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‘hereinbefore defined with a trRg(l ower lal kyI) rthoformate, especially
trimethyl orthoformate or triet hyI or Bihof or mafle. The reaction i nvol ving the
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The acrylates of formula V are described and clainmed in our co-pending
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tests which include (A) the oral admnistration of the conpoundg to a
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qui nol ongy p p,i QJq ,g(\m,,gg Exanpl es 1- 23 were found to be activep
in one or b%iﬂyl@méﬂ&&hrsm qangloreB) at a dosage of 90 ng./kg. or less. In
addi tion, thremefhalrdmhmgommorworrpounds wer e found to be active in one or
bot h of the1m§w'§m%@'5“t§’hwl‘ '"S’Q’I‘?ret%%l sult%] fc#’gr nol ?p Vil

30 1-et h%J Bartieutarly AR BHA' Brp1OlASS PR tinvpnianpyeioseo BRI RI"0=4="qui nol ong
1 -met hyl- 3- et hyl sul phonyl - 4- qui nol oge Particularly active novel

qui nol ones of the present inv n alle those of the general fornmula VII 35

35 [ERR] 40 $(0),R,

40 45 wherein nis 0, 1 or 2g5.[_1 ERR] alkyl, [ERR] is [ERR] al kyl -
and 40 N(a) [E i s hydrogen and [ERR] i
6- 1 ower al koxy, 8-1ower al koxy, 5-hal g or 6-halo; (b) [ERR] is hydrogen
and [ERR] is halo, lower alkyl, 'l ower alkoxy, trifluoronethyl or |ower

al kylthio; or (c) [ERR] is hal o, | ovver aI koxy or |ower alkyl and [ERR]
6-1 onwer #8 ?fe'“GlsPd\fae? Ra'lsﬁer {V'o"n"fadk d ffer ent val ue from [ ERR],
Iky ow:(ﬁ oxy, tr t[lf]

with the pr gﬁﬂ‘ f Laopd[ERR]
is ethyl, ]R5 M ro e\pnérag y%rl mglk\ﬂ% Fﬁ@s ralky Io \%Dor @- é 6:% different

qgui nol onesv;w.etf.larnrnsthe above general formula VII incl ude the fol |l owi ng
conmpoundsa with béprovig-tiat, whne Hayd hySogept Haysl?trﬂmtrwr ahd B1i$ elodl, Byx@ntains more than one carbon 50
7-chl oro 1atREt h I -3 rret hyl sul phr nyl - 4- qui ngl one 55 7-fluoro-1

- et hyI ﬁ“ general formula Vil include the following compounds:

55 7-fl uor 7f:h,°r°1 Qéﬁ et hl;,lgﬁng Le4 qui nol one 7-chl oro- 6- net hoxy- 1
-nmet hyl - Esrretﬂhyrbsmewmém vimdulqebiese /- fluoro-6-nethoxy-1 - 65
- met hyl - 3- netibyrb 8 uepiyi-3uyitthylsuptiinyialapinglont- f | uor o- 6- et hoxy- 1

- met hyl - 3- nﬁtCHleOtGIw%huxv memjf-"iawehnglpth -f-gvipaldngt y| - 1

- met hyI 3- tfl me tn %Isulphmyl -4-quinolone
ﬁé ro§ t M?gt;

60 6, 7- digretHaxy: 1 191998 | -4 qui nol one 7-tert-butyl-1 g

met hyl - ctHbhpy gD |4; n%aryr;mbmm u.ﬁmm
-rret hyl - 3 rretthyrbmuhprathn methyluip@ldapmolone - '
1, 7- di et hy|7-eBwkemnétint-8uiefhmisuighinylid-quinolpoe one. 65 A preferred conmpound of the
pr esent | nvéﬂt@"mﬁhﬂ mythylsyipingl-41auinglopsy | - 3- net hyl sul phi p‘x qyi nol one. 65
met sulphmy q 65

A preferred compound of the present invention is 7-fluoro-1-methyl- uinolone.



5 : .

€8 2 047 691 B 5 The present invention provides a nethod of reéduci ng

od pressure in a hypertensive warm bl ooded ani mal whi ch conprises the
dm i stratlon of a qU| nol one corrpound of t he herei nbef omzdeis‘gmegi gengr al

fOI‘m,ua F—AdmTstration may be—arterirat—ot Pt enterat—entet ar.

adm ni st ab bR invemidf blodabsa nt¥kdb oftelTLIRY atqu,resgutana hypSrteh sefvﬁat,tgf seft Suf table
dosage ahimal ihich drmpige FninftH&tioR Bf d qlindiBhe Tomp ea.e.le re défin rsig man, i#
5 geneffainbiygl. adrbihistatibin@ay teiag@ialor parert&a); entpral itg'ndldﬂyqn, Wc&llmalaﬁﬁt'ylsﬁh-S 75

-ng. / kg tipwl isyprefangd. aepeeieapqa&efgueetmgev edSlogmM bloggied animalsaingidieg reangis  di vi ded

d Sgesr? at'vw rapgeOrtel 0Gm-fafsipy, mo yan a0y 5. 500
of " he TEURg) Mﬁﬁﬁ TR e oot (o ﬁa“i°£°"i“ﬁ“5%{'r38f%f ‘g@gﬁgngsnfﬁ%vamg "o

non- i m'ﬁh@fnhéﬁﬁo t@@by thé?olm#rﬁho@ﬁﬁﬁaﬁve@ﬂ%@é@ﬂﬁﬁﬂ&?ﬂﬂ&rﬁ'b&cé?%gwna'rght and
CONpoS vl iveigi am‘comwsadnw hiedobremts fre Given®i vdlyme! RovrBImpiNRUSLerEdalaaezss were
char aotbeones’edorﬁeftbg/folmwg@pectmc@lqjéchtums'frmt:léaommgmspmodnnﬂﬂb@prmtre@hn| qoles:
nucl ea@NgyHEFe EREFLEOSFORY: é\ﬁam’e"vqm ucts of theEERENples hadsatigfactesyelementl anpiseprn s s

spectr d@gﬂg&'"tﬁﬂd?'ﬁ"&ﬁﬂeﬁs Y989%r oduct s of the Exanples had satisfactory
el enentglahal yses. Melting points are given in degrees centigrade. Exanple
1 15 15 TrivirRinayiishokdnleidide 10,299 dbdbadddbrhddddly durimg Scraiekateh a0foa tudplasturtits A NQ 120
M nut esuspbnsion ofB0%Eehan Bidtided2.251.)dn dry difbetby) sytdingidecia? ralf). ThOMbxBievas seirtayt tbr & de

( 2 25 f)he'13ﬁ "W‘}es giream hypeﬂyuﬂe {Frryscieckion(ofjthe ngcomh@dm%@t'm'fe Bifdimethoxy-r ed f or

50@9%@.,,, e Hié"‘*%wg%i%wfﬁﬁft Aﬁf T

J-was tolle dwvéih x ers @mskao difHeth my@ap»ﬁ HoRflz> M nu
and thmdtmamtr-bma.gzowmbtutnummm$50953°.rarne | @mpb@rdm t enper ature for 3 hours then

at 50 60\mmurea:fthurvltdwé&%l.tlimeﬂhuberthofom(mmt)mbtowmob@uped)amebemmw into
dar refi with girring fqr PRYTE i #\: t'tsat'@a' 20 was
d&@r

If | d t d
cort A tﬁ%ﬁ @r ER S S idinscsionadrd 5
di met hyl70MRs V@[,.gﬁ 4Nin Gneme,; enzoy m? ﬁ i de of mp.
[ERR], a novel corrpound A mxture of this yI|de (5.49.), trlrrethyl

orthof Gramedle@2 (40 Ml . ), absolute al cohol (40 mM.) and acetic acid (2.5 nm.)
was t?éat'éds"m*ﬂﬂéta"'}eéﬁPF'lat%F‘t"Hedsl't 'F’iaF‘P' *’dfw"ﬂ‘ CH’BB‘?‘@"W' pibydrg-1@-dimethvid4- di s8d | | ed

Lo e e = e

result|1 T3106 hﬁfzoz §so ve I'n ace P8 treat ed
wth petrol eum (b The resul ti ng solid was fil tered of f and dried
i N vasuBertme i ve 6 7- d| met hoxy-1 -net hyl - 3- et hyl sul h| nyI 4- qU| noI onas m p.
[ ERR] webydfousmeﬁwmea@r@t? (16|8ﬁ ’aa%FtﬁdPaF"ﬁ'f’aﬁﬁe‘tspt'ﬁ'°

EXaITp| mlx Irr‘ey irri room edrdf;% b Z%u ﬁﬁ e Iﬁig '?(.:'Oornll)avc wedl 0x0- 3 1
- (4H) - REE bQSt dk{%s\i‘@%‘f Ws theadg q#(:) fhgjf wanas ﬁxrwse phoni o- 5-

- met hyib &Edahie ﬂ%ﬁ)&h/ﬂﬂi‘f& biro&heorighdi m.[< oom YM.08 M. YERSTHE .n@eaa wisth 40
tri met kylected, tvhmémwmftamerha dijbd/ie vakydro givere2-tigdra3t-matyg-Ligarb-paidivyd-3, ﬂ—HE(HI nol one,
m p. 2@2nzg=®anerss 1E9¢ Idec)3

t e Vi

35 Anhyd?f) oro gb%nzolaﬁnm °§,§§\‘ pmg%ewélg %wsx:rt' ﬁacted
susp met yl-3-methylsulphinyl-4-quinolone m.p. 208- 10°(dec

oro- oxo 3, ? fi') henzoxa2| ne (° 9 f d y
d| rret h)E’warlidlA@hOXl de (110 m.) and the m xture stirred at roomterrperature
for 20 nnasimies mBaneetolthat desqnlbwtaﬁem(ﬂ? 1.rtthe, k)wvwa:gmadded 2dihpyol-gethwi&:dhlora- gor ous
stirr] d&’t’m i%"?"é?"“l’?“ﬁ? dtaﬁvntvwev"ﬁs dimeihoxasuirhomigis-etpra et t | e, The
superfats mwwt;;.grgy gv" 3th ‘Eﬁ""f“ﬁt" “’F&"é}*/‘ﬁ'r"l"'ﬂt’ SIRRIFEERBENE acht
su

mi xtur e qu' e T ng precipitate was 40 collected,

washed mnweslvater and dr| ed in vacuo to give

1, 2- di hyRbosgedswae bubpled Sraigh osohuitn of NebirapylentBrardilicaditie-s gh) mrazuxers bivencantiated 199- 201

