0 147 177 Description The present invention is concerned with enol ether
derivatives of oxicans (1,1-dioxides of N

het er oaryl - 4- hydroxy 2- met hyl - 2H t hi azi ne- 3- car boxam des and
N het eroaryl 4- hydr oxy-2- 5 6449%99

met hyl - Pebctipiomno( 2, 3- el - 1, 2-t hi azi ne- 3- car boxam des) These ethers are
val uabl e o cal ] e rodru S of these nonst erqgi dal antiinfl amrat ory

agents, ko 1 g%‘ i} fatees (9 RCRmE b thr s)
and tshelnfetwtz -thtewo[@ m‘jﬁaa sw&i"z Z'"e carb“an"?’i‘%éréib%b@gg -b 13 dru ent s
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5, 712; ?tem OFig¥ evaﬂgd@zmmhe hql thair ”33)4&3?5,‘?2&;{“”?”9“6“8 ¢dlkmﬂggd3incus
et heks) oBeigiamPatent raad Eyyppean
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[err] nis 2,3 or 4, R2 is hydrogen, nethyl or phenyl; 55 [err] and
[err] are each i ndependently hydrogen _g@r [err] alky [err] is [err]al kyl,

~optionally substituted by [err] or
and [err] is [err]al kyl. : IR conpounds are piroxi cam

h as 2-pyridyl, particularly=6XI)Mth
R1 as 1-(propionyloxy)ethyl (rasle { I'cd err]) 1- (cycl opr opyl car bo

nyl 03<y) et hyl (radical [A] R2=CH3, acycl opropyl) 1- (benzoyl oxy) et hyl
(ra CcOE [A], [err]): (2 met hyl - 2- rret hoxy- carbonyl propi onyl oxy) net hyl
( ical [A] [err]); - (et hoxycar bon)ohbxy) ethyl (radical [B], [err].

1- (benzyl oxycar bonyl oxy) et hyl (r [ Rlongherr] 1-(cyclo-
hexyl| oxycar bonyl oxy) et hyl (radi §gl ]\ CH3, R3=cycl ohexyl); —(I1)
1- (f&cyl oxycar bonyl oxy) et hyl (r 65 [err]);

2- (gamma- buryrol actonyl) (radical [Ej, n-dZs 5- (2- oxo- 2, 5-di hydrofuryl)
(radical [C, 0 147 177 [err]); 1qn-mathyl 2- 0x0- 1, 3-di oxol - 5-yl ) et hyl
(ragical [G@ [err]), or 3-phthalidyl (radical [F]. Qher preferred

[err],cycl oal kyl, phenyl or benzyl,
[err
derivatives, of the formula (1)

co ereinlé [err] as 1- (et hoxycarbonyl oxy)ethyl, having the fornula (11)
with Ras 2- pyridyl, or having the fornula (I) haV|ng R as
6-nethy|-2-pyr 6-chl or g ridyl or t hyl | ; or have
[err] as 1-( )ethyl I‘OplOﬂV‘T‘@thyl haV| t eforrrula(l)
WitH¥R as 6- 5 hyl - 2- pyri he termN 85Ug" of ef &s-Q 0 ,conpounds

whi ch are diug precursors whi ch fol |l owi ng admi n?stration, rel ease the drug
in vivoand & sie met abolic process such as hydrolysis. The pr esent
invention al so enconpasses pharnaceutical conpogstigas suitable for
adnm«ei stration to a marrmal whi ch conprise an an | ammat ory anmount of a
conmpound of thgg gl) or_cﬁld_}:_o@hd o pha (eu%i)cal |y acceptable
d' | uent or car%z er II V\h f al | usua Tout® adm hi stration,

udi ng topiCal are usef ul vvlth t he i nstant conpounds, the preferred
roube of administration is oral. After ga - intestinal absorption, the
present corrpounds are hydro ed in vivo he present -&35| i nf R&mmat ory

oxi cam Qe presen dninds are n =Qci di c, exposur t he
gastroi nte t| b tPact to%oam (B)C r OXi

Qm gsPpownd ¢% t hepebp magi m zed.
15 so The npounds of theYgresent inventi®n, of the above rmula (1) or
(I'l), are readily and gener&® 1y prepared by a nucl eophilic diespl acenent

reaction SHGh, as, follows: [err] 35 where R and [err] are as defined above,

[err] is g H&ing,eeﬂg, or[peg,;y]) and X is a nucel ophi I ically displaceable
gr osp R* and R°® are each independently hydrogen or (C,—C;) alkyl;
4 R? is (C,—C,o)alkyl, (C,—C;)cycloalkyl, phenyl or benzyl, each optionally substituted by OR® or OCORS,
an
R® is (C,—C;)alkyl. :
The preferred compounds are piroxicam derlvatlves, of the formula (1) with R as 2-pyridyl, particularly
6o with R as 1- (proplonyloxy)ethyl {radical [A), R?=CH,, R®=C,H,); 1- (cyclopropylcarbonyloxy)ethyl (radical
[A], R2=CH;, R®*=cyclopropyl); 1-(benzoyloxy)ethyl (radical [A], R2B=CHj,, R3=CgH); 1-(2-methyl-2-methoxy-
carbonylproplonyloxy)methyl (radical [A], R®*=H, R®*=C(CH,),COOCH,}; 1(ethoxycarbonyloxy)ethyl (radical
[Bl, R®=CH;, R®*=C,Hs; 1-(benzyloxycarbonyloxyethyl (radical [B], R®=CH,, R 3=CH,CsHs); 1-(cyclo-
hexyloxycarbonyloxy)ethyl (radical [B], R®CH,, R®=cyclohexyl); 1-(decyloxycarbonyloxy)ethyl (radical [B],
65 R2=CH,, R®=n-C,H,); 2-{gamma-buryrolactonyl) (radical [E], n=2); 5-(2-0x0-2, 5-dihydrofuryl) (radical {C],
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~ slich as halo (O, Br or I) or sulfonate ester (e.g., nesylate or tosy
The required oxi camsalt can be preforned, or nore conveni ently, for
situ by use of at |east one equival ent of a base. The reaction is car
out in a reaction-inert solvent, prd b I'Vl)ne which is essentially

anhydr ous. peARRA)! I-Ghth@hi-¥-okQ Y 8BkRBY IhaRR tdaQ@als{&F ta&r@,ﬂg%b QYRthERdyF & Sdical LF])

pot assi um OasdPetated PmpdihddASR A" Bs a{etHoRtarbasyIB@lethgn having1Re foFrRli£ (1M Qfh Yak e
of X is chivody. or hivingne fowrula (iphaving ti e &-nuathyirdpwidel) Gicbiatocriysidyd for Brhatyi-auS

sodi um i odF‘H‘E%?&o‘é{?‘a"q R' ekipretarylethy o Herqeienvigxglethyk hevige thecfatmyla ), withR es &- of

t he reagen xce
oo 13 A Eor A s U Sy e AR
peri 9d of ti MMee prddest imebtonalso eambasess ﬂMrHacéﬁl |é‘80¢0d®ﬁﬁﬁﬂ\s SuiRBIk koy adminisifation &lal e

of X (e g. maminglrvehigh) coppdsecan antiiafiamrpatere aglountind agomoapmd [of the] forfrasjagll, or il and a

br anc he ceutically acceptable diluent or carrier. While ali of the usual routes of admmlstranon including

4%‘ ;,are useful with the
[err] The il dborbfmb apﬂ's“’"‘ i%"f‘n‘if e ol T iaiead 75 wio 10 S e I -@’Lﬁémﬁ&ge
of 50-[er rdxlcarh.esm't@ tﬁlﬁﬂéﬁ'e dobhpSuitids Sk &6&-@&‘6‘6, eWoE e bEthé hastSinteahial RddfoARELch

' as sol ventoxicalhgompdund js thezehyamisimireds of acetone is particularly convenient.

The redéti ondh Inchacts é’ﬁ{"érﬂqs tinypp ttywedtﬁ?/ahom fermuly 8 ordiily errraeaditl anstgpnerally
thereby deVeRPIRA Y AJUFERR "f?iff" RN reachon;siehaaifolieWs:pr ovi de conpl ete reaction
and at the sane tinme avoiding upnecessary heati ng 60 costs and excessive
reaction times, which can increase the |evel of by-products and reduce

yi el ds.22The oxicans required a
well known in the art (s

stikNg materials are avail abl e by net hods
anple, the refqpgenge %% oxicans cited
above). The required rea el ffJ are favai |l abl e cormerm ally, by known
met hods, or by net hods de | e Bshe Preparations section bel ow. The
presentsoxi cam deri vatives (1) and (I'l) are also evaluated for their
antii nflarﬁfatory activity 65 accgrgling to known net hods such as the rat
food edena test,-rat adjuvant-i ced arthritis test, or phenyl- 3 0 147
177 benzoqui none-i nduced in mce, as previgusly used in the
evaluate on of the parent nd deser KXBbd—+ri M efrer ¥nces cited above
‘and el sewhere in the literatur s/OrCBq mol ar basis, the present oxicam
prodrugs are generally dosed atg ‘bhe same |evel and frequency as the known
oxi cans from which they are derived. However, the non-acidic nature of the
presents CQIRANLAG R are as\ibfirled SENE; 8 iL ¥ ci6h tKﬁlﬂ ek 2 B@eﬁblﬂﬁtﬁm d?!piyceag@?ﬁﬁnp
when such smmmaloqmsa@emossmfemés&dwgunt ﬁatﬁ@ﬂl‘oﬁyﬂﬁte)pf i nfl ammati on
present oxi c@mrgquired maalecaabe;prelbmmnrartowconvantehﬂy foemed lmam’wnﬁe aia'deast one
adm ni st eregev ’“? f?é‘i"@ i @riggeouk i solvgst, a@

above gt Y y%ﬁ%fkiﬁ Sosoni %@fﬁ@ﬂ‘f@ﬂfﬁ, Bi’m‘f,%@'ﬁ‘.f Vow Fﬁ”é I”fiﬁ"’ ‘“" hus
taking parg .wénasrof ?-Q.ﬁuﬂf iolI A6 e oo ikl Cto RANaHEEND Fatd 11 PeaBlidhS Edbss of the
corrpounds rea'.b@nt R'X |s'EbBcrqﬂéa£Rﬂhé rea@iv R rbiut Suah hrsexcess wilt denérelty Hayusédie ofdet toGuvicethe

exanpl es, reagtionite camptetipn injaisaiter periptof tisgethergteof deaptian|will aifo deprad greattanshecsliue
Exanpl g5 1 of X (e.g., I>Br>Cl) and on the nature of the groups R (e.g., more branched

4-[5-(2-0xo-2, 5-di hydrof uryl ) oxy] -2-nmet hyd - N-(2-pyridyl)-2H 1, 2- benzot hi azi
ne- 3- car boxam de 1, 1- Di oxi de 15 To ‘a yound bottoned flask equi pped W th
a refl-.ux condenser and stirring barX#§HeOCkHeed 2- met hyl -

(2-pyrigyl ). 4- hydrox -2H 1, 2- benzot hi azi ne- 3- car boxam de 1 1- di oxi de
(piroxica il P2 JOfF SV B0 ) pot assi um carbonates (2.50 g, 18.1 mmol es),
2- 0X0- 5- br ono- 2, 5-di hydrofuran (El m ng etgal., Acta. Chem Scand. 6, p.
566, 1952; 1.77 g, 10.8 mmol), and acetone (45 nL). The het erogenous
reactiqp mxture was heat ed to refl u%QWEQf&Hs)a mtrogen at nosphere. After 10

55
m nut es thf% c}{ { re m)veg fro ‘B% cetone
: a on em erature IS no Cri cal a termnper re e ran 0—1 ener:
removed i YA, Warkl il emse redf ae@tt, ﬂuuiﬁ 00
m.) and w&bh&h.ernerrﬁhédaﬁdndere(ozmn@h)y follbla@d a,vg.anmr onmyaa@as

the aq ueougactuaymes sufficiane toatlovivletcbmplete reaction ahd atgthielspine fime evviding uﬂeece%@r@ hﬁﬂ.‘)"
The corfbi rfess m{ggeﬁsazveéxqcr@tmeww@ mw@as qthh,aft'tgo d;(w gq(a'rﬁ_lffduce yields.

cams required as starting mat s are available by met nowrt in the art (see, for

example, the reference to oxicams cited above). The required reagents R, X are available commercially, by
known methods, or by methods detailed in the Preparations section below.

The present oxicam derivatives (I) and (ll) are also evaluated far their antiinflammatory activity

65 according to known methods such as the rat food edema test, rat adjuvant-induced arthritis test, or phenyl-
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brine (200 nL), dried [err] and concentrated in vacuo to a brown oil. _
Col umm chronatography on silica (2:8 ethyl acetate: nethylene chloriast
atforded 2.6 g*(6.29 mmol, 69. 49@ of a el l ow solid: TLC (2:8 ethyl
acet at e: nethylene chlorlde) [eri ecrystallization from

t ol | d
el e sl
NVR [ er r] odalmotar BasisDthé preseatfxicafm.protirdys 3ré gbrierally tbsed 6t thdsame kel @ng fre'hh&r;cy as
7 10 7. tggk nown oxi sfrim%uc?« ey ar(e#erwgﬁ-.{)l-lowgleﬂg;egmg 3ci lmatulp-gf theresgntompo

9. Vz'% ’% falty permh-ghsrr olerated qie| deses avhen sughdlisherdqspoers eapired in. theycontro °b767
f 0 u n d ﬁ: m pgﬁ gare LQ& fotrﬁulgtLd 'g’theSsémg 91’anrgr aﬁd Qﬁmm&ere&gv t]'n@ sarJl:é) und:

C 55/ QGuteJ‘las Khow ox&a Fae8diBLE inlthe above cited references. The preferred route of

4-1 2- gaaumﬁaﬁgw:sbmbﬁmyﬂu)mwculﬁ adwntagk efitheidnfavidic datlirg ofthk dresentyompodritk.azi ne-
3- cdP box atherrespntioventipgjigilusgsted by thy follawing examples tortipaet limitedse thepnegiisalatalli t h a
ref | ux CYRTRRCEPeS NG stirri ng bar were added piroxicam (9.00 g, 27.2 mol),
potassium carbonate (7.50 g, 54.3 gw@Riple.1 al pha- br ono- ganma- but yr ol act one
(13: 45 g5-(Bxd2, WMd)qfuraMyH:ﬁétW-(?-ﬁﬁ'idﬂl)!H 1,Zibenzhrtagine g can@aarpidai, x-Dioxide Wa s
heat’8d toTP efqumt betterned flask.epuiprsd eﬁhamﬂu’s ém-s»er angd ﬁewnmrwaapgdevlz@ fyl-iy-

rSTFta:]%/: ?ﬁ):ssngm carg &ﬁeﬁ%%mﬂ%g:%ox .% ydrom% (murﬁﬁ%‘sﬁggfgﬂm of |
concentﬁeaieed; rbﬂhx49der¥ﬁiﬁﬁ§bn&imd’sﬁlﬁ§?ﬂ F\ﬁ&l‘peﬁﬁ{utb&ﬂxeda- Broiva Snitle wasembveaioatd W t h
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chr Oﬁat(ﬁﬂreﬁp tad: Mét l&ﬁc rids) Qe efz@&mﬁ.ol 69?4%) Ef{?é?loﬁ Hgypr ded
5 8&59 {c&iteBWtthfenﬁ:hldngé)tR, mmmmalutaimmmm Inolms/hmﬁer g@é & bii \meh d‘rvscamzed

@; ?ﬂ%ﬂ?@b" towvield $20ahaot paleMéliow cevs P§4 (KEQ 18 163%9“" 'H

181 18 3 3 12
5 S %ﬁ%&%? A e ﬁ%@%ﬁ% LY

1H) %67. 13 b mCaiebl)forcisﬂﬁuabga 8Hb.20;7. r%s&mN idds. 8.17 (m 1H), 8. 34 (m 1H),
9.34 (br $ountiH) ; nass spect r Qres.omT &, 3783M, per.r] Anal. calcd. for [err]: C
54.93; H 4.12; N, 10.12. Found: Example 2 C, 54.64; H 4.08; N,
10. 21. %”BL yilgxy I- 1}-2H-1,2- h ide 1,1-Dj

o e e R e 11
- benzot (aoag,i m rbme e:ar]:oﬂatd:)l(mIgd&'fomﬂ:ol) O blpih-th6rh -Gt -Bxlutﬁﬁiécte-‘iﬂll pped

