O 100 472 Description This invention relates to new am de derivatives .and
-moge: particularly it relates to novel acylanilides which possess _
ant i androgeni c properties. 5 Many acyl anilides are known which poss
antiandrogenic activity. In partidul#0Q %22 conpound of the fornula:-
[erH—/lS wherein R is hydrogen, which conpound is known as FLUTAM DE, i
under def®PHMBNt for use as an antiandrogen. It is believed that flutamde
i ShOXi di Sﬁ%isd%ﬁh}bﬁ ';‘é;d&gi;heuemﬁﬁcﬁaamdmgnmmmcpanidulswve‘t wlates R foyelppyianiides

Ot her acyhighpdskede sntishdredenjomsapediss. ant i andr ogeni ¢ _activity are known f

Eur opgan Sm:h'wfaWtaaijiﬂ@nreNoewn wigich PRSIFEs anPEYa8RicFAC 6'9!3‘2?a’%\%‘&"ft“rec?&"‘ﬂ%i‘é‘gﬁé‘ggen
Speci fi cérhwa—No. 52-128329. According to the present invention there is

provi ded an acylanilide of the fornmula:- [err]S®b wherein [err] is
cyano, carbanoyl, nitro, fluoro, ~o60, bronoj iodo or hydrogen, or alkyl,
al koxy, al kanoyl aIkyIthi% . . é@y 2 al kyl sul phonyl ,

per fl uor oal kyl , perfluoroalP? t [ uor gfkylsulphinyl or

per fl uor oal kyl sul phonyl each of up &4 carbon|atons, or phenylthio,

phenyl sul phi nyl or phenyl sul phoawj; wherein [e€#] is cyano, carbanoyl,
ni#ro,; fluoro, chloro, brono or iodo, or al kanoyl, alkylthio, 40

alkyl sul piakrilR is hadrégshswigh@mpbynd ipeToivi 1ee FISTIAMIDE, is ynderfdevaiormenkior ¥y ag an
perfl uorga%ahyﬂosm Ibisibelipved that fiptemide iswidispdkip Ve IS ADTNPSPRAEPE BFPAB e 4P bon
atons, onMy nyl thio. phenyl sul phi nyl lrondan Specification Nos.
ok i i b sl oo O R K ctren B SR 1w
t 0. 4 car DONAGLAINE to BB pleSent MvEHEEN thare[i€prbYideisansityidntide betheformviierein [err] is
hyéh’oxy or al koxy or acyl oxy each of up to 15 carbon atonms, or is joined to
[err] to forman 45 oxycarbggyl group such ®fat together with the -N-CO G
part %f the nolecule it for an oxazol i di nedi one group; wherein [err] is
al kyl “or hal ogenoal kyl of up car on at rrslrﬁ%r_hhggnhe formula [err] or
[err] wherein [err] and A&- ¥B-¢%E-8an® Or different, each is

al kyl ene of up to 6 carbon at erein [err] and [err] which may
be the sane or different, eachjis a direct Igénk or al kylene of up to 6
carbof? atons; wherein [err] and [err] which may be the same or different,
each is sul phur, sul phinyl (-SCH or sul phonyl [err]; wherein [err] and
[err] which may be the sane or sdifferent, each is alkyl, alkenyl,

hydr oxyal kyl or cycloal kyl 55 ea}ch gfr ug to 6r carib N, ' "‘; Il Sidox§)r
Lorr] s ARy P‘"@kﬁaﬁaﬂ%ﬁﬁ&f:ﬁ%’ '.jﬁé%%@?, e e et
peHiiib GrALOIB31RY lsulpRErh PLERY

hydr ogen, ;.Rg quﬁgsundmnﬁ? Gr p 2 ofa gl 16 Y Rstbora RG] loy Iphergltiiaxy,
al kanoy! , phahyierilphinyi@r prenkiglisishahi nyl | al kyl sul phonyl , perf | uoE,(r)]%%l(k?‘/iL,
3/ i
ulphinyl

per f | uor oal kbreini &, is cype, fdathemord] Rigrd.s fashi rolo%mw |%d?ﬁ|q§§}"‘§
{thi { |
Su

hi k o ro f ithjo, ﬁm or
aITkony:al’aﬂ%ﬁ P I \q’d |p'# 4 g quaw tfon%'%gg cﬁﬁghi‘qé '% hﬁen@@F : 'ﬁ Isuﬂ:ﬂg\yl; .
F(h..enyl’ Fﬂ? L?‘le is % o%ilggb!n?y and “pneny 6 onyl, or [err] or [err]
i°'s; napht hyl \whérein[R® is'hlydi@gen & falkyi of &p f-4 défboﬁaﬂ&‘&ﬁhﬁﬁﬁdnﬁﬂoﬁ&@ﬂﬂgbd?bbly;
unsat ur at ed wiheriaIRD B YIgdroxy onbikaxip ocasyibed eash aiprto 1 warbary aterhy: erds inispdiodhtafamEn an
sel ectsed dxveshooYlygrowp svaht thatggetheigwigh thenoN—CRrn Mgt ArB yre'sedlenhyogs 4
. . z ln e u - . . . .
Singl & 1R D oAb B SHAR B! o orkl) o Thad e LA or
unsubst i tgkéi 20[ps DRAI'S  0Ne or-two' hal gen, cyano or am no, or alkyl,
al koxy, al kylnedainca' and kY Wwaidh mly be/the simeadridiffesant, pivb s/dikyeae bf upfto Ggarben ajorsir bon
at o550 0r  Oxrein AyAdrand$°, whitls tnay becthe samecnr difftetthedch isaydirpgt ipktlkyleneaf up tordaq
may bear @fRONGIMSHO o stst ituents: and wherein [ery 'g,s RHERY k—shapht hyl
, eac ulphur? s (—shap
or 65 he;u%‘ﬁ’fyﬂg\gjf&wdg 'f'hé“&y§ 3‘5/%* or érer"fn orclerr|
wherein R7 and R?, which may be the same or different, each is alkyl, alkenyl, hydroxyalkyl or cycloalkyl
55 each of up to 6 carbon atoms, or R? or R® is phenyl which bears one, two or three substituents selected frqm
hydrogen, halogen, nitro, carboxy, carbamoyl and cyano, and alkyl, alkoxy, alkanoyl, a|kylt_h|o,
alkylsulphinyl, alkylsulphonyl, perfluoroalkyi, perfluoroalkylthio, perfluoroalkylsuiphinyi,
perfluoroalkylsulphonyl, alkoxycarbonyl and N-alkyicarbamoy! eachof upto 4 carbon_ atoms, and phenyl,
phenylthio, phenylsulphinyl and phenylisulphonyl; or R? or R? is naphthyl; or R” or R® is 5- or 6-membered
" go saturated or unsaturated heterocyclic which contains one, two or three heteroatoms selectec_i from oxygen,
nitrogen and sulphur, which heterocyclic may be a single ring or may be fused to a benzo-ring, and whlph
heterocyclic is unsubstituted or bears one or two halogen, cyano or amino, or alkyl: alkoxy, alkyl.thlc.o,
alkylsulphinyl or alkylsulphonyl each of up to 4 carbon atoms, or oxy or hydroxy substituents, or which if
sufficiently saturated may bear one or two oxo substituents; and wherein R® is phenyl, naphthyl or
g5 heterocyclic as defined above for R7 or R®.
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0 100,172 It wll be observed that the acylanilide derivative of the
|nvent|on possesses an asymmetric carbon atom nanely the carbon atom whi/Ch
b8ars the substituents [err] and [e6 { and it can therefore exist in ,3
racer{lc and optically-active fornms.YI 09 172 he understood that this
i nkgpt i on encrinBassRvel Mt fd Glnfliab Aérvate of (e iveMioRbokdebtBs B8 bdyMitetrié @arBbr
any opt i catbiynraarelyithecaibot sominheh bEapsite s daBuaBiR® AR 0ne Rican thabfbreiekiyt,in tatenbei Ng
ab rra!'tdewt'@ﬂ%wmrbnﬂré;géﬁev b¢ urwﬁembét!gethhuwerwon arcompeassesd emlc otsbe
resol ved i 6"'1' TYPVE aad ¢ Qf&j E""f"bf"ﬁ'ﬁ “‘é‘ﬁ’apﬁ ﬁggtﬁm’??ﬁtﬁ p@g@p eing a

er o -activ

ommon eneral em: €
actiVity BEneSihow indoviatd: Eiheg Lﬁ‘mn, VAT ue
for [err] oradufibidvaldd @ rl, h-' ¢r$v°a4nk lsa[WI errarasrkyaédsythu&u. srt ntwwhérm’[mror]
or [err] ﬂhenh{nqur]wetemwc iceubgtitutes! hyladimlyis, forrex#mlemwywrremvsubst ituted by

al kyl |z|6 s, p,‘:e(ffs” Frter !uglforﬁew eg ﬁﬁzgmé orragreg'@mauaﬁ!t@nvaﬁué" qr@prerPr’]R"m%’ns it

i s al Koxy} Pl
[err] i Sy&qgrlss. le va bsglﬁstgeboé §If<é?1 ‘q fﬁrg:wa ka F?yﬁsubitﬁ:ﬁtym W%r% ‘%Qé_ﬁ

met hoxy or et khets Me vAlu§ Yort Rt reRW\ﬂlhddat fd)ﬁlk\{nﬁbr ]alm-rurpﬁwﬁwrr Bliyn&ugghohh, ;besfualrdsﬂtapyl
or for anmﬂuoaarnI thlcsukyﬂttqrdzajehulphlwl uomlk isphpnyiheefof such b substitient i RAHRE ny |
syhst i’ ut 5 "ar "P’< 's P’?"V'f%r‘e r?rﬂ be Ialsb?s*'&& §, ‘;‘°f %!(a oipt By h\?al ue
fb[err]tr g$j,su ";/'r, ,o . r; ﬁ,"zrr Ay PSRPTProetiY) Y %%?‘B‘ﬁ

pert| uoroal u.taum% rbgen,wr Ihuegéaabdswuammlmwne%en R?, nsorns.s

~perfluor oaiehyrlosuétabaﬂrjclspbsntute‘dcuv halagdn, & finoHb Sdhiokd)@fdimoidnidderr] or 15 J[err]
V\,hen [2err] (ﬁ’IS[rEmr]!blv Bv ytchtﬂfo Iqmeenllydyeﬂouw bearing such a substituent

for exa reforably, hydrege u
su able valu nal Iorl{l al (heh ubf nqyn r?, I;%vhen JR’plg’o
tsul uor oge yjl bﬁﬁﬁ&e %nﬁ ugrdﬁéithyjs\t | H Fnbﬁz iy nyl ethox carbonyl or N
trrfluoro Sddoph! nyl or trifl uororreth su phonyl. "A’'suitabl e val ue for
[err] ashen mtsultdaldwsdh@gexrﬁs wdhen ft o aligxh izl fogecamslehsethdwemoxv rprépyiory, neutyjosy bﬂ
when [err]’echxVE ar heteroc cli ¢ substltut ed b hal ogen,
1oror cly S i i el bl R
chloro espes sagf,az/ d&'gge ’%4 re e val ue
for ameal ko amatleRaile fF Rwayhs:amarmgrbgeao&n&t isI ideaiampw [rﬁfhlwl efbyl, h-probyi,
when R7, fRiopqrhathv,] dnﬂsor J ttilb@ranmethyt U péntadiiugradbitli tctiemnethszl dichioremethyl| er
yi

th TrisRIPr T"ethé't d% 8 hV ‘P” UOFRSY W’[?gz; A sujtabl
\rlrg| ugxlygra i % 09‘5 Wffeareﬂg)?mrre is, ?Xﬁlalglﬁ m%tpﬂwsslgth eai're, €

propylagxy, n- utyI oxXy or decyl oxy. A suitable value for [err] when it is
acyloxy is, for exanple, alkanoyloxy or groyloxy each of up to 15 carbon
atons, for exanple acet oXy, propi onyI ds§CHerbcanoyl oxy, dodecanoyl oxy or
benzoyl 0X fer bly h oxy. 30 A suitable value for [err]
when if, y"mehﬁrerl tord e'eehga T\f"’l eYhV[e" for exanple, nethyl, ethyl, n-propyl,
fl uor orret hyl , d| fl uor orret hylcrgtri f I uor onmet hyl , pentcaf | uor oet hyl

Loronethyl, dichloronethyllor trlchloronethyl [gerr] is preferably

‘hyl or trifluoronethyl, (e%@fzal)lzy"ﬁﬁt'%'we"eﬁﬂacﬁa'bl e value for [err] or
[eNJ] )éheBrHs-tr%eﬁlylﬁ)’Jp‘SEh@\ééyl for exanpl e, nethylene, ethylene, ethylidene
35 [erT] tri'methylene, tetranethylene, 1-methyl-ethylene 40 [err] [err]
2-net hyl ethylene [err] 45 or 1,1, QHat riGret hyl propane-1 , 3-diyl 50
[err] A suitable value for [err] rCLa[!r when it is alkyl, alkenyl,
hydr oxyal kyl or cycloal kyl is, for exan‘b ,' met hyl, ethyl, n-propyl,
i sopropyl, n-butyl, allyl, 2-nethyl prop-2- enyI 2 hydroxyet hyl, cycl opentyl

or cycl ohexyl 55 A SUI tabl e val ue for [err] err vvhen it is

heter ocycl i cA F‘é‘ab'? l’ﬁ‘“eé‘k' Izilkyl IVd’° P‘Y'Gf '°a' amp'e methyl,
thy prop -b E‘B en@ pen dr cyclohexyl.

i ni dazol yI% kzgf é ue f it r{ é}% exa peaf%R/ |en pyrrolyl pyridyl,

benzi nf® daZrQildé( yt, DRI Ip?,ﬁﬂ yl thiydREINI,, tr@émp Behamidhzolyh) 6 BaRbi 36lyl, indolyl,

qui nol yl, bb&oquhﬂmeyiofml dujridiyd ishgudmoby ¢ baed)mdrmbbgolqumd\vlpr eferred conbi nation
of val ues f oh petarned comtinatien ef|values fasR rapf Rbiags follges:65
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3 03100 172 [err] R2 trifluoronethyl nitro

trkfd uor onet hyl cyano chloro chloro chloro .

nitro 10 chloro cyanoocxaﬂ 17 cyano 15 A t&{,
prefierred acyl anilide of the invention has ?he formul a stated above wher &
[errY“is cyano, nitro, triflugromeriyt, cnloro,RzrretnyI or nethoxy, R2 is
cyano, nitro, trifluoronethyl lor_chloro r+}—and—ferr] are both hydrogen,
[err] is hydroxy, [err] is net hytlrlﬂtﬁlfrorhéth\ﬂJ—i:Ol’Oﬂlm hyI , [err] is nethylene,

ethyl eng or ethylidene, [err] [is sul phur, gulphin por sul phonyl, A2 is a
direct I'ink or methyl ene and [erﬁ"f'“qr%'“%ﬂ“ﬂyl, a‘fyﬁ'ﬁ\:yl hydr oxyal kyl or 20
cycl oal kyl each of up to 6 carjpog;sqtons, orf phgd Which is unsubstituted
or which bears one fluoro, chljoro, cyano, nitro, methoxy or nethylthio -
substituent, or thienyl, im dazotydre thiazqlylnitreenzpthiazolyl,
thladlazolyl pyridyl or pyrinidinyl which{is unsubstituted or which bears
one chloro, bromo or nmethyl supstd®ent. A|par®®laliy preferred
acyl anilide of the invention hasgphe formulja s§aked pbove wherein [err] is
25 trn;fluororrethyl [err] is AO—Ot—Hht+Ho—fer+—and [err] are both
hydrogefr, [er k RE Everltisn TEE (Y for a{uﬁrsrtz]ted VS WHYbiE e is &yahd, Inittop
SMW S #léi" ﬁtﬁ?ﬁ%@ﬁ&ﬂogt fneth ;8,[ #is iyﬁnd'in b/ tAfiord n?oeﬂ*{?l &Qﬁior[oﬁﬁ"l’a}lgyl?‘sar dﬂy
of "up to 3nyRddenR®ad BFoxy, e%pemetwlloytrembryhpthwmﬁ is methlylghe, efhiplens ér, ethylidene, X' is
p-fl uor ophsm?ﬂur sulhlmwi@ts hyl, MJ%E’IN;H '!ﬂkloamthsﬂzﬂ qnd ngl]whg!kew' BYQIQXV""‘Y' or
Gy

"t hiadi a%ol I‘V'Gﬂ"th on atgmsg P TR R
hé% naf t efya §N?FQ’§‘ Qjﬁﬁ gﬁﬂ‘ls%l%uns tltuted or géf e c‘l‘lo Tbl'o\zﬁa or metgl

conpounds  gibBituent.
3-chl or o- 4- cyﬂaamwa(rlametfér;ehtahylmlmhydreom ﬂombasm}né pcrrun ia awm’# wherein R is
3-chl or&s 4tr¢lf‘{‘t;rnmew(@ ietc ps:mnpneroh and2R* age P@k " E i: 'i‘\i' |';hé‘ '
4- cyano 3-£¥ es eci Il hyl or allﬁpiﬁgn p-f%?% I? ﬂﬁ 15 %l)
aniline; 4gg ﬁf rg,rzrapé{d ¥ Ptﬁyl i ony y roxy
yl propi onyl) agpetifid eylanties of the invention are heremafter descrlbed in the Examples
4-ni t r0303-t r | Haltisalardynasti beynds brgdr oxy- 3- phenyl sul phonyl - 2- met hyl pr opi onyl )
anilin 3-chloro-4-cyano- (g eth thio-2- hy(liroxy -2- methylpr?rr‘.nonyl)amlme "

2. -2- nilin -
a0 o113 T T RN i o ol o) 2
niline; cyano-3-trifluoromethyl-N-(3-ethylsulphonyl-2-hydroxy-2-methylpropionyl)aniline;
3-chl or s 4- n|¢-mtao-3~kr(flaorbnyiekh¢xw(2$y FByhetiyilsnipBenvie2-mgthplp@pioayiighilieeni | | ne;
4-ni t ro- 3- t r | fFhived-titeerhmEthiA-3-ethyidviohopyi2:-hygroky2-methylpiepigoybipoiney | t hi o) pr opi on

3-chloro-4-nitro-N-(2-hydroxy-3-phenyithio-2-methylpropionyllaniline;

yl I'anil'ine;

o5 ST HM RO e et s el &y ol oy 1) a1

e, 40 4-nitro-3-trifluoromethyli-N-~(3-p-fluorophenyithio-2-hydroxy-2- methylpropmnyl)amlme

4-nitro- 3 t r i 4-hiti®B8-oifledrambthN-A- B—hpdr&:kymanexﬁmef?/nt!-hwu:@pﬂoyldm@l iir®; et hyl pr opi on
| )anili 4-mtro-3 tnﬂuoromethyl -N-[2-hydroxy-2-methyl-3 ethyl-1,3,4-thiadiazol-

4}(@”(’ a- P g’#@'f gﬁ s %--mx& kBB b8 00! ony!
lani ling 4- nu.wa- Y,% L it SUri@s Y rsd pmt,lwﬂ 5}36’

, 3, 4-t hi adi azphitr Strrﬂuoromethyl-N- 3-pfiublopitshpE OjioayI N2 hlyaraxy-2- nnethvlpromonvnamhne

4-nitro-3-tri 4-¢vana-HuiBodrgthethyl {Vz12-hydioxy:2ymethvir{thigdol-Byithip) [larflingizol - 2-yl t hi o
) pr Opl onyI | arﬁ qypm:i—tn romethyl-N-[2-hydroxy-2- methyl-3—(pvrld 2-y|th|o)prop|ony Janiline;

a0 tr g 11 EDRIEHY FET Y YA TR eI ooy ) pr op

' Onyl | an' | N€4-cyano-3- tnfluoromethyl-N-(s p-ﬂuorophenylsulphonyl -2-hydroxy-2-methylpropionyl)aniline;

4-ni tr 0- 3- tand bfl these daBdshybntiinddds psphdialig payiinedy | sul phonyl - 2- hydr oxy- 2- met hg/
opi onyl ) ani | i Fe;acylanilides of the mventlon may be manufactured by any chemical process known to be suitable

4- cyano 3 tf?r tgne pref&rﬁ;%fe@zess H;ZHP W ?@Z}}mde %f ti\g ﬂb&%&’rl co%pMLets I;Hquagﬁcgmf on

yl L, ani 1 'ne;,n amine of the formula:—

4- cyano- 3 trifluoromnethyl-NJ2- hydrqu 2-met hyl - 3- (pyri d-2-yl t hi 0) propi onyl
] ani l'i ne;
4- cyano. 3 trifluoronethyl -
ne; 50 #
4- cyano- 3- trlfluoronethyl
yl)aniline; and .
4-cyano- 3-trifluoronet hyl - N-(3-p-fluoropghenyl sul phonyl - 2- hydr oxy- 2- met hyl pr
opi onyl 8%ni | i ne; and of these the | ast-®entioned is especially preferred.
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- The acyl anilides of the invention may be manufactured by any chem cal

precess known to be suitable for the manufacture of chem cally-anal ogous
conpounds. 55 One preferred progegpggfprathe nanufacture of an S
acyl:anil'i deév?‘f the i,nvention conprises the reaction of an amne of the

for rda: - [ ﬂemR - - R’@pd R*/have the meanings stated above, with ¢n agiveaf therforretar and R4

have t he neani ngs stated above, w seci 4 of the,formula:- [err] 5

wherein [err] and [err] have the nl-@gbrfélhgg&sl‘ta?ed&a%ove, or with a reactive
derivative ofhesnird RAGY,', Mardizhaldli® h@ambd dfedBbieV sl i hd ok Sy Lar
exanpl e, an ach duitehleyehctivhederivativanf acydid ia.gfoi d&mpfepeﬁr;a' gﬁ?ﬁ%&:ﬁﬁﬁﬁ%ﬁ ‘,A:::,i%:c'?o',

chl ori de, org’r‘ 'i' ! pevh phigride.cart aoloweyt alkyh estercafisdid didr foe examplectht heetive b sthy! Gter.
ethyl ester fohhdd & }a[fF%? f@ﬁ'&é‘é@,‘f‘g’pﬁc"mﬁ Bavizpamidg selution uURjne an At dindride ptepaiede
sol uti onroUsi NOA éboAd Wref Qfo'céie f£ﬁﬁ§9{%ﬁ.ﬁ§cdr Qi BGiaRifibd oY
chl ori de) asydreaahdt is stiphur compridesStié RaétioR lofPirtdpbRde BIURCHBRTuIL:
manuf acture of an acylanilide of the invention wherein [err] is hydroxy and
[err] is sul phur conprises the reacklton of an epoxide of the formula:-
[err] 20,swherein [err] and R4 have t ani ngs stated above and wherein
[er™ has the formula 25 2 4 1 [err] wherein
['e{uv] has the nmeani ng stated above, IR CH 2L spl aceabl e group and
wherein [err] is such that [err] is | as stated above, with a thiol of
the fornyla:- 30 [err] wherein R7 and AZ have the meanings stated above. A
sgi-f\abl e value for ;23i s, for exanple, a hal ogeno or sul phonyl oxy group,
for exanpl e heiein&h|RGR) andsB) havethe meaniiias dtated mboveaned whérgih Shiyds aheyformrula

p-M uenesul phonyl oxy group. The cf{bovemanti oned reaction is preferably
carried gut in an inert diluent of solvent, for exanple tetrahydrofuran,
and in the presence of a base,.cgear cgangplersndidygmbydri de. The epoxi de used
as starting material may be obtained by the epoxidation, for exanple with a
peraci d, of wheyein Bthes ehepnatingigatechaheve; maereid Zais p idispladenlegrodand wheref R'His swdh that
preferred profess '§of T ALStHehipese Wik & thie! ohthe ZrpHanT | i de of the invention
wher ei n"ferr] i's hydroxy conprises the geagtgon of a conmpound of the
formula:- RL [err] wherein [err] and R6 have the neani ngs stated above,
with an or gaheeie RoardiA? hea&m')_memhirmé stble@ aiae.nul @ - 55

S e e
metal rddic Y X i ; ‘ASE - ! ©f %on
is prefer ab%ﬁt‘é&r@ﬁr e@atﬁ%nﬁyda&@eﬁzgrt °é’%’%s\t}%rnetx?m?l%ggae'ygﬁ’&r%"' ?ﬁ‘}; ﬁ?lpméfq‘fﬁf’éaor
60 tetrahydr Gheieppride aded as stating reIgar rakylbe @btained byaXadppkidatioh, f&rRkaNaRd wilhel delaciand
[err] An ac$fiteagorreepending yrisetuiated @evianiide-wher ei n Ierr] and [err] are joined

t oget het o_f r}@f%;ﬁf&gg@@ﬁ@éﬁ%@gwéﬁg {%Ct‘jlgﬁ;gfiv apifidect thednvention stieing” ismgrobe

H ._(i{;[_vg Itiﬁgwmrein RS is

prepared by the reaction of y he fornmula:- 65 5
( . Rl
s
r2 NR4-co-co-r®
50 r3
:vher_elin R', R% R® R*and R® have the meanings stated above, with an organometallic compoun.d of the
ormula —
55 R7—AZ—X'—A'—M

ngrelin A', A% R and X' have the meanings stated above and M is a metal radical, for example the lithium
radical.
The last-mentioned reaction is preferably carried out in an inert solvent, for example diethyl ether or
60 tetrahydrofuran, at a low temperature, for example at between —60°C and —100°C.
) An acyla_m]tde pf the invention wherein R* and R® are joined together to form a carbonyloxy group, that
is, an oxazolidinedione, may be prepared by the reaction of an isocyanate of the formuia:—
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0 100 472 [err] 10 wherein [err] and [err] have the nmeanings stated above,
wiitlh an ester of the formula:- [err] wherein [err] and A2 have the neani
stated above, and wherein Ris alky) 100 uy2 0 6 carbon atons, for exanp
met iyl, or ethyl. This reaction is preferably carried out in an organic

sol Yefit, for exanpl e di et hyl et her ,Rat | aboratory tenperature. An

acyl anilide of the invention mhereln - i s hydroxy may be prepared by
the hydrol ysis of the 20 correspondi bl i de wherein [err] is

acyl oxys and an acylanilide of the in fon wherein [err] is hydroxy and
[err] is hydrogen may be prepared by t 2 hydrol ysis of the corresponding
oxazol i di nedi one, which may be prepared gs described in the preceding

par agraph. An acyl anilide of the inventRon wherein [err] is alkyl nay be
prepar sl Qelbii@®’, 3 kivd ReLHa®th fekdiiys G ABHQ) Wit dh e3RY biand formilga:wher ein [err]

I s hydrogen. 25 An acylanilide of the invention wherein [err] is

acyl oxy may be prepared by the acylaW%GnCEF4ihé'Uﬁ?ﬁbspondlng acyl ani | i de
wherein [err] is hydroxy. An oxazolidinegjjone of the invention, wherein
[err] ghd [err] are joined together to forma carbonyl oxy group, may be
prepar ed Wwyeréila®, REXEIA' @nd Af hdvl theddahiagysdtell stgveaialyd windréin Eés altyesfiprio Réarben

h ogen aprds, fermx mpls 99( hw THis mggmereiﬁ@blw]car@ed out in An oaa,ayicanlwentdfer of

the i nven‘i"r’f&ﬁ mh bethe ’a FV P?’r”r S, §ylér hi n or psarlg3 wherei n
one or 2Jm£o¢re on bs%"ﬁnd al a I f in f- h@F;ﬁiéig‘@HyﬁroW oup
[err]or [ﬂfdr |s|h$d a?ylbbla by tﬁ@ﬁ dlﬁfsQ?— )icl dMQink ¥kaz@lidinedione, which may
phenyl sul phprepsred asﬂeseﬂbetdl|dxy1bspteb¢dmrml'agrapmrfI uor oal kyl sul phonyl or

phenyl sul phdw ¢cy'am1e efcthe irve BEPedW "! [R& i Rikd amavobe ofeparp by dhe elsmswmqﬁghe
acyl ani| |EPé"eW‘?é fiag afvief ﬁ“"ﬁfe;'[’ @e%ul EV hur or wher ein,

[er r] 5ndcd?re %éﬁmid Fl“ld v{l_'r}t‘v re":lxﬁsolls a ({xgr repar? Ou’i)ﬁle YTtlon ofq}(u? r]

is 35 alKkyl Nnmx&ohdiﬁdfohélGl’tﬁ@-fnkéﬂtlbﬂillviheﬁfn phag gk sr’auanedrta@p@etol foed ycarﬁraiﬁloxy

oxi di si nggragre may wdemmvchvtthwmﬂmd\ewpdréspdwtrsramlmldmmrheR‘lahm¢qsh|amyﬂt" ior a
sul phorl%l h\(‘;‘tﬂ’m f hqsgerms(ﬁ%ﬁl ed h |on wi th ﬁodl um. net a erl o te
in et fang “ﬁﬁfiﬂ';fﬁ (i ﬁﬂﬁf%; m AL

convert apg,mo Fhafk gh Qish ,sn
oxi dat i Onphuhilﬁhl[ﬂlomrmﬂ(hedprep red b¢marmhauonbf mbbmeemura@ammdawhdem D(hor xz is
met hy Ienesmumfmgem@hmrmmeqﬁ‘ Bfarub@wt@tlmmurtmme | prehetseacedicigroupit’} H“orR"ls
generaF-‘i ya%ghm ‘Ia"%ft l qp't?ﬁ\“g‘gq_ffﬁiﬁ‘fzﬁ‘fe&u@?? f'r%dggggha"%gqgw o [will
compound. whighuft s‘n &ﬂ‘r&% CLiiale P or il RO BhpBaetE b derirbly Lo, Moy
may be Seaﬁrpahﬁdntonhacdrﬁespoa&xé hirfyP €9WJoGind? ¥and 6XidatiBE with a @et-fd, B ekdhdle m-
hydr oxy gehinsgpefbendojc anidl ih ngathyiepé tidaride selatidni ar or aoivel labdratoryaxrapgpitare will generally

