Descri ption ' 0 049 099 Background of the | nvention
This inventi.on is concerned vmth 2- met hoxyet hyl

- -4- hydt oxy- 2- et hyl - 2H 1, 2- benzot h| zi ne-3-carboxy- 5 late 1,1-dioxide, -
[err] 15 an ester having speci al - A8 0R9; e synt hesi s of piroxica '
(4- hydro&gwibtmt hyl - N- 2- pyridyl - 2H—1 2-benzo- thiazine-3-carboxam de

1, 1-diox err an antl i nflamratory agent of established val ue i e

ac l]V N
T o e %. ypE oSl byl 9o .asthgeﬁ.1ozt.dtﬁzoatettm.5%9,t 3
“[err] 35 and such conpounds alterngyi vgly named as-

3, 4- di hydr o- 2- rret hyl - 4- oxo- 2H 1, 2 enzthr azine 1, 1-di oxi de derlvatlves
Those skilled in the art wil [ e are equivalent (1)
tauton;erlc forns of the same
enconpass both tautoneric formns
matter of conveni ence. "Piroxi cag
~(U.S Patent 3,591, 584). One of the processes for the synt hesis of
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2- am nOoppikdinetIRrbokdmide SP8ickiddical |y, the ester 1s disc ose as a err al. kyI
ester or phenyl (Cl-C3)al kyl- ester. The specific ester described is the -

met hyl “ester, viz. [err] [See also 'Iionbardl o<t al., J. Med. Chem 14, pp.
1171- 3375 ('197‘1)] ‘A di sadvantage g tHis hejwi se useful process for =~ .
~piroxiicamlies in the variabl i oY of r?!]uantl ties of a-highly CP|| pred -
: byproduct.  This. 55 highly col ,ypcszgruct ‘which is renoved only by
: gl tiple- recrystalllzatlons W t h/Rj.or product 1 oss, lends an- ' _
cept able, strong yell ow coI & toOt he. piroxi cam buI k product, even when '

'Te Witing only one 40 of themas a

pr eseft at very | ow | evel s - 1% Th| s b roduct has been i sol ated -
“and det é‘F'r?i“f% T anesae s‘ﬁ E“ 8%:‘ 1 |mes il Qejnoted thatjn apsdRraqtice. fhes
‘been shd\ It (’?TB fids of ‘éﬂ’? fb DETe Bt ) byproduct in the reaction, -

rat her t han bei ng derlved froma cont gn ngnt in the precursor. How this
conpodhd i's actually formed in the re ti mxture is not fully
under st ood, al t hough net hods . whi cted to rapid-renoval of the
et hanol byproduct as it is for [eaction appear. to reduce the
incidence of piroxicam batches havin ST ac eptabl e color. 5 However, these .
et hods are of uncerta| n dependab| l oty d a goal has. been to find an ester
which is | a ab e nt hesrs and Wnrch does_not gr ve ri.se to an

ather s Tia kil e i r;ﬁ’%ﬁéd s
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j di hydro 2 Iﬁm quqsmamwoadmmmmmsepama BB1£534).(mleufthhprBeep§eefdd;He _
i socyand¥ F'HG'S"' d theyein ip W’@‘%@Q"ﬁﬁ%ﬁ#ﬂfa‘lﬁb Zreminppyrisineoflors
4- hydr o>3 ;ﬁe‘ﬁfd?‘ lryLester o phsBY e P4/ Herkestiyr The gnecific ester
an Nogyr | | ne no U. S. Pat ‘891, 637), cyclization: of 20
}'érw] (Lonbardr no U S. “Patent 3, 85 ¢) ., cQupl’i ng of ‘a )

[err]al koxy- 2- nethyl 2H 1,2 3 Weatges 3 Tar - - ("”" .
o ¢ ~NCHg ' -

o -_o.---

{See also Lombardmo etal., J Med Chem 14, pp. 1 171-—1175 (1971 )] A dlsadvantage in this otherwise .
useful process for piroxicam lies in the variable formatioh of quantities of a highly colcred byproduct. This

