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: well as alkyl groups per se, the alkyl group preferably has 1 or 2 carbon atoms.
The term “halogen” used herein is intended to mean fluorine, chlorine, bromine and iodine.
The novel compounds according to the invention exhibit interesting pharmacological properties. In
25 particular, our tests have shown that they possess superior antiallergic properties compared to known 25
antiallergic compounds. The compounds show particular advantage in that they may be readily
administered orally and in low doses.
It will be appreciated that salts of the compounds for use in medicine should be physiologically
acceptable.
.30 However, other salts may be useful in the preparatron of the compounds of general formula l or 30
physiologically acceptable salts thereof.
Preferred compounds of general formula |, by virtue of their favourable physiological properties,
are compounds wherein R, represents a hydrogen atom or an ethyl group, R, represents a hydrogen
atom, and A represents a pyridyl or benzodioxanyl group or a group of the formula:
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35 _ . 35
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{wherein R, represents a hydrogen atom or a hydroxy group, R, represents a hydrogen atom or a methyl
or methoxy group, and R, represents a methyl, methoxy or dlmethylammo group), and salts thereof.
The following compounds have proved to be especially effective:— 4-(3,4-dimethoxyphenyl)-

thiazole oxamic acid, 4-(4-dimethylaminophenyl)-thiazole oxamic acid and 4-(benzodioxan-6-yl)thiazole

40 oxamic acid. Further examples of preferred compounds are 4-(pyrid-2-yl)-thiazole-ethyl oxamate, 4- 40
{3,5- drmethoxyphenyl)-th|azole-oxamrc acid, 4-{3-hydroxyphenyl)-thiazole-oxamic acid, 4-(4-
hydroxyphenyl)-thiazole oxamic acid, 4-(2-hydroxy-4-methoxyphenyl)-thiazole ethyl oxamate, 4- {4-
dimethylaminophenyl)-thiazole ethyl oxamate and 4-(2-hydroxy-4,6- dlmethylphenyl)-thrazole ethyl
oxamate.

45 According to a further feature of the invention there is provided a process for the preparation of 45
compounds according to the mventnon, which process comprises reacting a substituted 2-aminothiazole
of formula
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which have been readily prepared by the above
process are the followmg acids, and also their correspondmg esters and salts:

30 4-(pyrid-4-yl)-thiazole-2-oxamic acid, 30
4-(pyrid-3-yl)-thiazole-2-oxamic acid,
4-(pyrid-2-yl)-thiazole-2-oxamic acid,
4-(4-morpholinophenyl}-thiazole-2-oxamic acid,
4-(4-nitrophenyl)-thiazole-2-oxamic acid, o

35 4-(4-piperidinophenyl)-thiazole-2-oxamic acid, 35
4-(2-hydroxyphenyl)-thiazole-2-oxamic acid,
4-(3,5-dimethoxyphenyl)-thiazole-2-oxamic acid,
4-(3,4-dimethoxyphenyl)-thiazole-2-oxamic acid,
4-(2,4-dimethoxyphenyl}-thiazole-2-oxamic acid,

40 4-(4-hydroxyphenyl)-thiazole-2-oxamic acid, ' 40
4-({3-hydroxypheny))-thiazole-2-oxamic acid, .
4-(2,5-dimethoxyphenyl)-thiazole-2-oxamic acid,
4-(3,5-dimethoxy-4-hydroxyphenyl)-thiazole-2-oxamic acid,
4-(2-hydroxy-4-methoxyphenyl)-thiazole-2-oxamic acid,

45 ' 4-(2-hydroxybiphenylyl)-thiazole-2-oxamic acid, _ 45

: 4-{4-dimethylaminophenyl)-thiazole-2-oxamic acid,
4-(3,4,5-trimethoxyphenyl)-thiazole-2-oxamic acid,
4-(2-methyl-4-hydroxyphenyl)-thiazole-2-oxamic acid,
4-(benzodioxanyl)-thiazole-2-oxamic acid,

50 4-(3-methoxy-4-hydroxyphenyl)-thiazole-2-oxamic acid, 50
" . 4-(2-methoxycarbonylphenyl)-thiazoie-2-oxamic acid, :

4-{3-ethoxycarbonylphenyl)-thiazole-2-oxamic acid,
4-(3-dimethylaminopheny!)-thiazole-2-oxamic acid,
4-(2-hydroxy-4,6-dimethylphenyl)-thiazole-2-oxamic acid, .