WI th a (1344 g;>81§omi@§hse¢ acetrrie molmtm tbarogvmusaw@me pas beaneslamrs&x uhBerG0 g,

n I.E ‘4 methylgne aggt e chlorlde) indicated complete
oo e e aefea?adm”éaéfa EALITE e
Pat ent .Aaﬁ,}ué,ﬁrgﬁnbm Shél&mmnéd alﬂc extrdotOwsFo WhshedWih BR300 thi{, Gk The
het er ogedionsulfaaatd cmncmrmbdl ¥revavegesto laehpdvercoill Colured Ehramatoglephy @nsilita (0 Baathyle

e e ey
e i ¥l &F‘éh /|
t V= :

Ceto BB ﬁ% 1id F-Ea 4(#1 b ) 3\@4 G h; Heis 53
wat er (m&m)wfﬁmsag rret hy ene ch | orid . The organic Iayer vvas
separ at ed Apalctatcthdordlaiedi@eS! a6y &4 9B x Hr AT eu. mnch add| t i onal met hyl ene
chloride f206 ni). The conbinél5br Yeh?% NeltF'act s were washed with water
(200 rrL) brine (200 nm.), dried ( ) zand concentrated in vacuo to a

br own  a4-fia-mé&aYi1ERo- € BERREHEQUMaRINy PAmEth lll\llﬂ-pgﬁiyl)-zﬂh!ﬂUe%tthfhElS-larﬂox@ﬁ'nm|
acet at e1,1-Dindgdhyl ene chloride and collecting all fractions containing the

0.030 3 d battqreadfissk eauipped wih & gflyxjcondyqser|apd ﬁferrmq/@s waeet#dfs Pipidamed

2
f ro o f’o‘f JoP °‘§b te{4. B‘Bet "Pfh% %0-14%d
7 315&51‘9‘?.% o eI A o

which no]ﬁﬂ)xlcam was vuslble by TLC (1:4 ethyl acetate : methylene chioride, visualization by UV
light). The acetone was removed in vacuo leaving a brown residue which was treated with water {200 mL)
60 and methylene chloride (200 mL). The organic layer was separated and the aqueous layer extracted with
additional methyiene chloride (200 mL). The combined organic extracts were washed with water (200 mL),
brine (200 mL), dried (Na,SQO,) and ¢oncentrated /n vacuo to a brown oil. Column chromatography on silica
gel, eluting with 1:4 ethyl acetate : methylene chloride and collecting all fractions containing the R, 0.03
spot, afforded a yellow solid. The latter was recrystallized from hot toluene to yield 3.08 g white crystais
65 (6.95 mmol, 46.0%): mp 157—158°C.; IR (KBr) 1836, 1824, 1671~"; 'H NMR (CDCl,) delta 1.95 (s, 3H), 3.13 (s,

th
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3H1), 4.79 (s, 2H), 7.10-7.21 (m 1H), 7.70-7.99 (m 5H), 8.27-8.42 (m -
2H), 9.45 (br s, 1IH); Precise nass calcd for [err] nme 330.0553, found

330. 0567, for {err] me 113.0243, foolirac} J';l’% 0244. Anal. Calcd. for [er

C, 54.17; H, 3.86; N 9.48. Found: C, 54.52; H, 3. 4,
OAl1. 5 E3H 47%(342H),710-—-7 21 (m, 1H), 770—799 (m, 6H), 8.27—8.42 (m, 2H), 8.45 (br s, TH); Precise mass

4- ( 3- Pht I58p F@w@%‘?ﬁ#ﬂ&?@ 7;3 ? If‘)'c imie BR3P FHR244- car boxani
de 1,1 -Dio g& fof Bo ped with a reflux condenser
and asstirring bar wer e added perX|cam(3 O g, 9.1 mmol), potassium
carbonate (2.50 g, 18.2 muol ), 3-bromaphpiwal i de (prepared according to 10
U. K. Pat éﬁ@-thaﬂwO)@F2memyl5t(2 yridyl)-2H-1¢2rhoh t*mme-areebme' 48- Q'ﬂ!)de The

het &rioge E RR,at%W piFpxicam

at mos Wepéﬁ)l( ;-telra aﬁ 650 ssrum1 aabor:g 6?)' é;{!%% 't:%gj‘z g;m 'ﬁ)%.gromoi}ﬂ‘%‘%de év red \?J:’WHJI%V;@" own
resi due \Waatedio\WeHax Ukdeah Eid-oyh!ntahndsﬁﬁ thasmlvenax/é;yéMd i Vablol 16Ring 400
m.) . The bevgaesidue Jb vvamwde\mamteetzommd ahﬂlmemqa@(m&ﬂﬂ @ migxTthe agescllayert h

333?1%&%?%%%% ety oo 0 Ot girgrhm:li”ééeu :

15 vacuQhi@rosm Whidhiviieh bissolved Mikbt tel dﬂﬂt&@@ ihiP BfeW sedods stals:
acet at e: 3@e lpdsat@cicils)i ds)rsaiﬂsmcdred&m wigs, t1688f ceret " INMRNICDOW) elaits03. 336 3K d | n

hot t ol uéi9éfs, H.ado7-p¥ 8%ime tHh/i.881i818 ﬁ'ék/\? w&‘s 2H% 938 tbes. (i erecisemyass ealcd for3. 42

7.38 ey 85 1688 [err err] NMWR
[err] del t ag (}ﬁ‘z‘%&“;ﬁ T%?Qa%%a g&é 87235 (m ng 7] 58[8 1]8
(' 9H) , 8. 30 8.44(m 2H), 9.18 (brs, preci se mass cal cdfor [err] me

463. 0855, found 463.0871. 20 An&kamgBab cd. for C23HL7N306S: C, 59.61;

H, 3. 70 4f{|1 -(Peppiyloxyiethgxy}-2-methyl-N-(2-pyridyl)-2H-1,2-benzgthiagjge-3¢arbopamige Vg-DroNde 8.73
Ex arrp e gﬁhTo a round bottomed flask equipped with a reflux condenser and stirring bar were added piroxicam

4- 1 (Pr G 'Staifeﬁ“"“.b e Retorbger ﬁﬁ"cl’fa’ri\k"ll".&u"l"3"a£?ﬁ?$e tfé?ﬂ%qu, en .%ﬁ@g# car

boxam de afinokphdred Afté#@4 Rdurs, anhydrbGs sadilf idtibielpnsztg) mazdn bipwis aaqwaap uWotn uad
ref | ux cenddditiopal Oémdurstheracqt wsalremmeden wetelda porawnaesidu@ whioh yas tGa®d with| )

pot as¥i uiatenf? a'n 1 % The con °69?F'6P’6@€ o{% terz 50
ﬁ at1 gdlt E’EE% g%ané%ﬁé&a&ﬁ? mai%us ﬁ%tgf Eﬁgﬁ 5 Gﬁw&sﬁ

sodi um i omsdtsn ¢hn 32 HINMFRBGDEA! ) rteied 0. 98\Aas—ndmm 1aads ueSszH) 2.00++3.39Umc2HIIB.13 (s,
addi t%on \?H?F @%?qrrbig?z 1§h£07arc7e't7d'r?e1 H)ﬁsf%—é ﬁ?ég'? GHJ B3 Al dm) 2nBiSA dpr & thogsise
resi due % m.) and net hyl ene chl ori de
(200 ). TE@ aﬁ% n&@hﬂgﬁ%{%% ng(/\e,q%g/ashed with water (200 nm),
brine (200 rrL) dried [err] ‘and concentrated in vacuo to a brown oil.
Col ure® chr onat o- graphé on silica (1Egnedd§| acetate: nethylene chlori de)
af f orded 4‘F[1 epzyljoxypargonyloxyleiipy - 'i“EF’“("Z‘ (#-pyiftyl)-2HA 2-benzpthiggine-freqfReepidodiial | | zed
from | S0 / Ined fask ﬁg% BY Edh oMb B SHA¥R ok
(KBr) e m%;%pf ; i??ns c&ﬂoﬁ E@é Jl)aalbhagi% :I;téygg %glcar ?er(é-ss
J 6 Hz4s 3|2?2 ml)Oarﬂd a'ﬁ&ouﬁms tﬂH)The-Betﬁ:Bg(rBusr &ctiorDiniixt ureﬁua@]:e{téﬁ to Jefi6kizndedditrogen
7.07-7. 1%&@?'71 fter7205Bours SEliymmy (4 5& 339-28"m9." e ang rsﬂpx qgr'tmyed )
16

pr eci se §§n§§ql ?j"* gﬁg@k”?ﬂdﬁl hlc erta lzeiéw g‘e‘:\ e)?;:ep‘r‘n ?f for
[err]: Cg e Iy elta 0} 6htz, 3H), 312 (5, 3H), 5.02 (0. J {1
5. 04;50N, J9¢Hz/1H)41b3—7.14 {m, TH), 7.14—7.30 (m, SH) 7.62—7.97 {m, 5H), 8.25—8.38 (m, 21BXATAbeEs, 6H

4- [ 1- Benpiecibeomysszalbibioy CeblyN-0tSwole psmsmunyrsos\msz pyridyl)-2H 1, 2- benzothr az
i ne-3-carb “gled- chisﬂzalﬁr i c% ﬁ?%gt omed flask equipped with a
reflux cond®H®r and stirring b3 °1wg‘? $-3%4 i roxi cam (3.00 g, 9.1 mmol),
pot asgi um carbonate (2.50 g, 18.1 mmgkdmpidt Pha- chl oroet hyl benzyl carbonate
(5. 56- g, 44b(Prop@dcatbanydky)ethdiil-BuaethiN2pdddyr2i-1,.2-bareothiatiss-Deeoaarside €a0lokide

m xture vvasBVrté%wfed?dt"@ Of Bfangle GUM(QE!cara(#ﬂOtgr% emol enehaipfigehlieroethylt neepybagrbqeate s

SRS Hhermibri 1 ool ot e 25 e

sodi um i S‘Q’“ ‘?‘?@ |
200t pon ot prfﬂtr e A e sﬁﬂ!hsamaarzhg to
t he preced, agrEx&mp el,-n, £-or. @I (RO1HB, 7B4—B. 9T, 68), mﬂ%mmm(b?a 1B/ predise C
crystall |nziedcafcﬂmn0&1waumaéwﬁeéﬁar\@4 fapnd 4017 Gerri o R (KBr) 1761, 1680 [err]
, 5.02 (d, J=1Hz, 2H),

R T et B T 2




50 J=6Hz, 1H), 7.03-7.14 (m 1H) 714730(m 5H), 7.62-7.97 (m 5H)
8.25-8.38 (m 2H), 9.38 (br s, precise mass calcd for [err] nmle
209. 1257, found 509.1163. Anal. Eal@g ?9 [err]: C, 58.93; H, 4.55;
8.25. Found: 37 1 453 N 8.32°55

Exanmple 7 4-]|I Example 8
-(Pr op(4){ymaﬁawbﬂwbcmvhmgﬂ}oxm-matwm-(Np(rmymym n.d-jnbr)zotﬂlahndg :ﬁealmzm‘dén &Z| ne 3-
car box&fixifle 1, 1- Di oxi de By roce ure o pi roxi cam (

conter e B\fﬁéﬁf f i aﬂ%ﬁ s ﬁ;fgg"“ Xk za'we?‘fmv e

MR (R, Rdelta O brtrﬁ, 1om)yﬁ1ah s:—%n:om» FT[E, 0PYy4.40014053
150\;15118) 5.36 (q. (6Be, )1Hn7e®—71m®. % 1 62—@ 07 (m, IGHINB/BR--843r(in, 2H)) 949 (9. ssm)(nrecasé 7Hz

1 mpgs qalogfor GasHzrDy®rS foynd30.161 3.11 (s, 3H), 3.97 (t, J=7THz, ¢
2H) "6 35’;’,@3&%‘;"‘3%?@ %1737 3957 %1 § 7.62-7.97 (m 5H), 8.30-8.41 i
(m 2H) S, preC|se mass cal cdﬂT [err] me 461.1264, found v
461.1260. Anal. Calcd. for gerr SExa@ple5t]. 66; H 5.02; N, 9.11. Found:

C, 55. 83-(Degyloxycargonyigxylgthaxy]-2-gsthg-N-(2-ryridyl) 2T bepszigsing-3garboxamide 1,1-
4] 119 SFerMei| Qe aF BAMGB SR 1Y ba 2 9TSh) ar¥-sfcha Bdrbabih hecat darbofenbenz ot
-1 azi ne(43,9 {;é( »Ggl@‘ee%gﬁb é ﬁﬁ@tgﬁépﬁ %tlé%ﬁr@&.@dJEL *: Mf’ " rfol, 88.0%PX1 cam - -

0 @hic al:emmlc s&ltdroﬁimibébpelh coliab:ahgga—86°¢C IROKBrK 64567900&? bl@NNR@CMIE)S? g,

26. 1 neeite 89\/é,rJe7UlaWeN9ed4ﬂd)’NdHHldrﬂdt-ﬁ 9@pme%l'”-t1| 6l(k JpfHrciia. 115, 38, 40084 e

yel f"ow'=r7 4. §:39 (andy ”“ ﬁﬁ"’m“%ﬂ"y?f”a?é"‘f’%hﬁ"
kol uenkP c°;f v § png TR 1682 [err] NVR (CDC13) del ta
0.99-1 16 ”’ ,10 blez. ®H 9.3 3H), 4.40-4.58 (br m
1H) 636(q, J6Hz 1H) 70671%3(n|]dll—|) 762797(m 5H), 8.32-8.43
r eci se fawgledd| cd for m e 501.1576, found
501 1%3-(.53.6@0 carR P e RN - Ao Sgapgrnige g 5
- To a round bottom flask eqms;»edw tha/refidsd comdenser afd a Sirdng: baFwerdRbiedPiroxicam
4 [1 ( B0 ) oreMmal, lpoassiuaxas)Rhite ngneﬁrhu albha(&orm;wl BypropyPédrionate (B02@7t hi azi
ne-8~ c & bomalherd@cetonk(45raL). THe beterdgenBys l@@@d@ﬁbemd@wﬂ néer@ nitpgemXi cam

&Ergoc%w ﬁ%&%‘g R o «sa@%mm 5,33 3 ?&%ﬁﬁ% o

)ﬁavw1 I¢N§)lh)(él5 sen "1 A8\d, SOipk, 3P, h.18 3H)P.7B &
I R :(sKBu=)sr&,m|431m6s79H)L esr ss(hl INWRS.8 k(nr.] atie[1HR 706-8R17 &, IHI7 HB2—B04) (m, 5H)09 1 41

§
E

(m  14891-18%0.m, B0 (e recsseﬂras grﬁBihL:sNa%ﬂ)m/e 46171257 @um?sw 1296. 00 (t,
20 J=7 "a'%%'“”%' gy 75:1 g“l 02 7NOTAT .17 (m 1H), 7.63-7.96 (m 5H),
8.30-8.4 940(br iH)' pre g ness calcd for [err] me

559402352, f ound 5_59 2346. Anal_ Cadxeldpléﬂi [err]: C, 60.09; H 6.66; N,
7 51. &b Mdthoxvcarbonyloxv)ethoxy]-z-methyl@,—(z-ﬁﬁjdy[)aH-H-lz-bSnzﬁfhiazihb-3-§’arbtg:am@§ 1,1-
np IO I

;“.’E,j%:u?.%fﬁz N e e e '%&w&mgﬂzot nia

refl uxi samdmmse% anpch 56-—341°Q.:R KKBriIas?, mema‘dﬁedm |(¢mx;.)<uatm 1 B.(Q0=gtiz, 9H)1
mol ) , 3pdisSbk B-6Ris.Hl. ﬁéﬁméﬁﬁwﬁm —718.(n, Y3165 abhé!‘-”(ﬁ -Br§de g12H). 84dr opy |

1 ise, mass caled for C;5N1oN30O; mle 433.0944, fourid
carbonf & Ao CroHioN:O,S: C,52.20; H,508; H,9.63.