(dec.5% h‘/‘!fﬁc*‘!?"s@fﬁ(ﬁ"at’an%hﬁel‘sot‘%“ttﬁ%fmdwcsr| bed in Exanple 1, this 55

benzoxazlpey @%géa g TR

di et hy{ﬁﬁﬁawr 03: i) P ﬁma@xtn%afe%v&tha%v e 72-730
Hylbx¥@fphd prs lﬁ'Mt detrﬁbrmthaﬁ wiEn e fheh fiBdéa it . 91 Ve

5 c h l60 rtmn&hylmthhgbtmeﬂe taat/h:;dns:wmﬁnhmwh-;ﬂopqw dudloREm B1126-12BEREY adetbaE dipthyl- 6D

Exanpl ethédrh.l n a sim | ar manner to that described in Exanple 1, the known

conpound, P?L%sz di hydro 1 -methyl-6-chloro- 2,4-dioxo-3,1 (4H) benzoxazi ne

was Cormzgl e L ond éd%ll Eog) ééh-%' Oﬁ%ﬂz@r%ﬂ 50ml? a2 . 50

met h%k ] m ﬁ:& \(Jsur‘ﬁ:rtmll{q (19 ?egﬁa tusp bt as‘é@ﬁedi Fba e(ﬁ:‘o@t@ﬂ\b?i\)éﬂht h 65

trimethyl orthoformate to glve t

6- chl or o- 1- net hyl - 3- net hyl sul phi nyI 4- qU| nol one mp. 236-2380 (dec.).

Exanpl e 5 Phosgene was bubbl ed through a solution of N-propylanthranilic

acid (9.5 g.) in a mxture of concentrated 55 hydrochloric acid (8 m.) and

water (80 m ) at [EBR] for 2 hour s. 55 The

L T 1 T L T I T e T .



In a simlar manner to that described in Exarrpl e 1 this benzoxazin S
converted: o the novel ylide

di met hyl oxosul phoni o- 2- pr opyl am nobenzoyl nethylidé mp. [ERR]; wh

‘wast hen 6reactgglz -,tsg, §0 trimethyl orthof ormate to g| ve
3- net hyl ala

60 et her). - I O- :

dI,SSO| . d F %ur n-:ip Q{llrrgign% 'B!:;%g l‘;%g; %ﬁm‘é gﬁg;ﬁgng%ﬁﬁhﬂ
egnat e ,t yl._ .thmgoméaﬁgms &n-was stirred and treate

dr opw se W 'ﬂ'l{’b mterﬁn'édlate 7 ﬁuoro 3-m€B2£Mb7|ﬁ|9IEIA-:Bmolone, was prepared in the following way.

6 dinethy ssdlghabis- a(rﬁnoeeﬂumObgnzméﬁwel (ﬁﬁgﬂimeeoumdlsmwh@a'eme se@wm 5
refl ux for;‘llg;fe'ﬁﬁﬂvaf&ﬁu’aﬁ"&?@‘;g%}ﬁ {g‘l,dr?g%?%g:twmtm atuoi Eﬂéﬂrge 3(4}.? &ﬁ cooI
giving a c

7-fl uoro- 1'y .E %lﬁer f'{?u%g" agqumo one, mp The |nterrred|ate

7-f1 uorom?: m &sﬂahﬂmymﬁlphslmmmt maane\memprae@mexedva.spemheofsmdnmwn@wvam

5 A sol ut ineraial (27 girvashedted drlclerrnoitoewzamfﬂo%fenwoqrﬁﬁe or)leqtmroaqmemeﬂwafqm

“car bonat e @mgvlsmammga«s%mfédghe;@'ﬁm SESPB“SPP on {l \ﬁg%_o ‘f‘? 302 and

n

treated dl‘ re 5 %89 Je%ouifﬂﬁ%ﬁﬁﬂ% e lt cUI dl(ﬁoo m.)

during 1,55 EE& ua&aeﬁ e .hrgliaeadna ic BRI HRIFHI 8D.UT 8

for 24 hou’fl%sol U&fd pH@é%luﬁQ:E b6k ThelPsulting drécipitatonss culeethe: driedi t h

wat er and d’i’dlr&sd/sfaﬂlsdylffda ei’mfiduuiahwﬂemg@eglvdtr,edmmsl ®mwmmamm@— 2, 4- dione,

m . [ERR] m;?@sulmlmriémgggf@nm "dllP A F sul hOXI de I_5"2303&(‘“ % m 2 (300
and_509biapamray e V%'d‘p Ea Q,&%} f ot 9-)

t th r in
s hoat 81 E st mim B a.st..E#‘ Hanb rtomB& Rure. The

unr

t enperat ur g4 g e% @Jﬂy@l&h fAR ethanol mlch'd?&o‘iﬁb bive tHdvRdveél edimbolihd1g
suspensi On7‘ﬂ&ﬁos-tnbiht}|% |pmmﬂle-au.ﬁbldrrepgerzsﬁa.nd t he above benzoxazi ne- 2, 4-di one

(27.5 g.) vvas added portlonvm se The resul ting sol ution was stlrred at room

t enper at &F & m nut es i nt o el (;’é _ §J1bnem§

resulting Se@ctl iﬂ%,.eth ﬁ’il’h%“ﬁﬁf‘ Eée g:‘r ko gk Qﬂ" - hlﬂazﬁdif (300
and th’@th |9m ;?‘2147 hQ Foah Gsﬁéimdsﬁls@ﬁrbﬂjmh@e&:ssbdiﬂh pH of

6 0 5 Th Gycﬁ&J.déngrhoma hﬁm)weatzadmmwst ). SR soliltiqhaiaa @garalstystirred omttteated The

resul ti ngo aropeispitralingethvhsilpbatk (3 od. sidring PO mértitea The mixtureynas stirieq! ye@"ftP'DPﬁfat“fe 30

et hanol / di @trhyllﬂh‘eip#r@ﬂpﬁ bryEhepelid Pragycivasce 'G'EJeZKd"‘ "°’% SG' "“"Fe g‘?

met hyl sul p§ J?Ff%g? grpanelising charepg) to gveegioro i ('YL'i'qﬁ'"j’ o T

di ssol ved ethyl orthoformate (160 m.) at 1000 under mtrogen The 20

resul tings gdnideOn was treated dripwise with piperdine (7nm.). The m xturs

was heat ed WiHrém&3-imbthylsuiphinyl-4d20@one (2.07 glrvehe dissolved ip gteunmis mta%@mrware’sl@éo 3g.

al | owi ng etrhtassdim dredémeépm'mqﬁf)s?'h'lethwfs?'l’hafeh%mb) e’de Bdmwﬁ‘ :&?o

The'sol | o s o Y T e o P C ks whes 1 N
char Coal 4 @z@eg% tfﬁ% Wﬁ &Wtﬁn etitno?to gltve 7%%;0 1-methyl-3- methylsulp:?nyl-m 40

7-fluo gy--qumo one, mp. 265. 25 Example 7
25 I'n a Si miharnteﬁﬁmweh Hrémd-BmbthfigmmyiBieginaloosmes prepared in the following way.
2' - ami no- 4' -zArhiog-b @obmtdwblg wb? W)tee*wqyphfeawﬂebrme1 Fé%’&l‘i’%‘&‘ﬁ"‘t h

triethyl oer'F?e’FaéF?r%t @°’F°n'“ 'ésm';ﬁ? f%’@ﬁ%f“‘ffé ;gg '%i% ﬁgﬁ%gﬁ \{,Q,,Las 45

corrpound }7L s & Wi Jaton @ i hiny
product (6 F%grﬁ'm ol)t'}rhada%alé%s 4 au;a\;ie ra@mudava(,ﬂoéimgedeadwm

hydr oxi de |.m5x359|em -Water) The sol utiion was vigorously stirred and :
treated 30 dropW| se with di met hyI sul phat e (30 m.) duri ng 20 m nutes. The
m xture RBExamRled ed at rQo

pour e st g sl R ke
dried and QL %eercg au%r% bﬁ-@ d thén left@t r {eﬁgﬁkturﬁevﬁhgﬂi Tie $olid @6 durctin

- met hyl - 3- rmhuhw 4ABd VAYH chidrofbith 2Rl 6riR@. ThélprPductaves stizéd @ith Sturdtedanysoes sad.um

35 7-Brorse- ﬁearmtdngﬂh@milphrmydmudesqhanmdlem rg!!ra@rih washedpith wafesandfnedd | n aqueo®hs
pot assi um rﬁﬂarwssewsel@n(remsthgnoi grve aehigrerfrmednosathykhie-fradepiere. M- d %S DI net hyl
sul phat e (Oﬂ g) was added. and the m xture was stirred at room

t enper at ur e BRWhiSropdVil Benthid Bk fisbe, 658lgPIARAiSrofofin B0 .} was ¥¥liSd dreistagh e d t he
m xture l%@sdtlfré lutiéh df"H&ﬂ(ﬁo- Pyhethires- rﬁéﬁd{lsﬁlhﬁlﬁM-@-ﬁm&ﬂMﬁMg Kethidréorin (N§o.ml.T. Mise 60
resul ting nfestiting Soluaswaststitrddacroor emperglote for Pheursapk then pashetlrepeatadiy willsaturdtadec t ed

by filtrat mmneoaﬂtbdw@@myma@lswum@ ey PEkida: Hle resyitipg splution was dried °Vefa"hvd'°"-°;
7- br ono- 1- n@im ngsumftp& ‘B\ﬁxp?f{z dM-he sggi gﬁﬁum;r; talllfﬁdéromzﬁngnoéw chaﬁ?a to
i nt er nedig PSR Y R AR RSN RSt ohe: was prepared in the
foll ow ng way 2- Am no- 4- brormbenzm c acid was reacted with phosgene to
gi ve 7-brono-1, 2-di hydro-3, 1-4H benzoxazi ne-2, 4-dione, mp. [ERR] (dec).
Thi's conmpound was converted to the novel conpound 45

