1, 051, 006 5 N, N - dinmethyl -
formam de. The 4- nelted at 154[err]-155[err] C after recrystalliza-
benzenesul phonamdo - 5 - (2 - nethoxy- tion from ethanol, was obtained

after ‘ethyl) - 6- chloro - pyrimdine thus ob- evaporation in vacuo.
43.8 g of the 2- 65 tai ned has a rrelting poi nt of 124[err]-125ferr] C
(2 = nethexy - et hoxy) - malonic acid dia- It was reacted with

et hyl enegl ycol nono- mide thus obt ai ned n of 15.7 net hyl
ether and sodium to. BATENT F}rfﬁiﬁ%#‘oof absol ut e et hanol

benzenesul phonarfido - 5 - ﬁ@mmxy- ~and 15.7 g of f

boil e t refl ux " ethyl) - 6 - (2 - met hoxy - et hoxy)q’qé"ﬁpﬂﬁor 3

hours. @ ter . ; % i ng of Pat@@@ppitatiort and fling CompikterSpecifidtiont Junpheh9éSr yst al | i zed

from» he disostosiss. salt of the resulting 10

tionit eda 5- (2 -

et ho g A I?c%tlo %Idgg 111 Wl&nlan{l%@ |8'08421C){hl¥rg 49)(”64' {her e

pyri i Pl of PP'lfyﬂoqu'oFrﬂrzrr'ar 0. 162 52)%%‘6& *hed 4 -

benzen _- Cumplesismrﬂqatmﬂrmmhearmk Hédf&d for 3 hours with

(2 - 'hoX : © €réwr Copfrigft¥es, 230 nl. of phosphor ous oxychl ori de
and 22§ 75-.° ’ -y) - pyrr m di ne—which—when crystal-- nml of N N -

di et hgﬂdex aﬁmbpmmr_oz me&KME) 1F2C2 e 1iF2m3) mmmarnmcaham MILAPN i nt of
tenperature of 130[err , §AR AT, ?éﬁé, 2B3B, 2 ﬁﬁ

t he phosphorous oxychl &Paﬁ%‘?’a P_%&ﬁﬁ% of f
in vacuo, the residue vvas) treat ed wi.th ice-- . By a procedure anal ogous

to thafmt c@swq%ﬂ /%t er an (2- 80 i'n
Exanple. 3 for the pr oduct i ogc%{lpﬁﬁﬁ %F@ny) u;)yrr m di ne thus
obtained 20 (pXNowed &I@@M&d‘#ﬁl@thmmo for thetmanufac extracted with

met hyl ene chl ori de. “The ‘6 - chitixeweof pyinidine, 20.7 g of 4,6-
conpound di smlll' eRosianRS] EhlRockD Y €ol, ] ofd & devd]Vpreferably Cting,wor @@ thred - (2 -
met ffoxy - G)zsm -Sw'lss Conl oiverSechrﬂ]a;sst-ﬂkbxy\ngtohpsa@e, dorodzathpie sodi um
B) The pro 84’ ; §‘HFZ rome ﬁ{‘;f”‘? 35 By
a procedyr ;&ﬁé % % oxly ut oxy, 35

N, N- di met hydug‘@ﬁdram od ywhi retﬁ bﬂﬁ:@ &mex@mxyogh% (4 -
chloro - benﬁ:ermdsu piao peativilaidy) -desEribed (13 _ aytkoxy-akoéﬂ}y[pfdmmnado) - 5 -

h | llpmgg nt - - up
py(ralr% drlraem%l c°n°°m°for %ﬁtﬁg &g@mﬂ‘gﬁ e 4204[err]

C after cliﬂammmre Elereof - ' xy.Q ' ps areCHYSERI | i zation
forom i sopr gpiiie @Ydhevlphomumdnasrovxdctdnw wer emple,achydﬂbxmnbthpr,Q ctxhe sodi um
90 30 reagE¥Hi ¥h céeﬁweneﬁr%cﬁm%d op% mxvo toxy and

orm r alkyl’ 45
4- chl-or o- benzenesul phonam de i'n 180 one ‘% 5 other
benzenesul phonam do) -t RQf NNL “di met dendd€a straight - (2 -
met hoxy et hyl ) (2 \._hydlir oxy- 4 chai dr branmddahaih alk;b@mpmm-phonam do)

5 - 5 et ha’fcy)‘f }y -rmqrﬁ;} rié>1 From t h@ % ‘FPR’E"“ ﬁ’e‘!sh

ethoxy) -~ 6 - chioro -opyrr M>g3 oil f'r' gﬁc%}ém sal t
(inmel t - d| ne thus obtained nel ted at 14;%1&& raﬁ G‘o tﬂ%e 3fboni Ng poi nt
303-305[ err]-C when crystalli.zed:. wien a sthalidtrowdthemeﬂbyh etla’!,rmmﬂl It was

"acet ORibkekih I18) lgggmt e“gxr GV _gﬁ;‘ggylwétﬁ? B1Op der%r loper, nggl ycol
di-umor ucﬂlrer hydre lﬁox Qgﬁ }:T,'Rlﬂ b g‘bﬁﬁ% I nbt M&d "give 4
chler dO'Wﬂ'-b‘kSrLZd _carbon atoms such as allyl. and the like. The
_alkenyl, phenyl, substltuted-phenyl SUbSﬂ- rm " ‘lower-cycloalkenyl’ denotes a cyclo-

- 20" tuted ‘Tower-phenylalkyl, lower-alkoxy, lower alkenyl group containing from three to seven
_ ’-alitdxy-alkyl or lower alkoxy-alkoxy group, carbon atoms such s cyclopentenyl and cyclo- 60
K re?r_esents a lower alkoxy-alkoxy . group hexenyl. The terms ‘substituted phenyl’ and '
~and"R* réprésénts a halogen atom of a lowér- ‘substituted Iower-phenylalkyl’ denote phenyl
Zalkyl "or lower-alkylthio ‘group and wherein and lower-phenylalkyl groups in which the
y . 5 thebrokén ines. denote that the substituents phenyl nucleus bears one or more of the fol-
£ fattached thereby are optional, and salts lowmg substituents: halogen atoms (e.g. bro- 65
T j:llereof . - ., mine or chlorine atoms), hydroxy groups,
“The- -fert - ‘ lower alkoxy—alkoxy used lower. alkyl and lower-alkoxy.: grotips ‘(especi-

. teere denotes a group of the formula  ©.  ally those containing one;. two or three carbon
e atoms), lower’ hydroxy—alkyl groups of the -
30<ileis “WO——(CI'Ia)n—'O—'QHznﬂ - formula —(CH,),—OH in which » signifies 70.

a whole number from one to seven such as,
in which » signifies a whole number of from for example, hydroxy-methyl, hydroxy-ethyl,
[Price 4s. 6d.]



fromacetonitrile).
- (2 - hydroxy-

pyrimdine which had a nelting 100

5- (2 -

EXAMPLE 9.

met hoxy - ethoxy) -

et hoxy) -
poi nt

6

of 123[err]
t hat descri bed
EXAMPLE 11.

et hanol .
(par at ol uene -

procedure anal ogous to that described
in £xample 3 for the product 1,861,086 4- 105

