]

1; ’ C GB

025 931: 8 1 SPECI FI CATI ON Met hane sul fonani de derivatives The present %
knvention relates to novel nethane-sul fonam de derivatives. The present

i nvention provides a conpound of the fornula: 5

[err] . 1 (r)- 5 3 wherein [err] is a hGBro@ah a3n 8 1
hal ogen at©om RZ and R3 are each 1 ndependently a hydrogen atom or an al kyl
gnoup having_from 1 o 3 carbon atoms, and one of X and Y is a carbon atom

and the ot heﬁ‘?@”%‘w 8@??9”%@:& provi ded that the group: [err] is bonded

to the carbon b Ui e il and Y. or an alkali nmetal salt thereof.
10 The t er mhe pradeafvenfin0eTatesto RGleErBethdne BLIfdAemid€ ddricdtivesc Trarpeksint dwentien
atoms, and t bevitierarcothaduny bf'the fodnutienot es a strai ght or branched al kyl group
having 1. to 3 carbon atons, such as ethyl, propyl or isopropyly g.,
term"al ka¥i netal salt" i ncl udes sodf e btn assiumsalts. The corrpound

of formula (I\A)netlem(hl 44 Rydrbien Bﬂlab@c‘!ﬂd@&nW@néﬁéﬂﬁ%a&ﬂntﬁ@éﬁﬂ%?dﬁyﬂr&gkn atom or an
(1'*) 15 alkyl Brouf Baving frbma 168 carBdnauRGm sy ShddhelcHXemd Ui aaibbmaron landthi yther is a
derivatives mftroy@raltqmu9r0béma@me@oupt—ﬁﬁ§%9a is l@déctmﬂ’@ cefhmatqmgfrﬁltbﬂefxa"d
sul f amoyl net Nyqrapplkak qt sal'tﬁ barentd t Qn enzi sgxazol es
or at the19 Bgnotesazf[}ael“ g)‘r&aa é'P %P(E i C’F(gga Em h&?&rm a pylor
excel | ent anftg, ;nxtla e mmsaqssot%sﬁus oyl met hy Indo e
derivatives are bsah@a&doffamum(t)edlu&iwsasomﬁgmtypw@oﬁmwadston No.
3,833,608, the conmpounds of. formula (1) of the presgnt,invention are
clearly different 20 frd‘rﬁfm“ hd‘gle derivatives "d‘%ﬁ@ﬁp@:i n this patent
specification both in their chem cal structure and 20 phar macol ogi cal
properties. Preferred conpqunds of the present invenfjon are the
conpoundsof the fornmula (1) wherein [err] is hydrogen atom or a hal ogen
atom at the 5- ontHacp@ed df intensiod stddis of sutgmaydikyRdertvatles afivirjousibedzazeledit hasbeen 15
i ndependent | youad thatiwirgdire satfaproylorethal grasptisihtrag pcﬁgpt thPamalwioaf 2P éfglse’faeqiﬁrs@dat

corrpounds ar dhedy :2'8" °ch6 %assthsfesv' 1“8? fl s%x?%% dn'I.t %ﬂ‘f g

at om or Eci ﬁﬁl\é Pr}h\é{ \‘EEE(?S % ﬁﬂr nt m

at ons. EXQBT) ﬁltﬁélﬁdél’esdel ég‘&ﬁcloéa cl |éJt|§ﬁ th i\%lf%%&“ﬁ Sturdl afid 20
particularly ppﬁrefiaa:ndgedl pr&eﬁué f am)yl nmet yI 1 2- benzi soxazol e

5- Fl uor o- 3- sul f &raferiefred nds bf (Re bresent inextionairecth8mpounds,of the formula (1) wherein R, is
2- Sul f armoyl mé‘t/ 1? ap@jpgen atom at the 5- or 6-position of the rlngf; anc:j R,and R, :re eac!:‘

' m or a e rly preferred compounds are the
30 5-Chl OI’ ﬁ g) ?AW xl ﬁ%o erei Zﬁéﬂ?@@&%ﬁ? - or 6-halogen atom and R, and R,are - 25
5--Br ono- 3- 5U|b {gﬁ s; 4sF616@ 4, F Which the first three compounds are partlcularly
6- FI uor o- 3- sykdraray| met hyl - 1, 2 benzi soxazol e The conpounds of the for mul a
(1) may be pre ared by reactlng a conpound of the fornula: 35

[err] “'fam°V'"‘et be"z's°"328'5 ein [err] X and Y are as defined
above, andwzgé‘Jo °'&'§,):.§ tmz(g""é's‘”‘f‘}?[orl ne or bronmine), with an am ne of
t he fornula: 5- Chloro-3—sulfamoylmethyl 1,2-benzisoxazole 30

5-Bromo-3-sulfamoylmethyl-1,2-benzisoxazole
6-Fluoro-3-sulfamoylmethyl-1,2-benzisoxazole

The compounds of the formula (I} may be prepared by reacting a compound of the formula:

wherein R,, X and Y are as defined above, and Z is a halogen atom {e.g. chlorine or bromine), with an
amine of the formula:

R,

NH _ {un

AN

wherein R, and R, are as defined above.

40 The reactlon of the compound of the formula (il) with the amine of the formula (1ll) may be carried 40
out in the absence of a solvent, but may preferably be carried out in the presence of an inert solvent. The
inert solvent may be water, an alcohol (e.g. ethanol or isopropanol), an aromatic hydrocarbon (e.g.
toluene or xylene), an ether {e.g. diethyl ether, tetrahydrofuran or dioxane'), an ester (e.g. ethyl acetate),
or a mixture of two or more thereof. Preferred solvents are ethers and esters.

45 The reaction is preferably carried out in the presence of a base as a dehydrohalogenating agent. 45
The base may be, for example, an alkali metal bicarbonate {e.g. sodium bicarbonate or potassium



(e _ (111) wherein [err] and [err] are
I ned above. 40 The reaction of the conpound of the fornula (I1)
the amne of the fornula (I11) nmay be carried 40 out in the absence of »
soI gent, but may preferably be carried out in the presemceops 93m B ners
sol vent. The Tneri sol vent may be water, an alcohol (e.g. ethanol~ or

| SOPr oPgNQkbnatdl’y i%a dg{ Bfiin s 3)@2@5& 9er88¥:1e)e Shorgdil €LDET -
(e.9. digfidd¥ig.Ele ram@‘i.s@'ﬁf/ s ss%&iﬂlgaéfg XAELS] amatht of &G Do iyl
acet at e)m) :eiybausedxﬂuumme cting/Bs Drieadidmk endlalse beDdenydrstalogenathty agetvent s are :
et hers and Teawming of théformula (IlTis@suathacsed oanamowtdﬂremabbymhst0|1edoleeftthq n the

presen%é°'®l’°“adﬁfé§§°fa§"ad“)déﬁ Y Reise % HPEgeieNegS i Theél*!?“ﬂ'?éﬂ"ﬂmsaé" yoheb for

exarrpl e’deg"ﬁjd %Xm Tsuﬂyﬁ%aml%gl ti?n@ha c on mﬁ@ure and pun&ée?i %\5:& otassium .