2' -anmi no-4' - brono- (2- met hyl sul phi nyl) acetophenone, mp. 152-154 (from
et hanol) Th| s corrpound was 45 react ed W|th tr| et hyI orthoformate |n the

o o v - — S ~ o o o



arrpl e 1. 50 Exarrpl e 9
uft .sol uti-on of 7-chl oro-1-nethyl - 3-net hyl sul phi nyl - 4- qui nol one (% 25g )
inichloroform (20 m.) was ‘added dropwi se to a solutign of phosphorus

trichl or|de (1 3 rrt ) in chI oroform(lO m ) at [ERR] Theammtsa'ra wasy

stirred i pet-a v T6 ; -

overni T})e sol i d product was fi I tered off vvashed vmth chl oroform and

dr i ed. " ikethli Qukitale (151 b BRI SlsB 1RSI Lhe BB SRR TRy lliGar bO ng_t}.‘

(100 m4.quinblote (K42 gyicontditisg soinl B-hiaro Isbraer, exthydryusfpolasiuii datBnate a3 BeshdW t h wat e

and dr ibegnone BIB0 RIICThy sixtiiré wasdbiled ander mfiuxavéraiois bndfitered whilehbtoThe hdt filtrate was

- et h?lco‘ae%'c'%liﬂw sa&O'q?IFhﬁGTOQPf@ c'mf?rﬁ "‘f‘T'SXVﬂ?'BethE?(‘mﬁbV'é"01430%'0?09'mn on Bf

3- chl o3 S(Vnwas ; aged) H? chloroform (70 m .) was added
ep as fotlows:

star)t(IX Qe %i fgrt bgv
dr opw sg ﬁ §s{ el'utgr {Hanol (450 ml.) and the solution evaporated to dryness. The
7-chlo rrsauﬂmgaatr o meamrare& \bae sGapbridBd ny hirydro Gl HidlioA WL (3000mId TWe Juspensiet4ar of orm (150
m . ) .10 Blveed abD andreeitivi metbylbiohdatated4d glwves sitiéd drapebisatThe ot vestered btdf for T or  Jo
hour s dmyr atwh@?n twaeﬁe'dpw' eqydthimstiivlfonyiatelf21g.a hﬁrrmted wag) ﬂ'erew Oderdihaynacdthéronat e
sol uti 6H' ?36'2? re. TT'FI ESE@?GFE‘( "df“l"‘@ff" Goqml)

oo e R I R e e
Cr yStyglnheiroRFaniindIE2 & ureufswag P feRdi1. atmwgromon a& H0°. The mixture 15
- met hylwasstimed hyﬁoouhm&nnq'dhe grodjli¢t dodct@a By filtratipn to pizédRp nov@l&intermediate compound

65 7nethyl 3-(3- chtoro-4-methoxyam|mo) 2- methylthnoacrylate, m.p. 110-112°; This acry|ate {77.6 9.) was added

o4°rd'e@ i shefm? aézsﬂlu"Exr glA@mtpnaetéST %ut s thg e
one 3‘ ﬁg‘

d ro p% tlzlgépf-gt:ggﬂ "% &Ja J%E%Eé%: pot Asi um

car bonate (3 2 ) and but anone (400 m.). The m-xture was b0| I ed under
ref | ux Gsarealiani2 ht and filtered while hot. The hot filtrate was 5 cooled to
cause cr Q- p@@p*ydrrnejlpyl-@mg FWno!oneﬂ59)wasdlssolvedrndlchloromethane(75ml.)

ith:a soluytio i3 benza cid (85 1.09
’- Chl?araa- To@nﬁggzaﬁ ? fﬂhﬂﬁ t[t-@lv’{tﬁl ok t':#lnt gattﬁfgtll: aﬂ:%éousﬁulm bi na egl 2220.
The st rgrtei RAGRRethsra ¢4 & Simi WetRo dafcélly roinc b Qlaks
Sodi umdt.zd ﬁae@pbratemh Siiag vond wmeam RYisddmdm efmtabaaam diive) and the
sol ut i Orehiexcehroetiaixed-ntethyklyeaiadsiphitylg-quiesionet NP3 RS UM met hoxr de was
suspe¥ded in anhydrous d| ethyl ether (300 m.). The suspen5|on was 1030

stirred*&P! gacet s dded dropwi se.
The AT {4 i s A e TR

rr&t(tbwma‘tfbrmatpeur(dz )gn he theraﬁanawaa.etraﬁ inSblidolfétaadiuny &me&o our and
t hen 3stand in@Gueowsabdlirg hfdraxide BooM @ p@aura todtognpodrive (ki-@s ul t i ng suspensi on af

solid wae eﬂtmqwtedewlthh Fiteiffuoro e%'e‘qvino nFanth tﬁhéﬁ% ueous extract adjusted

to 333 rfP! 'rV'3 “'t et hyl

3- hydrox(()f, ,meﬁj' moﬁ: §\:, f 4%'4147% n(?g)ﬂ'\ was added to a
stirrgd @l ls’tvldrtnaom eremyr .m w@m $Ne (52 g.) in a mxturgyof
wat er (80 mM7:netrrg1 Ehlthﬁ 3N1dﬂ}(ldlﬁrﬁl@-b||n6)d1¢rﬁ nL6.1165-163frd ety abtafe HGR petrdiblen) i Xt UT €
15 was sigi r BdidorpdmeBQl-drnetintithio 4a1qdolplhﬁempr1d§tu@t collected by filtration to
gi ve thefaho%;[:‘bPr?teéWH@dﬂ atF\?fV' 18 ‘(f]:"fm’; rg:tg\‘/‘l)g oIeUTh

3- (3-¢hl §r o E@ J:X gg i s

acryl atreet,(yz,?o qbtn fo' ureo f%g?o' o F I]Rom" et her 't’?db“ a%' P& at [E??R]
under ni &y Og&ﬁloro@lf-rﬁﬁlﬁoxﬁ-ﬁ hreﬂwrn@etatun[oﬁl%la]nort»w mkD22b Rikr6s blitakdnBll Xt Ur e was
cool ed. Mhe 7fiesraisimettgxpr-acthpiSingthylthi@d-gdslidneat.e d10Rr2°ffrdntatteholbn t 0 gi ve t he
novel i nfmér r?eﬂﬁﬂgt emefowﬁbodnepp@ovlﬁ Q?hf:'eq'%m@~ﬁéfﬁdf( g sthepst: Ii'g!:'tf'mheﬂ4 qui nol one,
ggsesgdg%$y¢r gﬁbtlsure ig Jld qur:t' c')’:l{;%s rc!:n &%llatcﬁ]n wi eszegﬁﬁggregta ow ”gtg f g.\,\mé;?iet ?_g

7- Chl or orHe rdyBitdasys- qlnmt\&ytm{&m Paserlo ha @aétpr&udrea P aQ@infarwey B tBht Jestt3a il SSOl ved
i n di clexanmerat thaagprdpfiste adiling waScoaveited th the b@@ath ésitdn of farmluld Villuhich wesahedd dr opwi se

at [@R}/cmdttm"@tmuwpbmf@rm@a%hl or oper benzoic acid (85%1.003 9.) 285in

ayer ¢ Jo Qtogra

di chl oronet hane (75 m .). 9{3eact|on m xture was poured into saturated
aqueous sodi um bi car bges ) and the~xQ xtA e extracted with
di chl oronet hane (4 ¢ _peroyi dg n ( A% extract was dried

and evaporated. The rag a|\+sed fromethyl acetate:
met hanol to give 7-chl or o- 6 net hﬁﬁy 1- rret hyl - 3- et hyl ﬁfl phi nyl - 4- qui nol one,
mp. [ERR. 30 -H H

30 Exanple 13 In a sinmilar way to that described in Exanple 11, the
appropriate 1 -unsubstituted quinolones were nethylated to give the

foll ow ng conpounds (a) - (e). Conmpounds (f)-(n) were prepared in a simlar
manner except that for conmpounds (f)-(j) the nethylation was carried out in
aqueous potassi um hydroxi de at [ERR], 35 and in aqueous sodi um hydroxi de at
roomtenperature for conpounds (K)- (n) 35 (a) 1

- met hyl - 3 rrethylthro 7- tr|fI uororrethyl 4 qur noI one, mp. [ERR]. (b)

o o o —p—



(c) 7-chloro-1, 6-di net hyl - 3-net hyl t hi o-4-qui nolone, mp. [ERR (from o~
~ethanol) -(d) 4,5, 7-trimethyl-3-methylthio-4-quinolone, mp. [ERR] (f ro@

ethanol) 40 (e) 5, 7-dichloro-1-nethyl-3-nmethylthio-4-quinolone, mp.