4.6 -di-

C when crystallized from 40

5 - phenyl -

6 - chloro -

By a
pyri m di ne
chloro -

By a procedur e anal 0gous tO0
in Exanple 3 for the production of 4-
sul phonam do) -

met hoxy - et N@¥ddxy-prdW’ 1204 - hvd
di ne and 24- g%&xﬁyﬂ%&z&ﬁk i
g of 4,6-

phenyl - 2 - nethoxy—

met hoxy - efhaxyegven sushilad nfathod

6-chloro - pyrctyh dlmﬁémmnpsomlbt anqﬂtydy-rtstyt,ed
; lelo -

' -; S
befgs .& Egﬁﬂ I@
et hyl enegl Y100 lsubstiruted- Ylor - sﬂ)stttutﬁﬁi &y-
give 4 - lqun!lél%uhg)Mﬁposmm tdltlneprttfmeé elbvxyiafkoq or riwtet b}diro_ i

f or mam de.
- chloro -

50Im

to
am do- 5 - (2
fromacetonit r,,ff
was heat ed 19/ i ebstiyen?s gre \prebelt
at 129[err]

pom

"‘%:Eﬁwi’e%"“

.-sul.phonami de wer e heat ed in 180 mi|
2141

Foprithr Gl
di ne vere heatyegnui 4 Bgn%% 8 widle &Bﬁeﬁ%ﬁh SH

s

[, lollg,gge - sul phonam do) - 57

chloro -
of
TR - k-

benzene- 6 -

- -

di met hyl
sul- p

el
b b Bihlezen ﬂ&ﬁ'therem

one -

B (XY hﬁ(yﬂ ‘?he

dtlthec aghd sodiumto ,gl ve

%m _
Toharg do N"‘3‘1—1;3»(2 -
-methiyl) Iniftioxy- benzenesul phonami.de’ =110 -

in 80 m of NN- dl(ﬂﬂhyl
¥ _The

"a%dg,g,sodl um .
9 @roap

Ll &g‘ﬁ’é
hydnﬁmMoSSpgumﬁmabﬂmaﬁﬁhxﬁiom et hano

be

- 5’
nzéme

(4'

rke.

Ilzed

18 ¢ o{
5-(2 -
phenyt -
2’Pyrimdine,

2hitoro

45
12.

8

rrelted

4 - (4 - ¢
phenyl - 2

of 2 - (2 - nEr crystalllzedfromacetonltrlle W th
ethyl ene- mal Qe mﬁ P%(Izn bf boi | i.ng ‘poi-nt - gl ycol fPhoet hyl=—
ether and sodEsipmatinter form ehi RO Fegdel | mﬁmﬁmn 1, R9Gudhe BlokeRQRE B  ViBS
obt ai ned 4#3- t4 a-lowhlalkoxy-alkoiyegrmnm repre-  the algaificancaglyer @rlis) fvith Sl betize@d f OF
hours at sul BH veer-gke Ithy12 Sﬂphmtﬂ dqlgle of the formgln t enper at ure.
The di ani de, al ’e °’i§' Xy ) s pyri mixdi ne which nelted 125
at 133[err]- Ee)iﬁ aPhalogeh® o‘nf: ropm VWHAT, WEACQ WIS -
acetonitri I3é a lowcr-alkyl group, and salts thereof. 1) Cor?pmmd'f %t the fornula
EXAMPLE 12. venu 8@%?@“@6 yohous to that descrPbed
[err] in Exanpiamms g:“@l;" e 4- ~(paratol uene -y,
sul ‘phonam do) pynnﬂdme ﬂhﬂneyfl:mmla '
) (wherem R‘l hal and the broken line have the 60
32 nal significance given earlier) and, in either case
35 :nal / '\R wh:xlwe required, oonvertmg the product into
- a salt
\N—( The reaction of the - dlhalo- ynmldmc of
formula. II with the alkah-meual salt of the @5
()  amide of formula III is conveniently carried
_ out using about 2 mol equivalents of the
-(wherem R, Rs and the broken line have the alkah-metal salt (e.g. the sodium or potassium
significance given earlier ‘and #al stands for salt) in the presence of a solvent or -diluent -
a halogen atom, especially a bromine or such as NN-dmethyl—fomamdc at tempera- 70
chlorine atom) with an alkali-metdl salt of tures within the approxnnate range of from
40 'a benzenesulphonic - acid amide  of the 50° Cto 120° C. :
_formula - The 6-halogen atom of the reacuon pro- g
_ 1<‘1uct :flk fonnalulia IV is then replaced by a
' I lower alkoxy-alkoxy group oralowerhydrm—. 75
- \,_é_‘m'_ ‘alkoxy group. The replacement of the 6-
B e i 3 halogen atom by a lower alkoxy-alkoxy--¢ or .
0 - hydrozy-alkoxy group is effected by reacting .-~
(II'I)' the 6-halogeno compound of formula: IV-with. - .
the appropriate metal alcoholate in the:préz.’ 80

r-

“égf,?'&ﬁ*

(v;n;hcgem R* and the broken line have - the
‘significance given earher to give a com d
4 of the formul Siladhes.

TR ) The

starting n&#erdrkin atqmysrsum ds nﬁthylhio(;hﬂmﬁd, ed at 137

.sence of the corresponding: alcohol. ‘Suii

EXAI\/PLE
aﬁatlon of the®
C Ashen 120

le -
combinations of alcohols and metal. alcohol- - -
ates are; ‘for examplc (ethyleneglycoi?n“'"
ethyl ether)-sodmm in ethyleneglyool mono: .

10.

99,g

SR

"

16



6 - chloro - pyrimdine, 22.5. g of 4,6- dichloro - 5 - phenyl -
pyrimdi ne were re- acted with 48 g of the sodium salt of 10 4

met hylthi o - benzenesul phonamde in wherein Rerr] represents a | ower

al koxy- al koxy 160 nl of N,N - dinethyl- formam de or |ower

hydr oxy- al koxy group, Rerr] represents to give 4 - (4 - nethylthio -
benzene-" a |ower-al kyl, |ower-alkenyl, |ower-cyclo- sul phonam do) - 5
- phenyl - 6 - chloro- alkenyl, phenyl , substituted-phenyl, substi-

pyri n di ne whi ch mel ted at 229-231 @.05t¥06ed | ower - phenyl al kyl , 3

| ower - al ko 0 oty Skhd! hi el =Te ngngcrﬁsgfa aien

al koxy-al k yléﬁe anﬁ %@%@m&r Olljgéaicameng ﬁ% calty,! theytird e NEgl yCOl
and sodi um duhbsg,heath g:here rms@n:t prefer-| oﬂnbras eblld«b araﬂépmsyntgrmmlarly corrpound

Sovers 3 (gly_mnw%og 7@5% SN They o0 %Q” gLy
| ower™ %ﬁ}éﬁ ressu in th orm E? rable

| ower - al kyl t Oc@ﬂ@bﬁﬂmﬁﬂﬂa &bﬁumdme hs - whih! icotkathi ne of
mel ting the fiymeldh with a denzehesulphanylt hakide tﬂlansmbémmumemth; an 7EgaRio or pint