(-) - camphepniert a@io@omswam the omeor@inaﬁﬂehwliogmmmdc esters thus obtai ned
by fracti r@;:‘i? ’él?g;'ftf‘%%f‘é‘gﬁ"?ﬂm" 'P"t%}a '°" y,"a’( Pgisf?ﬁara'éﬁ H g;B H.c oy S and
fhen hydr QZJ @a&h Bhlob E%ef Bl staifa il Yoy dhin.
optj cal | ycmﬁamgaapﬁﬁ, andith)!rll wmrdwsd‘g efth skgagatd é%téeﬂbtthd)ﬂbomﬁyAl &.a tyaa cally adti®d NQ
any of « hevignitideegstss indengion itlae tte ab@med W tmngaanchjttnecab&teysea@eacv@dsetbavet witigan
S AR e, A Al ok IR L RO S5 S

ant i andr ogg as...grtﬁﬁﬁfmeq%“'gﬁ 2 o of v m@ § o Tehlaeg oLt
wei ght  of fof BRu&edEive AbysV RS ABdO f{ﬁe "EﬁrEMfoﬁ tseré RreSti@hteS, for

or al | ysd oexahpiLi@aliasit \be betagnsprostatic allspdsa o bi ai\ero@én ddpendentvdisthseOdondiaghs| dveti ef or e
be used i penelhissytiern gt 3eberrhoed, in Wagyn- b@ededefxmmt@ mohﬂlnggwarittmayralsmwsgﬂmpmwmt ic

di sease o?" '°'bﬁ ! seas i ons

hirsuti Sm“Q(ﬂmgre r?;; Eafxf féf:he mvenﬁﬂiQ is ﬂg %) tx eré,gr}}o ﬁ aétlve ascafn mﬁuancﬁ-oa hatnh' zgrﬁm
al S0 bgs Um@Ghverioh WRTCR PRAGES! t&fahd?&gehi& adtivitp m&&k hé ssariﬁtcrmé of tdXiclly vk Qppardht.

acyl ani | i de Toé atvieilide viethe iiryentios nu!p be @drhisterevicte anmare-béootied/airpd imthe form of a

anti andro H“‘E°ﬁ "Zf‘ar”F‘g‘Fh reematises th prvandids de rassoeititraMittie® and

t il
ot oyt B wsm?@ SE ] 1G], stnable?fal brafoslle, BPa b £ chdiE Ol O o
producgs ?J\Itioﬁla u@&hﬂﬂb&or@ﬁiulsibh VY mbylattebiivel} e FY #o%fé) erli@bitibh ¥r sabgdnsion
appar ent . sufthitle &€ ydrererhliadh@inBiratioh cor belineind foenofaR yintheenasHidtioh &ir @piedl atidinstration,

war m bl ooerc 'mrhﬁrﬁfmn qfn spdpesifoor fan appl g v 'a‘ell mmle'stratleal or vet eri nar

conposi tion \FT. ‘t: magégd'f'we"\aez ﬁ agsseiedrd (}'He ogens, for
SR B a‘ﬁ":gafm R
formsuitabl e for oral dosage, as , capsu ¢, aqueous or o |

sol ution or suspension or enul sion. !{my alternatively be in the formof
a sterile soluti.on or suspension sui tab e for parenteral adm nistration, or

be in the formof an ointnent or lotion for topical admnistration, or be
in the formof a suppository for anal or vagi nal adm nistration.
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The conposition nmay additionally contain one or nore drugs selected from/ Y}
anti - oestrogens, for exanple tanoxifen; aromatase inhibitors, for exanpl [
testol actone or ami nogl utetham de; pro@e300nt72for 65 exarrpl e

ITE rOXypr Oge%.’i-l-e—rR n%algceg ;3‘ LIRSS O{oxtgone%s Ic:ga cret | anl’d an{lbl
le danazf@rjefxa ple pg %&fx 01'2 ?’i‘lﬁﬁg E ato Q enﬁxﬁpﬁ ﬁ& I rtoos:tc:;
cyt ot OXi C agess, SIqur&lon@X&fﬂihd@ cyc ophosp am de; antl bi oti cs, for exanpl e
penicillin or o‘x’l}etaevlaralm;@f iha jnvemidn wititriormatly baﬂdmmslmyd BOCREWRT ) -bldoded amiceatpl aose of
especi al | Y fd’ie p-& ape- t[@gzsf"lg k& %@‘9 et The acyl anilide of the

i nventi on wi | I REPT]P 'B '“ﬁdfﬁd L% @dedttdt%e ‘RE"r S 8BREE ani el at a dose
of 5 between 0.1 ng. and 125 ny. per Kkgexampdywei ght. The invention is

i1l ustrated but Totyl ¢hidiidé @@ nily whdeidédb la GtivradGolbdicmrgn 2-Bygirexy 2>nsetih -8 pHenyithicprdpionic
chl ori de (9. Gcidi(1.y QWasNiA'cH!eeth\tl@eamsiel(m endl) whikhuwap epotsld to —15°C., at such a rate that that

2. hydr oxy- 2- gHEnaﬁpr@ m@estg@pdt a_t;qm atur for315 minutes. 4-Cyano-3-
tes and
R Zi{,"%?@ o ot s e e . v i o
that tenper atsUJtﬁne\éVal&h Bi&hﬂfeﬁxbﬂ . GU3R tiAnB@ndin boHhlnedtrdods Wofeaehsidd sndaaetsweny (50 mli.
t errper at ure frortiods eavh nime Swicel witly angeods 3W-hydrbah®rio eit.hgricawith i sa@rafell. dqugoul segism

ed, the mcklouﬂ%s‘%!ﬁ@"»swqerw paturptad @ UGPB? s‘?}ﬂ}’"mbﬁaftbwteamtphe?ﬂda!ga'" once with

gou iu tuti ver t ness
er1 b ratTﬁr y t %Etg rr:%uced pr;s%ﬂfe er sng eg\?v s%uﬁe%g ﬂgﬁnﬁzgr ?}j]t?a g% g{ tgrgp

-) - e m eﬂ@ﬁ;né‘ dride a8 Quatit. Th 'pFB@ﬁct a Jn Lm% f to
ti ma) and 24 hQ;eﬁ'ﬂ&bd\ Bher @)l BECE0E.) WRE ChevRWELthus H&Etﬁ&ﬁ#—hﬁ A rBIQromethyll!ﬁ(Z-hydroxy-z
porti ons eacmethyire-phényitriepragidnilaniijoe ous 885-B37cr ochl oric acid, once with
dat'ur at ed aqtj '% Tiae SHWreny 2 Retof BRBEYBIQRPRIGNIc poif iged,py taging Raterisl WRE LRVEANGd as
sbdi um bi car BBIP4EE sol ut i on, and agai n once with saturated agqueous sodi um
chl oride sol Woa dried over magnesi um sul phate and evaporated to dryness
under reduced paesiatisnoof mdie 2,88pdte-mettyl-grogioriatecd 0bY.) hhéteapdrofgraa p40ymi)iwaa added
silica gel coluinnm2q iwinuteR t°7%73f4r ed py$ne lcrre@f Pdweoldh? 9{) kb sqgiumehygside (2.9Thef a 60%
product vas. CLYSEALN R A S *ﬁ"xg TaEeeiener AT
et her ( b. 0 om ;iilhfgv g%dﬁ%\&?ofg Jﬁ%ﬁconcentrated sulphuric acid (0. 5ml ) in ethanoi

4- cyano- 3-tr i hur. ARBILEHA Hfd¥iMe A0 g.) in a mixture of water (30 ml.) and ethanol (150 ml.) was
met hyl - 3- pherayihéchamlphe)mimny wps heakddnaderrrefux fhre22r jourBhThe organic solvents were removed by

2- hydr OoXYy- 2- ri¥e t'°'3” é refiticedd | |p iWGWf @Oat!i wagadded angl the mpdayre yasyashied tufice ity
obt ai ned gs %m nc ac| jﬁ%& Imes w b‘{“ am:alt::dtl b} cﬁncentrg't::da:x:::;:
2, 3- epoxy- 2- sgdn)m mo H %S@d nqgc nesiufifsuiphate

added dur | ng aBBemp&ufe&&: dréhess, %lrﬁdr@sﬁh@mpaman&ad ﬁxfmtabtn op heaak o(p%tn?iengn gthétslp.
sodi um hydr i (B8—@0C.19ary. tolyénea TG/ omes Hye oblamrd RiyerpxveméthdBiphenythiopropionic acid, m.p.
tetrahydr of ur®8®P75 m .) which was maintained under an atnosphere of
nitrogen, ‘and the mxture was stirred at bxafpeatory tenperature for 15
m nut es, then afthe@Esesp &Psctibwom@(ams'e Tcwes togeatgtidexsenyithat|thes apprepyiatgrapping gud the
ddi tion of a‘rpgtsm;t o) vggggv, i %?’é’éfta IMSFRHSPEsHE R (5tegalf Thire gs Bphefiizined
5m.). Aso Ut o fasswm xcfe(lOg) in a mxture of water
(ée/m ) “4nd et hanol (150 m.) was added and the m xture was heated under
reflux for 22 hours. The organic bl vents were renoved by evaporation under
reduced pressure, water (50 ml.) wys added and thg m xture was washed tw ce
with diethyl ether (25 m. each ting). The aqueoTs solution was then
aci di fi ed®wi th concentrat ed aqueous hydroch or 1achd And extracted
- four tines with diethyl ether (R96 ¥HGRF - -80mDi ned extracts
were washed with saturated aqueous sSedi mchl orige solution (50 m.), dried
. over magnesi um sul phate and evapor at ed to drynesgfé and the residue was
crystalli®ed froma 5:1 v/v mxture of petrol eumether (b.p. 60-80C ) and
tol uene. There was thus obtai ned 2-hydroxy-2-net hyl - 3- phenyl t hi opr opi oni c
acid, mp. [err] 40 Exanple 2 The process described in Exanple 1 was
repeated except that the appropriate aniline and the appropriate

2- hydr oxy®subst i t ut ed- al kanoi c acid were used as starting materials. There
was thus obtained the conpounds described in the followng table:- 45
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50 55 [er
60.r r 65 7 0 100 172 [err] R2 [err]
[err] [err] A2 0 100 172rr] [err] CF3
[erri [err] CH2 _ S - phenyl
105-410 3 [err CH3 CH2 <
2-m tr bihenyl 5554 CER Arerrl X " ap”® [efr] m.p. (g
- cr, Methy,  owl09-18@ OF3 s [ers] @Ryl 106Hde
S - et hyl (gum CF3 [err] [err]
CH2 CF; S NO, CH, H gropyl —(gum (g=mtrophenyi 52454 r ]
[err] CH2 : S - - _isoprop 66- ?%
N Chgrg  NO: pCHs C”zs i X‘%‘H{z' L n) CF3
CN crCH3 o, [er bk, CH, s - - ethy1- pr opydum)  (gpm
CF3 CN CH3 "EiNrr] S _
isoproay:lFa 98- 1@ CF3CH, c — CHz  npropyl  glgum) -
nmet hyl 108. 5-109. 5, CN [e_r_r] . g S
- Fs phenyw§oz %H82-83.'1§ d d [e'rsri;r Py &
@ CF, CN cApt hyl cH, 90s5-91.5 G- ethyCN (gum[)err]
S - phenyl 60-62 C
[err] |CFR CH2 CN CHS CH, s <t hyl n-propylgg. %‘"’[’ err]
C CH3 N CH2 SR - - PRERY: §7- 78 C
c S - 1 98—10
ecr] |7 o cHEte " g B ﬁedr‘{yl 88 90
CF, [err]CN GH3  CcH,CH2 S S — methyi 108.5-€1091y
(gum ey Ccherrl en,  [@4r] s G2 _ S _phenyl 82—83.5
n- but yl (gum J[err] CN CH3 [err] S
- Ct - pheny€ CHg gum) CHeH3 S CN — ' CH3 methyl [er9p-5—91.5 S
- _ pheny 98-99.[err] - [err] erlr 2
S a. e "“‘ES'I’lenyICl'[z 7§-80 [errT Jh["@’lr] 60_%—43
[err] |a S CN CH, cH,  phenyl —(gum [&Hw ] 96—9&N
CH3 CH2CH2 S : phenyl 115-116.5 CF3
CN NGZH3 cl [err]CHs CH: s s CH2 phpményl 77—78 105- 106
a CN S [err henyl
123-124 ©r3 0. [errfj'ﬁn &gzg, S [err] §€F\|en 88—_96) )
phenyl { ¢  139- %9 CFxu, _CH, [err]s  [errl [t ] tgum) S
- 4-chl orophenyl 147-148 CF3 [err] CF3 CHz
S cl - NO:  fHijtroghenyl ®™5-146 CF3 nbutflerr] @um [ery]
CH2 S : cH, et hyl _82-85 CF3 derr]
CF3 %ﬂz ON g R . et hyl Pheoy_g1 B4
[err] HCF3 . oN CH2 cH, CH,S S S— roheypy| 98—987-68 8
/A0 100 172 [err] [erril [err] err
'-[E'r/r] Chserr] "{cbrr] CH, $np. [erfPf- cF3 phenvi * [ f%rP0
[ETT] S CH.CH | sopropyl -89 5 (3
CN CFs [err] CHe g ST L phpeh%iyll b
143- 144§ cF, CN CH, CH,CH, S — phenyl 1156—116.5
CFs CN CH,  CH, s ' CH, phenyl  105—106
cl CN CH, CH, S CH, phenyi 123—124
CFy NO, CF4 CH, S - phenyl 139—140
CF, NO, CF, CH, .S —_ 4-chlorophenyl 147—148
CF, NO, CF, CH, S — 4-nitrophenyl  1456—146
CF; NO, CF, CH, S - methyl 82—85
CF, NO, CF, CH, S — ethyl 79—81
CF, NG, CF, CH, S - n-propyl 67—68
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CF3 . CN [err] [err] S - |
4 chl orophenyl 178-179 10 CF3 CF3 CH2
met hyI 120. 5- 122 QF!;OO 172 N CF3 '
CHg:D S et-hyl _ ~119.120-15CF3 €N .
[k ] R2 S R® - R+propyl xt a2 &8-90 [err] mp.(c)
g cH2 S - i_sopropyl 107-109
CI d cF, NGZF3 CF, CH2 CH, 55 —- |sopropﬂheny| 88—89
104 20 O 5 d err] 2 - ,
met hyl CFs g4-85 @ ct, CH, 8—13) - P"f'B(F r] 143—144
- ethyl | cr, e 7-59 | &4, ch, 9 s — ChRniorophenyl Chi—179
S ) h-pr opy!| 7 6061 25 O a CF3
CH2 5CF, - CN jsoprépyl CH, 57-58 C| —  methyl CN 120.5—122
CF3 CH - phepy! 152 .30 O
N , CF§F= C'\é—rz cr, PO s rethy! oY 118—120
121-122.5 A | cF, cr,CF3  cn, CHZ —  n-propyl - 88—390
et hyl 5 95- 96 O CN CF3 CH2 S
-~ n-propL/ICFa CN39- 90 3% :C CH, CN S —  (mpropy! 1342109
S\~ - | sppropyl 87-88 [er _r] CF3
[err] S & ph ZFW ch, 120" 12 1 1720 Phes RoN
CF3 20CH, a S crgH2 pbapyl s — 138etiyd9 C 84—85
a . [ rg] CH2 CH2 phenyl 145- 146
4 Al tKE anilifs used 8 start FHg mat erd al s ~ar e ¥bwn conpodfia®
The~2- hydr oxy} gubsti t utegd- al kangd,c aci dgywere ol ai ned eif by thegg g1

process desg'
process exenp
wer e charact ef
Route B 1,1, 1}
dropwi se to
water (16 m .’
mai nt ai ned at
concentr at ed
mai ntain th

| abor at ory

and evapor at edl
cyanhydri n nis
acid (30 m.)
poured onto i ¢

202 ¢pol ed stgn red Sotgjt i on ogypot assigum cyani dRethyt- 4 9.) i1Br—1225

et ween [@Fr] andCFSC A 4CH: v/ v miSxture-of et er and 95—96
phuri c rd(l s addeq at such a rate as t
a%’ove terrpr'@rcature and thegﬁﬁ xt ur e%vvas fhen 'é?m'l’yﬁed at’ L

wi t h di et hyl et her
t hree tines wi R

I§<arrp|e 1 (Route A), or by the
ThéBe aci ds whi eh arns)prnpvlel and 5%kbch
nt are ggscrrbed in the table bel ow 50
hi opr of&h- 2- oné (1371 9.9 fei¥hs added '®

bed in the second part of
Cfied bel®w (Rout@s;B).

ed by ting pQi
‘?r :3313 pheny&f’

i fluor

at such a rate that the tenperature of the m xture was

c tenperanure forcel5 hourguand then extractigghrddyr €€ ti mpsss
(25 n1 each tinme). The conbi ned extracts were washed
wat er N%25 m . @ach tinY, dried ovefHmagphesilum sul pHatel2t

£O dryn under educed ressur A i xture of the
S obt ai ng'ﬁls(S 0 gF;‘ and co'?fcentra?ed a%ieou%h @drochl or138'_139
eas heaterl in a seral ed tubw, at [ewsr] fen, 6 gewis, cool ads-and

e. The aqueous m xture was 60 extracted four times with

diret hyl et her
extTact ed t4i c
each tinme). The,
hci d and t hen

?- hydroxy 3-ph
LOO 172
lerr]

th

[er

[err] [er
85-88-

60

65

conbi ned extracts were dried over

1 POt heflop t d_wi
The mxture was ] rﬁgrg “’a%gr r'réjoe

(25 m. each tinme) and the conbi ned et hereaI soI utlons vvere

%c,r@* e %%t‘f'.ﬁzaéﬁ %Q“ay‘ %EL%‘:SZE“;,E*W‘ %%;EW xam EE e‘i‘s?"éay“é’h':
QJI%HxQ:ﬁ b*( VERIE TS GT Thowdl Ua® Whic m | ded by
ewdurngcpbiadaréusemoew"tdae tib@tbblyﬂrv -et her 40 m . each tine)

nagnesr um suI phate and evapor at ed to
)was

e 3 sQlution of
DR R it
€l t$| dQt Jeh aH@B@W V/J/ Mixeired &Waférﬁﬁ c celmaﬂed s Goid (97.1 mi.)vas
ra]dddi at such a rate as to maintain the above temperature, and the mixture was then stirrefl @t lHoratory
1qrature for 15 houfseand cJthen extracted thyge times with digdffyl ether (25 ml. pgshttime). The

ined extra re washed three:times with water (25 ml. each time), dri r, ulphate
d evaporated 16 dryness under re§uced pressure. ZF 921 e tn?agbﬁélm

A mixture of the cyanhydrin thus obtained (3.0 g.) and concentrated aqueous hydrochloric acid (30 mi.}

r
1

-was heated in a sealed tube at 110°C. for 6 hours, cooled and poured onto ice. The aqueous mixture was
extracted four times with diethyl ether {25 ml. each time) and the combined ethereal solutions were
extracted twice with saturated aqueous sodium bicarbonate solution (40 mi. each time). The combined

_ extracts were acidified with aqueous hydrochlioric acid and then extracted twice with diethyl ether (40 mi.
each time). The combined extracts were dried over magnesium sulphate and evaporated to dryness and
the residue was stirred with petroleum ether {b.p. 60—80°C.). The mixture was filtered and there was thus
obtained as solid residue 2-hydroxy-3-phenyithio-2-trifluoromethyipropionic acid, m.p. 83—84°C.
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[err]- ' [err] S _ _ met hyl Ae[rr]
CHz, S _ | sopropyl A 50-52 15
[err] - S CH2 0 100ph7ay! A 62-63 CF3 %O

[ erTh S _ 4- mtrophenyl B - 169-171 CF3
CHA- S 3 - rretrﬁﬂ 73-76 20 [err]
CH2 S ' _ I sopf opy B 57-59 25 [err]
CH2 s S CH2 phenyd® B 91-92 *m p. of

di cycl Onuexyu anmr e satt—usgd—for _cihigractert satrton. The tnro- al Ranones used
in RouteRB wer e ;ﬁ‘epared By t he ré‘actlon cﬁ t he apPt“¥br i at @R-KEbl with the

30 aﬂprcgprl at e dy,onoket gne by canventi ongly, éﬁﬁw @f or exgpple as

describbed 1 n Zhur. org Khim, 1971, 7, 2221). ose which are novel angl were -
char acterCHsed ar eCtdescri bg&d in the—fol | owimehi abl e: A [err] 4g35,[ err]

[err] p. (C/man) 4-ni trophenyl 84.5-86 (mp.) 40

- CHet hyl &, 39- 477100 _ Isopropyl 6‘ropy| 50—52 72182/ 65
I soprepylcH, 4,85/ 87 ¢5 CH2 CH pheg,\{,gm A %r 2/ 17 Exqnpl e
3 A sol ution of ethanet hi of (0.4 in tetrahy uran (5(m.)
V\@add &Fdr opwi sféﬁzto a s$irred suspensi or#-rmfopserd'l um hydri ¢a49+28 g. |of a
60% di sp % sion i neral _oil) in tetrahydrof&rran (10 m.) which was

rrai ntgi hed® at 0-5C?, and Yhe mixtire was tPW&W stirr d at | &bdbat ory

t enperaf gee for Igu,m nutes. A solutjon of ppropyi a0
3\ 4-di cpl oro N (2, 3- epoxy- 2- net hyl propi onyl ) ani |l i ne (1 54
té‘t’rahyjﬁ&f uran (¢t nl.) $as added dr opwi Seepeond t he Bri xturg_\@s stirre¢d at
| abor,at p t enpe ure fogr 15 hou Wat er m.) _was 55 dded, the
orgam?lc :&')a(\/er was&téepar atéed and t&g aqueorfsg gyer was extr36T%d twice|with
di ethyl ether (25 nml. each tine). The conbi ned organic solutions were dried
over rragmaspreﬂw@dblphﬁarmnasmtwmpmhartaetdnsatbordryness under reduced pressure.
The resi dueTh&/é'§°%1&?"PMse'aedo RPP*&%Q"QE?\P@M‘E B ct@n OéihP |aemorg@te t("anle?‘kth79385)
r
usi néoa ;Zg ose :g%reo Ian!m?cl-la}g%? fare oa;s H.&o glﬂﬂb %érr])

Ti the owm tab
as el uant. ct was T Mo ure of tol uene

and petrol eum et her (b p. [err] armdscbha{se-ANa-wthus 60 obt ai ned
3, 4-di chl oro- N- (3-et hyl t hi o- 2- hydr oxy-2-net hyl propi onyl )aniline, mp. [err]

The & 4-dichl aro-N-(2, 3fepo -MetnyLpropronfyljaniTine Uysed as starting
materi al was obtained a$ fo Iows - A 8ol uti o B &@MHHI or oani | i ne (10
g.) in dinethylacetam d¢ (25 n}.) mﬁopj\g,dﬁd dr opwi g6 vh.p) @ stirred, cool ed
sol ution of nethacryloyf chlorijde (10 m.) in di rrethyl acgtam de (50 nml.) at

such4& rate that the 65| internal meh'speraturé a—erneom xtjure did not exceed

0C., and the mxture wa$ then sgtirred at |abqrator 0 100 172

21 terrperature for 16 hours and| t HEF°POur ed int73—8%f§j watler (1 litre). The
ure was extracted 5|tines W t hsghrathhyl etlhes_ggd80 M .| each tinme) and

t eonbi ned extracts were driefd and evaporatjed to dryness. The residue was

crystallised froma 1:1}v/\CHai x| urrhesd tol uerje 1a#e12887 r ol bum et her (b. p.

[err] at [err] and there was thus obtalned

3, 4-di chl oro- N-net hacryl oyl ani |l i ne, Bxdmpid®rr] 5 m Chl or oper benzoi c

acids{3.4 A Olwa)s ﬁd%f@det joir (0i4% mid) setesrehvdwtwm [5nmy!-ls\wisuaddesh drppwise to a stirred

S f % sr l oil) in tetrahydrofuran (10 ml.) which
2 4- ?LCPFEPW &a: h‘ %E’gfl %Zéﬁ A lag% er%st i%a aﬂs tory tﬁ peraturflﬁﬁ‘n (:? g&
met hyl 3 o ﬁ’n optorylla E; Thie RIRARS i )
and the gudeb ur@wrwsn &m@@fa Ibbordtety tAnaaawr&for R
successi vdidey, tiérganic la\powas sanaateraaﬂd the aqueous layer was extracted twice with drethyl ether (25
ml. each time). The combined organic solutions were dried over magnesium sulphate and evaporated to
dryness under reduced pressure. The residue was purified by flash-chromatography on silica gel (Merck
9385) using a 1:1 v/iv mixture of ethyl acetate and petroleum ether {b.p. 60—80°C.) as eluant. The product
was crystallised from a 5:1 vfv mixture of toluene and petroleum ether (b.p. 60—80°C.} and there was thus
60 obtained 3,4-dichloro-N-(3-ethylthio-2-hydroxy-2-methylpropionyl)aniline, m.p. 81—83°C.
The 3,4-dichloro-N-(2,3-epoxy-2-methylpropionyllaniline used as starting material was obtained as
follows:—
A solution of 3,4-dichloroaniline (10 g.) in dimethylacetamide (25 mi.) was added dropwise to a stirred,
cooled solution of methacryioyl chloride (10 ml.) in dimethylacetamide (50 mil.) at such a rate that the
65 internal temperature of the mixture did not exceed 0°C., and the mixture was then stirred at laboratory
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tinme). once with saturated agqueous sodi um sul phite solution, twice with

saturated aqueous sodi um bi carbonate sol ution and once wit h saturat ed

soal um chl oride solution, dried ove® H@nt&2um sul phate 10 and evaporaf e
X Y N€S Sempbhifturk 59 hé’ﬁb%rs%é tHiah pddrddBifko R¥id GRIePARES e RIBMure WadextrhdtblHintte with

( K 77 3bthyC@hdt 100 W) d3gh fimé) ahd Ye\tombiédéxtradd wark layidd @hatdporitadintd dgaéssotheum

et her (b. p}esm@m@ﬂ%talhsasfreh aantvv Mikwrenf odueoe amtrelp ether (b.g.ci3—B9°GJrat —50°C.,

pet r ol eumaei “é'r"F‘jd '?'H'ér’ée‘ &lqylagd 2°C

0I|I hl -INV-
3, 4- di chl lmer 2 %(4- ;@L :}%'o 111 oﬁ’gfl} tgﬁ ml) and
Exanpl e 4. ek R foFM nms arae&ts% it NG ns each
appropri attrﬁ'\et bhdél wnﬁﬂﬁhtdrh@d ambmqjﬁddaﬁrEsdlbhlte solution, twice with saturated aqueous sodium

(2, 3- epox\picarbppate '%POMW? )vahsartmrpred segium ehiqridp golvtipncdried loxer mepguestuitesuiphoter e

t hus OB‘f alagl% avqm;@g a 1(S v m |.Iaféﬁ’”‘ﬂrce ate a'ﬂﬂ eeroleum etmaw %@f;::rf:r%m %ﬁﬁ“w
a

R . was ‘crystallised from p Ieum ether (b.p. 60—80°C.) and Qﬂe ined 3,4-dichiorg-n-(2,3-
t hi azol - 2'eh‘$xy-2-methvlprop1&5 akflifhe, PRp. 90—92°C.
pyri m di n- : 103 105 [err] [err 2 chI or ophenyl
98- 100’0:3 The 1y gc xamplesw Q%p mala $ he appropnaiﬁlélli j;)r:\))d t(lr?:appropnateN
- y- m as sta als; and there were tained the compound
43J uor op &e e,t(i in th: fol nA%e ° h[e i _ FId pomeounes
4- cyanophenyl -111 CF3 [err] 4-ni trophenyl
139-14% [err] [ er r] 4- met hoxyphenyl 120- 121 50
CF3 [err] 4- hyl t hi ophenyl ©8 111 112 CF3 e[rr]
h\E‘;ntyl _ (oil) 55 o [err]
2 dr oxyet hyl (oilgk cu.-s-g?7  allyl
80- 81 £F3 [err] hyl aqx-{cﬁl 275" R78 79 60
CF3 [err] cycl op I 87-88.5 [err] [err]
pyrid=2-yl 155-157-65 cHy CF3 [err]
pyri d- 3-yl - 149-150 1 1 0 100 172 [err] R
[err] se ; mp- _Jerr] [erry —1arr] . .
pyrid- 4-yl R R* 193-185 5 mp. [err]
6-chl oropyrid-2-ylf ¢ ot 159- 1G4 &ad - I @65"-1107 '
t hi azol - 2-yl ' 131-132 [err] [err]
4- et hyl t hi azol - 2{ylct €l 160- 16&infi@n-GyB 103605 ||
5-nmet hyl -1, 3, 4-t hijadj_azol.- 2- 109- 111 CF3
4- chl orophenyl - dc 'Xéz 137- 158"iespepenyl C%—mo
4- 11 uor ophenyl CFy ¢ 116- 1320 5heny 133 |
4- et hy! t hi ophenyl * 125-126 CN pyrid- 2-yl
137-1 20 CF3 CF; CN NO, py f-eider@phehyl - 101103 135-136
CF3 CN ' 5-chl gropyri d- 4115 25
(CF3 oN | B othié 8" yl Aidkopnenyt ”2"]-‘%%1- 103 CF3
CQ_/,- 5 thi azql <&yl NO, - rl-c\/emopheﬂaﬂ)7 109 108—111
CF, NO, 4-nitropheny! 139—141
CF, NO, 4-methoxyphenyl - 120—121
80 CF, NG, 4-methylthiophenyl 111—112
CF, NO, n-pentyl! {oil)
- | CF, NO, 2-hydroxyethyl {oil)
CF, NO, allyl 80—81
CF, NO, 2-methylallyl 78—79
s CF; NO, cyclopentyl 87—88.5
CF; NO, pyrid-2-yl 155—157
65 CF; NO, pyrid-3-yl 149—150
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30 - CF3 CN 4, 5-di hydr ot hi azol - 2-yl