50 Found C,52,18; H,4.41; N,9.61.

Example 12
4-[1-{Ethoxycarbonyloxy)ethoxy}-2-methyl-N-{6-methyl-2-pyridyl)-2H-1,2-benzothiazine-3-carboxamide
1,1-Dioxide

55 By the procedure of Example 6, N-{6-methyl-2-pyridyl)-4-hydroxy-2-methyl-2H-1,2-benzothiazine-3-

carboxamide 1,1-dioxide {1.0 g, 2.89 mmol) and alpha-chloroethyl ethyl carbonate (1.18 mL, 1.32 g, 8.67
mmol} were converted to crude title product as a light yellow oil which solidified upon standing at room
temperature. Column chromatography on silica gel {8:2 methylene chloride : ethyl acetate) afforded 1.16 g
(86.2%) light yellow solid which was recrystallized from isopropyl alcohol to give 1.1 g white crystals: mp
60 156—157°C; IR {(KBr) 1765, 1680 cm™'; "H NMR (CDC!,) deita 1.18 {t, J=7Hz, 3H), 1.75 (d, J=6Hz, 3H), 2.50 (s,
3H), 3.12 (s, 3H), 4.08 {q, J=7Hz, 2H), 6.34 (q, J=6Hz, 1H), 6.96 (d, J=6.5Hz, 1H), 7.60—7.80 (m, 3H),
7.85—7.95 (m, 2H), 8.15 {d, J=8Hz, 1H), 9.28 (br s, 1H); precise mass caicd for C,,H,3N,SO, m/e 461.1257,

found 461.1348. .
Anal. Cacld. for Cp;H,3N3,S0,: C, 54.60; H, 5.02; N, 9.11.
65 Found: C, 54.35; H,5.00; N, 9.04.
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* 18.1 mmol ) and acetone (45 nl). The heterogenous reaction mxture was
heated to reflux under a nitrogen atnosphere. After 24 hours anhydrous

sodi um i odi de:(4.52 g, 30.2 mmol) @asgadgpp and reflux continued an

addi tional 72 hours. Chromatographed title product was I sol ated accordi

to Ex ffordi 199 which 1 27
g white oyl i R s e otk s g e
[err]; ' H NWRhp@rdchaui@bt e lordeadifg ExahipleEny, qz-nJetr{bﬁNJ@pynéwﬂéﬂZtme@Q 3- e111 27
(d, 3% Mmz-p-c%bg.xanﬁnem -c(csqdefeo-l)s g, 6.445 ol Bdhd (alpha- ﬂHH)rpetﬁ;l iyl (corbonhteaiblz82 nirH)

7.06-7.1%11 'h;" coemd@m rom phe@tntﬂp@d@ 24%), light. y¥sow rnarrw solid-)
preci se zﬁ:di B'Pfh 3 ‘f: i'g'?l-';?l pf or
[er): Carbfy Hz H) Hzgrﬂr 705— 1H) 74oré J=6.7Hz, 1H),7s4(

5. 02; 1\, 791-07382 (4\01H),828—841 (m, 2H), 9.20 (brs 1H) precise calcd for CygH;,N30,S, i 4 f|
-NEthoxyé%ﬁc%‘ on et hoxyl - 2-met h 2pyr|dl) 2H-12benzoth|azrne30
ar boxam de a'Eﬂ &Fdevﬁpﬁzhec ﬁggéodﬂ b2 Ek‘a?%ﬂ using a reflux tine of
1 hour prlor U9% addition of a “8&Rim™ &Hqa:9 rrOX|cam(2 00 g, 6.0 nmol)
and ajgpha-chl oroet hyl methyl carbonag@mpie-120 g, 18.1 mmmol) were converted
45 to c Mmmbmsraaheﬂly)émbﬂypz-pnmﬁucm chiBrosR-pyeitiyjeRN- sz;rbernebtmhrreh-cme‘,xamude 1,1-

crystall Dmgghrom | sopro al cohol l (660 1.5 mml th
150- 151C. oro-2-p &%w % g‘"a° '
a-chlo l'ethyj\ca
3H), ?b 12? o w %ﬁn@éﬁe go((hgom aph ié;?is :?te sZm
7.65-7. 9%a racné ized FromUscprobyl diddhol weezdlgm cristalsk pmﬁw-@sme nmsm
for [er r ieanice~4 IBNEB4CDCISF deita dl.1918.3=1803H), YIedl, J=6dd, 8id), 3.08ds, 3H)4.09 (o, .G7H52H29

H 5.08: e,ep (qgr=@gz 1Hlp7.16 (d, J={Z§tjn #f), 7.66—7.91 {m, 3H), 7.81—7.96 (m(;H),g'go (g d=15HzfHY 939 ||

9 61. bEX ss calcd for C,qHaoN20,S m/e 483.0681, found 483.0538.
- (Et hoxycarﬁgg oxy@f"nfﬂx%’scﬂ reét:gsi Iﬂ- Cé-,mﬁ ﬁy,@ 2-pyridyl)-2H 1, 2- benzot hi
azi ne- 3-car boxam de 1,1-Dioxide 5 By t he procedure of Exarrpl e 6,

N- ( 6- et yri dyI - 4- hydr oxy -2 nexahmple-18H- 1, 2- benzot hi azi ne- 3-
car boxanE%ﬁ\e VR O 8 ey B R SR SR GRERYe ek hy |

car'boat & urk oPBcapled 4006199 ROV §atefotle Loyt fesy dabina
s gy ol Sl LS55 A0 By L Ao e
t enper at uysallized krummsool‘upﬂrmb aqahsy(zmms,l 4.5 ol 6.1%(: Su286ra71Cy IReiNBr) aYdapta78le

et hyl g{aceﬂ%‘q N) ﬁ?ﬂ@ﬁ.f_ghlwgltﬂéoq (%J 19 :6*9 14}0w6§&511|2!(j) Migg?iﬁg 4%:(;3
recr apl 60
156- {570E Qforz ?ﬁg PET E&ﬁ g";" g"%ﬁ&' {;V J=THz,
3H, 1.75 mn PN E S fras: 3 hbsn'é . 4.08 (q, J=THz, 2H),
634(q,J6Hz 1H) 696(d J65Hz 760780(m3H) 785795
(m I‘ﬂ } m 5€ fmss. for
Ler ] '?33; ’% p%‘szf&“.t .EJ’ ‘“
02 N (18 1302 ol), pota ] onate (8. 359,604mmol),alpha chl <carl na (

: 13.81(%, 40%6/mchdY arkiaceigal e@35ﬁ L). The heterogenous reaction mlxture was heated to reflux under a
4- [ 1 (4~Et hmwatrm;ngdr@)ey rd@h lanifydrops $eglumNpdide (B34 g d Ampp]) Wi a@ms{azd Baﬂe* |, 2

-thiazin "33?’9& éa' h&”’s ?:p?? g "ﬁp{ ﬁ‘ ‘é"%"‘fb'?"f‘fe’e dg’d’f’
EX&WP' e §0 wat | [ ﬁﬁy}lﬁ;l eor bﬁ: d Pa eracig were

ad
t hl azi newdshed L bﬁHeQZB 1) dlied INQSOY a nm ted ANG cua to a brown oil.
phasehCoumet Ihategr op atfitEogehil @ efiy! &ﬂﬁtentethy]gnéammnsbé rdad 2 @ale gelloarfoard t O

et T i e

g white récee NQESO(QHG or CLIR.,N 4’4}1108
[err] sd. 18 Ardal. caw?mcmamso,a T/ 5868 B-&b, Nsar)as 17 (s 3H),
. Found: C, 53.87; H, 4.77; N, 9.41.
Example 17
4-[1-{Ethoxycarbonyioxy)ethoxy]-2-N-{5-methyl-3-isoxazolyl)-2H-1,2-benzothiazine-3-carboxamide 1,1-

60 Dioxide
‘ By the method of Example 16, N-(5-methyl-3-isoxazolyl)-4-hydroxy-2-methyl-1,2-benzothiazine-3-
carboxamide 1,1-dioxide (isoxicam; 0.5 g, 1.49 mmol) and alpha-chloroethyl ethyl carbonate {0.61 mL, 0.67
g, 4.46 mmol) was converted to chromatographed title product 0.61 g {91%) as a white foamy solid which
was homogeneous by TLC. Crystallization from isopropyl alcohol gave 0.52 g white crystalline solid: mp
65 158—159°C.; IR (KBr) 1750, 1690 cm™'; 'H NMR (CDCl; deita 1.20 (t, J=7.0Hz, 3H), 1.75 (d, J=6.0Hz, 3H), 2.47
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4.10 (g, J=7Hz, 2H), 6.55 (q, J=6Hz, 1H), 7.05-7.18 (m 1H), 7.40 (d,
J=6.7Hz, 1H), 7.64 (d, J=6.7Hz, 1H), 10 7.71-7.82 (m 1H), 8.28-8.41
2H), 9.20 (br -s, 1H); precise calcd for [err] me 453.0664, found 453.

Anal . Calcd. for [err] C 47.67;, Wy fg2Z7N 9.27. Found:

C 4765 H 4.17; n, 9.21. 15
npl e (s 3H), 3.08 (s, 3H), 4.10 {q, J=7.0Hz, 2H) 634(q J= 60Hz 1H), 6.83 (s, 1H), 7.77—7.97 (m, 4H), 9.45 (br, s,

4 [I (Et’Hb gg@r{?wgaQ 53:Pﬂ°6ro 2-pyridyl)-2H 1, 2- benz
ot hi azi ne- é' 61 5ocedure of Exanple 6,
N ( 6-schl oro- -pyri dyl) - 4- hydroxy 2 rret H- 1, 2- benzot hi azi ne- 3-

carboxam de 1, 1-di oxide (0.20 g, O. Eﬂahmmi) and al pha- chl or oet hyl - et hyl
car o nat"d:g tmthﬂvlo’meﬂ@ I-2megiyl-Bi(R- PWFM H- %P@Z@Uw&r&@@m@mme’ 1-Dioxide

of irpxi ié

\(;mhl‘ grhm §g¥ 'Fd(f{e\f § f‘?ﬁfgﬁ:ﬁd ?o |t|?€r‘o eljow so fﬁr$ lefhg; 3"% Vg‘ Wat.;t

0 S Y681
crystal s:m m!l-lﬂlﬁm 087 ‘RJ% 3H),1171 1 3&69§H):m142—1 ﬁé(Nl\m) [1emsr(d JeeHz a1, 1
(t, J=7HA} (s38K), 4.00, (t76— l't# 2Hl 11-(& 45 (N3 M), 7% oy 3H)TAZR-7. 92?
6.34 (q, ZHB 8.8 4(3(‘13(2 d1H) 155 or ?822% 3Q75‘9T/e 14‘_5)§.|)foun5! 4?)5114 96
(m 2H), 5 g@ 3164"') preci se mass cal cd for
[err] n1e 483 0681 found 483 0 38 2 Anal . Calcd. for [err]: C,

49.85; H, 4.18; n, 8.72. Found: Example 19 C 49.72; H 4.07; N,
8. 73. Eﬂdh@cylogwazppgvloxy)ethoxy] -2- methyl -N-(2- pyrldyl) 2H 1,2- benzothlazlne-3 carboxamlde 1.1-

(Hexyl g{hbo ethoxyl.- 2 ool § rl)l Ay L 2okt PEAZ 94 hinag! ne- 3
\eér Box s piplediipl Bk d& Era é’@ o okt K Bl
(3.00 gqsg? vdm mo:;& .sa rn SHoDIES Aw 7zh%whp wsbmnm ®BK) 'imegi’egs"c&

ol ) R PRt SRV 10H)158 t GHLO75 (c) xHaBHL a8 (s, .

yel | ow § ltd‘-\Km 3‘1"? a.dr 31’47 1§ M‘”ré@ 5&? eSOt Hedhd- 4 88 ny,
0.5 Fﬁml ‘s ?m?g 10 % §a -
3

& "H NVR
delta 0. 87,:3.‘5(, @324 m [e”] na

5. 7781 41-1.60 (m 2H), 1.75 (d,
J=6Hz, 3H), 35 3 10 (s, 3H) 00 (t J=THz, 6 36 (q J= 6Hz 1H),
706—’71 rn , 7637 n8?'<32P842 9 (br s, 1

|de
pr eC?o_Se th ¥ %Qgg 9(5;% Ommgﬂmnd aprga-c Ioroethyl %g :;gg . for
[err]: o?)%v irlg to chr roduct a white soid which was recry
Z- [7|7 (E.sigg;:w alcdkbl toI yteld;07 ‘rgl whlte? cryzs;als (2£%nm&|n€lg0%) mp djsrgv.:?z; ;le Gs—bzmm zm

-1 I - ( Etmo B @DEl,deits @8 mdy HzZ23H)at b H ym( Wi=pHZ BH) t2hd,azi ne
- 3- ¢ b@¥afe 8- 61391a. DEEHa ﬁ’?bﬂrﬁd’ BE3+ LR BH) 30— Befil iy P 9P thns.dHk ef | ux
condensé’Fe" ﬁﬁ]‘aéf‘lt‘r'f’gfgﬁgyg‘gg’ §C§;t el gqs(ggt?sg ¢35:%%%, 30.2 mml),

pot assi um Jponate ¢ 53 [ 51162 Imn,anchl oroet hyl ethyl carbonate
(12.35 nm_, 13 81 g, 90.6 rrrml) and acet one (350 nL). The heterogenous
reacsd on mxture was heated to reflﬁx@nwﬂmr a 45 nitro en atm)s her e.

Af t er 19"[h '°"V h\é d? BYfay! 5‘0‘”‘7“' 'owa and
e G T A e R e 5;%»?3%.3

t
vacuo %awme £|£>Mﬂbs 5)&:% lb'i"i fr%%oburos%e swa eifc
nmet hyd ereen~t ' MR (BDCEXEAa 112 (d, JER nz BH) J1c88I(<C 3M) 28/ Brls, MSs:m deeiitH)and—heim,

aqueous ngi%%n&%%%cﬁ ﬁ;ggg ?@d?ﬂh %%1*" retHiy presize @hﬁscﬂaicél dor(Q1iNa@sf. MFhe
conbi ned” & h t r (250 nL), brine (250 ni),
dried [er ré fors %O?{Cé"hfs%? ke ?mg:\tgg &‘,KBW oil. 50 Colum

chr oggat ography on silica gel 1 9 ‘et hyI acet'at e: net hyl ene chl ori de)

af forded a pale eIIowfoa 10 67 xanwzzo ThIS was recr stallized from
t ol uene %!&d WV'Q’WM' E ‘%vmfl‘:z gg@é %ﬂzsﬂ"a §>°ml ”P'F("%jl? 1757,
1676 eriph 0L REEC LR L oGEE Pty :

exa
r ’tltlej ml v‘gz
3. 1154( s tol&.lﬂ)a/,he;énﬁ(ﬁ 24 g.zslml?\oﬁ 1,% ,62-6653(% I QKBr)]F) 6761; (€001,)
7. 67-7. 81 {7 =7BRH) 108612 (830N 52453 16 285 1431 465z, 39, A mz (en, 2H0HL12 (s,
preci se 3Hh§439 (ﬂa-l'i‘iﬂ*zﬂgf 7g%r? ng(m Y4757 —7 PR §n. Wbﬁﬁ@—&@ﬂmla!ﬂ& 58415y s, 1H): phepige .