55 4-(3-methyl-4-hydroxyphenyl)-thiazole-2-oxamic acid, 55
4-phenyl-5-methyl-thiazole-2-oxamic acid, and
4-({pyrid-3-yl)-5-carboxy-thiazole-2-oxamic acid.
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2.1

The tests indicate that the compounds according to the inventioh may be used in the treatment of
allergic diseases, e.g. asthma, hay fever, nettle rash, eczema and atopic dermatitides.
Thus, according to a further feature of the invention there are provided pharmaceutical

compositions comprising, as active ingredient, at least one compound of formula | or a physiologically

acceptable salt thereof in association with a pharmaceutical carrier or excipient.
The compositions according to the invention may conveniently be in forms suitable for oral, rectal

or parenteral administration, such as, for example, in the form of tablets, coated tablets, pills, capsules,

solutions, suspensions, ointments, powders, tinctures, injection solutions or aerosols. Such forms of

10

administration may be prepared by methods conventional to the pharmaceutical art.

5

10

For example, the active ingredients according to the invention may be admixed with conventional
pharmaceutical fillers or carriers, disintegrants, binders, lubricants, thickeners or diluents, solvents
and/or solubilizing agents or agents for obtaining a sustained release of active ingredient. The active
ingredient may be formulated with preservatives, stabilizers, emulsifiers, buffers and the like.

15

The compositions of the invention may, if desired, be in thg form of dosage units, such dosage

units preferably containing from 5 to 50 mg of active ingredient for parenteral or inhalation

administration, or 50 to 500 mg of active ingredient for oral administration.

\,

The following Examples serve to illustrate the preparation of compounds according to the
invention, and pharmaceutical compositions containing them. Examples A and B are provided for

20

illustrative purposes only and describe the preparation of compounds of structures similar to formula I.

15

20
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“conmpounds to be tested are administered i.v. and/or p.o. in various
concentrations together with Evans-blue solution. Each rat receives 5 ng\
eggBalbunin 20 dissolvedin 1 m of a solution of O 25%BG0%3 BBOB in B

seflle sal i ne sol ution. : 20 25 to 30 mnutes after adm nistration
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set hanol anm2ne g$8d%) of the desired compound are obtained, whickis 0§ed4s (r8.sthrtihg mmeriabui;tphe ny |
) t hl dediesp@ificatiohy| oxamat e _ 0.12 -

;4 (3, 4-di net hoxyphenyl) th iazol e- 2 oxam c¢ acid
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Al hydroxlde is heated while §ti \%g f@ s%nh ¥d. h didiying tﬁz oXxam C
g: A c%BﬁH B @res@itdte is formed whlch is filtélePdkf after coolmg the mixture dnd@uting with

water. The residue is twice suspended in water {100 mi), filtered off and washed with ethanol. The acid

is purified by recrystallization from dimethylformamide/ethanol. '
25  Yield: 1 g (55% of theory) of the title compound m.p. 195—197°C. 25

EXAMPLE 1
4-(2,5- Dimethoxyphenyl)-thiazole-2-ethyl oxamate
To a solution of 3 g of 2-amino-4-(2, 5-d|methoxvphenyl)—thlazole in dry pyridine are added
: dropwise 2 g of oxalic acid ethyl ester chloride in 35 ml of dry pyridine. When addition is finished, the
- 30 reaction mixture is stirred for 2% hours and meanwhile the progress of the reactlon is followed using 30
thin-layer chromatography. '
When the reaction is complete, the mixture is poured onto ice-water and the precipitate formed is

washed with water and dried. After recrystallization from ethanol and n-hexane/chloroform, 2.9 g of the
title compound of m.p. 143—144°C are obtained.

