0051 “415 Descrl pt ion This invention reI ates to water-sol ubI e sal ts of

2, 4-di am no- 5--net hyl - 6- [(3 4, 5-trimet hoxy- anilino)methyl]quinazoline,
conposi tions containing such salts and thé production of such salts. Th
corrpound 2, 4-di am no- 5-net hyl -6-{'(3 ?‘L#rret hoxyani | i no) net hyl yui nazol
and its productlon are reported |nq5p§ Pat ent Speci fication No.

1,345, 508 ¢ wﬂt‘ &h is incorporated by reference this conpound is reported as
exhi bi t| ng anti-mal arial and anti-bacterial activity. This conpound, which
has thesf or Mhisainvgreipn Jrela@s tal wemmmer eqdmsrderM-td@nmdaﬁ methvlamfls 41530 methety- C

acti vi mnhnanebwswr' fine g‘r‘ﬂ* taj 9 szdv sa av@d h @:@lﬁc r
Research % A %g%’r"; m I ' 't" ff °’g r;ergﬁ QQSI y
bee tlflé)'i:orhﬁdﬁﬁd ds rhérﬂhe 5’;‘9 ﬁfaraﬁ rltl a%tnln This

especr aI l:gm;ﬁhueo.dmaclt hagetbdinrMeﬂ—treatl ng neop asns since i I’lj ect abl e rout es
are preferred. Known salts have been found to be unacceptable for a host of.
reason® e. g. lack of solubility, high toxicity, I\gnstm.gi lity,
non-crystalline structure, Gh@Jailure to zed@ as safe by the .
United States 25 Food and Drug ni stratj naspect of the present
i nvention provides sol ubl eCH
nanes 2 4-di ani no- 5- et hyl - E
nonoi set hi onat e and :
2 4-di am no-5-net hyl -6-[ (3, 4, 5- trrnethoxyanrlrno)rrethyllqur nazol i ne
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espegcially
HO- CHZ‘ - Cﬁ'@a‘d eous when treating neoplasms since injectable routes are preferred.
Known salts have been found to be unacceptable for a host of reasons: e.g. lack of solubility, high
. toxicity, instability, non-crystalline structure, and failure to be recognized as safe by the Umted States
25 Food and Drug Administration.
One aspect of the present invention prowdes soluble, non-toxic, stable, crystallme salts having the
names 2,4-diamino-5-methyl-6-[(3,4,5-trimethoxyanilino)methyl]-quinazoline monorsethlonate and
- 2,4-diamino-5-methyl-6-((3,4,5-trimethoxyanilino)methyllquinazoline  glucuronate. The “‘mono-
isethionate” salt is the salt of the guinazoline base with the acid, 2-hydroxyethanesulphonic acid, of
30 formula HO—CH,—CH,—SO,H.
The salits of the aforementioned aspect of the present invention havs the following formula :—

: . CH 0 : _
. : CHy0 : ()
_ CH30
. 40
N/  wherein Z is 2-hydroxyethanesulphonic acid or glucuronic acid. The term “glucuronic acid” as used

" herein is intended to encompass all the isomeric forms of glucuronic acid with the preferred torm
.being the naturally occurring form of glucuronic .acid. Glucuronic acid has the formula
45 (CHO{CHOH),COOH. _
- The compounds of formula | wherem Zis 2- hydroxyethanesulphomc acid or glucuromc acid may, :
_in accordance with a further aspect of the present invention, be produced by reacting 2,4-diamino-5-
 methyl-6-((3,4,5- tnmethoxyanlllno)methyl]qumazollne wrth 2-hydroxyethanesulphomc acid or.
glucuronlc acid, respectively. _ :
L. S - The- ratio--of-reactants ' is “not crltlcal and, whrle equrmolar quantltrtes of reactants may be
employed an excess of acid is generally preferred
" The reaction is preferably carried out in a polar solvent, ‘such as methanol, ethanol, acetone or
- water, or a mixture thereof. The reaction is preferably carried out at a temperature in the range from
. 0°C to 100°C (depending on the boiling point of the solvents used) for a perlod in the range from a
.56 few minutes to twenty-four haurs. A more preferred range of condmons |s from 25°C to 80°C, for
. about one to eight hours.’
e it should be noted that the reactnon can take place usmg a suspensaon of the base in the polar