Cal cd. f“@F%E%ﬁ}r Tcrﬂ] ;Orzézs _’L’N AZ? mﬁfougdréz%m und: C,

53. 84, H, H, 5.79; N, 8.93. :
4- [ 1- (Et hoxycar bonyI oxy) et hoxyl N-(5 met hyI 3-isoxazolyl)-2H 1, 2- benzot hi
azi ne- 3-car boxam de 1, 1- Example 23 _
4-1 (Cyclopropylcarbonyloxy)ethoxy] -2-methyl-N-(2-pyridyl)-2H-1,2-benzothiazine-3-carboxamide 1,1-
Dioxide
65 By the procedure of Example 8, piroxicam (3.00 g, 9.1 mmol) and cyclopropanecarboxylic acid
8
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60 Dioxide By the method of Exanple 16, ,
N (5-met hyl - 3-i soxazol yl ) - 4- hydr oxy- 2- met hyl - 1, 2- benzot hi azi ne- 3- f
car boxanm_de 1,-1- d| OXI de (| SOXI camo qg g771 49 mmol ) and al pha chl or oet
ethyl carbonate ( was converte

chr omat "tVi' ?j! 93 GE‘E overts faag) (1,78
WaS horrqg w |ch ave E %sgz +fro p,?i“fm ?fgﬁﬁgcﬁ% Y r) ig cm
white crmi-almnﬁ]emsnks 1:b7 (.lms $.29-18 2y, 9.54l(HR s MBrp}ec&ZéstJ:QQi}oT@erJNso H NIVR

(CDCI8 dekirt +1H)2@4(|235,f6w171%20133l-|), 1 75 (d, J=6.0Hz, 3H), 2.47 7 0 147
177 (s, 3 gatsve forsCaH3 {065y . qwﬁ(gg 47770Ht 9421’H) 6. 34 (g, J=6.0Hz, 1H),
6.83 (s, 1 77-7.97 (m 4‘?1) 7B'r 34 preci se mass cal cd for
[erk]) me 451. 1059 found 451.1101. Embz@al cd for [err]: C, 50.55; H,

4. 69;10 N,4-{D{Ebhzoylooy)éthloxy]-2-methyi- -N-{2-pyridyl)-2H-1,2- berzpthfina2d-carbdxardid®1,1-Dibxid®. 15. 5
Exanpl e 183¥1{h§ procedure of Example 6, piroxicam (3.00 g, 9.1 mmol} and alpha-chloroethyt benzoate (5.00 g,

- ( But oxfzawgg% ;.Iﬁ Pfog'af?etﬂnygdt '!‘)‘?d%j%wzwﬁ? ‘k‘(ﬂﬂﬁ fé:& e-3-¢
ar boxam( ta (;Y 3H) Eoéﬁ?%ﬁ)e 5 171 )9
9.1 rmol H), Ca.i7\18. 46 amb 0ARloB4 5«30mg p #630kikd W& €
converteIiHE1usm.;Strri/e47pHWUtowdﬂeﬂoezg yellow solid (1.3 nmol, 13 999 which was
ro recrysﬁ%ﬂ‘ IqabséinFﬂUﬂNaQs%pr%ﬁg‘Fz chGHbI Ng §-7 |ve 325 ny whi t e crystals: np
132-[err].Four# (kBr) 1758, 168$%H 4% MRS%Ferr] delta 0.87 (t, J=7Hz,
3H),0118135(m 2H) , 142158(g;‘a,,2,;|—'95176(d J=6Hz, 3H), 3.11 (s,
3H), 4. Qd1-(GctandyioidyiethosiR-methyBE-( 2wy ridyl FbH172- beﬁk&huazﬁe@&arioﬂaﬁm(dﬂ%dtwde 7.65-7.82

3H), 7T<82r07m©50t(omed ﬂaﬁk eq@pﬁcm&hféoef;ﬁ?po@b?ser <d3Grrip bbarSNerds_add)ad pi mse
mass Cal(%ep on %rqﬁ%gjsgﬁgg@ n ml)(ture wa;ct:‘eate 1:2’ lre ux unde sgeer I‘]
C, 5§ 5 h';ge iodide {4 Erﬁqﬁ .2 mmol) was added and reflux cogmls %1 H,
5. 24; N,ad |72 hed title product was isolated according to Example 5 as a white foam

-[1-¢( Octvyﬂnonméxaﬁm rqrdeau/yémmm our\crystalinsit flog thblofl quwreindgrht)onZEblléqtéh wan209ki azin

e-3-car als fr oH tw'r‘lZ mol Z’oﬁ) mg )ai' Wﬁj Cl)

pl r %‘85 'OJ 2,8 pﬂa@ ’%(};_‘__%f E;% Mfz 25 g,
Wé& 'g Efwe?'ﬁ ﬁ.n;( 0 é’%l A

vvm te sol |pina| ch. org:ggrg, vgoisb;e H;rsyzs;t N, Sszbr om i sopropyl al cohol (6 6

nmol , 72. 7Réund:np 93- 94C. ; IRQI@@? H/63): N6@B5[err]; '"HNWR [err] delta
088(t J=7THz, 3H), 110139(m %ﬁ}(—i’zpl .53 (br t, 2H), 1.75 (d, J=6Hz,

%3, - {215 (m
210" Wbl bbb Ry 1S b pflied 1
mass cal cdrd ©dry {oeﬁd JottBined fasdeqriphdd, w1fh&lléfdlx E&Be&amm stinkg) bar Wk ediied piedxichrar r | :
C 58 741 sq-g 463 Zﬁnol)}\pota}slgo caibonptei(1-24 g, 8.98 mmol), iodomethyl meth@} 2,2 gin@Eyimdlongte24:

(1 5 mL). The heterogenous reaction mixture was heated to reflux under

et 2 ze%%gy T R T oo

ld 1 1-ybh za-mm Kisr£ 16906, 168020701 ;EH Mmcmgmaem 4s, 89, 11 6, 3, ol )
hasedhlaw,csemhyl 2Hb LPLQ&F—GU& (tH21HI57.B—7158. (dh, AMID T BI-wBI%e(dd,0fable,{ 2dH?, on-n.

chroﬁatd Aetn. 2Hk c'sea‘aﬁh?a! f‘s'&ezdstQéh"M1?‘l§cny'§‘b?PF¥32ed from

i sopr opyl g;‘; !51”°{822 1"?—540651‘:021 V\P Is (2.41 mol, 40.0%:

151-152C. ; KBr) 1755 16'?8 rr 81 (t, J=T7Hz, 3H), 1.37-1.58

(m 2H), 1.72 (d, J=6Hz, 3H), 2.05- zxamp:e(m oH), 35 3.12 (s, 3H), 6.39 (q,

J=6Hg2, cta@V@Mmet&@ m'et ;(2- WNSG-Z?' 19?5°e mh@ -3- cﬁb%m81941 o(’ﬁdeZ , 9.55

(2 Shdtoa M o ?:@gﬂ"m:wxo fetl % ey mﬁ s oty

358. 083 T e ﬁet rgéJ acts ' re Q ma‘ogen

C, 56. G%tmd'dphe";)e Sdditional chloromethyl octanoate (250 mg, 0.75 mmol) and additional

55 potassium carbonate (210 mg, 1.5 mmol) were added and reflux continued for an additional hour.
Chromatographed titie product was isolated, according to the method of Example 5, as a yellow foam
which oiled from toluene/hexane, but crystailized from the oil upon refrigeration {690 mg white crystals, 1.4
mmol, 47%): mp 98—99°C.; IR {KBr) 1766, 1683 cm™*; *H NMR (CDCl,) delta 0.87 (t, J=8Hz, 3H), 1.02—1.48
{m, 10H), 2.19 (t, J=6Hz, 2H), 3.12 (s, 3H)}, 5.70 (s, 2H), 7.08—7.17 (m, 1H), 7.67—7.98 (m, 5H), 8.30—8.45 (m,
60 2H), 9.32 (br s, 1H); precise mass calcd for CyH3oN:OsS m/e (P* + H) 488.1859, found 488.1794.
Anal. Calcd for C, H,sN;0sS: C, 59.12; H, 6.00; N, 8.26.
Found: C, 59.51; H, 6.01; N, 8.72,
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40 _ Exanple 21 4-]1
- (Acet yl oxy) et.hoxy) - 2- met hyl - N- (2- pyri dyl)-2H 1, 2- benzot hi azi ne- 3- car b :
de 1,1 -Di.oxide By the procedure of Exanple 5, piroxicam (2.00 g, 6.0 D
and al pha-chl oroet hyl acetate (2. 2§g|471 +#7 mol ) were converted to

1

chromat ographed titl e product, of yellow solid (2.8 rrrml 46. 4%
whi ch avevr/m tecryst al s(1. 0 ) upon @@ B'Fé?l | zat ion fromi so z aI cohol :
ni%

o e i e

lH) , . Glatuén xinmpr Bo.BGut érre rmra d11g pure wihifp crygtareqz aaammarss
cal cd f o3s. 3901 mp 984-99°C. AR Ee)r1r Hra, 168’83m0‘73-8NMﬁd>¢J)QtL) @ata 085 #3)=6An 8H), 1.@at-64¥.(mf or
[errix @H)&rzow QHZ: 2H), 8 (SN @9 72H).H2 17 (m, 1H), 7.68—8.00 (m, 5H), 8.30-c8.42(m. i), 1,

r C 7N30¢S m/e 473.1620, found 473.1644.
4.54: N, 3139‘\ E%ﬁef%&yg P A

(Hex,ano | XN ,)deat' ;;92 nygmly“)gsg-l-l '2- benzot hi azi ne- 3- car boxa
mde , 1- Di oxi de By t he procedure of Exanpl e 11 prroxrcam(z 00 g, 6.0

a(r;g al IOha chI oro et bhexanoatﬁa‘a gesqt CQE Werg)flconverted to
chr omat - nfo y 55
‘D ueaelgga R DA L Wz,cr%" feli e e
[err] | zeﬂ‘dn fro rt:aneﬂne;&lae dve 18 edltlite crkst 2 {axnc. 4ﬁ-b<Br) 753516&2 53

(m  2H), eri;78 NMR (CDCIH2Ita 863 (s, smu,cssz& 3, $.74 (s.2H), 708—127 s, THB Fp8—B58730,, gg
J=6Hz, 1}92—7;99(0&1#) BBOCHA3 M2H), 948 (br 3. 1605 Presise B1ags caizd 1y CoHalaQeimionp. 1319, 53

r Ad c e + ound
\l;zf 1’845%' wgﬁ??&aﬁ gﬁ rsag[ giéjerz [f5§%° e g:pz H 474.1703, found

6.63C; 834,,, 2.5.75;, N, 8.87. 60
Found: C, 58.48; H, 5. 79 N, 8 93. Exanple 23
4-[1-(Cycl opropyl car bonyl ox et hox | Ex3mpie 3By I- pyrr d I 2H-1 2- benzot hi
az| ne 3_ 6‘% am’ h V 'm g(a ri H)‘2H12'be )%
ot o oapy (1 e el B %&é@ ° ieage %iﬁ 177
al phachl @k Is fREnli&dpr mrﬁsqeéw:arterdnmrdnd BB orluCt

3.51 g wisiaHe sBoamH) Bsw—mhmraw, 3s\hn eh) 136+.68 (BRHY 7.6%++1.99 (0 64, 820-58.55 Om
ol tene: (omghin 9,62 m 1R preciee P(ﬁrc lcqussﬁsmiw p@rqsrworu TR 461961 del t a
070697@&‘1a "”E troNs aobeH) 411,6'7 3. 3=6Hz, 3H), 3.11 (s, 3H),

6.40 (q, J , 70771 Pie Ty 97 (m. 5H), 8.29-8.42 (m

2H), 9.54 (br s 1H) preci se nmass craéaﬁdlehor [err] 5 me (P+ + H) 444.1235,

f ound 444[13$@Q®tvr\dmmeth<>@d12edathvl u«z- -2H a-béﬁotﬁ&meﬁ-camm?ﬂmdd\l 1-Bioxi@& Found:
C, 56555: {8y the pmedtNa of Gxample 6 nd alpha-chloroethyl isobutyrate (4.10 g,

<Benzoyg r.r 2"3?#&?5?3 i"e@r’ﬂ “rﬂa% #é%"#éﬁﬁ%%ﬂfﬁémﬁ“@’n?’boxam
|19>0|

LD SHDAGS ur=euzo amp& a_émz, BHY, @ (2BHK 8.36% g=s frpmol )
and al phaezt. nr(aet1hyl7dserzxma:hes )5861)—@42 @ 231),n988l (br @ TH); pebive iagdcdid@ for
chror?&t 0Gthh O mietiie1333. delnd B45 yel | ow 0|I whi ch gave 3.41 g pure white

ystal s f (g LIPS zsNa‘Péoh |§6(°? :IH?@ ?‘3 %: nmp 151-152C, | R (KBr)
2 8 1681 TE%1: " H NWR [err] BePra” ")=6Hz, 3H), 309(s 3H) ,
6.68 (q, J=6Hz, 1H) 7.07-7.17 (m ldﬂhmp13323734(m 2H), 15 7.43-7.55
(m %5, 443UﬁBA<&V!@@tr(om-2-ﬁ\b€}wI N(2DVridy- 201, hvnzahi)wnem-@boeabwd@ 1-Diblide pr eci se

mass cal (i(a %I ftomgd-flagkrenuippegtwitty 3 con hg%zdshm bar @"@d"?@' I“
AL Yo AL L A e e e R LA

8. 83. After 24 hours the acetone was removed in vacuo leaving a yellow solid which was treated with water {100
50 mL) and methyiene chloride (100 mL). The organic layer was separated and the aqueous layer extracted
with additional methylene chioride (100 mL). The combined organic extracts were washed with water (100
mL), brine {100 mL), dried (NA,SO,) and concentrated /n vacuo to a yeilow oil. Column chromatography on
silica gel {1:9 ethyl acetate/methylene chloride) afforded 260 mg of yellow oil which produced a white foam
under vacuum (0.60 mmol, 20.2%). Attempted crystallization from toluene/hexane produced an oil, but
55  with refrigeration the oil produced pure white crystals. Combined first and second crops yielded 86 mg
white crystals; mp 202—204°C.; IR (KBr) 1770, 1688 cm™'; "H NMR (CDCl,) delta 0.79 (t, J=7Hz, 3H),
1.35—1.53 (m, 2H), 2.18 (t, J=7Hz, 2H) 3.12 (s, 3H), 5.70 (s, 2H), 7.05—7.18 (m, 1H), 7.65—7.88 (m, 4H),
7.88—7.99 (m, 1H}, 8.28—8.42 (m, 2H), 9.32 (br s, TH); precise mass calcd for CygHa4 N3OS m/e 431.1151,
found 431.1106.
60 Anal. Caled. for C,oH,,N3OS: C, 55.68; H, 4 91; N, 9.74.
Found: C, 55.28; H, 4.93; H, 9.75.

Example 33
4-[1-{Acetoxy)ethoxyl-2-methyi-N-{6-methyl-2-pyridyl)-2H-1,2-benzothiazine-3-carboxamide 1,1-dioxide
65 To a round bottomed fiask equipped with a reflux condenser and stirring bar were added N-(6-methyi-

10

. v
i Nen sea § 2 e . . e
St e e RAee el L i eta, St




20 __ Exanpl e 25 4-1 N
- (Cct anoyl oxy) et hoxyl - 2- met hyl - N- ( 2- pyr| dyI )-2H 1, 2- benzot hi azi ne- 3-car box
m de 1, 1-Di oxi'de To a round bot t onedy ? (ﬁqw pped with a refl ux condenser

and stirring bar vvere added pi roxi cam( 1 mmol ), potassium
car bonat e EV’GW}’ ‘f"i*ﬁ'r'm'- H1a-b eth'e Qﬁ*@élo M@c‘t‘ammee( 89, @, gi-342 Fonpl),

nmol ) and % ig eg’kgo V' ‘EV A 93 l!\':? haadagqtone HED t o
refl ux und%ﬁgm, (Qg@ 7o murew She an f @ <E e acet gnéz
QH

g, 30. 2 mMmwas)rembssed dl mﬁe M%v @Qﬂﬂelm a%ﬁreataﬁibvtt § $hethylene
Chr omat ogr <fsii e!%i (-'100 tnhlb e ' ochagit layeswasssbartted aad crer ai:lue'rglstlayeEma rpted with agdifional
white fo an‘i“ Tpg)q:qggjq\%ﬂ fuggmhgdﬂﬂ?vﬂsgﬁfe Fy:%;@.‘”iﬂl' water (3‘?00!'#) tbhee (@ﬂq
‘uponiref ri ggh met 5 Eég rfi?é{{ J§ t JQ@F &E
(4.4 mppl frdn&sé’%pyl algdh 60 1.5 m%ﬁ 1§ hp 19 érr) 77 % 26‘
0.85 (t, (;:Dm,)(aauah 124d mstBmI)m d4.(1 3HY, 2150 (83Hf BI1D{sE3H), a, JL6Hz31

J= 6Hz 3H) 6 o6t o = zsuﬂ( (masH)p8 %(d HPH, * BATRY (G sdtbmtzrecns:amasska% far 17
nlﬁ%‘;fﬁﬁ °§ 37 o _;956(br s, 1H): precise
mass cag cd f BburkEr T e 2[ ,430 d9 7.1700. Anal. Calcd. for
[err]: C, 59 86 H, 6 23; N, Foun C, 59.99; H,
6.11; N, 8. 35 35 Example34 Exanpl e 26

4- [ (2- Net P %}é ioloyrylethonyid- nywrl‘&wathwzcwww»éﬁﬁe?xqchmzﬂmgﬁwrbwa(nziepyf| dyl | -
3

2H 1, 2- penz %h gﬁg D oxi.de To round
| ask Soui@Ratoi e omel df?gﬁﬁ%gggéﬁ?f iRy d a"ds%,(yg'é""fe';o 8%%"‘9&8%;;

piN-OXi cam ofasdiin garbohata31.2mg )69 mﬁmaamaunbfbathhq:mii@a(e 11.2g 1B.03%nrHeh) dHdRkstone
i odonet hyl{15¢selk ehzte@gmem lmmaﬁt\easzt\@ate tbrdf&xgndeSa mffrogmmlt osphe. Aty r24

ho, r iu m
acet On ( c o (was":['r%ove ln vacu a

t@da'tsw hoe
acetong VRS el }5% ng%% '%"BE*’ g&aga
i sol at ed aatae.ﬂds.dl rneh¢|anebnh&.daeﬂhbedn ed nﬁéQ

solid whi atll-),\mvsdt )saralcbmcamchte‘dr:mmcw)tmmedneomn&lmm ShirorRatd gr §0nY oy eilitaqivo
cr yst al s | acetateymed enpﬂv%dl ffoiﬂbgo 65 g gBOwW leerSO]ld (3:7{ iR 858761, v hwblctvatamzeEB

(o s s:nslzﬁopwggm &y 1aeﬁu?§’a ueoqji 3‘_%231)% ap %?\ e

2H), 9. 42 nfass caldd) for QEHagN.665 ma$B—C,H)0) dot 1060, EE&BHZ(& §h68 e 489, 1205, ound

489. 1230. Anénal. Caiad. feot GodiesNp Q61 | C, 56,62:531, 520: H’H am374; N, 8.58. Found:

C, 54 % H Ff#nds. N, 8. 57. ExdmPbeliafh 507 , 831

4- (Gct anoyl oxy) met hoxy- 2- net hyl - _N-(ZF%)?/ E,{12H-1 2- benzot hi azi ne- 3- car boxa

m de 1, 1- RipaaChicrodiflyl @clyPtHisbnix@t t oned ask equi pped with a reflux condenser

and a stirri amgwut@naﬂmen}oqmounnz@m:gamﬁ()a-g:pyadlﬁb(nm 9.3 ol fankiirous

car bon#t e ¢ ;;%% vEs @ d‘i‘ﬂﬁ’nﬁtg’c camhenh!.wms Fhieseformrate tree 8?0!0 ln94t05U4Knﬁ¢t ntand
5 co

acetone (Jfl ! i igarogsly fo g ?Pff"éfeld e
r @ Nioll (YMInGeTI%D EN%R% Htell %E‘ﬁwg% ; 2395 T 7r e,

oc anoates(12!iﬂ.mg1z 0{)75 nmol ) and addi ti ona pot aSSI um ‘car bonate ?510
ng, 1.4 mol) were added and reflux continued for an additional hour.