110-111 CF3 -~ CN 1- et hyl i mi dazol - 2-yl 112 CF3 -
CN benzt hi azol = 2-yl 0 100 172178-180 35 CR3/s )

CN/™ pyri m din-2-yl 120-121 Simlarly, by using
_ ap;&a-dprlate t hi or@nd the gpproprigie N-(2 3- epoxy- 2- meffpy eyt Mryl ) ani line
there 40 wer e pbtained:-
4-cyano-3-trifl ualcﬁnet hyI -N@[ (2SR, BYREAYE- p- f | uorophenyl t K30=1%8 Hydr oxy- 2- net
hyl but gryl | anil
4-nitro-3-trifl unroi‘ret hyI Ikﬁ’[(ZSR §§§§'°5V’}$ 2dyr oxy- 2- et hy15997€) gnyl t hi obut yr
yllaniline, mp.|lf3-145C nGhe N ( Bidelepoxy- 2- met hyl propn:un-ybz ar
butyryl-)anilinesjused as starting material were obtained by thg 45
epoxi dgti on of theéFapproprN@te N MY Y or N et hy 1€ dB3royl ani | i ne
by a simlar prot:eét,:s to th% descr ighgahy-N3 1 badRes2nd partmgo_ﬂﬁxarrpl e 3.
N- Met hacryl oyl -4{nitro- 3- tritluoronet hyl ani | ine had mp. 102-104C. and the
correspondi ng ep()mFsconpouoval had mé4ghlofopBniR1C. ; 137—138
4-cyan@- N-met hacfyl oyl -3-trifl uororrethyl ani | ine had m p. Lerr and the
cpr{ espondi ng epdxSfs conpofid had Hh° °RYR8Y'150C. 50 6—n
- met hyl crotoro&ﬂ) 4- ni ggo- 3- trmf,J,athgiga{ehw aniline hagk m-p.| [err] and
t he correspondi ng epoxy conpound had mp. 99-102C.;
4-cyano- N- ( 2- rretryd:Rsr ot onogN) - 3- t r ipktididvlonet hyl ani i ne hasz-ms3p.| 127-128C.
and t H& correspondi ng epox corrpoun cp mp [err] (The |ast tjwo conpounds
are derived froml|t%fans- tlgﬁ"c aci d PYd gﬁposed to cis- angéP?T: 3fdli d). 55
hple 5 A sol utfi @) of sodyum net ap@lorpedd-2vi( 0. 407 g.) ijpgupser (15 nl.)
was added dropw de fo a stirred solution of
4-cyarfd- 3-tri fl uqreriet hyI RN( 3- et hythieh2- 2- hydr oxy- 2- t ri fiPtet8niet hyl pr opi on
yl)aniline (0.6 (. nol (25 and the m xture s, Stirred at
| abor at ory tenper|a %dre for @8 hourshﬁﬁagflhen filtered. 66\6@—‘I°§e sol i d was
washed with nmethgnol (25 nl,) andthe m Xt ur s filter di t he
conbi sed filtratdsthaere eviforated % odrHPVFPé?g' 2Mder redu?qeiod—g?essure. The
resi due was dissglgged in egRyl acet1a¢,§h,4&,5ﬁzdrb.yg) and the1sol utipn was
washed successively *with wat er (15 m.), saturated aqueous sodi pm sul phite
solution (25 ni.)| ehd sat ucht ed aquemazglc?cM'um chlori de dé%utoh (25 m.),
dri edamver magnesj um sul phate and eva d to dryness r educed
pressure. The res'%ﬂe ghronntocﬁyé's ?#gn silica gel ?‘ {21 734) using
a 66 1:1 v/v mxture of et hyl acetate and petrol eum ether (b. p. [err] as
el uant, aSichilariveby mgltﬁe appribrii@()hiql?azd decappoprate é’d?r%ﬂ@xw-methvlbutvrvl)aniline there

4- yanea3 T’?'PPP‘&'B'_F_ 2 hzy /525Ul qnet hyl pro
o ony's - s b e ARl o
of the el Bt fe-thes err m)re polar 1'soner) and [err] ess

pol | SOMerThe NT:txeeqomz-eemyldesmnvl betaihaeritnesassdiag prextit edaterdsl w?retohtemed by the
appropgl at-‘R?X'ﬂﬂIOOM d‘plaenyprm 'I\’-m?@a%'oﬂt%'u“’tmﬂ ‘@tmlef"l"&lub‘/r Ak vmacessm;’gt
'[ijlu[s Obi[a @' Ogéﬂréa i%gsr‘rgespond g epoxy cgy Wﬂ "M)Tg_ E@' page Tr&r?ﬁd

4-cyano-N-methatryloyl-3-tri uoromethylam n% 'hid m.p. 137—139°C. and the corresE nding epoxy-

D aster eo&&ﬂﬁ‘&rﬁd had m.p. 1499-18o°c[ err] [err] [err]
phenyl, - ﬂmww tmoyl)-4-n|tro-3-tr|fluoromemﬂl@mry:e]_Qa?! B2 ($5—67°C.CRR! the correspo@Nhg
CH3 '

ound had m
B

. 16 _
N-(2-methylc uoromethylaniline had gz 28 ?F and-the correspong%\?
CH3 epcf_}:vf‘cé ound had m. %&103% "P75PT76° [t
CH3 ILst two compo&“dé @Q derived from trans-tiglic actd]al gp&o@&i tg@/sg?‘%qp
| or

sol utigon of m chl oroperbenzoic acid (0.40 g.) in nethylene c
m.) was added to a stirred Example 5
A solution of sodium metaperiodate (0.407 g.) in water (15 ml.} was added dropwise to a stirred
solution of 4-cyano-3-trifluoromethyl-N-(3-ethylthio-2-hydroxy-2-trifluoromethyipropionyl)aniline (0.6 g.)
in methanol (25 mil.} and the mixture was stirred at laboratory temperature for 48 hours and then filtered.
so  Thesolid was washed with methanot (25 m!.) and the mixture was filtered, and the combined filtrates were -
evaporated to dryness under reduced pressure. The residue was dissolved in ethyl acetate (150 mi.) and the
solution was washed successively with water (15 ml.}, saturated aqueous sodium sulphite sotution (25 ml.)
and saturated aqueous sodium chloride solution (25 ml.), dried over magnesium sulphate and evaporated
to dryness under reduced pressure. The residue was chromatographed on silica gel (Merck 7734) using a
65 1:1 viv mixture of ethyl acetate and petroleum ether (b.p. 60—80°C.) as eluant, and the two

e (80
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sol uti-on of
4-cyano- 3-trifluoronethyl - N-(2-hydroxy-3 phenyl thio-2-trifl uoronethyl propi
nyl “)aniline (0.38 g.) in methyl eneOcA@O 1d@ (100 m .) during 30 minutes
an er eﬁ.ﬁ&:ér%lsdﬂle&t &rﬁcy thﬁ)pon%tljlyf N%jetﬁvlsuﬁaqm II 2‘3\%{0% erbflu&rgm%%HB '

18 rs. AkKRWsFe ob M\/Awevs sturrbaué@bwpaatgﬁécn&@ otithé Qiaté. ThesBhadm pag1-athde
t he m xt ur énonagolstisonreeGind Mad—t1625C.dlegsavlac isbmgrdr was separ at ed washed

successi vel y Thgipeesesgj deperiferl akove wap W"‘%‘P R5tate 'EP'SUP%H"ME gsl sfaing
each tiné) "éﬁ?ﬂoﬁ%é“"\ﬂi ¥ fﬂ?‘ét‘%"a‘@%@@ﬁ?é&ﬁ g‘?‘ﬁ? ‘ﬁ]g? logle 4T on (15
m.), dried over anhydrous rragrlg.m um sul phat e ggnd evaporated to dryness.

. The residue was dissolved in a &4 v/v mxture‘ of ethyl acetate and :
petrol eum ether (b.p. [err])_.and \sol ution was % ghr omat ogr aphed on a
silica g&l colum (Merck 7783 S A1 FEGE RTINS of et hyl acetate and

petrol eum ether (b.p. [err].) as e Ther g was t hus obt ai ned
4-cyano- 3-trifl uoronet hyl - N- ( 2- R
hydr oxy- 3- phenyl sul phonyl -2-tri fl uoronet hyl propi onyl)aniline, mp. [err]

Nt .

Th_e process AgSCribedgabove wgs repeaged usl Ng ot iR BRAKGPr ! ate p. °C.)

thi-Qpropiony|aniline as starting material and there were thus o Al fied |t he

cqupounds depCrki bed i mNnQ:he f OlCHPW . ng bmbwe - 4®1o[rensa1:]r 50 55 60 6%.54327.5| 100

172 [err] R2 cR6 g‘l mp.([err]) errg

[err] 2o CBHs N pheny|®Hs Pheay. 151 ore polar 16

[err] ckH3 N 4-fl uq;pg)phenyﬁ,he;QB 189 ,,ﬁ;l:eﬁ N2 75176 CH3

pyri d-2-yl 148- 150 CF3 . [err et hyl

135<136 CF3 |CF [ eroN] CH; CH3 phenyl n- pmwpyll 118- 11910cH®2

[err] 2 -3 m=pentyl — 104- 105 > CF3

CN CH3 phenyl 172 etabiplds CF3 [err]

4-fl uorophenyA soltj;B@oﬂ_@rhla@aperbenzo:c acid {0.40 g.) in@heBhylene chlonde((m ml.) was added @Bstirred

et hyI solution 1(:{ p-3ctrifluoromethyl- N@‘pydroxy -3-pheny 2~tr|fluoromﬂth pr@ qiyl)amlme (0.38

117-119 Sa) in methyle hlonde {100 m ring 30 mlm the reactlo en stirred at
39: boratory tem ture fo;dggg;)ur ueous 10% ium s )was ded

d thelnfktlide was stirred an anic Iaﬁlt\hé separated, washe ice WIth aqueou

CH3 WADstdism carbonate Zb&lﬁtlc&vlt%s i, each time) an€Nnce with saturat[eoe Edil.]eous sodlun"e&h

135 136 30 stPIQtpop (15 ml. ), dnemer anhydrous ma@pgsium sulpha heqh apdrated tb Ryn@ss. The resndue was

rrp %mn&rﬂe(ﬁf -3& &ﬁﬁg‘; rz; usm;tgé&w% mix ?;re g?ﬂezﬁﬁ acetﬁe a d

3
m nut es fo
here wa thu obtalned 4c -3-tr|ﬂ orome yl-N-{2-
trifl uoromapcﬁa \rd-\‘mé% wdmxzcmau& '):.ﬂamawaafmrnb uor7su:re;ts pr05| ony h) anilin
e (5.8 g.) I nTheyardcedsiesdriBéd above waﬂdapbdien usingt the epprarsiateatbibgrdpiatyldBiae af emrtidd0

m nut es andaterigieng thefsoves Bus ?W'@hdyhﬁe@g‘mqf@lsd@ﬁq@be(’fﬂothﬁf""?wm?b&d'ded and t he
m xt ure*vas agai n evaporated to dryness. The resi due was dissolved in ethyl
acetate (200 40 ml.) and the sé& utlon was washed with water (30 m.) and

then twice wth saturated aqueous !I: m chl ori{de sol utjlon (20 m . each

dried over magnesi um g2 A eraCiaSPeRdr yness under
rédﬁced‘ﬁressure The residue was Y\ | ved injmet hyl ene chloride (10 m.)
and the solution was flash chronatographed on gbslica gel (Merck 9385) using
nmet hyl ene chl oride as eluant. There were thus obtained the two
di ast ereoi sonmers of :
4-cyano®B-trifluoronethyl -N-[2-(-)-canphanoyl oxy- 3-phenyl thio-2- 45
trifluoronethyl propionyl)aniline, the |less polar isoner having mp. [err]
and the nore polar isomner

58

60

65
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havi ng 'm p. 140-143C. A m xture of a solution of the Iess pol ar isoner (2.0
g.) Ln methanol (30 m.) and aqueous 4% w v sodi um hydroxi de solution (3.5

m.) was stirred at |aboratory tenperapgrqzfor 30 m nutes and then ‘
: evar{r/\gt ed to dryness under reduced pressure. The residue was dissolved i
nRl) and tghe 50 s@l ution yas washed i;és:cessively W th
solut®an’ (25 nl.), and

et hyMacetate (160
dag-ed1 o\ magnesi um

water (25 m.), saturated—agueous—soditHn-chloride
saturat ed aqueous $offizum chl M%de soIQHai on (rbBayni . ) .

er

sul phat & and evapo resi ﬁ'
chloride (5 nm.) and flash- chr6mat ograﬁhed Srlugropheny  Jea—18Rke |
nmet hyl ene chl ori de

aged to dr ness.

a€Fel uant NoJhe pr agyct V\@$mprSt al Hhé.%@of'

ue was di ssol ved in nethyl ene

ck 9385) using
om petrol eum

1n there was t hus obtai ned

ether (b.p. [err]
onet hy NO N—(2 hy?d'u oxy- Sthplhenyl t hitas-236 55

(-)-4-cwano-3-trif

trifluoronethyl prO)l(gpnyI)anl NB 156- 157Cl [err! gC 1% i n _
nmet hanol ). The pro,ess descri ed |n the prec&ﬁpﬁ par & pas repeat ed
using the nore pol arCfesomer N6, t he carphanoylpemsit er, %1-16&‘9 pr oduct

obt.ai ne@ was cryst
etper (b.p. 60-80Q)
(+ -cyano- 3-trif
phenyl thio-2-trifl

aIéFl sed froma 5:1 v/v m xture of toluene
"3 There s t hus CHot ai neleny! 172—173.5

Lu;:g onet hygg N- (2-h eroxy '
or omet hyl pr opi ony?S 4ni | |43ﬂu°r°ff{'°;5’y' 188-1%0q |

hnd petrol eum

[err] =+

45.5 (G 1% in met pdfiel ). 60CNExanpl ecB, The g@r@cess depglifed|in Exanple 7
was\repeat ed using 4xCcyano- 3%If| uor omet hyl - N- ( 3- p-

fIQ_/r oohenyl t hi o- 2t hvi:lroxy * t hyl pFldpi ony™ B"QPM'I I ne H3—t1%e fonpound to be
resol ved. There wef erf hus olgppi ned tEﬁ (- ) 4 Lﬁerr [err] = -3.06
(C, 1%,tn nmethanol) and the (+)-isoner’, 5 [errﬁg + R.42[err] (C,
1% in methanol). 14C 0 10N72 Exaol e 9 dfhyBUty| -lifgipy@ (B.7 M. of a
1.6 nmol ar sol ution in a stirred

hexanﬁ%o was added during 2 mnutes to

sol uti on of nethyl th| obenzene™?( 0. 82 T ) arftbutvi4- di azZiaet+thgcl p[ 2, 2, 2] oct ane
(0.78 ) in tetrahgdrof uragn(20 . QHV\hlcQ,Wﬁs mai nt, %]_neg af [err] under
an atrmsphere of a]v on. The m xture was aIIowed to warm 0B th 5 [err]
'stirred at that terrg BeCat ur e Nor 2 hokhss, cqméreid to [ agslqi7and] a sol uti on of
N- (3, 4- di chl or ophenyT )y pyruvam de {08+ g )—t+mr—tet+rahyerefuran (5 n) was
added during 5 mnutes. The m xture S stlrred and allowed to warm up to

[err] #uri ng 90 hHelSRion@queny [ 3
TR o e e e
t he resi dand theasixteretwaa béated at$5°(ee:rh5mﬁ8utu dnld titbh @¥dpyiate@ td @Y ne (0341, was

tine) h@dMﬂM'WW;@Bgn ﬂ)@perammem fThe @éjd@a&aatdascdtédaqumaaetmdomm

chl or i ﬂe fb %gj i ﬁgﬁ; E:{ 551 %éﬂr‘g‘ Vﬁeg\%-cgww ﬁﬁ@at;%%qm@@mw

purlfled ,Q,n;gf é{d q‘()g 981 ng
a5:2 v/ Vchmm&dgﬁéﬁh&f onf3ficd Mk@ﬁ ﬁsn d@hyl £t :"ld@' I@Jnﬁy eré4y té?ﬁnev; ] rausad

pwod ut.iﬁtstemtsomerystal | 4-syerb-3- mamrqsméthqumm)esmﬂfanwmxpa ph&fyl’tﬂlo-@nd

pEpRigayilaniline, the less polar isomer having m.p. 121—123°C. and the more polar isomer

elugnt. The
ther e 4Aastifiyamm

3, 4-di chl'lﬁy'ﬁgrﬁfﬁi %ﬁgdjﬁ}ig N henyl t hi 1)aniline
[err] 15 sodium Foxidk QGI@ﬁ&? %Sﬁfe)siﬁcgtl 0Pk Iéé t.50 ﬁﬁérﬁ‘x&% Iqé«?dm?:ﬂfezu:’?dﬁxx
4- br ono- Zevapirigd t8 diypdds Giydet fedzpdpressare. 'Eh'é %sﬁhé@asﬁﬁ%@fddiﬂ ethyNadeta®Q 50 @1.) and the

met hylsehi be@ppzwasfﬁqeqa@emgy meat@'lﬁ'.iammseturated aqueous sodium chiloride solution (25 mi.),
N- [ 3- ( 4- b ﬁﬁﬁz}e ﬁequgo solption (25 m. ) drled over mag?lesmm sulphate and evaporated
nydr oxy- 23l e i G i e o
(he Con: remtunome VWl ok e T o

the f cssmjh&.:oronzﬁhylproplonyl)anllme m p. 156—157°C., [a]#=43.8° (C, 1% in methan I)EI‘ r

wher ei n [erf" eP’S" %ﬂﬁﬁi'beﬁzar‘bﬁi fing nmgreph Wds|renegted Ghrllqﬁh@mommtmmomemhjtrmr
hydrogen %ﬁ pro h*él%tﬁvgj w IIE frora|q§§,£ ﬁg (f% f tol uzr::xan;
al kyl's jo- Zﬁﬁﬁlﬁld&%flﬂv@t' nyl aHih ILHP -é ‘fr | Ejmgnol) v
sul phlsayl or perfluoroal kyl sul phonyl eac o 4 car bon ‘at ons, of

phenyl t hi o, henyl sul ph| nyI or phenylEs:adnpllaenyI 200

wherein [err (e prsrib le 7nivap o'ep‘faFeao FHNg devanocd;trifiyommethyl-Vildwto,

or al kanc&lmmeaﬁm"&y drd mzt_hygg:cplonyl aniline as the compound to be resolved. There were thus
er, = - 0 b

[err Jal keseophi, n,ygk gddgy cs mhg&y;,{;]ﬁperf GotCoatt 5 methgngk ndSho gy mesh m-e:

prfl uoroal kyl sul phinyl or perfluoroal kyl -

14




sul phonyl each of up to 4 carbon atons, or phenylthio phenyl sul phi nyl or

phenyl sul phonyl ; der n R3 is hydrogen or |
hal ogen; ned vvherepn1?gr{fi|s hydr ogen or al kyl of @5

to Qe{carbon atons, or is joined to [err] asxshpéed bel ow, -

whe n[err] is Mgtdvramn@M?ahlkob@mmmomcydlmbo rea@(hne(bflvaﬂpd@d)drlrﬁwgdambmas to a stirred

atonms, or is j eflvtiag of G‘e[hé'ﬂvqbe'tzenef(@ﬁ?rma)rﬁndﬁ“‘ z:gfa'?féﬁ? m‘gﬁd %UCFF‘"F ofuran (20
G

hi t t — °C r 0, was allowed to warm up to
toget her W h {'g o .rﬁ?"qmmgm erattﬁﬂ%%or q‘th

nd a splution of A-(3,4-
oxazol i di ned' O'& hlglr yl)ﬁm rﬁ"d g) nieﬁal'@'h @gm%akﬂ 5 Rinutéb. Tﬁ't@nﬂxture
carbon atons, as ﬁ&dfah&alfoﬂém vihrrb&bl’c g303¢C. dufivey 90 mlnutes, aqueous 2N-hydrochloric acid (25 mi.)
wherein [er r] avasladded,te tethahedvofomay Wberetnheedsmmpgnaﬂqj\ W@!m#trved De%!ehe ar'sithe resudue was

al kyl ene of , up eKtcld dhipeUs wrtngﬁet"%mher {40 o nes ue it A
be the sanmeor Eﬂ;ﬁ:jﬁ%ﬁ%@g b sil QEET&E; 5)% Ieum ether
car bon at ons; cetiib hC err&kid whshayaalmd %m etr te&:ﬁ%ré her (b.p.

each is sul phurao_euad: pdinumeev(asﬁﬁ)s):btahecsa,u qnbmmy-w-(@ wmqwmm-&plfeevlm}opmabnyrramlme
[err] which mayn b@S-t-P@Csarre or di fferent, eac |s aI

hydr oxyal kyf® or ¢ iy u:ﬁg ar ¢ rting
Yoot i AR R T e LR st

gen, halog tro car ox car banoyl and cyano, and aIkyI al koxy,

al kanoyl al ky'bﬁmsq tﬁpeonta gStates BE CH DE FRABY Liaw mhéeny! , al kyl sul phonyl,

per fl uor oaI 2yl per | uor oa'i ﬁtynl thi o, perfluoroal kyl sul phi nyI perfluoro- -

al kyl sul phonyl , ail. kexytatidovfthe famlidd—-al kyl car banoyl each of up to 4 carbon

atons, and phenyl , phenyl t hi o, phenyl sul phi nyl and phenyl sul phonyl ; or

[e\H’] or [err] is naphthyl; or [erm}F or[err] is 5-r®r 6-nenbered 60

saturated oes unsaturated het erocycl i ch cont ai s one two or three

het eroat ons sel ected from oxygen, nj xen and, sul phur, ch, heterocycl I C

may be a single ring or may be TUS@ e P fiA ‘éndA

heterocyclic is unsubstituted or beaef=fOne or two hal ogen, cyano or am no,

or al kyl, abkoxy, alkylthio, thus gr@l kyl sul phinyl or

aIkyIsuiphonyI each of up to 4 carbonfatons, or oxy or hydroxy

substituents, or which if sufficiently, saturated may bear one or two oxo

substituents; and wherein [err] is ph%anyl, napht hyl or 65 heterocyclic as

defined aboyge for wkefeiRR! [isﬁ&yrarllo, Tarbamoyd) nkl) filidrd, RIS Wréng) idtoB# iy birobdnt B BIRYI, aikoxy,
,_3(4 7 m . of a laikdnayhl alkyitsio) wikylQuiphinyl, hakyesniphonyt Speafild edikel U pemigordalivithiol @sriludroakyl-
nstirred soluti @Hlpbrf\ylmgtph pqrmlkybglmgmbea(c@ OB 2P tg 4 parperyatoms, or phenytthlo phenyisuiphinyl or

vad | 4- di azabi cycl 'x{ tane ( Z ] et rah%drq)furan ( , I"l(y
eérn a o) ch o or . n ithi

209Vas mai nt ai Q@d aﬂ&ls f‘w;\l ho o ﬁ%r%glwop%rflljg ?o?lkﬁﬂ'g pe ugrg u(th y %J:rﬂuiroalk:::-

dgr | owed t o0 War rulpRorlyDeadh of Up@é a]:ar&tnl didree] oBghehyiBio, BHRAPLAFAINVS & phéHyisdlphdd

askooled to [err]q uhdelaﬁétslhudrogm ooﬁal 3,4- di chi orophenyl )pyr uvam de (0 81

ne@.) in tetrahydroW ‘F'aﬁﬁ 5“ a'h\dd @/Gdﬂ?’ﬁiﬂmﬁ? r?ﬂtséo%"et‘(‘)Tﬁ edtoR pas
otirred and allq V\é’ £ ﬁ;r ref‘ié' ﬁ- ?g ?Q%Lém 2cule it forms an
TZNhydr ochl or| Coxadelidin é’?o was a he tetra U an was rermvec?rB

wlvaporation under wh&dti(l’éds Blk\ﬂ&& Ui’aBgéli&ﬁlk\II e ub as |4ddamobr/a;son&xbr ass @d fbrhfuee——A"—R‘ or
hehi MBS Wit h di et-I-\@"I—)@t-H%-rR’ 40 rrt each tine). The conbi ned ext racts wer e
itheashed with o sat"’ z’é{g ’é’% 'ql H?hm:dt' Af ’e’éto?"t‘j't Isci EFr‘Ll ﬁ?;{‘”" am’“f 6
nldvapor at ed t'0 Snd AL ofﬂ e 3 oF TEgeH e B2 ATk ISR O shp v

9n a silica gel cahéram >(1 Maao« \93&5&\@1% ﬂg samé of ditferent)ie¥dhlik Suiphur PRAThANELB0—) or

'tl,"ﬁt her (b.p. [ ersubhoranie-S+Yyl acetate as el uant The product was

io-&T ystal li sed fro eelﬁate ﬁtmﬁema %esa é@é&awm@' Sepavh W?.iﬁm;ﬂ'm alky!
ftSe - di chl or ¢*N- éwg‘g ﬁ‘% ik ﬁfg&%ﬁlﬁpi h? ol yl, alkylthio,
a err] 15 Is fﬂﬁﬁ‘s@ erﬂmyﬁy rﬂtﬁ% §érﬁlﬁroalkylsutphlnyi perfluoro-

- br ono- 2- et hyaluou.luﬂtwwylanc y cipbopl aRi Blta&?lt:drli@wd?ﬁb&hldi up fo plaamen altoms, and phenyl,

<y et hyl t hi obenzg.menyltﬂ‘hmheny\mbhmﬂ@gd pHsnys$utnbdnyl; or R or R® is naphthyl; or R” or R® is 5- or 6-membered
N- [ 3- ( 4- br on®Bt I‘ﬁﬂ\é‘l‘?! (:;', l|c which contains one, two or three heteroatoms selected from oxygen,

p xpd?o rin ]

hydr oxy- 2- met hy[lof§E i%i é‘ritttiE ut”.téne t?b‘libi‘ mf’@(r"’frvlf "a?: E?Vs?j pAe iy a%@xt yithio

tht"ne Contract i NGikple@pi@Syl obiky K38 up fo 4Lakd ms r dxy ﬁmyaswsamt hich if
Yhe forml a: - [wfﬁm]am@fsaturated mb\eb@r endRor tvr8> @epaaubstntt@ausbmmwhe,reumrﬁt isophehyl,uapiathyl or

TChi oro, bron®, ‘etsersvaie aggefinespbave forR aF By | | al koxy, al kanoyl, al kylthi o,
al kyl sui phi nyl, al kyl sul phonyl , perfluoroalkyl, perfluoroalkylthio,
per fl uoroal kyl - 15




sul phi nyl or perfluoroal kyl sul phonyl each of up to 4 carbon atons, or
phenyl t hi o, phenyl sul phinyl or phenyl sul phonyl; wherein [err] is cyano, N
-carbanDyI nitro, fluoro, chloro, brogoige {pgo. or al kanoyl, aIkyIthi%izéj
40 aIkyIsquhlnyI aIkyIsquhonyI perfluoroalkyl perfluoroalkylthio >

per¥ | uor oal kyl s erfl fxa f‘ r] eg Y Pfindip 10,4 carbon,
atons, or ph J.lf.ﬁ&l: @%ﬁaffg R 'éwi@”s%m S e Erifls B3
hydroqen or vﬂ%ﬂvas fBtafed atl ¢, Lindeba Eﬂﬂ&ﬂoﬂé’rgﬁ'l re%sﬁl&%d(baﬁéaﬂmpto

at ons, o0rs i S+p°0i, n@icked Oat[ Y tergiwratdrat fod oo, codled ae n—§5e¢ rjnd o vdrooxyf (3.4
al koxy or acyirdxy p*eaﬂlquy?amlﬁe 081 85 "t:’avgmﬁm&t@rﬁé mihyas agd ‘b‘i"ﬁ'@@l SM“‘J;%F migture
forman 45 OW fﬁ?ﬁ% ‘r"ﬁﬁJﬁuﬁU&prgﬁaﬁﬁd‘ nggﬁglo ij:jér r% %e nd sidu x:s;
the nol ecul et HEST, s%f’#&? BoR R, WG Bt obend ﬁkaxL Oith

hal Ogenoab kyﬁat& tedﬂihuﬁ&hs odigh ldatsélﬂ‘?c'on d?rl’ed RaGeviapérated tornynass aat the ré%l’dué @bd durified
wherein A ahgfiadH chradatodrapry\oniacsilich gel Salvmn dMerdi $388) usitg 2 Seagh mixsure biknetrelaem gfher

to 6 bixp- §0-0PREC.) B@ ethyl apiate @ §lupesy fhe P
of different? 2 hgreep L OIFRE L4 5}1"’32\?%@"%"‘?‘?‘i'eg'pmﬁgﬁ;’a?'B?ia"“"‘e

wherein [grr i'n aipg ess\YabFiBed BBOVD ab RépesBiNBsiRg 4Bk £1-Rbthyls@eHoRylinfophsH B dikrting
sul phi nyl (- S@e)ialGh patd shaalyithjobénzénewiirdre was s raptatied A-[@1(4-brombihzh-2rvisyipbenyl)-2-
tge sanme or dvdrciwﬂemﬁthvlmvi)—é4dlck*9toan'a¢4(erg/I17°—th°FoxyaI kyl or cycl oal kyl