conventional manner. . _ B
2 025 931 Brhe starting ool A tHR YormalB (1R IsloRbars®byabactiy HHaARGérRmetyiGiervathbioim
car bomettee formusot assi um car bonate), or an organic amne (e.g.
triethylamne). Instead of using a%ﬁl ful G base, an excess am)wtt of the
amine of formula (I11) may be used; am ne acting as a reac ™Mnt and

al so as g Al & A LAR B el Bocd SR Hat L GalBiEh rirteCSrBHing orl s
usual |'y Jiilas préb a?dabaam'dﬂhlatafoc Js%nhﬁ.'seno?ed%’ g.’"ﬁé\? %%Prlﬁﬁ l"gﬁ oo ﬁaomoound
of the faB297®) 4rdlBeigiabBitertig. 638,463 adthisadidam bBftgR an ek Seveal B Hquecdsie I eact i on

t enpet&itmetkanpkor paueousBthgndlitat & temperatyte of frem ARt BOTC togiveigspdiumy carri ed ous at

a t enperBttianesuionatepithei@ant from [err] to [err] The desired conpound of
the formula (1) can be isol ated fro e..eaction mxture and pyjified in a.
conventional manner. The starting C urid’ of the formul a (I'l) is prepared
by I eactwhegireR, Xadnd Yaruasgéfimgd abches, BMBberM&cﬂfig th@resuiting Satiumiinathanesulfonate of

[err ]the formula (V) with a halogenating gl W@\oms mychlg(lda gcphvspaprgs @rgbrg@idp)ned above,

an rea'éi: St it ] otigtund i %“""Eﬂr t.ner el aggmqnﬁffg 1 99

prepare Gftﬁétm ot (1 J%QEI

(Tokyo) ,(eal diundtydrokid&t p ldﬁ Dingddl fc@htﬁﬂ& (e}y0s odﬁ%%t ;ﬁ) W' t h
sodi um sul fTiteeommuamqffoamtla m@hwtbnt alagi mgp1al domr@ntMMQn ss@B gerjueous
et hans )‘“‘%ﬁ?“"a's*!"é?%gﬂﬁ'f'ﬂf cglpgisal Bﬁﬁt@r‘? '°P[Q§° rﬁ°"tR§'“ s Ethe Pressas ipyention 255

met hane 2SRRI 9 &P gie gt Lor cpap T "“"a" oyl herein [err] X and

Y are aqqu A aTTo JECTaToMVZCTE-Ta o M 8115} AGhd N the resul ting sodi um

ot hanod T par e Grod e IR L A BmPlyAORDEL R AIR oS vl

PhoS pPhoriaks afms (dhehigrdilp: Wmuﬁﬂmﬂﬁﬁ‘!emwxm EjeRdbusifspension maOS% th@a@acﬁpound of
t he fa0 rsulhmn |) wherein either one or both of [err] and err are hydsogen

at ons a@’zggéﬁwi'%ﬁe Q'X‘g hW%fP l('d'l“t‘ii:‘(gr pcthe meth %: dgngent i onal
manner t | o : (1). The
e i CheT e omezs:’;e B

sodi ugg daxm &8s, Was Wuﬁi‘eﬂlbvlfﬁb tho @ ¥f itenfiela bndWilcdkdapdtsl J. PRimadconbxpOoineld. at g5
(e.g. soOWl. @fnpegeBA(2949)]. The conpounds of formula (1) and their -al kali metal
salts of t hﬁ‘eﬁPeﬁéﬁ?Pk?ﬁ?ﬁémel%Weﬁﬂw&E@ is phewn in ablest!p @eshPul sant activity.

Phar macol ogi cal test data for representative conmpounds of the present

i nvention 25 are given bel ow together with the date for comrercially
avai | abl e anti convul sants.



(1) anti-maxi mal el ectroshock seizure activity in nmice Male nice oéZ%%iy >
strain were used. The test conpounds were orally adm nistered to t est |
animals (each group: 10 mice) in the formof a honbgeneous suspension in a
0. 5@6tragacanth 30 sol ution. : 6 931 8 3
30 Maxi n‘a|__e_j_er~frnchnr~lz S '. .
Swinyard [cf. - Amrer . Pharn1 Assoc Vol . 38, page 201 (1949)]. The
ani_mal s were subjected to 60 Hz current of 25 mA for 0.2 second delivered

t hrough corneal electrodes after adm nistration of the test conpounds.

Medi an effective dose [err] i.e. the dose which prevents hindlinb tonic

ext ensor conponents of seizures in 35 50% of animals, was cal cul ated by the
met hod of litchfield and Wl coxon [cf. J. Pharnmacol. Exp. Ther. 35 Vol .
96, page 99 (1947)1. The [err] at peak effect time of the conpounds IS
shown in Tables 1 a and |b. 3

G 2 025 931 B 3 TABLE la [err] Test conpound
ED,, (ng/kg, p.o.) 4 TABLE 1a
GB 2025 931 B 4 TABLE | b [err] Test conpound No. [err]
[err] [er rlfé.ﬁgﬁ‘k@‘a”xlb ) 19 H
H H | H
H ' CH, 17.2 21 H
CH [erri 340 22
H - [err] 3¥est cdmpound 5-d ED,, (mg/kg, blo.)
H 30-3—Dipheny-hydanioln
7.6 Carbamazedl n
13.2 Prim donsg No. R R, Ry
21. 7 Phenacemj|de ' ' _
61.2 (Note]: Oi phdnylhydanthhin: 5, $-di phéhyl -2, 4} i mi dalol | di npdl ond®-6
Car banazepi ne: 5F+d|b§nzlb nf ] azepine-§; carboxpn de fyimdope: 554
5- et hyl - 5- phorjyl hexah dropyrlnl di he- 4, 6-dl one ? )
3 H C,H, 38.9
4 H H CH(CH,), 56.0
5 H | CH, CH, ' 37.2
6 5-Cl : H ' H 14.2
7 5-Ci H CH, ca. 20
8 5-Cl H C,H, 21.3
9 5Cl CH, - CH, 56.2
10 5-F H : H 14.5
1 5-F . _ H CH, - 34.5
12  &F H C,H, 31.6
13 . &F CH,  CH, 32.0
14 5-Br H H 13.5
15 . 5Br H CH, 15.0
16 &Br H C,H, 18.3
17 5-Br H CH(CH,), 22.3
18 . &F H . H . 18.9




dnaceni de: phenyl acetylurea The anti-MES activities of the conpounds 'of
g:i i nvention were nore potent than that: of phenacem de, while | ess than
‘t t of di phenyl hydantoin. The activities of Some conpounds of this

