁﬁbﬂﬁorﬂiﬂdn 350|gpdlfnd laGadtdiry taAY dRd skaciarhe 11dBen s

 added | n tadethécwith Sestasiannblama®otiosl auxiliesss andeairiaser nal  t enper at ure bei ng

kept & 40 t% Acefacessfas thy peRHfactyre otg pn,:qsg@tepcﬁm%mwph o Gperature being

600, cooled to roomtenperature and poured cqua tiously onto about 20,000 g
of ice, the mxture is stirred 0, 008, 'Zé - _for a furthé 30 m nutes j
and the product is filtered off with su Nv NsBat five tine )MAth 1 _
Litre ®f water each time and sucked dr 5—ch|orosu|fonyllsat|c
anhydri de which can be obtained in thi ) caﬁ be processed further

&hl orosul fonylisatic anhydride are

wi t hout further purificati onR280-Q@So
sus- pended in 780 nm of acetone. 50 g of ‘et hyl am ne are passed into the

- susperf€ion in the course of about 50" m nut e the internal tenperature

bei ng ke whikh R, fshy@bGdn! lowBYalikhh BREH3YDt FOR thar 48 atolRCIoWbXSIkHnG Having hdtlddd f or
a furt herm;?: Mouttﬁnsglﬁyc aky h'éafugﬁshe ggmbf@n&fbei:heicﬁi%?bﬂ&éydl&alﬁ?iih\a&gg oeté kinginder
reduc ed [regtbesiregachi rigd) Oycivalkpflowsn alsyl havisg itbdidhgahenib@rssind havingonoamdrecioaml 4 g

and t He Fomfu%the layver plkylenedppigsy. P’?f I?- e ?chrﬁ'kYWa é&vwav-ngﬁmérmg @a@ hded

m avin e
in 500 My kgz ﬁﬂ% %}1 AR 9%3%2{&" SReY mg d’? @ﬁg
reduce hé rr San B8 TEE B f h.wm Garéfd amial Atren
mel ti ng pmyléﬁe Mfch&a&faad{hehmbgenammtm htoma bidias ho1ahark €ah A1y uﬁcam, .s
rai sed? t lvedrogentipwer afkyl having pot2vi@e thai &) atdms, kuv&aﬁ'ne n«btmme atae 4(§fratoms

. gm( nNt mg} "%%nrt égwy v'a?ﬁ'%f ‘é{h'F'F F?%bi%f"é?"&ﬁ??’iﬂ %ﬁ@%\%ﬁ%ﬁ%ﬂkﬁ“% g}:at

. de- SCI' | Be edyﬂloﬁmhﬁ r le'il E'bggu er alkyl having not
more than 4 C atoms, Iower alkoxy having not more than 4 C atoms halogen with an atomic number of
not more than 35 and/or tnfluoromethyl and has not more than 4 C atoms in the lower alkenylene
moiety, a pyridyl-lower alkyl radical which can be substituted in the pyridyl moiety by lower alkyl having
not more than 4 C atoms, lower alkoxy having not more than 4 C atoms, halogen with an atomic
number of not more than 35 and/or trifluoromethyl, and has not more than 4 C atoms in the lower
alkylene moiety, or a thienyl-lower alkyl radical, which can be substituted in the thienyl moiety by lower
alky! having not more than 4 C atoms, lower alkoxy having not more than 4 C atoms, halogen with an
atomic number of not more than 35, and/or trifluoromethyl and has not more than 4 C atoms in the
lower alkylene moiety, or of a salt thereof, which comprises effecting, in a compound of the formula

55

&5

-

AL R

CE REFERENCE LIBRAE#E

SCIEN



f armsyl i satic anhydrr de vvrth 12 5 g of 1- benzyl p| perazr ne and
chr onat ogr aphi ng t he product on silica gel with chloroform acetone
(95:5-9:1) and reacting the 5-(N-methyl- sul-fanmoyl.) - anthranilic acid ' '
4-benzylpi perazi de which can be obtained in this way with 5.5 g of fur@
acjd. Exanple 10 9.2 g of 5-(N net®@QBIOZRoy|)-anthranilic acid 4-