' 58 highly colored byproduct, which is removed only by multiple-recrystaflizations with major product loss,
lends an unaeceptable, strong yellow color to the piroxicambulk product, even when present at very low |
tevels (eig., 0.5—1%). This byproduct has been rsolated and determlned to have the followmg structure: :
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. The pr esent inventionis i ntended_ to-



net hyl ‘ester [Cheni sche Berichte 30,

boxylic acid 1, 1-di oxi de with 2-ami nopyridine foll owed by hydrolysis the
enol i ¢ ether- Ilnkage (Lonbardino U. S. Patent 3,892, 740), coupling of @ '

4- hydr oxy- 2- met hyl - 2H 1, 2- benzothl az rboxyllc acid, via the ac

chloride, with 2-amn f}’ Pat ent 4,100, 347) and
met hyI ati dH'ra Pee sh V)is actually ormed asa byproduct in the reaction, rather tha bemg derived from

tamm nt m p r. How t compound actual formed ther ctlon ml is n tfully
hydr oxy- Ntabidd e B A S SN

- 1,069, 894)form%amt tmerreaeﬁdnerppsae tofehste t:re ihdidonEadf bt wehhbd:chesmrngmhaa‘c%w@mnt
i nventi on Hnmem these nintimxds sgeaxt iuhidedaih [dgpeidahility Breida goal hdscbekn tocfirait anrester whigh Isy |

4--hydr oxy-rga atlohy ﬂ"@%%‘t’ﬂ?‘h‘ﬂeﬁ Bot3iveqiise 3k 9N ather sl‘c'!.aﬂt"ﬁ)@F @groublesome

( Rasmjsserpypr %{ggfyﬁ&x& ot Eelr éﬁs\lhl vE' el d%lg ffd li e u!l{fl %a réa ﬁfl?’ilﬁ§

3, 816, 628)d|hy3 SNig lﬂ-dl 4l G

- been syné hza&mze,sm 5B4), trivdaridaion P racyaresy-Dineth@ireven beﬁg:tmazmerarcaemmddeagmm 2-

3- car-boxy|aminagiidinedboralarding. {iSr Ratant 3:41.687i eycligatioprof has been substituted for
the prior art nmethyl ‘ester (I11). Use of the novel ester (I) has the

surprising advantage that the pi r €2 sPriuced contains no detectable

| evel ofisthe expected, highly- red et her bypraduct
[ 4- ( 2- met hoxyet hoxy) - 2- met hyl - N 4 \>

pyridyl-2H 1, 2-benzot hi azi ne- 3-car box& °'3%‘?°N” e forrrul a [err] -anal ogous -

to the ether (V). 50 Detailed Descri ptupn of- the- | nvention The required =
2-met hoyyethyl ester (1) is readily prepared from saccharin-2-acet ate ester
[ 2- met hox Ytontaktito; B:50Mdent blash, 982)0@NBling @F B ud@ Qlcl)Miksxg-2 5181, 2 beriz6thidfAeioar.
for rrul a (\Boxflic agidt hedibxitié uith ransitdpyadine falbwed: d¢ tHyaiofysid (bf Gthe Bnolic dthdd Afkay89

err The ‘#@'ﬁl‘!’%@ & fe Paterit 3,892,740), eebipting ob hYdfeu*thmghvt-%1.P-hen;oﬂrednas—arboxvhc

har _ e ci ;g:rz;“'grfqpygéﬂ:re‘g(sal;? @at pryi rgethylation of 4-
et hosh PR ‘éﬁ‘E ﬂmd’% el oty i tf@'é’? %ﬁ g ba,mg%fttw

conpl i cat ldastnaéd hrﬁaanﬁaiétﬁéln lethl 4-Rydiroxi-12- n?etﬂw H,2 Qérﬂ&ﬁhﬁn WRate 4

di net hyl smsqhgmde-' %wadmraeohgds sek @isordinhebeat alM&l:SJyhtaitBﬂIB 628). acconpl i s ed by i