ention were al nost equal to or nore potent than those of rm%zepi4ne
5 Mce trai ned to continue coordinat ed m)tor m)vements for 100 seconds or ,
nore on a rotarod apparatus (2.5 cmlTABl;lEabfeter at 1 1 RPM were used [J.”M
Amer. Pharm Assoc., Sci. Ed., Vol 46, page 208 (1957)]. Inpairment of
coor di nat ed notor movenents was defu e inability of the animals to
stay on the rotarod for a 100 second’test Period. After oral administration
of the test corrpounds t he 10 rot ar od perfornance was tested at interval s of

h f o
1 our (0] t—rotrs—Fhremedrarreutrotoxrc—dose "[CT IJ +Or-r—e—tire—dos

r/
whi ch cauped [err] of the anifgi gonpnial | fromthe rotarpd was cal cul at ed
by the ma hod of ljitchfield and Wlcoxon The [err] at pkak effect tipe of

t he test r‘rRoun s is shown ir] Table 2. The prot ective ihdi ces %ﬂﬂnr] Df

anti - VES) ®he|t est Conpounds V\ereﬂzcal culpted afd are Hl P-P-h| t he
sane tabl e. -5

GB 2 025 p311B B TABLE|2 [errf Test konpound *1 (mghkg p.p.)
Protective iﬂpex 1 ' 292 (2)} *2 14.9 10

154 (2) " 10.6 19 198 (2) 17.2

14. 0 Di phenydhydént oi nH 72 (6, CH, 9] 5 Car Bagazep| ne
141 (1) 10.7 [Note]: *1) The| t est corrpountis 1, 10 and 19 are

as definef 1% Tables 18 and I} *2) Plgures jn pHehCHesek reprétent ppak
effect tire 0 hours. gldje neurotoxm,.,effectF of the corrpgunds Qhathis
inventionwere about one-half Ito about one-} quarter as pptent as that
i nduced by di hen¥I h%dant oin. The protective indices of }fhe conpoundsj of
this invepti er than that of di phenyl hydantoih and wefe al host
equal to pr hdaglaRdzefidn that of 5 carbamazepi ne. Therefofe, thgsgonpounds
of this ipvention have a wide separation of therapeutic |5 effects frpm
acut e neuf ot JXim¥B% fects. (3) Acute toxicity in mce Malp nice2b? STD ddY
strain wej ghimgnadémae2 0 Were used. The test compounds wefe orak{_g_{ '
administeted to the test_aninals (each aroup; 10 mice) ih the formof}a
honbgeneous s“’os ension in 10 0.5% tragacanth solution. The nortality was
observed for ys. The nedian |l ethal dose [err] i.e. the 10 dose which

causes deat h OigheiyHaloind N, B beny 1 \WaASImfdBLofilhéticad by Probit met hod.
Carbamazepine: 5H-dibenz[b,f}azepine-5-carboxamide

Primidone : 5-ethyl-5-phenylhexahydropyrimidine-4,6-dione

Phenacemide : phenylacetylurea

The anti-MES activities of the compounds of this invention were more potent than that of
phenacemide, while less than that of diphenylhydantoin. The activities of some compounds of this
invention were almost equal to or more potent than those of carbamazepine and primidone.

5 (2) Effect on coordinated -motor movements in mice ' 5
Mice trained to continue coordinated motor movements for 100 seconds or more on a rotarod
apparatus (2.5 cm in diameter at 11 RPM) were used [J. Amer. Pharm. Assoc., Sci. Ed., Vol 46, page
208 {1957)]. Impairment of coordinated motor movements was defined as the inability of the animals
_ to stay on the rotarod for a 100 second test period. After oral administration of the test compounds the
10 rotarod performance was tested at intervals of 1 hour for 6 hours. The median neutrotoxic dose (NTD,;). 10
i.e. the dose which caused 50% of the animals to fall from the rotarod was calculated by the method of
Litchfield and Wilcoxon.
The NTD,, at peak effect time of the test compounds is shown in Table 2. The protective indices
(NTDgqo/ EDg, of antt-MES) of the test compounds were calculated and are also shown in the same table.



] : .
The [err]-of the test conpounds is shown in Table 3. The safety index |
of anti:MES) of each conpound was cal culated and is also shown in the s

)

ttabl e. TABLE 3 [err] Test conpound * (my/ kg p.o.) - Safet
index 1 1829 93.3 10

1257 5 ¢ 86.7 19 ' ca. 1800 D phe38/Rh§2fA8bitn 5
363 . 4/7.8 Car banazepl ne 1700

129-[Note]: *) The test conpounds 1, 19 are as defined in Tables |a
and I'b.- 1 5 The acute | ethal toxrcrtles e conpounds of this invention

i ndi ces of the conppunds of this inJdenti oNT®gre about tw ce as hidh as that
of di phenyl hydant oi h, wiip$teonaeendr™1i di frgtkandiod so frotqcyindexhan t hat of
car bamazepi ne. The fgompoumds of tTH g TTIVEMTOM fTavyg targe-safety nar gi ns as
conpared to di-phenyl hydantain. As i|s cl egs 2f Fom the abovget est re¢sults;
the conpounds of the fornmula (I) ang t-heir al kal i tal salts- 4
GB 2 025 931 B 6] of the Bresent ilnvent'®f? possesls goodP4nt i con}ul sant

were fairly weak coffpared with that [I5 oOf dl phenyT n[?drant ol n. Tnelsafety

activity and -have af | ow toxicCity, and hepgepthese conpoupngs are gseful as
anticonvul sants forfcontrolling convul sions and Seijzures in _patiepts with
epi | epsy. The conpojnds_of the presdnt invention cgdn be adm nistefed by an
oral, parenteral or|intTRFwdy@ntdp (dute. Hnid dosag of th&%e compdunds may
vary in accordance Wit healdagaefihd | cullar cqgpgynd, the 5 agyi nistration
route, the age of the patient and tHe dearee of t h | therapeutic effect
desired, but is usually |€‘| the range of 1 to 100 ng/kg/day, preferably 3 to
50 ng/ kg/ day, which ma ‘adm ni stered in a single dose or in divided
doses. The conpounds of+1f Ffe {akt@dRpbunds™ 90 hAdOT A4 & dasikidlih ¥arlélHathgbpred in
the formof a pharmaceutical 10 conposition which contains themin

admi xture with a phar neéefigEalin Raganthpees reptesent peal effest dime irchmlirs. 10 conposi ti on
may be in dosage forns such as tablets, capsules, granules, fine granules,
powder s, yr sThes'IE @sﬁcﬂﬁqcrseéther:om edﬁtOftlmgweﬁﬂqeyefe b wea!aifmom&ne-be

prepar ed by nven? ﬁ re %L m_:!'[“iﬁ'at dl mpounds of this

pr epar at i 0gscy Sobrefle0itd gl Fﬁ%ﬂr& ZL"s%T'de Eflr'ﬁ?f LA e g

usual |y usedeffeetefr awia.qya tbkdxle @ ediH epar at1ons an are 1 nert active
i ngredi ent. Exanples of 15 carriers suitable for the preparatl on of

t abl et s, cap@M@@ﬁto tumm'ees and f| ne granules are d| | uents such as

| act ose, stardcmlﬁ

terergf? e(i% tést n ghm% W ’éhe et c?ﬁ"@l‘"!?é
’ da ti v t
cel | ul ose;qq bﬁ%'ﬂrs‘aé‘a% o'fu §h‘ éﬁ?j‘  hesti hﬁdﬁé’ﬁ?{ﬂ %’nﬂlﬁ §§1§ é‘#l it 10

starch, or c@lseivhioh &@E aéawma BY FroBitih
gel atin, acaci aTheiDgyuf aeltésuémeundbgsdhmypram;d shfatyargiex (LDY,/ ED of anu-MES) of
pol yvi ny| pyr ¢ash faitnqend was calculated and is also shown in the same table.