5 each of up to 6 carbon atonms, or [err] Orl‘}{/‘d-; |s phenyl which bears
one, two gr ‘ClaimedorshrGintracting Statese BB EH O FRIGRIT hal ogen, nitro,

car boxy, carbano and al kyl, al koxy, alkanoyl, al kyl t hi o,

al kyl sul phi nyI %’P ?(‘V{]E'ﬂ'?%‘ﬂg}ﬁff’ "‘Serfl uoroal kyl , perfl uoroal kyl thi o,

-pequl uor oal kyl sul phi nyl, perfl uor 9- al kyl sul phonéa al koxycar bonyl and

N- al kyl ca barmyl each of up to 4®carbon” at ons phenyl , phenylthi o,
phenylsulphlnyl and phenyl sul phon [err] orl[err] I s naphthyl; or

[err] or [err] is 5- or 6-ne hRd ag-eLalnglat,acated heterocyclic
whi ch contains one, two or three i er/oat ons sel ¢cted from oxygen, nitrogen
and sul phur, which heterocyclic mayyoe a single ding or may be fused to a
benzo-rinY, and which heterocyclic |s unsubstituR8d or bears one or two

hal ogen, cyano or am no, or alkyl, plkoxy, alkylthio, alkylsulphinyl or

al kyl sul phonyl each of up to 4 carbgn atons, or oxy or hydroxy
substituents, or WhICh i f suff|C|entIy saturated may bear one or two oxo
subst it uefft s: é? °r¥a % su% °’3pﬁ%§'§[ e 3’0‘1' I‘;o:’o&é
defined abov Zﬁgy i %‘nyl eath o eyr.fvléml h owﬁh&% lphlnyl or
claimed in J; ni.tro, 1 uor onet BY'B}

met hyl -or rret hom;e,reuRZFns cw\an@arbmdyt omtrds tholrd]Odhllth hyinooo‘r iohd, oasroalke[nevlr ]alk\aihd;
R4 are bo#h [aidsubnhiny, alhéwﬁ oy, plasfideroniiy. p[eé&upr]oalhsithmpﬂworwkvlsvlp'ﬁrmerm«r%{omalkyl

A is methyl é‘l’i@m"é‘tﬁﬁ 19,4 CaZham AR AP e Wirlo) PhegYISYIPAITY:PY PREBTBRTRDY or

sul phonyl , ~ A2 .eﬁidriﬁen By gﬁngPEJ&x 4@ BBoRBmE] drd joinsa @I ACKL staidls KEHW, -

V\%dr oxyal kyI orwlcey&.{nfai box® a€dMkoR orlaByléxy eBechCoLPDRNS5 24rB6Fatorhs, or is dined REATYS form an
i gh is ensobsabonyt aduor supkniticd tbgeaires vmmeth‘el HOFE0—3+- arao, ofctﬁarmqleqmlet ftdforms an

‘met hoxy or mets¥ i.m dazol yl

benzot hi azol )L_A)g"ﬁ?ﬁ'}ng RE;LSZ?B)“?%/Ior lﬂ‘ﬁ'ﬁ?ﬁ"ﬂg v uBy¥|4rﬁaob Ay T oW ¢ ﬁ‘afé eu %gt—f Aufed

or which bears \0meihl SR, ViHich Rayle :ﬁméamélorawa&m Ewmauky?eneénupae)slcambh bidRis;

as cl ai medo i n chizrein A2, Whaded® ;'wHidhrmdy beshe satrie|ou diffenemt éugh js a%ectshnlcgfaamleﬂle’of up to 6

nitro, R3 andarfen aieras: lpot h hydrogen, [err] hydr oxy err
[err] is met h‘yll ‘e'f? e'" é”’hé;‘iﬁ‘l ‘Bﬁiﬁ’e t’?LﬁaB‘ﬁl%#ﬁe&"‘ setiF'bﬁoﬁ‘l'lﬂ“”' I_S'é'P'F TV‘.‘-s-SQ—ie'
direct link an EER%KYA mQ)c bt dafe 3r &ﬁérmréaa{@m?vl afRbnyl, Rydibty¥ikyl or cycloalkyl

phenyl, psél ldﬁhh@ﬂfﬁi&ﬁ'l:arbdn tondsDbrR2 onf® is phenyWhiblybeaRliond divo ahthrke substituents selected from
5- et hyI -1,3 hﬁdrodenadjalaml -nRroy Icatbvaz- md I and4 cyafpe acd Mrﬂtkoxv alkanoyl, alkyithio,

3-chl or o- 4- cg FN—'E\? E}g % Ufi a"‘é{ffi“'lpf“ﬁtﬂ pe’"“°’°

arb o to henyl,
3-cil o o- 4- cpigeb sy e W bvidgna el Bt HE S ke o
15 60 saturated or unsaturated heterocyclic Wthh contams one, two or three heteroatoms selected from oxygen.

4-cyano-3-tr inftdogev apedibhyr, wWiich Deterotyctix yraybeavedinuyd rirg-qp hrenyé tisddh o byizptiogiaodiyhizh
ani | i ne; heterocyclic is unsubstituted or bears one or two halogen, cyano or amino, or alkyl, alkoxy, alkylthio,

4- cyano- 3- t 1l L AR L SR GOrROE el et e B L S S

niline; 65 heterocyclic as defmed above for R? or R®. _
4-nit ro 3-trifluoromethyl - N-(2- hydr oxy- 3- phenyl sul phonyl - 2- net hyl pr opi onyl )
T ————

RO O o




4-nitro-3-trifluoronethyl-N-(3-ethylsul phonyl -2-hydroxy-2-net hyl propi onyl ]a

nili-ne;
3-chloro-4-nitro-N-(2- hydroxy 3- phagy{ o p;ﬁ met hyl propi onyl ) ani |l i ne; 20@
4n|t”03tr|fluororrethyl- [ 2- hydroxy- 2-net hyl - 3- (t hi azol - 2-yl t hi o) pr opi

| ] M . 2. An acylamllde as claimed in claim 1 wherem R |s cyano nitro, trifluoromethyi, chloro, methyl or

o R D R R DA e

pr opi ony! dahehyl mbich is unsubstituted or which bears one fluoro, chloro cyano, nitro, methoxy or methylthlo
4nitro- fqu#tP%rOoﬂmw Fm'FlFZ gL, ?lﬂxbenzothmto [thidgliszeiyir mdld\ﬂ-oylpvdhmd)wrmmhosryl I

n ituted tifu
ani i ne 4 s@:ﬁfube asca e |n nfu 'etinxlﬂabg/cyano or nitro, R’h nd R‘lare
, 3, 4- t hi agiilg ‘[?? hyd f%\h lﬁ 8 W:k Q f ur, sulphinyl or sulph
41 t 16~ Sttt Rkl Gl BTES BOGh o b Mtords, 187 lid ¥ilyt, f W%g Eﬂiﬂa 3 :y}{Ti hi o
) pr opi onympthvithiazele:yi, 5- methvl 13 4-th|ad|azol 2-yl or 2-pyridyl.

4-nitro-3- tr"%lﬁf@["ﬁ?fﬁ'ﬂh 2- hydr oxy- 2- et hyl - -gpyrrd 2-yl sul phonyl

) pr opi ony! | %- o[gn cyano N¥3-ethylt i0-2- hydroxy methylproplonyl)-anl ine;

4-nitre-3-tig teg}'ﬁﬁ yﬁv_ﬁ' hon‘f}xf 'lg‘ﬁ’fe 2 m’mﬁm"":g S MERRsY - 2- met hyl pro

pi onyl ani |l i4rgano- -3-trifluoromethyl-V- (3-ethylsulphonyl 2-hydroxy-2-methy|proplonyl)amllne
4-\syano- 3-t Hrfitrqﬁﬂﬂﬂm@mgthvl-w-( -Rydnyat 3aphgnyBulpidniylyd-mathyiprapiamydibailhey | t hi 0) pr opi on
y| | ani | i ne: Aﬁm 3-trifluorométhyl-N-(3-ethyisuiphonyl-2-hydroxy-2-methyipropionyl)aniline;

Cya%’ 3-17y f%ﬁ%ﬁﬁ& yl-ﬁ’xg %ﬁ%ﬁ%h?;ﬁ#gﬂvgw ml];?%pronyl]aml%nI t hi o) propi Onyl

]ani l'ine; 4-nitro-3-trifluoromethyl-N-[3-allyithio-2-hydroxy-2- methylpropronyl)amlme

4uano 3- t rinfitroRotrioutRd rhigthyl-N-(§-2-f iororHaMyth -2y tildyy-2-AreliRbidpiobyladieopi onyl ) ani | i
4-nitro-3-trifluoromethyl-NV-[2-hydroxy-2-methyl-3-(pyrid-2-yithio)propionyl]aniline;

4 cya y“thr“'gr‘c[‘;tﬁjﬁ" HASPISHIVI-EIR- Bveiey 2umatybBriErpati &4 shiathaaeldxy - 2- met hyl pr opi on
yI)anr I ne

4- cyano- 3-t rﬁmﬁ&%ﬁ-ﬂﬁ&&h@fﬂm M[? e A S A W PR S:S%poﬁ&d" S et hyl -
propi onyl ) - @mitta-3xeflucBémethyi-N-(3-f-fludloent@gBonyd- hy‘: VTR VRS i1 adflingn

acyl ani | i de4‘°tﬁ"&3rrefﬂl°rqm°€*1v!a/|\’1fﬂ '!h/d"w'r wt*wb?ﬁﬁvazsléyltblaprqphevlfaem& i on of an

erirectn (TR o e e o
tl

stated in triffd hylpropionyl)aniline
[err] whereisn [ncerr:}ona;a ¢ H@str eormaﬂvmg@p% nyiSul oa‘[rmhfdrow 2-Mbth{l- @
reactive retewprwaianﬂr@ of said acid; or : %pfor t he manufacture of an

AR

acyl aff | i de 8[°Eﬁsﬁ %le anpfgct GFEJ'XEPY of elgimpd nclainy [1¥high, comheses eact i on of
ar. 55 e'?ﬁm eformilpyT 65  wherein [err] and R4 have the
meani ngs stat ed above and vvherel n [err] has the fornula 16 0 100 172
[err] 5 wherein [err] has the nedfyng stated above, wherein [err] is a
di spl aeabl e group and wherein [err] ch that [err] is [err] as stated
above, with a thiol of the forngkta: @ fard wherein [err] and [err]
‘have the neani ngs stated above; or (c t he manuf acture of an
agy) anilide wherein [err] is hydroxy, € reaction of a conpound of the
formuka: - [err] 15 20 wherein [err] and [err] have the neani ngs stated
above, with an organorretal | ic conpound BT the 25 forrrul a: - [err] wher ei n
[err] andN ?errrli' n&rﬁe J@%'rﬁ'&ﬁr Sstﬁétgéjm cB watﬂ Ci ftﬁe ormt?l radical; “or
he manu?acture of 2 an acy I“ant fa ?ﬁ f WeNhtTon wherein
[err] scand [err] are joi ned toge{daeLcksaﬁinun'AAWbonyl oxy gorup, the
reaction of an |soc7yanate of the fornula:- -35
whgrem R®, . X', A’ and A? have the meanings stated in claim 1, or with a reactive derivative of said
acia; or
{b) for the manufacture of an acylanilide wherein R® is hydroxy and X' is sulphur, the reaction of ar.
55  epoxide of the formula:—

al
60 R? NR4-co-31

Rr3

65  wherein R', R?, R? and R* have the meanings stated above and wherein Z' has the formula

R R

16




[err] 40 wherein [err] and [err] have the neanings stated above, with an
ester of the formula:- [err] wherein [faéﬂ nd [err] have the neanings _
stated above, and wherein Ris aIkon 1% 6 carbon 50 at ons:
whereafter (i) an acylanilide wherein [err] i s hydroxy nmay be prepared b ;ﬂ
" the\hydrol ysis of the corresponding acyl anilide wherein [err] is acyl oxy;
or (ii).an acylanilide mherein—H&ﬁfFHWéOhydﬁﬁwyCdﬁdF[err] is hydrogen nay
be prepare he corresp oxazol i di ned
y" be r oBiTHARGE %ﬁ%rar SR it e et
acyl anilide mherern [err] 1s al be prepared by the al kyl ation of the
correspondi ng acylanlllde mhereln [err&L#@—audrogen or (iv) an acylanilide
mherergﬁ e#ﬁ gyacn%déy may ggppre a;eﬂFb t he acyl ation of the
correspond | s hydr o
oxazol i di ne,d,hga & manu T‘ ach(?f dF vjr) rea‘r% 5 'E)Vd)r(l% %ﬁé‘%{%n °p? grrsHad o the
car bonyl oxy group nay be 60 prepared by the reaction of the correspondi ng
acyl anilide wherein [err] is hydrgagen and [err] is hydroxy w th phosgene
[err] &% (vi) an acylanilide wher&in [err] or [err] is sul phi nyl or
sulLphonyl or wherein one or mog e ;f \rr] End a substituent in the phenyl
or{Tpterocycllc group [err] oRY-e AR y¢&EPpRiI nyl
| uor oal kyl sul phi nyl or phenyl sgphi nyl, or is aIkyIsquhonyI,
per fl uaeoal kyl sul phonyl or phenyl sul phonyl, imay be prepared by the 65
oxi dation of the correspondi ng acyllanilide wherein [err] or [err] is
sulphur or wherein one or nore of f%rr] and 17 0 100 172 a substituent
i Nvhe phegidreiRk, REIREIFOGHE RS v Haai ﬁ&srslatédrabL\%r fvkth énsorgén%)hle{am: Bompound of the
per f | ues oatoleydta:hi 0 or phenyl thio, respectively; or a racemc
acyl anilide wherein [err] is hydroxy may be separated into its. optical
i somers by fornrng an ester of the dfoxy—4-oMp [err] with an

optically- R L.X %elﬂd ndgf‘%{réa{hb ﬁ'garia sgke%aﬁg\yeeag gneg 5 Gf!(?, t hus

obt ai nggl, an afaﬁlbéé%hﬂ&cﬁ e oFtH&InAEnBorfW e%{: k% ﬁgd"tgbethesto form
~7. A phar namwnmaa) gadlip, the treaciidhadf Win ROCYRRAEd dfitiToikllac-h conpr | ses an
acylanilide, clained in claim1, in association with a

phar maceuti cal | y-accept abl e diIuentrdr carrier.- 8. A conposition as clained
in claiggn 7 which is in a formsuitableyteg oral dosage, as a tablet,
capsul e, aqueous or oily solution ~/ \\s ? or ermulsion; or in the form
of a sterile solution or suspension s¥ or parenteral adm nistration
or in the formof an ointnent or |otiolfor toprcal adm ni stration, or 10
in the formof a suppository for anal or}vaginal admnistration. 9. A
conposition as clained in claim7 which g¥dditionally contains one or nore
drugs selected from anti-oestrogens, aromatase inhibitors, progestins,

i-nhi bi t or swhereig 8h &8 end RS haverthe meanings etated EMVRI-W'thanaFtengié'? forsylagtoxi ¢ agent s,
antibiotics and anti-inflammatory a %f Ihezu§e of a compound,
clhermed® in any of clains 1 to 5 for e nan acture of a medicanent for
produci ng an antiandrogenic effect in a @arm bl ooded aninmal. Clains for the

Contracting State: AT 1. A process for the manufacture of an adylanllrde of
t he formul \ghe_rel X1 A' and AZ have the meanings stated above, and wherein R IT %Ifyllf updjo 6 carbon

t
wher ei A° [ efPTy Jiygb?!%ﬁg WRAERATOY hyar o) ol 41010 oy U (ol Y cohr @8l
hydr ogen, gdyianii h ngﬁw| Jomanoyl, al kyl't al kyl'sul phi nyl,
al kyl sul phonyii,an pmdhlluuowménkﬁ is hmwdvlaumn‘dawd;dg'emmey bgxeedated by el hwrblysrs of the
sul phi nyl mfrep@nﬁlhmeraedlp ;g fy kecprepast ae:gesr:r@e incraragenh id) ghave: oy
phenyl #hi o, rrged fy petanibes Moe rfers T onalty! e phaipiTed Rhdieetfyiaten of t't?yarrssm"d'"g
car banoyl, CH' gﬂaHﬂ&&whé‘r 5 % acpIBW'HayoBe kQPQed By | ARRK lof Rl dovbddBhding 40
al kyl sul phhd%éhu.deabr’(eydusaﬁl hm&,, orper f | 'uor oal per f | uoroal kyl t hi o,
perfl uor oal ky#)saulopézplm]dedlgne karéih Bbard® larel 19med together to form a carbonyloxy group may be
prepared by the reaction of the corresponding acylanilide wherein R* is hydrogen and R® is hydroxy with
phosgene (COCI,); or
(vi) an acylanilide wherein X' or X2 is suiphinyl or sulphonyl or wherein one or more of R', R®and a
substituent in the pheny! or heterocyclic group R?, R® or R® is alkylsulphinyl, perflucroalkylsutphinyl or
phenyisulphinyl, or is alkyisulphonyl, perfluoroalkylsulphony! or phenylsuiphonyl, may be prepared by the
65 oxidation of the corresponding acylanilide wherein X' or X2 is sulphur or wherein one or more of R, R? and
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sul phonyl each of up to 4 carbon atons, or phenylthio, phenyl sul phinyl or

phenyl sul phonyl ; wherein [err] is hydrogen or hal ogen; wherein [err] is
hydrogen or alkyl of up to 4 carbon¢ is joined to [err] as stat“
bel oW, wherein [err] I's hydroxy or a y or acyl oxy each of up to 15 i

car bed at Ogsubstitizerit n th@ptivad ot Bet¢redytilc draupRARTOERT? idldikyltinizypeeiubrosiiptithigron pigengithid)

that toget respectivetyhot (nida rahbrﬁl@a@an jeg whendin RYje hydidxe mal be separpigd info Bgpptical isomers
oxazol i di néﬂi?sﬁgl\%gtﬁﬂ }f{)"“ gfﬁ] 1;‘"3‘1%2 pargggilv-aar"etﬁgglg jng be FiagpreqizPrmegc 4
carbon 3t off® %g rcal or sterin %:Eogrgp élf @raﬁ Ia(@l fibé, l:lai‘?rréq mAhz}almV'thCh
may be the %ﬁoﬁwuﬁc?m ticaflflacdeptabl ¥ t%F‘@ar carbon at ons;

A

wherei n A2, &bfpdsitioh bs Mrln&hm AByn DRhitH IS insdonh snrtauﬂa ff)if c&ﬁlelniage,eac fables capsule.
direct lin qunmouabtkqﬂlv soletiauf or ispspeEsidd Qraeniybwnaorormhe fatvepfed sterfie plgtioq 9y sugpension.

whi ch g F{gﬁthaprﬁ){péﬁarﬁe;eetadm'ﬁm@r@pg’&'"é*zf % W”%’GPE%PHS? | agmigjstrgtiog. or
sul phony nBfis bAEorSAB arhs SHebbg Fremt |
each is’ al lsx&.ie baers) 5 ?Em}\ mxmﬁ 'if'rey rlsyaf S s o e

carbon at oRalodaks, oteirc éghms] antrsaotp:bem;/ ntMJfﬂaoimahmaagantsne two or three

substituent s WeTkeoisedf & somprtnddelaimedhin anwp 1 19i8fprghe E'afl‘%%’ﬁ of aqpasieAmeM fund
cyano Hhd peadusing arraanrmérpge%rf Rfé"ﬁwr'wam' Rigpdadisgimal| kyl sul phi nyl

sulph erfluoroal kylthio,
perfl uoroal%%\{+5f°f)&h per t]I'*uo"rgo- al kyl sul phonyl , al koxycar bonyl and

N al kyl car bannyal praaﬁsrfoo&\e ohandfactuée gfaanlaeylandiide wthe a:mrdulpnhenyl , phenyl t hi o,
.phenyl s# phi nyl and phenyl sul'phonyl; or [err] or [err] is naphthyl; or
[err] or [err] is 5- or 6-menmbered 60 saturated or unsaturated :
}‘e’rocycl i c which contains oge, two or threesheteroatons selected from s
oxygen ni trogen and sul phur, i ch heterocy Iic nay be a single ring or
may be #uised to a benzo-ring, ich rlete clic 4 i-,unsubstltut ed or
.bears one or two. hal ogen, -6P- 'I"k v, A0 Koxy, al kylthi o,
.al kyl sul phi nyl or al kyl sul phon ch of upt 4 carbon atons, or oxy or
ihydroxy substituents, or which 1f sufficientlyésaturated nmay bear one or
two oxossubstituents; and whereip [err] is phenyl, naphthyl or 65
het erocyclic as defined above fof R7 or [err] characterised by:- 18 ~ O
100 172 (a) the reaction of an amd ne of the formula:- wherein [err] and R4
have the neanings stated above, with an acid of the fornula:- [err] wherein
[err] aBg [ er wherbia\R id henorearhamod, mitratfigcroathtore, bremo,ipdohorahydegert, iov @lkyl, alkoxy,
derivative %@"@hr lkvithipd. a“‘liF“' %f ﬂrv'svh@owh Eﬂ*‘%@l‘@lké' cerfl ﬂ’° b»g‘r@ sz@ oalkyl-
wher ei n [ersr‘ 'i"‘é‘ ﬁfa'rlﬂ‘%?a'ﬁ'r'fd F $ach &F 4p it 5700 A8™Prey AYisyphinyl or
epoxi de of TRELEA T B cyarke? chbardbyl, WRET Rico, | Bckd, il 36 m,veortmnmamyngs
st at ed apovaacyemdn MQn@rsmp%nylhﬁa‘rubhelkyﬂ,qreﬁubaar[(mhro] pedfuovdaryi&iiphiryesr perfltasalkyie
meani ng st auptorybegie of umeﬁearhorzaoms oaplmn\dqbioae'mmléphgwbﬁrrphmumhwér n [err]

s such that [vesrein Riish ape “°&§a' . i 18, 4 or.mul a:
(3001 40 wner MTORE 1 rforaruév P *gﬂaw:na:riqws@ S N
manuf act yr eoxp b%ﬂyla&}{ p2Bih &B@ldﬂm{ el i of Lt he nr&a;mbl.onoraé h

conpound of oxadvédifieifoneig@up; 45 [err]
whezrem Re rss alkyl or halogenoalkyl of up to 4 carbon atoms, or has the formula —A>—R® or
—A—X2—A5—R®;
wherein A! and A% which may be the same or drfferent each is alkylene of up to 6 carbon atoms;
50 wherein A%, A? and A%, which may be the same or different, each is a direct link or alkylene of up to 6
carbon atoms;
wherein X' and X3, whlch may be the same or different, each is sulphur, sulphinyl (—S0—) or
sulphonyl {(—S0,—};
wherein R? and R®, which may be the same or dlfferent, each is alkyl, alkenyl, hydroxyalkyl or cycloalkyl
s5 each of up to 6 carbon atoms, or R? or R? is phenyl which bears one, two or three substituents selected from
hydrogen, halogen, nitro, carboxy, carbamoyl and cyano. and alkyl, alkoxy, alkanoyl, alkyithio,
alkylsulphinyl, alkylsulphonyl, perfluoroalkyl, perfiuoroalkylthio, perfluoroalkylsulphinyl, perfluoro-
alkylsulphonyl, alkoxycarbonyl and N-alkylcarbamoyl each of up to 4 carbon atoms, and phenyl,
phenyithio, phenylsulphinyl and phenylsuiphonyl; or R7 or R? is naphthyl; or R” or R? is 5- or 6-membered
so  Saturated or unsaturated heterocyclic which contains one, two or three heteroatoms selected from oxygen,
nitrogen and suiphur, which heterocyclic may be a single ring or may be fused to a benzo-ring, and which
heterocyclic is unsubstituted or bears one or two halogen, cyano or amino, or alkyl, alkoxy, alkylthio, .
alkylsulphiny! or alkylsuiphonyl each of up to 4 carbon atoms, or oxy or hydroxy substituents, or which if
sufficiently saturated may bear one or two oxo substituents; and wherein R® is phenyl, naphthyl or
heterocyclic as defined above for R” or R®, characterised by:—

-
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wherein [err] and [err] have the neanings stated above, with an
organonetal | i ¢ conpound of the 55 fqr [err] wherein [err] and Je
have t he neani ngs stated above and Nﬁ guh HZ? radi cal; or 60 ( xﬁ%
t he_.ranuf act ufapth@feadtion@E jih &finé bitRe BFmdlite- | nvention wherein [err] and
are~y0|ned together to forma carbonyl oxy group, the reaction of an
i socyanate of the formula:- 66 19 B 100 172 5 [err] 10 wherein [err] and
R3 have the meanings stated above, withan_ester of the formul a: - [err] 15
wherein Ferr] and A2 have the nmeanpbngs g \ed aboye, and wherein R is. alkyl
of up to 6 carbon atons: whereaft8f N vF%hlIlde wherein [err] is
hydroxy may be prepared by the hydrol ysivagsf the correspondi ng 20
acylanilide wherein [err] is acyloxy; or {ii) an acylanilide wherein [err]
is hydro¥y and R4 is hydrogen may be prepgsed by the hydrolysis of the
correspondi ng oxazol i di nedi one, which nay be prepared as described in
par agr aph  (where®FOVRE; R*Qihd BF hdv thdlineaRiigsdtdied éiﬁvé/\/@ﬁﬁ @h eid &fekd folnsuisakyl may be
prepared by the al kylation of the corresponding acylanlllde wherein [err]
i s hydrotfen; or 25 (iv) an adiP-GmERR 'mﬁ%ré?ﬂ*[err] i s acyl oxy may be
prepared b | atg: 0 err
g L T EAC i

t her to f@f for the G bfadtyrs @Kyh SviIeni e RérdER IS BARIXE Bndy it E\ﬂprrua&mtrb&ﬂoroéf ahhe
correspowdwngmudyﬂadwhmue—mherein [err] is hydrogen and [err] is hydroxy
wi th phosgene [err] or 30 (vi) gn acylanilide wherein [err] or [err] is
sul phi nyl or sul phonyl, or wherein e or nDre of [err] and a substituent
i R_p he phenyl or heterocyclic group R is al kyl sul phi nyl,
perfl uorsmal kyl sul phinyl or phemy r4-z0agkyl sul phonyl
perfl uoroal kyl sul phonyl or phenyl sul , may be prepared by the
oxi dation of the corresponding acyl an de wherein [err] or [err] is
sul phur, or wherein nore of [err] and- B substituent in the phenyl or
het er ocysl | whegdi®RDRY, &F sild R* Bve[tRd Mpanings athisy bisdvb Bnd Waedin B'afa @lelorivhi 0 or
phenyl thio, 35 respectively; or (vi) a racem c acylanilide wherein [err] is
hydr oxy may be separated into its Qgé%fal i sonmers by formng an ester of

the hydroxy group [err] with an 1 R &p separating the

di ast eregi soneric esters thus obt ai néd, and t hen hydrol ysi ng each separate
ester to thehendicRAMaS the hearingstaierabdve, @herbih @ iga Bidplavestile g}omfanamha:@mlﬂans suckithaof
t he for nmul a—SH@li-ed +A'—chsstarediabayrewith a tigh of the fesmelgiano, nitro,
trifluoronmethyl, chloro, nethyl or net __&_%grr] is cyano, nitro,
trifluopgnethyl or chloro, R3 and [err] afle bot h hydrogen, [err] is

hydr oxy, [ ek#dreih & 4HatARYhveQhe thédningsitaredBicky:lor [err] is nmethyl ene, ethylene
or et hyl i dene (e} fanieg marsifaawrepdfan acysanilidh whigrein R isshyldi iy readtien of] a ¢opnpaurdi of ot
link or nmetfaymdaie and R7 is al kyl, al kenyl, hydroxyal kyl or cycl oal kyl each
6f up to 6 carbon atons, or phenyl gwhich is unsubstituted or which bears
onef | udfo, chloro, cyano, nitro, thoxy or nethylthio substituent, or
thienyl, imdazolyl, thiazolyl |azonI thlgdlazolyl pyridyl or
pyrinidinyl whi ch” i s unsubsti t ®fed R*heence-Bhe chloro, brono or

met hyl 45 substituent, characterls .- (a) the reaction of an am ne of
the forfl a:- so [err] 55
wherein [err] and [err] have the neaglngs stated above, with an acid of the
formula:- [err]

wherein R, R% R®, R* and R® have the meanings stated above, with an organometallic compound of the
55 formula —

aVa S
A7

R7—AZ—X'—A'—M

wherein A', A%, R7 and X' have the meanings stated above and M is a metal radical; or
60 (d) for the manufacture of an acylanilide of the invention wherein R* and RS are joined together to form
a carbonyloxy group, the reaction of an isocyanate of the formuia:—

65
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wherein [err] and A2 have the nmeani ngs stated above and [err] is hydroxy or
acyl oxy as stated in 60 claiml1, or with a reactive derivative of said
acid; or (b) for the manufacture of g2 oac:;ﬁ,?ni | ide wherein [err] is

sul ptiur, the reaction of an epoxide. of the tormula:- 65 20 0 100
[er™N~wherein [err] and R2 have the mrkani ngs stated above and wherein ?e?
has the fornmula 10 : : [err] wherein [€Tr]
has the neaning stated above, wherepn #2 i éy spl aceabl e group and
wherein.[err] is such that 15 [e s -/ -"as stated above, wi.th a thiol
of the tornula:- [err] wherein [err] a rr] have the meanings stated
above; or 20 (c) the reaction of alconpound of the formula:- 25