[ ERR] -40 (f) 7-nethox -1 8
.- met hyl -8? ‘net EhFo 7|621 4= nolol y . ;

petr ol eum hi 0- 4- qui nol one, mp. [ERR] (h)
7-«hl or o- 3- "éﬂ%wa‘fﬁfgwiwmwv?ﬁ?er ed'a%es {E&Yegsre& . 146- 148 (from ethanol) (i)
6- éee’tyl - 1- net hyl - 3- rret,qh,y,}agepbﬁarﬂ,u/aw”nol one, mp [ERR] (from ethyl acetate:
i ght petroleunm) 45. (j) an isonmeric m xture of

7-acetyl s1- met hyl - 3- metzhyl t hi o- 4- unhoI onemahd 5-acetyl - 1- rret hyl - 45 s
met hyl t hi o- 4- qui nol one, m p 148- 15%

6- chl or o- 7- met hoxy- 1- i thyltch'i‘o 4- olone mp. [ERR] (from

but anone) (1) 7- quorq,é%a th oXy- 1CH thylsg orrethylthlo 4- qui nol one, m p.
[ ERR]. (fe0m et hanol ) (rg)s-(cﬂshrret hyl - BHgret-hylgaleé o- 7- i sopr opyl - 4- qui nol one, 19
m p. [ERR] (from et hanals:Cidi et hyl etCHer) 5Q41%hn) an isomeric m xture of
7-fluoro- and 5-fl uor o-310Get hyl - 3- rré’!"hylthﬂénl qui nol one. |soners sepa- 50
r at ed by hi gh pressure 2fquid chr on'%f"lg)gr aphsg’ gver silica gel. Elution with
et hyl acgtate at a flo ﬁj e of 200CJ§|1 pergg lgﬂ,nute gave 15
7-fluoro-"1- net hyl - ibga' |o 4- qwompl one,73mp. [ERR] The required 1

- H 4- qui nol ones for the-arbguet reactiotps were-iprepared in a sinmlar way to
t hat described in Exan@R4-QdHs The aphs opri a@ﬁésanl | i ne was converted to the
acrylate ester of formﬁ'ﬁPPKHPY'I whi c%‘b‘“m/as t 55 cyclised to give the

qui nol on® of fornula | 55 %
[ ERR] o 8 B ZOAJUII@%es%fformqla X
8 In this way the follow ng novel internedi ates wer e prepared. Acryl at es of
formula VI11 5 z Z W m.p.° w m p.
5 [ERR] 25 [ ERR], 73-75 3- yl [ ERR] 25
53- 54 [ ERR| [EFﬁt;LwI 88- {Q}e 10 %gg%ﬁ% " [ERR]
[ ERR] 94- 96 7-C1-6-CHs 310 10 [ERR]
[ ERR] 124- 128 [ EREY-(cHs), cna[ERR]zss-24o 76-78 2-F
[ ERR] 30 oil 3-d s7-Cl, CH:ERR] 314-316  56-58 15 30
[ ERR] . _ [ ERR] 7-OCHs*  85- 87%3 RREE% : _
15 [ERR] - [E 73 ) [ ERR] 115-116
[ ERR] [ ERR] RFgg'oc@5 86 3 i H{)ropy S [ ERR] 50-52 20
3-F 3 [ ERRf.cocH,* -~ 83- 86Hy 189-191 ' ' 35
20 Qui nol ones of f or mul &c7>0CA,* CH, 315-320(Wc) - [ ERR] 25
25 [ERR] _ [ERR]?HH-IT 300CH305 72?Z§;at [ ERR] .
= ro :

[2?&%-:Q ]240 [ ERR] —_— (B8 va14 312333 [ERliq“ss [ ERR] 238-240 30

40 40
223[ ETE] 7 a Correspondmgglﬁﬁlﬂr also[ péﬁﬁ?t%&a%z?g?é sta[gél\évai\out any separaflmﬂ%sc&n;&?
265- 269 35E&xample 14 ot 5|£eg ol _)2 t[!ﬁs{tq]'ld ( )(k) of E[(ma 13wer;Ié OXIdIMO
35 [ERR] Inaslr\I’ERﬁnnertot at desg! xi o i es a 294

45 the foll phoxides:

?a)o 1mmethyl 3-methylsulphinyl-7-trifluoromethyl-4-quinolone, m.p. 218-220° {from cyc|ohexane ethyl
acetate).

(b}  7-t-butyl-1-methyl-3-methylsulphinyl-4-quinolone, m.p. 209-210° (from butanone)
{c)  7-chloro-1,6-dimethyl-3-methylsulphinyl-4-quinolone, m.p. 257-258° {from ethanol)
50 (d) 1,5,7-trimethyl-3-methylsulphinyl-4-quinoione, m.p. 248-250° {from ethanol) 50
(e}  5,7-dichloro-1-methyl-3-methylsulphinyl-4-quinolone, m.p. 241-242° (from ethanol)
{f) 7-methoxy-1-methyl-3-methylsulphinyl-4-quinolone, m.p. 233-235° (from ethyl acetate : light
petroleum)
(g)  8-fluoro-1-methyl-3-methylsulphinyl-4-quinolone, m.p. 161-162° {from ethyl acetate : light pet-
55 roleum) 55
(h}  7-chloro-3-ethylsulphinyl-1-methyl-4-quinolone, m.p. 180-182° {from ethyl acetate : ethanol)
(i) 6-acetyl-1-methyl-3-methylsulphinyl-4-quinolone, m.p. 254-255° (from ethyl acetate : methanol)
)] 7-acetyl-1-methyl-3-methyisulphinyl-4-quinolone, m.p. 245-246°.
This compound was isolated by evaporating the organic extract to give a solid which was purified (lncludlng)
60 removal of 5-acetyl.isomer) by high pressure liquid chromotography. A column 5.7 cm. x 30 cm. containing 60
420 g. silica gel coated with 11% octadecylsilane was used. The product was eluted in the reverse phase
mode with methanol : water 35 : 65 at 100 mi. per minute.
(k)  6-chloro-7-methoxy-1-methyl-3-methylsulphinyi-4-quinolone, m.p. 278-279° (from ethanol)



or opy|l [ ERR] 149- 151 7-F* [ ERR]

1286 40 _ : -
/Correspondi ng 5-isoner "al so present. Product used for next stage
Wi thoait any separation of isomers. Exarrpl e 14 In a sinil agspoarer gt 0 t bBat

descri = g ed
to 45 tBgabRlisow ng sul phOXI des: .

. 45 (a) lnarm.hydvay?oo thEtlaBastitsed inEHrarmpié -r17antaamei>hmrumtIde4y GrtiethHsAGlat@) p k.;
218- 220w prepaved ysidgdné g.andium. &t Ay methybhathyithio-adelnte and 54.9 g. methyl formate. This

7-t - but ploduct wasithep Ireagemtt’%@stm'ﬂmhm 'F'Ihgf-( llg hOP tméarl way tp tha%@g:r ibei(in Wme‘m
e
but an(ﬁ‘lé} g proyu § W@%;ﬁg |c acnd ( as ;QY e@j@rcﬁ ise tzg‘ ag‘l‘rref:!‘| solutlon of mSp.

257~ 258t l@%ac Ee as ln ydr 20 m).) at room temperature causing the mixture to bojl. The mlxturi.l

1,5,7- nvbma 18y YASib) Bt A0 Meniiibrgab AINRnd SRrBotedZriR s dockaid (9R200t Nanol )

50 (e) mihbjahd daemdtlkhnfrmelhmtzhyMrﬂ-) TBd doyrbimied haefsWerefHﬂquanﬂewbaamged toiglvea [ ERR]

( f r omce rirtutedfyhe(soiners B-etimplt 1rrostiyvl-3-oeby i Msumbt\wwmhﬂﬁrmmw Aopethyithiogke,  mop.

[ ERR] (pwmﬁn@tl ed E@( gmd T er b\/{\g;l pressure liquid chromatography
s,

8-f | uor 55' S/"f %?JL 2 P mi BeninkEdind fidisbihdrom et hyl

acet at e: ' th ﬁ l4-quinolone m.p. 148-150°, and

55 (his Yb)c h’v-emﬂﬂ?meetyh:yuln mahmwlnolﬂmemtphwh 14 qui nol one, m p. 180-182 (fsr om
et hyl ac®rasitas (alahdihedrg crista)lised from toluene and characterised by NMR.

6- acet yI T.'Eef |°°‘3W\‘E?W%?H§ﬁp H’)Pls"mmqﬂﬂ“mﬂ”ﬁmt usipg igh 2‘5*“‘2?93‘"{ from et hyl

acet at e . e | th 4 qui nol one,
S % S '\zaepe.zaé*ﬁ &;' € organt ¢ exif ac

to give qe)SO0bh8u .&hmwmuhbnsdeﬁdp(samuwahmac o f IJRESBbIeM) 5- acet yl
i somer) iy ha-glthpxyeissaiyd 3driethvithtb-£duiroivpe, e zqahw(fu&moiyurmats l'@himmroleurTBO cm
cont ai ni g A"@@"ﬂg@‘egfw‘s'rsméar"g%hv' Toathethiogquinolonesnd &b &ete'@wvisﬁ-mah\éthwas
ul i
ggedG%ETﬁq gﬁ rm dlatea Iat fu eab%?%q;umglggegxc? A?S) we% lsoafeﬁssoqg\fmr;[vpergg/chseﬂ
- nmet hyl - 3 rret vswttj pil nyI 4- qui nol one, mp. 278-279 (f rom et hanol) 9
GB 2 04Z‘xa€rﬂazerB 9 Exanple 15 In a simlar way to that described in
npl e 1ra s"alhlr'a Ua@a@bwu'eqdmfxemplsmshelﬂmbwesz(a)rr@ﬂ mlikqnmledéwyloaweedwas

prepa?‘bH‘e ihg gxi s rﬁ i%;é;e;, ylthia-acetate and 5¥.9
g. met her éawe sgﬁfé? "%“ﬁ“m ﬁ%&"’a”e Sifla 8?4.! ;‘l;'t.ﬁn Vg&'ﬁéhig
N- et hy e .d@. R=Yath (bﬂﬁ‘até atd 09200 M. Fer Mirfllel Ar WAyt escri’bed in

Exarrpl e 5b)117-athg-1tn@nyps- mdtuﬁiumhwlmumdwbym@xzzvamh on vmth ethyl acetate to

gi ve 3t Kyl BmeBylet vlsNhhmfdh l@mnnlelnnm 532155°. Fyrifipd i pregamtivaleveydhadmatags- arssoi | .