174-176 ¢ (TR GPAvCrirat by parirl| gy in. & splventy greasice fpert 1 ofErien (pateaifl s | and
sai's 5%%:&%&@3 e e R Wpﬂ? eFher “and
sodi um gavarrid -ouf %t -rodile tay;leiamr@alﬂmug stéaRre) QB d Segarsbld cms;m n claim

1, benzlagib‘sm mﬂﬂl)re&calsalsotbp lugedy | alkyle@e -glycfls orwperolsim 1 _
represents a 13%2 W!ﬂa x WW |t|-ng
Al Koxy. o Uit e ey g oo T o 0% dﬁ%"“ﬁiﬂ Htrom
acet oni tri | @) se; for cuvple ¥Rz m&aﬁmy olutibr)\Veispensidab Kéa X ymuldidas)e

al koxy- - al g!;yﬁ m#oniccmérdmt;@ox fonnaﬁlﬂsox sg:z[s teyilized and/or may contain addmve EXAMPLE

13. with &Qﬁ;@? r BHFTRESH “3 %‘H’E =Jo)

By a procedﬁfqﬁl rOffe o °f§;e """dﬁ ﬁg%&‘%%&ﬁ%ﬁqﬁgj ﬁﬁ%&ﬂﬁ)rgi | ower

- al kyl gr oaphosphorus i oy malme rekeRGe tﬂhealw eﬁuﬁi Ioth&' @Werapeuticillyl wRABIS t her eof .
N,Nggethyl-aniling aratol uene -. sul m;fmiﬂ 0) - 5 - phen I- 3) Salts

as set f ot E“E}P‘gf’i‘fﬁioﬁ Hs°f6 I‘B‘E“B"“n %@{ apbremmd

met hyl t hi 0- 4,6 dinalVLRE cﬁ:: ng n&a('% invention,
benzenesul pdwdnﬁmdj mema5and hexy- In meﬁﬂhﬂlﬂia oyesﬁﬁxeﬁﬁaaiglﬁe base.

ethyl) - 6 W%ggtil dragino p: des ﬁrhﬁ%t%dm( med t i tlonn@'h%mo d:ﬁa?f‘bmm%l’l:d
sul phona dB @%& ﬂﬂ"aﬂ zagion (2
et hoxg&-t E)R' 3c1ally int %ﬁea‘ En%nt les merr%lvoexrlnb%‘wa %fm ) Was%
prepar ed fremstbg. ﬁlpgonaxﬂidétome)uonedpyxérenm d| ne. 35 Ofixadpif® L. d| Ch| oro - 5 - (2

:"E

- met hoxy - %ﬁmmpm glﬁﬂnmcm g acdi 4“&%7;%51#%5@ %mlg .
pyri*rridig % oy w%gn gf Amigo 0 Sthyl) - 6
~7(2 - et NoNyeralkory, °’“°‘96:%“‘£1‘aiiwsz@e%amm ““%.,af?i‘éméﬁwymo- |

pyrt m d| ne alkoxy-alkok$ gmmb an«ﬂ Ns -abdntn’ﬁiﬂhyklmkm OI’GTB. ﬁ'o 5 - @ ghethoxy-

( par at ol uen@1 -alk Sulph ethyl)/\ﬁ @M@negl ycol
and sodi ygn 3 re nts al wmc lene Veatoé% waf_l)f_ﬁf”‘él'?‘f“’ti%ve 4 - (4
- met hyl t hi ﬂkyi rB'—halo give ino J1§ Sth @XY105

ethyl) - 6 in .reacuon Torodgict- by( ao,lwveclakmyo metheayzeﬂgsulsp Qn&ﬂio@@ethoxy)- hydr oxy

- t - .C -
pyre;[ hoxy) m‘ﬁ’ff Eﬁlﬂ Sh@a%‘f’“ Yf’él} 1 ﬁgmp'iae talhmhghf melipd Wéazggg‘ieﬁf et hoxy)

100 - Tl&ﬁn engf Eﬁfﬂﬁlﬁ) Sinl iublﬁtr beg&!laﬁ aminoB) 5 4 (2 - methoxy- 110
benzenesul zgz)lﬂ@m@@ a 1®er— alsdrealkbxy ﬂ&p, mesbg)H 6 € ¢l - qpompastisvky) GIpgrimidint ai ni ng

the fovel g2 o, wg‘ Xy phis - Bee lupgted g?emnWlse ﬂné@mlvﬁﬁsm provi ded

by the i Byelightl hatide of formuld 'V i *ﬁes@ou %1 ch;%nvggj ng A

Tabl et s eaciwhen piesith ireDEschid 3. Kddgdilatéth or G was domtinued B s at
pyr i m di ne. @ lower alkyl group ard, -in either case where ture and the reaction solution was then evapo-
- requxred, converting the product into a salt. rated in oacye at 50° C. The residue was
The compounds of formula I may be con- heated with dilute caustic soda at 50° C
55 'verted into salts with inorganic or organic for 5 minutes and the solution was decolorised
_bases such as alkali-metal hydroxides (e.g. with carbon, filtered and the filtrate adjusted 120
~ sodium hydroxide or potassium hydroxide), to pH 5 with acetic acid. The oily product
_ -alkaline-earth-metal hydroxides (e.g. calcium - which separated was taken up in ether and
. \hydlfomde), alkali carbonates, alkali bicar- the ether solution was dried with  sodium
_._:.60 -bonates, amines (e.g. methyl glucosamine or sulphate. The ether was distilled off and the
~~__,g;z;pholme) or. amino alcohols (e.g. ethanol residue was crystallized from butyl oxide to 125
amine), Salts in which the -salt-forming give 4 - (paratoluene - sulphonamido) -~ 5-
;n;gn:thye is atpharmaceuucaily acceptable base gh thethoxy - ethyl) - 6 - (2, - ethoxy-
most interesting salts. - pyrimidine - of b
65  The compounds of formula I and the phar- 79°0iy8)0° g. melting pofat
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4 - (4 - chloro -
5 - phenyl - 105
hydr oxy - ethoxy) -

benzensul phonam do) - 5- 10) 4 -
(2 - nmethoxy - ethyl) - 6 - (2 - ethoxy- 6 - (2 -
pyrimdine. 50 ethoxy) - pyrimdine, 90.00 ng of

benzenesul phonam do -

| act ose, 11) 4 - (4 - chloro - benzenesul phon- T75. 60 ng of corn _
starch, 1.44 ng of mag- amido) - 5.- phenyl - 6 - (2 - nethoxy- nesi um
stearate and 12.96 ng of talc and ethoxy) - pyrimdine. having a total
wei ght of 730.00 ng were 12) 4 - (4 - chloro - benzenesul phon- 110
prepared i n-4 manner known per se. 1,051,006 ami do) - 5 - phenyl - 6 (2 -
hydr oxy- 55 B Taﬁl et n,contar ni ng 500. 00 nU. @f .\ off BOXY) = pyri m di ne.
the sodium salj_| %ﬂﬁf& p%ﬁmxdo ey1zeng: Jhofhmido eﬂzgﬁ'&gﬁumhonam do
-5 - (2- (2 SUtk alitﬁgaanbtﬁb@) © 5 (2 -pdiery| chloxﬁ pyfualdmehmnmgypomtrmﬁth 50

ethyl) - 6 - xy) - rmtlwéxl wase prepaeed) -by - a meqothmmw 542!50f40
com pyrin?Pdi ‘ﬁdk 1B 5? of46rmg; ‘Pg e_ hon
benzenesul ph (ﬁdﬂetho -ethl - 6é \ ,13

of

4 -
2 -

wei ght  net h(nhy@o in6 -and 221- gt ffoxdy -in ath ﬂmgt analogous fb cﬁﬂedng Were

prepared ip Iy mde in %ndﬁmn pler3 fop the production of 4-(para-

(H)ml $ toluene-sulp )-5-henyl-6—

hongmdo ter -
at . e?tg@ Blﬁl‘oymerc Cﬁn’ﬁ lt;‘ltd b gco h&ted at 1

Hdethyl eth
sod.lum in. ethylene glycol

15) 4
1, 051, 006
CLAIMIS: - :
the formila = 1125 L %é?f EX % B o
described ;5 pynml and 23’g f ﬁﬂg "%Bfgi fﬁf gs'ojmeth Of 4 -