[err] a e h -wherein [erg3] and R6 have the neani ngs stated
above, ’vvith an organonetal | ic compound of the a 30 formul a: -
[err] €~ a wherein R, R? and R® have thé &S sthted idovél Mikh [af edtér df nedortribia:-reani ngs
stated above and Mis a netal radical; or 35 ; |(-x7d) the reaction of an
isocyanate of the formula:- ic re i O.L—CR—A'—X'—Alg

[err] or b wherein [err] R2 have the neani ngs stated
above, fith an ester of the fornula:- 45 [err] 50 wherein [err] and [err]
ha\e/t he nRRRinEs RS X318 dndFOnsRe the MtkaniRg stitstl dBoves ad WiydreiDR isUgtkyt of up tg B cdybon

at ons, f ol dtewedvhbreafteydr ol ysi s of the oxazol i di nedi one thus: obtai ned; .
wher eaf t er (li(i)_la_faPPVlﬁo"}/i#%swh?’F‘FI &° \shyreoy, MRk PP [Preparef Py the frdinlis £k s O EPRLAINg
the _h_yd@ol%?i'ﬁ I?L\::’y aﬁ#:ie%w j’%r?@?ﬁf}d%gﬁyﬁ‘ vatod€n WAL eSrEbaleBoy Inelngardgiis SPtde
or (i) ancoﬁééﬁ@ﬁ&?h s lidiRaiole SWHidH thay HeprepHiel 35 HasLrited inSpakaaipR yd) abavy: dre
preared by iiiar siylatidwherbin tRids Syl m&yobe pepaadlbngheadiiation lof the asfrespending
[err] is sasiphilide,wherein Ris vdgaga'sagvem c acylanilide nay be se arahted I nt od.i ts
. opt i cal zsi soné‘l'_’sf'b&é’li@l‘ Weeraih R s asyloxyr mevmRe PrepRTed by é‘Pc?ﬁ‘BatPEr"if]' SiorRePRR™N9
optical | y- & \?)' 0 }{i& eé? Iﬂ&?ﬁﬂ‘ iféﬁ%sq}e%ﬁﬂtgﬂﬂﬁpmhﬁa earb&iiyfoxy grdSp may be
obt ai ned, &Bshrddby'th i Vithed @rrespBRdisERAaMAR viieted R*lihytibgertAnd S @ hydioRy with

- 3. A procgmsgenetcache oranuf acture of an acylanilide of the fornula stated

in claim 1 witerasisyigndide whersing® or Xiip sulRhinberistiRenyl, pewherein gnecy o of ) pRgy
oo e e T R P
S S B

is the =Y F idhur, 61
d f th ) n ur,
sul phonyl : ngsdn: 1}n&i$&h&%€het&rg?kucaga&hg[mﬁﬂ or yz;ips(alkwio, oérﬂwgquqlt}ijo O?wfta-a\nthio,
- at ons, 4 tespeativielyl or (pherngdmic @y |lmyrvm§hagrf5 3 ?is,!\ pmey besepyrated into its optical isomers
4- met hyl t hbwfepinganygster of thedy iy roup R with pneptisgiyactye qic, ggparsting th¢ dgstereoisomeric

: gséﬂ‘s obt3ig nd then’hydrolysihg each separate ester o the aicohol. ' _.
characteri .. 'roceg or %-?é manufacture of an acylanilide of the formula stated in claim 1 wherein R' is cyano,

nitro, trifluoromethyl, chioro, methyl or methoxy, R? is cyano, nitro, trifluoromethyl or chloro, R"_ and R* are
40 both hydrogen, R® is hydroxy, R® is methyt or trifluoromethyl, A is methylene, ethylene or ethylidene, X'is -
sulphur, sulphinyl or sulphonyl, A? is a direct link or methylene and R" is alk_yl, alkeny!, hydroxyalky! or
cycloalkyl each of up to 6 carbon atoms, or phenyl which is unsubstituted or which I:Eears one fluoro, ghloro,
cyano, nitro, methoxy or methylthio substituent, or thienyl, imidazolyl, thiazolyl, benzothiazolyl,
o/ thiadiazolyl, pyridy! or pyrimidinyl which is unsubstituted or which bears one chloro, bromo or methyi
" 45 substituent, characterised by:— ’
{a) the reaction of an amine of the formula:—

-

]

Rl

50 .
R2 NH,

- s5 wherein R' and R? have the meanings stated above, with an acid of the formula:—
HO,C—CRSRé—A'—X'—A?—R’

wherein R®, R7, X', A" and A? have the meanings stated above and R® is hydroxy or acyloxy as stated in

60 claim 1, or with a reactive derivative of said acid; or . )
(b) for the manufacture of an acylanilide wherein X' is sulphur, the reaction of an epoxide of the

formula:—




0 100 172 (a) the reaction of an amne of the formula:- [err] 10 wh
[err] has the neaning stated above, with an_acid of the formula:- [efr
wherein [err] and [err] have the neani ngs"g?aiza above and [err] is Ry y

or @I oxy as stated in claiml1, or 15 ;with a reactive derivative of~Said
aci dor (b) for the manufacture of an asyl anilide wherein [err] is

sul phur, the reaction of an epoxi de_of theg/fo\mula:- [err] 20 25 wherein
¢ \ eNnlcdiad the formula [err]
A [

[err] has the neaning stated above Ré"
wherein ZZ is a di spl aceabl e group, with a_thjol of the fornula:- wherein
[err] has the neaning stated above; or 35 (c) reaction of a conmpound
of the fornul ahereingy' pijd Rfrh@veethe meanings stated abéve andwhéreig Zshasttiedomlutve, with an
organonetal li c conmpound of the fornula:- 45 [err] wherein [err] and [err]
have the feani ngs stated above and s a netal radical; whereafter (i) an
acylanilide wherein [err] is hydraxyrenRyrbgr RERPULLHARDY2 t he hydrol ysis of

t he correspomng r?i(‘)[l |1z'icyl ani | i de wherein [(3”] I's acyl oxy; or (ii )ban :
acyl anilide prewn|i° Pasitire meaging stiateth oy, winerei " jstecipplaceably gtvep pidopimrercR’ iy sich ehat
oxi dati'on’®f THERCorF sdpoRtFAgd akaye-afith aithie! ahtherfemiviefarr] is sul phur; or
(i) a racemc acvlanilide may be separaged.igio its optical isoners by
'fokging an ester of the hydroxy group [err] with an optically-active acid,
separ ati ng t hevhereia il endoAfi reentbe meardrs tatedtabayve; @bt ai ned, and t hen 55

hydrol ysi #) eacHeldepapgtier ofasqoppoyng of He fermelghol . 4. A process as clained in
sclaiml, 2 or 3 wherein in the starting materials [err] is trifluoronethyl,

is cyano, [err] and R4 are both hy®lifogen, [err] is hydroxy or acyl oxy,
I[exr] is nethyl, [err] is nethylene, =/ is sul phur or sul phonyl, [err]
jis adireet link and [err] is p- f IrRAC n@J nuwberaaRfer if [err] is

acyl oxy the conpound is hydrol ysed to tNae_gorrespondi ng conpound wherein
e[err] is hydroxy, and if [err] is sul phdr the conpound is 50 oxidised to

hthe corr espongingginCORO uitd R\Vhse Ghé) meBrifds dtfteds BbRBOMIN an GRjarometallicOcombobhd df/iRe
Pat ent anspe# uclembia— di e Vertragsstaaten: BE CH DE FR GB IT Li LU NL SE 1.

a O .
Acyl anilid der Fornmel R5 5 ~Ri RS

r

eRRA-COCA ' -A2 R7 20 =J R—A—X"—ATMRR 15

8~ R3 WOr iRedin A Az, EEAART hdve iHeaREaNihgs ditdd fDoved dnd M R-a rfdidi AaRal; BF OMD, Jodo

,Js: oder \assgs st of f(dp#ereadiol Bt an isocyanate of the formula:—

ic . . rl

o' . .o .

Py 40 . | R2: NCO

0,

vl wherein R' and R? have the meanings stated above, with an ester of the formula:—

i N 45

RO,C—CR®~—A'—X'—A2.—R7
|
OH

s0  wherein R®, R7, X', A' and A? have the meanings stated above, and wherein R is alkyl of up to 6 carbon
atoms, followed by hydrolysis of the oxazolidinedione thus obtained; whereafter
(i} an acylanilide wherein R® is hydroxy may be prepared by the hydrolysis of the corresponding
acylanilide wherein R® is acyloxy; or : '
(ii) an acylanilide wherein X' is sulphinyl or suiphonyl may be prepared by the oxidation of the
s5. corresponding acylanilide wherein X' is suiphur; or
(iii) a racemic acylanilide may be separated into its optical isomers by forming an ester of the hydroxy
group R® with an optically-active acid, separating the diastereoisomeric esters thus obtained, and then
hydrolysing each separate ester to the alcohol.
~ 3. A process for the manufacture of an acylanilide of the formula stated in claim 1 wherein R! is
6o trifluoromethyl, R is cyano or nitro, R® and R* are both hydrogen, R® is hydroxy, R® is methyl, A' is
the {nethylene, X' is sulphur, sulphinyl or sulphonyl, A2 is a direct link and R is alkyl of up to 3 carbon atoms, or
is allyl, phenyl, p-fluorophenyl, thiazol-2-yl, 4-methylthiazol-2-yi, 5-methyi-1,3,4-thiadiazol-2-yi or 2-pyridyl,
characterised by:— '

lin
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Al koxy, Al kanoyl, Al kylthio, Al kylsulfinyl, Al kylsulfonyl, Perfluoroalkyl,
Per fl uoroal kyl thi o, Perfluoroal kyl - sulfinyl oder Perfl uoroal kyl sul fonyl
m't-jeweils bis zu 4 Kohl enst of f at oigeqoadqrz2Phenyl t hi o, Phenyl sul fi nyl CBD/
oder .Phenyl sul fonyl steht; worin R2 for Cyano, Carbanoyl, N tro, Fluoro,
QT@ Br ont8) el esactipg @hanateine o theafaoyita:—Al kyl t hi o, Al kyl sul finyl
sul fonyl, Perfluoroal kyl, Perfluoroal kylthio, Perfluoroal kyl sul fi nyl
gei |l s bis zu 4 Kohl enst of f at omen oder

nyl steht; 25 worin R3 fOr
serstoff oder Alkyl mt bis

oder Perfluoro- al kylsulfonyl mt C&
Phenyl shi o, Phenyl sul fi nyl oder PhenyTgufy o
Wasserstof f oder Hal ogen steht; i n/R \,
zu 4 Kohl enst of f at onen steht oder er bunden ist, wie es nachstehend
angegeben ist; worin R6 fOr Hydroxy od€r— Al koxy oder AcyI oxy mt jeweils
bis zu,ld mmm%@%gﬂegmstﬁh@movgqﬁtﬁ afadia FAndRiddIa:Bl | dung ei ner
Oxycar bonyl gruppe verbunden ist, so daa es zusamen mt dem-NCO C 30
Ted des Ml ekd s ei ne Oxazoli d| NOLGACR CHPeCliN'eBt ; worin R6 fM Al kyl oder
Hal ogenoal 4 Koh enstoffatomanssteht oder die Fornmel -A3-R8
oder - Ad- %&%iﬁf,?\%ﬁ f,s Tetated hAye 38 R Ve §12ayien a8 siated epamH; ¥den
sein Konnen {b) BMRME Ba Ynedaylﬁﬂllﬁdemh%reﬂpx‘ﬁsgﬁmltﬁntﬁé ga&%h%ﬁeﬁéxm%?the35
fin A2, fédwland A, wel che gleich oder verschi eden sein konnen, |eweil
f ei ne direkte Bi ndung oder Alkylen mt bis zu 6 Kohl enst of f at onen
stehenz' . worin XI und X2, wel checRy ei ch oder verschi eden sein konnen,
jewei I's fur Schwefel, Sulfinyl (-SO oqer Sul fonyl (-SO2-) stehen; worin
R.~nd R9, welche gl eich oder ggersc / N\ Sejp-dernen, jeweils fO Al kyl,
Al\kenyl , Hydroxyal kyl 40 oder Cycl oY mt jeweils bis zu 6
Kohl enstoffatorren stehen oder R7 oder<RP fOr Phenyl steht, das einen, zwei
oder dfei 1St | n V\asserstoff,
Hal ogen, ?’?@,#&Lﬁ%ﬁ%nﬁr{ﬁ%ﬁ' a% ea%gﬂ'%/mw hes th Rf’ﬁ“? Al koxy, Al kanoyl ,
Al kyl thi o, Al kylsulfinyl, Al kyl Pfonyl Perfl uoroal kyI
Per f | uor oal kyl t hi o, Perfl uor oalé’i ﬁ in oaI kyI sul fonyl ,
Al koxy8ar bonyl und N- Al kyl car ba ()'(A 'I Lcmé'lfz’)ﬁg zu 4 Kohl enst of f at onen
und PhenyhvherEh%jélatd'ﬂpﬂceth@?dﬁbS\MHd il ofliﬁUjfoRIﬂfH’!éd sul fonyl, oder R7 45 oder
RO f O Napht hyl steht oder R7 oder RI fOr einen 5- oder 6-gliedrigen,
gesatti gt é‘ﬁezﬁ)ﬂ ggf YeePbzykl us steht, der ein, zwei oder drei
Het er dat one @n'?‘fﬁ' ad’f’@'p%\ Maf"™Ugind aus Sauerstoff, Stickstoff und
Schwef el , wei cher Heterozykl us ely ei nzel ner Ring sein kann oder an einen
Benzorlng kondensi ert sein kann<End wel cher Heterozykl us unsubstituiert ist
oder einen oder zwei Hal ogen-, Cygym oder Am nosubsti tuenten oder Al kyl -
Al koxye, Al kylthio-, Al kylsulgd2 / s\ N;Alcl@yb&dgf onyl substituenten mt 50
jeweils bis zu 4 Kohl enst of f at oneN gr Oxy- oder Hydroxysubstl tuent en

—

tragt, oder welcher, sofern er ausrerchend gesattigt ist, einen oder zwei
Oxosubst i {eRihe2 nid R ider ei nen
Heter agyklus, w g éﬁgogae@@%ted%g‘ﬁe\é\g{tﬁ R éaeriolgﬁtl{?? wésofnm&{ay*lﬂg
Acylanilid nach Anspruch 1, worin RR¥¥—@yaiv0, Nitro, Trifluoronethyl,

Chl or o, P’"&‘h'yt" qdeJ Met hox S'Eiehtgftel"(ffm §0§4"§f‘ fNall t rgal ;n%ﬁ{uorom&t hyI

. oder Chlo

Hy dr oy sta@,hﬁ.l,d Ifrgﬁ R@‘ xyo%fh éj@r%’ ar?'? v th Y] rg'ys,bﬂ 10 SNt ‘h°"|d'"ﬂ
Et hyl en oder (iiEshydyiadiade Wﬁe&hﬁ X' X6 suip@’nyﬁﬁﬂweﬁyl nﬁWbElpF%bhre@d:?l’theSbﬂléaﬂ&ybf the
st eht, Mcﬁwagdweﬁw;xggﬁehml&dbﬁ gulebler orVet hyl en stgh'fn und R7tfufrthAfI, Iéyl
Al kenyl eagﬂa e ozruln an ester o € Nyaroxy
Kohl engt oHt ,Qg;gﬁz‘agg s G ‘:oaf %%"@b ?jf)"fﬂ?'@ ooty e%edﬁg’"éf’ﬁté'ﬁeqzlaﬁ%pﬁ",

| oro-, Cya# Q-pro&ltsta& Qtalme &8 held iA YHel sitirthg Lkted riais RE BttﬁfﬂonoHe%l rager
Th i e nyl, levendd® atd pre‘ﬁhthazdlbgeln, R-” Bemaroxwur agyiixy,IR® is ethgiclA'dg mbtyiylene Py ris siliphur@d

o) 3un %""*"‘”‘*%%’fz%""t“sé%éfwa%“*ﬁs’ﬁ?%zzzmﬁ%ﬁﬁ e
Met hyI ub n W 12€ CampopRe IR
f M Tralﬁfl uororret h::e Of dmgF?ﬁ jnd hgrr‘?b oder Ifro steht, R3 und R4 bei de

fur Wasserstoff stehen Rl fO Hydroxy steht, R fOr I\/Ethyl steht, Al fO
Met hyl en steht, X' fO Schwefel, Sulfinyl oder Sulfonyl steht, A2 fO eine
di rekte Bi ndung steht und R7 fOr Al kyl mt bis zu 3 Kohl enst of f at onen oder

Al lyl, Phenyl, p-Fluorophenyl, Thiazol-2- y| 4- Met hyl t hi azol - 2-yl
5Methy|-134 65 thi adi azol - 2-yl oder Pyrldl steht. 23 | '
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0 100 172 4. Di e Verbi ndungen W
~~3- Chl or 0-4- cyano- N- ( 2- et hyl t hi o- 2- hydrHi( - A ret hyl propionyl ) ani lin,
3- Chl or 0- 4- cyano- N- ( 3- et hyl sul f onyl - x -22 met hyl propi onyl Vani | i n,

4- Cyamno- 3- t pibhtpRIGRS f1 die %rérzgsbem%e—&:sﬁﬁwé i RPRO¥E SU

IfonWropl onyl)an il in,

54- Cyano-3-tr i ¥ %mmmdrmﬂl- (3- et hyl sul fonyl - 2- hydr oxy- 2- net hyl propi onyl ) a
nili:n,
4-Nitro-3%trifluoronethyl-N-(2-Rydroxy- 3- phenyl%sul fonyl - 2- net hyl propi onyl ) a
niliin, :
4-Niitro-3-trifluoronethyl - -t hyNsul f.amleo2eintdxdxaz-27net hyl propi onyl ) a
niliin, 3-Chloro-4-nitro- N-(ZRh - phenyl t h} o- 2- net hyl propi onyl )anilin,
4-Niitro-39rifl uoronethyl-N]J2- oXYy- 2- met hy t.;3-(th i azol-2-ylth io) pro
pionyllani | in, to R :
4-Niitro-3-trifluoronethyl-N(3-all (Ithi 0- 2- hydr oxy- 2- net hyl propi onyl )anilin

’ 3 : :
4- Niftro-3%trifl uoronet hyl - N-( 3- p-fFuor ophenyl t hi o- 2- hydr oxy- 2- et hyl pr opi on

yl)anilin, R‘fC I, Nit F Chi Jad off od

4- NLDr 0- 3 t 1 Auk eyl OUAaREYS, TRy, ey T i g R e, Paiceor i T P by
I ani{l in, 4- Mjlflﬁﬂoaerﬂ’érlﬂfl&rbmk’yﬁﬂﬁnhlyﬁlt ;Nwé.@bhydu Kishjengtofi@brhaH odBrF(hSnmbmhbny]sulfmyl
, 3, 4- thlaellapzierlﬂl@n»%ﬂutfmmt ¢htopi onyl | ani Li n,

4-Nijtro-3-trjf ng{kmjlfonyﬂr%wmm& Flg: luoroa PIthlo rfﬁgroam Pﬁn#‘%ﬂ%@éﬁlgmgo

) pl’ i onyl l yl mit je e|1s bis z ohlenstoffatomen od henglthto Phenallsulflnyl oder Phenylsulfonyl
| tro-3- tsﬁdh uoronet r2 ydr oxy- 2- met -(pyrid-2-ylsul fonyl)prop

I OI’IYI | anizsi n, worin R? filr Wasserstoff oder Halogen steht;

4-Niitro-3-tri fnr:e;gre@‘rfg erwf‘@erp‘!"m mih bis pritopleasietiatamen stebtpden iR} verbyrdemist. wieo
pl Onyl ) ani | Ieﬁ n R® flir ro oder ILo::i;:ug ! gn?gxo%n jel}fl_veuls blp %dlgﬂxyen%to%t%nx* stght g&er mit

i azol - 2-yl t hga tepﬁﬂﬂh é verbunden ist, so dal es zusammen mit dem —N—CO—C—
~~4- CyanQp 3-Teil idéd M&]élﬁli&trh)dxazbh imdidhglibpecbitder; et hyl - 3- (pyri d- 2- yl t hi o) propi on
ylianilin, worin R® fiir Alkyl oder Halogenoalkyl mit bis zu 4 Kohlenstoffatomen steht oder die Formel —A3—R®

4 Orang. 3 r St wicns o <28 vhocBb M e el Yool ATl M D8
K ff h

4- Cyano- 3zt rit L‘bﬁ“m&%‘ﬁm Weters diidnl JdeHBRLHRIAMA SebH KB IKAHIONY 8iRe dTRKLE KinBHRIBLEN

yl)ani lin. Salkylen mit liis zu 6 RéhiehstoreBtanmty stehen;

4- Cyano- 3- twy M&r ls‘rrfld |w)epgh§ @eigh ¢qeumrsph@fr>ﬁp:smnemy¢weﬂs Ny@nhmfyt Sulfinyl (—SO—)
nmet hyl propi y ~ed stehen; Ver f ren ur Hers vl
vt ind| e aet AT a a e A e

R~~~~~~ ~~~ ol ﬁ%ﬁbﬁ’tm‘hﬁmﬁ’“tfﬁgf“ﬁ“e auzgaWahlt rtinkkl aus Ky [Gitrs, Cdiboxy,
Anspr uch 1 atwegebomd m:yaed.lnewwngmmybelkartozleamylm«:t AMIMhyIS&Mswfenvl Frerfioedoalkyl,
2CCRr' Ravv-%'meIOa'MthR Perf] f%tﬂw syifird,, Pepigioroplitylsuffpnyl, ANkOaYRﬁfbAQV' 'ﬁ'M@?ﬁ maxlh
angegebene’f};te Qﬁé{ EEQ 3;553 U'ﬁ@g‘?“\’@tﬁ:“ﬂ‘}hﬁkﬁﬁed& e(s)aélﬁ |:e@w?ﬂer é{ji“\;' att en
satre umfes et Ty herdbithnesh nd W' Saller