‘beSyLpi perazi de. are dissolved in 100 nl of ethanol, the mixture is
~acidified wwth 21.6 m of ethanolic hydrocry/é‘i‘t\c acid, 1 g of palladium (5%
- strength on charcoal) is added and hydr ti gNt% carried out at room
tenperature and nornmal pressure. After fliltéakhg of f the cata“sst and eva-
poratisng the m xture, the hydro&al ori ge 3 r(r.kk{ret hyl suL-

famoyl )-anthrani Lic acid pipq{ai & 1 4l optjai ned (nelting - 26 - point
1690). Exanple 11 Tabl ets contlal ni fig 25~y of acti ve conpound, for exanple
1-[ 5- net hyl squarmyL) ant hrani Loyl ] -4-[ 2- (rf‘-zchl oro-

phenykg - et hyl | - pi perazi ne or a salt thereof, ared in :
fol I owi whigh o1 Ipest pre ofjthe ragigaleds 2, d"r' etﬁdeﬁ h%W'&?’E-’;f%PP Fpr;g h a
Teve WA R i e B

alc, the errrsa":’nesr UM St ear at e an e star ch -are then mxed The ot her

haIf of the starch IS sus- pended |n 40 ~f water and this suspension is
added to a boiling solution of the polyethyl'ene glycol in 100 nl' of water,
and processed with the powder m xture tg 2\, Kneadable §y and the
resulting mixture is granulated, if necé y wFth the addition of water.

The gganul es are dried over ni ghrHirOz8 forced through a sieve with a
mesh width of 1.2 nmand conpressed for fornRjablets concave on both sides
with a dianmeter of about 6 nm Tablets contarnrng in each case 25 ny of
anot her of th n Exanples 1 to 10 can
al so °|5r"’ ?gapulrr’{%roga cﬁamé tlogogrseomiﬁ an amme o the r;'o:armua _ 0,008, 072 -27-
~lerr] mherern Rl denotes hydrogen, Iomer,akaL having up to 4 C atons,
Lower aLkenyl having up to 4 C atons, @ﬁekfalkyL having 5 to 8 ring
menbers, bicycloalLkyL or tricychpalkyl havinig ah each case pgr 6 ring
menbeys, cycloal kyL-Lower al kyl havi 50 8 ring nenbers and up to 4 C
atons in the Lower alkylene part or bi 8¥CLoalLkyL- | ower aIkyI or tr|-

cycl oaLkyL- Lower al kyL havrng in each case 5 or 6 rin End up to

4 C atorfk2 ?i"’f“f?edeﬂ \ "é f des ‘g
" havi n‘% @ﬁo ﬁm naomriéﬁ,éhe?érx rcoh %ﬁgare ulgg‘g tO b ogen up to
at om nU”‘O@rc obhdst ! %LU& et kaébr,dmthk aa.vdma ok’ crampresaeﬁavs\g(sn fnaigetlent i -
caL or dhfihfanemitory andfor aitikierginectiohi ch separates the nitrogen atons by 2 C

~atoms and hHk Tltml;iecﬂfmt@lgﬂamé?mf theyfasmeda | ﬁ@srde‘seﬁtagv PRECY SlEms 1 +EviRrPrefurie
havi . l?ba’f’h"“# & af‘*ﬁf*éﬁ RUeLe Al ke ﬁ.L . afe 3 ot Greor i IE 6% doducing

phen 'aﬂarr&ert.c BBy ArichoP WRtlléh atiohd! | dyL- Lover aLkyL or

t hi enyl -1 owged, caln bﬂnd§ adhs forml i sdaodd&gwsdmarbims 1Sub &dr iapplitaidn iima procesptoenyt