nmet hyl atr ﬁ such as di net hyI sul fate or a nethyl halide,

o R e St M S i

40 ‘Theswse(i: [Uss bfithence@Rbtal) 884 tde ffpriing aOFFtabEBatifie SloRicim Etgprﬁmcs‘d éo?r ai

t he above nodgtegtshielevel ofsthe pspectdd, fhighlyicolacad!wttier byprotict14-(2atidtitoxy@bdxy)-2-methyi-N- 2-

chl or oafe tPXiidy-?Hh Zherrifipeines-cerhexamidehof thedermylac par at | on of t-he corresponding .
1267 (1897)], ‘| ess directly, by
CHe?fts pondi ng saccharl n acetic acid -

hydrolysis of said nethyl ester to 1§t

~and coupling, “such as via the acid chloride, th 2-met hoxyet hanol . The

reacti o of the met hoxy . est er (1) with
p|rOX|cam 45 [err] is general |
together in a reaction-inert s
and then heating the resultant

2°am opyJ i di'ne to- produce

QR & ing the two conponents
@ t%st -t' ‘at’ or near 65 room tenperd&Vire, "
Sy-a ey EHS1 5-[err-]. for a period of about

\aone-hal4 to several hours. AIthougq |\ is-only necessary that these two
I

r eact ants be present in substanti y qur nol ar anmounts i n order to effect'

the: reacténg[&go@stgmegmer&%cess of - one or the ot her (and preferably the m)re |

readily .

50 Detalled ‘Description of the Inventron '
The required 2-methoxyethyl ester (l) is readlly prepared from sacchann-z-acetate ester (2- methoxy-
- ethyl-3-ox0-2H-1,2- benzrsothrazohne 2-acetate 1 1-dioxide, formula {VI)] by the’ followmg sequence of -
_reactions
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avai | abl e am ne base reagent) is not harnful in this respect and may even
serve to shift the amonol ysis reaction to conpletion. Preferred:
reactlon inert organic solvents for use in the anmonol ysis reaction 6Q
include such | ower NN-dial kyl al kanaQiodes098¢ di et hyl f or mani de, .
di met hyl acetam de and the |ike, as gell as such aromatic hydrocarh nH
sol'vents as benzene, tol uene, xylene and so forth. In any event, it
nost hel pful and usual g bioe),,COOCH ,btHof f the volatile algohol
byp oduct as it-is fornmed in I‘ea(gt_l'_%l and thereby shift the amonol ysis
equilitfiumto conpletion in ths ‘magner. In the present instance, the nost
~highly preferred solvent is Xyl ene, ® nce-byproduct 2-nethoxyethanol is
efficiently renoved as a 65 | ower.-beyl i-ng azeotrope. The vol une of xylene
‘can be maintai ned by the ae#AC%HatHLR nﬁ?’%“ﬁ%ﬂeéhe during 4 - 004909
distil"tion. After renoval of -the alfcohol and conpletion of the reaction,
the resulting piroxi - is convenientlly recovered by cooling and sinple
filtration of the crystallized prodg&.}.' | f desired, the piroxicamis _
~recrystal lized from di met hyl acet am acet one/water. The present invention
is illestrated by the follow ng_exaphles.CAqReG20CHst shoul d be understyood
that 5 the invention is not @n td the specific details of these
exanples Exanmple 1 ' o
4- (2- Met hoxyet hoxy) - 2- net hyl - N- 2- py(| I-2H—1 2- benzot hi azi ne- 3- car boxani de
- 1,1-Diexide [err]-(2- rrethoxyethyl9p|r§X|can'] (V) 10 In a flame dried flask
mal nt ained under a.dry nitrogen atnogphere, piroxicam (1.814 g., 5.47 o
| es) was dissolved in 13 m. of d 9'°HV'I?E?'}1yI f or mani de. Sodi um hydri de
31 g., 5.47 mmoles) was added sl¢wy in portlons and the resultlng S
thUI‘ﬁ heated at 40-[err]. for abou¥ 3 hours, until such tinme as the -
sodi um hydri de had conpl etely reacte Hoo. Met hoxyet hyl -chloride (1.0 ni. .
0. 94 mmol es) and sodi um i odi de 8 ,CODCHZCHIOTHSS ) wer e then added) and
the reaction then heated at [e for[{51 houfs.” Thé 15 cool ed reacti on '
m xturg was diluted with about goNCHge and extracted with five 10 m. -
portions of nethylene chloride. The/owgani c extracts were conbined,
back-washed w t h seven 15 m porthn of' vvat er, vvashed once vvith bri ne,

dried ov dr ous . suIaI %ra% ey L& Db O Q1 !