. solvent.
" " The two compounds @t the present “invention - exhrblt excellent properties for use as
60 . _ pharmaceutrcal .- compounds. - The . 2,4-diamino-5-methyl-6- [(345-tnmethoxyamlmo)—

methyl]qumazolme monoisethionate salt is a stable, crystalline, highly water-soluble salt. The 2,4-
* diamino-5-methyl-6-[(3,4,5-trimethoxyanilino)methyllquinazoline glucuronate sait appears to be.
- powdery rather than crystalline, but has a higher degree of solubility. .
. These conctusions are based on the results of experiments reported in the followmg Tables | and .
. 6B. " II Table | reports the results of experrments in whlch 2 4-dram|no-5-methyl-6-l(34 5-trimethoxy- . -
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The sal ts of the-aforenentioned aspect of the present invention have t'he
Bol | ow ng formula |:- [err] 40 wherein Z is 2-hydroxyet hanesul phoni ¢ aci (;I@

& gl ucuronic acid. The term "glucur-onic. acid" as used herein is intende
to enconpass all the isoneric fornms op@gvar®nic acid with the preferre
brm being the naturally occurring form of gI ucuroni c acid. G ucuronic

id has thgmlm} qwsazol toy eo wgle able i ¢ hesolubrhty
fotel s 8 i T t“%.mvg LT

g cor damce Wt @st Eélfst a TGRS bl ant L1RaderRBAN Begida ves BbILSIRy | eaer QUAHCAGNDY -
Fact [ h-g‘ 2, ﬂanﬁttﬂh&hél Sulffhonate; or an undesirable amorphous form, such as the gluconate or galacturonate; or
Bt hyl - 6-[ ( weze ot wqemeblh@m,am qxrqngymvchgq tloqimenaz@#ﬁfﬁewovw thive had to be performed .

"9 hydroxyet r rHClﬁlraon sefuiarn treatl %Barpatolr\a/rg c¥ ntl—bac enaef\l in
btio of - rﬁarn E‘m’gfﬁﬁarsf’ese SR 38 o CRR e Al dolz8fsted to the
act ant senpgedd Qn@ of fAB sﬁﬁﬂ'&ﬂ%lng Ttredted. dl'hb Srs@eﬁﬁfn&iahah dli’s@je&édi@dor dhekg
acti on i ssybjest @rfadyh B3.5cwr 350509 pert dayri0.85 pwl tar5.@pdr\ke ref bodyunedighs perrdayh aomeserably
e} hanol , acéPdne tof4Qugerer day (Qal mgxie A-@ Manrer kg fof badyeveighs e day:i s pref er-abl y
cprried out at a tenperature in the rangg,feqm O[err]C to 1 00[err]C
(Hependi ng @ke shRbikQi bii BA-BRHRS-5Hethyle- [rssai yermeshd,@eﬁ)mmerhympefdnaa ith Nglidts
range fromaci@b few mnutes to twenty-four hours. A nore preferred range
~of conditions is from25[err]Cto 80[err]C; for about one to ei ght hours.’
It should be noted that the reaction can take place ugélm.t@ofsﬁugpensr on of

the base jn t heAquedwaiacwiol vent. The two conmpéiutidssoln. t hin apesient i nvention a
exhibit excel | ept—properti-es—for—4sea5——m———o——
Glucuronic o - 205 34.35 (mg base/ml soln.)
| Gluconic ] S 227 19.8
b Ethoxyacetic SR c | 2.20 - 19.5
Galacturonic : - - 2.28 25.1
30 Etoxyacetic '- _ . _' 2.35% 19.7
Isethionic _ | . 1.20 ©16.3
_Isethionic - . r4er 173
3 .._N.-(Morpholine.)ethané-_..;_..__ e
2-sulphonic . . o B . 1.2 - 11.2
Methane sulphonic 100 . 9.83
| %0 Methane sulphonic =~ . o 142¢ 649
&‘, o ciie . S | 1.95 8.28
4  Benzene suiphonic - o 085 747,
o Benzene s_ulphonie o 148 1.89
‘Glycolic o o ._ o _ 300 413 _
‘ O ® Gelie < L aoge 473
:' § o p—Tolue'ne sulphohic' _ . N . 145 274
. . .' s - . d-Tararic o I 182 o '.,1.5'7
A _' T2- Pyrrdyl)-Z—ethane sulphomc ' o 335 o 173 .
- 2-Ammo-ethane sulphomc K A 4.28 ) - _;‘.51 _ e
_'_60 L 24 Naphthalene sulphomc R _. ) R '.1.05-_'- S 15 max.-. :