Or pyri ad themapdutic ereyimepaoft warmasqoeed snegiey:, by | ower akaL having up to 4 C

atoms, Lowet3: dhkexyrdvadd eryaitable by the Crosessrascordiag Syesim t

45 Claims for the Contracting State: AT

1. A process for the manufacture of a substituted anthranilamide of the formula

50 : alk'
| | >N .
alk : :
NH2 .
- _
Ry —HN—-0,S
Ra
60

in which R, is hydrogen, lower alkyl having not more than 4 C atoms, lower alkenyl having not more
than 4 C atoms cycloalkyl having 5 to B ring members, brcyclo— or tricyclo-alkyl having 5 or 6 ring
members in each ring, cycloalkyl-lower alkyl having 5 to 8 ring members and having not more than 4 C
atoms in the lower alkylene moiety, or bicyclo- or tricyclo-alkyl-lower alkyl having 5 or 6 ring members
65 in each ring and having not more than 4 C atoms in the lower alkylene moiety, R, is hydrogen, lower
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_ and/or trifLuoronethylL, and contains up to 4 C atons in
[ k(en)yLene part, and salts thereof. 2. -~ Conpounds accordi ng
to.claim wherein Rl denotes Lower ‘aLkylL having up to 4 C atom‘s,@i S
“hydrogen,.aLk and alLk' denote ethyl E@W&& denot es hydrogen, Lo al kyl
-Qaving-up to 4 C-atons or a phenyl-C | radi- caL which is
" Opt i onalLy aipu keving inot racke ithantdC aphe.NyWer @ikbky Haying Amatioréthsly b O dbrhs) Galdgentvath/enC
at ons - and/ apmicaiumbenof aati motnthan A8, arpriflugrot®ti@l. atkaamd alkg ag identical ot tifferentf lower
o e S T R
pi per azi de; hénvP r&% a é&l"w ich can be substit t lﬂ’%ji'% loWet'a ihg ot
aci d 4- [2- fiije el 4 RORE 3de} alRE) HbuingHoPOAAHEAE ©torts, hllbgertith sR Gom Enumbor of
5- ( N- Met-hyhdt tofexhany35) anglfot tiiflasrohetbyl acd bhshotresrs yHan 40 gpemsia kiddovadr alkyla@l rboiety,
t her eof . 6a-phenvl-|0\sefg*tenﬂtf?ﬁi@§whm b substithted ik thecohamyil ehois lawirgadkyb having
sal t ther etk mop than & C gjogiapigwen glkaes having b mare 4198 4.6 dtomieniajepen withnaaipmic
rOf%():f' more_than 33 '\:B fr tri lﬁéomet and sz s{é)t moreg than 4 Catoms in Iower_
- r 3 Sitied inﬁﬁ\@ﬁm %Fe'lﬁﬁ% lower

accor di Ng JrAE miiery, atylidy 1R k181 whih B
auxiliari eakyﬁnm{nehotex&b FHaf AL CSatoms, lower alkbXya@AGndtGrord hen P ICCRGHS halegen Aith an
subst i t ut edorsininbmber ofindtanarel dmn @S antifer frifiueraingth Iemas\mgmebm b 40@ ame $n the

hydr ogen, 'P'Gﬁyéfkvﬁ;ql"e%éwe h'\!bfgﬁa!_ %quﬁﬁf}bwﬁ‘,‘c ce supstiteedip t mesmg‘aqyt:g 4
C .fat O_mS’. C’%ﬁ{a‘ﬂt .ignmeeﬁrlﬂ&o -mﬁggt an gﬁg\ Fﬁgﬁsme ?‘z:ﬁm%'o re than 4 'atomgs in
tricycl oal Ky lowBPailylbde Mie§Abrlh Saft Hraredf Whidh domBlbel BHABAG in &-dmpeaidofhnd oikiia
alkyl having 5 to 8 ring nenbers and up to 4 C atons in the Lower -al kyLene _
part or_bicycloal kyl-lower alkyl or tricyclo-,gikyl-lower alkyl having in
each ca®¥e 5 or 6 ri ng nenbers and up to éo-CN tong,in the | ower al kyl ene
part, R2 denotes hydrogen, tower alkyl h r’iﬁgalgpﬁto% C atons, |ower alLkoxy
having up to 4 C atons, halLogen to at c nunber 35 or trifl Y@y omet hyl ,
al k and _atk' represents (sic) id¢ntical ThH2fent Lower al kyl er)\e whi ch
separat®s the nitrogen atonms Rj~N-0p