Chr onat ogr%R aqom%:fﬂggleg g,a,‘éft was i sérepe@tion 3ccording to the nmethod of

Exanpl e o /
crystalli z&dlaiuarommhmwd; Mgﬂﬁﬁgé ﬁté’?ﬂ;{{ ggg %%%&%% %&%mﬂey P%tag_{e |t>r<:3a| té
mol , 87 %P:50-AR 19 90T, 1.81] B (6B, BHIL .65 (1, JEGB3 2H)6.234 (q, J=HHNN’R) [err] del ta .

(t, J=8Hz, 3H), 1.02-1.48 (m 10H), 2 19 (t, J=6Hz, 2H), 3.12 (s, 3H) 570

(s, 2H) g,ppgc,zorg,gm&gi}a §é‘ éTZ"’ 87-7. 9é’"’t°ﬁ'ia"‘51% 8.30-8.45 (m 60 9.32

(br s, 1 BY tRE broged f Qry 1-Bropdnol 285 §,33.01n ,
488. 17594 dmahon%&’i—% d. (Brmrh)efo mgéyysglgg?roﬁboﬂr’sé &Qﬁh&a?ﬁggﬂwﬁ& mnﬁpig}taoss

C, 59.51:; tH=78z34). 1,@—3957(31 21@51 8D (d, J=BH4 3R), 4.T0(t, J=7Hz, 2H), 6.41 (g, J=6Hz, TH).

Preparation 4
alpha-Chloroethyl Decyl Carbonate
60 By the procedure of Preparation 1 n-decyl alcohol (7.75 g, 49.0 mmol) was converted to title product,
distillation at at 110—117°C. (1.5 mm) affording 10.5 g as a clear oil (39.7 mmol, 81.0%): '"H NMR (CDCl,)
delta 0.46—2.17 (br m, 18H), 1.85 (d, J=6Hz, 3H), 4.20 (t, J=7Hz, 2H), 6.42 (q, J=6Hz, 1H).
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Exanpl e 28 4- (Hept anoyl oxy) met hoxy- 2- met hyl - N- ( 2- pyri dyl ) - 2H 1 @

, 2- benzot hi azi ne- 3- car boxam de 1, 1-Di oxi de By the procedure of Exanple
p| roxi cam (2.00 g, 6.0 mol) and chl oromet hyl heptanoate (1.20 g, 66.4
mol ) were converted to chromat ogga RRgd4yet | € product as a yellow.oil.
Attenpt ed recryst allizat | on from t ol uene/ hexane produced an oil, but
upon ref ratl the ave 1. owe@rqyevé white crystals: (2.13 mml

? 56&02/() %Ié)uuan @%%? ﬁ og(-imﬁ?@ ‘Z.T'iia .1 ﬁ h%%ﬂdg’,dﬁ ; (t

, 57. 0651, 1¥6P{zn3H),]5‘1)7 s, ZH)G&MB mmﬁ
1H) preci se mass cal cd for C23N27N306S n1e 473 1620 found 473 16_44 Anal

gal ggngg% & '°%‘96V'?j§§’°§"' 4. ;% 5. 75?:*%%’3"8" &7. 10 Found:
S (ol oPedtrmh B seonc 295 50m REl TR eSS box

am de 1 déiali.35%6,de 78y 61168200 0LwHz 3H), 6: 2—Esﬂmpi e-n5e a00g,raeeHg an. (2. 0
nmol ) and chl oronet hyl pi vaI ate (2. 61 m., 2 73 15 g, 18.1 rrm)l) Were

convertephg‘ﬁhloroeﬁm&tg QER tIe ﬁ?pdffﬂ%'l as a white foam (1.78 g, 66.2%.
o) aifsrﬁ

Crystal I W@xaﬁé\‘/(ﬁsel 5l§ogmﬁ$| WY SonYhHeli G0 G plodlce: P
132- [ er wistillatibrRat(A$Br7°c. (7 thg (8819’ ds IN43r bie (401 11 82.4%)0%1 @R ((Vd),) dekal?2

(s, 3H) 088230 (ps m, 20H)), 1.88.(@B=FHiz FHY 440190, (br/mGBH. BB 1a. (JrBHZI M), 7. 92-7. 99 (m
1H), 8.30-8.43 (m 2H), 9.48 (br s, pl—l)aeﬂ{) ecise mass calcd for [err] nle

131 3pid- MG et 3B arbedd AfagPe for [err]: C, 56.62; H 5.20;
N Bl ‘gfr‘fleau?e Ve | metrQno|5{66§350 o) Mis. dveod o 1R EERIE 30
4- (Benz ﬁ;ehlmi aves-hsg/ (12 ﬂﬂliﬁ'raﬂlgfhmﬁsh % @ egB/didatiyil (26.Prhindl, 8D-d%) N'HOMR (BRCIY) @eld-10ar boxa

m de 1, 14, Prée 348, 386 (s, 3H), 6.88/(qt JrebHpriBEedur e of Exanple 6, piroxicam (3.33 g, .
10. 1 gmol) and chl oronet hyl benzoatg % 29,9, 25.0 mmol ) were converted to

chr onat gggg@,{]&gmgthh | Rdiet . 2. 3'3“"p 7YY ol , 48.9% white foam which -
gave whi teaycwﬁ durd bOPrepasdlioh prbutaﬂdtmlg, 481 ek W 0BhvekB (d<Eie) prédith, 1687
[err] h$° rCd@03%2°6.db tren) 3ffording §,2 g3sl)a, cldar 8D(28.8 mndH)58.4%:):0'R-NMR) 8DChH) delta H) |
7 19{7 9@0-(- (EHYH’ 78039, 47663 3t 20 1)) =71z, 8. §:40g. (7fHz.0H), 8.22-8.35 (m 2H),
9. 22"( br s, preci se mass cal cgreéﬁgtyg%r] m e 465. 1001, found 465. 1061.
30 cﬁ;g,q,t-nethgaé.ﬁﬂatefokr [err]: H 4.11; N, 9.03. Found:
C, 59. 46; ihl,a énelfdter Bbakd?. ttabutppemmohnidm3tydrogen sulfate (38.54g, 113.5 mmol) and sodium

é%l ngqryutey(a Bk é‘i?nmmyl) wg:emgmbpyqadq\q: Watey\(225 L) )W@Hal]_foammg had ceased, the
2 b

7 Iw St 6 ed by so
ST A T o O

(4.10 g4Na30,P Pord& /B veab Y4 ofl. Croebf.@matsa@roarahmd ofl irf acBtof @SOIRL) was. 5

(7.9 mudpjdiyB&ddédpt mhmt tempaatanevahsobitiomat nodooyubtcaﬂudthanedzomrgoma %mmobpryhcetone

al colol A%Mﬁefr'nwaq@mﬂr{uew houy. Rhf Nsﬁoyewwgmo‘@ewa q?'e'daﬂh'm' ?lr' ndel ta
1, a8

O 98 (dchr raprg nsnl ing F%' h%g%: coll
: ffg 'Ingl' thyl utbsz{e;as al %uo 1(3.00 bty l'es?"_% NMé\

rn 2H) delaa d:‘ﬁ (¢ b£7HR, 23011145 Boed) S-THERAYK 2.08t, Qe 7HH RHKIA77 (scmlHZBNS
445, ¥813, found 445.1240. Anal. Cal cd for [err]: C, 56.62; H 5. 20 N
9. 43. C, Pparaten 1y 5.06; N, 9.37. Exanple 32 4s

Q:H{t])rom hy! H anoat
4- (Buty Wit biPl YrespraBBiyp acang didrfiWdptadlbied (83 DORBN b AFds MGG DOXam
et ) e e e e B itk o rgutmnacm:gszuﬁx@'é gnser
and e i mpllen@gbwleaamoarmdw i(T: Droetbalane chloO@s:igpxari®, B} .63nwdupljzatintba dmoanesol

car bonatg y| aiged ‘P ‘E!‘FF! “°b‘9ta P Ao tintegsoil(1.289, 5. 7ympol,  and
acet one ?i%gn% Mg"l‘ﬁ cl 8?'& d%—ﬁ é@'é%‘r ok 2 %t Fhas heated to refl ux
under a nitrogen atnmosphere. After pfarhpng the acetone was renoved in

vacues | eamsrangtiyl Bedkdatay sol i d which was treated with water (100 50 m.) and
met hyl ene wheprpe?éurgrb‘bem ion 10, godinnpenioate| (29,02 |9 3}9&91"51@ # eqneeited tajcrudeditle

aqueous P[YEr @ Bk %L ffiegt &b “‘9né‘t
e ne g e YT R s e T, S0

60 showed only Iess polar products; TLC of the solld only baseline sa!ts The filtrate was concentrated /n vacuo
to a yellow oil and chromatographed on silica {3:2 hexane:methylene chloride). Fractions containing the
least polar (R, .75) spot was combined and concentrated, affording 4.29 g (25.2 mmol, 12.0%) chloromethyl|
benzoate as a pale yellow oil: '"H NMR (CDCl,) delta 5.95 (s, 2H), 7.15—7.61 {m, 3H), 7.85—8.18 {m, 2H).

R R O PP
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R

LL) brine (100 nmi), dried (NA2SO4) and concentrated in vacuo to a yell oy -
oi | . Colum chromat ography on silica gel (1:9 ethyl acetate/nethylene

chloride) afforded 260 ng of yell ovgojd7 WgEh produced a white foam under
vacuum (0. 60 nmmol, 20.2% . Attenpted crystallization fromtol uene/ hexane
produced 0|I t 55 W th refrlﬁe?aéﬁ*'%?ﬁthe oi | produced pure white

ggg‘séngsc proé E\%Q repﬁégaﬁ % ° a%%a |L , r?geﬁl{ E/i'éo‘:g '%g e% hexjr:7 Hz,

, 1% 35anli. colecfimg frﬁ:h&ns odnthihingtthe ﬂILB;&lar 0 @ ({atne ebbdht, RS 670\/1 {udlizatidr)
7 05 7. 18brpmypc: isqureei SpHY Fid8Boy "ﬁ?t) ded Ehlﬁamé'th@ gc‘f'l“gatelai 2 bale elip®-oR (228 g¢ h‘}7
2H), 9. 32MMBl 1%0%)3 [ NMB 5‘299'3&‘3? ‘Prﬁ§ 98 (e 132354y V5 7Hay 240298 (1 31 £ ound

' 431,1106. 60 Anal . Calcd. for [,;Wa]a“ £1a 55. 68 H 4.91; N, 9.74.
' Found:ro  aipha-Chioroethyl Acetate C, 55.28; H, 193,

H 9.75. Exanple 33 4-[1
- (Acet oxy) elfh@tlyrbe-abckeelf foyhd DétiofedrBiisk y:bntampg/n o Ayihydradlzids Shiddida ma$ bddad frashy3- ca

! r boxami dedistilled acgylshjogide (25,33 mL, 23:559,:309 mmvdi 'BGM%%&"‘F'P&WU%WG‘F@UHS siFreth 2t

pEr ey

1, 1-di oxuaﬂrard(t&le dght as’e c3tbriEEI Bl 0271ama&&ioumw)bwrmretc(ms)mm, 798d, 697HEN),) |

: aI pha- chl ¥0derHYy B.4amedattHe 1HL. 60 g, 13. 03 mmol:)) and acetone (150 m). The
. het ergenous reaction m xture was heaP ted to %_’efl ux under a nitrogen

| at mos Qperaqphaembporethg&eggg{e sodi um i CHPEEY
fhe IpFYé

60 g, 17.37 mml) was added,

and refl ux rd oF tHeCHcbdiR ErbpaPdtin, h@m,sd.snT BEbanedyt hiaS(58.0 WaLS70(33yTB00Ed
s/ vacuo, m#\elahMaasgeaa:eyﬁItﬂu auatafdelsidel (22.9\L), 2240 gMVES0 rhhal R bdddd at 4 rate\wadhaliat (h8 Oéhctitn)

and net hytPremateﬂqldts'mpﬁ%c 09 815 dring thy pdiition giinghd aggiton mos\e! 8y the Q,fehgaﬁelu‘!qfre

aqueoys | m ot a?lﬁi N H'gr?lc ﬁﬁe?rc'v;'l ‘tl'séoa i er th me
NS E qﬁrﬁtﬁ Tt

combi ned ﬁdwﬂse%"m& nol ha'at)
dried ( NagxsOde cm@iﬁﬁmhéﬁrb inl’itd:‘e’iG'U@(d-lg:Iﬁs el @MSB'(D hdtile sfofd (R)1BO, .65). A
i chr omat ogto qum ofthe ot waé ihrgnabmheaoets'ataegememyvleeﬂ ehlgridebafiogiing 53 § of tied
1. 64 ofpfﬁwv %%ﬁa?‘gl ROgpr 'I'e"t 8t NOARY (COGl; 158 (@ yr&iza Billy §-2Rilat ¢=6Her tin
i sopropyl of title product as white crystals: np

190-[err]: IR (KBr) 1770 1682 [err]p,epam(scm 3) delta 1.72 (d, - J=6Hz,

3H), 1. 9Zidre-ChBidpthylPr@orée, 3H), 3.12 (s, 6.39 (g, J=6Hz, 1H), 6.96
J=6Hz, Bsh eprpcs@rwgsp monsm)fresrz;v %{éﬁ roglnuuc gide (21720129113 g, 25m)mn

(d,
preci ¥e rf’éP§§1°%% figekio U \'q*% dgrﬂ’x@ﬁ RS g[gzigg;*fs %jegyf'ggep ©8nal .
C, 55.51; 4 91, N 9. 70 Exarrpl e 34

Cal cd. fOJ’__e £h
A[1[-(Pr op| on | oxy) et hoxy] 2- et hyl -PN(peram}tﬁyI - 2 pyr| dyI ) 2H 1, 2- benzot h| az
i ne- 3‘°carﬂéﬂ5‘ tpathyl ‘31!9'0

v t ' Vik.g¢ Kad o Pged
\(M6t ot h;les w&%gﬁg §F ﬁﬁh‘%ﬁ%«?fé tm? hazmn}' uqt%rlgy tﬁg ?272"‘2‘:2‘8