Concent P%M‘@d“'%alﬂe '1'19 P'&"'%[&'P Bexp % °‘!L6t"ﬂth thend! ed

oo SRR T Eﬁi‘?‘ P“aﬁwﬁ B oo

t emper aEH&tﬁhsa%q l'nrégwi ﬁatgn F\Hkﬁol u@h {hletolu h@dﬁ'&

t enpej@t um e, spRinbKL rﬁﬁhw -B-mieth@E NG R 1-4-quiddnérim.p. mndweewe&cvtaedatw iight et hy|4o

acet at epétdlexmP00 ml .) and then dichl oronethane (2 x 150 m .). The conbi ned

extracts P\W@P@ ffel'lf1 Péé?t'a'mf E B & iselatedpygitiastion with dighlorpmeteangPradig pyrifiethityr s

5 et hyI ||g ngaﬁ yd)varsﬂfﬁﬁgﬁbFlbtr,?éw&ha(hylacetate methylene chloride : ethanol
etﬁgﬁm”

et hyJ ¢ xm Eygﬁalaq.#mqd&.oqywkémz«frbrﬁgdh%sqnas an oily sojgd.
The Isomm)s %Eﬁtrﬁﬁﬂ@f@ﬂh DybhilIGuPBIBSS MIpE25b skl elsRNAL Ogr aphy using a
cartridge 5.7 cm x 30 cm containing 325 g. silica gel. EIutlon wth

di chl or éxamedie: |sopro panol 96: 4 at a flow rate of 200 : m nut e gave
the i somé'l’ %T'"" aé)"a‘/ toty e" “E"ﬁ'B FheS‘?‘ﬁ%"("ﬁ";‘? e Pﬁ”Bs"ﬁ"eﬁﬁP'ﬁﬂ?’l‘}ﬂ‘éerﬁ] p. [ E%R]
and 1 ate to f Io r ;{?%JJOD; 0

%{gylléaol one, mp. [ERR
15 Pr Oduqs)s gﬂ orélm uraﬁ.wma SR g@@éﬂﬂ@#&#&ﬁ‘an@lmd characterised by

NVR. The ol warm@tr@wrpaum SnVﬂnyEulﬂqu/D&ﬁtﬂﬂbldnln@ BNt ar manner w t hout
usi ng hi ﬁ prl.égwﬂelam ovidipbiny! dreginelgreapie 9??,0;)
1- net BByl P1m96‘¥|43’qﬁh\f'ﬁ9|pb'ﬁ€ tvqmnﬂonemp m et hyl acetate: |i ¥t

petrol eu'ﬁne fequire hfq |n gi)qu E’lp 2%4p%§.lai‘g)ru§s1 T;)rmapto tha\ril‘deécrl%ed]i7 (from

et hanol Exanq* ﬁbé nthranlhc acxd wa éd to the benzoxazine X which was then converted

3- n- but yd thdg- ﬁt&ulm&.hykl- idhlhen QhdeRent riflg Plosukdtbbtle thé 1-@auicdhidng kil acet ate | i ght
petrol eum (f) 8- met hoxy- 1- net hyl - 3- net hyl t hi 0- 4- qui nol one, m p. [ERR]
(fromethyl acetate: light petroleum) (g) A mxture of the isoners

1,6, 7-trinmethyl-3-nethylthio-4-quinolone and 1,5, 6-trinethyl-3-nethylthio-
4-quinolone mp. [ERR]. 25 ° The internediate acrylates for the above

qui nolones (c) - (g) were isolated as oils which were cyclised to- 25 the
qui nol ones wi thout purification. Exanple 16 :

V\B.t er



In a simlar manner to that described in Exanple 12, the sul phides (a)
(g) of Exarple *15 were oxi di sed to 30 the follow ng sul phoxi des: l&
30 (a) 5-et hyl - 1- net hyl - 3- net hyl sul phi nyl - 4- qui nol one, mp. [ERR]. =
Product ur i f iGBc oeyesdrayst al | i sation fromethanol followed by high pressurg
pe |

liquid c '

i sopropanoel (9:1) at a flowrate of 200 m . m &&@E éﬂb)

7-et\%l - 1- net hyl - 3- net hyl sul phi nyl - 4- qui nQJ ok Y P. { E% . 35 (c¢)

1- met’hyl - 3- pr opyl sul phi nyl - 4- qui nol one, mYp. L ERBLyig,Puri fied by preparative
| ayer chromatogra-_ - 35 phy ofp silica gel. usiny”di cﬁl or et hane : et hanol
95:5 as etuant and extr } the p ct w dh et h&nol (d) ' 5
3- et hyl sul phinyl-1 - - quinol one, m p. sdsdu'bed as descri bed
above for (c) (e) 3-n- N i nyl-1- - quinol pne, mp. ERR].
Purified as described above fﬁr “(c) after cr WAt i o from et hyl
acetate: 1dight petroleumand theXol uene: diethyl dther 40 (f) . 10
8- met hoxy- 1- net hyl - 3- net hyl sul phi nyl - 4- qui nol one, M p. 147-148from et hyl

‘acetate: |i 4 rol . i f i I f le 1

ool at od oyl wel el ENN G BANEwerd SRR B o8l RN ek
pressureqg i quid chromatography over silica gel. Elution with ethyl acetatg:
nmet hyl ene chl ori de: et hanoBengokBzinkSandBiptosphddes i . per m nute gave:. 45

(9) 1,5,6,-trimethyl -3-nget hyl sul phi nyl - 4-qui nol one, mp. 250-252 (from

et hanol ), and 45 (hY X m.p. Ximp

1,6, 7-tridret hyl - 3- met hyl sut gRd ny! - 4-Qub4a0l One,dn.p. [ ERR] (from et hanol).
Exanpl e %d;el nasimlar vvag..gt!&ltl)3 t hat - gggﬁi bed %ﬁ; ample 6, the appropridte
1 -unsubstituted quinol onea7swoos50 288282y | at edstes gi ve the fol |l ow ng
conpounds (a) - (f) 8-CH; 278-280 148-149 . 50 (a)

6- met hoxy-1 - net hyl - 3- net h%F?ul phi ny#22-232qui _nol‘@j\%:’m p. [ERR] (b)

6- f | uor 0®a- et hyl - 3- net hyl 4 Yhi nyl - 4-qui nol on & 1% p. [ERR] (from ethanol?
(c) 6, 7, 8-tri met hoxy- 1- nefdawh compgdBidy! sul phi nyl - 4- qui nol one m p. [ERR]

(d) 1, 8-di net hyl - 3- net hyl sul phi nyl -4-quinolone, mp. [ERR] 55 (e)

8- chl or o- 1- net hyl - 3- net hy| Subgdmengfforhuigii¥ nol one, m p. [ERR]

55 (f) 30, 7-dinethyl-3-nethyl sul phinyl -4-qui nolone, mp. [ERRl (from 30
et hanol ). The required 1-HY4-qui nol ones™PoPfPRE®Ibove reactions were
prepared in a simlar way gecfhihat descrifgeg, i n Exanple 6. The appropriate
anthranilic acid was convelg.t:ed3 to the bgmapxazi ne X which was then
convertess to the [ ERR] - ket aaslquigxi de XI71-1whi ch t hen underwent ring cl osuse
to give the 1-H quinol one ¥FHs 10 2492p0 2 047 891 B - .

10 [ERR] 5 10 In this way ;: fol | ow ngiiﬁﬁ%ﬁal i nt er medi at es were prepar ed.
When required, crystallisatioh was effeCtéd with ethanol or ethyl acetate.
15 40 Example 18 ] . 40
15 Benzoxazianeauraoic-ridifgis)ipkiai-aguihddne Xi.odeg), dhhydrous potassium carkordaleiR}8 g.), n-butyl XI

[ ERR] 20 bromide (0.685g.) and dry acetone (50 Eﬁ%l;;ﬂuxedfor 24 hggsl TG @xture was filterp Bnd 1o

2050250 o, v T e o L B R e [
2178- 280 45 solidpmﬁu{%ﬁ yi-3-methylsulphinyl-4- uizz e, - 103-105° 'i Ak i

[ ERR] : in similar manner 3-methylsulphinyka lone was alkylated with the following alkylating agents R-.o-\125 ®
known conpeberelv LBt 4t 0Lt fiesth@groduots MR|,3-méihlyl-stiphinyl-4-quinolone with melting points given
30 Y below: [ ERR] of conpound [ ERR] 255- 257 6-F
214- 215 305 [ ERR] v ' 17:»1}173' .
35 [ERR] ° E 249- 880 | . mp-ofproduct 50
' : n-penty! Br 83-85
n-hexyt Br 77-78*
benzyl - Br 210-212*
- 55 allyi Br 144-146 . 55
propargy! _ Br 245 (dec.)
CH,COOC,Hs Ci 229-230
CH,CH,OH Br 190-191
3,4-dimethoxy-

60 benzyl Cl 151-152 ** 60

* recrystallised from light petroleum
** recrystallised from ethyl acetate



. 238- 240 [ERR] 238-240 40 Exanple 18

'L' xture of 3-nethyl sul phi nyl -4-qui nolone (1.035 g.), anhydrous= . ~

:’:i um car bonate (1.38 g.), n-butyl bromide (0.685 g.) and dry acetone
.) was refluxed for 24 hours. The mxture was fllteGezloarm she 11

filtrate evapor ated—toh YTTESS. FheTresutts 7Y ort—was—di-ssotved—+

chl orofgeﬁ,gﬁp m.). The solution was washed with water, dried and -.

evapor at @shg tidRethicAdbddtied iMExbmMB R, thé folldWirioRdatiths Werd datHals mﬂ%ﬁtﬁ gl eumto give s

the 45 chbldpetbgrzaiciasitas the nxitisibgdged- met hyl sul ph| nyl - 4- qui nol one, mp. [ERR] .\=

45 In sif@| a?rmqtlmomérmegwlrﬁemwyaﬁpwnﬂyﬂems lﬂqélnshlemfnasata’ﬁ gwezd with the

fol | o A %Y;ﬁmm e‘ ] Wf:l%‘;' f’?"@acftﬁe nothe producBs 1

- RLO- 3- L Ve B ik o } ;‘Q%Tﬂ P e grYBe Bl ow: 50

[ ERR] (c) 1-methyl-3- metthulphmyl 7 tnfl Was oxidised in dichloromethane at0° to 50
n- pent ydive 1-methyl-3- methﬁc‘ulphonvl 7 tnﬂ%orB&hym-&bﬁW&ne, m.p. 300-301° (fron¥nethanol s ethyl 7/ 7- 78 *
benzy10 acetate) 210-212 * 55 al I ylio

{d) hio- 1 methyl -4-quinolone was ox:dlsed in chloroform at 0°5§p|\19|3(ymwgy|phonyl -1- Br

et y:l' one, m.p. 107-10A45° (from ethyi
245 (de Zl T jo-1-methyl-4-qliinolone was ozg edin rtf?cigg; 190-191
3, 4- d' -quitvofone, m.p. 164-166°.