_ nd has up to 4 C atons, and R3
repre- sents hydrogen, Lower al kyl having to 4 C atons, |ower alLkenyl

having up to 4 C atons or a phenyl - Lower aLk;?I , phenyl -1 ower al kenyl, ig‘;-
pyri d_yI - LoVWekic tlféégt e of ie%hYcl l's=|' 0 uzz Iu‘sy ra&i@aq.h%‘ch Lstitkebe Myh R érl L¥d a et
subst i tsit %idafﬁi}%ri%%ﬁmimay di n@.g% roged or, 8 the¥dsk r‘g@:&an tz?ﬂise@)dugﬁaaﬁ;ﬁich m’é
respect i valffges flogh Hyenden, this kapllacératit BOthel padical ZbyGydrbgembor réagmmy ancdcld@t theltamuag up &3
to 4 C atons, hal ogen up to atom ¢ nunber 35 and/or trifluoronethyl, and m—
salts thereof, characterized in that, in agggppound of the fornuLa [err]
wherei nsat | east one of the radicals Z1, Z3 and Z3 ... (sic) a radical Z
whi ch can be replaced by hydrogen and a r salnl, Z2 and/or Z "\s\lni chis
optionalLy different fromZ rep; '5'\‘,?\‘}? nt s ogerf.or, in the caSe of a
radi cal Z2, represents a group 3 e fferent from hydrogen, the
radi calp Z i s'replaced by hydrogen, or an acidRf the fornula [err] or a
reactive functional derivative is reacted with an amne of the fornula

or a reactive functional derivative thereof, with an amine of the formula

Vi
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alk.
50 . \alk/ '

or a reactive derivative or salt thereof, and, if desired, converting the compound thus obtainable into
) another_ compound of the formula | and/or converting a resulting free compound into a salt and/or
converting a resulting salt into the free compound or into another salt.

. 2. A process according to claim 1 for the manufacture of a compound of the general formula |, in
wh'nch R, is lower alkyl having not more than 4 C atoms, R, is hydrogen, alk and alk’ are methylene, and
R;is hyd_rpgen, lower alkyl having not more than 4 C atoms, or a.phenyl-lower-alkyl radical which can
be substituted in the phenyl moiety by lower alky! having not more than 4 C atoms, lower alkoxy having
not more than 4 C atoms and/or halogen, and which has not more than 10 C atoms, or of a salt thereof.

60 ) 3._ A process according to claim 1, wherein 5-(N-methylsulfamoyl)-anthanilic acid-(4-methyl)-
piperazide or a salt thereof is produced. :

. 4._ A process according to claim 1, wherein 5-(N-ethylsulfamoyli)-anthranilic acid-(4-methyl)-
piperazide or a salt thereof is produced. '

5 A process according to claim 1, wherein 5-(N-methylsulfamoyl)-anthranilic acid-4-[2 -{p-chloro-
phenyl)-ethyl]-piperazide or a salt thereof is produced.
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reactive derivative or salt thereof and, if desired, the
hus obtainable is- converted into another com pound of the
and/or a resulti ng free conpound is converted into a salt a
uft salt is converted into the free conpound or into anot her s@
0,908 072 - 30 - 9. CorrpounoQQ9 9 2fornul a | accordi ng to one

cl&ms L M broligt MRVRTRREREY cdRdhat jRBl'A 4odtoBéde
act i on: %ﬁg """‘f.'lfjb’%ﬁ'é%%@ﬁ%aw%’:ﬁom 46 amumen cfclaukvle rntegant & i of
-cl ai s