TABLE 3
"~ LDy, '

Test compound * © (mg/kg; p.o.) Safety index

1 1829 93.3

10 _ .- 1257 88.7

1 " ca. 1800 -
Diphenylhydantoin ‘363 47.8
Carbamazepine 1 1700 120

{Notel :

*) The test compounds 1, 10 and 19 are as defined in Tables 12 and 1b.

15 The acute lethal toxicities of the compounds of this invention were fairly weak compared with that 15
of diphenylhydrantoin, The safety indices of the compounds of this invention were about twice as high
as that of diphenylhydantoin, while their indices were somewhat lower than that of carbamazepine. The
compounds of this invention have large safety margins as compared to di-phenylhydantoin.
As is clear from the above test resuits, the compounds of the formuia (1) and their alkali metal salts



hydrogenated oil. Wien 20 fornmed into tablets, they may be coated i'n a

conventional nmanner by using the conventional coating 20 agents such as =

cal ci um phosphat e, carnauba wax, hydroxypropyl nethylcellul ose, macrogol,

hydr ogypropyl net hyl pht hal ate, ceI | ul ose_acetate phthal a6e.2 D25 B3N BN 6

di oxide or sorbitan fatty acid ester. Exanples of carriers suitable for the

pr epar atds i pfakert MBS @Jss‘esssgraaemrammsﬁg%m anll Rdve 8 owtBidit) SRd hdhks! 8RSE, S

f r uct os eommuunds-atensséfikad biticoniap@tioNQGnalRg tonvalbions aBs so0BE inPaticntsa@hc ant h,

sodi.um 2bilepsy: boxy et hyI cel l ul ose, net h | cel | ul ose sodi um al gi nat e,

m crocr yst a 'bgﬂ'ép%‘é 3 9 the peesent invasti "‘%gf % eneeal, Prra@fera'r\mrnkr ’e"ta'

re

a m
di sper ah V’&-eag of%zﬁelpﬁlen ndrfé :eé?:nc%miﬂ lred sul Pat e,
or pol YSBu hge diay) bfdferably 3RS 50 Whi ae{:rr. Qd@gents,
aromat i G stg srbwm.mapdseservatlons may optlona be a ded thereto The

syru p S may 'Ehs cpmpdunes of thermeeént mveition &y vaupllywhimivistered rrd!he; fooh vlacbhamasawtgrbnded
bef or fgn which ¢ agmi a@@gth a g@ﬁmpqutrqa}p@rr F é%e;\h raeayties! 10

s UPPOS' t §$"J’ 3& A E@’P;%an:@ﬁ a%ﬁ?ﬁ:u:n%n bl Yl st er,
gl yceroge He'&arﬂ@rs i fobfRese ptdpardtidn® indfa dll ng chEﬁr&%at&‘Q@Wﬁﬂh' onal

sur f ace aacCilisudg used@dtpRarMbcepfiAfRéparitionsQRd £ Ink® ithé aétl gréliteny € n-tphesevm th.
Wien ps epaiescultable formfiecedpamtion df kebletsl depsules gpingles srallfine gr&ndels erecdmmpfslsm ass 16
ssol vdertasp stradt upioesy Dyapeitol. o C“F'bF“'fFﬁ %m!qf@nfstat"oe gﬁ #edsl y be

dis

L] 8 d su

added ¢ ‘?g’ﬂf?’&ﬁ?’f‘eﬁﬁfﬂﬁ i o éﬂu ?‘?.f éﬁ@@ r.d‘%‘ B%t s,

i SOt ONi Gyerigkhe s'acrpfsﬁraﬁrax ToU§HicRs dQﬁJaﬁés.uﬁwtéa Sd oil

COMPOS tforaias intaesblxe, they niah Be E0atedirad covehiichalGhdrnd? b skigahd @ﬁ&numniaa@ge 20

di ssol vedereduoh as calcjusphpsphate, Ehreaubh svexrbydraxyprasy| methyiqeikdose) agegolsual | y cont ai n
the conpues roar' nfeamma "uense eqq@remhmam rntarm a'px@eanr pagbitag fatty acihestary e -

| nore ed. Pl 28 S%{rrf. §%Bsz"*rr€':gﬂ1 RTINS 10705 10% by

rbo io ﬁr loﬁ@eéog ic rm} ﬁecblmi&e r%g OnpOS'ZEI ons

may Op | (Répikdral To48 MR Hdﬂ:dﬁ kblth rﬂa akicHs 'ﬁﬂ ,orlne

present polysagtte &0 When fohiraslsmoam&:d cbvyvehtrmmfﬂe}ohﬁg/ugegsEmp&ﬁsstarhhﬁorl S not

limted PL’Q?EW%?PGS m?WPMWLﬂeégdedttMeef@Ghmulnd@awk!rﬂethﬁ fbem bf f dresyripyvhigh sment ar y

anal ygh S Dotk oo T BB M of NV R BRE b WiBao Blitek, Bifcehih Kfuraid® EXAVPLE

fatty acid ester, glycerogelatin or macrogol.
45 1, 2- Benzws @t Bﬁdshope&wvfaﬁw&r s@rhb@ercmd&gerﬂioora;resawmmnaa‘any&eo g of
3- brormrastnixydthe@wrtm benzi soxazol e (m p. err in 130 M of nethanol was

added a soIWf‘?’tﬂ'ieR?fed@'I‘l t“?ﬁth alkali "%!Eﬂ'\‘ ﬂEﬁ QEBQ)'SEPEE%F" g!edwi"f?é m xture
|

was h@%t &%ﬁ mant % er 35
educed anaew ‘ﬁa atﬁfny’%% phy: vy "Sv e H'?'%gsso

bri cants such as light anhydrous silicic acid, magnesium stearate, talc,
O

of

met hanol vm THe pwmengcaaadapbémbns merlywb.htsrn mtcehmhds\m&nﬁm& mor weirgkdi. The
filtr at gnetal sgtswathe ective dptediantdrananient of @B beweightecmore. @refmabit 200 sy al | i ne
resi dae \m&i‘t haeﬁemthmtﬂ wig q‘r cappsition. fhege camnesitinne mayeRtigRglly contain other 40