pH of .05 M acid-test method using 1/1 acrd/base 3 '
_ - Method: 10.0'ml] aliquots of 0.1 M acid solutions were prepared then 185+ 3 mg of 2,4- ‘
66 drammo-s-methyl 6-[(3 4 5-tnmethoxyaml|no)methyl]qumazolrne were added (0.05 mole of base) the
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0. phérﬁhaceut i cal conpounds. The _ _ . _ _
2, 4- di am no-5-nmet hyl -6-[(3, 4, 5-trinmethoxyanilino)- nmethyl]quinazoline C

ndi-set hi onate salt is a stable, crystalline, highly water-soluble salt.

he 2, 4- di am no-5-net hyl -6-[(3, 4, 5?’ "gﬁt‘{mﬁéyani | i no) met hyl ] qui nazol i ne

| ucuronate salt appears to be. powd r? a r than crystalline, but has a

i gher degr&aiing ms@lrsliiab ba)en IBNRSE 4GONE hoti, AliSredaRd PBTAGT Matk ARuELRIH 681 Af

xper i meQt §Cr wpead YW abserhdnee kB2 ominng Tables | and 65 11. Table | reports
he resy ks of experinments in which . WLE | '

, 4-di armm_no- 5- et hyl - 6 5 g Bt heXV=r=92 ) o _ _
ni I 1 no) _rsret-_hyl | qui nazoFJl’Ié]@"{'/\lkggz%,cg@i ;Ehzaﬁ'easg Bﬁiﬁ"{?ﬁ?}'zﬂg‘g‘f,ut ion, while
able Il reports the solubility in water of prepared = - o

, 4-di am no-5-net hyl -6-[ (3, 4, 5-trinet hoxyani |l i no) net hyl | qtgou% "ol ine salts.
conparison of the rggults obtained fromthe twoegs hOdsmbgas gported' in

he foll ow ng Tabl e |4—Mst—salts—were-found-to have an-uhsatisfactory

egree of solubility Glucwenats, such as the 2- 5 nBphthal en@8.4ul phonate; or
n undesirabl e anor phgug, form such.as the gluconate or gal gct uronate; or
re not acceptabl e b&88%% ext ensive studies to dBternine?§4fety woul d

ave had®t o be perforpgegionstdch as et hoxyacetic acig. The cegpgunds of the

resent invention are useful in treating malaria or as an anti-bacterial in

mral s, such as dogsEthexysestate cattle, convenientl® in dosaf8 unit form

1tk t:he dose adjuste the 10 needs and tol eranges of the_subject being

rezl}f’fad.”The usual '§na§r'rﬁ§$'|°§ﬁr°8]1ss§§ °"ia§.’nge for a 708kg- 873 : _

Lactate : A _ 434
Hydrochloride A | 3.22
Gluconate B 2.55
Ethane sulphonate B . 2.64
0 © Acetate’ A 1.72
Sulphate A 1.61
: : - Gentisate o A 1.4~-7.06* .
T g T e e e e el e e s . e el -
Gentisate . . . B 0.28 ~
Benzene sulphonate B 1.24 B
: . 40 'Cont(als.' ' |
i Free base — o
2.4-diamino-5-methyl-6-
_ _ [(3,4,5-trimethoxyanilino) . _ . _
PR ~ methyilquinazoline o A .- 02
. Fréebase—
. 2,4-diamino-5-methyl-6-
_ ~ 1(3,4,5-trimethoxyaniline). : o
"5“0_ S methyl]quinazoline-- e B 0.1

* Analytical sample preparation qugstiohable.