«of the" biaylerirféiour @otsmn!l&w ﬂt@abms

li
il oo e svﬂ? SR °*‘“3§E§Z§€? e
Conpound‘% almg Aterlanf} 9 d0'd&rbéHe, Gll(&‘/rﬁfér Bcchfhait judquawse in
a pr Ocegém Plie &ahﬂm& ﬂfhalﬁgﬂahb lds rh&atamue@ﬂam juequassou ts'mﬂmpeSrnfMDrométhyle
war m- bl endedk'awamades sqgeuﬁcaesns ldemques ou Tiftérep emrmgteomhamammeo atkﬂéne

pr 0C e''s inférieusrcantprp %: et mos*es de cgb R ﬁ@nég?"f%::o%ei:"(ms’u g dj n
whi ch Rea ‘§‘°h 0 ..ét' t Hé‘?wl- @npr
al kenyl :g%?a a.agmé‘ irks I infenbs| Qualntany lalhpé/idf@.eﬁr é@nielleiriagt
menber Sgyp tcéye re- IaO;ISarﬂid’ rasye:ch@ ahéoylle baidiia puSthidny!6 par g grevreedlkyld nfésigeh

ri ng, 5cyateartiushu’® évasmeside chroppey RieRyy Sfgrigurscontenent ineRwd f atomas. YEAIAdENAfi more

mique allaat 5 u if q
i cyel g ’*“"Qg A PTG ot e e ﬁ:?i@mfn i vy o,
‘havi ng no nore than 4 C atons in the Iomer alkylene noiety, R2is
hydrogen | ower al kyl "havi ng not nore than/&kS\atonB | oner al koxy havi ng
not- nor-e than 4 C atons, halogen with &8 om Nméprber of not nore than 35,
or trifluoronethyl, alk and._ al are identig%’ or different |ower alkylene
. which separates the. nltrogen 3& ms b and has notllthore than 4.C
--at ons and R3 is hydrogen ving not nore than:4-:C atons,
=+Lower al kenyl having not nDre than 4 - or a phenyl - | ower: al kyl
““radi cal. which can be substituted in the

not 0 008 072 - 33 - | 1111111 111111 112111 11111 11 11117 * C L M S

a

y m)rg e Egg‘m"f t%ﬂzk@ fztaaiﬁlun Stﬁiremdl!@bteman hydr@éab e, redtal ogen

th ou Z év q, dpns g cand stegdygurh
\rllmot rrgP gﬁé’}%fﬂmﬁe at” oms | he Irgm ? Res Sr%‘f ?%?"e & ﬁﬁén’yﬁft AR un 2

al kenyl radical which can be substltuted I n the phenyl noiety by | ower

-al kyl,,haw ng not nore than 4 C atons. |omem al koxy “having not nore than 4 C

atons, hal ogen with an atom ¢ nunber of |not nmore than 35 apnd/ or
trifluoronethyl and has not nore than in the | ower al kenyl ene

noiety, a pyridyl-lower al kyFL —RAbCH. h can be substitufi#d in the
‘pyridyl noiety by |ower al kyI haw?lg no re than 4 C atons. |ower al koxy
havi ng not nore than 4 C atons. hal ogen wi B2 an at omi ¢ nunber of not nore
than 35 and/or trifluoromethyl, and has not nore than 4 C atons in the

1 ower abkh @&ﬁé%&icﬁ&%et @Ectﬁd%h'télrh\éidd&@@Ené‘%%k dE"i‘&HnﬁQ' whi ch can be
substjtuted in the thienyl noiety b ovver al kyl having not nore than 4 C

-atonms, | ower al koxy havi ng not m)r 4 C atons. hal ogen with an atomc
nunber of not nore than 35. an r|f thyI and has not nore than 4
or

‘Catonms in the | ower alkyl ene . sai!t t-hereof. 2ZivyA conpound as

clai rggd inclaiml, in which _Rl |s aI kyl having not nore than 4 C
at ons.

ou un dérivé réactif ou un sel de cette amine, et si on le désire, on convertit le composé obtenu en un
autre composé de formule | et/ou on convertit un composé libre obtenu en un sel ou un sel obtenu en le
- composé libre ou en un autre sel.
55 9. Composés de formule | selon 'une des revendications 1 & 6, possédant une activité analgésique,
anti-inflammatoire et/ou anti-allergique.
10. Utilisation des composés de formule | selon I'une des revendications 1 4 6 pour la préparatnon
de médicaments.
11. Utilisation des composés de formule | selon F'une quelconque des revendications 1 & 6, pour
60 la préparation d'analgésiques, d'anti-inflammatoires et/ou d'anti-allergiques.
12. Composés de formule | selon I'une des revendications 1 a 6 et 9 pour l'utilisation dans un
procédé pour le traitement thérapeutique de 'homme ou des espéces a sang chaud.
13. Les composés susceptibles d'étre obtenus par le procédé selon la revendication 8.
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al k and aI

are ethylene and R3 is hdr og-n.' | ower al kyl

- R2. s+ hydr oge !