35 EXAMPLE 2 35
4-(Pyrid- 2—yl)-th|azo|e-2-ethyl oxamate
' A solution of 1 g of 2-ammo—4—(pvnd—2—yl)-thlazole in 26 ml of diethyl oxalate is heated for 20
hours to 125°C. The mixture is cooled, the precipitate is filtered off and subsequently recrystallized from
ethanol and then from hexane/chloroform. .
40 Yield: 0.5 g = 64% of theory of the title compound of m.p. 141—144°C, - 40 -
The following compounds were obtained in the same manner:
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; 4 (2 thhoxyphenyl) t hi azol e- 2-ethyl oxamate To a suspen5|on of 6 g of
2- anisno- 4- ( 2- met hoxyphenyl ) -t hi azol e hydrol odi de in pyridine are added
and the mxture is stirred .
t he residue

3

: dropwi se 2.9 g of .ethyl
- overni ght at

roomtenperature.

oxal yl chl ori de,

o _ . 5 After evaporation to dryness,
- is ®@issolved in sodium bi carbonate solution-and extract &8 21023 58® Bdi et’hyl

ether several tinmes. The conbi ned extracts are washed three tines wth
f mﬁter Re—eRce— i ed over
. MySe er|rExampliéeer gvapqﬁatlon ato drynes stal |l i z#4 on frorh et hanol ,
- the tit|l e enpourjd2i s ‘obtained in a vyi g (7P of theory), mp. -
2 118-1 F2TE'TTTTC The Z2-a - 4= henyl)-thrazole fydri odi de
- startirng material |s obt ai ned e 5 g of : _
. 0- met hdxyaeet oph¢gnong;aiyd of tHiou re|m xe®Pdhel RO?n a qynthetic
“resin fllask. To fhis m3Xtur e added 27.7 g of fiodine in snmall pgortions.
“ When tHe addition of iodine Ts finishdd the reacffion mixture is hdgated
- overnight on an il bath tg O[err]C] After coolling, 50 nl of netfhanol are
¢ ‘added gnd,thereaflter 4Gf m of matqy t helsol igzggras®sps cryshed in a
i nortar,| thé suspgnsion is iltered, & mnth wat er, sone ethanol and
. ether 4nd dri ed. 15 27.7 9 (83% of the dgesired
. conmpounpd are obt i ned,~ ﬁh h is used gds the star{ing material w tRout
ff-f,furtherH purificafi on B 4- ( 2- Net hoxyphenyl ) -t mic acid
- 20 Al uspennionQﬂgéA - ( 2- ngt hoxypheny}) - thpgg%@égic% | oxamat e
in 30 of 1 N $odium 20 hydroxide ijs heated while stirring vig@rously
. unti | clear sofution is for f& cidifying pith 2N hydrochlodic acid a
= preci pijtate is f)rned whi ¢ filtergd off afte} coqling ég m xtfure and
£dilutipg Wsth wafe e is tdi ce $uspenfied i 3P0t &72( 100 (m ),
~filtergd off and mash ‘Wt thanol . |The acid ip purified by .
:recrystlal li zati op from dgoget hyl f or manijde/ et hanol | 25 . Yield: 3 g (55%
- of thegry) of the title copeynd mp. J195-197[erf]. 25
- EXAMPLE 114- (2, 5§ Di net hoxy -t hi 4zol 5eth/l o%t’ez?a a sqlution of
- 3 g of }2-am no- 4} (2, 5-di net\eXyphenyl -thlazole n dry pyridi ne aje added
~dropwi §e 2 g of pxalic aBOd ethyl est¢r chloridej]in 35 m of dry gyridine.
¢ When addition isjfinished, Yyhg 30 readgtion mxtufe is stirred for 21 hours
fand e nV\ISZIe the progress he rea¢tionH s fol | one2llusi @35 30 tfhi n-| ayer
. chromafography. Wien the reac¥ion is gonplete, the mxture i s poujed onto
 ice-wafer and the preciyet @,H.08rned s washed wWth water and drigd. After
i recrystfal lizatiop from ethahof and n-hexane/chliofoform 2.9 g of tthe title
- conpou d gg m p. | 143- 14;_118 aingd. o 247 - 250