151- 1y2 m*60 t’bufyﬁﬂﬁb‘tﬁﬂ-&ldet@ﬁdpﬁlﬁyﬁﬂhdnﬁo@ﬁfew@ﬁxfd@érﬁh'mloroforrnﬁéiﬁdfﬁatg%| i sed fygom
et hyl aerutyt-Bmethyl@hethyBdighdn@B-ginolone] th.pE242:048F (rorh 8thhipl)ng t he net hod descrl bed

in Exa Ie 12 thefollowlng OX|dat|ons vvere carrled out W|th 3-

chloro fa‘ t}m met knugno? 2 a

| 'rTEth'X)lhé L&"I%“T‘Lv'é’ﬁu %ﬁdp h § é"hxﬁm o0 i Ve
- rTHﬁtb@éfMatad sHabdu ¥ : ﬁ d@ 'ﬁy ﬁH EI‘SJI Bie wad Bolie cte at%o# ed th hyl
acet at eand unaatdlnsgmh)hydroﬁ/ (.bethyT-sfﬂemoltmn-&qmmh&) pﬁhsmhyl t hi 0- 4- qui nol one was

oxi di sedA mixtut¢ o m'@pmmﬁﬁﬁég apotgﬁm]carb@a nws g.). 1-iodobutane (1.5 g.) and dry

7 f |y raaefine t W% fﬁ‘#ﬁ% ?ﬁy 'g piyregysefilterad Hpmsqvaqewmmteét hanol )
'° WER KRR Mt ity et 6?%%’["[%9}”"4 REPAGSEHERRS oxi dPsed
| n di Ch Emtohﬁﬂgulﬁhde[vgmmlgeewgﬁ:yghloroperbenzmcamdlnchloroform at —20°in an
- 1- met hydnaldgd@inknesol thpttastyibed In Bxaiinplb 1a6 GieEr:-Mytoxd-1 GHethRIs-BétRyIsulphipyl-4l ERR] (from
n’et han(ﬁumoletlhyllp 148- 1%(:§rparteé1)ll acetate : light petroleum).
utyI thio-1 -nethyl-4-qui noI one was oxi di sed i n chl or of or BPat

Exa
[ ERR] t6 lﬁﬁfg - Rl $ ¥l gide dr}q.l Moyt fo iR (f1om
IR oohe b i i ekt e T
i n di chd-quinarsag, h-am‘ﬁaab4°[f5 }hab@) give 3-et hy sul ph ony - -rre y 4-qui nol one,
m p. I5E Sirfilarly, fHe corfpdundylitngthyl-3-mertithinsl-isGbropgk4nuire ohedi Exuyripted3 gas N0l ona@swas
oxi di se ISPF'tEHT’ﬁ e fogPaYNgt1- rquszq mgtbylﬁqlp@@yl 74isppropyl-4-quinolone, m.p. 214-215° (from
7- t - but¥® ¥ net hyl - 3- net hyl sul phonyl - 4- qui nol one, mp. [ERR (from
et hanol gmbspl € 20 A mi xture of
- 7- met4doXysingthehdmbds desémdbdiy EtahipR-14ardekdmiheon - rﬁ@hyﬂlaoaﬂum)leﬂés%&v@ﬂted@&rﬁéthﬁ agid
(75 m .33-awdhyiZBodnilids)@bnahvitaiomodatk. f.650019R°, Fhiswersla® ivas dvaidedrtigivdEd- | ed under
ref | ux Hishpetdyithig; SW'"Q'P@ flfnpx"P'tr?Qiio eratpining desorrespah ding Brmedlyiti® isomien Thisxirerustt ed

R s e e emy,é“dei.s(mnm. e AsesRas
uE'\E h‘iwbwa fbé

coI I %t,ﬁ.\, al de
- hy dr ol ném @aArawfm Vm”“.mmftc R verboicigie of This

corrpourndn(tﬂyl-%uegyl}ulpnn@tmahmaamtaaiaﬁst.ap(@s 1485(rgm ptharbhi odobut ane (1 549.)
and dry acetone (150 M .) was refluxed overnight. The hot reaction mxture
3Thef§i ﬁ% seva grated 25 to %lveastlcky solid WhICh

wes t*lé«@ﬁéﬁéﬁ%ﬁg ﬂle a5 Eyclisation Z&":QZ‘.’;E‘;?“"’ wre gt

7- N- butyQ s lenttrd L4l UQIO fie, m? 59%%‘ 7"9 duct W, E’;m rtion of
t hi s susdaletiel@ixitRsof Dishdbefdo "o 3m6ﬂﬂ{:l@fn€hﬂﬁl'tlb@m&ﬂﬂlcﬂ‘onaﬁﬁﬂ9¢ e, @Qsdﬁkfoﬁ orm at

- 20 i n thinprasiat WwithGteBlowaerbeizoid widiovatan deseic mb@sle of A-(and Biodre-6-1idord-0-mgthyles-

7-n- bﬁ§t’mt'3)llsﬂ'Pb'ﬁ’é’ﬂﬁy'rm'@ﬂnf’e?ﬁﬁ%a@‘l-phi nyl -4- quinolone, mp. [ERR] (fromsethyl
acetate, | hg})‘t petrol eum. 30

I N

melqane at20°to give 3 Iéthyltljlphonyl-

(U

30 In the preparation of tablets, the following mixture is dry granulated and compressed in a tabletting
machine to give tablets containing 10 mg. of active ingredient:
60 ' 60
6,7-Dimethoxy-1-methyl-3-methylsulphinyl-4-quinolone 10g. '
Lactose 5g.
-Calcium phosphate 5g.

Maize Starch : 5g.



Example 21 (a) In a simlar manner to that described in Exanple 12, t s
conpound 7-fluoro-6-net hoxy- 1-net hyl - 3- net hyl t hi o- 4- qui nol one of Exanf 45—3
13 was oxidised to give, 7-fluoro-6-nethoxy-1-nethyl - 3-net hyl sul phi nyl - N
4- qui nokone, 612947 ¢ (fromethanol). 35 (b) Simlarly, the conmpoundid
- met hyl =3=methytthi o- 7- 1T SOpropyt=4-qui ot ome of Exanmpte—i5—was—35—oxt+d+sed
t o gi ve t h acimQstddertabtetiRid Brdpardd BiMdiihg2e highdrBothve idgrbdiéier opy! - 4- qui nol one,
mp. [ERR] (fromethanol). Exanple 22 40 Using the nethods described in
Exanpl e 18&ampd2Exanpl e 12, 3-net hyl t hi oani | i ne was converted to nethyl 40
3-(3-neth fin-atsl‘i{;p;aﬁ‘ﬂ"gf{ ?tfgﬁ‘?’é‘tﬂw EE‘?H‘EJ&%&%F’Q?@P"’R?’E toletgcpntainifg 40 me-OYI5ME was
cycli sed FEmgRyE>gehyisyphioyifquinoiops1ssyAGaiNEesMe, mp. [ERR] containing the
correspongbmgieds et hyl thio isonmer. This product was nethylated wi'th

di met hyl suliippdperatich oheritein tsatdaddbRESthel tiblety désormied & ERdmpla @Mdd S H1e Gidénbitiin t O

gi ve a mi oebtaf shelifc vdrnisiiciibyydd-bg 2Fcobts of celiatdshgdetateipbthaldtequi nol one and

1- et hy1°-é, 5-}3i s(nmet hyl t hi 0) -4-qui nolone. This 45 m xture was separated hy

hi gh pres ﬁ’t’t’#efi gg%@r 09 aBMY s {89k Yy e tétlfé/;_a.%e PSRl byl thio)-4-
45 QU1 N0l Al BT e e R i
3- chl or op@htaldeg A0ing. oBsctivk ighPedRnt. '
1- met hyis- 3Capstiescostaihipd 251yd. of bctivg irigyeldieht ags plepgted mailsioniler maimegy, 196- 1980 (froms
et hanol ). Exarrgle 23 50 In a simlar way to that described in Exanple 22,

‘the foll oWRGe ounds, wer e pr.epar ed; 50 L
50" Chi g RS i B oot BB P on
gave argoi soneric m xture of 7-(and . 20
5-) chl or cexémple@®r o- 3- met hyl t hi o- 4- qui nol one, mp. [ERR]. This product was
met hyl at ednithe p@@timpf prigsigeqates cersyies, the cappules of Examples 27 and 28 are coated with cellulose
7- (and5- ) EAPBPENYtE InGSPRYetiop FATNSE 3- et hyl t hi o- 4- qui nol one, mp. [ERR].
Oxi dat iﬁ”Einnpf@JJS product wi th 3-chl oroperbenzoic acid gave an isoneric
m xture of ln}h rﬁéﬁder@z@hﬂ)e@ﬁﬂxﬁnélb 2there drepFEBLrBY/ ablets coaRining 10 mg. or 25 mg. of one of
met hyl sul-pafonydinglactneiinpeddens; m p. [ ERR] .
55 Exarrpl?sﬂ@ﬂo-l-Ir'!eth?iﬁli-'gl‘g alpkieyl-duindioteabl ets, the followi ng m xture is dry
5
EGa

r anul at efichaIeS-FEIPaTY I-Spethvieulphiin-f-pyipPienichi ne to gi ve tablets
gont ain °n;gj"e‘ft9“ﬁ¥'g1.‘"??g‘;ﬁ EH‘?'H T% g )

25

eyt 60 30
60 6, 7- Di gelpeyy-1 - net hyl - 3- net hyl sul phi nyl - 4- qui nol one 1Qg. Lactose
5g. Cal ci umupreEp&raibseribed in Example 27, there are prepared capsules containing 10 mg. or 26 mg.bGhe Mai ze -
St arch active ingredients listed in Example 30. 59_ 12 6B 2
047 69158 35