(1. a1 ek Byl lls sopntc ol g

whi ch J&Bgc;n:{?g&. 23%33 Ashsza t|6ﬁ)m| at‘p%ha Bi'ghﬁlb kave(ny buth Qs ragnéihyB fulfgxifle or dlmlethyl- -
Recr yst atorharide. (Meditiistion (s(hcéHﬁ'\pgsh jed a8 nastiryéating gl g-lmbd!s dimethvil puifategela nfet®yi 5

g.), 20 eahge.ucngzemmtn rpety] @d!'ﬁet 'narreact- £ 9 lowst kateneca Jayer alkanol,

moni ¢ .°” fegm zggﬁﬁgtﬂ m gmm.mﬁmom Banchs ESW The

sol i ds V\ﬁﬁ@yl s&amhem ptf261£1897 10 ebe dincetly, & g hyeko e aid ¥ gthyl éetsisai

yi el di ngtl'{aedirre]spt(namgmtﬂwu ¢neidjand sourlingaauch gs@ia P ag dchlmdp Wlmaantmqtharﬂ 0.5
\(2: 3: 6 net Haaemactiopef EH@J@&WL‘V esten {I} with-Z-praipenyriding t@'@“ﬁ’l@‘%“’?}“

X ené‘rrethanol water); pnnr/[err]/delta 3.15 3H), 3.35 (s, 3H), 3. 68

(m 2H), 4.23 (m 2H), 25 7.2 (m 1%y, .9'm\ H) 8.9 (m- 2H), 10.2

(broad s, 1H). Exanple 2 2- Met bayys acetate 30 ‘Maintaining a  °
tenmperature of -5 to 5C/, 2-c : ) hIonde(llZg, 0.10 rmlé')')m :
15 m 50 net hyl ene: chl orlde 5 beledNeppwi se over. 1 hour to.a cold- : -
sol ution of pyridine (8.0 g., O. 11/r?nl e) and 2 rrethoxyethanol (7.6 g., O. 10 o
nmol e) .in 35 m. of methylene.chl &ide® The reaction mxture was stirred for

further & gbrekily snddcdalbl miRfthatto ESnpgoRenia o eilR IndlrebconaRdh B bAt3ystdRtlat bf dear t WO
50 ml .85 pooni tariseradire, sl Gien heatifg thetesaltintsystem ax116-a-C155C. Vot b Per@oingd ataclorrtaif to '
back- was FR¥erahbiours. Aoy it ingnhciekessant thatthesy v reactagisiba preseny imrsiibstantially equimalar
~amounts in order to effect the reaction, a sllght excess of one or the other (and preferably the more readily
Aavailable amine base reagent) is not harmful in this respect and may even serve to shift the ammonolysis -
. reaction to completion. Preferred reaction-inert organic solvents for use in the ammonolysis reaction
60 include such lower N N-dialkylalkanamides as dimethylformamide, dimethylacetamide and the like, aswell
as such aromatic hydrocarbons solvents as benzene, toluene, xylene and so forth. In any event, it is found
- most helpful and usually suitable to distill off the volatile aicohol byproduct as it is formed in the reaction
and thereby shift the ammonolysis equilibrium to completion in this manner. In the present instance, the
most highly preferred solvent is xylene, since byproduct 2-methoxyethanol is efficiently removed as a
~ 65 lower boiling azeotrope. The volume of xylene can be maintained by the addition of more xylene during
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35 Iayer and chI or of or m back-wash were conbi ned and washed with 50 m . of
5% copper sulfate. The 5 copper sul fate wash was backwashed W th 25 of
chl orof orm and recombi ned with the Q)%am phase. Finally, the org

phase WagisHaRLHE hitdi teoahl ol the RboHdl bALE cortidiah G i fekbeiah; lthy AsBiing: B hd
anhydr ou goriveigéraig redoRersd|by adofing dnd lsmrseniranmﬂﬁmty&ﬁmﬁd ptodudf desited ARk dkasinh | I ed
t.o yi el disxeqrestdiized fean dimethylatrtapridedevetbaeiwatdrd . 1 b.p. 80-[err]) 40 Exanple

