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-onst ant «and* vi gorous agitation, while a solution consisting of 10.7
(0.175 "nol e)_ -of ethanol am ne di ssolved in 110 m of fresh a 50
“yfrethyl ene chioride was slowy adde® @#6r888 during thecourse of a 50 minute
s.period.  UpRives 8PRbRbARIMoR bf b ruBh@irate N v2DE W yiéI& 8 GhiloW oiNsXthe! FeBidU Squid.
St rred (Treatment @F theUdteer @d}eriall with/200 rhiobf &h gyl acethte/thiarafernn (812 bynelurhé esbivent
iltered smtgra fetmrmé’z sfining 1 roem temnetﬁtm‘et(dv@w sqrrauﬂtr(r&hw) tmde“t;lzelm ratrqger'
e T B L e L o B e
i ik i Lt 5o Yo idwed by Suth Qﬁt st'?a&hmu t@matvae

(2 pyrrtﬁghl suo ecmbtdayr toéoohydrrewtu 4aRBZdoitred aanateaﬁtﬁaj baabarasf 216 h5|5's
dr oxrvmde undey. 3 der ml]rqgetirremnwhe r eftoznL ®fno uu@a mytstatiihemtemaewarsm!m ed

0 635 %@rﬁ%ﬂmwﬁj B rge{yg%@ Ei’?é ard ﬁﬂfa‘iw LA t@%f?' a

n every puRakMe Ethsthth aldéte spe
2.03; H-5.14; N, 14.28. Found: C, 52.009; H 5 15 14 30. 60 Exanp

0 a Suspens;p@/, Ceked.forC, d—t,.mg,s;@g@zrzw é)54oN 12.84. Found: c 52.04; H, 5.40; N, 12. 55

- (2-pYridyl)-2- met hyl - 4- hydr oxy- 2H- L 2-bepzo-. thiazine-3-carboxanide
1~ di OXi de A Bry33R1 BHarm by Qhrpoli o Hiea b AhARE e Bhiohl ARGAA ) Of
i et hanolirieNfordhidné Be weRkitibdetifigh BaIG:UT € vvas warmed on a steam bath for a
zperiod of three minutes. 65 The yell ow sol ution so obtained was then
£filter®d to Themdlyienediarpip %mﬂﬁ” pusidvit-2-orethvhfhedrexytaHis2-banzo- (0 066459
210l |l owed by cONRMSiFeahostmigr T rioxid8sul ting filtrate in vacuo to YW d a
fvel l ow oi | amichhgnikesiglesdl |iquid. Treatnent of the latter materjggo With
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ol | ovéd by Gom staicmy.SR. room tenperature [err] overnight (18 hourd98 under a
'__.dry nit rogeqwaatnggus hte£r§ t hen gave a yell ow gum whi ch was subsequent]y

¥ ecovered by R ﬁ Phe solvent. The 5 gumwas then triturated W th 100
of ClAke¥r9é arigl camao.«mh hexlorBighfy blen@ed)tdbfstd brd SincRed¥RIM 16l reaiitingRixtiienatcs
] ust 3eintablet beifig ebshich 4 sideltianirdorhyinshiing of therattive digaddht. Othet @bl dtecatso prepared

e ryst al | iz atsinglar faghien genteivipg 10,025 picb RO Aig| efiibel actiye dranddiand respestivels hyemerelvr e
£ind t her &379 1= PPIOPrYE agpugtplthe, PRt blenst in£aBbPI%8d of 2.5 hours while under
[j_;; dry nitrogen atnosphere. After renmpy ghe solid crystalline materi al
g a suetion A by éiaipharmadeuticalediiiosigorsia BRpated by dofmBing GiY followiny aterals\tégether
‘{#-ol | owedlrbyledzrgppngns brv wachmrndlcﬂtexbbmvant to wei ght, there was ultimtely
-_bt ained a 09 the gr et h nol g\r:p ne salt of N-(2»
Syridyl)-2- @g’% L‘f’r 1"P4"§j>(g AP RYASP A box ant de lagly

& di oxigle, m ure product was further characterized by
ereans of i nfmalc&duﬂbsmfa&ttrihﬁdr&&ed ra and el enental anal ysis. Anzdo.tcCal cd.
= or [err] H_5.54; N,_ 12.84. Found: C, 52.04; H, 5.40; N, 12.55. Exanple 5
'%F’A dry sol i d SO HSR cal conposi tion is prepared by blending t30

Kol oW ng n‘fsto%;nq;@v,wgeet her in the proportions by wei ght speci figg bel ow
0 The et hyl enedi am ne salt of _