,2-b Y Ay 1 Shosph
OX yc ﬁ In g :,éxg;i?\gﬁ%e o ve ?:i Eﬁ%di He f&lavém:g Eﬁ%\gfs -Egt is rQoQ |l tether E’Eﬁgmsr ;Jf]e

M Xt ure spadrufest munder ref hours. he excess of phosphorus
oxychl ori de was d| st| I | ed off 55 under reduced pressure. The residue was
di ssofy XAMRLED ethyl acetate and the removal of the 55 i'nsdBubl e

it ort 1 HPELATY G TR A S S R EXAVPLE 2

methanol was added a soluti_on of 8.1 g of sodium sulfite in 130 ml of water. The mixture was heated
with stirring at 50°C for 4 hours and concentrated under reduced pressure. The crystalline residue was
g0 dissolved in 250 ml of methanol with warming and the insoluble material was filtered off. The filtrate 50
was concentrated under reduced pressure and the crystalline residue was washed with diethyl ether to
give crude sodium 1,2-benzisoxazole-3-methanesulfonate (10.5 g).
To 100 mi of phosphorus oxychloride was added 10.5 g of the above-mentioned sodium salt and
the mixture was heated under reflux for 3 hours. The excess of phosphorus oxychloride was distilled off
5§ under reduced pressure. The residue was dissolved in 200 ml of ethyl acetate and the removal of the 55
- insoluble material by filtration gave the solution of the desired product.

EXAMPLE 2 -
The followmg compounds were prepared in substantlally the same manner as in Example 1:

. 5—Fluoro-1,2-benzusoxazole-3-methanesulfonyl chlorlde: . .
80 5-Chloro-1,2-benzisoxazole-3-methanesulfonyl chloride; : 60
5-Bromo-1,2-benzisoxazole-3-methanesulfonyl chloride; .
. 6-Fluoro-1,2-benzisoxazole-3-methanesulfonyl chioride.



[ .
The fdll owm ng compounds were prepared in substantially the sane manner as
in Exanple 1. 5-Fluoro-1 ,2-benzi soxazol e- 3- net hanesul fonyl chloride: 60
8- Chl oro- 1, 2- benzi soxazol e- 3- net'hanesul fonyl chl ori de;
60 5- Brorm 12- benzi soxazol e- 3- met hanesul fonyl chl ori de; _
6- Fl uor o- 1_,_2__b_e|17| saoxazale-23-net hanesul fnnvl chlaride __7.GB 2 025 931 B 7
GB-2 025 931 B 7 EXAMPLE 3 3- Sul f anoyl met hyl - 1, 2- benzi soxazol e: The
salution of ExAMmERzi soxazol e- 3- et hanesul fonyl chloride in ethyl acetate,
whi ch was pr éﬁatf@@bvlmvtﬂikb. brgisdxazal|ms cool ed on an |ce bath, saturated with
dry ammoni a wgga’r fd 'EF"E'%?"?}°'§I3dﬂg s‘ﬁ'fER.Yh‘ih! @V'Gfaﬁatﬁmh'gr‘l‘@s hour .
e e oAt e e e e o,
s{aillﬂgsoﬁ ‘4

was concent rm,

smal | anount a@fateanhydcryaﬁmieammaﬂﬁh abaeey@guadthé deeiekdfprdamwammlmacma:mat@ give
t he desired oduct (5.2 9), mp [err] EXAMPLE 4

5- Fl uor o- 3- s rﬁi n%éﬂé ‘Eﬁbenm soxazol e Sixty six grams of
sodi um 5- f uorOSm ‘?%ﬂ?%\ Iu ro=-1 g?ﬁnu oxazo - -\é\mﬁpnaQe helrase rare || n 10 10
substant i a | Yubbdd rdt B aig? anl in\l l%n 500
Exanpl e 1, mmofdhaaﬁdmseﬂydﬂan&edmesa t.cﬁhﬁsp&%uﬁd@i@mm&uorﬂodﬁ mdthta Renoval of

sol ution \NastﬂeemammgthMhomsixmnndm diktilkation, the redfduewag dissolvein$CH miof bdnkape .
remai ni ng ph?@% Eg h%%&t ‘ﬁ? YVEFe“ '(!ﬁ"%ct ynderseduend prassuse wshedeeduv\ms @J?ss'seﬁ yed
1C
fd

In 500 m ! f t'r'ﬁ' # Ufe Ol'ug tmlnuge‘idgﬂ% ﬁrdéls
AN utewymu o\ abdlard The aeﬁatdfyedw ]

reduced presgHdicd pre
et her. The r asidéntratag toSOlolitrnie @Flabb&S) 06 &l Urﬁcﬁf l@ﬂhc&l prbssthe Whel BRAR4NnG pEhaibitdid) ﬁi’

cool ing on am"i@ed@emi@sttethwahuenadnb@n/mthmestteamdadm(32(yhrmmea@eﬂawue for 30
m nut es. The r%t was evapor ated under reduced pressure and the residue
was extra@?e ﬁu@%% u,%%g;t%%mt]pe ethyl acetate |ayer was concentrat ed®
to a vol une of a o] der reéeduced pressure. The crystalline '
preci pitate was coll ected and washed vw;@;b@ﬁz'eﬂe to gi ve the desi red
product (32 g), mp. [err] 20 EXAWPLE 5

20 Vari ous centisted indke followingTables metedreparsd Inisstisatialip tHelagmd @hrinevds Exraies3 dhd
wer e prepareﬁ in substantially the same manner as in Exanples 3 and-4.

18 - GB
2 025 931 B 8 TABLE 4 8 [err] [err] [err]

Mel ting point (1C) .