59
19 CZHS 164 - 168

. 70 C2H5 167 - 170




. 35 EXAMPLE 2
'35 4%(Pyrid-2-yl)-thiazol e-2-ethyl oxamate A solution of 1 g of

2-amino-4- (pyrid-2-ylj-thiazole in 25 nl of diethyl

20 urs to 11251C The mx_ture S coQI ed,

oxal ate i s heat ed for

the precipitate i's filtered off

and nd then fr 3 580 B 8
hexane/ chl orof orm 40 Yield: 0.59= 64% of theory of the title conmpound
of. m p. vve 40 The Tql'Tow ngq conpgunds wer e gbt ai ned
i n“the sqne yginner| Rz =d 2 023A580. B Exam)l eRNO. | [gr T - A
[ r] [err] err'l v
GB 2023 80 B 7 Exanple [err] {OH
GB 2 023 |58 8] Exanple ' A Rl 189 -
G 2 0235 %l b [eri{O) tH5d) 108 - 295
RN D
N-—- _— .
22 CHB/ CZH5 210 - 213
CHBO
23 —
_ CHy0 CoHg | 141 - 144
CH30
: CH3 o
24 HO @ CZHS 173 - 176
25 : f SO> CZHB 204 - 207
CH3\ . |
26 K — H >220 (4 .
cx / (decomp.)
3
CH30
27 CHBO H 158 - 161
. ( ethanolamine
CH30 salt)
| CH,
28 HO H 195 - 197
' g (ethenolamine
. salt)




GB 2 023 580 B

£10 [érr] 11 ' '
@B 2 023 580 B 11 EXAMPLE ‘| : Tabl ets Corrp05| tion Active ingredient

Jaccording to invention 0.100 g stearic acid
'0.019 a0 5 al ucose ' GB 2 023 580 B . 9
17890 g 5 2.000 g The conponents are processed to formtablets
‘oF the c eH-eat-ed—above—Hr—the—coprenti-onal—way—EXAMPLE J | :
‘Tabbéts @J@@pﬂ%l ti $ o - o
| -10.Acti i ni®Pedi ent Iik@c’c’o’r{di ng '%o i nvention R o.p. ¢ 0.200 g
stearic gcrd _ 0020
.gl'ucose CH,0, _ 1.780 ¢ 2. 000
‘g 15 The ggnpanents are p‘?o ved to formtablets 7% he j@yrposiftion
indicated above in the 15H@omw Tal way. |E LE féi‘chago%ﬂ?}}‘é
. Conposi tijon: ' salt) g/ 100
yg'of oi ntjment 20 Active ingredokent fccording to |nvent|on
©2.000 20 fpaning hygeqchl g aci d {
1:0. 011 sodi um 8yrosu| ite o H > 225 (decomp 0. 050
:m xture df -equal parfs of cet al caho and 5t earyl aj cohol 20. 000 jwhite

;Vasel inej(Vaseline ip a registe Trade Mar k) 5.000 25
zsynthetid Berganot of | . : 0. 074
125 distilfl ed #hter CoHg 139 - 3£0100. ¢oo

COZCH3

| 2 O H 179 - 181
N - ( ethanolam1ne
Eﬁ salt)
- | % |
33 ) R H 160 - 162
i o ' ( ethanolamine
' CH.O salt)
; ™3

34 o He
_CH3cnzozc—@— C,oHg 184 - 185
35 CH5CH,0,C — CHy 1209 - 211
36 CH,CH o-c'—-@— n- 1175 - 177
. 37272 Butyl

37 OH

| | fcuj__@ , czﬂ5 185 - 187
. ety - B
38 | cgsq-@- CH, 170 - 174

RTC T o7 Sy v i e




i s kil 1 h

EXANVFLE |V
‘according to invention

| ecithin

| nhal at i

on Aer osol

& C, - .
. The conponents are processed to form an oi nt nent

Conposi tion:

1.

in the conventi onal
30

00 parts 30 soya

0.20 parts m xture
“propel@ant gases (Freon 1 1, 12 and 14- Freon is a regi sGér2M23r s&te BVar ko

Active ingredie

way.