~having not nore than 4 C atons or a phenvl-lower alkyl radical which can be
substituted in the phenyl moiety by "|-ower - al kyl having not nore t 4 C
atons, |l.ower alkoxy having not nore than 4 C atons and/or hal oge nd has

‘ot rmore than 10 C atonms. or a salg gogwoyd - 3

5= N- Met hyl sul f anpyl ) -ant hrani | i ¢ aci d- (4-met hyl ) - pi oerazi.de or a salt

t her eof Re&‘"@’?ﬂ%ﬂﬁ)’ﬁ?ﬁlwmnf ARt hranilic

aci d-4-[2-(p- %.p%g et thereof. 5.
- 5- (N- Met hyl s %%9?;}?&; ?"3?1 th]amam %ﬁﬂ’sﬁg‘ﬁg?ﬁ%’@. perazide or a salt

t hereof. 6. 5 (N-Met hyl sul fanoyl ) - ant-hrani | i ¢, aci d pi perazi de or a salt
~theredf. 7. A pharnmmceutical preparation cof a\m ng a conpound according to
any one of clainms 1-6. together with cus r% maceut i cal Mduxiliaries

~and carr ers. 8. A process for the manuflactu of a substituted
anthranilam de of the fornula [err] i m i s hydrogen, |ower al kyI
havi ng? not nore than 4 C at gnyl having not nore than 4 C
atons. cycloal kyl having. 5 to 8 ring. nmenbé bi cycl o- or tricyclo-al kyl
having 5 or 6 ring nmenbers in each ring, cy@l oal kyl-1ower alkyl having 5 to
8 ring nenbers and having not nore than 4 C atons in the | ower alkyl ene '
"noi et y& dans quagllelﬂq-remesemmI(bydrbgﬁnaldnyérethmmleajhiéytturha'w t Bisqra 6 aM"FPg
menber s darboomelénvien inféinur mtﬁi"?g s St atomes ‘zpfte" OI‘\f‘P L .
oo enepRE b e a1 PR b
' aAityid 6]P¥rchM SkytAR{e eﬂF Qbten KgeN 5Wd B chinédsom C
nunbeeo Qdyclig0és dTRus6u's aﬂam35da datbohé ddnk lagiaaieatiiiine, infatidar, ampabekﬁe Iy erogéderni cal
or diff grapé alky@ifériear dmytblﬂnﬁusqbfh élatome;)derqatbem al¢uev lniémquoqehnm Jem OTEeSGeat omns

and has catpnenyy halogéng e nunré 'fﬁ‘ﬁ”e t"" g not
nor.e -t hi§s 4'9 @? ﬁg‘iegaqlqugﬁ; y ne r con an
_phenyks.| ﬁ%&gé KV o c'fkga r@ t&.an, :nbsaaa mauaiaae ihl‘éﬂdykodmm&ty by
| ower- a ﬁ%t&@ed’lﬁé d’iﬂi’oﬁet b rundgroupmt ohiﬁhyl dll@lbehfﬁbdfopyédvaalcémge riofériewnr e

t han 4 vaadvmalsvle firdiérizgreou whidrivlabiyledntérielc éventvikement S#%t'mérﬂﬁ'@ ‘e rRefie3ssPEAdeOr
trifl uorRﬁ‘ﬁM"n yﬂdanwunalsnw'ﬂ)ear ﬁ%@éﬁwah'tf; t*gﬁggfﬁz Sirae P a"ﬁ?{}%ﬁ%‘?@e

moi et % :%o mroﬁ tc gl§ m dCard U&Sth i'fbtﬁa@u c-léhp
phenyl n@tw}fe epm@ieu?s ﬁ:Vér’QQeﬁ‘Qé qaé)rdan PorfboSé aé edimulel over al koxy