( par at ol uene Ylhad a met pouﬁh" @5’4 —1350)C, 'Uﬁhéf'
22.5 ¢ /ﬁzr&ﬂxyl—fonnadndekwear Ipated for -5 lphen ogmpy E:dnﬂil:ldis,n asitlge I (Ethyleeglycol sact ed. !

with 48 g of at BE- Golfterravapemtign 6fmq§d@s mpperpeifivt phes; sodrwenlzeﬂmlgﬁl dnam de

T WE
Adgsof -

C_
_ Qrr
_ acetonltrlle

l-.t

J

in V\,herelﬂ, fﬁlwgﬁﬁ% <o c165" R
di net hyl f QF -seng, r@sﬁr-ale Ranche FRS CaMoB- to
give 4 - (4 hzedm}t d filkered off premmnend tlm lizainelfroal ql shehed Be td6Remage, 85

| ower - cycl o- 501“U°n§ 1 @r(ethylenealm@mwnphenyl
229] err] - 1[ Lt Qﬁemqohm«yl &uﬁxy i Ky A Biryi0 15
when cryst al 1’ﬁ‘hzse¢dmmuodnwaeah®te®m t1qu°|@ wxdl\hénanmalfm ﬂn’;el' molted| @wsHo— 90

' e

<+

al koxy- al koxyetgias szwol mon Bt f#ehets ogredand sodium this, .
Rlerr] repge _ cﬂgﬁp o st%l group @Qm}gy@d gave . 4 - (4 -
met hyl t hi o-  eand - RhodyCRIGES lwﬁﬂﬁn ad QNMOr clidoré QVRfizenesulphonamido)- |
.when stalhzed from zsopropyl ether, 5 - phenyl - 6 - chloro - pyrimidine’ was
melted ‘at 134°-—-136° C - obtained by reacnon of 225 g of 46- 9

35

45

50

55

" "5..-phenyl - 6 - (2 -

.midine which crystalhzed from .
.and melted at 138°—140° C was thus ob-
.tained, The _sodium salt (monohydrated)

‘melted at 194°—195°

‘ethoxy ethox
for 16 hours at-100° 'C with 50 g of 4-chloro-

EXAMPLE 4.

'A) The preparation of the st:artmg material.

4,6 - Dichloro - § - phenyl ~ pyrimidine
was shaken with liquid ammonia in-the auto-
clave at - 40°. C, After evaporation of the
ammonia, the residue was digested with water
and solid 4 -amino - 5 - phenyl - 6 - chloro-
pyrimidine was filtered off by suction, After
crystallization from acetonitrile, ' this product
C. 4 - Amino - 5-
phenyl - 6 - (2 - ethoxy - ethoxy) - pyrimi-
dine of- melung point 103°—104° .C was pre-

-pared from it by heating with sod1um in
rethyleneglycol monoethyl ether.
-B) _The process -

16 g . of 4 - amino - 5 - phenyl-- -.(2-
y) ~ pynmldme were heated

benzenesulphonyl chloride in : absolute . pyri-

‘dine.- After evaporation of - the pyridine in
-oacuo, the residue was treated at 60°—70°
'C for 6 hours with 3-N caustic- soda. The
‘solution -was filtered with carbon -end acidi-

fied. -4 = (4 - chloro - benzmmlphonamldo)-

ethoxy - ‘ethoxy) - - pyti-
acetonitrile

.-_.melted a 139°—141° C,

.dichloro - 5 - phenyl - pyrimidine and ‘50

g of the sodium salt of 4-chloro-benzene-
sulphonamide in' 160 ml of N,N-dimethyl-
formamide in a manner analogous to that
described in Example 3 for the production

100

of - 4 - (paratoluene - sulphonamido) - 5- -

phenyl - 6 - chloro - pyrimidine. r
crystallization from . acetonitrile it ha%fma
melting point of 208°—209° C; Reaction
with' ethyleneglycol monomethyl -ether ‘ and
sodium in the manner of Example 5 gave 4-
‘(4 - chloro - benzenesulphonamido) - 5-
phenyl - 6 --(2 - methoxy - ethoxy) - pyrimi-
dine which, when' crystallized from ethanol,
-melted at 139°-—141°"

C. TReactioii with

105

110

‘ethylene glycol and- sodium gave L C

chloro - benzenesulphonamido) -

- phenyl-

6 - (2 - hydroxy - ethoxy) - pynm:dme“'

.which, when" ized ' from acetonitrile,
melted at 189°—191° -:C; meltirig - pmnt of
the sodium salt >300¢° C. :

EXAMPLE 7

gtk 3

,,:~.r~

By a procedure: analogous to that descnbed a
in. Exdmple 3 for the producuon of 4-

(paratoluene - sulphonamido) - 5 -l
‘6 - chloro - pyrimidine, 49.7 g of . 4,6~

~dichloro - § (2 - methoxy - ethyl) - ﬁyrinﬁ-

d.meweremactedmth%gofthcsodmm

salt of benzene sulphonannde in 380 mi’ Of

-

115 )




benzenesul phonam do) - 5 - phenyl - 6 - (2- alkyl or lower-al kylthio group

and wherein hydroxy - ethoxy) - pyrimdine of nelting the broken

| ines denote that the substituents 75 20 point 174[err]-176[err] C (from
acetonitrile), and attached thereby are optional, and salts when
treated with ethyl eneglycol nonoethyl thereof et her and sodium gave 4
- (4° methy]thio- 2) Conpounds as fornulated in claim 1,

benzensul phonami do) - 5 - phenyl - 6 - (2- wherein Rerr] represents a

| ower al koxy- - met hoxy - et hoxy) gly m dine of nelting al kox¥ group,
Rlerr] represents a lower - alkyl 1’2 00601 nt d45lerrl-147[err] C (from
acetonitril eNN - dim@ihr - oAy | Thdohenyinelneucwam — 135K CXyfter Imwamma-

al koxy - al kydnzewsulblwmdoal-ldox 2-- glethogyy ¢ooufsom  ethanol, was obtained afEXA

13, A oy ' tuger pfd e
By a pzceﬂu{’g‘ﬁéﬁﬂa&%ﬁ%ﬁﬁh ﬁr iquggﬁhg“‘.%% Tat By o 1 over