- ad 100.00 parts The preparation is preferably filled into aerosol

ca‘talners h a
wa hat iiEpﬁmlqjes . t=0 0 ng ofy active slibst qnce. Fﬁr I?lcgher dosage
units with NO35 ¢ e'?ndlcated range prepafati ons wgt B hi gher confent of
active sub:tance arg used. EXAMPLE V:gAmpoufes (Injegtion Solutions)
Conposi tiof: ggéive i ngredient a I'ng tofinventiof
50. 0 parts|by’Wwei ght] 40 i um pyfosuffite] 186 - 190
1.0 part by weight 40 di sodi um of ethy enedi am ﬁ?ﬁhﬁﬂﬁé&@éDEC a¢id
0.5 part by weight sodlunlchlorlde .
8.5 parts py wei ght {doubl e (H 92$Ied wat er
-ad 1 000.0f parts by jwei ght The act |ngred|e3ﬁ ‘and th exc |ents Al e
di ssolved Jn suf fifci ent quant|t<:j} wat er brou ?he defired
concentratfon with fthe required gquea ity of] water. @tig ﬁ%??&qu flltered
and filledinto 1 45 m anpoul nder aseptic condj Finally,|the
anpoules gre & erilized andzﬂea@{ach anpoul® conjt appe .50233; of aftive
~ingredient]. CLAIM5 1. Conpolnds general fformula {eétiaﬁghamine
50 11 OH : salt
‘GB 2 023 {80 11 EXAM?LE \abl ets Cb itijo ti ngr edj ent
‘accordi ng jto 1'nvent §on 3 @ ﬁg ste é? \é?d
.0.010 ¢ : cH
CH ?
| 3
43 ' Z::> _ »c
HO CZHS -212 215
14 o @— H 215 - 219
' e (ethanolamine
- salt)
45 CHy H 207 - 208
: (ethanolamine
CH3
46 Ho-—;t::>- H 203. - 206
' ( ethanolamine
L salt?
47 r@— H 167 - 176
: ( ethenolamine
; ' salt)
Example A R R m.p. C°
No. 2 1
48 C) -COOH H 204 - 207
[ ethanolamine
salt)
43 @— ~CHy H 188 - 190
. _ |(ethanolamine
' salt).




5 gllcose

1.8%0 ¢ K 5 2,000 g The conponents are processed to formtablets

the conposi tion i ndi cat ed above in the conventlonal ‘way. EXAMPLE 11|

Tabl ets 10 Conpositi on: .

10 ffctive ingredient according to i nvent I on GB 2 023 5800B2001¢
garrc acrd , - 0.020 ¢

ST 1.780 g 2.000

“Coé?AMEgﬁ I: Tablets

Com conponents are processed to formtablets of the conposition
i ndl cat ec amvee ihgledidiR acchdRiing @MERAtibPNal way. EXAMPLE 1114163 gt nent :

Conposi t i on:stearic acid 0.010¢g 9/ 100
g oB oi nt nerduce® Active |ngred|ent accordi ng tol.B9¥ention 5
. 2.000 20 foaming hydrochloric aci d T
: 0.011 sodium pyrosulfite 2.000g 0. 050
Cmxture 0. 000 white
~Vasel édﬂ%iﬁ%‘%‘ﬁqgf& er?%aiﬁr %&O&%seegﬁﬁéer ehﬁgpggggiﬂp%§'gﬁn¥kat§& &%U‘gl" tb% 25
‘ 'synthetic Berganot oil 0. 075
25 di SXAMRLEW: Tehtesr _ ad 100. 000 The
. cortBoframresitiere processed to forman ointnent in the conventional way.10
: EXAVPLE | V: CH‘Ffd'I‘gécﬁq ‘iﬁ‘ﬁacﬁé'rdﬂgb‘i'“"%‘?ﬁ)om tion: 30 g $ve i ngredi ent
¢ according t. S1it i on 1.00 parts 930 soya
;_'Iemthln %lulc\é Q%_p_%lrts m xture of