‘Method A: 2.0 mi H,0 were saturated with salt overnight; 0.5 mi of '
- gg - o ........fitrate was diluted to 10.0 mi with methanol, and 1 drop of 6V KOH .
: . added to UV cell. -~ 1 - - : L
o ' : " Method B: 5.0 ml H,0 were saturated with salt overnight; 1.0 mi of .
~ filtrate was diluted with .01 & HC! (10 to 250 fold dilutions).

o
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r day),
dy melght per day) .

ueous acids [err] -

et hod: 10.0 ml aliquots of 0.1 Macid ggatjjons were prepared,
4- 65
dgar ni no: 5- met hyl -
(p. 05 ﬁﬁle of base);

of

‘10

" 15

20

26

30
- e 7-..35.._

40 .

45

.65

bs from3.5 to 350 ng per day (0.05 ng to 5.0 per _
preferably 7.0 ng to 140 ng per day (0.1 ng to 2.0 ng per

50

R~
"... . using, for instance, glycerin or cocoa butter as a vehlcle The vehicle may also contain preservatlves and
- colouring agents. "

M

kg of body wei ght
kg of
TABLE | 15 The'solubility of

-6-[(3, 4, 5-trimet hoxyaniljno)nethyl |.qui nazoline in

*pH of 05 M aci dotQéfﬂé hod using 1/1 aci d/ base

then 185 3
‘Method Companson — Selected 2,4-diamino-5-methyl-6-[(3,4,5-trimethoxyanilino)-
6-[(3, 4, 5- tr|nethnxvdnwhmnm%nsthylqu|nazoI|ne wer e added

t he 3 [err] 65 4 005hc15 [err]
Acid Base .

o —_— Molar  Solubility Filtrate
Acid Conc. (M) pH Ratio  mgbase/m! pH
Isethionic _ a0 1.20 2/1- 16.33* 1.83

.05 1.46 1/1 17.34* 3.70
Prepared Salt ' 24.8 5.30
Ethoxyacetic N 2.20 2/1 19.5*
: 0656 2.35 1/1 19.7* 4.15
_ Prepared Salt - . . 8.3 5.32
Methane sulphonic g0 1.00 119 8.74
. : .06 142 11 6.5 . 3.00°
- Prepared Salt 49 5.32
Benzene Sulphonic A4 095 2/1 747" | 2.95
056 - 148 11 1.89 2.95
Prepared Salt : 1.24 4.45
Glycolic - . a1 2.68 2/1 4.13 3.00
E ' o - 2.69 11 . 473 3.28
~ Prepared Salt 2.55 5.30

*Not saturated, base solubility equals amount of base availabie in shake out preparation.
. The novel salts of the present invention may be administered orally, parenterally or rectally.

Another aspect of the present invention provides a pharmaceutical compaosition comprising a
therapeutically acceptable amount of a novel compound according to the present invention, and a
_pharmaceutically acceptable carrier,.

In accordance with the present invention, ‘oral pharmaceutlcal composmons may be produced by
formulating the novel compounds of the present invention, as the active ingredient, in dosage unit
forms with a pharmaceutical carrier. Some examples of suitable dosage unit forms are tablets,
capsules, lozenges and pills; as well as powders and aqueous and non-aqueous solutions -and
suspensions packaged in containers containing either one or some larger number of dosage units and
capable of being sub-divided into individual doses by such means as measurement into a teaspoon or
other standard container. Some examples of suitable pharmaceutical carriers, including pharma-
ceutical diluents, are gelatin capsules; sugars such as lactose and sucrose; starches such as corn starch

-and potato starch; cellulose derivatives such as sodium carboxymethyl cellulose, ethyl cellulose, methyl

cellulose and cellulose acetate phthalate; gelatin; talc; stearic acid; magnesium stearate; vegetable oils '
such as peanut oil, cottonseed oil, sesame oil, olive oil, corn oil, and oil of theobroma; propylene glyco!;

glycerin; sorbitol; polyethylene glycol; water; agar; alginic acid; as well as other compatible substances
normally -.used in pharmaceutical formulations. The pharmaceutical compositions of the present

invention can also contain. other components such .as colourmg agents, flavouring agents, and/or
--preservatives. These..materiais, if- present, are usually used in Trelatively smali amounts. The
_compositions can, if desired, also contain other therapeutic agents.