- al kyl groupethyl ethed dnd %{vet @r@dbueﬁmm4wmﬂnf aﬁﬁ&e&ﬂhﬁoﬁ

t her eof . benzenesul honamido - 5 - (2 - ﬂeaqslfqmmdem a@do)]
phenyl - Gy ety - MJrnyr&ual P § uﬂéﬂ °
by i i di mio '?éx‘m mgzo ,wmela%l i “f“ “Ghello ‘“‘fy is a
phar - beazmw 1phGiseh -ﬁlmmwlsﬁﬁbﬂ jh ﬁecept abl e
base. et 38l pbtained 4 - Pdel he; st l‘tdl heatedfp I uene
- sul phonami m"“!?xy “hylb t‘ (45 oo %g%ﬁf; ﬁfﬁj"ﬂi g i on
(2 - net hQKYhzed ol, @ad xgeltmgeﬁo P)Sy t ture of
prepared fromelad3dcy et hoxy) - pyrimdi ae. ph8s5hora§ oﬂycﬁlondedwmﬂv@bﬁted 5 - (2
- methoxya- ethyl) ' (4 - chI oreffmm@i 911—166-
pyT| “mi di ne ancFY 1P"°.tf‘§g“’(}‘?“° "gz“: ' e@hyp‘)

(2 - et h@xypmomene n %&ea&a ylede r\:moﬁ
pyrimdine. 6- gjldfet4 yl compi)ﬁﬂ at 98°—10P° &/0.1 mm
( par at ol uenediﬂhlml- hc# a miedie -eﬂISD

: gl léreacte&wi reated W|th et hyl enegl ycol
and sodi um %@?I - i e _4_‘ ; ve.4 -
(4 - thyﬂﬂ%@w D P AN m ‘d“’?%"%ﬁ B
ethyl-) - 6 - (4 2ehloro - Banzefe: hI50-r (ﬁmmhme-suil phenyl- hydr oxy

- _et hoxy) - ‘ihi”im -d#thb@ éf fo - pygimidine) 18 et‘l'f - di- et hoxy)
o B %@%‘r é.:g %@M& S,
100 - 3ifh sbdxﬁ‘nlf' I @ditCof oﬂanude in 180

benzenesul phmrﬂ-cte -ChIErO- Fdzmaga(lﬁphon&&do)nacéuoﬂ Q8N -pdmcmylatfommdeorm:al ni-ng

t he novel 65 2““"1‘@'&5’ Ba ydroxy- - (i-ciblewo - dp 4°We§-prow ded
by the invenf -wpa);rum o LT E At p "?ﬁg ‘ethggdte g -~ Pio0 CPos :
Tabl et s egghu@omlal Jeri 1Oy $ wh XYo vas

pyri m di ne. from acetonitf dmydohexybmmenm hm!aruldbx)eglycoﬁ-and sodidh) -¢d - -
benzenesul phgﬁ‘F PRerhen crystalized  giv "(4 1’?111140)6 - (2 -
et hoxy- a“”ﬁﬂ'f&?)oxy - et hoxy) - py&h il °xy i-di ne,
90. 00 ngy of Iact ose, Enikil)g (4 - chl gsine -of e-_wzqn ,zed frot 2 .60 ny
of corn st@rclB,yalprdcdd - eth@gol.  phenyl - (2 - net hoxy-
nesi um st ear o Lnd Bet hox‘}ﬁ |1|4ﬂ dine. _ ' having
a-total weig t_cgenf r f4’6_ . 4 Fbole pmlﬁ,gon-
110 - prepéaed-sn(a- mmqr.euﬁ DA phii- sepamoluene - QUK ido) y_g,ﬁgl .

(2 - hydrdﬁydmisnd gqfamw -n@loﬁQOpﬁ&udige,oizseghﬂst-

pyrintdine. PR f %onﬂ*"fly’N' °r8hl50rR1}°“¥1t'E% PY““-“J3) 4 -
benzenesul ph (2( -0 ‘ﬁff)‘; %0 sﬁ (ﬁo
hydr oxy- rreshemgto Pt s Obmed SmATE L1 Bl ol S e Ly ide |
pyri m di n ?;?Qt%sc 19) / hegoptmsm i frongli Abe 4 - (4 - chloro - benzenestﬂphonamxdo)-' 115
gttllm__ nol heated . with ethyleneglycol 5 - phenyl - 2 .- methoxy - 6 - chloro -~ pyri-
Tand sodmm, to give 4 - benzen.mlphon midine. this obtained melted at 190°—
i amido - 5 - (2 - methoxy - ethoxy) - 6 - (2- 191° C when. crystallized from acetonitrile. 115
hydrox‘y.-ethoxy) pyrimidine which, when It was heated with ethylene with ethylene
5& crysl:alhzed from ethanol, meited at 129° C - glycol monoethyl ether and ‘sodium to give
. Ny , 4 -.(4 -~ chloro - benzenesulphonamxdo) - 5
\A ... EXAMELE 10, : phenyl --2,6 - bis(2 - methoxy - ethoxy)-
)'_ The pxeparauon of the starting matenal_ pyrimidine which melted at 137° C when 120
- C 399 g of 2 - (2 - methoxy - ethoxy)- crystallized from acetonitrile. With ethylene-
- mdlonic_acid dimethyl ester of boiling point glycol monoethyl ether and sodium, there
60 187 —190°/18 mm in 600 ml of concén- was obtained 4 - (4 - chloro - benzene-
trated ammonia were stirred for 16 hours at sulphonamido) - 5 - phenyl - 2,6 - bis(2-
room temperature. The diamide, which ethoxy - ethoxy) - pyrimidine wh1ch melted 125



starch,

- (2 - et hoxy - et hoxy) -

1.

46 ng of magnesium stearate 14) 4 - benzenesul phonam do - 5
- (2- 60 and 13.14 ng of talc and having a total weight nethoxyethyl) - 6

of 730.00 ngy were prepared in a manner

pyTTTI T TTE: ~RTITOWITPEer SE. 15y 4= (4=
chloro - benzenesul phon-

1, 051, Q06 amdo) - 5 - (2 - methoxy - ethyl) - 6 - (2- g
met al - al cohol ate in the presence of the corres- 50 hydroxy - et hoxy)
- pyrimdine. pondi ng al cohol or condensing an amni no- 16)

4 - benzen@sul phonamido - 5 - (2- b8 di ne of the fornula:net hoxy -
ethoxy) - & 133(02135°hl:dweﬁ>'crystalhz5d £l OX W HAT RWE CRADN 1: — - 17y 4 - (4.
- chl or o " adeeiiginesul phon- - 1) Cothiniids of the formaai do) - 5- (2 - :
- met hoxy™ - % hox ) -EXGWBLE(Q- : Lhydroxy - et hoxy) pyri m‘di ne. N

18) 4 - - ; - 10 ami do) b 5n—2 phehyl :'-2,5
bis(2 - pm{umdl }QT\Q echloro -

rTE Mene - sulpho
benzenesul phdhloro { ( pyind

.
Se ¥ ]of

am do) - 5d1¢h195h|=ﬁylphmyl

claim

benzeneg?JI gg q

I
rrl, QQR[ h}/amguth&b’rgken i %6 have
the sPgrifi carte given in

t hoxy-
5§ © the rz-te
%ﬁ enzen ﬁ Qe%re {; low 4a1il’<-oxy-alkoEyyl ¢ hl o -

aor lowel ydroxs!