-di oxiee (1.50 g, 4 4 mol ), potassium carbonate (1.20 g, 8.69 mmol),
aI phea#®chl or oet hyl prop| onat e (1 78 % 13.03 mmol ) and acetone (150 m). the

heterogen?(?‘u r%gt on m%<ture was det'E refl ux under a nitrogen

at nosphere. sroce‘%’é SobG SrecsaiPHALAS £h( &Ry s BAERIdo 00 2sB e
and refl LWasG&ﬂEdté&M@ il Ao cekchs b &8 GleerSaiX33M08) 254 mrhbIE77% ): THAMMH @DE,)\¥ai% 1.21@V ed
i N vaeuo,J=7eagHiny8tk(dyei6Ho \8HY, @63 Guptenidi=Tite, WelsE. 50r(e.a1t=6tlz Wt h wat er (300 ni)
and met hyl ene chloride (300 nmi). The org anlﬁ | ayer was separated and the
aqueous | §Ehl§?8'é Glefolit h additi OFeRP yl ene chl oride. The conbi ned
organi c e B eHeSproalcte VR Prapslatidnt 17, WEdiRE hb-aREY FhibrideDBs. DAL 2, M50 mnfdl)ivRA
(Na23S®¥) cam@rtedidaies ploadcess 4 usala/gwaumut(m 3y, Y2l chraoy, 680k4) d'H NBAR (@DOI,)clers0ng-egoaphy
on sili cdm(lﬂﬂg 186 Ky V=@t etk 236 e Tzl 6. Bhlaof+ati)HAT f or ded 1.65 g of a white
solid (3.70 nmol, 85.3%, which Crysy eaIaI Lon 30 fromisopropyl alcohol to
yield 1. %hgcggrogghgllﬁw%gduct to whife crystals: mp 174-[err]; IR (KBr)
1770,68683 By the procedure of Preparation 14, freshly distilled butyryl chloride (25.96 mL, 26.94 g, 250.0 mmol)

was converted to title product. Distillation at 35—45°C. (13 mm) afforded 15.0 g as a colorless oil (99.6

mmol, 39.8%): 'H NMR (CDCl,} delta 0.93 (t, J=7Hz, 3H), 1.16—2.00 (m, 2H), 1.75 (d, J=6Hz, 3H), 2.30 (t,
J=7Hz, 3H), 6.50 (q, J=6Hz, 1H).
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[err]; NWR [err] delta 0.97 (t, J=7Hz, 3H), 1.71 (d, J=6Hz, 3H), 2.10-2
(m 2H), 2.49 (s, 3H, 3.11 (s, 3H), 6. 39 (q J=6Hz, 1 H), 6. 96 (d, J=pH
1H), 7.59-7.96"(m b5H), 8.13 (d, J=6Hz, , 9.45 (br s, 1 H); precisg
mass calcd. for [err] mle (P-C2H4Q) 4).91 gPSO found 401. 1025. Anal. v
for [err]: C 56.62; H 5.20; N, 11 Found:

C 56.21; H 5.17; N, 9.31. Preparertepamuoiizal pha Chl oroet hyl Cctyl Carbonate
To a st?‘PhﬁQ@r@RﬂTYUPthavf dry_n-octanol (6. 42 49. 3 %ﬁand pyrl di ne

f r 1y fres ist {
ot I g TR T Ml

1, 426, 71'/ . Thé m xture was stlrred wgorouslyfor three
hour's’ ad:lau{nelfdr]tl;ed:dﬁeactihgIstaaseBEcH'hEFliGBu'lrlau.uNm concentrated in vacuo and
distilled at 102-[err] mq affording 8.1 g title product as a clear oil
(34. 2, mol'; Ae*y"&?%dhi"@w']efﬂrma[err] delta 0.44-2.03 (m 15H), 1.60 (d,
J=6Hz, 3H), 3.94 (t, J=7Hz, 2H), 6.18 (q, J=6Hz, 1H). 46 Preparation 2

al pha-ChI oroet hyl Hexyl Carbonate By e procedure of Preparation 1,

n- hexanol (5.04 g, 49.3 muol) was rt@shpko title product, disti IIation
at 78-81C. (3 mm) affording 8. sy clear oil (38.9 nmmol, 79. 0%

NVR Ferr] delta 50 0.50-2.18 15N, 1.81. (d, J=6Hz, 3H) 4'I5'H
J=7Hz, 2H), 6.36 (g, J=6Hz, 1H). ra?qaon 3 al pha- Chl or oet hyl Propyl

Car bonaterBy t he procedure of Prepar@®ion 1, dry 1-propanol (2.95 g, 49.0
rqp 1); was converted to title product, 55 di stillation at 43-45C. (5 nm

a d|n96759(405mml . 82. 7s/() a§®a clear oil: [err] NVR [err] delta
0.95 (t, J=7Hz, 3H), 1.33-1. 95 LONBR (d, J=6Hz, 3H), 4.10 (t,
J=7THz, 2H), 6. 41 (g, J=6Hz, 1H) pargti on 4 al pha- chl or oet hyl —Be(xxh

Car bonat e 60 By the procedure aration 1 n-decyl alcohol (7.75
g, 49 0 mol) was converted to title oduCt, distillation at at 110-117C
(1.5 nmm affording 10.5 g as a clear ol (39.7 mmol, 81.0%: "H NWR [err] _
del{ g Owhb@ip 17 (br m 19H), 1.85 (d, J=6Hz, 3H), 4.20 (t, J=7Hz, 2H), 6.42 :
(q, J=6HzRisH). 65 0 147 177 Preparation 5 al pha-Chl oroet hyl Benzyl -

Car b#hate By t hg ocedure of par atl on enzyl al co H30 g, 49.0
nol ) was con totltl di |on at ML-[grr]. (3 mm
af fordi ng 8.39 .7 mmol asacl B NVRCGDCI.3) delta 5

1.75 (d, J=6Hz, 3H) 517(5 641( J6Hz31H) 680728(m5H)
Prep& ati on 46 aI pha- Chl or oet hyI Isopropyl Car bonate By the procedure of
Pr epar al‘PﬁrFl S(isopropyl al cohol (2.95 gg549g® nmol) was converted to

title 10 product, distillation at 57-[errjy—{ 10 nmm affor nd.04 g as a

cl ear oich(.@Q_g-"rrrml 61c8%-c-bkP NMR ( CDC ) Mepta ] éHz, 6H),

1 8244 d, 13= 6I-gz, 3H), 4. 5%25. 337 (m 1H), 6. (q, J= 6Hz Preparatlon 7
al pha- chfor o6t hyl Cycl ohexyl Car bonate 15 By 't he net hod of Preparation

1, cycl ohexanol (4.90 g, 49.0 %

QI ) was converted to tigle product,

i

45 (Cﬂ‘e) n
o , . or Q o] H
o | Y
Fe] 0
50 nis 2, 3 or 4;

R? is hydrogen, methyl or phenyl;
R* and R® are each independently hydrogen or methyi;
R? is (C,—Cyo)alkyl, (Cs—C,)cycloalkyl, phenyl or benzyl, each optionally substituted by OR® or OCORS,
and
55 R® is {C,—Cj)alkyl.
2. A compound of claim 1 having the formula (I) wherein R is

<O

3. A compound of claim 2 wherein R! is
—CH—0—C—R?®
! i
o]
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- @fldhegoil in acetone (650 nL) was rapi

distiIIation'at 73-[err]. (1 mm affording 8.3 g 404rrrro
82. 4% "HNWR [err] delta 0.80-2.30 (br, m 10 ﬁﬂlﬁ u mﬂuﬁ
4.40-5.00 (br, m 1H), 6.42 (g, J=6Hz, 1H) Pr epaly

al pha ChI oroethyl Methyl Carbonate gyqls wocedure of Pr epar atr on 1,

met hanol (16g, 50.0 mmol ) was converted o title product, distiIIation
at 35- [err mm) affo)rtdl n alspaxaupINéZar oil (25.3 mmol, 50.6%: 'H
NVR [err] Pa = % i—gbféﬁ

ARG AL v LEL f:%rt ey B tég%rré&gxﬂrs:
Pr epar at i (@ 134), 1vsh ut zﬁﬁrt.gl,-7 2 R), BU®lq) JYEME, m@nverted to

produgt, distillation at [err] (5 M) affording 5.2 g as a clear oil (28.8
mol , 58msforeherq<mmqeme]s EFeW&EFRGGFBUJ-yWE(m 7H), 1.80 (d, J=6Hz,
3H)., 4.20 ( , J=6Hz, 1H). 30 Preparation 10
Chl or oset hylt' ']3 r°'a dhawﬁgg’ed?fem"fr ter beaker t et r abut yl ammoni um hydr ogen
sulfate (38.54 g, 113.5 mmol) and sodi um,bi carbonate (9.53 g, 113.5 mmol)
were conbined with water (225 m). We ord| | f oani ng -had ceased, the 35
solution was stirred and chl or of orR S _tonamras added, foll oved by sodi um
hase systemwas stirred vigor giésl y

butyrage (12.50 g, 113.5 mmol).
for 15 mnutes, at which tinme theerd x yer was separated, the aqu
| ayer extracted with chl orof orm (325 rrtz ancPthe conmbi ned organi c extracts
drjed [err$* and evaporated in vacuo tP&thick oil. To a stirring solution
&y added at roomtenperature a

3. in acetone 40 (25 ni).
%N%‘s) renoved in vacuo to yield
n s%ca gel eluting with 9: r==(II)
met hyl gne chl ori de: hexane and col | ecti fractions containing the |east
pol ar spot by TLC (sane eluant, [err] .9, Vi suaI i zation by bronocresol
green spray ai ded by heat) afforded chl oronet hyl butyrate as a pale yellow
oi |l (3. 0(3"5“"'222 0 nmmol, 19.4%: 'H NMR [err] del'ta 0,80 (t J=7Hz, 23H),
1.45 (3§extet J=7Hz, 2H) 2.16 (t, J=T7Hz, 5.77 (s, 45 Preparatron

11 Chl oronet hyl noate By t thod of recedi n 3 on,
sodi um hept anoa 9 g, 53 ed to cru t tIe product
Col umm chr omat ogr on,silica¥ ut| ng vitit~ea] mechy Ierre

chlori de: hexane and 50 ‘col | ecti ng the |east polar spot by TLC (1 1

nmet hylg grige: hexane, [err] .63, visualization by bronocresol green
spray aide by eat) afforded chl or onet hyl #2pt afloate as a yel | ow tinted .
orI(lZOg,G?ml 125% 'HNI\/R[err] a 0.65-2.00 ﬁ?hll—l) 2.40

sol ution of iodochl oronethane (20.0gg,
Stirring was continued 0.5 hour.
a white solid. Colum chromatogra

(t, 529 5;5-@—&33 2H), Pr R°> 12 55 t hyl, Benzat t he
procedtre eparatr on 1 i um benzoate {29.97 g, 208 ) was
Lonverted to crude title- product-, a thick oil which solidified upon
standing at roomtenperature. T f this solid (3:2 hexafe: nmet hyl ene
chl ori de, visualrz(g ion by WV I ) showed two 682y s spots ([err]
.65, .“?5) and a | bgrbasel i ne . The solid was tfea\ed W t h generous
anount s of hexan{ﬂ/ filtere TL the PFltrate %Iﬁ? showed’only | ess
pol ar products; TL¥ of the solid Bnly baseline salts he filtrate was

concentrated in valuo to a yellow oil and chromat ograr?ned on silica (3:2
hexaneﬁf’met Ise?neovhl or| de) Fr actions containing the |least polar ([err]

. 75) spot ﬁé\ (f&fé' Afent r %‘ecd affording 4.29 g (25.2 mol,
12.0% chl oriaol 95
(s, Z/OH) f: az:ﬁ_‘g % k% ﬁ% ﬂ (3 VKaQJ Jgtlonaﬂr %It[ltg& E\] Olg’%erEOé‘
55 Réis (C,-——Cg)alkyl

2. A compound of claim 1 having the formuia (I} wherein R is

60 ‘O
3. A compound of claim 2 wherein R' is

—CH—O—C—R®
65 é . |I
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0 47 177 Pr eparation 13 Chl oranet hyl Cctanoate he rocedure o
Preparation 10, sodium octanoate (11.52 g, 69.3 | j "u dto o
crude title product as a yell ow soli m chr ?” l'ica,

%! f

eluting with 1:1 nethylene chlori ?\%xare, 5 and col | éct Png® f riact i ons
cont ai ni ng 4. tke doAa@dlnddlcRim SWﬁlérelbﬂ’ i lo@thysanad’ islromidtl., [err] .61,

‘vi sual i zat i A coppéund whdaimPovhegpineris spray ai ded by heat) afforded

chl oronmet hyl octanoate as a pale y |8—C—El‘l (2.25 g, 11.7 mmol, 17.0%9: 'H
NVR (€DC13) delta 0.65-1.96 (m 13 J=THz, 2H) ., 576(s, 2H) .
Preparation 14 10 al pha-Chl oroet hyl Acet ate To a thr ee- necked, round
bottoned flask containing 1 g anhydrous zrnc chIorrde was added freshly

di s{il | ed a%ébwownvr&qfdem(?g ﬁt_’ g‘}ﬁ nm)l ). The cl oudy,

het er ogenous The SeRPEd i glaigt 1 paving °'|"8‘ O ure under a nitrogen

at rmsﬁo’here for 15 m nutes, then cool gi o [err]. Acetal dehyde (16.18 ni,
12.73 g, 289 mmol) was added at a ra ch that the reaction tenperature
did not exceed [err] 75 The orange -s @n was allowed to warmto room
tenperature then distilled at 27- [err] (17 mmHg) to afford title product
as a ¥ol 8RS oil (27.1 g, 221 mmol, 76-5%: 'H NVR [err] delta 1.79 (d,
J=7Hz, 3H), 2.10 (s, 3H), 6.49 (q, J=7Hg, 1H). Preparation 15 20

al pha- Cnl oroet hyl Benzoate By the—gu-ooeguoe-oM, t he precedi ng Preparation,
freshly distilled benzoyl chl orldel'558.'0 m., 70.3 g, 500 nmol e) was reacted
wi th #cet al dehyde (27.9 nL, 22.0 ¢®M500 ol ), added at a rate such that
the reactiop ﬁsmoatfsf%.eaﬁwﬁm%tﬁz&ﬁ# o fifeloin G411 19 Lhe addition. Wen

t he addition was co sol'ution was allowed to warmto room
tenperature, then treated with wat er Q0 nL) and met hyl ene chl oride 25
(1100 ##.). The pH was adjusted to 7: ) the organic | ayer was isol ated,
i washed with water (100 nlL), brine (1 , dried (Na2SO4) and concentrated
. in vacuo to a dark brown oil (83.0 Q). [elcn], NMR i ndicated | ess than 0.5% -
- hexanoyl ghkogide in the product mxture. TLC (CH2CI 2) showed two WV active
spot\srao([err .60, .65). A 10.0 g aliquotgof the oil was chromatographed on
silica gel (methyl ene chloride) affording 7.3 g of title product as the
| ess polar ([err].65) conponent: “FHNORGr¢Hd. 88 (d, J=6Hz, 3H), 6.78 (q,
J=6Hz, 1H), 7.15-7.70 (m 3H), 7.7¢38.20 (m 2H). Preparation 16
al phassChl or oet hyl Propionate By thé procedure of Preparation 14, freshly
distilled peopeesiipoutd bioddird @ hevadg the forrhula ABwhdeig R i®50 mMol ) 35  was
converted to title product. Distillation at 40-[err]. (17 nm Hg) afforded
9.0 g as a colorless oil (65.9 mml@%: "H NWR [err] delta 1.15 (t,

J=THz4 3H), 1.76 (d, J=6Hz, 3H), 2. J J=7THz, 2H), 6.50 (g, J=6Hz, 1H).
Preparation 17 40 al pha- Chl or oet hyl BeyCl opr opanecar boxyl ate By t he
procedur earfafr' B epar ation 15, freshly distilled cycl opropanecarboxylic acid
ChYori de (20.70 g, 198 mml) was converted, wi t hout chr omat ogr aphy, to

titleyproduct as a pale green oil (20. 3 g, 137 mmol, 69.3%: [err] NMWR
[err] delta 0.64-1.16 (m 4H), 1_%18 : 182(d J=6Hz, 3H), 6.55
(q, J=6Hz, 1H). 45 Preparation 18 al pha-Ch roet hyl 1sobutyrate
CH,§
50 10. A pharmaceutical cornposition soitable for administration to a mammal which comprises a

compound of the formula {l) or (Il) as claimed in any one of the preceding claims together with a
pharmaceutically acceptable diluent or carrier.
11. A compound of the formula (1} or (ll) as claimed in any one of claims 1 to 9 for use as a medicament.
12. The use of a compound of the formula (1) or (I} as claimed in any one of claims 1 to 9 for the
55 manufacture of a medicament for use as an anti-inflammatory agent.
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By the procedure of.the precedi ng Preparation, MSobut
chloride (30.08 g, 289 nmmol) was converted to t”w'ﬂl pal e @ -
oil" (33.7 g, 224 mml, 77.5%: 'H NMVR [err] del m, ?!!@, J=T7Hz,