'(2 pyrr dy |MagBesim drgdratd- hydr oxy- 2H 1, 2- benzo- t hi azi ne- 3-car boxdrﬂ?de 1,1

dioxid Thedned id o |§h th hly agit t?:{ 88 tM %{aySt %l IdI ns %gl ltgtl ?Se
rep s then thoroughly agitated so as to obtain a powdered product tha

4bg0 5rs comple?%i l[!li:lglfr:!a E?teeﬁv’eryy:spect Hard gelatin (No. 2) capsules contamrng the pharmaceuticat

. epared employing a sufficient quantity of materlal in each instance so as to

.f‘.j:-_'l 04 Afta.rovraheadardaealecampeehtgl ofnthi activieQngastgdr.y bl ended, tabl ets are. punched
“fromthe resulti ng m xture, each 30 tabl et ber ng of such a size that |t

_gg.contarrrsS theatrvg g‘% ;?Ie;g ts are o i
o oy Rkl A o AR

:;f espect i y i pidpyRhe/ giicol-Rete &m&. rdoa aﬁ"@m{%,l ﬁis o8 a%p in
‘each casend Bjmfép € a agparent pH of §Y0.dhy aswoln d)f pdrm;ronmeruﬁla@alis suchpasthé realting

“prepar edsdiytiop gatsaing hgvat thfehé mtlt/tbmnqgermpeqarcem of toneTrhe solutionés themperieecons
b

y Welsg hpY M8 ms@éfrlératr E}e p%r 'f $ ?stenle aqueous propylene
2-pyr PUEA' ¥ °“2"°Hei°h FnEE IS, HiPB 2 2518, for Int 'B sﬁ%‘% YR o VB am de 1, 1
‘oxi de 5@@2@9@ Di cal ci um phosphate, anhydrous

10 Corn Amtauems injdctable. solution is prepared by first intimately admixing one part by weight of the

0 645 monoethandaming naite 9f yiN- {2-pyridyi}-@-methyl-4-hydroxy-2H-1,2-benzothiazine-3-carboxamide.
‘Magnesi um st earat e :

. The dried solid mxture so prepamed i's then ‘thoroughly agitated so as
bt ain a powdered product that so is conpl eteI y uni formin every

ect. Hard geI atr n (No 2) capsul es cont ar n| ng the phar maceut i cal

!




«in each_instance so as to provi de each capsule with 50 ng. of the a ve
i ngredi ‘ent . Exanple 7 55 An aqueous propyl ene gl ycol solution
\“cont ai ni ng ‘t he di et hanol am ne sal @ @86N&59- pyri dyl ) - 2-

- et hyl -4 hydh Xyt baks BEREGANY rswan SBhRQ VAN i fla@lm é oPfepar ed
{_,y dis SS@I’OW:@@ryt !ﬁu?‘?’%]pagsam‘g@ il erllited g It' @oﬂhé’% t:éfi@éfﬁl:a H aégﬁ ght).
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" pH of ' 8isDaddethéo eaeh oh thedlled winlg dafork wesh @y dal uitimatslyalovideag saidtion vehinhl contaips
g0l ut Forl Octshehimscivengaredient e each 1Tlvef iningiplieiPAviionper each m . of sol uti on.
The solution is then sterilized so By, gs of filtration through a 0.2

[err] pore si#BletRihidtRn & digpaikaap aendTrkyahsfo%mh@maqmmgetﬁmmyé £r3Borfidng &9 |
. sol uti omeipot edetifiedbalow:s t hen sw t abl e. for i ntranmuscul ar adm nistration to

ani maf%. mpl e 8 An agqueo esolutlon i g prepared by first
- intimately gq@%gzﬁga ;;fgjfr °§A2‘ ?? ~Zsmethyiet %’%ﬁﬂet hanol ami pggsalt of
"N (2-pyridyl)-=2- et hy cProx -benzot hi azi ne- 3- car boxam de W th
2.5 . Microcrystalline cOlluiise 459 1 1-dioxide with 2.5 parts by weigig of
- di sod®um phosphate with the aid of a nortar and pestle. The ground dry-
mi xture so Nstfied pegelptinized @arcB NG i | i zed with ethyl ene oxi de and 4R} eafter
asepti cal | .ol a6 &8ss vial s and seal ed. For purposes of intr us
- adm ni stratlag’h L‘?%lgm ent anmount of distilled water is adde %{o}peach of
" the f#lled SoﬂlahSatbﬁfsuﬂfa& use so as to ultimately provide a sol utd.s which