12 In a sf "2P2 man . ) ed. L0 . i tive

i ngredi eng?gﬁéﬁgﬂféig{m&s 'Lgrg:c?ﬁ“?éfﬁg %&rﬁ 'g{tﬁ 0 rtg ﬂ%"t%rggrg%rr%ﬁ%%%m& ng‘crrpl e 24,
there are prepared tablets containing 10 ng. or 25 ng. 5 of 1

- met hyl403- et hy| s pélyethylené givboid@dnol one as the active i ngredisent. 40

5 Exanple 26 In th@vegwé’pm‘@ieﬁw of enteric coated tablets,4fhe tablets
described i h ExanPP®s 24 and 25 are given a thin coat of s¥é|ac varnish,
fol | owed &0 8dhstedMdntsGRlubiin0S R8s R ERIRIL M, Bal-ake. 10 -

10 Examsl e 27 In the preparation of capsules, a m xture of equal parts by
wei ght of CAIMSdi net hoxy- 1- net hyl - 3- “net hyl sul phi nyl - 4- qui nol one and cal ci um
phosphate is enc?psulated in hardagelatin capsul es, each capsul e containi ng
10 ny. of ActTWRratAearsrettheesne TP Ls contai ning 25 ng. of active :
ingredignt are prepared in a simlar ngnner. 15 Exanple 28 In ag
simlar manner to that described,in Ex§npl %(Pgi there are prepared capsu]r’es
containing 10 ng. or 25'ng. of 1 2 Pyl sul phi nyl - 4- qui nol one as
the active ingredient. 20 R :

20 Exanple 29 In the preparation e
of Exanples 27 and 28 are coat edani t h éel | ul ode acetate phthalate in a
conventional manner. 25 Exanpl e 30 L

25 wherein nis 0, 1 or 2; R, is lower alky! optionally substituted by hydroxy, C,.4 alkoxycarbony! or C,.¢ alkoxy;
allyl; propyny! or phenyl- lower alky! in which the phenyl ring is optionally substituted by 1 or 2 C,4 alkoxy
60 groupsor1or2Cy4alkyl groups; R; is Cy.4 alkyl, C34 alkenyl or C3.4 alkynyl and R, R, and Rs, which maybe 60
the same or different, are hydrogen, lower alkyl, lower alkoxy, lower alkanoyl, halo, trifluoromethyl or lower
alkylthio, with the provisos that
(a} when Ry, Rq and Rs are hydrogen R is methyl and R, is is lower alkyl, R contains more than one
carbon atom, and

65 65

ric coated capsul es, the capsul €S



'I n the manner described in Exanple 24, there are prepared tablets jﬁ

cont ai nj ng .10 nmg. or 25 ngy. of one of the follow ng active ingredients:
7-fluoro-1 -nethyl - 3-nethyl sul phi nyl - 4- qui nol one 7-chl oro 6- met hoxy- 1
- et hyl - 32 pet h9F¥B‘¥7ﬁm Byl - 4- qui nol one 30 7-tert-butyl - - 12
- met hyl - 3-met hyT'sul phr nyT - 4-qui nol one.-

30 Exanple 3t1a$n|ﬁ|l§rhﬁnrﬁiﬂﬁlﬂ&ﬁardﬁu@ﬁﬁ‘rédhﬁﬁanhﬂ‘igMlaﬁ:v&uﬁgreduhﬁre are prepared

ca sules c%ptabqkng 10 ng. or 25 ny. of the active ingredients listed.in
EX 0 X e . . .

35 ExarrpI? Pﬁ; u,f'gg ey anst 'gjﬁ 1 2rearpape pbigys etaipifo 14me o2 me-
i ngredien arecpre P onve RO nner-usi ng a base consisting

of : 40 Example 26 poI yet hyI ene glycol 4000

33% In the preparatiod O eptiowbtbd/tbldete thg tapesldess My in Examples 24 and 25 are given a thin

47% wat er coat of shellac varnish, followed by 20 coats of cellulose acetate phthalate. : ' 20% Sui t abl e
active infr n}s i nclude those listed in Exanples 24,25 and 30. 45 10
45 CLAI VB ’@mgiramﬁ of QIR B AP of LS SARIN lgnd o6 14 g&&yﬁqﬂemw-s- |

[ ERR] methylsulph|ny|-4-qumolone and calcium phosphate is encapsulated in hard §suQ 1

or 2; [ ERR]contsinih@eiig. 6flabtivk ingiediieranal | y substituted by hydroxy, [ERR
al koxycaﬁbor@absmsccflﬁﬂﬂ]g@Mmi;ctwahdrsdwntquwwyﬁnar;nmpheaw#r- | ower aI kyI i.n1s
vvhlchthepen rlngls optionally substituted by 1 or 2 [ERR] alkoxy 60

oroupe o THLEAS thw%ﬁrb%ﬁ%ﬁé@h i L

di fferentzg are hydrogen, | ower a | ower aI Xy, lower al kanoyl, halo,
trifluoromeximpdlezsr | ower al ky Ithlo with the provi sos that (a) when [ERR],
[ ERR] and [ BRI peepasatien aients enc tmwiegtmmylpsqimwﬁm]anﬂ%Sar%cwmthceﬂuloy#
[ ERR] cont ﬁﬁ%‘e!’m‘?‘?t"t'?\%‘f?“mw WPHBH- at om and 65

65 12, mifs2 047 691 B

12 In asim E.% m¥RkbA @dscribadih B%afpRig tmreep@,fr@dreaemeebmmg%mmrzsm‘ag 8Ghé oFe

i ngr edi ent .thdfxiaplgact@bingradientsi m | ar manner to that described in Exanpl e 24,
there are pif %ﬂe@mvabmemww'awm gnd0 ng. or 25 ng. 5 of 1

- net hyl - ethyl-3methy “WH‘éy'éé‘”'f‘ geactive ingredient.
.5 Exanpl 240;2?: “‘¥Hé’p§§l¥@ Fth‘fifq‘r?fxr‘l"% 8" c coated tablets, the tablets 30

descri bed ifabyaspl es 24 and 25 are given a thin coat of shel | ac var ni sh,
fol | onwed by Btheeaaiesdatribedih ExinpRa?  at6d atd prepafet! bepbidds €ontaliing 10 mg. or 25 mg. of the
10 Exanpl e #Rffveingrediaets jintedireixarplodd. of capsul es, a m xture of equal parts by

25

wei ght 01356 7- di met hoxy-1 -nmet hyl - 3- net hyl sul phi nyl - 4- qui nol one and 35
cal ci um ph sul e
cont i ni ng ,45%5,:335 ERFRPYBlehtee 256 b8 il SRR o BRGGALT

active ingredient are prepared in a.simlar manner. 15 Exarrpl e 28
In a simd4bar mannerpolyethyleretglyce4090i bed i n Exanpl e 27, there 3% prepared 40
capsul es cont ai ni ngPovethrgne alypol 9890 ng.  of 47% _

1- et hyl - 3- et hyl sut3¥i nyl - 4- qui nol one as the active ingredf%t. 20

20 Exanpl e 2Qadidheliat %S%fné&de%s&fsteﬁme%rh&es%%ﬁQs@apsm es, the capsules
of Exanplsgs 27 and 2§ are coated | ul ose acet ate pht halate in a 45
conventi onaflANgner . 25 Exanpl e 30 '
25 In the manner described . in n’|p ‘there are prepared tablets

contai ning 16 r?ﬂ'"°'8?e°2@p??‘§ds‘6fhe8ﬂ'§ abff""l“ﬁé foll owing active ingredients:
7-fl uor o-g4- met hyI 3- met hyl sul phi nyl - 4- qi noI one 50
R i

55 55

wherein nis 0, 1 or 2; R, is lower alkyl optionally substituted by hydroxy, C.. alkoxycarbonyl or C;.4 alkoxy;
allyl; propynyl or phenyl- lower alkyl in which the phenyl ring is optionally substituted by 1 or 2 C, 4 alkoxy
60 groupsor 1 or2C,4alkyl groups; Ry is Cy.4 alkyl, C3.4 alkenyl or C.4 alkynyl and Rs, R4 and Rs, which maybe 60
the same or different, are hydrogen, lower alkyl, lower alkoxy, lower alkanoyl, halo, trifluoromethyl or lower
alkylthlo with the provisos that
{a) when R;, Ry and Rs are hydrogen R, is methyl and R, is is lower alkyl, R, contains more than one
carbon atom, and

65 : : 65
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P4

7- Qro- 6- met hoxy-1 -met hyl - 3- met hyl sul phi nyl - 4- qui nol one 30 .
7- % -butyl -1 -net hyl - 3-met hyl sul phi nyl - 4- qui nol one. ' e "
30\&anpl e 31 In the nmanner ‘described in Exanple 27, there are prepared
capsuBes containing 10 ng. or 25 ngy. of the actlve |ngrecti‘aa’dassd1||§ted 13N

Exanpl e 30,35
35 Exanplbe @kenBy$Hamsgirs AYckddn, Wk B)aiddn kd-metCara@(is Bihili H)Gon ?qu sm%ret a%to'né’
St

i ngr edi @ronatew. prepared i n a conventional nanner using a onsi sting A
of © 40 2. CQuinolone comwnygqfnylggn@lgtnywlll 4000 _ o
33% - 40 pol yet hyl engy gl ycol 6000 _

47% wat er Ry 20% 5

Sui tabl e active ingredients i oj hgt ed in Exanples 24,25 and 30.
45 '

45 CLAIMS 1. Quinol one com;2 un o} e general fornmula I 50 [ERR] 55
wherel®n nis 0, 1 or 2; [ERR] is Io r al kyl¥Ylbptionally substituted bye
hydr oxy, ..[ ERR] . al koxycar bonyl or ] al koxy; allyl; propynyl or phenyl -

| ower a,l.,,lﬁygm,{,gowg;é;h,,gaedm]qmélc oS optionally substit ut ed by 1 or 2

[ ERR] al lapXBy isH)drg e dReR G 6-1dwe ik yTEREﬁalﬁdelha%Pd#% [ERR] is [ERR] alkyl,

[ ERR]15al Kok nRlis hydrobdniai Rsad HalorigiveralRyl, Igvisnbtkoxy, tttitbtbmaidl of IFRRLikyial N may he 60
t he sama‘cbrﬁsmhF'Pé?‘ean'koxaP'éowak\(bg@rﬁplSBdnmerallal Bcpbver dikoxyaor 6-Bal&6hé Yiffedemene I

al kanoy‘fa'“‘*ﬁ&'l"ﬁ5 Wt‘% f PTAYRB VNP Rat hyHrgomsy Rsdf krypdthvihand Ry inethyl. R. brmtainsowres s t hat

(2) whells] Wb pou b i3 ainfbath darndti, *AM WiE | o T 1Y) 2ng [ERR 1o

i s | oeer a.alakeympouh ainted i cirR SwhEGiFR i ofEAGnd RN, I@\Lé?%lgpd 65 20
65 1t8flucromethyl.