3 2= Met hgx '%‘P o5, Bowgver; ihshould bi"ﬂﬂ%"déhat
( 2Kkt ﬁo%é?vﬁg'ﬁ'eﬁﬁﬂgft?ﬁ%éﬁugﬁyﬁ Wepe 8@t saccharin-(18 g., 0.088
nol e) and. 2-met hoxyet hyl "2-chl or oacegdnfpid 13- 4 9., 0.088 nole) were 46

conbi ned Mdezaoxvhthoaqi-z-dueniemm;cwrmvlrmmmnmahzheatﬁdonmdib Z.O@oxfde [0*42-hour s.
The reacmeﬂnx\mbvt’MWCMéV)cool ed to [err], poured into 100 m of wat er

bk R T o SR T,

m e 299; sédiurk ¥ e Romplbtely rodted. 2- -Methoxyethyl chloride (1.0 ml., 094mmoles) and sodium
Exanpl e ibdide mmzhoxysz hyioled)-\“jdthetx aq e pcion ttikndBatae atBC: 1dd 6X Adtirsl The.
1, 1-di & FQP@P"UHQR‘!P“ i wis gifutRgcow phice znmrh@we@m&mw "('7@"@’"#{1“

(() 1822 MOLs 0 r, }nce'g?‘%:’ap% "glﬁgﬁﬁaﬁﬁzmas negw gq%:rafh erﬁed eva %%ﬁg’:n ail

wer e addeatqamrlb IyBMgIES7Q\) SReca) ws;od mpvs@gmk éhr mmspawaues- gElhfﬂSg)
react i snelgiingt witle 2t3:6 triethapd:cy: anafathQISacpeter nd wbsiwring by Qi (banomn alliarit) Withur  of
ostirri ng P" %‘%\ﬂ@ﬁ s&'@eY rﬁ‘"‘V thS- 2‘"?#%'[“7\% W@&GJ(/ °E'Gt?‘ eamraMenlww tt¢ on o
e B S e e B S SR,
gﬂa r each.s @io: Jﬁﬁﬁeﬂé%eﬂﬁﬁm ;7 (s, eMs, 8H mand a
gl ezsremmrmgmanr!immmmhmsmmmaare,tm rermve mech am call'y. o
2- met hoxyet hyl' sacchari n--2-acetate (50 g., 0.167 ol e).in 70 n: of warrn
dry di met hyI suI foxi de was added dropyi se, over 20 minutes. The.reaction!
m xt ure %K;Eour at GO%W&H ‘tenperature, quenched intg a
mi.xt ur g 0 rﬁé?ﬂﬁﬁ é&&&x‘g& rgp Cl8l 1015, AdhidiodeatyiCnidtiae (13.8¢., 086 Mold) In F8'ml. of
mai nt ai nhﬁgylhcliua:htoﬁlﬁ)ﬁsaﬂdu’dar@fmsb ber quﬁmah cald salltidnar pﬁrudmb;soamommowrﬂ bat h
and r-at emethoxpdthandl (i 9., A mole)inr3§ mgthglare ‘%!toedb dhe rgacgeh mixtyre V!asmlmd for ;

| fllteredf‘W‘?'H *E’B'lﬁo"\ﬁaf“@'fm%é e ga '“2-°° ot Al
R R AT

.4 Hydr oX yiné]lvrmt brgani@pheds Wastveasifediwith 0 imh @f Briresirdamx )Mutahawa:pdca-lianand ahy(dolis

2- Met hox ?emylpmésu'ffml filsared, pencentrated ¢ am oihanaidistiledo yigldiPorgthanyethyl 2¢higtoasetate

(3.0 g.! 144 94 89580752 &> was combined with 230 ni. of acetone and cool edjto
- [err]."Methyl iodide (21.9 g., O. 1555,@34@3\/\@5 added, 5 followed by the

dropw Se2md'bweﬂm3-@26%-1Jibeﬁiliulﬁdiﬁme&facéiﬂd1 UDokske MetrdRyelhyNSethaii-2- Of IN .