H H CH3 113 - 115 H . H
I 76 - 78 H H [err] 86 - ‘88 H
CH(CH,) 114 - 117 H CH, CH3
- 107 5-F H err 141 = 144 5-F
S 8 [err] - 114 - 117 '[5-|:] Gp 20259318 8
CH(CH,), 127 - 130 5-F CH3 CH, 14\5}
- 148 6-F H 187 - 190 5-C E
H H 102 . 10EEY _ H o
148 - 151 5-C .H C2H ' 150 - 152 5-C
H Jerr] R114 --|116 B: O Rs [ ef Mpiting point (* Eéir]
176 - 179 5-Br ; - ’ — 225—22% 5-Br
H CHP H 1524- 154 5- Ben, 113 H 115 [err]
144 - 147 5-Br H [err.lj - 97 5-Br _ CH,
CH3 183 - W85 EXAMPLEH6 Berjzoxafdiwe- 2-jret h&hes@l fonyl chlori de:
To a solution of |3.0 g of 2} br ongnet hyl be@gwgﬁol e [ pPpsRagged aacordi ng to
t he procedures 5|described |n Bel gi an |Patent 6524,4631 in 4¢ m of
met hanol wasadded a ol uti pn of H1. 9 g fC*é;(@tls)um 5 ¥4-f1te | 40 nl of
wat er. The m xtu heat d with stilrring, at [efr] gsn_ow;s and
concentrat ed unde e uced gressufe tq give trudef sodium:
benzoxazol e- 2- nefhaneswl f onpte (A. 5 g)]. TocHhe sofdi utssal t4awas [added 1 5 m
of phosphorus oxychl oride apd the m xtjure was heaf ed under refllux for one
hour. The removall of e refrai ni Hg phCSphOIché’ oxyghl a4 ge' By dijstillation
under reduced preéssurgr gavelthe 40 dediregq@ragduct aszan ol .
10 EXAMPLE 7 2- Syl f anoyl met phyl benzoxaZzol e: The
benzoxazol e- 2- me{ hanésful f onyl ciHeri dd, wfitbh was| pr dparet#8i n Exanpl e 6,
was dissol ved in{100 gnd of pethyl acetdte, gaturatpd weih gy afnonia gas
under cooling on Ean ice bath. and alldqwed to 15 stfand at room tjenperature
for 30 m nutes. [Evapd@@tion{of tHe soljvent Hunder feduéze {®6essyre gave an
I's oily residue, [whi was ¢thro togrcphedC'_pn sil]ca ggl }é\d‘th 3% _
met hanol - chl orof grm as el uept. The el yate Wds concentrate to dryness and
the crystalline fesi du@m was|recrmustallfi zecc,H; om e} hylisaceisat e tjo gi ve the
desi red product 0.4593, mp. [err]
o] H CH(CH,), 114 - 116
5-Cl CH, CH, 176 - 179
5-Br H 221 — 225
5-Br CH, 152 — 154
5-Br C,H, 144 — 147
5-Br CH(CH,), 95 — 97
5-Br CH, CH, 183 - 185

EXAMPLE 6

Benzoxazole-2 -methanesulfonyl chloride:
To a solution of 3.0 g of 2-bromomethylbenzoxazole [prepared accordmg to the procedures

described in Belgian Patent No. 624,463] in 40 ml of methanol was added a solution of 1.9 g of sodium

5

sulfite in 40 ml of water. The mixture was heated with stirring at 60°C for 6 hours and concentrated
under reduced pressure to give crude sodium benzoxazole-2-methanesulfonate (4.5 g). To the sodium
salt was added 15 mi of phosphorus oxychloride and the mixture was heated under reflux for one hour.
The removal of the remaining phosphorus oxychlorlde by distillation under reduced pressure gave the

10
‘EXAMPLE 7

desired product as an oil.

2-Sulfamoyimethylbenzoxazole:
The benzoxazole-2-methanesulfonyl chloride, which was prepared in Example 6, was dissolved in
100 ml of ethyl acetate, saturated with dry ammonia gas under cooling on an ice bath, and allowed to

15

stand at room temperature for 30 minutes. Evaporation of the solvent under reduced pressure gave an

10

15

oily residue, which was chromatographed on silica gel with 3% methanol-chioroform as eluent. The
eluate was concentrated to dryness and the crystalline resndue was recrystallized from ethyl acetate to
give the desired product (0.4 g), m.p. 166—169°C. .



9 ' ' - : _

025 931 B 9 EXAMPLE 8 5- Chl or obenzoxazol e- 2- net hanesul fonyl chl oride wa
prepared in substantially the same manner as in Exanple 6. EXAMPLE 9 5
Various conpounds of the fornula:

5 as listegd in the following Table 5 were prepared in subst GAt3 5 \B31NH8
sane manneér asS 1 n Exanple /. TABLE b [err] R2 R3

I\/Q,{I ng poi r&e&‘g{hjd H - [err] 139 - 142 H
[ err ] Chlorobenzoxazcv‘_| erqgthane;JHJonyJ—l:hlonde was prepared uHubstantlally the samL ﬁlraﬁr]er
146 - 149 5-4Ldn example 6. H 188 - 191 EXAMPLE 10

10 Sodium salt of 3-sulfanoyl met hyl -1, 2- benzi-soxazol e:

10 To a sol BXAMRLEY 7.0 g of 3-sul fanmoyl nethyl -1, 2-benzi soxazole in 300 m

of ethanol® was VaeRsFoRPABAIRT GBS 0di um et hyl at e whi ch was prepared froM
0.76 g of sodiumand 40 M of ethanol .{lixg nj xture was allowed to stand at

roomtenperature for a while and evaporate Tomone-fifth of its ori gi nal

vol ume undeps ¥sedirctbel fopluvesgTable 5 wlneeprepared drsubsadnsidiysiad satni oranwass icBeineld 7and t he
crystalline precipitate 15 was coll ected, washed with ethanol and dried to

give the desired product (6.5 g), mp. [eLElS (deconpsotion). EXAWVPLE 11
The foll ow ng conpo, RS stanttal nner as
in Exanpl e 10: Sodi pm salt of [5-fl yoro-3{sulf yl mgt epgifsoxazol e,
mp. [err] 20 (decopposit'ion);} Sodi uim salft of a%I-)sul fla X')f?‘hg? ih‘y‘lg zoxazol e,
m p. [err]deconposifion). EXANPLE 12 per |1, 000 table 1

3- Sul f amoyl net hyl - 1} 2- behzi soxqazol el CH, 139 2082 g 2

Lact ose

25 Corn starch H CHs CH,s 100 '%5917

M crocrystalline ce|]lul ose H (CH,), CH, 146 -41099

Pol yvi nyl pyrrol i dong g Lifght
anhydrous silicic afid ¢ H H 1183 369’

Magnesi um st ear at e g

30 The abovexgmeporents were bl ended granul ated and made into tablets by a
convent i onalSoteinlsadef 3isulfdibylraitiyet, z-baalsbnam ght 200 ng were forned. 10

To a solution of 7.0 g of 3-sulfamoylmethyl-1,2-benzisoxazole in 300 mi of ethanol was added a
solution of sodium ethylate which was prepared from 0.76 g of sodium and 40 ml of ethanol. The
mixture was allowed to stand at room temperature for a while and evaporated to one-fifth of its original
volume under reduced pressure. The concentrated solution was cooled and the crystalline precipitate
was collected, washed with ethanol and dried to give the desired product {6.5 g), m.p. 225—230°C
(decompsotion).

15 15

EXAMPLE 11

The following compounds were prepared in substantially the same manner as in Example 10:

Sodium salt of 5-fluoro-3-sulfamoylmethyl-1 2-benzisoxazole, m.p. 240—243°C
{decomposition);

Sodium salt of 2-su|famoylmethylbenzoxazole m.p. 265—267°C {decomposition).