é. 80 (dE J=6Hz, 3H), 2.53 (qui nte}_leo\]i?mtz‘ﬁIBH)thG 50 fq, ) e t

repar at i - r xanoat e By e procedure o repara i on
17, di str?'f"“‘é%?{g&ggo“"rgg' |sg°$%gw (35.1 mL, 24.9 g, 185 mmol) was 55
converted t.or.ArptdcsssMreshw&paaaroaoﬂado&perreeﬁvia@ thefdkuid@ g, 126 nmmol, 68.1%:
"HNWR [err] delta 0.80-2.20 (m 11H), 1.76 (d, J=6Hz, 3H), 2.36 (t, J=7Hz,
2H) 6. 38 (q, J=6Hz, 1H). Preparation 20jal pha-Chl oroethyl Butyrate 60

By the procedure of Preparation 14, fr°§sh|y distilled butyryl chloride

(25.96 nL, 26.94 g, 250.0 ol )" M8 to title product. —(1)
Distillation at 35-[err]. (13 forged 15.0 g as a colorless oil (99.6
mol, $.8%: 'HNW [err] delta A Yew=7Hz, 3H), 1.16-2.00 (m 2H),
1.75 (d, J=6Hz, 3H), 2.30 (t, J=7Hz, Pd) & 50 (q J=6Hz, 1H). 55 13 0
147 177 Pragparation 21 al pha- Chl oroet hyl Cctanoate By t he procedure of
Preparation 17, freshly distilled octanoyl chloride (43.6 niL, 41.48 g, 255
mmol ) ®as converted to title product agrt pale green oil (44.2 g, 214 mmol,

e e g

83.9%9: "H NWR [err] delta0501 3H), 1.76 (d, J=6Hz, 3H),
2.30 (t, J=7Hz, 2H), 6.49 (q, J= AT 1Py alnms for the Contracting
States: BECHDE FR G IT LI LU 1.8A conpound having the fokrmu{zr)l0
[err] B0 nis2;3or4; [err] is hydrAger?”:;rret hyl or phenyl; [err] and

[err] are each independently hydrogenoo® nethyl; [err] is [err] al kyl ,
(C3-C7)cy, epe@,l kyl, phenyl or benzyl, each opti onal | y substituted by OR6 or
OCOR6, an [err] is [err]alkyl. 2. A conpound of claim1 having the

formulaa (1) V\,herer is 3. Ac und of cl aj+2 wherein | ] '§ [err]
0 147 177 Prepar 21 al ph oet hyl g date By t edure of
Preparation 17, frs 4- y distill noyl ¢ fde (43.6 1.48 g, 255

mol) ; was converted totifle product s a pale gré”@a 0% (44_2 9,7 214 mmol ,

83. 9%ab HNMR.[err] delta .50-.1.99 5 (m 13H) 1.76 (d, J=6Hz, 3H), 2.30
(t, J=7THAR4R) iL’e 49 (q, J=6Hz, 1H). 5 b
p— {CH,)
3 3 o
~¢E-0-C-R ’ ~CE-0-G-OR . I—io ' (}0 ,
e R o R2 0 °
6
~CH
. ‘4( " —~
0 ’ or o] [s] :
N\ i ° h
. 0
nis2,3or4;
45 R? is hydrogen, methyl or phenyl:

R* and RS are each independently hydrogen or methyl;
R? is {C,—C,olalkyl, (C;—C,)cycloalkyl, phenyl or benzyl, each optionally substituted by OR® or OCORS,
and
Ré is (C;—Cjlalkyl;
50  which comprises reacting a salt of the formula

55 N -—=(III)

or
60 09104e

65 ' 00




Chainms for the Contracting States: BECHDEF UNL SEl AQ
conpound having the fornmula [err] 50 nis g I ydr o
met hyl or phenyl; [err] and [err] ndepen n or

;n'ethyl ferr] is [err]alkyl, [err]a'?/ @w phenyl or benzyl each

opt i onal | whsrudasiasw&eademp&ﬂna]wqgaEam,lw.mctoaﬁoum_of{nerfc_xr]nuias [err]alkyl. 2.

A conmpound of claim1l having the formula (1) erein Ris 60 3. A conpound

of claim2 wherein [err] is [err] 0 B 177 4. The conpound of claim3
ound of claim 2 wherein

wher ei n R2 |s
forr] T Fer R R AT e o an o)

. 1s ethyl. 7. he conpound of cl ai m 1 avl ng rmul a wher el n
i [err]. 8. The corrpound of claim 1l havi e formula {I) vvhereln Ris 25 3
and™ferr] is 35 [err] 9. The

conpodfd of claim 1 having the for mul & ) wherein Ris 40 and [err] is

! [err] 50 isused.10. A pharmaceutical co 03|t|on suitable for adm nistration
to a mammal MRE‘I’PGWPW?ES"%\"'@&M[H‘M 'd% the formula (1) or (I1) as
clainmed in any one of the precedl Ngnel @i pB gl oget her with a pharnaceutically

accept’&@bl e diluent or carrier. KF ound of the fornmula (1) or (Il1) as

clainmed in any one of clains 1 to 9?2for ose as a nedi canent. 12. The use of

a conpound of t he formJIa (I) or (II gs claimed in any one of clains 1 to

9 for the 55% REEBRAE geimedt %: tiS MethY! 38 RGE meVlant i - i nfl ammat ory
agent 20 60 655 G Faied n i 2y ﬁfse"\‘ r*the Contracting State: AT
" -—CH—O—({'I:-—ORS
Rob
25

6. A process as claimed in claim 5 wherein R? is methyl and R? is ethyl.
7. A process as claimed in claim 1 wherein a salt of a compound of the formula (Hl) in which R is:— -

- O
N c1

is reacted with a compound of the formula R'X wherein R' is
35 o
—CH—O—(HI_—O—'CZ—H5
40 (|3Ha

8. A process as claimed in claim 1 wherein a salt of a compound of the formula {lll) which R is:—

. @

50 is reacted with a compound of the formula R'X where R' is:—

3

O

{
: _ ~CH—0—C—0—C,H;
55 ]
CH,

9. A process as claimed in claim 1 wherein a sait of a compound of the formula (IV) in which R is:—

65 is reacted with a compound of the formuia R'X where R' is:—

17




1.« A process for the preparation of a corrpoumrmﬁa'S [

is 2,3 or 4, 45 - R2 i s hydrogen, nethyl c”un ; nd [err
each i ndependently hydrogen or neth I'z%err] "a’m w), m[’ r
([err]cycl oal kyl, phenyl or ben®y#47eh&h opti dnall yLsubsts tUfed by [err
[err] and [err] is [err]alkyl; 50 @hich conprises reacting a salt of the .
formula [err] 0 147 177 whereip R is as defined above and [err] is a !
cation, with a conmpound of theCHeOrulaOrdks] 5 wherein [err] is as .
defj ned above and X is a nucl egﬁhi lically displaceable group. 2. A process
as claimed in claiml1l wherein a%alt of a conpound of the formula (I111) in
whi ch R 10SA proddds eSclaimedlin ady ord dIRHRGR&ES IR cIfiing WiBHEiniX s G habdin2 Wherein [err]
i s [err]114A prcess ecdaimedin a0y onet thei phecedify cRids Whereiithe 8% isl aspotdbiti sai@nd R3 1's
t%} 1 0“|‘”°‘=ess fOE'em"gW'@w?%icd cemppsition. phagdcterisad Dy winings compeundjofthe [ err |
oo~ formuilg (1) of (1) a5 defined clajry 1 with  pharmaceytics|ly;acpptabls diluees of earest hy|  and [err ]

is ethyl 7 _A process as clai [ laim 1l wherein a salt of a conpound
of thgé‘ bt ‘éhe?'frld?e)e‘%rﬁaquaé?f"gsgg:q% F&(ﬁ%@"'r'é"a’&‘t% with a conpound of the
f or mul a 1] werbihdusl &itcdenFdr@elr ] is 35 [err] 8. A process as clainmed in claim1!
wh€rein a salt of a conpound of the fornula (111) which - Ris:- [err] 45 50
is reacted with a conpound of the fofmula [err] where [err] is:- [err] 9. A
process as claimed in claim1 whergtn a salt of a conmpound of the fornula |

(I'v) in which Ris:- 60 65 } O EONR h a conpound of the formula [err]f:
wre [err] is:- 17 [err]" A pyocess as clained in any one=df)t he
precedi ng clains wherein X i Mag-O0eRp. 11. A process as clainmed in any
one of the preceding clains vvhered',’r}, the?salt is a potassiumsalt.
oder
25 OR]' )
s
e A\, CONER
R . ===(IX)
o\ A
0o
worin
R
35
A
© Q. ©. 17
o ‘ 1 S CH; oder 9 ;
ist R' unt
L R5 4
’ : — (cH,)
45 -cl:n-o-ci-RB , ~CH-0-C-0R3 . I-io ’ _Loj:g .
L 2 8 0

50 -CHZ
“’a —
0 ' oder o f :
{n/ 0 Y

55 o 0

ist,
n gleich 2, 3 oder 4 ist,
R? Wasserstoff, Methyl oder Pheny! ist,
60 R* und R® jeweils unabhingig voneinander Wasserstoff oder Methyl sind.
R? {Cy—Co)-Alkyl, (Cs—C;)-Cycloalkyl, Pnenyl oder Benzy! ist, jeweils fakultativ durch OR® oder OCOR®
substituiert, und
R® (C,—C;)-Alkyl ist.

65

18




122 A process for preparing a pharmaceuti cal cteri segfbg)
m xi ng a conpound of the 10 forrmula (1) or Icﬁlmll Iﬂ" Imlaiml A

a, phar_naqeut ircally acceptable dil $31ﬁrwrrl er atensansprd che fur b
Vertragsstaaten: BE CH DE FR GB | SE 1. Verbindung mt der Fornel

OrR 20 2. Verbindung nach Anspruch 1 mit der Formel (I), worin R

--() 00 oder 25 OR' CONER worin
R 35 -Kil : -K .1 ' C C E3 oder 0> 40
CH_35 : odee ist Rl unt 55 O 0

Oist, ngleich 2, 3 oder 4 ist, R2 erstoff, Methyl oder Phenyl ist, 60

i R4 und Rgt.j eweil s unabhangi g vonei nander Wasserstoff oder Methyl sind. R3

—

{ C1- C10) - AlkYérbindudg-neh)AnSgrothoamesin R' Phenyl oder Benzyl ist, jeweils
fakuTtativ durch OR6 oder OCOR6 substgtéjﬂ%’ und R6 (Cl- C3) Al kyl ist. 55
18 0 147 177 11111 1 2. Verbi ndung nach Anspruch 1

mt der Fornmel (lI), worin R5 - -<
ist. 3. Verbi ndung nach Anspruch 2, vvorl n R 70
-CHOCR R2 0 | st. 4. Verbindung nach Anspruch 3, worin R2
Met hyd i st 4u "SP’E‘E" 3 5’°"'\/§,r'ﬁ?thfﬁ§“anag1‘F"ﬂh§br uch 2, worin Rl
rbln ung na nichh 2, worin

“CH-- CORB R2 0
ist. 6. Verbi ndung nach Anspruch-&y—por¢no2 Methyl ist und R3 Ethyl ist.
7. Ver bi ndung nach Anspruch 1 mtlder Fg)r mel (1), worin R 25 ist und R

- . 20

—/

ist.
6. Verbindung nach Anspruch 5, worin R? Methyl ist und R? Ethyl ist.
7. Verbindung nach Anspruch 1 mit der Formel (I}, worin R
25
H 4
~ istund R'
o]
|
—-(l:H—-O—-C—-O——Csz
35
CH,4
ist.
8. Verbindung nach Anspruch 1 mit der Formel (I), worin R
40
45 ' 3
ist und R’
o
- | :
50 J
CH,
ist.

9. Verbindung nach Anspruch 1 mit der Formel {ll), worin R

<O

o.

85

60 ist und R'

f
—~CH—0—C—0—C,H;
|

65 ist. CH,

19




0 :CHO0---O-CH5 35 CH3 ist. 8. Verbhi ndung
(I, worin R 40 Cz3 4s ist und R 0 -CH O W@B
Verb| ndung nach Anspruch 1 mit degr (11

-CHO C-C2H5 65 |ist. 6" 147" 171 0 147 177
LIl TTTj 1 ibladalndakdutisch@ zuddhiddeRBotand, bsdidns fmmtﬂg‘%glneggﬁ}ggtnﬁ&lcrfeléfned| e

Ver abr ¥ebindirg rsindez iForetel (Baderdl) nashedirehebeti¢higen der voranstetiegdenl Anspt@éhelzaganidlen (| )

oder ( Miteinemcihaemazeutipdhannebiyibgren Verdinnyogsmittel edes ivdaer enthdibr Oche zusammen mit
ei ngm ha*‘rrg‘%@gfﬁ‘n’,}?%ﬂ'taf’r‘?h@ﬂ'ﬁﬁ t"bﬂde\/é'r”d’tﬁ‘i'i’lGW@g‘n’?et"FlB$e"o‘3FérA“?’?'aﬁ‘ér1 Bistharte . 11.

Ver bi ndUNG, Vdrverding diter TEibinkibrly fAEKRH Fdrhs) 1) Ba% ) ShcR Mol Tehicdibs 88 AlSHADPT UChe
1 bis 8isaubr l&rsteu\mg' wmdwamaraérﬁeswach.&wmw nglals endiihiiigsHéRtheRtdsMite/er bi ndung

mt .der For nel %'%' oder (11) nach einem beliebigen der Anspruche 1 bis 9

zur, ‘Hé?%‘?'éf"f’awg" firfen VeR@pselasE ATes f M di e Verwendung al s

entzundun,g§g|%mggrg id VerbAb& che fM den Vertragsstaat: AT 10
/[ 1. Verfahren zum I?Ie'rMse te +?aerr1 ?arlg)n{‘ar \7gpb| n%jung der Fornmel OR "CHN <CONI'I R
~~~~~~~ (r)yi 00~~~3 20 oder 1 Ou ]
~~~~~~~~~~ OR K?'S C 25 OR :
-1 0 0 worin 30" R un6 CONER C |CH3 oder i
H3 und R1 ~ —= (1) |
N -
| ,s\’ |
20 oder ' cgo
o ort
s
CONER
25 [ ~ --={II)
N,
rd
A s
oo
worin
30\“_5 R
N\ ;3
’ ) i ’ 3 oder - ;
und R!
© RS 4
renoond ; l:i cap), |
-0—C~-R ,
\_/ Yo |°| -?g-o—ﬁ.on ’ 0 O ’ -L}O ’
45
-CH, 6
“Fe! —
50 ’ oder (o] (o] ist H
0
o
; ¥
n 2, 3 oder 4 ist,
55 R? Wasserstoff, Methyl oder Phenyl ist,

R* und R® jeweils unabhingig Wasserstoff oder Methy! sind, ‘
R? (C,—C,o)Alkyl, {Cs—C,)Cycloalkyl, Phenyl oder Benzyl ist, jeweils gegebenenfalls substituiert durch
OR® oder OCOR®, una
Rs (C,—C;)Alky‘ |st
so  welches das Umsetzen eines Salzes mit der Formel

65
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[ <o o MY 25 (B

hey12 [T\~~~ R O

odor _ so: 0 147 377 oder

I ~1 st O~~~~~~~~~~~~ n 2. 3 oder 4 G9h° 5 * R2 Wasserstoff, N@thyl oder

Phenyl ist, R4 und Rs jeweils unabhangi g Wasserstoff oder Methyl sind, R3

(C -C,,)A kyl, (C3-C7)Cycl oal ky CeNE®Br Benzyl ist, jeweils TIT

gegebgnenfa1|s substituiert dur ofJer OCOR6, uno R6 (C CB)Arkfi gt

60 el ches das Unsetzen eines Npg_ der Fornel 65 20 - 0 147 177
o | 1M S6 Jy e@OoNs

- I11) 3 CeM 9s, ode

Ce riofeR wi e oben definiert ist uﬁéﬂ% ein Kation ist, mt einer

Ver bi fdung nmit der Fornel Ri X 2 ' oNER oben definiert ist wmdIV eine

nucl eophi | verdrangbare G uppe ikt,l{u lt. 2. Verfahren nach Anspruch 1,

worin ein Salz elner Verbincdun get~dgornel (111), worin R 25 ist,

ei ngesetzt wird. 3. Verfahren nach Agﬁprucﬁ 2, wrin Rl -CHOCR3 I
11 R2'® 0 35 ist. 4. Verfahren nach Anspruch 3, worin R2 Methyl ist und
R3 Met hvaorlnSF; w:e%benv IL @-‘?fgﬁ&hﬂr}\ﬁ%n ﬁ%ﬂ rétj erﬂt ﬁner “O'QrUnBurBJmlf Q_LFS}HQT ROR3 40

Il R2 . Verfahren nach Anspruch 5, worin-R2 Met hyl ist und R3
Et hyl ist. 7 Vérfahren nach Anspruch B'X worin ein Sal z einer Verbindung
mt d@ Forngl (Il11), in welcher R 45

worin R wie oben definiert ist und X eine nucleophll verdriangbare Gruppe ist, umfait.
N 2. Verfahren nach Anspruch 1, worin ein Salz einer Verbindung mit der Formel (H), worin R

ist, eingesetzt wird,
3. Verfahren nach Anspruch 2, worin R?