The cool acegtehih vvas rem)ved and the reactlon mxture allowed-to slowy

war mto rociefum l’%g m°'°)15“drﬁ mﬁ' V'2 s ?{?&9 858 °'°)f"(ﬂfe 2
0

hours ‘én ,ﬁmare'{{g}.a% ;%t E&eggatﬁgs @bg i g @%mg%%%{gfm eq

actlvat ezbssah’don flltered and concentr at ed |n vacua at O-[err]. to about .
50 m . The resulting slurry was filtered and sol i ds washed with 10 |

i ce waPPeE hd rled | LO NI hox (et hyl f
4- hydroxy“anﬁgd}w-cL "’a’%%’ﬁ.?" 9'ml CK4Y rﬁ&év}aslﬁadie‘a& S‘@nrred

[ 29. 269 flanWdhed Mabk. s& @hé 110 molbf dRing wWadKed, andOdightlyl fistdn
- tweezers) were added portionwise over 2 hours, keeping the temperature of the reaction mlxture in the
- 55 range of 256—45°C. After an additional 1 hour of stirring, a further 10 ml. of 2-methoxyethanol was addeq
" . 'and the reaction mixture warmed to 57°C. On slight cocling the reaction mixture solidified. The reactio
" . mixture was thinned with 75 ml. of dry dimethylsulfoxide and a single remaining particie of sodium metal-
removed mechamcally The 2-methoxyethyl saccharin-2-acetate (50 g., 0.167 mole} in 70 ml. of warm, d
dimethylsulfoxide was added dropwise over 20 minutes. The reaction mixture was stirred for 1 hour at'
6o ambient temperature, quenched into a mixture of concentrated hydrochloric acid (276 ml.) and water
{1.84 1.), maintaining the temperature of the quench at 20—25°C. by an ice-water bath and rate of addition.
The slurry was granulated at 6—8°C. for 1 hour, filtered with cold water wash and dried in air to yield 2-
o methoxyethyl 4-hydroxy-2H-1,2- benzothlazme -3-carboxylate 1 1-dioxide [32.8 g., 66%; m.p. 120—1 22°C
. ir (KBr) 3448 3226 cm"] _
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formul a

2 Met HOxyst hyl 4- hydroxy 2

1053 [err]] Exanple 6 15

4-Hydroxy- 2-met hyl - N- 2- pyri dyl - 2H 1, 2- benzot hi azi ne- 3- car boxani de

1,1-Dioxide (Piroxicam (I1) 2-Met Q49098 | ~'i
4- hydr oxy- 2- met hyl - 2H 1, 2- benzot hi azigQgapts §ar boxyl at e 1,1-dioxid \
g., O. 085mbs,)amanmyzrmmwr-zrd1 zzeen(z&mzﬁnega-carﬁaxﬂa& rroioes)semer e conbi

with 500 m2- Meﬂnoxxgth'e Mehydnaxya2Ht1,2-bénegthibdirmsIcadguriag ¢.d-digiide (3110 ga @di02d roolelfwasnel
and”a Je q"tht“ BF‘é of aggsangfand gpaled 1o 197G M«rﬂw t&ﬂ'de ’mé 93t°r’ﬁ$ @é'ef ve'eeceqdeﬁ
mi xt ur'e. t‘ 6‘"5%1‘*‘3&’2‘?"'62” : a.mg ?‘Q“gm" i E olafir (oo, 48
appr oxi MRl feled J::Q‘Pbﬁ"c YOS Hotrs EATR ke Shas

const ant cdoledité a:o&dﬁmbéramrap&uuidaeﬁin zmylne IEaneN'tE @feated kmu aétwatbdn Ehrmaﬁtered and

t enper at tonegntraded dhvabracht De&Q. to abat Eo/el. yhmamnarstmrawa{ ﬁtere]d, and@elids wastied with.