The novel compounds.of the present invention when intended for parenteral use could be dissolved

- ~ in an isotonic aqueogus solution contalnmg other materiais such as buffers or preservatives. The novel
-compounds may also be placed in the form of an sterile lyophilized material to be taken up in an

appro riate vehicle at time of use.
=urther,.the compounds of the present invention may be admlmstered in the form.of a suppository

The percentage of the actlve mgredlent in the foregomg composmons can be vaned within wide

~ limits but for practical purposes it is preferably present in a concentration of at least 10% in a solid
60 _
. - . those in which a much higher proportion of the active ingredient is present. The compositions of the
- invention preferably contain from 1 to 100 mg, preferably from 2 to 50 mg, of the active ingredient per -
‘dosage unit-so that the entire amount to be administered during a day can be made up from a

compos:tlon and at least 2% in a pnmanly liquid composition. The most satisfactory compositions are .

- reasonable number of dosage units.
' The compounds of the present mventnon can be combined with other antl-malanal compounds,-
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' ' Example 1
2,4-diamino-5—methyl-6-[{3,4,5—trimethoxyanilino}methy/]quinazoline monoisethionate
- A slurry of 2,4'-diamino-5-methyl-6—[(3,4,5-trimethoxyanilino)methyl]quinazoline monoacetate
(9.2 g) (as described in British Patent Specification No. 1,345,502) in water (1.5 1) at 80°C was
treated with acetic acid (200 ml). The resulting solution was made basic {pH 10) by the addition of 50%

_ : ' o - Example 2 o
S 2,4-dia_mino-5—methyl—6‘-[(3.4,5-trimethoxyanilino}methy/]quinazo/ine D-glucuronate
. " A mixture of 2,4-diamino-5-methyl-6—[(3,4,5-trimethoxyanilino)methyl]quinazoline {1.09) and
. 45 - glucuronic acid (0.7 g) in methanol (65 mi) was heated to dissolve the solid. The resulting solution was
- cooled to 10°C and filtered to remove a small amount of solid. The filtrate was heated to reflux and -
.ethyl acetate was added to the cloud point. The warm solution was filtered and then slowly cooled. - .
The solid that formed was collected, washed first with ethyl acetate and then with diethyl ether, and

: then dried in vacuo at 60°C to give the salt as a. yellow powder with no definite_melting point.
.50 : : e e i R

Claims for the Contracting States: BE CH DE FR GB IT LI LU NL SE
_ - : 1 A compound having the following formula: .
s ' i
60 '

CHy' NH,

onic acid or is glucuronic acid.
The compound of Claim 1 bej

- whersin Z is 2-hydr6xyethané$ulph L .
4] C ing’ _2,4-diamino-5-methyl-6-[(3,4,5—trimethoxyanilino)—
65  methyilquinazoline monoisoethionate., . : T S :
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r easonabl e nimasisitiopfthe| nﬁéﬁmftﬂss ingfHtion may bérﬂeplmdmn‘émamn qrlgenjynctigewith
ent i off cESRTRE EIofCEPIee: S5 AnREpATEAR. Bofpch oo pogripne
uch as qui gi,B&qor -chloroguf ne MR RSN & A BBV R TI B RERTER MR
onpounds of t IThe RbMBSUNds ioh 1 bleSdht diventiInSiAhibi® @hdl browth bf Bathddadic RORHASIBh as
Nnd psori asb@edtdroccus faecalis (MGH—s), normal (UC—76) and drug-resistant (S18713); Staphylococcus
t BN 20  aureus; Escherichia coli (Vogel) and and Shigella sonnei (C—10). Thus, the compounds of the present

- invention would be useful m, for example, the sterilization of laboratory glassware.