having not nmor e than 4 C atoms hal ogen with an atom ¢ nunber of not nore
than 35 and/or trifluoronethyl and has not dTE)’I’e than 4 C atons in the | ower
al kenyl ene moiety, a pyridyl-Iower al kdd_N/dl C rTg/m ch can be substituted
in the pyridyl noiety by lower al kyl havi fg,pdt re than 4 C atons, |ower
al koxy having not nore than 4 Z at ong A with an atoni d"nunber of not
more than 35 and/or trifl uorongt hyl , .
| oner al kyl ene niety, or: aRitYSepl=—ted al kyl radical, which can be
substftuted in the thienyl noiety by |l ower,al kyl having not nore than 4 C
atons, |ower al koxy having not nore than 4°C atons, halogen with an atomic
nunber YandQ4uelPF R alihhsHes re@t@gi,% e‘f'efsl WEQQ?FM@%J?ﬁ%d%@éne@ﬁ@regtgan 4
C at opys 7,.1z,tduez,| Q¥tiiellamknt! drfeeentae EtryprédenteQthydrogeab lou) dbaE ®OEas dRi rédtle ZOMAT | S€S
ef fecti rggque Rs alffémnmmlﬁddmﬁértenm feowizce & reste P @pr [hyiimgdni @hbiert o Bastagome of
the radiagide defymule) and z3 is .a radical Z which is replaceabl e by hydrogen,
and a radical Z Z2 or Z3 Wnlch mav differ fromZ is hydrogen or, in the
case of a radical Z2, is a group R3 whi cfPU¥ffers from hydrogen, the

~ repl adenent of the radl cal Z by hydroge or reacting an acm )of t he
‘fornmula [err] or a reactive derivative Ja 2t her eof . and, desi red.
converting the conmpound thus Rybt+@sfht-e X 0 anot her corrpound of t he
formula | and/or converting a resulting freg_ conpound into a salt and/or
_conve‘ftl ng a resulting salt into the free cof’rpound or into another salt. 9.
Conpounds of the formula | according to any one of clainms 1-6 having an
anal get io¥.unzdfrivg fonctionnel tréactit diymireb pcidan pyesi uneragiee decformle 10, The use of
‘conmpounds of the forrmula | according to any one of clainms 1-6 for producing
-phar feceuti cal preparations. 11. The mge of conpounds of the fornula I
‘according to any one of clains 1-6 jOr b&odum ng anal getic.

antiinflammatory and/ or anti al I"ér‘gN(\pre 8 atfons. 12. Corrdd‘dhds of the
formula | according to any of clains for application in a process for

-the tsherapeutic treatnent of warm bl oo ed_species. 13 TFhe—eonpounds

.obt ai nabl e by the process according to claim8. Clains for the Contracting

‘State: AT (as pr i nt ed) 1. Apr&essf w HMeofa

- substituted anthranilani de of the fornula [ml‘“l ’lml“l ﬂ Ls hydr ogen,
il ower al kyl having not nore than 4 C atons, 1over “al Renyl havi ng not nore
li han 4 C atoms cy_cl oal kyl having 5 to 8 ring menbers, bicyclo- or




y avl ng not nore tha -4 C , | ower al koxy havi ng
"-;t_han 4 C atonms, hal ogen wi th an atom c nunper of not nore than. 35.
“uoronmet hyl, alk and al k' are |dent|cal or dlifferent |ower alkylene
epar at es the ni trogen- atoms b gatoms and has not nore than 4
at ons.and .R3 i s hydr ogen. | over @, §I 073vi ng not nore than 4 C atons,

Touer g BB VdorrbYRbteRls K L
r adi Cal°“erfuoc§¥é%\a JR %&ﬁm ﬁ?tiﬁiﬁé‘jig%%&tgﬂl alun shou uﬁwggﬁﬁd@)ﬂl: havi ng
not - rrorcemﬁ&iammé&i@tmnmtre selver al koxy having not nore than 4 C atons.