benzenesul f.ohogwe 4 - (4 ametttlyl_ 10- 5enzenphemlzenower-ﬂy Qoﬁrer—a.llhggdirdmger—cydo—

[err] Yszp_ 2 lzﬁg gy _squn i
benzenegsll mﬁ‘h E&f ;ﬁﬁp - ,ﬂm IRy gronp20 et hoxy)

- pyrimdi fted w1th ethyl dats - a QI LAIKD %‘Lu (wherein .
Rl err] andcomlvembr Ofee - 4i ne(4havmeth3ﬂmm- and Rgep a:ha!ivgen a(ttﬁn er amemoxy et hyl )._
- 6 - (2- ?1P11° e - g &negm n 6cl @i m‘&ylagdw and whergiy dr oxy - -
et hoxy) 2y t 1 C from. acetom agg Bainm -
and, 60 when_ tread . peREAr at |n e|t er case _

when requi ethed, andomtent wgﬂ-l(\’e metﬁwhl

claim
sal't

pr

|- tphenyl - 6 -

22535%’1‘% SCR5 c%i‘.%‘&f‘;énér.ﬁ}ﬁm?% 'tf"Y r‘ihk ,ph’éi"y’fsfé‘v?er“ wel N

adm xture w t-h a- conpati bl e wherei
phar maceut i cal [; iBEAMPLE 13.

al kenyl ,

| ower - aI koWoJ[mﬁeee

30

benzenesulphonaxmdo) -5 - (2 ~ methoxy-
ethyl) - 6 - chloro - pyrimidine (melting

. point '145°—146° C  after crystallization

33

45

50

55

. ethoxy) - pyrimidine, 215.40 mg of com

from acetonitrile). was prepared from 125 g
of 4,6 - dichloro - 5 - (2 - methoxy - ethyl)-
pyrimidine and 31.5 g of the sodium salt of

4 - methylthio - benzenesulphonamide in .
- 145 ml of N,N - dimethyl - formamide. -

When treated. w1th ethyleneglycol’ and ‘sodium

e. analogous
R L.

6 - chloro - pyrimidine, 4 -‘(4 -.methylthio- .

r| @b |¢gm mpdmdlaaé mclamullat ed in
'pt@obl e

Nalkoxgl i 1@: Pwérialko) -rw:oxyngrm; ch R2
R? isy abpentefram tRS (whdnopgesentpfeRagt | | ower
eggtssalg hoahtIo¥E A 8PPt e,
OWSH Salts as set forth in claim 1 or claim -
2, wherein the salt-forming moiety is a phar-
maceutlcally acceptable base.
'4) 4 - (paratoluene - sulphonarmdo) - 5-
(2 methoxy - ethyl) --6 - (2 - ethoxy- 90
ethoxy) - pyrimidine, - -
5) 4 - (4 - chloro - benzenemlphonam:ldo)-
5 - (2 - methoxy - ethyl) - 6 - (2 - ethoxy-.
ethoxy) - pyrimidine.
6) 4 - (paratoluene - sulphonanndo) -5- 95
phenyl - 6 - (2 - ethoxy - ethoxy) pyrimi-

it gave 4 - (4 - methylthio - benzenesulphon- - dine,

amido) - 5 - (2 - methoxy - ethyl) - 6 - (2-
hydroxy - ethoxy) - pyrimidine of melting
point 105°—106° C (from acetonitrile).
The following Examples illustrate phar-
maceutical preparations conualmng the novel
derivatives provided by the invention,

A Tablets: each containing 500.00 mg : of'

- (4 .- chloro - benzensulphonam1d0) - 5-
(2 - methoxy - ethyl) - 6 - (2 - ethoxy-
ethoxy) - pyrimidine, 90.00 mg of lactose,
125.60 mg of corn starch, 144 mg of mag-
nesium stearate and 12.96 mg of talc and

having a total weight of 730.00 mg were-

prepared in.a manner known per se. -

B. - Tablets .each containing 500.00 mg of

the sodium salt of 4 - (4 - chloro - benzene-
sulphonamido) - 5.- phenyl - 6 - (2 - hydroxy-

starch, - 1.46° mg of magnesium: - stearate
and. 13. 14 mg of talc and having a total weight

of 730.00 mg were prepared in a manner
known per se.

7 4 “ - chloro - benzenesulphonam1do)—
5 - phenyl - 6 - (2 - ethoxy - ethoxy) pyri-
midine. 100
-8) 4 - benzmesulphonamldo -5 phenyl-
6 - (2 - ethoxy - ethoxy) - pyrim 1dme . -
N4- benzenesulphonanudo 5- phenyl- . -
6 - (2 - methoxy - ethoxy) - pyrimidine. -
10) 4 - benzenesulphonamido -5 - phenyl.-.. 105 '
6 - (2 - hydroxy - ethoxy) - pyrimidine, :
11) 4 - (4 - chloro - benzenesulphons -
amido) - 5 - phenyl - 6.~ (2 - methoxy"-’-"”
ethoxy) - pyrimidine, .
12) 4 - (4:- chloro - benzenesulphon
anudo)-S-phmyl-G-(Z hydrox{,h .
ethoxy). - pyrimidine. © - : e
"'13) 4 - benzenesulphonamido - 5 - - T - =
methoxy - ethyl) - 6 - (2 - methoxy ethoxy,)- '
pynmld:me . . --.\_._; _
-14).4 - benzenesulphonarmdo - 5 - (2- N -
methoxyethyl) - 6 - (2 - ethoxy - ethoxy =T :
pyrimidine.
15) 4 - (4 - chloro - benzencsulphon—-

110




30 sul phonam des clained in claim 1, ‘which al koxy- al koxy group and

Rlerr] is absent is re- process conprises either reacting a dihalo-
acted with an alkali-netal salt of a benzene- pyrimdine of the °
formula sul phonic acid amde in which R err] (when pre-

sent) represepts a hal ogen atomor a quggrmé 70 [err]

al kyl group ABOHBSP £ v@me rallized f WHAT WE CLAIM IS on
product is repd o I rerys rom —

al koxy- al koxy 3GPBHEe by QN with an 1) Compounds of the formula PN
appropri ate netgl g gh&e@ko usfbmedeaﬁseaence 2 1 - ,L(/
of the corriesﬁorﬁaquea (fm-h e prodwher ef id-an vr/né"r&ei _n'RR[ err], -
Rlerr] and thg - I*"F1 'tfhe phepy}-no- pyn‘fm’ﬂr n}—s—m cB"Rlerr] 65
represents a -' _5 v%kg’ n claim 1'and hal. stands® | ower

al koxy- al koxya@gdo%h oe saﬂ.dn I'&f] for a hal ogent atonm) with

an al kal i - Bt &l - mathylehia heb i vwehereimgR] fepresepty atlhwﬂs alkoxy-alkoxy g| ti of
pib 1rref°mer%§

benzenesul phodft ‘alcr‘g é%ﬁ‘d'%%y%o formapmig _mqrslovt% %{ﬂ?’& ? represents

1, lower-,

benzenesul pholil ide - 6 - chloro- alkenyl, phenyl, substituted-phenyl, Beldde in

which R err] ﬂin@ﬁ;rﬂﬁliiﬁﬁe}ted’ @lpIZEPE-QBB’ C80r:uted lower-phenylalkyl, lower-alkoxy, lower 70

a hal ogen dfomwhar costhlbizgér freph Oﬂ?c alkoxy-alkyl or lower alkoxY-alkOXY grofper 1 |
pb"