20 20

EXAMPLE 12

per 1,000 tablets

3-Sulfamoylmethyl-1,2-benzisoxazole 100g

25

Corn starch

Lactose

Microcrystalline cellulose

Polyvinylpyrrolidone

Light anhydrous silicic acid

30

Magnesium stearate

35¢
17g
40g
6g
1g

1g

25

30

The above components were blended, granulated and made mto tablets by a conventional
method. 1,000 tablets each weight 200 mg were formed.



10 , B2
25\ 931-B 10 EXAMPLE 13 3-Sul fanoyl net hyl - 1, 2- benzi soxazol e ’
2 g Lactose 779 ¢

rjoxypr opyl cel | ul ose : 20 g5
LiNght ﬁ-h-yd-z-eus—s-i-u-ai-c—af‘i d GB 2 926 931-B 10

5 The above conponents were bl ended and nmade into fine granules by a

13 were repeated _except that 5-fluoro-3- sulfanoyl nmethyl-1, 2-benzi soxazol e
or 2-sul famoyl metrRHRBRNYeRtEd2Petgizexaided i nst ead of 3- 102009

sul famoyl met hyl - 1,4sdenzi soxazol e. Thus, tablets and fine.,gganul es of each
conmpound were prepared 10 respectively. CLAIMS 1. A corrpouﬂd of the
formul a: 15 wher éiydrojypropyiceliosa hydr ogen or hal ogen atom [eog] and [err]
are each independently a hydrogen atom or an 15 al kyl group having from1
to 3 cé& bon atorn’;',gh'a’t‘?gydfﬂﬂ‘és'b‘i’ca}('dand Y is a carbon atomand {Be other is a
nitrogen at ' s etre B18 Qe : ’ ' t he - carbon at om
of either O?ﬂ%{a%ﬁ&dﬂ%&n an %t}%gf(?;"ﬁe%g'f Ms?’éﬂ g%ﬁ‘é%g??&ﬁ%"%ﬂ‘ag’é‘%ﬁ%‘{and of the
f or mul a: ERSMPLE 14 o [err] :

20 wherein Egﬁﬂmﬁpsmadwaﬁ ndExamnies 18 ahd tweretepentedercbpRAatBrtkolaB-ar e each

i ndepend yioye })‘ r 'E%@Hs“éfzﬁrf -sulfgmaylm g}:' (e ;{gmﬁ dingigeA of 3t 0 3 car bon
at orrs,'%ogﬂgghih{rfv.ﬂ:gl "ﬂ gtr)'re aroes] et%?‘léﬂ"'@ﬁfaf‘y .‘:@%n&g BTﬁ"?gFg'B‘f‘.’“P‘ﬁ@e'F BERRifh: (@rr]
25 wherein [err] is a hydrogen or halogen atom and R2 and R3 are each

| ndepend€bAIMg a hydrogen atom or an 25 al kyl group having from1l to 3

car bon at onsl; Agemrernddfithelformaiet al salt thereof. 4. A conpound as clained in
any one of the preceding clains wh ,h [err] is a hydrogen atomor a

hal ogen atom at the 5- or 6-posit i'm'f_‘{"ﬁ'é-gri ng, or an al kali tal salt
ther eqfs. whereif RIS HRRIAGYEN Srhafoléd F8H! Rl hd®, &b Bach indbhbRE ) RArdgBifbtsis ofin® €ag/

I ndependelkyt bipuphdving frorg @ o AtDBN3EbNE and oREdf X\shd Y 1s@ dirboritomalBndathehdr isiiet al ““sal t
t her eof . nitrogen atom, provided that the group: —CH,SO,NR,R, is (®8de@.to the caybquatamofaithec bfd amdd i n
claims, Yvﬂﬁ%’iﬁ\‘aﬁ W@g’;\?&"a e both hydrogen atoms, or an alkali netal salt
thereof . 7. <32 8IMRA I ?'W{a'- 1, 2-benzi soxazol e or an alkali netal salt

t hereglp. 8. 5-Fl uoro-3-sul fanmoyl e po2<Penzi soxazol e or an glkali t al
salt thereof. 35 9. 5-Chl oro-3-5dl fanoyl et hyl - 1, 2- benzi soxazol e Or an
al kal i mabebin 82k & hidmgereathalogeédatob() and R, and R, are each independently a hydrogen atom or an

5- Br onp- 3k grosrheyipg fiem fya 3 qartpnigtoms; os arxalkal metabsaltghereaf.kal i netal sal t

t hereof . 113 %S9EFQUIdPf ¥odeimilaryy| net hyl - 1, 2- benzi soxazol e or an al kal i

metal salt thereof. "

:”a'(::: ("

25 wherein R, is a hydrogen or halogen atom, and R, and R, are each independently a hydrogen atomoran 2§
alkyl group having from 1 to 3 carbon atoms, or an alkali metal salt thereof.
4. A compound as claimed in any one of the preceding claims wherein R, is a hydrogen atom or a
halogen atom at the 5- 6r 6-position of the ring, or an alkali metal salt thereof.
5. A compound as claimed in claim 4, wherein R, and R, are each independently a hydrogen atom
30 or a methyl group, or an alkali metal salt thereof. ) 30
6. A compound as claimed in claim 5, wherein R, and R; are both hydrogen atoms, or an alkali
metal salt thereof. ' :
7. 3-Sulfamoylmethyl-1,2-benzisoxazole or an alkali metal salt thereof.
8. 5-Fluoro-3-sulfamoyimethyi-1,2-benzisoxazole or an alkali metal salt thereof. - _
35 9. 5-Chloro-3-sulfamoyimethyl-1,2-benzisoxazole or an alkali metal salt thereof. 35
10. 5-Bromo-3-sulfamoylmethyl-1,2-benzisoxazole or an alkali metal salt thereof.
11. 6-Fluoro-3-suifamoylmethyl-1,2-benzisoxazole or an alkali metal salt thereof.
12. 2-Sulfamoyimethylbenzoxazole or an alkali metal salt thereof.
13. A process for the preparation of a compound of the formula:

40 R o] 1) 40

wherein R,, R,, R;, X and Y are as defined iﬁ claim 1, which process comprises reacting a compound of

the formula: . .
.‘-@._“3”3’ . (I

ool
4 -
i

convent i GkaMPLEstiBhod. EXAMPLE 14 The same procedures as in Exanples 12 and

]



12. " 2- Sul f anoyl met hyl benzoxazol e or »sal 1 thereof 13. A
cess for the preparation of a COHEﬂ ““ l |rru| a. 40
&frr] () 40 wherein kert| are as elned in cIa m1l, which 2

cess co rises reacting a conpound of the fornul a:
rrp g P GB-L 025 931-8 10

GB 2 025 931 8 10 EXAMPLE 13 3-Sul fanoyl net hyl -1 , 2- benzi soxazol e

200 g L&EAMBEE 13 - 779 g ¢
‘Hydr oxypr opyl cel | ul ose 20 g 5
Li ght anhydr ous %Pytempemetbylyf 2-benzisoxazole 2009 4