The production of 2-hydroxyethanesulphomc acid solution
A solution of 10 g of 2-hydroxyethanesulphon|c acid, sodium salt in 30 ml of H,0 was eluted
. 25 through 120 g of an acid-form ion exchange column Dowex 50WX8 (DOW Chemlcal Co.. Midland,
Michigan, United States of America). The resulting acidic solution (200 ml} was titrated and found to be
0.304 molar in the desired acid. -

The following Examples illustrate the preparation of the novel saits of the present invention.

30 Example 1
2,4-diamino-5-methyl-6-{13,4,5-trimethoxyanilino)methy!lquinazoline monoisethionate
A slurry of 2,4-diamino-5-methyl-6-((3,4, 5-tr|methoxyamlmo)methyl]qumazolme monoacetate
(69.2 g) (as described in British Patent Specification No. 1,345,502} in water (1.5 I) at 80°C was
treated with acetic acid (200 mil). The resulting solution was made basic {pH 10} by the addition of 50%
35 NaOH solution. The slurry was then cooled by addition of ice and the solid collected. Drying {100°C, 1
-- ==torr, ‘2" hours) gavé the free base as a Ilght green-yellow powder.

A slurry of the free base (22.9g) in acetone (11} was treated with 0.304 M/ aqueous 2-
hydroxyethanesulphonic acid (204 ml), then cooled and filtered to remove a small amount of solid. The
filtrate was concentrated 1o a solid which was recrystallized from a mixture of ethanol {400 mi) and

40 acetone (400 ml) and dried {80°C, 1 torr, 4 hours} to give the title compound, mp 189—191°C.

\/) Example 2

2,4-diamino-5-methyl-6-{(3,4,5-trimethoxyanilino)methyl/quinazofine D-glucuronate
: A mixture of 2,4-diamino-5-methyl-6-[(3,4,5-trimethoxyanilino)methyllquinazoline (1.0 g) and
45 glucuronic acid (0.7 g} in methanol (65 ml) was heated to dissolve the solid. The resulting solution was
cooled to 10°C and filtered to remove a small amount of solid. The filtrate was heated to reflux and
ethyl acetate was added to the cloud point. The warm solution was filtered and then slowly cooled.
The solid that formed was collected, washed first with ethyl acetate and then with diethyl ether, and
' then dried /n vacuo at 60°C to glve the salt as a yellow powder with no definite_melting point.
50 .
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1. A compound having the following formuia:

55
R . ——me e e ' NH
© T CHRO NY 2
‘ > - Z N
HNCH; N
§0 . ]
Hy NH,

wherein Z is 2-hydroxyethanesulphonic acid or is glucuronic acid.

2. The compound of Claim 1 being 2,4-diamino-5-methyl-6-[(3.4,5-trimethoxyanilino)-
65 methyllquinazoline monoisoethionate.
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~ Claims for the Contracting State: AT

30 , . '
_ : 1. A process for_preparmg a compound having the following formula {:

35

. : wherem Zis 2-hydroxyethanesulphomc acid or glucuromc acid, whlch process compnses reactlng a
'%,,,j ~compound of the followmg formula:

. 45

50 -

with 2- hydroxyethanesulphomc acid or with glucuromc acid.

. 2. A process according to Claim 1, for producing the compound bemg 2 4-d|am|no-5-methyl—6-
.85 - (3.4 5—tr|methoxyamlmo)methyl]qumazollne monoisethionate.

(3.4 5-tnmethoxyamlmo)methyl]qmnazolme glucuronate. - _
4. A process for producing a pharmaceutical composltlon compnsmg a therapeutlcally acceptable
. amount of a compound of formula | as shown iin Claim 1, which comprises mcorporatlng that-
- .60 c0mpounu ina pharmaceut:cally acceptable carrier. ’

_ 66.
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" 3. A process according to. Claim 1, for producing the compound being 2 4-d|ammo-5-methyl -6~ -
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B armazeutis usammensetlemg ur}#h ssend emé’ therapgn%lsc akzeptable Menge einer
\,««5 20 Verbindung des Anspruchs 1 und einen pharmazeutisch akzeptablen Triiger. 3
el _ 5 Verfahren zur Herstellung einer Verblndung der folgenden Formel:

: ' CH3o - NH, -
. 28 : . -z
| S . : CHS 0 _ . CH3 | NH2
30 o
worin Z die in Anspruch 1 angegebene Bedeutung hat, welches Verfahren dadurch gekennzeichnet ist,
da eine Verbindung der folgenden Formel
Al e e e e
T T . CH30
| CH30 .
CH,0 C  CHy NH,
mit 2-Hydroxy§thansulfons§ure oder mit Glucuronsdure umgesezt wird.
45 ' :
- Patentanspruche fiir den Vertragsstaat AT _
1. Verfahren zur Herstellung einer Verbmdung mit der folgenden Formiel |
CH,0 (1
worin Z 2- Hydroxyathansulfonsaure oder Glucuronsaure bedeutet welches Verfahren dadurch gekenn-
zeichnet ist, daB eine Verbmdung der folgenden Formel _ Er
-65 .
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20
1 Un’ composé ayant la formule suivante:
CH o.
25 8 .
CH o] : o
30

dans laquelle Z est Iac:de 2 hydroxyéthanesulfonlque ou l'acide- glucuronlque
2. Le composé selon la revendication 1, consistant en le monorséthlonate de 2 4—d|am|no-5-
methsg ?_—[(3 A, 5—tnémétlhoxyanlhno)méthyl]qumazolme
_ ' . Le composé selon la revendication 1 conslstant en| -5~ ~6-
© o35 =[(3,4; 5-tnméthoxyamhno)méthyl]qumazohne T 7 le glucuronate de 2.4-diaming-5-methyl:6-.
: 4. Une composition pharmaceutique comprenant une quantité acceptable de point de vue
thérapeuthue d'un.composé selon la revendication 1 et un véhicule pharmaceutiquement acceptable
. Un procede de preparatron d un composé ayant la formule suivante:

40

N . CHzO

~ CH,0

T 45
. - CHy

I dans laquel[g_z ést tel que deflm dans _la_revendication 1, lequel procédé comprend la. réaction d'un -
50 . compose ayant Ia “formule suivante avec I'acide 2- hydroxyethanesulfomque ou l'acide glucuronlque

3t




ui naZol i-ne gl ucutonate. 4. A phar maceut.i cal conpositi on conprising a -
herapeutical |y acceptable anount of a Conpounﬂm“lmmlﬂmﬂma .
harmaceutical ly acceptable carrier. -5 5. i 1 eparing a

' ' ' ' [ nd of the follow n
al M L ] 05 S5 TR e SOG N9 @ conpou i ng

or mul a: | FEPFP™
IR 1. Un procédé de prépara'tipn'd’un composé présentant la formule suivante:
‘{f | CHg0 N ~NH2
CH,0- . HNCl;lé AT o
o CHo” CHy NH,

dans laquelle Z est I'acide 2-hydroxyéthanesulfonique ou I'acide glucuronique, lequel procédé consiste
15 A faire réagir un composé ayant la formule suivante: '

65
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onpound having the follow ng fornuiQQ5Te#1d 15*wherei n"Z s &s defined in

©

| CH,0
D% 20 :
L _ _ - CHZ0
CH30 _
25 avec I'acide 2-hydroxyéthanesulfonique ou I'acide giucuronique. EEEE
2. Un procédé selon la revendication 1, de production de composé consistant en le
monoiséthionate de 2,4-diamino—5-méthyI-G-[(3.4,5-triméthoxyanilino)méth_yl]quinazoline.' .
~ 3. Un procédé selon la revendication 1, de production du composé consistant en le glucuronate de
2,4-diamino-5-méthyl-6-[(3,4,5-triméthoxyanilino)méthyllquinazoline. ' o
30 4. Un procédé de préparation d'une composition pharmaceutique comprenant une quantité
acceptable du point de vue thérapeutique d'un composé de formule (I) tel que montré dans la
revendication, qui consiste & incorporer ce composé dans un véhicule pharmaceutiquement acceptable.
35
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