26) A process“’é@eds F@Ylf‘}‘rglr' R! represents a 1°W°‘i alkoxy-alk P claim
25, wher ein t IBé %{m and R* represents a halogen tom or %W th a

har#mceuti ca
25 E‘B 2
fort® in clai
cl ai m 25 Or | Bz

B ol
kP 0l Wrimidine of meltmg
l76° C (from acetonitrile), and

h&dfo@
point 174°:

@35‘34

Wlt:(}%% r-eszf@_ m@%’?’“ lor

a]kyl or lower-alkylthio

the broken linés denotebM&he substituents. 75
attached thereby ") optigsplpcands salis set

td CANioRerd| aWBHY- |

wherem R St

%%p&ﬂﬁ }grfﬁgfgﬂmhr Neafave the

claithl) to gmeﬂmy -camx Lp piriidinghi me maunghrﬂlkungronle eslaesbxﬁs a lpiee Rydikyl, 80
pound of tHE PoiptiAi&—147° C (from acetonitrile). 2lo Hp@m qyer - alkoxy, lower

2- met hoxy- et hoxy’ group gy, R i shem, from R ?gﬁi‘i presensy Sopee. and
Rlerr] is absenﬁy 4 Prote@@E E@ﬂ}g&# kdren@deadrib@ | sents 9 alogen atom or a lower - alkyl group,

[err]

in Examﬁetsalfozsahet pmﬁucaozbeaﬂzenesrdlspihamr@f aci d am de

o 3) Salts as set forth W
![ R whi ,f E F[ ﬁ?gu? § )( o:s vgherem the salt-formmg mmety 1s(§t OI’
e metny r ido) - 5 - 2 - Xy- maceutlcally acceptable base.
group and the eﬁxy al &gedMlon 0 dtnbe ﬁlaasgt i 0@) 4 - (paratoluene - sulphonamido) - 5-

pr oduct

2- met hoxy- eth % ‘g& £ eﬂ“”‘y PY( ei.n Rl err errj,
T e R R
-Sﬁe@i}l bc.awﬁgn@m Barkidle CEmal Eﬂ'm]gy flyxha&ndﬂas hol'ate 1 n the
presence of tHéS col rdspeNdi mgethyl - formamﬁrle Si (jirmf-r :fp? edphemmiidopr 5-n 95 hi s
claim al c‘{a Vidh shvlegeedoel vad % =i~ (2 - ethoxy 7,£thorsd 5| PYERhg t he.
6- hal ogen & O%f P61 D] C Ui € 157 eBPRsenks dod- udtRmERRRY . 2-

100

2- et hoxy- et howy!
approprrate cng'ﬁ

S repblat:ew

14&" 2Ch Bvdhh

ehdk@Xy pyintidisey” of omahﬁg/\es

Qﬁﬁ-p—lp@ C (from acetg g

derivatives provided by the invention,
A Tablets each containing 500.00 mg of

reparauons cong.téiﬁ*ggﬁee ARy hgrﬁ&“

(295 methoxy - ethyl) - 6 - (2 - ethoxy-

mphrby reactr on wi,.t h an
nanudo - 5 - phenyl-
oxy ethoxy) pyrimidine.
9) 4 - benzenesulphonamido - 5 - phenyl-
6 - (2 - methoxy - ethoxy) - pyrimidine.

90

YEFI0Xe/ = (2 rramdsapxyﬂxeiyhom.or
100

- (4 - chloro - benzensulphonamido) - 5- 10) 4 - benzenesulphonamido - 5 - phenyl- 105
(2 - methoxy - ethyl) - 6 - (2 - ethoxy- 6 - (2 - hydroxy - ethoxy) - pyrimidine.

50 ethoxy) - pyrimidine, 90.00 mg of lactose, 11y 4 - (4 - chloro - benzenesulphon-
125.60 mg of corn starch, 1.44 mg of mag- amido) - 5 - phenyl - 6 - (2 - methoxy-
nesium stearate and 12.96 mg of talc and ethoxy) - pyrimidine,
having a total weight of 730.00 mg were 12) 4 - (4 - chloro - benzenesulphon- 110
prepared in a manner known per se. amido) - 5 - phenyl - 6 - (2 - hydroxy-

85 B. Tablets each containing 500.00 mg of ethoxy) - pyrimidine.
the sodium salt of 4 - (4 - chloro - benzene- 13) 4 -~ benzenesulphonamido - § - (2-
sulphonamido) - 5 - phenyl - 6 - (2 - hydroxy- methoxy - ethyl) - 6 - (2 - methoxy - ethoxy)-
ethoxy) - pyrimidine, 215.40 mg of corn pyrimidine. 115
starch, 1.46 mg of magnesium stearate 14) 4 - benzenesulphonamido - 5 - (2-

60 and 13.14 mg of talc and having a total weight methoxyethyl) - 6 - (2 - ethoxy - ethoxy)-

of 730.00 mg were prepared in a manner
known per se.

pyrimidine.

15) 4 - (4 - chloro - benzenesulphon-

| N L




8 1, 051, 006 which R err] (when
present) represents a chlorine wherein had stands for a chlorine or

brom ne atomor the nethyl or methylthio group. atom 28) A
process as set forth in claim 27, 33) 4 - (paratoluene - sul phonam do) -
5- wherein a 4,6 - dihalo - 5 - phenyl ;‘57FT?’ phenyt———=6— chl oro -

pyri‘m dine. 5 mdrne Is reacted with an aIkaI ) 4 -
benzenesul phonam do - 5 - phenyl- 30 of EEMHUEUI phoni ¢ aci d
amde and 6 - chloro - pyrirridi ne.. . .the 6 gem the_reaction
product is 35) 4 - (4 - chloro - 198#%nesul Dhon- repl aced By t he

2- hydr oxy- %ia(%-)’s gl’(z)UH:etlﬁ&y 3éiﬂng)6 (2® meRNAGMate inhe prEcO bOthe cobt¥d- 1 b -
reacti.on hydrdxy - (cgotyy - @) H@mol ) - SOdI Urppnding alchhole or téhdensihg\eh esghoscol  or
wher ei; 4- anibhé- SbW %@! M@h@étﬂephm#m do - 5 - (2- 35
(2- hydroxy+ })nmrﬁ:ﬂm‘sdl n@ I8’8’ndensed met hoxy - ethyl) - 6 - chloro
- pyrimdi ne17)4 - (w.t Srod: Q,Q{zg{e@lph&nzenesul phony? haﬁlr de. 37) 4 - (4 -
chloro - bemzle)neisu memhoxy ethoxy)2-9$ &-process for } br;ranuf acture of the

ani do) - 5 hy - ethegy) dingst h } - 6- L’i‘?”b'f‘f@r@m es set forth in
claimi,jes ﬁgﬂlr gﬂir?ﬁe. 15 tially as es_crl bed with -
reference tefo perizenesul phonam do - (2- 40 l1to
13.