*" conposition are then prepared, 'errpl oyi'ng a sufficient quantity of rraferi-fa-l

~contains. 5 10 . of tthe aﬂ(é:"{lve |ngred ﬁ'nt per each m'&eof I nj ect abI e :

sol ut|o ° rgpagition f5) tharoygh e[sargpua

ol g.q?%??? R R ; Eagéé'eg I o

10 The B;amaau adity MBapsropraakd arfid { &repwnétcbrdn |:2'eﬁﬁhtd3¥4 - hydroxy-2

1, 2- benzot hi azi ne 3- car boxam de 1 - di oxi de . 23 92
M crocryst E"ample 10

ne cel
311. 03 I’% I '@EP@&PF’ﬁF Qyé!dergifn& t%follwup_g mateﬂals together in the proportlons by -
84. 0Q, I\/éé'ﬁes u%fggégg:"gte _ o
0. 945 20  The moAsktkERolamine)sait S Nf(ﬂip?ndyl)-Z -methyl-4-hydroxy-2H- ' '
0. 105 After ﬂ.ﬁebedmlm'nef&aqm&mldm Aglidxider oughl y bl ended, tabl et28.68re
punched fr he res It| ng xture, each tabl et being of such A sji_ze that
it cqptain '°2 ufpho %ve ingredient. Qther tablets are''ddo
prepar ed |rp°;av,§¢|m,[,m{on; ashl on containing 5, 10 and 50 ny. of thggactive
i ngredient, respectively, 25 by merely using the appropriate anmount of-the
t abl et bl emdlf'ﬁdyamt@as@tafmalrfpl e 10 A tablet fornulation is po&ared by -
bl endi ng t foll ow materials together in the proportions by I ght -
specifi ed B@Poﬁ" aﬁql monoet hanol am ne salt of 2185
N ( 2- pyr i dgbdiard 1404 fidered- hydr oxy- 2H 1, 2- benzot hi azi ne- 3- car bomde
1, 1- di oxi de - 23.69 Dical ci um phosphat e, anhydrous
1 13. 37Afg§5trp(§lrlgq/¢qq}qogqumgmomgl§v blended, tablets are punched from the resulting mixture, each
50. 0(55 Mﬁtd?tf [?eép@ snegé a%}s?%Pand K the active ingredient. Other tablets are also

U

zmre ared in son cmﬁamn (% mg of the active mgredlent respectively, by
10. 00 erely usin the tablet blend in each case.
2. 65 Sodi um | auryl suI fat e

0. 294 Algiers foheweonurmdcmmpmsést BECH DEFROGR Ukl LW BlLeSkded, tabI ets ar e
puncﬁ‘éd fromthe resu m xt ure, each 46 t ab) et beehi]&[ é’r@ %
Phat 11, ol e i i_cggh e g e = ey <o
prepar ed I'B, A coin a as c@ GR clatil 1%!‘1&!‘(‘9 et%ﬂer@adnm d. of the active

i ngr edi ent 3. AeSrﬁﬁcﬁshd\ée lchaimdalyin RRINE 1 ywhicH BGhd hencdtianoipminatseit.affount of t he -
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G I.T LCI, ye %? mE;‘%E?B“fo"T:E QXW"E’HE‘BQ aﬁhaﬁ@acwéf%amtr'mwé apg a saltas

di et hanol' a

0 ot o oty ATl e e 55 B e womong o v snauanin
claieed in claim1 which is the ethyl enediam ne salt. 3. A conpound as

cl ai medeipimsciornthe Qongiattiriy Btate: kAT nonoet hanol ami ne sal t. :

1. A process for preparing a crystalline, non-hygroscopic, water-soluble ethylenediamine, mono-
ethanolamine or diethanolamine salt of N~(2-pyridyl)-2-methyi-4-hydroxy-2H-1,2-benzothiazine-3-car-
65 boxamide 1.1-dioxide, characterized by reacting A N-{2-pyridyl)-2-methyi-4-hydroxy-2H-1,2-benzo-
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ne
salt. 5. .A pharmaceutical conposition conprising a pharmaceuticall
acceptable carrier and a salt as clained in any one of clains 1 to
conpound "as clainmed in any one & Q94i4%91 to 4 for use in treating an

ar tNriy Ll Gio 6N b 8'baht b waldRREr Sl ook HalBwitiPhe aRiCor GARbARGhd B&t@tﬁge
1. - A BfRREEH miRlreloRidediledGs thef EXAIIZBY With GthyldRdloxiBeting HePdlftes asdticRily Si&ted b e
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pest I welgﬁhspegrﬁemndmdry m xture so obt a| ned is then sterilized with ethylene|g
OXI Qe an therea ase V|als nd seal ed. For purposes
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of dIStI||€%§ ter is
ore use so as to ultimately provide a