fur Hydroxy Slfc%hi’ff &HﬂCbcmvefM ﬂvelS“eh\Pﬁ eRizyifils @ einBinBr Eﬁ@)éélﬁl k I’ocEE)EIﬁTB nerﬂﬁenzormg
R R2 kondeq;swrt mnn 8@ welcher Heterozyklus unsubstituiert ist oder einen oder zwei Halogen-, Cyano-

~~~~~~~~~~ sub nteR#fﬁ Ik AI io ituenten mit
b 5& ewel b E ﬁ ﬁ wgﬁ&Ow-ﬁcﬁgﬁHy%ﬁé‘g%%&%?ﬁ %lgg?yf ‘c@l%hﬁer OsogeUu er
esitzen nda ﬁéﬁd esa is el Oxosubstituenten tragen kann; und
worini R SO3aUS% h R IPh‘éI\yl Whtﬁ}l" Baerfeiten ReteroAMuE Wit QB& ¥ir R” oder R? definiert ist, steht.
angegebendi st , asAefunilit ma¢hodnspery Thivorid 81 fi-dvael, NBf, Wuorgrﬁtmymﬂuloﬁo Adktieyl @den
_angegebenen 'B@Mtgtth_lénf“b&ﬁ@z@ 1o, Triflypyeraethyl oderiGhigro et R aued R* beide f{in Vagserstoff
1111 H Hi 1;}! ; fur“Hydroxy steht, R fur Methyl oder Trifluoromethyl steht, A® fiir Methylen, Ethyien oder
hyliden steht, X* fiir Schwefel, Sulfinyl oder Sulfonyl! steht, A2 fiir eine direkte Bindung oder Methylen
steht und R7 fir Alkyl, Alkenyl, Hydroxyaiky! oder Cycloalkyl mit jeweils bis zu 6 Kohlenstoffatomen oder
Phenyl, das unsubstituiert ist oder einen Fluoro-, Chloro-, Cyano-, Nitro-, Methoxy- oder
Methyithiosubstituenten trdgt, oder Thienyl, Imidazolyl, Thiazolyl, Benzothiazolyl, Thiadiazolyl, Pyridyl
so oder Pyrimidinyl, das unsubstituiert ist oder einen Chloro-, Bromo- oder Methylsubstituenten tragt, steht.
3. Acylanilid nach Anspruch 1, worin R fiir Trifluoromethyl steht, R? fiir Cyano oder Nitro steht, R® und
R* beide fir Wasserstoff stehen, R® fiir Hydroxy steht, R® fir Methyl steht, A' fiir Methylen steht, X' fiir
Schwefel, Sulfinyl oder Sulfonyl steht, A? fiir eine direkte Bindung steht und R’ fiir Alkyl mit bis zu 3
Kohienstoffatomen oder Allyl, Phenyl, p-Fluorophenyl, Thiazol-2-yl, 4-Methylthiazol-2-yl, 5-Methyi-1,3,4-
65 thiadiazof-2-yl oder 2-Pyridyl steht.
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0 1001j 72 ~I'l (c) zur Herstellung eines Acylanilids,
worin Rs fM Hydroxy steht, eine Verbindung der Fornel 5 R2

NR-EOCOR6 10 R3 worin R, R2, R),108 1@ R die oben angegeben

Bedeut ungen besitzen, mt ei ner 15 Organorret al i ver bi ndung der Forne

R7- A2 X' - nglupgen e oben egebenen Bedeut ungen
bes:@t/zen urﬁmrﬁﬂyaﬁﬁﬁ(% &: g;zt%j‘;,ﬁ'ﬁy@ﬁ,etzt wird oder (d) zur
Herstel | ungm@,}an&arﬁs&ba shnyQ;EyL Rultohtpropidhyidning ei ner

Car bong/| ox ygeyap@pstriflubrematayicheis-ethglsiitonglerhydioryd?- mgthwpﬂoslgw)amm der Fornmel xJ
4-Nitro-3-triflucromethyi-N-(2-hydroxy=8 ptpepyisuifonyl-2-methyl prgpi9 worin R, R2

3§d R3 die ?g ‘I’Tg Wﬁro@ﬂgwgﬁxﬁ%@g obﬁa %frz lpr @“ﬁ“"g%%’m Ester der "

Fornmel 35 Y itfanifin, X1- A2- R7 OH
Nitro-3-trifl thyl-N-[2-hydroxy-2-methyl-3-(thiazol-2 yith 0 n

worin /&6, &N:t:%-aqt:ﬂ&g:m ; ﬁwﬂmﬁwadm geigpaspidd@itkalibungen besitzen und

worin R f M 4-Ritrkgltrifiviotorrietieyi- ISHB ﬁfluﬁﬁophedﬁuhb-é-lhzdr@fvfﬂavch‘iémomfafﬂeﬂ"'"unges et zt

wird, wor auQ-N rP “teiflugro %‘%d%%@ﬁ:{fé;ﬁp rﬁz;nh'%%azgh d?%& ngn Rﬂgm"n

Hydr Ol yse |tro- -trI;pP?m b%
her geskel | t 4 Nigb &t w»m. VighiforN) propiokydian Hydr oxy

Steht und PAN& &;afeﬂ{yplﬁ 3ﬁﬁMpherﬁbunmdmvwwysmed\ebroemwpn@mhenden
xazyl i di nd4m9-3ﬂdbomthmlﬂ*éiﬂ ?wmm%at}fbv thiagel gl e)ewpﬁe BRIl | bar i st,
he est el | t*ﬁ@ﬂﬁé‘l‘f'ﬂ%’m‘ew % ? “(HV (oY 't Ui pipny! un 4 fur Al ky!

SR e

|y‘| SpiongiMniiia, R4 fur
Wasser st of fg sY e.e tﬂmamnﬁdﬁm (3|-pr)uo&ipneno:sylfoamzmydrox%br in
RafHr Acy |ntesyipsdpidal/antiay ch Acyl i erung des entsprechenden Acylanilids, worin
RA_EM  Hydr ®Vpriatrentzur Hérateliyes eines Acvippilidsenctic@nsarugtibbeigepichem = (v) i n
Oxazol jdi ndfebfin Ay 9er Feelind R5 ni t ei nander unter Bildung einer
Car bonyl oxygr uppe verbunden sind, d?rch Unset zung des ent sprechenden
Acylanilids, worin R4 fur Wasserst & steht und R fM Hydroxy steht, mt
Phosgen (COClZ) hergestellt werden ka der (vi) ein Acylanilid, worin X
odor X2 fOr Sulfinyl oder Sulfogd. YleWHRADI | N ei ner odor mehrere der
Subst iPuenten R1L und R2 und der Subst ten I n der Phenyl - oder
het erocycl i schen Gruppe R7, Rl oder fO Al kyl sul finyl,
Per f | uor oal kyl sul finyl oder Phenyl sul fi oder fM Al kylsul fonyl,
Per f | ug oal kyl sul fonyl oder Phenyl sul f oRyl stehen, durch Oxidation des
ent spr€chenden -Agy| artd nbedit&, Rt embgatire@dErormar i N
ei ner odel® rrEHng\(rﬁe rdggist Eﬂeﬁnéﬁge%%ﬁr?&%ﬁ%g%end der Substituenten in der
Phenyl - odor heterocyclischen Cﬂimp-peR”R?—A‘RLX‘edéf-R’RQ fr A kylthio,

Sl |

Per f | uor oal kyI t h| 0 bzw. Phena/ SL& 'l
ver den4ok anindiief®, @1 X', A' und A* die in p"“’h ! a"W?qe?e B T (e T i ,&cy

worin R r]e?hnv E?sﬁ'ef%e{éﬁ Aoyt ?:533 doe qu—ﬁBFB% QetdQhd ﬁﬁMScm&deﬁhkanapM ch
Her st el | egy, 6,9,@5 ters an roxygruppe RA mit einer optisch aktiven
Saure, Trennen der so er haltenen di ast er eoi sonmeren Ester und

ar\&zhl #&f | endes Hydrol ysieren jades gesonderten Esters zum Al kohol . 7.

Phar mazeuti sche oder veterinare Zu : ----- set zung, wel che ein Acylanilid nach
Anspruch 1 65 genei nsam m t5,fz| ne zegaagg,hzzul assi gen Verdunnungs-
oder Tragermttel enthalt. 11111111

| 50 ' | .

worin R, R?, R® und R* die oben angegebenen Bedeutungen besitzen und worin Z' die Formel
55 o
VRN
—CR®~CHR"* oder —CR’OH—CHR"'Z?
- aufweist, worin R® die oben angegebene Bedeutung besitzt, worin Z2 fiir eine ersetzbare Gruppe steht und
60 worin R so ausgebildet ist, daR —CHR"'— fiir —A'—, wie es oben angegeben ist, steht, mit einem Thiol
der Formel

R’—A2—SH

65 worin R7 und A? die oben angegebenen Bedeutungen besitzen, umgesetzt wird, oder
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0" 100 172 8. Zusamrensetzung nach Anspruch 7, welche sine fur orale

~Dosierung geeignete Form we z.B. elmﬁ ﬁb{% Kapsel , wal 3rigen o@
oli ghe]n Losung oder Suspensi on oder s di e Form ei ner fur

par enteral e Ver @biueHéerbiengg emed ANRMiRME, ﬁBrﬁfR5|fﬁ'ﬂ-lyhtbiw£t§ht,CHﬂQNe$ik&ipﬁg16ér(Bdirrr@der

di rmeiner for topische Verabrei chung geei gneten Sal be oder Lotion oder

die 'For m ei nes ffr anal e oder vagi anle Ver abrei chung 5 geei gnet en

Supp S|tor| uns aufweist. 9. Zusamrenget zung nach Anspruch 7, wel che

zl'i ch® ei nem oder nehrere Wrkst ent hal t, e6 ausgewi hit sind aus

strogenen, Aromat asei nhi bi & 8 ‘tqchéﬁ'k | nhi bitoren  der

ot rophi nsekretion, LH RH Anal og yt ot oxi schen Mtteln, Antibiotika

ntiinflamuatorischen Mtteln. o 10. Di e Verwendung ei ner

Ver bj ndund’nach ei nem der Anspruche 1,-$3i s 5 fur die Herstellung eines

Medi kament s zur Erzeugung eines anti aridrogenen Effekts bei Warnbl O ern.

Pat ent anspruche fur den Vertragsstaat: AT 15 1. Verfahrerr zur

Her sit el | ung evjories R%\cyf »affl |Rélsurd1erR‘F(§’renEqbeK) arfgegebenen Bedeutungen besitzen, R&iQ Celner

20 [R2 <Nra- Gryapomgtaliverpingyngrgier bag

worin R fM Cyano, Carbanmoyl, Ngtne xEldogp, Chloro, Bronmo, Jodo

oder] Wasserstof f oder Al kyl, 30 A koxy Al kanoyl, Al kylthio, Al kylsulfinyl,

Al XY(l sul f ony werikPat, fAFlRBmodikkglé pbdﬁ@nﬁdgabnneraBédphmhdeo begReenf Und 4 Gia kik \Metallsadikélisrey,

oder| Per f IMOF-'B'&F%@ ‘S'GM 5? Hb? Qﬁ;zy?“dgf‘gh‘?‘e’ L%L%o&:{gm&{i?g{%uppe
Phenlyl t hi o, Ph e

Carbanoyl , NTFO %H‘T’Jo 8 °n §t%gimml"%rané)‘gﬁo der- Jodo oder Al kanoyl, Al kylthi o,

ALy suI fi nyl , AI kyl sul fonyl, Perfl uorg}al kyl, Perfl uoroal kyl thi o,

Per f{ uor oaé kyI sul finyl oder Perfl uor o- 3§52 kyI sulfonyl mt jeweils bis zu

4 Kohl enst of f at omen oder Phenyl thio, Phg | £inyl oder Phenyl sul fonyl

steht; worin R3 fur Wasserstoff oderR % 1“83

S t; worin R4 far
V\ass_erstoff oder Alkyl mit bis zu 4 Kohl ss¥of f at onen steht oder nmit R5
verbundensé st, wie es nachstehend angegebeh ist; 40 worin RS far
Hydr oxy oder Al koxy oder Acyloxy mt jewei g% bis zu 15 Kohl enstof f at onen

steht oder mt B carbon ruppe ver n_ist, so
i es. zusam SR B O drsep e oo ogn Hriet] Hivem Ce Rl
Oxazol i di ggi ongr uppe b| Idet; worin R Rojc-AdReyh-odenHel ogenoal kyl mit bis
zu 4 Kohl enstoffatonen steht odor die Fornel -A3-R oder -A4-x2-AsR9

auf wei st; 45 vvori n A" und A4, welche @1 ei ch oder verschi eden sein
;gnnig an Sovﬁ: vlvcosrln]c éiup t bte)rlig %guebgrla;ggde% u%%enfb%%lt::;lér)]nnlﬁ\g wanr? rAlk¥Pm|! lps zu6
1 Koh!&h: e

di rekte Bi ndung(.pd,emy iy, v&mnmmr Iwcﬁo@uteﬁt ok Wﬂﬁdly&éﬁ&tdafﬁ'ﬁﬁéci&h@i\%ylar\md’sl vt?onn
I X' und X2, weitdireAcy) b)ansodht.tbdeestamawerd#nledlendesel n konnen jeweils far

Schwef el , Sulfi |‘1 iy rin RS digrr Hydtpxy §te a%s?' 198 ptehysiuich Hedrolypgjdes
R9, - wel ch gI ﬁ'@%%?ﬁgﬁq %I‘de%s‘é’ﬁtpﬁ ’V%‘%‘?é 2! ’38 eben hptsteliogr l?ﬁ;?‘e’g‘iifefé'e‘%%/‘i'e"
Hxdr oxyal kyl 0 ) mkm&.rmdfurmw@tehﬁd@ersAuwuerﬁnd@;BL-.ﬂgmécﬂ&fdaﬁ RVRRiSS, Rbe R
oder R oder fﬁlwﬁsﬂérs etalt] heddestalit, wetkied k&ineer, zwei oder drei Substituenten

tragt, die aug fﬁﬂ:tcvlsmlmdwaussgjl\iﬁm?%ﬁ@w durmcm'gewg deg anserec'@aﬁmwam"dsl worin
Car barmoyl _un gx/ %xazm | ? %’R %Hm Eyrk;%\b |mung siner %al%onyloxya/ruppe
Y u n

Al kyl sul f 8nyl ve setz des e éll\QErp &kin R* fur Wasserstoff steht und R®
Per f | uor oal kyﬂ,sm}dfdxwdem .Re Pﬁdsyaf(catllmhb@uétémwdden Bk edescar bonyl  und
N- Al kyl car banoyl(vu)mntAcylem WerihX'odgn K’ 4ir i&olfihw pesr Shifoatistebtpdanebriteimasdder mehrere der

F?j'@ w,tp [Phe erocyclischen Gruppe R’, R® oder R?
Phenyl thi Oé ur A ﬁ;gylsuﬁff:'lyl gg,irillucorci:fﬁij egﬁ in oc%;]?ﬁ 'I\eny ulﬁnw d er fLF?’ Alkylisulfonyl, Perfluoroalkylsulfonyl
oder Phenylsulfonyl stehen, durch Oxidation des entsprechenden Acylanilids, worin X' oder X2 firr
Schwefel steht oder worin einer oder mehrere der Substituenten R' und R? und der Substituenten in der
Phenyl- oder heterocyclischen Gruppe R?, R® oder R® fiir Alkyithio, Perfluoroalkyithio bzw. Phenylithio
o stehen, hergestellt werden kann oder
ol 60 {vii) ein racemisches Acylanilid, worin R® fir Hydroxy steht, in optische Isomere getrennt werden kann
durch Herstellen eines Esters an der Hydroxygruppe R® mit einer optisch aktiven Siure, Trennen der so
erhaltenen diastereoisomeren Ester und anschiieBendes Hydrolysieren jedes gesonderten Esters zum
Alkohol.
7. Pharmazeutische oder veterinire Zusammensetzung, welche ein Acylanilid nach Anspruch 1
65 gemeinsam mit einem pharmazeutisch zulassigen Verdiinnungs- oder Tragermittel enthilt,
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oder R9 far Naphthyl steht odor Rl oder RO far einen 5- oder 6-gliedrigen,
gesattigten oder ungesattigten Heterozyklus steht, der ein, zwei oder |
Het eroatone enthalt, die ausgewahitgsigg fps Sauerstoff, Stickstoff u
Schwefel , vveilicher Het er ozyklxs’ ein ei nﬁel neceﬂ:'ir Rilr_‘gq sein }édann oder bg]"; :
Benzd#d n : 83582109 a3sh finspasei 7. welthewinadfraral¢-Rasieroa gheiarstelfosu iz B, elner
e g R e e e S i i
A Kyl -, AlVisRMichund) gédibriotnaibe DG bichiJib WS FortlGels B Bylogl T b Yosh sEt en
mt | evei lgseigpiesn Suppbsikniome aefiveibd at onen oder Oxy- oder HydroXysubstituenten
trigt, oder & ﬁ@'r?,"seé?emamagh Anspgugl Wefi/eig:;)en?étgl_i;s_gmemQUegunqurewmﬁmﬁgggnamga|
Oxosubst i Ay edH '°s'i’ﬁ?6"%ri nEgtaspigpibifmiseny v |Progrptiopn. hyihhi efleren
Het er ozyk}émﬁuz%vm eh]i:es%ggeglg'é?rffﬁf_‘gp' OF G RPIshepMiftel) Anglhigtika Wdentinflagynatorischen
dadur clp gekennpieivelweatung@a@r Yébiling nblH didem der Adsptiihe 3 bfs 4 @) dl‘é'l-l'arsém% feiIn
For nel R2 MeHjkadhiRts Z2GErddligung eines antiandrogenen Effekts bei Warmbliitern. R worin

R,' Rz, und R4 die |n oben angegebenen Bedeut ungen besitzen, mt einer
Saur e der%—%&ﬂ%’?’"ﬁkﬂﬂ Veragestagt Ay R7 15 wor i n R5, R5, R7, X', A und A2

di e i nisoben ARGRBRRSNHRRASH LM BENadIRS Wb ZBne 0der M.t ei nem reaktiven
Deriwat di eser Saure ungesetzt wird oder (b) zur Herstellung eines

Acylanilids, worin R5 fOr Hydroxy steht und XL fOr Schwefel steht, ein
Epoxi d der Fornel 20 RL 25 R! | RS R2

NR4- CQpZl R3 30 worin R, R2, nd R4 di e dben angegebenen Bedeut ungen
besitzen und worin Z' die gor - CRO@HR,_oder  r G CHR' 22 35 _
auf wei st, worin R6 die oben aNgggepene Bedeltjung 16e5|ftzt, worin z2 fur eine
er3et zbare Gruppe steht und wolERt' so ausgjebl I det ist, dal -CHR - fOr
-Al -, xie es oben angegeben ist,| steht, nit e&fnem Thiol der Formel 40
R7-A2-SH worin R7 und A2 di e obgn angegebenen Bedeutungen besitzen,
ungeset zt wird oder (c) zur Herdtellung eines Acylanilids, worin Rl fOr
Hydroxy steht, eine Verbindung &r Fornel 45 _ _
~~~~~33R| A _worin R' fir C\{:;lo,'Cam:rl'm% m;?ﬂg@'%%lormrpmﬁ‘, @Uq oﬁ*ﬁﬁtgﬁﬁgﬂﬁ::yﬁ
di e oben s‘ixagg Weﬂ?ﬁ“oz&g@lﬁ n\gm'gai{b 'ky%ﬁz%glenm gh’\%g?rﬁhwylthiﬁhewlfulﬂ%\ﬂ X
Or ganonet ghdr\PRérylsiikdniAGeftzT  FOT MEl " R/= A2=XT =A™ _ , A,

di e oben angegmRETENCYBRE] DatudMERINIES SHIEcFE TEnbRs] BN bdeR iBad\bdep kil Kiklithio,
st eht, umdéglealfinyl, WNkyisuticret, RaifjuomalkyiHePesluerobikyngior iPaigorddlkisaifinyil 6der MéUoR- R4
und R5® un@ikylsulfonvd mitdevesilsbip 20k KeftiangtoBatgmerugsisn Phenyithion Biredesulfinat dslenBrenyisiitfaay)

ein | socygtﬁ orﬂehr" fd?%ag&lrsto%oder Halogen steht;

waorin R* fiir Wasserstoff oder Alkyl mit bis zu 4 Kohlenstoffatomen steht oder mit R® verbunden ist, wie
es nachstehend angegeben ist;
40 worin R® fiir Hydroxy oder Atkoxy oder Acyloxy mit jeweils bis zu 15 Kohlenstoffatomen steht oder mit
R* unter Bildung einer Oxycarbonylgruppe verbunden ist, so da es zusammen mit dem —N—CO—~C—
Teil des Molekils eine Oxazolidindiongruppe bildet;
worin R® fiir Alkyl oder Halogenoalkyl mit bis zu 4 Kohlenstoffatomen steht oder die Formel —A3—R®
W, oder —A*—X2—A%—R? aufweist;
45 worin A' und A% weiche gleich oder verschieden sein kdnnen, jeweils flir Alkylen mit bis zu 6
Kohlenstoffatomen stehen;
worin A%, A® und A%, welche gieich oder verschieden sein kénnen, jeweils fiir eine direkte Bindung oder
Alkylen mit bis zu 6 Kohlenstoffatomen stehen: :
worin X' und X? welche gleich oder verschieden sein kénnen, jeweils fir Schwefel, Suifinyl (~~S0—)
50 oder Sulfonyl (—~SQ,~) stehen; ) .
worin R” und R®, welche gleich oder verschieden sein kénnen, jeweils fur Alkyl, Alkenyl, Hydroxyalkyi
oder Cycloalkyl mit jeweils bis zu 6 Kohlenstoffatomen stehen oder R” oder R® fiir Phenyl steht, das einen,
zwei oder drei Substituenten trigt, die ausgewiahit sind aus Wasserstoff, Halogen, Nitro, Carboxy,
Carbamoyl und Cyano und Alkyl, Alkoxy, Alkanoyi, Alkylthio, Alkylsulfinyi, Alkyisulfonyl, Perfluoroalkyi,
55 Perfluoroalkylthio, Perfluoroalkylsulfinyl, Perfluoroalkylsulfonyi, Alkoxycarbonyl und N-Alkylcarbamoyl
mit jeweils bis zu 4 Kohlenstoffatomen und Phenyl, Phenyithio, Phenyisulfinyl und Phenylsuifonyl, oder R7
oder R? fiir Naphthyl steht oder R? oder R? fiir einen 5- oder 6-gliedrigen, gesittigten oder ungesittigten
Heterozyklus steht, der ein, zwei oder drei Heteroatome enthélt, die ausgewdhlit sind aus Sauerstoff,
Stickstoff und Schwefel, welcher Heterozyklus ein einzelner Ring sein kann oder an einen Benzoring
kondensiert sein kann und welcher Heterozyklus unsubstituiert ist oder sinen oder zwei Halogen-, Cyano-
oder Aminosubstituenten oder Alkyl-, Alkoxy-, Alkyithio-, Alkylsulfinyl- oder Alkylsulfonylsubstituenten mit
jeweils bis zu 4 Kohlenstoffatomen oder Oxy- oder Hydroxysubstituenten tragt, oder welcher, sofern er
ausreichend gesaéttigt ist, einen oder zwei Oxosubstituenten tragen kann; und
worin R fir Phenyl, Naphthyl oder einen Heterozyklus, wie er oben fiir R oder R® definiert ist, steht,
65 dadurch gekennzeichnet, dafl

60
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S 0O 100 172 R1 R2 NCOT R3 5to JOworin R, R2 und, ie

oben angegebenen Bedeut ungen besi t®eH0 #%2 ei nem Ester der For nel @d
CCR A" X i Al :

rin_R6, &%,el%'ﬁﬁigﬁﬁm IA2 di e oben angegebenen Bedeut ungen besitzen und

rin RfOr Alkyl mt bis zu 6 .cr! .Kohl enst of f at onen st eht, ungeset zt

ird, worauf (i) ein Acylanilid, woMNpA-R fM Hydroxy steht, durch

drol yse des entsprechenden Aﬁyl ani \ WHg4n 20 Rl fur Acyl oxy steht,
(T AC)

ergestellt werden kann oder el anilid, worin R5 fur Hydroxy
teht und R4 fOr Wasserstoff steht, d8eh Hydrol yse des entsprechenden
azol i di ndions, das wi e oben imAbsat¥ (d) angegeben herstellbar ist,
ergestel It .werden kann oder (iii) einrAcylanilid, worin R4 f~r Al Kyl

teht, durch- Al kylierung des entsprechenden Acylanilids, worin R4 25 fur
sser st obfin BY, Bhf urddigiedn ebdntangpgplropn Redeptuasa besitza) misieinerRéytedsi farme! wor i n
5 f-M - Acyl oxy. steht; durch Acylyer _des.ent.sprechenden Acyl ani'li.ds,
wrin BB fur Hydroxy -steht, he%éé('g_téeﬂgﬁ %\Ao?(deéfﬁann oder (v) ein

azol i diyadh 80Re, WO, A B APk iRBberi dnGdgBBeNee Bedsiituigen Bediteknngiieemi @inem reaktiven

bony | OXygt dipgeesausy lrngesarn vwaidoder durch Unmset zung des_entsprechenden
c&l‘gni | i dstb) anptiérstelmng pings ArglarjlidsswesinR® & Hyrdroxy,stehfund X0 for Pefpvelql e8P BpPdft |
it Phg,s&%’rﬁ(le) hergestel It werden kann oder (vi) ein Acylanilid, worin
(¢ odor X2 fM Sulfinyl oder Sul{lonyl steht oder worin einer oder nehrere
er Substituenten RI und R2 und ‘dgr Substituenten in der Phenyl- oder
e{erocycli schen Guppe R, R8 od¢gf RQ fur Al kylsulfinyl,

erf1 ugroal kyl sul fi nyl oder Nyt sethe-3 M Al kyl sul fonyl |

er f | uoroal kyl sul fonyl oder Pheny yonyl stehen, durch Oxidation des

nt sprechenden Acyl anilids, worin Xg3oder X2 fM 35 Schwefel'steht odor
orin einer oder nehrere der Substituenten R und R2 und der Substituenten
i:n der_ Phenyl s r heterocvcli . -Rby f; kyl t hi a,
Per 1 u¥r o5 Ry 'tFﬁ'lqﬁ UB%SV.' ﬁﬁﬁbeeﬁ;% F?eﬁlg%ﬁgh gﬁ’gﬁ?&ﬁgrzegsgg{" e ?f% (‘ﬁ daééjnﬁolzrﬁﬁn oder
(vii) ein racem sches Acylanilid worin R fur Hydroxy steht, in optische
lisomere getrennt werden kann dufch Herstell en eines Esters an der

Hy dr ox%gr'uppe R5 mit einer optGReTRHBIkedesatRQYT@R % ennen der “so 40

¢r hal tenen, di a3l 6F ROLS QIR 168 Wo R 1G e Bheg il GrluBeSbnt GiRdES
gesonder t%&in %‘t%g%ﬁaésﬁg%t‘émb%,ﬁﬁgﬁk %%&%%a&gw H%E@di@ﬂn ist) &thﬁhg‘g@iﬁem Thiol
Acyl ani | issFateet Formel von Anspruch 1, worin R fOr Cyano, Nitro,

Trifluoromethyl, Chloro, Methyl oder Methoxy steht, R2 fM Cyano, Nitro,
Triflulronet hyl oder Chloro. steht, RETAT Y bei de fur Wasserstoff stehen,
RO Hygo R uiid & ofRR ahddoefRbdddde Abicden Bhsitidnli@th Wi ogéreht, A° 45 fur
Met hyl en, %)vad‘ﬁfars z'Hg ﬁkh%%l#mas,%ahgﬁumy&ay BB Bdrbindaink KenBpkmedor

Sul fonyl steht, A2 fO- eine direkte Bindung oder Methylen steht und R fur
‘Alkyl ,#Al kenyl , Hydroxyal kyl odga Cycloalkyl nmit jeweils bis zu 6

Kohl enst of f at omen oder Phenyl, d®s_unsubstituiert ist- oder einen Fluoro-,
“Chloro-, Cyano-, Nitro-, Met h?x.y . I\/eg(fja/l_t hi gsubstituenten tragt, oder
Thi enyl, Imdazolyl, Thiazol}f— Bz ®hi adi azol yl, Pyridyl oder
Pyri mainyl, das unsubstituiert I der einen Chloro-, Bronp- oder Methyl -
50 substituenten tragr, steht, dddurch gekennzeichnet, daB (a) ein.Amn
der For nel " - g3 _ :

-55 worin R‘,. R?, R® R* und R® die oben angegebenen Bedeutungen besitzen, mit einer
Organometallverbindung der Formel

R7—AZ—X'—A'—M

60 worin A", A2, R” und X' die oben angegebenen Bedeutungen besitzen und M fiir ein Metallradikal steht,

umgesetzt wird oder ) )
{d)} zur Herstellung eines Acylanilids, worin R* und RS unter Bildung einer Carbonyloxygruppe

miteinander verbunden sind, ein Isocyanat der Formel




R R2 N8 R ~~~NH2 60 worin R und R2 di e oben
angegebenen Bedeutungen besitzen, mit einer Saure der Fornel

HO2€- CR6RK-A' - X -A2-R7 65 worin R ,gR490%X3172A und A2 di e oben ang nen
Bedeut ungen besitzen und R5 for Hydro>iy oder Acyloxy, 28. | Illlc 1 1
111;}}'11111 1111 © 0 100 172 - w sBs in Anspruch 1 angegeben ist, steht,
oder™mit einemreaktiven Derivat dieser/S®yve ungesetzt wird ' oder (b) zur

Herstel l ung eines Acyl anilids, worigRxy \Scheef el st eht ,- ein Epoxid der
Fornel B2 NH- CO-Z1 wo

B und R2 di e oben angegebenen
Bedeut ungen besitzen und worin Z die Formgl 15 _
0 -CR5-CHR' oder -CRIOH CHR'Z2 aufweist, mworin R6 die oben angegebene
Bedeut ung besitzt, worin Z2 fur eine er seR¥bar e G uppe steht und 20 worin
R' so aysgebildet ist, dal -CHRI- fM-A -, we es oben angegeben ist, .
steht, m t wohMRTRIIHIH dd%efﬂfg@@beﬁnﬁé&u&i’g%e?ﬁéﬁ,lﬂ'\iRinerEiteAaerCﬁoﬁnéPan
angegebenen Bedeutungen besitzen, ungesetzt wird, oder (c) esine Verbindung
der Fornmel Rl 30 2 NH- CO- Gi9R8CBE-AoXTARIR" R2 und R5 di e oben
angegebgnen Bedeut ungen besitzen, nit. ei gar O ganonetal | verbi ndung der . ;
Formel R7-A2-X -A'-M 40 worin Al, A2, R7 und Xl die oben angegebenen
Befleut ungewofire®s| k72¢'nAUNd AR Eben@hdegblithar Badadtingah bé&sitRh und WorgERSRE Akyl MitbE zu 6
oder” (d) eKehldnstotistemert stehsrunfgesetre wir@avorauN 0 50 worin R und R2 die
oben grzl&egﬁpfé'{)lg'ﬁ Aplanilidy wer f‘l!fé"é!fﬁ'l: eht, gugch Hydralyserdes entsriechendgn Agfanilids, worin

- A

lIt wer nn’'oder
RO2C- - Xii)'%?%enlﬁﬁie;vorﬁe S fiar Hydroxy steht und R* fiir Wasserstoff steht, dyrch Hydrol sgjes
WOT N R6, Bfisprééhenddh OXMAGicTdIoRY, BasNikEsboA MIREIER 1) By oLUbaR harHOBEI st 1E SestéIR treldBh
wo{in R fokanAlokstl mt bis zu 6 Kohl enstoffatonen steht, ungesetzt wrd und

hi er auf zsd agﬁ ] Ji) gﬁwf!aﬂ@tr%;gn &’Zlffé%ﬁlrlgﬂ ﬂdl;dwcr:y\!!v'bhy's des-antspechgndandicyerfilidg Qvorin R*
i) el n®Ac ; UFERSS T steht., durch drol ys es. .
fan% sprec heﬁdé?f,e v 'é‘?’fi?f ’gﬁé;’;te“ﬁidm: f,trqggg:’ 58}(‘: 51’%’?&"%?95 ﬁ?t,slyﬁcgwﬁ%g g‘f—:%"?"’?/\é’lp d%n
kann oder (i 1)) &@hroxAcofibiadion, | worinRY LR X® hitéinasaer funtey | BIAGHRY eist Embiliosgflbbe
dur ch Oxi dedrbundertsingd, durttslmentzaagdbs entémrydhamdeh iAckdanitide miorin K* fiif Wass&etotfaferd und R®

steht, #er &ﬁ?@?Wﬁt‘%MﬁWgﬁWOG&H‘”{FM"@'%@H kpncaslas sches Acyl anilid in
: ’ : i) ei id, worj 1y inyi r Sulf t in eifer ogder mehre r
sel ne opti a@i%&% tgﬁc’ qu ﬁbﬁl u%% uﬁﬁ%&%ﬁ\mlf%tﬂg e%rcggcg%; gjﬁxpp 7, ngoder 0
Esters an geiaidiseink ¥ermusBscyiRarmm odér PhShylSHinyIaBr K alo)i§iUiForyR UeRiuorbhiidiRbnhyH €T
so er hal t eodsn PB&hyisulfonyl stehen, durch Oxidation des entsprechenden Acylanilids, worin X' oder X2 fir
35 Schwefel steht oder worin einer oder mehrere der Substituenten R' und R? und der Substituenten in der
Phenyl- oder heterocyclischen Gruppe R’, R® oder R? fiir Alkyithio, Perfluoroalkylthio bzw. Phenylthio
stehen, hergestellt werden kann oder
(vii) ein racemisches Acylanilid, worin R® fiir Hydroxy steht, in optische Isomere getrennt werden kann
durch Herstelien eines Esters an der Hydroxygruppe R® mit einer optisch aktiven Séure, Trennen der so
40 erhaltenen diasterecisomeren Ester und anschiieBendes Hydrolysieren jedes gesonderten Esters zum
Alkohol.
2. Verfahren zur Herstellung eines Acylanilids der Formel von Anspruch 1, worin R fiir Cyano, Nitro,
Trifluoromethyl, Chioro, Methyl oder Methoxy steht, R? fiir Cyano, Nitro, Trifluoromethyl oder Chioro steht,
, R"‘ und R* beide fiir Wasserstoff stehen, R® fiir Hydroxy steht, R® fiir Methyl| oder Trifluoromethyl steht, A’
N 45  fur Methylen, Ethylen oder Ethyliden steht, X' fir Schwefel, Sulfinyl oder Sulfonyl steht, A2 fir eine direkte
Bindung oder Methylen steht und R7 fiir Alkyl, Alkenyl, Hydroxyalky! oder Cycloalkyl mit jeweils bis zu 6
Kohlenstoffatomen oder Phenyl, das unsubstituiert ist oder einen Fluoro-, Chioro-, Cyano-, Nitro-,
Methoxy- oder Methylthiosubstituenten tréigt, oder Thienyl, Imidazolyl, Thiazolyl, Benzthioazolyl,
Thiadiazolyl, Pyridyl oder Pyrimidinyl, das unsubstituiert ist oder einen Chloro-, Bromo- oder Methyl-
s0  substituenten trégt, steht, dadurch gekennzeichnet, da
{a) ein Amin der Formel :

= 1

55
R? NH,

60 .
worin R' und R? die oben angegebenen Bedeutungen besitzen, mit einer Sdure der Formel
HO,C—CR°R®*—A'—X'—A—R’

65 worin R, R?, X', A' und A? die oben angegebenen Bedeutungen besitzen und R® fiir Hydroxy oder Acyloxy,
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0 100 172 di astereoi sonmeren Ester und anschli eBendes Hydrol ysi eren jedes

gesonderten Esters zum Al kohol. 3. Verfahren zur Herstellung eines

AcyFanilids der Formel von Ansprubh180 #@Rin R1L fM Trifl uoronet hyl . t,

R2 M @i@&an ARpFuchit bhgbgsileh ik steRS ol thi ' f \Wassersioff stehseh"RI
S ef¥ odth g e ol Bt

furujydrode«é steht, R6 fur Methyl ste Wt umgegetst yird
Schwef el , L3 Herptellund eineSpdviaoitiyd, wotinekt fiir SBwéfdr stédi, B Edbti@Hdr@ofmer Bi Ndung
steht und R7 fO Alkyl mit bis zu 3 Kohl enstoffatonmen oder Allyl, Phenyl,
p- Fl Jor ophenyl, Thiazol -2- yl, 4-Methylthiazol-2-yl,