5 The above co ts were bl ended and nade into flne gr es by a
conventi onal m:gﬁg}g& EXAVMPLE 14 The same procedures as |né}§é\npl es 12 and
13 were repeat ed-lyevompipyit:dmalbsé fl uoro-3- sul fanoyl net hyl - 120g- benzi soxazol e
or 2-sul fanoyl net hyl benzoxazol e was used instead of 3- 10

sul f affoyl met hyl Lighg‘"ﬁé?ﬁ‘fsﬂyi‘&i%‘fe Thus, tablets and fine grhful es of each
conmpound t he

f ormul a: Ygfh\%g‘{vglgﬁg rtT J,IQ-Se Egﬁcﬁﬁgﬁ%égﬂg&r?){ 'Z)“r’ %r%@g%b‘éfbgﬁn W@#Wetggndd [err]
are eac}EXAMdEEpwdently a hydrogen atomor an 1 5 alkyl group having from1
to 3 car bonThame‘&ﬁwewe" @‘meeamjaﬂﬂ 1|33rveep rematvdnxcaptomtéﬂ'dom% other is a

ni troged ¥l %%’H's gg‘ERY xgzele wassediingteadaid- car bon at om
of ei sgs'gg% Ezm"}' b ot R R el S Pﬁsmdﬁ ot t he
formul a:

(r) CLAMScherein [err] is a hydrogen or hal ogen atom and [err] and
[err] are chéisomperedettbetrriye:a hydrogen atom or an al kyl group having from
1 to 3 carbon atons, or an al kal'i salf thereof. 3. A corrp(r?kmd of the
formula: 25 wherein [err] is a hyﬂ%bl“hal ogen atom and [erf] and

[err ]lsamel%ﬁ!(m isl ) EBEMGERdId¥n gohyAl raﬁ@ﬁ{hr@&&mngépemnaﬁa Wdtoygén féh bienhavi 9
from1l falkvl%rdnahm f@'trohﬁ3oenboma’toakzléadl onePEX and sia b tarbdnatarnénd the otlfer 3@pound as
cl ai med nltmmﬁémmmeovmd thatthperoes o GHS@NBiRyis banded &d the fashanjatamsof githey o otfén at om
or a halYoYép atelonetaleal hiwred. or 6-position of the ring, or an alkali netal
salt theredf®BTPRSNAAM s claimed inclaim4, wherein [err] and [err]
are egch independently a hydrogen a@m—@@: a et hyl group, or g@n al
metal salt thereof. < 30 6. A cé@poun
cl ai med wiherein|Raismhidrogdner mlayeMoaerlR’,%arwrPgada@adh iiigplenderein a aydsegen aom aaan al kaI [

alkyl group having from 1 to 3 carbon atoms, or an alkali metal salt thereof

3. A compound of the formula:

'{'—\Mu,n,u ' (")

25 wherein R, is a hydrogen or halogen atom, and R, and R; are each mdependently a hydrogen atomoran 25
atkyl group having from 1 to 3 carbon atoms, or an alkah metal sait thereof.
4. A compound as claimed in any one of the preceding claims wherein R, is a hydrogen atom or a
halogen atom at the 5- or 6-position of the ring, or an alkali metal salt thereof
5. A compound as claimed in claim 4, wherein R, and R, are each independently a hydrogen atom
30 or a methy! group, or an alkali metal salt thereof. . 30
6. A compound as claimed in claim 5, wherein R, and R, are both hydrogen atoms, or an alkali
metal salt thereof.
7. 3-Suifamoyimethyl-1 2-ben2lsoxazo|e or an alkali metal salt thereof. .
8. 5-Fluoro-3-sulfamoylmethyl- 1,2 -benzisoxazole or an alkali metal salt thereof.
35 9. 5-Chloro-3-suifamoyimethyl-1,2-benzisoxazole or an alkali metal salt thereof. a5
10. 5-Bromo-3-sulfamoyimethyl-1,2 -benzisoxazole or an alkali metal salt thersof.
11. 6-Fluoro-3-sulfamoylmethyi-1,2-benzisoxazole or an alkali metal salt thereof.
12. 2-Sulfamoyimethylbenzoxazole or an alkali metal salt thereof.
13. A process for the preparation of a compound of the formula:

40 | WK F—mesy M 40

wherein Ry, R,, Ry, X and Y are as defined in claim 1, which process comprises reacting a compound of

the formula: .
"rE i -A—c:u,sazz ' an



r)_retal- salt thereof. 7. 3-Sul fanoyl nethyl-1 , 2-benzi soxazol e or an al kal i
metal salt thereof. 8. 5-Fluoro- 3 sul fan&ﬁl‘“‘ﬂ“ﬂlw"ltlwrm soxazol e or a
gl kali metal salt thereof. 35 nmet hyl -1

2 benzi soxazol e or an al kali netal salt thereof. "35 10. :

5- Brono- 3-dulfamyl methyl -1 2. henzisoxazole or an alkali nSBo? 0259318 11
thereof. - 1 1. 6-Fl uoro- 3- sulfam)yl nmet hyl -1 , 2- benzi soxazol e or an al kal i

metal salt t hﬂfeemfa Xlaad YZmSHhéfﬂmﬂoﬁﬁnbzﬁsbﬂﬁﬁeem @itk bn ﬁﬁ!n@&f'ﬂ%lfbmﬁﬁt al

sal't thereof. 13. A process for the preparation of a conmpound of th

formul a: 40 R, [err]

{1} 40 wherein [err] are as defin /fn clalml whi ch process
conprises reacting a conpound of the fo%a: [err]

(1D 11 R,

GB 2 025 931 B 11 wherein [err] X and Y are as defined above and Z

is a hal ogeng%!rgr;rlﬁz and Rare ps f&m;:gbwb mﬂyh%mﬁﬁ‘rl?ab tbeerz a'm‘hla@lhvdrmnanmsm are
as defi ned_apRiipaally e gyl ting cormpoupd i d%{ re hydro en
at ons, opt?ogl;aj“lqay "goﬁceés?scﬁ e eadg M f’ﬁ'aq'be 8%%1" %éshgcé'ﬁ 199 97 SFRY 5
salt thereof. 515 Aprocedsas cﬁln&'ﬂ@ﬁ@&rﬁ 18Subislapdidif sk He&nnﬁéfﬂﬂe@héﬁbe‘d@ﬁtﬁ?éfﬁeﬁcbﬁ any
group Z in f osemiitha fdrédoing Efanpleshl ori ne or bromne 5 atom 15. A process as
clainmed in clai ﬁﬁl%coylmmﬁvlﬁ'meﬂsncasn hwhmevﬁnefemred h¥apeacpisasiclginedhinamf aneefice

t d0oflaimgd3 A | d | 110
whenever  pr gpaﬂzé ‘gq‘a"p"aﬁ? R SR sorbind 315 ROV oo § sombpia qreheoriy £
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