: propel lant gases (Freon 1 1, 12 and 14- Freon is a regi s2.80®kgl Trade Mark)

I

L

e -»»p\.‘)w:mmk‘a\"

Siga

NSRS
' -

T T A T R T T SR DL

N A | o
g S0 . 50

ad 100.00 parts The preparation is preferably filled into aerosol

¢ cori®ai neilke samphnentstacs preggssed ka/form Mhletsof thg bempbsition indicBed ebdyaisthed in sudh a
vvay t9eaYentienahwdyi des 5 to 20 ng of active substance. For hi gher dosage

S uni tSE)WMPl?.EEI Om;ﬁerthe I ndi cat ed range preparations with a hi gher content of

acti V@O,,ﬁgdgg fAnce are used. EXAMPLE V: Ampoul es (I nj ectlgmo(ﬁgl,,ut i ons)
. _ ointment .

20 ' Active ingredient according to invention - 2.000 20
’ foaming hydrochloric acid 0.011
sodium pyrosulfite - 0.080
mixture of equal parts of cetyl alcohol and stearyl alcohol 20.000
white Vaseline (Vaseline is a registered Trade Mark) 5.000

25 synthetic Bergamotoil 0.075 25
' distilled water ) : ad 100.000

The components are processed to form an ointment in the conventional way.

EXAMPLE IV: Iinhalation Aerosol:

Composmon
Active ingredient accordmg to mventlon 1.00 parts 30
soya lecithin : 0.20 parts
mixture of propellant gases (Freon 11, 12 and 14 — Freonis a
registered Trade Mark) ad 100.00 parts

The preparation is preferably filled into aerosol containers with metering valve. The single dose ié
35 adjusted in such a way that it provides 5 to 20 mg of active substance. For higher dosage units within 35
the indicated range preparations with a higher content of active substance are used. :

EXAMPLE V: Ampoules {Injection Solutions)

- Composition:
Active ingredient according to invention . 50.0 parts by weight
40 sodium pyrosulfite : 1.0 partby weight 40
: disodium salt of ethylenediamine tetraacetlc acid 0.5 part by weight
sodium chloride Sl 8.5 parts by weight
— : double distilled water o ' ad 1000.0 parts by weight

The active ingredient and the excipients are dissolved in a sufficient quantity of water and brought
45 to the desired concentration with the required quantity of water. The solution is filtered and filled into 1 45
ml ampoules under aseptic conditions. Finally, the ampoules are sterilized and sealed. Each ampoule
contains 50 mg of active ingredient. -

CLAIMS
1. Compounds of general formula

,n-co-eoonl




o <

COWBOSI tion: Active ingredient accordin I nyenti o
50.0 parts by weight 40 mlﬁ l Ei |te
1.0 part by wei ght. 40" di sodi um sulluﬂ H ‘ am ne tetraacetic acid

0.5 part by wei ght sodi um Ch| ori dt ] GB 2 023 580 B 11
8(r5—ga-PE-S-—b-y—m’—:i gt tothte—drstTitet—wateT
4d 1000.0 parts by wei ght The active ingredient and the excipients are

di ssOE¥AMPLEY: .Eﬁb?lﬁfICI ent quantlty of water and brought 45 to the desired
cohet GPPRISS the re uantlty of water. The scHH)tlon is filtered
‘and filled i u‘;’e gmﬂ'@"ﬁﬁ“@#ﬁ%ﬁl'@' "PRder aseptic conditio nal ly, the
anmpqgll es are |§,§o§g| i zed and seal ed. Each anpoul e containg’ of actgve:

i ngredient. %:LAI M5 1. Conpounds of general formula [err}——12

GB 2 023 5808 12 wherein [err] represents a hydr@@dgat om or an

al kyl group having 1 to 4 carbon atons; R2 represents a hydrogen atomor a
met hyl orthe ng'rtaarﬁ Progprsequo ey telieinefshecosiprsit indiFatasalowsdi BRany | -
gr oupSCBFR"YMEp of the formula [err] 5 (in.-which R3, R4 and [err], which-
may bey ELES'pﬁ@‘iﬁg different, each represents a hydrogen or halogen 5 atom
or R eYdp&ihsn: oxy, al kyl, al koxycarbonyl, dialkylam no, carboxam dqgqg
nitro or cyam.vgrn@upuent%cdamgtefmvér&roh] R4 and [err] represguoy a nor pholino,
pi peri di no, swalicesiypi peri di no or phenyl group and the reml20igng two synbol s
fromR3, R4 g¢lwseds§err] are as defined above), subject to tH8O® ovi so that
where R2 represents a hydrogen atomthen A represents o c§Jﬁan an
unsubsti tut ed phenyl group or a phenyl 10 group substit ut eé) nly by one

hal pgen &40 floneMtE @ pltkbss m%rmga( tgéﬁmonﬁagﬁl&%étmmm e 10 2.
Conpoddsntie am@pleraf 1porrru a as cﬁ almed rn claim1 in which [err]
represents a hydrogen atom or an ethyl group; R2 represents a hydrogen

at om ExAMPLE I:d)imteeetnt s a pyridyl or benzodi oxanyl group, or a group of the
f or nufempaesitiop: (wherein R3 represents a hydrogen atom or s4'9®ahfoxy group, R4

ocintment

' e%roesent S aAct:]i ed in rgg Qntaagc% ergrto %vgl%orb yl 2.000 20
foaming hydrochlonc acid 0.011
sodium pyrosulfite - 0.080
mixture of equal parts of cetyl alcohol and steary! alcohol 20.000
white Vaseline (Vaseline is a registered Trade Mark) 5.000

25 synthetic Bergamotoil - 0.075 25
distilled water ad 100.000

The components are processed to form an ointment in the conventional way.

EXAMPLE IV: Inhalation Aerosol:

Composition:
. 30 Active ingredient according to invention - 1.00 parts 30
: ’ soya lecithin ' 0.20 parts
mixture of propellant gases (Freon 11, 12 and 14 —Freonis a
registered Trade Mark) ad 100.00 parts

The preparation is preferably filled into aerosol containers with metering valve. The single dose is
35 adjusted in such a way that it provides 5 to 20 mg of active substance. For higher dosage umts within 35
the indicated range preparations with a higher content of active substance are used.

EXAMPLE V: Ampoules (Injection Solutions)

Composition:
Active ingredient according to mventlon ' 50.0 parts by weight
40 sodium pyrosulfite 1.0 part by weight 40
disodium salt of ethylenedaamme tetraacetlc acid : 0.5 part by weight
sodium chloride _ 8.5 parts by weight
R double distilled water "ad 1000.0 parts by welght

The active ingredient and the excipients are dissolved in a sufficient quantity of water and brought
45 to the desired concentration with the required quantity of water. The solution is filtered and filled into 1 45
' ml ampoules under aseptic conditions. Finally, the ampoules are sterilized and sealed. Each ampoule
- contains 50 mg of active ingredient.

. CLAIMS
1. Compounds of general formula
& - €0 - CooR,

n
A .
50 ‘§: ) 50

-



R

or’ rfet 'hoxy'.group' ahd [err] represents a net hyI met hoxy or di net hyl am no

group¥® and salts thereof. 3. 4- (341““] mm M) t hi azol e- 2- oxami ¢

acid %ﬁld salts thereof 4. 4-(4-Di "Ml IM t hi azol e-2-oxamic a .ﬂ

and szts t her eof . 5. - 4- (Behzddi dxaft- 62yl - thlaé)éié}&@c aC| :
|

and s fcld

1 as herein specifically disclosed with the exceptlon of the conpounds

cl & ned lwirereim §, represepfs adiydrogrn agom or ab alkyl gronphpviegekte 4qgrbop B®Mey epar at i on of
conp regee s?ﬂé’f?'i'i’é Pmatemgr?rwgthm %\%5 ?PE@F eacting a substituted
2-ami. no PRSI 25y b?'r‘?ﬁ"’ﬁ 'P@PY proyg..or a group ot the formu’a