.
—CH—0—C—R?®
l Il
R? o)
35 st ) ) .
4. Verfahren nach Anspruch 3, worin R? Methyl ist und R® Methyl ist.
5. Verfahren nach Anspruch 2, worin R’
—CH—0—C—OR?
40 | I
R? 0
ist.
Y, 6. Verfahren nach Anspruch 5, worin' B2 Methyl ist und R® Ethyl ist.
= 7. Verfahren nach Anspruch 1, worin ein Salz einer Verbindung mit der Formel (Hl}, in weicher R
45 .
50 _
ist, mit einer Verbindung mit der Formel R'X, worin R!
(0]
1
55 —CH—0—C—0—C,—H;
|
CH;
ist, umgesetzt wird.
50 8. Verfahren nach Anspruch 1, worin ein Salz einer Verbindung mit der Formel (ill), wobei R ...
65
21
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ist, mt einer Verbindung mt der Fornel RIX, [
-CHOGCGO4C2-Hg CH3 ist, ungesetzt wird. 8. l 'Hlml " ﬂmwﬂspruc@
cl ), wmo

worin ein Sal'z. ei ner Verbindun ' er_For nel* | 65 21

147 177 S~ e o i49 177 |
~~~~~~~~~~~~~ 3 5ist, mt einer Veyptmdung mt der Fornel R X ungesetzt
wird, worin R 10/ 10 -CH O -C 0C2Hs
CH3 ist. 9. Verfahren nach Anspruc worin ein Salz einer Verbindung mt

der Formel (1V), in der R'5 20 ist, m C2@iner Verbindung mt der For mel
Rl X u ] 4 : R
-CH On%? - O&rﬁ%‘gbl—%mdu i-'*s{ib.re?fggl Iig‘/gru zgﬁsre(tazFlw'ﬁ%gﬁ’rlgiRnem bel i ebi gen der

vor anst ehenden Anspruche, worin X Halogen ist. 11. Verfahren nach ei nem’
bel i‘'gbi gen der voranst ehenden Anspruche, worin das Salz ein Kaliunsalz ist.
12. "%erfahren zum Herstel | en ei SrRefellst i schen Zusamenset zung,
gekennzei chnet durch Verm schen @ ner Verbindung mt der Formal (1) odor
(1), we in Anspruch 1 definiert, mt einem pharmazeutisch annehnbaren

Ver dunnu ' I " rin 9 Salz Jiehd oS S .
Ng) YEdnten n&é_}lﬂg{ép EER@ggfol TEIE ISal Qﬁxﬁﬂ%.mhdj Qlﬂ%erpf%%%! éﬁ)? nEJe?‘fie 40

Cont’r act ants: BE LU NL SE 1. Conposb6 ormu
OR 45 3 au~~~~~~~~ a Ol
S~~c CNEIR 50 —@
---(1Il) S~ CE3 00 55 dans laquel® repr6sente: 60
<Yo#® NI N 4~~~~3. b~~~ Ca au N-O
; ist, mit einer Verbindung mit der Formel R'X umgesetzt wird, worin R'
i
25 —CH—0—C—0—C,H;

I
CHs

ist. .
R 10. Verfahren nach einem beliebigen der voranstehenden Anspriiche, worin X Halogen ist.
6*\ 11. Verfahren nach einem beliebigen der.voranstehenden Anspriiche, worin das Salz ein Kaliumsalz ist.
12. Verfahren zum Herstellen einer pharmazeutischen Zusammenseizung, gekennzeichnet durch
Vermischen einer Verbindung mit der Formel (I} oder (ll), wie in Anspruch 1 definiert, mit einem
pharmazeutisch annehmbaren Verdiinnungsmittel oder Trager.

35 Revendications pour les Etats Contractants: BE CH DE FR GB IT LI LU NL SE

1. Composé de formule

1
40 OR
X CONHER —=({I)
S
Hoca,
45 /A
ou oo
ort .
S
CONHR
s’n‘cxz3
N
oo

66 dans laquelle
R représente:

60
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- 1.4 1t R~ 0 R

15 B e o (G HIIIMWHI;IHIIMIM% (E5)

-CHOCGCGR3 . , .- CE-0- G- ORg 187 177

i 'nest egal =RreBfuehte M2 repr 6sente | ' hydrogbne, un groupe nethyle ou phenyl e;

i v

“selon’la reye,g

R4 et Rs sont identiques ou différents et &épr ent ent Ilvhydrogene ou un
groupe nethyle; R3 repr6sente un gr oupe - al en (C, -C, 6) }gr oupe

cycl oalkyl ggehn L &3- C7) un_cgr_@_wo.gkithnyl e o genzyl e, nt cun ,est
event ueI I e—ermnt wsubstit'ue pde urdradical OR6 OCOR6; at t un groupe
al kyl e en F’C -C3). 2. Conpos6 selon la revendication 1 de fornmule (1) dans
| aquel | e R represente: 25 3. Conpog eion la reven‘_%catlo 62 dans

2 an?:Tle R représente; *-CH O C 11 RZ? . Conpose sel on

la revendication 3 d ﬁge)lnaquel | e R2fTE&presente un group thyle et R3

. représente 3s un gk upeo nbt hyl-e. 5= se'sel®n lare i cation 2, dans
| aquel l e R represent -CH-0C, -0R3 ~~~~~~~ *

1 RR2 0 6. Oorrﬁose selon | a revendi cat| bn 5, dans cfaquel le R2

-.represénte un_ nbj.hyl e et R3 represente -un groupe 6thyle. 7. Proc6de
33 93

(I % SR uh GrolbY Rsthid ol piERyik;aquUel I e R repr6sente: 45 NG
50 " "R*et R® sont identiques ou différents et repfssdnient BYERGER10E un Grolipdméthyle;
- H - G - O C2Ri5eiZki@nt8 un Qonpoaliyless (@n-Clsh un enveprdivded!kyisren (CoH€,)f wyaredpa phdnyleduns

04 b J:ﬁog -estgiyergupllement substitué par un radical OR® ou OCOR®; et
| aquel e nglg st un groggg alkyle err??g,—cs)

B 83 2. Composé selon la revendication 1 de formule (I} dans laquelle R représente:

3} Composé selon la revendication 2 dans laquelle R? représente: '

Lo . | —CH—O0—C—R"
L L

. 4, Composé selon la revendlcatlon 3 dans laquelle R? représente un groupe méthyle et R® représente
35 un groupe méthyle.
5. Composé selon la revendncatron 2, dans laquelle R! représente:

—CH—0—C—OR®
-1 II

6. Composé selon la revendication 5, dans Iaquelle R? représente un groupe méthyle et R? représente

T - _un groupe éthyle.

1 7. Procédé selon la revendication 1 de formule (l) dans laquelle R représente:
_ " .
50
et R! représente:
' ' 0
I :
585 ) i —CH—O——C—O——CZHS

l
CH,

8. Composé.selon I_a revendication 1 de formule (l) dans laquelle R réprésenté:
60 ' ' '

65




23" 0 147 177111111 1111111115111 I!'1Y t

. if e
CR:Il—Br egr 68?8? eto(r)rp;)g': Selcon IchrGe\S/en%cat ion 1 (,j,e",wmmu!""qw,wans I aq@

R represente: 10 et R repr6sent® 147 177

0 -CH & r%r%—e%'H’ CH3 20 10. Conposition pharnmaceutique ou convenant A

| " admi ni stratron A un manmi fere qui renferme un conpose de forrmule (1) ou

(11) selon |'une quel conque des revengications precedentes avec un dil uant

ou un v6hi cul e phar maceut i quenentH-aQe€pilatil.ées 11. Conpos6 de formulo (1) ou

(11)%sel on |' une quel conque des fevendications 1 A 9 utilisable comre 25 |

medi canent. 12. Application d' un "(l,“orrpose de fornmule (1) ou (11) selon lune

quel €onque ceposk BM6MEIr&3hdiQAS 1dofmUBOUT ddnd 1shadik RGadrésamted’ UN Nedi canment i

utili'sabl e conme agent anti-inflammtoire. Revendications pour |'Etat /

Cont’?actant: AT 3b 1. Proced6 de E@ation d' un conpose de formule ORL 35 !
R

OR1'" 340 U 00 OR1 - ~CONER 45
---(1l) 00 dans | aquelle 50 esente: OO ,1

CHCE eoR] répr&enterd R1 i s R5 4 60

R 15 (CE -CH0-CR3 ﬁ‘ -C2-0--CGOR ;

0j12 I t 12 ;L_J‘,:<I- R 5) e R 0 65 24 '
. CH,

. 20 .

LN 10. Composition pharmaceutique ou convenant a I'administration 3 un mammifére qui renferme un

composé de formule (1) ou (ll) selon I'une queiconque des revendications précédentes avec un diluant ou
un véhicule pharmaceutiquement acceptable.
11. Composé de formule (!} ou (ll} selon I'une quelconque des revendications 1 a 9 utilisable comme
25 médicament. : )
12. Application d’un composé de formule (I) ou (i) selon I'une quelconque des revendications 13 9
pour la fabrication d'un médicament utilisable comme agent anti-inflammatoire.

Y Revendications pour I'Etat Contractant: AT
3

1. Procédé de préparation d'un composé de formule

35 : CONHR :
@ N © == (T)
N\
_ s~ ‘e,
ot @cm«m
I =~=(II)
45 S,N\

dans laquelle
R représente:

- O Q ©, O

50

CH3 ou :
l. 4
and R” is _ R
60 — (ca,)
-cB-0-c-R> ,  -cH-0-C-0R3 . o, -L o}o '
12 1\ 12 1} Te}
R* o R° o
65
24
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:-00 OeIVE 25

: \

20 147 177 ! L s 6 -CH2 R 2nmmetubisisician oo~ n est

pegal A2, 3 ou 4; R2 repr6sente |'hydrogene, r” mugg HMSU phenyt=s;

ao R4 et 'R6 sont identiques ouglifig76rqet s et* retprese rog

ou un groupe nethyle; R3 represente un groupe al kyle on (d-Cl10, un §

cycl oal kyle en (C3-C7), un groupe, nyl e ou benzylgi ont,6chacun est

' 6vent uel | enent Su&%t tue par un al OR6 ou 7&,{#6 est un groupe

aIker en {ClCS ﬁuP conS|steb i re réagir un sel defornule i5 CeM 20
o o ou (| 11) B3 ou

° J R s 00 2_X

O] NH dans Ia uelle R est tel quo defini CI dessus & Ms est un cati on,

avee, un conEﬁ telBﬂ:ﬁ‘bl .e R X 35 dans Ia ueI I e Rl est teI qguo- defi ni

o desgus ok JesE U e Pt L avar o il oCote
selon Ta rerag b@atbluagr o), @n GFoupl dytibsie ie bR (@, urud‘ro Siwave ol
formul e (behay dithaélaqatdverﬁJeHSMemauhsﬂdéﬁauh ra’ii:caRDRfmedmoae eON

r evendi catl%rﬁs Wﬁ@ela tyjaen (GR—Cdist un radical do fornule: 45 CH-OC—S I

11 0 9550“' consistg,a fajsp (raglpEn AP MYe ¢ evendi cation 3 dans | equel R2 est un
groupe net hyl e ot R3 est un groupe m%tegpl e. 5. Proced6 selon |a

revendi cation 2 dans | equel R est un g@roupse: -CH-OC-R3 i 155

R2 0 6. Procede solon lar j Co¥HRS dans | equel R2 est un groups
met hyl.e et R3 est un groups et Pr ocede solon | a revendi catdéhtI
dans Izequel on fait reagir un s b@g})ose do fornmule (1l11) dans | equel

R-¢st un groups: 60 . dy
,. 65 25750 4 rcd eo arvniaio aslge Ls ngop ~tyee 3etu
ruentye o%® '
5 CONHR _
N
N .
,s\ 2 _ _
) 00

dans laquelle R est tel que défini ci-dessus et M® est un cation, avec un composé de formule

R'X
35
dans laquelle R' est tel que défini ci-dessus et X est un groupe déplacable nucléophlhquement
2. Procédé selon la revendication 1 dans laquelle on utilise un sel d’'un composé de formule (lil) dans
lequel R est un radical:

) O

3. Procédé selon la revendication 2 dans lequel R est un radical de formule:
45 :
—CH—0—C—R?

| |
R? o)

50 4. Procédé selon la revendication 3 dans lequel R? est un groupe méthyle et R® est un groupe méthyle.
5. Procédé selon la revendication 2 dans lequel R' est un groupe:

—‘CH—O—C——OI:Fi
| II

55 R?

6. Procédé selon la revendication 5 dans lequel R? est un groupe méthyle et R® est un groupe' éthyle.
7. Procédé selon la revendication 1 dans lequel on fait réagir un sel d'un composé de formule (lll} dans
lequei R est un groupe: :
60 :
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0 147 177 avec un conpose de fornule R1LX dans”mmm"" groupe: 0 5
-CH0--G-C2-H5 Cf3 -4 8. Procede selon |alf mlmmmmse' on | equgl
om fait reagi'r- un sel d'un conposg .'j@,f le (11%) Hans 10 + aquellg

un groupe: 75N cH3 avec un conpose de formule R X oCu R est un group
0 Il - Gidee @ £édDiDolsé dsHBrnitlle DX db¥isae@ER'sed Wyrduper evendi cation 1 dans | a
on fait reagir un sel d un conpose de fornule (IV) 3 dans | equel R est—un
groupe: avec un conpose de fornul e RI>§I’ oC Rl est un groupe: 350

-CH pC--0-C2H5 40 H—O—C—O—CH CH3 10. Procede

sel on | "une quel conque des reveﬁgl cations precedentes dans | equel X est un
hal ogene. 11. Procede sel on |'un€&Hguel conque des revendi cati ons precedentes
dans‘j}equl I ,se! est un sel de potassium 45 12, Procé6de de

pr epgl qgaugﬁzrgfg °§>{frf§8§1"f"‘]t’8'l’l’ Paleue e faitaingr ug el dun empPess derforpwiedil dans
consiste a rrefsanggr U conpose de formule (1) ou (I1) selon la

revendi cation 1, avec un diluant o hi cul e pharmaceuti quenent acceptabl e.
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avec un composé de formule R'X ot R? est un groupe:
20 o
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N~ ~CH—0—C—0—C;Hs
I
CH;
25 !
9. Procédé selon la revendication 1 dans laquelle on fait réagir un sel d’un composé de formule (V) a
dans lequel R est un groupe:

- 2®)

avec un composé de formule R'X, ol R est un groupe:

35
0
i
—CH—0—C—0—C.H;

40 CH,

10. Procédé selon F'une quelconque des revendications précédentes dans lequel X est un halogéne.
s~ 11. Procédé selon l'une queiconque des revendications précédentes dans lequel le sel est un sel de
- potassium. :

45 12. Procédé de préparation d’'une composition pharmaceutique, caractérisé en ce qu'il consiste &
mélanger un composé de formule (I} ou (ll) selon la revendication 1, avec -un diluant ou véhicule
pharmaceutiquement acceptable.
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