5-Met hyl -1, 3, 4-t hi adi azol - 2-yl ddgr 2-Pyridyl steht, dadurch

gekennzei chnet, dalB (a) ein Amn gET ornmel CF R2 N2 15
worin R2 die oben angegebenq2Bedel \- wH-eb-g¥1 t el ner Saure der Fornel
HO2CICR6( CH3) - CH2XI - R7 worin R uny di e oben angegebenen Bedeut ungen
besitzen und R fM Hydroxy oder AcyToxy, wie es in 20 Anspruch 1
angegebemrih &t und3 Afatobe ) ' d ' dieser Saure
ungeset zt wird oder (f)f?g\gﬁgré%H%P ?%%%%%%’%gg&@{rg\r?Flleggr,mewori n X fO
Schwesf el steht, ein Epoxid der Fornel CF3 25 R2 = gH-CO-Zl 30 worin R2

di e_oben angegebene Bedeut u%gﬁ{be\ii@;,zt und worin 7' die Formel 0/ \

-G )-CH2 oder - C(CH3) o4 TEBZFHES Aefwet Ot —CBr4'n z2 fur eine ersetzbare
G uppe sdf@bibt, woRniRS QiedBEA ahigtdeberd BedduRindBbsitR wort i . }9‘“ 0
angegebendn B seausgebiiddd 55 EE&%CHBI‘FFBQ&@#A%E, Wieled omﬁ;&%‘fﬁéﬁﬁ% ,a{fﬁ?,{g fi uﬁ;’, der
Formel dufomplis R2 < NH CO-CO-CH3 50 - worin R2 die oben angegebene
Bedeutung besitzt, mt einer O ganogetgl|verbindung der Fornel R7:-X -CH2-M
wsekrn R und X die oben angegebene _@eﬁgﬁtungeh besitzen und MfM ein

Vet adsl 1 adiik @ und 1A e obsH aig Sdtbaren BBdeutunbdnthesihet, Btbestid wiftd, BaghCY! ani i d, worin
Rl fur Hydel@iog Vetbidung dbuFartneiHydr ol yse des ent sprechenden Acyl anilids, worin
R5 fOr Acyl oxy steht, hergestelit werden kann oder (ii) ein Acylanilid,
worin xI fOr Sulfinyl oder Sul fomyl steht, durch Oxidation des '

ent sggr echenden Acyl anilids, worin?) ur Schwefel steht, hergestellt werden
kann oder 60 (iii) ein r@acemn 8S_MC¥badHIged i n seine optischen -

| sonere getrennt werden kann durcR tell en eines Esters an der

Hydr oxygruppe R5 m.t einer optisch=aktiven Saure, Trennen der so erhaltenen
di asger GisRIRY 3l RESb Shen4hgbgBtAG bdaE RENIR Beefl! ik Mﬁér%rag%nom&si%rb%mf%r ten
Esters EestmeA kohol . 4. Vertahren nach nspruch 1, 2 oder 3, worin Im
Ausgangsmaterial R fO Trifluoronethyl steht, R2 fur Cyano steht, R3 und
R4 bei de fur Wasserstoff stehen, RRFAHW'—4ydMoxy oder Acyl oxy steht, Re fM

LU AR A o RS g St

RN 1F(H)i dirl Isddydnbilder Forimel

(L "
R2 NCO
50
. worin R! und R? die oben angegebenen Bedeutungen besitzen, mit einem Ester der Formel
ROzc--(I:F!“—A‘—X‘—-AZ—R7

55 - ' 6H |
worin Rs_, R?, X', A’ und A? die oben angegebenen Bedeutungen besitzen und worin R fiir Alkyl mif bis zlu 6
\vazl:lair;stoffatomen steht, umgesetzt wird und hierauf das so erhaitene Oxgzolidindion hydrolysiert wird,

60 (i) ein Acylanilid, worin R® fiir Hydroxy steht, durch Hydrolyse des entsprechenden Acylanilids, Worin'

R® fiir Acyloxy steht, hergestelit werden kann oder }
(i) ein Acylanilid, worin X' fiir Sulfinyl oder Sulfonyl steht, durch Oxidation des entsprechienden
Acylanilids, worin X' fiir Schwefel steht, hergestellt werden kann oder
{iii) ein racemisches Acylanilid in seine optischen lsomeren getrennt werden kann durch Herstellen
65 eines Esters an der Hydroxygruppe R® mit einer optisch aktiven Saure, Trennen der so erhaltenen

29 -
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0 100 172 - -, Fl uor ophenyl steht, worauf, wenn R5 fM Acyl oxy steht, die
Ver bi ndung zur entsprechenden Verbi ndung, worin R fO Hydroxy steht,

hydr 6l ysiert wird und, wenn Xl fOr W steht, die Verbindung zu'
ent spr echenden. Ver bi ndung, worin 2 1 fonyl steht, oxidiert wrdk

RevehdF C afaiteraisoatedn Bs@b urld dkhii@Rendds aytralysieren BHesGesdiderfer ESBrs|zim|Alkohel NL SE
1. Acyl ani |3. Yefabimen fus Hangtebungteipes Acylanilids der Formel von Anspruch 1, worin R}ffur Trifluoromethyi

r Nitro st R d R* beide fur Wasserstoff stehen, R® fir Hydroxy steht, BE. fil
RS R2 VW bttpcllﬁ%tfé}%n%r thylen steht, zg;r chwefel, Sulfinyl oder Sulfony! ste{n, A2 fiir eine :i%@kltéo
-dans | aq Lt;ﬁ's\ ht 5;7 Al IRH% zﬁéﬂﬁnst%@@éﬁ%&&%lylﬁhﬁﬁﬂp—F Eiphéhyl, PR1aZ8ED,
bromo,” i Qdamethyithibza\l20/TE-MEtRY.018 B8 RdtRizol 2yl bder QPEritPEstedk, loydutch gokdoaejchnet, daB
al canoyl e, (aldiyAminider Foahély| sul fi nyl e, al kyl sul fonyl e, perfluoralkyle,
perfluor- 25 al kylthio, perfluoralkylsulfinyle ou perfluoral kyl sul fonyl e

S ou phé6nyl thio, phénylsulfinyle Cu
carbanoyle, nitro, fluoro, chloro,
bronmo Cu iodo, ou un groups al cemey N2 0, al kyl sul finyle,
al kyl sul fonyl e, perfluoral kyle, perfNuacal kylthio, perfluoral kylsulfinyle
ou perfluoral kyl sul fonyl e ayant chacun jusqu'a 4 atones de carbone, Cu
phény 'Y hiwgrin Bﬁéﬁ?‘l@dr‘iﬁgﬂgﬁ“é edputng prsetly L einer GAYPEe” 9™ Est | hydr ogbne ou un
hal'\gg;ene; R4 est |' hydrogi ne Ouﬂékﬁaﬁéﬂ}-&z&ﬂ@ ayant jusqu'a 4 atones de
carbone, ou est associe A Rl comme indique ci-dessous; R5 est un groups
hydr oxy ewrigRkewX' die oben appeyehsea Badeaaygen bbiteanrund Raffit Hydexy gdet Atoxyt Wiesinde
car boAe, ABSrud] aoueseksdttestelderruat eioar opsiverPerivef dinse g gf?%ﬁyg%%vﬁ‘?/f"?’de
mani ere A f§t#eHerstgling eines,Agyjapilids, porn X dr Spawpfa! SRR @10 FPRXY, AT § PR s
ox®20l i di nedi one; Rl est un grougs al kyl e ou hal ogenal kyl e ayant jusqu' A 4
atormes de carbons ou repond a | a%farnule - A3-R9 ou -A4-X2-As-Rs; A et A4,
qui peuvent Atre identiques ou diff A7e s, representent chacun un groups
al kyl ene ayant 40 jusqu' A 6 atdane ahhome-cdzl A3 et A5, qui peuvent
Atre identiques ou differents, repre ent chacun une liaison directs ou
un groups al kyl bne ayant jusqu' a.6 atomes de carbons; Xl et X2, qui peuvent
et r e baleniorif B 8ie Oblenclinfégebena tBedeutuby besitaning moric B'atiaiferingd soufre, un groups
sulfinyle (-SO) ou sulfonyle (-SC2-); j 45 R et R9, qui peuvent etre
i dentiques ou differents, repr gsent ent chacun un groups al kyl e, al cenyle,
hydr oxyal kyl e ou cycl oal kyl e_gyant cAl\éHeHcicHdHBH—HG2 at omes de carbone, ou
bien B ou RO est un groups phenyle qui ports un, deux ou trois
subst i t uantweist horis Z5fiesite @sdizblrg Grupge steht. mit einerh dhjelder Fermel gr oupes nitro,
car boxy, carbanoyle et cyano, et des q%o Pes al kyl e, al koxy, al canoyl e,
al kyl thi o, alkylsulfinyle, alkyl- sulf ﬁg e, perfluoralkyl e,
per f 1 ypr aldfiklnt Bie QoerPirigl eua{eaiekaomglbadn&ybreges&ﬁmnldwa&al kyl sul fonyl e,
al koxycar botyéire Wddbinding MercHoleiydi car banoyl e ayant chacun jusqu' a 4 atones de
carbone, et |es groupes phenyl eéxg.’thnyl t hi o, phenylsulfinyle et
phenyl sul fonyl e; ou bien R ou est un groups naphtyle; ou bien R7 ou RO
es\t/ugs noyau heterocyclique satur i nsat ure pentagonal ou hexagonal qui
conti'ent un, deux ou trois hejpe \psveeleoLeo-cngnt re des atonmes
d' oxygene, d'azote et de soufre, gyau heterocyclique pouvant etre un

noyau sinple ou un noyau condense Aun noyau benzeni que, et ce noyau

het er 9 yCJvciJrﬂLke d%logénamge%ggne%ép dn %@si@?’mﬁ%ine%%&r@%tﬁ%r@MUQE Her FetRst i tuant s.
hal ogeno, cyano ou amno, ou al kyle, al koxy, alkylthio, alkylsulfinyle ou
al kyl sul fonyl e ayant chacun jusqu' AR4-Xi+6HeMde carbone, ou des
substituants oxy Cu hydroxy, ou guj pout porter il t syffisanmment
sature, uffoif dedX diephen angeashtnen g‘?(’&?‘g%‘ienﬁgs"é?t”"ﬁwﬁ P8u ‘%a"f) d%ﬁ'f@?""ﬁgeﬁﬁ?yl e
55 wird, worau . - . SO )
ou un “hoy 80 IEEEAGHE! e 1 by dibss AT idken ByarshAS S6kSeniipisEneRierOALy B liidsAworin
Acyl ani | | gheraSAbyl6R dteht, hefgest@n Ab@ai kad oder dans | equel R est un groups cyano,
nitro, triflidcirosetahiid,eyorB0X' fimSuiing] oderShijdngl sBeht.rdurdhdRgdatiorp dessentsprechpngifps
B S et Aoy 1 g i (e o oot b0t QB lraen
I .hydf%getra}r? s:"é:\ﬂ::'séaggtél :\Pﬁg gpp@ﬁmﬁine opt aHi&ergéﬁHQerrémE ¥bEscOkkhaltenen
trifluor Oﬁﬁ'jt&&atis%m_e eSer und/anschlieRendes Hydrolysieren jedes gesonderten Esters zum Alkohol.
4. Verfahren nach Anspruch 1, 2 oder 3, worin im Ausgangsmaterial R’ fir Trifluoromethyl steht, R2 fiir
Cyano steht, R® und R* beide fiir Wasserstoff stehen, R® fir Hydroxy oder Acyloxy steht, Ré fiir Methyl sEeht,
65 A fiir Methylen steht, X' fir Schwefel oder Sulfonyl steht, A2 fiir eine direkte Bindung steht und R fiir p-




sulfinyle ou sulfonyle, A2 est une liaison directs ou un groups neth
et R est un groups al kyl e, alceny0e100yﬂ72xyalkyle ou cycloalkyle

ayant., | Usfidrophdhy Pl TvordiE wed RO Yk
subs@,t uevoaglﬁmumyr I-HWFdxﬁ rstbﬁt Bpdrol§ A%‘Cﬁ’gy adt EN ti%%@? usn Oir efn tsght hen rbu')gp ?‘:gr ?gr
met hoxy @otspredhlayden Nebindang, worirgX'dinSulforkyi steh) caududmmd:azo yle,

111111 I N ! 111111 0 100 172 * thiazolyle, benzothlazolyle

lihl adi &z dleydndicatjons Mlylee Etats qoptractanth: BE CH DR GBI BILLUNLSSESUDSt i t UG ou qui

orte un supstllgnqlgp ¢ Iolr brono ou nbthyle. 3. Acylanilide suivant |la
evendi catlonqi 78158 19 ﬁel R est un groupe trifluoronethyle, R2 est un
roupe cyano ou nitro, R3 et R4 sont tous de de | ' hydrogene, R5 est un
roupershydr oxy, Rs est un gr upe 5 - methyl Al est un groupe ntthyl ene,

| est |le soufre, un groupe s yl e ou sul onyI e, A2 est une |iaison
irecte et R/ est un gro 4_phoSEialAxB-gR-@fes de carbone, ou

st un groupe allyle, phenyl p- /T | uor ophenlyl e, thiazol e-2-yle,

- n6t hasl t hi azol e-2-yl e, 5-nb6t Hyf~1, 3, 4-t hi ad 6glzol e-2-yle ou 2-pyridyle. 4.
a 3-chl oro-4-cyano-N-( 3- 6t hyl t hi 0- 2- hydr oxyB2- n6t hyl propi onyl )-aniline; |la
@oro 4- cyano- N- ( 3- 6t hyl sul fpnyl - 2- hydr oxy- 2- net hyl propi onyl )aniline; to

e

groﬁps_ met hyl ene, ethylene ou ethylidene, XK est |le soufre, un groups
@gun

-cyan@-B ‘trifluor on‘nt hyl - N- ( 2- lT1ydr oxy- 2- met hyl - 3- phényl sul f onyl propi onyl ) a
iline; la :
- cyano Qansladdemrorret hyl - N- (3- 4t hyl sul f onyl - 2- hydr oxy- 2- net hyl propi onyl ) an

est un groupe cyano, carbamoyle, nitro, fluoro, chloro, bromo, IOdO ou un atome d’hydrogéne, ou

-m tréa %kﬁ.f.‘ﬁ T IRAEI T Qo e Tk it L VAR SR fVhe: &2 Ry v, Sfiv ) &

pAényithio, phénylsulfinyle ou phénylsulfonyle;

- n| t ro 3 t R4 dst wrogronm dyyro; Barabndgle/nyitrs Ulubronghlord bloyrehr @ixiydd2 oaGib lyoupe diEnoyiy,l ) an
| i ne; | &lkylthio, alkylsuifinyle, alkyisulfonyle, perfluoraikyle, perfluoralkylithio, perfluoralkyisulfinyle ou

3- chl %ﬂ%ﬁl@ﬁﬁ#ﬁwe '{V? Pxpor W?‘"Quiﬂﬁ@n%/ PoRER) 99 °?FB‘E"}?y P']brpBﬂVBH?/I ‘)hé?ﬁ'ﬂulf'ﬁ)é'e oYs5
a 2 est I'nydrogéne ou un halo
-nitro-3-t m dst IthQdrogenk By lir &b&&amwdammuﬁumtahﬁes 3 dattohé) 30 bR asdodd & FicONMEOPI O
yl I ani | umnuélcadessous o
L L D e RO ean
d lidinedi
- lm) tro. i}:e o %_&cgr&iemfm? ol hdioyeRaliy O RESLY biobOaeaiHs SXMp el b A¥E 0PI O
yl) ani | i-@—RP au
-nitro-3- { AT 4t|AToTu mﬁyIétrwt{ezuduysjmowy‘ergntmemwnt&t(cpa]mn dn 2ropbe hkddneragpitony |

ani | |‘He jus 'a 6 atomes de carbone;

-nitro- %,Jug,é f,](jt,gﬁ(: gpﬁ ﬁyﬁ"tj% ‘%%’@Fc@% e MBI T e T SNIFT YRR PR Y 4B azo

e-2- 20 4t I, Qe anding| ¢ OLEdiff réhts représentent chacun le soufre, un groupe sulfinyle _
4-nitro- 3—-50+-a)bmsmfom;ﬂi¢ (80N 2 hydr oxy- 2- n6t hyl - 3- (4- n6t hyl t hi azol e- 2-yl t hi

\p_r/omon | RagtiR. i qyipeuyent étre |dent|ques ou différents, representent chacun un groupe alkyle alcényle,
h
4-ni tro- 498 fgf{%f%@ﬁpﬂ LR A IRE S e R gert GBS S o
Onyl | ani |y atbamoyle et ano et des groupes alkyle, alkoxy, alcanoyle alkyithio, alkylsulfinyle, alkyi-

4-nitro- 3:ulfcrnmbj mfmm&tﬂby effNo(aB(ylﬂm'f Ipammahﬁswhweuﬁeﬂmydamﬁsmfpdﬂa)we@ca“rﬁddwl pro
. p| onyl5)’an¥ Wratieglcarpamoyle ayant chacun jusqu’a 4 atomes de carbone, et les groupes phenyle phényithio,

If st i
Yo L e ST T on o
nyljani i && c?gre des at d oxygéne, d’azote et de soufre, ce noyau heterocychque ouvant étre un noyau
4- cyano- ?snﬁmé b hs:@l{naom%ﬁwq&-aﬁ&w istdrdtyEliqUe rétirtipd sabgtituguONY |
| ani | isme;poltant un ou deux substltuants halogéno, cyano ou ammo ou alkyle alkoxy, alkylthio, alkylsulfinyle ou
| st i
4 Yo e 7T ST s sy B |
hété e { Sus R’ o
4- cyano- 3-t bl Ae Ll@ufﬁﬁﬁsﬂi}xfar A N S sta?aﬁbé’llﬁrﬁﬁegthuncgr&p@mwwf@fm&m&tm@pyI)
anili re. cﬁlord,.ﬁrethyle ou méthoxy, R? est un groupe cyano, nitro, trifluorométhyle ou chioro, R® et R* sont tous
4- cyano- 3lewx def llhmdrpm'e.tﬂﬁ $t-u ®p h‘ifdrqmrﬁﬁpﬁfm roym fnéthyle o@ trif} Qi’pmxtyxl'@%%thly pro
pi onyl )arﬂ'?‘ipﬁg‘et'%'é“@ré :% e Fioviy s‘d’f’& ‘yipﬁﬁ'f'f’]y PUS t une

evond) AR g R B s AR Rt e

f or nul e: ithant fluoro, chloro, cyano, nitro, méthoxy ou méthyithio, ou udRgroupd\tidhyid, itHidazolyle,
R dans laquelle R, R2, R3 et R4 ont les d6fi nitions donnees dans | a
revendi cation 1, avec un aci de de forqu] HO2C- CR6RO- A' - X1- A2- R7 45 dans
|l aquelle R, R6, R7, X1, A" et A2 ont Tes definitions indi quees dans Ia
revend| catlon 1, ou avec un dé6rive rb6actif de cet aci
SIS -=uct|on d'un acyl anilide dans | equel R5 est un ammulﬂ]mmn"m X
5 i * c L ] s *

ceaction d un 6poxyde de fornule: .




50 R R2 NR4- CO-Z' 55 R3 dans laquelle R, R2, R3 et R4
ont les definitions indiquées ci-dessus et Z repond alafornmule 60 0
CRG‘CHR ou - CR60H CHR11Z2 65 dan Lﬁﬁpa? ala definition indi
-dessus, Z2 est un groupe depl agable € est choisi de nmaniere 32

llllklflLllthﬂ‘M& befzoth'aquvl&@mdlazczvie pvndvtﬁm' pydmidinyle qaigy &% pastsubsting ou awi| Poqenen

defini ci- dwéii R sdltont o Blont Byl Ri e e
A2 ant Tes gg doQ:ﬂ%nt om @'%oﬁto \f?lao Qﬂ
acyl ani | & dEmdﬂWlS A'egtue lgroBge athyiéHe, )gre&U@ﬁ:u ¥, hgw,ape ua"nweaa*sulfanyld AElékt omemams.e

de formul a: dltqqteRQR’ est wm@lmm JQ@I’B 3dtomes haeﬁmnb@umt un@foupRallyledhépyle, R6

ant |es deff"fﬂ"{ Th thlt 2 V' )j fifpRsie l'B?@'&ﬁBﬁé‘t’%ﬂ"l‘ﬁ que
20 de fornul e,a i g[ l|,°' éth ;’p? ,, ,m ant |es
d6fini tisens i ngd-gu trﬂbor &ﬁ\}l—W—( y )@& mé!ﬁ\/l -3Bhédlis@foRy) ﬂoﬂomﬂ)hlmﬁ}ieﬁn 25

(d) pour la prlo@lcvaho-mmﬂubrornétaﬂ-yw-(a-mhwsudfemde-hwroxvmnéthmromlmamleque| R at R5

forment conj o|'#ﬂ'@ﬁ%ﬁ'ﬁ"ﬂwmg%wpi\‘a(ztt‘mfbw»'@ﬂvsu”waﬂ £-matyiptopiogyiianilines ocyanat e de

tro-3-triffugrométh ipropjgnyljant
formule: R 32;%\!0m4mtro-N 2hy roxy-3- o-Z-h% %i%?ﬁ;u‘ﬁ ‘@P ‘!2? ant |es
definitigns i A& SHriffabroREthyitAR[2-h h|a #] siorfpaniline;
RO2C-CRK- A" - X'la #tr&3- trﬂ:brdﬁl%ylll\aﬁuﬂ&}lthﬁ Mdro Z-H\Xthylpo%ploeilla%eant | es
def ut i ons i falt-guedyifigproniéthelilé 3-pém0ﬂpmvlthm2 Hyiprapicnyliantiing ] 46
jusqu’ A 6 at or}%ﬁ“'ﬂ‘@ o 'FHBW&“‘V' ¥d og "3 g e P éV'FBZ'h%‘* | equel RS
'm orys adi@ol2cyl ani | i de

est un gpoupe.d &% f"e‘@i"
corres pondant 1 -&ﬁl’d maﬁyl%[tz hWoﬂﬁﬂH&ﬁyl@QWh@ﬂﬁMthla%le Biy@rto)fropidbnyilBniline;
acyl ani | i de dassnitresprisuorbinégitN-Riydroargraéthyl-dn pyxid-2gtsulfdbyiisdpidnyiiantline;gene peut
et nerprepar e mﬁ-mwro— d'FU‘Pyls\‘évlti\éﬁip"fm'azhﬁnvia!'hemztﬁ'm‘é'owoﬁ*m@s emelarrvuenﬂ"qw peut
etre prepar6e ThiARC-HiEiorp ?{ﬁ\fﬁ; %qgg@hg—‘@em' Yifpiotpre dineig i en
e"p anp-3-trifluorome ro vl rid-2- ropion n||| e
(ii1) ol acyl 4Nl Danes oM omamiALs. r@’glzmhﬂé ﬂdfny oLt e prepar6
‘par al kyl at i ona #gaho-aeMliciométhflA-EpHuGGHHEREIADL2-a ﬂﬁy- -BGthelor )aﬂﬁﬁe
1" hydrogene; ®GuLaldcgamo(3tifluornméttoyl N4aw-fluctephéravrsifdngtRileidrarg 2-gsthypropipnuilapidine.
acyl oxy eut \ﬁl?fecégée Aeductjery d’ ;g’l‘llaf"l"éﬁf“tféml'a ReSPiFionilde edstrepondant dans
| equel est QP Groapdy 'B%§R outi%i en 55 M/) une oxazol i di nedi one
dans Iaquel le R4 et RS fornent conJ oi nt ement un groupe carbonyl oxy peut
etre preparee par réaction de |"acyl i de correspondant dans | equel R4
est h)églr ogene et R5 est un groupe

R

NHRY -

40 : _ . R3
dans laquelle R', R?, R? et R* ont les définitions données dans la revendication 1, avec un acide de formule:
HO,C—CRSRé—A'—X'—A?—R’?
dans laquelle RS, R®, R7, X!, A' et A? ont les définitions indiquées dans la revendication 1, ou avec un dérivé
réactif de cet acide; ou bien

(b) pour la production d'un acylanilide dans quuel R® est un groupe hydroxy et X' est le soufre, la
réaction d'un époxyde de formule:

50 .

Rl
R2 Nr4-co-2l
- 56

Rr3
dans laquelle R', R?, R® et R* ont les définitions indiquées ci-dessus et Z' répond 2 la formule
60 - o .
0]
7 N\
—CRé—CHR" ou —CR®OH—CHR"'Z?

&5 dans laqueile R® a la définition indiquée ci-dessus, 22 est un groupe déplacable et R'* est choisi de maniére
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hydr oxy, avec |e phosgene (COC2); ou bien (vi) un acylanilide dans |equel

X ou X2 est un groupe sulfinyle ou sulfonyle ou dans |equel ou un

pl usifeurs de R, R2 et un substltuonu00u1gzoupe phenyl e ou heterocycl|o €
R, RA-ou_ R9, F@gntrqgsg S %1 ¥Isu|f|n perfl uoral kyl sul fin \% ou
phenyi_sul 1y g %roupeeauﬁﬂfgh 98Ty v ﬁéFWWG%WﬁWR?!squonyle oU
phenyl sul fonyl e, peut etre prepare par_hioydation de |'acylanilide -
correspondant dans | equel X' ou x2 est le soufre ou dans |equel un ou

pl usi eur sdad%'aﬂve"e Riet Af ontiesgiéfinitidns denméeschidegswsupe phényl e ou het erocycl i que
R7, R ou, R %‘}?ﬁ{a Productign dup geteatlide dapsieqreliii get uaorepPe idtoxy. frarédctierat w deyipoddi o

ou phenylthlg' ou bien 65 (vi)un acyl anilide racém que dans quuel
R5est un groupe hydroxy peut etrg divise en ses isoneres 33 ,
L*Tlel DT ~1221/ 111 1pdl 11, R 0 100 172 ;, /optiques par formation

d' un ester du groupe hydroxy R5

] un aC| de optguquerrent actif, separation
des esters diastereo-isoneri g

Bt ernr0-Ri s hydr ol yse de chaque
ester separ6 en |'alcool. 7. Co i on pharnaceuthue ou v6terinaire, qu
conpresnnd un acyl anilide suivant |4 revendication 1 en association avec un
dlluant ou support pharnaceutiquengnt acceptable. 5 8. Conposition
SUI it la revendication 7, qui e® sous une forme qui convient pour

ni Sasxsqmug.iz Il nebihb el o€ R8PS, SAPSH ol dfaRh iR O
suspegslqgfaym si'on aqueuse ou ouU Sous dUne sol ution
Ou suspension sterile qui convi ent pour |’ adn1n|strat|on parenteral e; ou
sous la forme d' une pommade ou d' dﬁe¢ﬁo¥%ﬂﬁ—ﬂbur adninistration t opi que,
ni st{ﬁtlon an u va i nal e.

uwus | f(a)ru e 7Se nt. les, iny 13 s un meta al(')'l
0 4 -daﬁaﬁbéﬁ B&ﬁ&ﬁ.ﬁ?‘pﬁ“ hojocs %ﬂ@é“ﬁ%ﬁ A ot ﬂ“étng%grﬁﬁ n,'amem Lg un

u plusi grdupe ea%sunwameratrsacﬁm'@i .socemafeaie dereuRnt | - 0estrogenes,
iinhi bi teurs d' aronat ase, des progestlnes des inhibiteurs de chretlon
onadotrope, des anal ogues de |’ hoghone |iberant |'hornone |uteinisante,
es agents cytotoxi ques, des antlblo -.es et des agents
nti-inflammtoires. 10. Utillsatbo coggose sui vant |'une quel conque
es revendications 1 a 5 pour IaRp '
roduire un effet anti-androgeni que &2 un ani mal A sang chaud. KJ
evendi cati ons pour |'Etat contractantj AT 20 1. Proced6 de production
n ¥cyl anilide de formule: R~~~R 25 K N SR4. 10-0_
X1 -A2 -R7 30 R3 dans | aquelle 35 R1 est un groupe cyano,
ar banmoy lagns 18ubifeR, H2let!RT dht 166 BéfMIONs iRGIQIERs cildesits, @kbc WA etbrQidRorthulty dr ogene, ou
n groupe al kyl e, al koxy, al canoyl e, alkylthlo al kyl sul finyl e,
| kyl®ul f onyl e, perfluoralkyl e, peW%Pu&R %ﬁﬁ&ﬁ%ﬁnﬁS perfluoral kyl sul finyle
u perfluoral kyl sul fonyl e ayant chacun | usqu' A 4 atones carbone, ou
henyl t hi o, phényl sul fi nyl e ou phenyl sulfonyle; R2 est un groupe cyano,
:ar' banoy ldgns 1adueNe0rs, k7 MO ADet A2 Bh10EDAEfiRiIEEHIONdIdLsbsOfHBessid et esflirDgHPEpecdligRIA03H: €,
40 4] K yustylda o;atomlekyd Qal:Hohe rayteegucal kyl sul fonyl e, perfluoralkyle,

per f uorz;,l%% 'hF‘U'a“ %15 | 4N 9F 1“29 h\(S‘q’ F‘Ilﬁt?r RIERATE S !"'UHSPIVée 8¢ ant
chacun | Jenfies e L L i

phBny| sulpfyrt oy a@ﬁ&m da.gamdfm alip g A S
grouge al(dow-desayamtblqmsqu A 4 atorres de car bone ou est associe A R come