25 (wherein R2 and A are as defined in ohaim1l) with an oxalic acid ester
hal i de or a dial kyl oxalate and, if Begjrned, subsequently saponifying the
ester produced. 8. A process for the pAgpATation of salts of the conpounds
of general fornula | as defined in claighl which conprises converting.a
conpound of fornula | produced by a proéess as claimed inclaim?7 30 into
a sal 5 tiheunrbR,, R, and Ry, which may be the same or different, each represents a hydrogen or halogen 5
30 9. Aapmowedsdrbxy alkdre alkyleqlieweraibony! G’ia“wb mxmd@ehrpwewanmgrewapfrﬁnz

subst antof & Ff"ﬁ@a WE'FEGI"FF %’F"I" G'PP'FP'% iRgriding & '?;V grouR d
Comoin SRy e “ﬁ*’gﬁ%’ i ggﬁfg‘:stﬁf%";?w ai e
in ar% Tﬁ% ubs% E-' log tom or one Its 10

conpri si‘ng ﬁ%oﬁq dnUEof'g@éH’rﬁ riA0ia | & cidiasih c@mﬂ ﬁwmuﬂ pfikentSbhyidrigbiatam|  as
def i ned ok #h ethygidug; or a physi ol ogi cally acceptabl e salt thereof in

associ atR, coressrttén ydmgen atero st Agerdreseats p peridylar bencodipiapyl groun. 2r a qremﬂfﬁ'?et ions as

rnnf_ 20 6. ("nrmnunrlc 2

clainedfermulel aim 1 1 in the formof dosage units for parenteral, inhalation
or oral adm nistration, wherein each dosgge unit for parenteral or

I nhal ati on adm ni stration contains fR 5 to 50 ng of said active-

i ngragi ent, or wherein each dosage uni oral administration containst®

from 40 50 to 500 ng of said active Jngredient. 13. Conpositions as
claimed in claim 11 substantially as hérein described in any one of

Exanpl egpwerdidd, red?édeﬂ&ﬁdyrfr&fen ERim dYRjhedrbyySgrdipaR i répieselyts Dhfdregen binidre nédut | er
Press, beasthogigmop SEtR, rddé&ants Puisthyt metholyor timettpiamént or@ipl, putsaltoesefut hanpt on
Bui | di ngs, 3.8134Pimamagpheny)-thiapaier2wierein adidpndseitstheredfe obt ai ned

4, 4-(4- Dnmethylammcphenyl)-thlazole-z—oxamlc acid and salts thereof.

20 5. 4-(Benzodioxan-6-yl)-thiazole-2-oxamic acid and salts thereof. 20
6. Compounds as claimed in claim 1 as herein specifically disclosed with the exception of the
compounds claimed in any one of claims 3 to 5.
7. A process for the preparation of compounds as defined in claim 1 which comprises reacting a
' substituted 2-aminothiazole of formula

25 - | | A | ( 25
. | |

{wherein R, and A are as defined in claim 1) with an oxalic acid ester halide or a dialkyl oxalate and, if

desired, subsequently saponifying the ester produced.
- 8. A process for the preparation of salts of the compounds of general farmula | as defined in claim

1 which comprises converting a compound of formula | produced by a process as claimed in claim 7

30 into a salt thereof. 30

9. A process for the preparation of compounds as def’ ned in claim 1 substantially as herein

described in any one of Examples 1 to 49.
10. Compounds as claamed in claim 1 whenever prepared by a process as claimed in any one of

claims 7 to 9. .

35 11. Pharmaceutical composmons comprising as active ingredient at least one compound of 35
formula | as defined in claim 1 or a physiologically acceptable salt thereof in association with a
pharmaceutical carrier or excipient.

12. Compositions as claimed in ¢claim 11 in the form of dosage units for parenteral, inhalation or
oral administration, wherein each dosage unit for parenteral or inhalation administration contains from
.40 5 to 50 mg of said active ingredient, or wherein each dosage unit for oral administration contains from 40
50 to 500 mg of said active ingredient.
13. Compositions as claimed in claim 11 substantially as herein described in any one of Examples

itoV.
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