55 " 4. A conpound as claimed in claim1 which is the diethanol ari
@ 6. ARE:

added to eac e f|| Vi als

sol ution MhbahstﬂmmtqanwmseS 10 . of the active i ngredi ent pestieaxch m . of

i nj'8ct abl e sol ution, A tablet fornulation is prepared by bl ending
the fol | &fgdigd Aeeeelptiniged s%e‘? frer in the proportions by wei ‘ght ified

bel ow t Quafh&sijwiesbfaancl amne salt of N-(2-pyridyl)-2-nethyl lgdeydroxy-2H
1, 2- benzot hi azi ne- 3-car boxam de 1,1 -di oxi de 2 3.92 ;.
M &P ocry@d'hmlimledfaltml ose 0.105 [

31108 M)%%ég a g el at oroug bﬁen%eg tablets aFre punched from the resulting mixture, each
ad

a &u con ains 20 mg. of the active -ingredient. Other tablets are also
0. 945pr red in a d 8! €0 and 50 mg. of the active ingredient, respectively,
0. 285bAfriesly idiregg dublaedomamemnummn thestableobleod) Inl sachlceseded, tablets are

punched fromthe resulting mxture egi;h tabl et being of such a size that
It cont aiyy the ag % @nf Ot her tablets.are also prepared
in a sk ﬁ§%§§° B ook e ot T R LB R il
‘regpectively, 25 by nerely using the appropri ate anount of the tablet bl end
I n each . Tbes erondstisanplamirikOsalt df abl2adyriéok-Zrnlesttyl-dydrexystepar ed by bl ending the -
f ol | owi ng hﬁt@ﬁ#%‘@'@t?gé?%ﬁmldﬁ ltlndiofigeopor ti ons by wei ght spe@@ed bel ow:
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113.37 35 Poléw nyl pyrrol i done ' -
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6@ Sodljwl?ﬁﬁsg’l%f@%ul fate 2.65
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i ngr ranmsmg QEPRpFdpW Mt m&ewmiwaa ui SchadaRd. Oprl ate anmount of

tablet blend in each case. Clains for the Contracting States: BE CH DE FR |

GB | Claims|for the @,Etﬁet"!s STtes: &Eh‘;'ﬂé"r?eﬁﬂ &8 M '#po@Fhanol am ne or

hano of N-é Py dnYQ A
ene ia noe laming_of diet ne salt of -pyridyl}-2-methyi-4
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corrpound ETRRURE PSRBT f'3lm Bigh i
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Claims for the Contracting State: AT

- "'wf-.'-r.-'.-_,-( i t

1. A process for preparing a crystalline, non-hygroscapic, water-soluble ethylenediamine, mono-
ethanolamine or diethanolamine salt of N-{2-pyridyl)-2 -methyi-4-hydroxy-2H-1,2-benzothiazine-3-car-
65 boxamide 1.1-dioxide, characterized by reacting N-{2-pyridyl)-2-methyl-4-hydroxy-2H-1,2-benzo-
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mE for the Contracting State: AT 1 A process for preparing a
{i'Me, non-hygroscopic, water-sol ubl e-et hyl enedi. anmi ne, nono-
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8- di oxi d. 25sa' r“ Z@ﬁ?”ﬁ% H"sAhﬂ'pruch 1, das das d}t %Fe H?Wﬂ%'z

§ist. 3. \}tqtmmun@hmmmeAWr Q,a %las das Mbnoat hanol ami nsal z ist. 4.
$\Ver bi nggung n r\/Anspr uch 1, das das at hanol am nsal z i st.

; fPhar maze gy, sé'temﬂgjg mﬁeasmga@h,eehnqnc nmazeut | éch annehnbaren
ETri ger um;hy;bg,? a%m- A a 'i°r’f“]"?’ ?fd"aehanelamm&lz hﬂi‘éfosko n$ ﬁt"ﬂj 0y an ht .
£30 - eveggminm - toxd. r&eﬂwrlgve;rfhé\ms renmmsatz Sorl N2 p‘;,,’dy,,_z_
& \Ver wengupn4taridvie- m%WBMBUdeig.zﬁh@g P | me@usze&hda dusgh ehﬁ&E@ e
_I\/Enschen%ﬁ%;‘% qecﬁgtﬁamlamiden Vertraydse, ﬁfa’“"hT'sisox:d mit Athylaelahir en
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