As i wacv@r'w%?%lqguel grme gikdieiprat tiechrépRi nar alkvlaierge lgeyianide

d: IP‘ .
g;gg_pgfg? ﬁac ngﬂzﬁ% &.%U’% &5 élo&”% téqepggsrgﬁﬂg%y.a%n S ARRAN:E

part ise (_v) une oxazohdmed:one dans Iaquelle R* et R® forment conjointement un groupe carbonyloxy peut
atre préparée par réaction de I'acylanilide correspondant dans lequel R* est I'hydrogéne et R® est un groupe

hydroxy, avec le phosgéne (COCI;); ou bien
{vi} un acylanilide dans lequel X' ou X2 est un groupe sulfinyle ou sulfonyle ou dans lequel ou un
plusieurs de R', R? et un substituant du groupe phényle ou hétérocyclique R?, R® ou R®, sont un groupe
60 alkylsulfinyle, perfluoralkylsulfinyle ou phénylsuifinyle, ou un groupe alkylsuifonyle, perfluoralkylsuifonyle
ou phénylsulfonyle, peut &tre préparé par I'oxydation de I'acylanilide correspondant dans lequel X' ou X?
est le soufre ou dans lequel un ou plusieurs de R', R? et un substituant du groupe phényle ou-
tt;eterocychque R’, R® ou R?® sont, respectivement, un-groupe alkylthio, perfluoralkyithio ou phénylthio; ou

ien

{vi}un acylanilide racémique dans quuel R%est un groupe hydroxy peut é&tre divisé en ses isoméres
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-N-CO- G de 1a nol 6cul e un groupe oxazolidi nedi one; Re est un groupe alkyl
ou hal ogenal kyl e ayant jusqu' A 4 atorres de carbone ou repond A la for

50" « -A3-R8 ou - Ad- X2- A5-R9; Al et g peuvent etre identiques o]
diff6rents, representent chacun un groupe al kyl ene ayant jusqu'a 6 at

de bo%lqumaf fagnatipn @pn eswldu eaype hdroky REavied] emaqncqwesqusmech abﬁfeqéemmn des

repr en?sépg’(c‘,m X on"l‘lﬁﬁ' gugsia “tﬁ peig \é‘”l yFedn ‘E‘l z%e : c qu' a
6 al oo L S S i iy
di ffesentsgs. Ccﬁﬂiﬁ’oﬁiﬁ@f&ﬁl@ t 18 Reasid (Pdﬂ 7$61H §t@ousLU'r\e Wfﬂh‘ Bé& coilidnt FOUr Radminéeratio U

sul fonyl eal(a,-tS@&U)m cﬂiprem. R ca Ie, prewsandn o suepensiendu dmiesoniquélisé beheiaise;

repr esenfibi ytion ou S%HPR'SFFOQ stégilecashepnident ingwi l‘ggrpinisiatiop pergntérale; ou

cycl oal kSﬂ"' e\ ouﬁm qﬁoﬂﬂd ( v‘aé"f‘o‘f?éé' iisteafion, iopiag, oyjsars R7BE R est
Un gr @Upe ol tug'p&uwgﬂl @vét'lﬂlcataﬁg upébnilér{?bﬁoﬁllélaﬁtoh BHQE\Iém@&]&' hi cfididid ©

" hydr oghm des! BnthdtsB@RNS, d sﬁﬁhlﬂfeﬁﬁipﬁiorﬁétidépdesﬁﬁogestmﬁﬁI’d Wlibitéund S532M6ti6h €1
cyano emond@srogs. logels b ehormbmmpganaIManmryllteélmadnteyueshlgmts oftdegricgues, fdesy | e,

al kyl - s‘l‘ﬂ“ %e" qer‘ta@r'tain ’Eat

ot o gl AU SR IR T TSl e o

N-al kyl car banoyl e ayant c acun jusqu A car bone ?es groupes
phenyl e, phenyl thio, phenylsulfln | e et phenyl sul fonyle; ou bien R7 ou RO
est\n g?ﬂ&ﬁ’é"ﬂ%[ﬁﬁ?%'émmfﬂﬂm ?g ou R9 est un noyau h6t6rocyclique satur6
ou 1 ngat ur q. RERLAGORBluA JEAJRNM, AHmERDTT eNt un, deux ou LT ol §

het ero- at ones 6 ol'sl's entre des atonmes d oxygene, d' azote et de
soufre, ce noyau het6rocycllgue pouvant etresun noyau 34 *-, '~u L
Kho ! 11111111 11 0 10&°172 sinple ou fin noyau condense 3 un noyau
benz6ni que, et ce noyau het enge lique n' et hnt pas substitu6 ou portant ou
un défix substituants hal gg6 N0 _ Qa4 -ol-Boal ol -ak kel e, alkoxy,

al kyl thi o, alkylsulfinyle ou squonerLayant chacun jusqu' A 4 atones
de carbone, ou des substituanF—0oxy ou hydr gy, ou ‘qui peut porter, s'i

est suffisamment sature, un ou|deux substit®&ants oxo; et R8 est un gr oupe

pheny?e, naphtyle ou 5 un noyau het6rocyclique tel que dbfini - dessus
pour R7 ou R9, caracterise par; 3(a) | a reaction d' une am ne de forrrula R2
NHRR R1 15 R3 K.) dans

| aquel | edéllstaqidlle R3 et R4 ont |es definitions indiquees, avec un aci de de
formdf e: 2! est un groupe cyano, carbamoyle, nitro, fluoro, chioro, BPAG, IGRSEEuNdtore d'iirddenealans
| aquel | euRBrourg alkmp, alkgxy, ﬂcanev'elAékv fip. plledsuifieyipn ?'W%H@Vlege;'g%@!&vl% Pegflueis us

ou avec mﬁtf'f‘y H ralloisulfanyle, gvapy ghgeynyiisqy 1°H'ef)r°?)' RNt PBn
d un acy b”@ﬁrmgﬁ qgma vt E@%'%tréflﬂuas QHIBR, B DeYoddt oulun §rdlipe dicafid, I €,
| a 2% r awgthiopnal wmnﬁaoxmﬁnfdﬁmé OpérikhozaikyR) perfluoralkyithio, perfluoralkylsulfinyle ou R2

NR4 CoO Zmerﬂmdkwsamlelaaaﬂl chada j|Rau'@t4 Fdmemde Fasbond ey pivéniithies phényisyifiedss ou

- dessughg 'ssttl’ ,ﬁ gSrrml e 0 -CR6-CHR' ou - CRBOH CHR11Z2 dans

aquel e RELESLY %zﬁiﬁm (N w mmen&dsq&is@au&esé%aséﬁe. N el

et\B.ss eSindfg @bls:lbss &: mani ere que - - reprosente -A - tel que defini :
-dessus, Rfegan unubdfhvdioxﬂs afkotyrou |ue groupe aé{foxy, chacun ayant jusqu’a 15 atomes de carbone,

R' A2- SH°EIérF§S°F'aqﬂXE¢ IR& &fmﬁzu'bmewx%{;omlq 9 rfBanifih detogmer| avge & partie oy

( C) pour —rwt@& o ‘ﬁmané%y ﬁmatqhgg ju .S4 Jtﬁ'gé’é%e cB%on%SJu rHSan réqy%?mule

hydr exy, _lp@_ gcoONpose ae

R1 R2NAR4- QO-de@s,Rai peuvent étre identiques ou différents, représentent chacun un groupe atkyléne ayant
jusqu’a 6 atomes de carbone;

A2, A® et A%, qui peuvent &tre identiques ou différents, représentent chacun une liaison directe ou un
groupe alkyléne ayant jusqu’a 6 atomes de carbone;

55 X' et X2, qui peuvent étre identiques ou dlfférents, représentent chacun le soufre, un groupe sulfinyle
{(—S0O—} ou sulfonyle (—S0,—);

R? et R®, qui peuvent &tre identiques ou différents, representent chacun un groupe alkyle, alcényle,
hydroxyalkyle ou cycloalkyle ayant chacun jusqu’a 6 atomes de carbone, ou bien R” ou R? est un groupe
phényle qui porte un, deux ou trois substituants choisis entre ’hydrogéne, un halogéne, les groupes nitro,

60 carboxy, carbamoyle et cyano, et des groupes alkyle, alkoxy, aicanoyle, alkyithio, alkylsulfinyle, alkyl-
sulfonyle, perfluoralkyle, perfluoralkylthio, perfluoralkylsulfinyle, perfluoralkylsuifonyle, alkoxycarbonyie
et N-alkylcarbamoyle ayant chacun jusqu‘a 4 atomes de carbone, et les groupes phényle, phényithio,
phényilsuifinyle et phényisulfonyle; ou bien R” ou R? est un groupe naphtyle; ou bien R” ou R? est un noyau
hétérocyclique saturé ou insaturé pentagonal ou hexagonal qui contient un, deux ou trois hétéro-atomes

65  choisis entre des atomes d'oxygéne, d’'azote et de soufre, ce noyau hétérocyclique pouvant étre un noyau
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ci -dessus, avec un conpose organonetal lique de fornula; R7-A2-X -A -
danss laquelle A, A2, R7 et X ontyl j nitions indiqubes ci-dess
est un netal alcalin; ou bien 35 0 ﬁcoqe;i :
| 111UJ~ $itnble oj un idyhudofidenssé a il ioyauSenzéhique, ebe 1B b&Erobydliqup 0ldtant s pubstttuédu on

&Fl‘d@ dgix ?“thHWﬁt'gGﬁe"Ga‘wsﬂq @amino. Ry alkyle, Risoxyosikvithip, atiylsjifinyig eurent

d' un acyP " s R g

un_ar ouelo s LA ST SRR e ek e

NCO 18 . undndjauiset r@d%lﬁ"lﬁl déefivd citdes p&ﬂlfW £Re, c'te'ﬁg'%gkga(?ng ?naYau es’

Ci - dessus, (@Ver@adtion @'8hecdmickedd formaid: € 15 RO2C- CR6- A - X' - A2- R7 OH 20 dans
|l aquelle R6, R7, X, A et A2 ont |les definitions indiquees ci-dessus, et R
est un groupe al kyle ayant jusqu’ AL6 at ones de carbons; apres quoi (i) un
acyl agi l i de dans | equel Rl est un grpops, hydroxy peut etre prepare par

1" hydrolyse de |'acylanilide cgsres] s | equel Rs est un groups
acyloxy; ou bien (ii) un acylanilidédang | equel R5 est un groups hydroxy
et R4 est |'hydrogbne pout Atre pr6paT& par 25 |'hydrolyse de

1" oxagol i di nedi one correspondante, qui geut Atre preparee comme decrit dans
|l e paragraphs (d) ci-dessus; ou bien (Rfi) ou.acylanilide dans |equel R4
est. un groups al k¥I e peut etre prepare par alkylation de |"acylanilide

cor s poftraraauelia s Ao dtjgeR’ orplewdgfinitionsiogignspi avec yn atidede fodmule: un” acyl ani | i de
dans | equel Rl est un group. agyl-Oxwsfout_etre pyepare par acyl ation de

1 acy%aani i de 30 correspondant%??gns FPe?:]Llue>l?1 Iﬁs—gst un groups hydroxy; ou
bi.en (V) dans@qoeiiaRHRE, @1, e dl @ Atord RE BéfinRighEThdiguésb¥ki-@dssiBDu biasc R Bérive AP H'DR RMENt
un\gr OupSCi@ﬁPlbbiﬁ%| o>éy psut etre pr6par6e par reaction de |'acylanilide

55 R3 60 dans laquelle RI, R2, R3, R4 et R6 ont les d6finitions indi zuees

t M-
*

cor r esponddPtPoHaLrq Q%Id'”RA“_’\é%‘E"d? dERFdPaYE Hestatn grpupe dydromy ey Xbessde septie dxy,
avec e %ﬁ%’é’ﬁgﬁ’gef | Ef?""cl)’t'j"bi en (vi) un acylanilide dans | equel X ou X2

est un groups sulfinyle ou sulfgﬂyle ou dans | equel un ou 35 plusieurs de
Rl1, R et un substituant du gro henyl e ou h6terocyclique R7, R8 ou R9,
sont un groups al kyl sul finyle, oral kyl sul finyl e ou phényl sul finyl e,
ou un®groups al kyl sul f ony| es? meft+e®yl e ou phényl sul fonyl e,

psut Atre prepare par |'oxydatio "acyl ani | i de correspondant dans

| equel X' ou x2 est le soufre ou |.equel un ou plusieurs de R, R st
un substituant du groups phényle ou heterocyclique R7, R8 ou RO sont,
respedt | ¥eiIell i, B PR Gt Y hidetRiiBn iP&&n{éL}y&G sti/di ZeBorfdth (RREAYEE NI 0; ou 40
bien (vi) un acylani'lide racem que dans equel Rs est un groups hydroxy
peut etre divise en ses isomarg/SD optiques par formation d un ester du
groups hydroxy R5 avec un acid tigquenent actif., separation des esters

di aster eo-i sonbri ques ainsi ﬁ%%@?’gﬁ‘hﬁﬁ%/“d?c&ﬁ; ‘e de chaque ester separe
en | al cQglsiagheiieRE Pla@EitdR inAlGAEHElidsOy, £ ebtiun JFRib&dbplabdbf oHIf" ERERBILI & MaHidraNt

| a r evenduE&atHRIN-— lapradaiic—asq et hlidéhni cB@dssusavédun HioDdYIBrnilyfedn0, nitr o,
trifluorontthyle, chloro, nmethyle ou n6thoxy, R2 est un groups cyano,

ni %Wogs trifluoro- nethyle ou chloro, RRA*=BHRA sont tous deux de =~

" hydroghpg,, b 1 APl RS b HoRAss oflecilo,Un O OUPS MELhYI € ou |
trifluor OBl prdvuchdd SH boBkrAldR GartRiatel RESEun (b hedByDb réaitla biu 85Mnosi

est | e sdafareyleun groups sulfinyle ou sulfonyle, A2 est une |iaison directe
ou unsgroups nethylene et R7 estyun groups al kyl e, :

R2 NR4-c0-co-R®
55

R3

60 dans laquelle R, R2, R?, R* et R® ont les définitions indiquées ci-dessus, avec un composé organométallique
de formule; '

R™—A?*—X'—A'—M

65 dans laquelle A’, A%, R7 et X' ont les définitions indiquées ci-dessus et M est un métal alcalin; ou bien
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'alcenyle hydr oxyal kyl e ou cycl oal kyl e ayant chacun jusqu'a 6 atones de
carbons, ou un groups phényle 60 qui n'est pas substitu6 ou qui port
subsYi t uant fluoro, chloro, cyano, giq up17qpthoxy ou nethylthio, ou

gr oups- thlegﬁle i m dazol yl e, thiazolyle, benzothiazolyle, thiadiazol

H'Fa lapilide de-énventigr dpnseaugl R* Gt f megbcoawmtement ""
Eﬁ[)lsgﬁ 5a${?“ Eﬁf%?'?ﬁrpﬁlﬁ)% 'gn d %ﬁfsﬂw" ate de Flﬁ%‘t%rl se pa(rﬁ (gr) |l a reaction

d' une am ne de fornule: 55 R 60 1 : R
2H dang laquelle RI et R2 ont |es i.nitions indiquees ci-dessus, avec un
acide de formule: 65 : '
HO2C-CRrR6-A - X -AV-R7 36 - .1 |I1k2
0 100 172 <, - dans | aquel l e R6, , Al et A2 ont les definitions

i ndi quges ci -dessus et Rs ost un group€] hydroxy ou acyl oxy tel que defini
dans la revendication 1, ou avec un der ye reactif dudit acide; ou bien (b)
pour | a production d' un acylanilide danB”|equel X est le soufre, |la
reaction un e e Z dans
ool bp S B Sg R AF 18 oh ot B een e e netge BN ppona 1 a
f or mul e 15 RO,C—CRE—A!—X L A2_RF-~~~~~~ Z -CR6-CHR' ou

- CHR Z2 dans laquelle R6 a la definition indiqu6e ci-dessus, Z2 est
un groupe depiagable et R' est choisi @Hnaniere 20 qu -CHR' repr65ente

| Qquelc%)o quPatqsue (Q A 2 rg&::gégrorﬁ\{ S, dé nltlons H\%Iqu RS- %elssu egg L?gt un Cﬂio%)e gﬂalriéyant
(e) la reactian éﬂylhlﬂnﬁ&ﬁﬁ@%ﬁudmsf&f IiiHMBoupR%y&QxﬁQeut étre préparé par I'hydrolyse de
~~Na~~R2 I@vlamlwhllebtfﬁéb@@hﬂ@awequel@eﬂ%ﬂrdmascvioa w&lblnes R, R at R ont les
def i ni tiops (i} aiseramdide dgns el RS estpegrougp hwwéws@‘eﬁ oaBecHeHt ditgereparszar
for nul 9 Bfg’g}gi xazpliding g“ﬁ"ﬁﬁ??B?'ldé"tﬁdq”' PRY! SURPregiressomif Aot dansde RaFABEAPB s

bie
I ndi quees” Cl;

Hﬁ-ulﬁl abfs8 &fuellﬂn e§t§ Rﬁbe ABAeHelit st BropSHd ph Biakidh el Qcﬁaﬂfﬁﬁé ion
d' un i socymesdordaAeddne lequel B4 esé ; ou bien

dans | aquel Il lR'aC\éamlﬁQ dmﬂeqhéﬁs Ge'ﬁn gwtme@moxv pelit qmgpam padegBticn deav'a@nune

ester ¥e fURHY (f‘“ 9'° 5‘g ou b'e"
. un | tc e g c eu
" A O b i ok
est un grﬂ}dﬂﬁy M thﬁyaﬂ CQCII}Q;M n a omes e car bone, sul vi
| * hydr ol yse (dieur acghusittds| dads taqubl Xheu A% €8 un glbupnsutfinyia PuasIfdnple ofWans lequel un ou
35 plusieurs de R', R? et un substituant du groupe phényle ou hétérocyclique R?, R® ou R®, sont un groupe
alkyisulfinyle, perfluoralkylsulfinyle ou phényisuifinyle, ou un groupe alkylsulfonyle, perfluoralkylsuifonyle
ou phénylsulfonyle, peut étre préparé par I'oxydation de I’acylanilide correspondant dans lequel X' ou X2
est le soufre ou dans lequel un ou plusieurs de R', R? et un substituant du groupe phényle ou
hétérocyclique R, R® ou R? sont, respectivement, un groupe alkyithio, perfluoraikylthio ou phénylithio; ou
40 Dbien
(vi) un acylanilide racémique dans lequel R® est un groupe hydroxy peut étre divisé en ses isoméres
optiques par formation d’un ester du groupe hydroxy R avec un acide opthuement actif, séparation des
esters diastéréo-isomériques ainsi obtenus, puis hydrolyse de chaque ester séparé en [‘alcool.
U 2. Procédé de production d'un acylanilide de formule suivant |a revendication 1, dans laquelle R’ est un
N 45 groupe cyano, nitro, trifluorométhyle, chloro, méthyle ou méthoxy, R? est un groupe cyano, nitro, trifluoro-
méthyle ou chloro, R? et R* sont tous deux de |'hydrogéne, R® est un groupe hydroxy, Ré est un groupe
méthyle ou trifluorométhyle, A' est un groupe méthyléne, éthyléne ou éthylidéne, X' est le soufre, un
groupe sulfinyle ou sulfonyle, A? est une liaison directe ou un groupe méthyléne et R7 est un groupe alkyle,
- alcényle, hydroxyalkyle ou cycloalkyle ayant chacun jusqu’a 6 atomes de carbone, ou un groupe phényle
s0 Qqui n'est pas substitué ou qui porte un substituant fluoro, chloro, cyano, nitro, méthoxy ou méthyithio, ou
un groupe thiényle, imidazolyle, thiazolyle, benzothiazolyle, thiadiazolyle, pyridyle ou pyrimidinyle qui
n‘est pas substitué ou qui porte un substituant chioro, bromo ou méthyle, caractérisé par:
(a} la réaction d'une amine de formule:

bcdll 1011111 C s *

55 ) Rl
R2 i Nﬂz
60

dans laquelle R' et R? ont les définitions indiquées ci-dessus, avec un acide de formule:

HO,C—CR®R® A XA

65
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o .
(i) un.acylanilide dans |lequel Rs est un groups hydroxy peut etre prepare
‘par. 1' hydrol yse de |'acylanilide correspondant dans | equel RI est un groupo

acyloxy; ou bien (ii) un acylanili deod@ {fguel X' est un groupo su |l e
ou sulfonyle peut etre prepare par I~ 0 aton de | acylanilide
cor r egponddsts lakaells R*RILEL AXet At Ibscdshimtibrs SrididUdestti-88s B0t RS est ut biolige Arody bale

acyl ani | i d&¥(ext Bhangasfin dens le tevendigationsieoeaves ars déris® R Budiicid6LRDidaa
formation g il tol & Pradictinodie ayipatide Janrdeanelet eahle soufte laoedtion gfum éboxydd Hé
-separatig®gn des esters diastereo-isoneriques ainsi obtenus, puis hydrolyse

de- chaque ester separ6 en |"al coolg1 3. Proc6de de production d'un

acyl anilide de fornul e indi quee da | a revendication 1, dans laquelle R

est un -groupe trifluoronethyle, R2 /' N\ groupe cyano ou nitro, R3 et R4

sont toyg deux de |'hydr ogene,li2 86 \ HNgFraa#@e hydroxy, R est un
.groupe nethyle,- A" "est un groupe nbt hlege,- X est |le soufre, un groupe 37
. 0 100 172 sulfinyle ou sulfonyle, A2 est une liaison directs et R7 est un
- groups’ al k§dne lagyelln R’ priéqot I8s dfivtios iBliqbembgessle e 2T oune 4 I0fdrrBé  UN  gr oups

al |yl e_,--,f)h_enyl e, p-fluorophenyle, 6hi azol e-2-yle, 4-nethylthiazol e-2-yle,

5- n6thyl -1, 3, 4-thiadi azol e-2-yl e, ou 2-pyridyle, caracterise par: (a) la

reactjon.d une am ne de formnml eccre &G R2cré0H—cHR"z2 . . NHH 2 to dans

| aguel l e R2,” a'la defi.nition indiquee ci-dessus, avec un acide de fornule:
-H02C CR3 £ iy 'BGHE?(RQ 7 d4fipitidn indiali¢epindastus, 23¢stan gidlipenidplatable etit!f esnttoisbdegmaniére

i ndi queés ¥ 0% "eteseee =4 ERMB? DR drgersisx Jvep un Hig) Polfeymédeinme i ndique
‘dans | a revendication 1, -ou avec un de,{vi_\gﬁe_gﬁactif dudit acide; ou bien (b)

PO/ | a production d' un acyl anilide dans |equel X1 est |e soufre, la '
reacti on ddans lagpeiie Rlet Adentfler déflhidons Bidliquées ci-dessus; ou bien ' -~ CF3
X d (c) la réaction d'un composé déformutey  NH- C0_z| -25 dans laquelle R2 a la
definition indiques ci-dessus et Z1 repond-a.la fornule 0 30 '

/ \ -C(CH3)-CH2 ou -C(CHs) O+ CH&Z2 dans | aquelle Z2 est un groups

depl agabl e, . avec un-thiol de.fornul : :

R7-SH d#hs laquelie R a’la defgeni ipde6rocRédessus; ou bien (c) la

reacti on d'un conpose de fornule: 4 ' ' * CF3 .1
. R2 e _ _ L ) o NHH --CO-COCH3 46 dans

Il aquel | e Riandladgdeild &f, IR b REQht lb\GHARINETS iRdiqudBSiHessustANRE ul BontfRBP S Shométallique de

_ organong® afotmugeie de fornule: R7-X1--CH2-M 50 dans laquelle R7 et X ont |es

definitions indiquees ci-dessus et R-e¥t—XimAleMical netallique; apres quoi

(1Y un acy i]ide,.dans; | equ . est .U roups h OXy peut etre prepare

par | hydr%alﬁggége %ﬁéy‘tg‘gﬂﬂe g%é‘,gﬂ:é's’%%%asacﬁﬁ % lé%ggxﬂlegéuﬂg 'ﬁsmeetgwq"'gﬁ Bups
-acyl oxy4o ou bien Ci) un acylanili dq dans | equel XI est un groups sulfinyle

ou sul fonyle peut etre-prepar6 par ¥xydation

M

NCO

< o2

45

dar]sl laquelle R? et R_"' ont les définitions indiquées ci-dessus, avec un ester de formule:

T RO,C—CRE—A'—X'—AZ—R’
50 . | :
T ' _ OH

dans laquelle RS, R?, X', A et A? ont les définitions indiquées ci-dessus, et dans laquelle R est un groupe
o alky!_e ayant jusqu’a 6 atomes de carbone, suivie de I'hydrolyse de I'oxazolidinedione ainsi obtenue; aprés
quoi e
(i} un acylanilide dans lequel R® est un groupe hydroxy peut &tre préparé par I'hydrolyse de
I'acylanilide correspondant dans lequel R® est un groupe acyloxy; ou bien
(i) un acylanilide dans lequel X' est un groupe sulfinyle ou sulfonyle peut étre préparé par I'oxydation
de l'acylanilide correspondant dans lequel X' est le soufre; ou bien
60 (iii) un acide acylanilide racémique peut étre divisé en ses isoméres optiques par formation d’un ester
du groupe hydroxy R® avec un acide optiquement actif, séparation des esters diastéréo-isomériques ainsi
obtenus, puis hydrolyse de chaque ester séparé en Ialcool.
3. Procédé de production d‘un acylanilide de formule indiquée dans la revendication 1, dans laquelle R"
est un groupe trifluorométhyle, R? est un groupe cyano ou nitro, R® et R* sont tous deux de I'hydrogéne, R®
65.  estun groupe hydroxy, R® est un groupe méthyle, A' est un groupe méthyléne, X' est le soufre, un groupe

* € L M 8§ =
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55 de | " acylanilide correspondant dans |equel Xl est |e soufre; ou bign
(iii)~un acylanilide racem que peut etre divis6 en ses isoneres opti

par Jormation d un ester du groupsoh}gpoli Rl avec un aci de optique

actif, sepdingé owsuifogse, aSdseir: lidisasdiRite e R’ @6 UA igroypedkyd dysit jBhi' 2 stddes Patbries
hydrol ys edecsarbpnes jog @8t| unclsoupls ativie pbérivier p-feqrophényle] thiRplg@eitte 4-méthyitiiazoled-yle, 5-

r evendi cd't‘?"gf?ﬁf:c?:ﬂd%ﬁs'Se’?'yk?nﬁﬂdg?pv%'ﬁ{r%ﬁrﬁcé"é%pad’e depart duquel Rl est un

gr oupe .60 I°f uoronéiﬁ?\@,eﬂfmggt un groups cyano, R3 et R4 sont chacun
un atone d' hydrogbne, Rs est un growyps hydroxy ou acyloxy, RI est un groups
met hyle, A est un groups nethyl ene, st | e soufre ou un groups

sul fonyle, A2 est une |iaison disectg R7_Rsl un groups p-fluorophenyle,
apres Qyoi si R est un groups acyl ox conpose est hydrolyse en le
conpose correspondant dans | equel Rs un groups hydroxy, et si X est le
soufre, |@Rn iOqRASK?, £RldeMitighOndidust Si-dealih Q6 WQtieaPRAtant dans | equel X est

un groups 65 sulfonyle. 38 I 11111 111121 111,11 111 11 1111
HO,C—CR®¥CH4)}—CH,X'—R’ _

-— P = &

15
dans laquelle R7 et X' ont les définitions indiquées ci-dessus et R® est un groupe hydroxy ou acyloxy
comme indiqué dans la revendication 1, ou avec un dérivé réactif dudit acide; ou bien
C (b) pour la production d'un acylanilide dans lequel X' est le soufre, la réaction d'un époxyde de
\/ formule:
20
CF4
' R2 NH-co-z1
o
25 '
dans laquelle R? a la définition indiquée ci-dessus et Z' répond & la formule
0O .
30 VAN ' ;
—C(CH3)—CH2 ou —C(CHs)oH'—Cszz '.
)
. dans laquelle 22 est un groupe déplagable, avec un thiol de formule: :
35 R’™—SH
" dans laquelle R? a la définition indiquée ci-dessus; ou bien
{c) la réaction d’un composé de formule:
Rr? NH-CO-CO-CHj
. 45
N
dans laquelle R? a la définition indiquée ci-dessus, avec un composé organométallique de formule:
R’—X'—CH,—M
50

dans laquelle R” et X' ont les définitions indiquées ci-dessus et M est un radical métallique; aprés quoi 5
(i) un acylanilide dans lequel R® est un groupe hydroxy peut étre préparé par I‘hydrolyse de 3
I'acylanilide correspondant dans lequel R® est un groupe acyloxy; ou bien
(ii} un acylanilide dans lequel X' est un groupe sulfinyte ou sulfonyle peut étre préparé par oxydation
s5 de I'acylanilide correspondant dans lequel X' est le soufre; ou bien
(i) un acylanilide racémique peut étre divisé en ses isoméres optiques par formation d'un ester du
groupe hydroxy R® avec un acide optiquement actif, séparation des esters diastéréo-isomériques ainsi
obtenus, puis hydrolyse en I'alcool de chaque ester séparé.
4. Procédé suivant la revendication 1, 2 ou 3, dans les matiéres de départ duquel R' est un groupe
g0 trifluorométhyle, R? est un groupe cyano, R® et R* sont chacun un atome d’hydrogéne, R® est un groupe
hydroxy ou acyloxy, R® est un groupe méthyle, A' est un groupe méthyléne, X' est le soufre ou un groupe
sulfonyle, A2 est une liaison directe et R? est un groupe p-fluorophényle, aprés quoi si R® est un groupe
acyloxy, le composé est hydrolysé en le composé correspondant dans lequel R® est un groupe hydroxy, et
si X! est le soufre, le composé est oxydé en le composé correspondant dans lequel X' est un groupe
g5 Ssulfonyle.
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