GB 2 0475 GQEO@OUHCJascm[me(ibv)clamewhe[réﬁmysmmd [ ERR] are hydrogen, [ERR] is

hydr ogen® of“’?’" °'a'"§ﬁ herejn Ryt PwefPIERR nddRpishelp ordowspaleoxy.han one

car bag ago oo ggﬂ m"l?ﬂmcaliﬁi) 'tﬁﬁ“d‘é“‘lsc r'Fé?"éﬁ’a'F‘&Vrml a Vil 10

[ ERR]" Wher @iridor- 11n$e ethi{ls hln %:o e. alkyl, [ERR] is [ERR] al Rl
and (a) jERMerapéutib p@ﬂﬁﬁ\sﬁﬁi 05 aé&a@tl\)eméﬁﬁlelﬁl KQWorﬁcJ)rﬁMﬁﬁd(ﬁHﬁoxy 5-hal o

or 6- haodepgralf@muigb) [ERR] is hydrogen and [ERR] is halo, |oweralkyl, |ower
al koxy, trifluoronmethyl orloweral kylthio; or 15 (c) R5 is halo, Iovver _
al koj?é or lower alkyl and R4 is 6-1ower al kyl, 6-1ower al koxy or 6-hal 8of a
different value from|[ERR] R with tthe proviso that when [ ERR] is hydrogen,

[ERR] is 7-methyl and [ERR] $%cont ains more than one carbon
I'm erein [ERR] and [ERR] are

atom_ 3. A conpound as cl @i

methyP. 20 4. A conpound % in claim2 wherein [ERR] is hydregen
and [ERR] is halo, lower allggl or | 20 trifluoronethyl. 5. A conpound as
clainmed in claim4 wherein [ERR] i% halo. 6. A conpound as clained in claim
2 wher atherejnbR, 1 r2; Iﬁ'igIMEIMBM@WW%QN%E@%V&&V I@ﬂiaﬂtcharL&WrC Y - 7. A

c onp e ratlyl asonyhyd prpbehyl- fowet aditytin @hivi e phieniyl firlg ER]pndnﬁu\&um{u&-dwdor[zE%R]kokys | ggrer

al koxy .gromsord 0'3431@6 @avRs; Feds G b kv alkmvtt#ré:tmk#nvmmtee moviseRfa} whes njsBRR]
al kyI Ry is methyl and R3, R4 and Rs, which may bethesargsor |ffe niAre bydepogn, lower alkyl, lower alkoxy,

- et hy/| e A J:ﬁﬁ;ﬁfﬂuﬁﬁ% oy °ém:§fz' ";:)ol o (m‘ féﬁ@ﬁﬁef’t&a'yﬁﬁ‘:ﬁ%‘?'? G185 whi ch
]EI onp I‘4|5 S e:j 2a§rgaﬂa pe%ﬁ(t doMBoditldgé ﬁéla fAlab m%laﬁ]rw 1 Qﬂ@he Qm%qf ﬁrlve”}?edgﬁt'?se{ 50b 45

or mul an
30 [ ERR] 133 5Therapeutic composmons as claimed in claim 12 in the form of tabiets, capsules or suppositories.

35 whereln W erﬁge“em oitio sasrm'nlagvmma'reﬁmwwbﬂm%mmogpnsmmdmd by

asd lgﬁgglan §
hydr Y, 151 s%? J;wam'%‘ém[aERBJe f)facllaams)qx 13 wheretln tL % |rloP no%g)¥?r1[dus[ %P
pheny! =7.for8 imes ingis-duihBioRd)e I'S et by 1
or 2 [ EH@] Tahrkﬂ%ﬁc compéHﬂlons as claimed in any one of claims 10-13 wherein the quinolone compound is

1-methyl-3-methyisuiphinyl-4-quinolone.

17. Compounds of the general formula defined in claim 10 for use as antihypertensive agents.
86 18. A process for the preparation of quinolone compounds as defined in claim 1 wherein nis 1, R, is 55
lower alkyl and R; is methyl which comprises reacting a -ketosulphoxide-of the general formula ll

Rs ] '
R
* NHR,

Rs

* [ L M S



groups  or 1 or 2 [ERR] alkyl groups; [ERR] is [ERR] alkyl, [ERR] alkenyl
[ERR] al kynyl with the proviso that when nis 0, [ERR is nmethyl; and
[ ERR], [ERR] and [ ERR], .whi ch may be the sane or different, are hydrog Q

| ower al lﬁ 576@ Iﬁoxy, | ower al kanoyl, halo, trifluoronethyl or |-ower
al kyl thiq th a pharnmaceut| ral I Y armam abl e car rier ;L:L

Ther apeutic corrp05| t| ons as c ai medrl n P Un|!l( " rm 45 12.
Ther apeut i ¢V ro sf ep noﬁéﬁfﬁl om%oundg' sW%F% nf %lge Of
actrve ingr :ld%l 4\5: pl‘l rea g S as ‘ct
inclaimi12°Th the rérm o capsu es or supp05|tor|es 14. '

Ther apeutgc conposi tions as cI ai med!3| rp an , @6?0 claims 10-13wherein the g
qui nol oneconpound is as defined in & Qpe 2-8. 50 15.

Ther apeuti c conpositionsas clai ne- [
10- 13wher ei nt hequi nol one conpound 14 ONyf | uor o- iﬂf

- et hyl -Sh-).met hyl sul phi nyl - 4- qui nol oRée 3 16. l her apeuti c conpositions as
claimed in any one of clainms 10-13 wherei it he gui nol one conpound is

1- et hyl - 3- et hyl sul phi nyl - 4- qui nol one. 17. Compounds of the general
formul a def‘d"ﬁ@d‘ ﬁtﬁ'Q!\leaﬁ"M apd R4 &3"11155@'@5 defired in ﬁ@r‘t‘@%ﬂ'\]‘@w @1““35“8‘3 18.

f or t 3% Slain e kP & 'ﬁ
ﬁgr gce[SSERgQ]r'0 et ﬁgé“! °8W€rr'se%ﬁgﬁ§7f"sﬁt'°3 Faﬁﬁg?'g gr?e%ﬁt .%‘ Lch conpri ses "5
reacting a [ERR] ket osul phoxi de of Rt he gemgal for mula 11 [ERR] 14

GB 2 047 691 B
14 wherein [ERR] is |ower alKkyl J’Eﬁi] and [ERR] are as defl ned
In claim20, with a tri(lower aIkyI mat e. )

I eco

Aprocessforthepreparation of quino oundsasd f| nedin claim11 wherein

one of cI

10

nis 1l [ERRl is |lower alkyl and [E IS rrethyl whi ch conpri ses reacting
an yli de of witekein Ry &nd@veabikyl andIRL) RAR] dnbl R&re as defined in claim 1 and Rg is lower alkyl.
[ ERR] 10 Me?bl h ”h%Pf#lEWE‘Pn @.h‘k'}d'OnaPRi“F{OEWPS de[u@RR]cla@muwf EFRRInpgesthas 25

defined in ‘l‘!V "‘ fepponding gess. for
the prepar ago lﬁ;ﬁggﬁ%ﬁiﬁﬁ e%%%ﬂijf@% o 435]‘ H"T"%'é'gé?rﬁ Ps 0
and [ERR] is 2 ,Qy@,@c mbiges t |sat| on of an acrylate
of gener &y forrm a 5 [ERR] 20 wherein [ERR] &§
| ower al kyl and [ERR] , [ERR], [ERRRzand [} ﬁi"e as defined in claim1 and
[ERR] is |lower alkyl, 25 21. A pr oXe preparati on of quinol one
conpounds as defined in claim1 \at () chnprifses the 25 al kyl ati on of

t he -correa§pondi ng 1 -unsubstituted gAN t]l e. 22.91A process for the 5
preparation of quinolone conpounds as defigned in claiml1l wherein nis 1 or
2 which conprises the oxidation of the correspondi ng qui nol one wherein nis
0 or 1. 23.whgeinmos®mer cRyigihuslkibandRs Rivad emfmhatavme;huomlffesﬁt are hydrogen,

30 [ ERR] 39o%gialkuilqvenalkoxy, fpweralkgpoyh! halﬁz'ﬂPW&n rlgyyeg kvithipeith thejovise frptryhea n g
[ERR]. whi‘lHrarfiagndfis ot fedraaep Bz entalys mpegthend camgnadoiy dr ogen, | ower al kyl, | owef®
al koxy, |ower al kanoyl, halo, trifluoronethyl or |ower alkylthio, Wi th the
ﬁ{):_)\e“ fﬁaf’]hit Ca\r(\lggﬂ g;ee:“iv %@5 I\:,.alg RRutthamp!on Buildings, Lo n;gﬁ'a]/vpcﬁp:ﬂxgrwm cfg:els::bE%]Inudpont arns -
Printed for Her Majesty's Stationery Ofice, by Croydon Printing Corrpany
Limted, Croydon. Surrey, 1983, Published by The Patent O fice, 25

Sout hanpt on Bui | di ngs, London, WC2A 1AY, from which copies may be obtai ned.
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