and r &% | iggcwatgr anddhengdied inpaguo tvigld 2-ayathatvethyl4h kbl %ab?nmmaamer&,f@r-bat h
and the pRetenli-diegde 512 s PEc sver LI Y T4 t"?’%\tm%n" ‘W’tme‘?&he 68 13
transfer ana"n ish, and dried at 45C. in vacuo to yield piroxicam(28.5 g.
96% mp. 167- [err] ). This product waganfpi@ér ned by hi gh perfornance |iqui d
chr omet ogﬂmrbvy 2ersethyg-NeDpyAdyi-QH-1, zmls%tmagnee—s-}:ablqmmtded 1{Dtoxjoliel{Pirokicam)iih citri c

aci d: met gla elthfn‘vm\dr 0- %ﬁ@w- mRtht 28 renznty WR’%F"’M@ S AE‘Q'GE'#%}t e@?fger a
st andar d nzg %63‘&1’ ng and 3 re&fval#a’blg h?%% istillation. hf;yéoé_gy b geéctﬁéat ed
on mcr 0 §a %Ed %(yféﬂé‘ iifed Q?th@rm Q\Em While .
ret enkd Oﬂal'hiamﬁth e nfa 4okt cBsstant\ByE R aiditi ofpﬁsﬁﬁkillh Aﬁ&rﬁ ﬁJUré’l { head

04- et hotepeéraiep whisix |he¢.h‘¢enhalatnalyr®hsm ian1B84tQ..mesectb 13BC.Sandirefluixasts shdore e t he
pot ent i ateaction MR e “\MSOM ip @D icg-bpth angh é‘emfmetﬁd éﬂ“d! r?eovmeeéau rﬁitfam'am!ih

30 F!fg;_"%‘eﬁp 'sef ?"d ’H"z t c'Fn n gj/f gg%

pro uct was éxamined b rma ce ato aph
t\aken z41pyd Apd Olutled 16 pH gﬁ]ﬂm Eefa@ng‘éo@ o4 @55 kCh ék%fﬁ%
g. of aCAgsuaét&d Cabtdnaitd Aplc dohmwiHackiry Ydndidting 6f $h6kylshbsBtiHa s eﬁoms@ﬁu&-@%t
W t h 55 bdads).Oindeathatatidiiotsentmayed, pivbxiant igas atretanmtioh @ime ahabouni ininutds,Iwheteas the Of
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1] Plroxncam, das das’Umsstzen des Esters mit 2-Ammopyr|dm in einem- raaktlonsmerten orgamschen
Losungsmittel bei 116 bis 175°C bis 2um praktischen AbschluB® der Reaktion umfalit.
3. Verfahren nach Anspruch 2, bei dem das Ldsungsmittel Xylol ist.
4. Verfahren nach Anspruch 2 oder 3, bei dem Nebenprodukt-Z-Methoxyethanol durch Codestlllatlon"
mit Lésungsmittel wéhrend der Reaktlon entfernt w:rd _ _ '

Revondlutiom,

1. Composé de formule

OCH,CH,0CH,
g ~NCH;
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2. Procédé pour transformer un ester de formule

en plroxlcam, qui consiste a faire réaglr ledit ester avec ia 2-ammopyndme dans un solvant organique
inerte vis-a-vis de la réaction 3 115—175°C jusqu’a ce que la réaction soit pratiquement terminée. '
" 3. Procédé suivant la revendication 2, dans lequel le solvant est le xyléne.
4. Procédé suivant la revendication 2 ou 3, dans lequel le 2-méthoxyéthanol obtenu comme
sousproduit est éliminé par co-dlstlllatlon avec le solvant au cours de la réaction.

60

&5

N A