19) 4 - (4 - chloro - benzmesulphon— neévirein R, REtRiard, )he-bro@en ling [lhbver o -

pyri ni di ne amido) - 5 -gunyhy 2Shobidi- dthexvas hee pisrisno e%% $h- 2 55(4 -
chloro -5 bérl%g e S Iﬂuo-chzEneéﬁ% bﬁnz?“ﬁé g Edﬁg{éfe ¥ "ggss set
am do) 5 amido)? - -5 O®h Y 6 bx- 6- forth in @ny one of clains 24
to 29 incl ethpxye- pyrindlios. 0 - yr| mdl ne. 20 gtﬂ_)r/C(‘)‘rmg_;r_ggs_of the formula

40) 4 - (4 Zlbm o et bhio o bengeniepipbon- 45 s
am') do) 225@0% é&m ? % I'V?@Z oxy6 - -0

chloro - pyraz €. methylthio - benzenesulphon- (wherdi®IR* |and the broken line hadel bed - (4 -
met-hyl t hi o amldb)e-nier@s wlephbrn-ethyl) - 6 - (Z-amgd@ance given im¢leimyd| and Agl has ghig| or o -
pyr i mi di ne. hydroxy - ethoxy) - pymm1dme [ ] s1gmﬁcance given earlier i this cl g% 60( 4 -

ion com- in either case when requu'ed V.
met hyl t WS pnsn&%éxg'f %ﬁﬂl tﬁﬂﬂ m claim product into a salt, Canf (2 -
met hoxy - ceutically acoeptable salt 25) A process as set forth in claim 24,

chl oro- pyrlthrredi re. ad:thureV\imlrea ncoipegible | , whieiar p | dih eaﬁdwb roken

| i nes have phanfzm;ﬁs\érmggfvw utAKER f the ’gzg;m;gﬁw‘? ’cI65| m 1

3

and hal jaagmphonamdes bgéﬁn,s |rg1 claim 24.
for F. Hof fpaiadss comprises Rowid» Credeti a,d1 aﬂt 6f0£lmhmé-ed in

claim31 pyrimidine of the fdumilengesel | schaf tSlﬂPhomC aCld afmde “L!S'mh %‘g@”b a Pr| nt ed

for Her Majesty's Staiionery Ofice, T a lower-

(Leam ngton) Ltd.-196 ...ﬁ‘dbl | shed by Th@.,l u |,gl§;,c E'thgé fob}@,n'pton

Bui | di ngs, hal—'(N , L on chikaxy- 6' Zroup rtmmmbmmhwﬁh)panes may be
obt ai ned. =R 5 appropriate metal-alcoholate in the presence

. of the corresponding alcohol or wherein an 75
(wherein R?, R® and the broken line have the amino-pyrimidine in which R! represents a
35 significance given in claim 1 and kal stands lower alkoxy-alkoxy group and R* and R®
for a_ halogent atom) with an alkali-metal have the significance given earlier in this
salt of benzenesulphonic acid amide of the claim is condensed with a benzenesulphonyl
formula . halide in which R* (when present) represents 80
a halogen atom or a lower-alkyl group.

) 26) A process as set forth in claim 24 or
- /—"\__g_ claim 25, wherein the product is converted
N’ T} NH, ?to a salt with a pharmaceutically acceptable

0 : ase. 85

) 27) A process as set forth in claim 24, in
40 (wherem R* and the broken line have the claim 25 or in claim 26, wherein a dihalo-
_ significance given in claim 1) to give a com- pyrimidine in which R? represents a phenyl,
_pound of the formula . 2-methoxy-ethyl or 2-methoxy-ethoxy group
__ and R® is absent is reacted with an alkali- 90

° RE nal metal salt of a benzenesulphonic acid amide

o 7 in which R* (when present) represents a
- R‘!:-_/ /—E—NH—/ Sy chlorine atom or the methyl or methylthio
é £ 3 group and the 6-halogen atom of the reaction

: \..,/ product is replaced by a 2-hydroxy-ethoxy, o5
P 2-methoxy-ethoxy or 2-ethoxy-ethoxy group
(wherem R2 R?, R* and the broken line have by reaction with an appropriate metal alco-
45 ﬂie*s’xﬁmﬁcance given in claim 1 and /a has holate in the presence of the corresponding
the significance given earlier in this claim) alcohol or wherein an amino-pyrimidine in
and replacing the 6-halogen atom therein by which R* represents a 2-hydroxy-ethoxy, 2- 100
a lower-alkoxy—alkoxy or lower hydroxy- methoxy-ethoxy or 2-ethoxy-ethoxy group is
alkoxy group by reaction with an appropriate condensed with a benzenesulphonyl halide in
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. which R* (when present) réprésents 4 chlorine
“atom or the methyl or methylthio group,

28) A process as set forth in claim 27,
wherein a 4,6 - dibalo - 5 - phenyl - pyri-
midine is reacted with an alkali-metal salt
of 4-chloro-benzenesulphonic acid amide and
the 6-halogen atom of the reaction product is
replaced by the 2-hydroxy-ethoxy group by
reaction with (ethyleneglycol)-sodium in
ethylenglycol or wherein 4-amino-5-phenyl-6-
(2-hydroxy-ethoxy)-pyrimidine is condensed

_ with a 4-chloro-benzenesulphonyl halide.

29) ‘A process for the manufacture of the

| sulphonamides. set forth in claim 1, substan-

tllally as described with reference to Exa.mples
to 13.

30) Sulphonamides as set forth in claim
1, when manufactured by the process set
forth in any one of .claims 24 to 29 inclusive.

31) Compounds of the formula

the s1gmﬁcanoe given in claim 1 and /al has
the significance given in claim 24,

32) Compounds as formulated in clann 31

wherein hal stands for a chlorifie or broxmne
atom.

-33) 4 - (paratoluene - sulphonanudo) 5-
phenyl - 6 - chloro ~ pyrimidine.

34) 4 - benzenesulphonamido - 5 - phenyl-
6 - chloro - pyrimidine., : -

35) 4 - (4 - chloro. - benzenesulphon-

amido) - 5 phenyl - 6 - chloro - pyrimi- .

dine. :
36) 4 - benzencsulphonamdo -5 - (2
methoxy - ethyl) 6 - chloro . pyrimidine,

37) 4 - (4 - chloro - benzenesulphon-
amido) - 5 - (2 - methoxy - ethyl) - 6-
chloro - pyrumdme

38) 4 - benzenesulphonamndo -5 - (2
methoxy - ethoxy) - 6 - chloro pyrimidine.

39) 4 - (4 - chloro - -benzenesulphon-
amido) - 5 — (2 - methoxy - ethoxy) - 6
chloro - pyrimidine, ~ -

40) 4 - (4 - chloro - bmzenesnﬂphon—-

amido) - 5 - phenyl - 2 - methoxy - 6-
chloro - pyrimidine,
41) 4 - (4 methylthio - benzenesulphon-

- amido) - 5 - phenyl - 6 - chloro ~ pyrimidine.

42) 4 - (4 - methylthio - benzénesulphon-
amido) - 5 - (2 - methoxy - ethyl) - 6-

_ _ _ o * chloro-pyrimidine.
wherein R“I R?, R* and the broken lines have
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