hal oﬁen wi 2. mm:rdééa%qm Ia rmmr-omrqzar;er%t:géree cpnaa;gsp‘;gggz ﬂgﬁf@ﬁé éggf':es ¢ hyl
and-hagé

lh a, et alk sen en t n R rés nte i
phenyl cﬂ Lelgéml: ) ro&g‘%rt’l bﬁbna%@ Qﬁ'{seb UE nbr&uglh%roh Bly nyl0DI ety
' ' OW(il’kyléI rh%ﬂtwerﬁéﬁt siB3tiRé taraMe ghrde phl rWlHSpar LrogrBupealkige Inféridarcomgnamdét NOr e
t han 4 jfsquid @nnombahmgenbom talzonintirieuri ntenatcusqo® fetomesrde dathane 8Gownnl/ or
t r i fPudeloghoe. WIW@H'@F"F}&@q%ﬂO r?iﬂ"!?stqq rbanteateerf;ﬁes g# %r al ken I ene

ﬁgpaé'ﬁ Sk

i et G et g G
pyri dyl fl?f-u F)Yﬁ%ve?t c‘.’drﬂﬂéri@@&n R I'b ar@pé}e fe AinBWR-pidertRs d@-' koxy
havi ng rasde srwahﬂhmméyl)ﬁn&irﬂﬂmue balue geindeitet condséat oni ¢ nunber of not nore

t harf¥35- arﬁ;l,Pmcéctérseth uac)rrermvdlc nt, aarelctér&é eme@ anmlroe Dl’émaﬁ 'ﬂ%?ﬂ*@h‘monhﬁ"w)he

| &thi ﬂ'éz' ide §r(N-méthyl syl faa“
substi %& o e m..em? Rl Sl oS R R AR 4
at

Mnlnﬁ rela&carah 1NBYrtdr rb@éh &ea @B&par@elmeﬁmws faciB 5at omi C
nun‘mr (mfnéfmrsulfaimbel) dhbianiGfue oanay sr dé ce téropsénet hyl and has not nor e t han 4
C atons i B Pmédéméparakw dvne qempesition pharmaceytinye qontenath N CRIPRaSHS P9 ses
ef fect P revqnﬁ'c;rwe graaréﬂf%g" FORYUIR Tehae]ComRotancIPule B RS ¢ he
radi caPipire "5 PRI “2*Whi ch i s repl aceabl e by hydrogen, and
a radical Z, Z2 or.Z which may differ fromZ is hydrogen or. in the case
of aradical Z2. is a group R3 which differs from hydrogen, the repl acement
of the radical Z by hydrogen. or reacting an acid of the fornula [err] orl
reactive functional derivative thereof, with an am ne of the fornula [err]a‘
or aereactive derivative or salt thereo_f and if desired, converting the ..
conpound t hus obtai nabl e i nto another conpound of the formula | and/ or ol
converting a resulting free conpound i.nto a salt and/or converting a d
resulting salt into the free conpound or into another salt. 2. A process W
accgsding to claim1l for the manufacture of a conpound of the general
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formula I, in which RL is |lower alkyl having not nore than 4 C atons, R2
hydrogen. alk and al k' are nethylene. and R3 is hydrogen, |ower aIkIyI
havi ng not nore than 4 C atons, or a phenyl -l ower-al kyl radical which can
be gybstituted in the phenyl noiety by |ower alkyl having not nore than 4
atonms, |ower al koxy having not nore than 4 C atons and/or hal ogen, and
whi ch has not nore than 10 C atons, or of a salt thereof. 3. A process
according to claim1, wherein 5-(N-nethylsul fanoyl)-anthanilic
aci gz (4-nethyl)- piperazide or a salt thereof is produced. 4. A process
according to claim1l1, wherein 5-(N-ethylsul fanoyl)-anthranilic
acid-(4-nethyl)- piperazide or a salt thereof is produced. 5. A process
according to claim1. wherein_ 5-(Nnethylsul fanoyl)-anthranilic
aci d-4-[2-(p-chl oro- phenyl) ethyl] pi perazide or a salt thereof is
pr oduced. 0, 008, 072 a, 36 [err]
[err] -38- [err]
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