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(A) -may b Ssob 1 h mnn uor esc
pignents. It is also suggested |n this Pate t that t he rlng -A can: be.-
‘substituted by lower ‘al kyl, lower a koxf, hgl ogen (eg chloro), nitro or

| ower -al kanam do, but no exarrpl es
Pat ent No. .2, 879,274 di scl oses thé
6- met hyle anal ogue, as i nternedi ates™”in
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own Cqapoun Qfentrmﬂ! aysamd.sa&ds :@(Aﬁawmbﬁfseo&tetwaﬁaaguure .
referencesaseaedmalfat h et (ferRedtios of dyestifs. erent by he conpound

30 prepar ed. . YaPLateotrNouh 88,735 disgiasds compounds of formula (B)

4, 9-di hydr o- 4 9- di oxo- 1H napht ho[ 2, 3¢ d] t i azole. K Fries, R V\alter and K.
Schil l i g, Annal en 57 6 248 (193&)1. ser and E. L. Martin, J. Anrer.
Chem S6c. 57 1844 (1935). W L: N N.J..,,,Sllva J. Chem Soc. 1003
(1965)." It has never been repor |ﬁ the |iterature that %,he
corrpounds referred t o above. have”an yRe of pharnaceutical activity. é :
I'n conplete contrast to the referenc@s discussed above, the present ..
inventi 8h relates to anti- all ergy drugs. It is generally recognised that
certain celtefeirtfl, XRX} afPk] bre saRged6H dubtitaitsDYs pigineio QY colbrantg &t prasfiésl nat i ons -
and rel ease STHestfaem@icospaindds) Has béanr knewa nemBREd mrmammrsrmdlhsmébe{mﬂ area
al lergic rw@mﬁé-terwehafeenwge@v@f *i‘%?"sqs "%111 ‘P whic R‘G"Td may be
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atonB or éT ra eCco ey ne 1] st C ntipoay-antigen
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pr ophyl axirgspoise Qﬁﬁe%ﬁsdo?er&d’lihﬁmg myarysrm;n GiB%o- BH-Raphed {2, DY ﬁdzolhy oﬂﬁﬁh\ﬂh (TS
of -the alergic response. Exanpl es of such -di seases include: bronchl al

asthma, rhinitis, hayfever. and-all er ¢ cze{ Accordi ngly; -.i-n: bts '

| broadest aspect, the present infe es a phar maceutlcal :

3 conposition, 55 which conposition conpound -of the formula t' ).
as hereiynbefore defined, or a phgrnte rly accept abl-e: salt: thereof, and
a pharmaceutically acceptable carri ek ®@npounds of ‘formita (1) my be

adm ni stered topically or syst erratlca?l In accordance with usuat” .

1 phar maceutﬁ dhapya M%Vém@ﬁb'%ﬁé'ﬁﬂ therenfawe#rpial v\/\lev R, &rel Ryuwhidhi real lmothasammor

4 cont ai N gg1i jﬂEE re;,edn an_atkylene grod nt g{?‘;g dinek colggn: (e of Top 3
formul ati ogétyte hﬂ)‘ltstr'llg E&Barﬁg g ﬁ% gﬂ'ﬂgfﬁi re%hﬂjrefgre b e
4 Topi cal f o atopmals dIdisaEes M ShicAthd By [ﬁorh eref&‘ﬁt?blrea tﬁfﬁ{ Jt@rg £ It
4 sol utions mﬁnon%ep am&‘s obsucl disesgediedudel ra@ichiar asétBnai Fhirsy, BaGdver siduli r§|ca8ﬁma
: m crofi Shpindts Seopdest aspedthibe presdny iavéntign prdvidesta pharraaceuticslicbmbesitinb) e
: gg gﬁﬂ; composmon comprises a compound of the formula (I}, as hereinbefore defined, or a

: aceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

Compounds of formula (I} may be administered topically or systematically. In accordance with -
usual pharmaceutical procedure, the active material will be purified so as to contain minimum amounts
of by-products or other impurities. '

60 Topical formulatioans for administration to the skin include lotions and creams. Topncal
, formulations for administration to the respiratory tract include solutions for application via a nebulizer or
as an aerosol, snuffs and microfine insufflatable powders. The active ingredient in an insufflatable
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ifﬁfess than,10 m crons. “The' active 'material is co-pg; sented with a sol.id,
© parriier. such as. |actose ‘which has a pQrQQ%I&!Q;l ze of less than 50 nicrons,

lid carri

__ has a p f less than 50
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Exanpl es oﬁrmﬂﬂmbﬁfﬂhdalalaogan&oknow r@fe dugud- %@/for la (rT ?s tha
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‘propyl ene, r{%ﬁéﬁg&' ngd ,f ent yl ene. PV\here?ﬁ:herrpeﬁu_?_gs gwfﬁk;(g)rdrml aH ar;
~highl'y sub g %E%; %’H Mg -dioxe-J HinepHtier- ]S-dre
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re as previ o€ serefirsii dhe japentinm pigvidess s gensh cemmoungso cotobousds of formula (1)';

, 9-di hydro-6, 7-di net hyl -5-ni tro-4, 9-,@0 0-- 1k
urther group is one where two oOf R B | e r] are-hydrogen and the
emai nder are-as previ.ously defined pl,je of such:a .conmpound is. e

, 9-di hydr o-5, 6-di nethyl -4, 9- di oxg QA 2, 3-d]-triazole. One. .
referred sub- group of conpounds o ; a(l) |s that in-40 whrch ferr]
nd [erris amcephydaegeanaaste ﬁElE]sal?an\eL I the same
| fferent, repezperes'ﬂmdtgenetahyén{,, nierb 0y |, afkipl ﬁi; dr"ﬁf&( an %‘th Ss fg’emn ::g
onpound i SGP"’A@'QJ’GTPWUN@IOHHZ;G#M Gyl atkoxi- mg)é@d mnﬁ rTare ,qﬂan alkylene
riazol e, ?sff'gﬁ?gj'&ﬁértf d’rmrn“smrat-t Sidigntlére uef erred corrpod q
Or  USE doNcdrbBukdd Rt Tt ( ?ﬁa"‘lg } gy adad Sgfoungsn formulpt(l)rrfsnd)eﬂ subrgenip$ e
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Jeerr] alkyl or [efr] al koxy; and R2 and R3 are the sane or different and

represent -halogen, nitro, [err] alkyl os [err] alkoxy; or [err] and [err] .

thken together represent an al-kyl ene group containing from3 to 5 carbon’

afoms or.a' 1, 4- buta 1 , 3-dienyl ene group. Suitable and preferred exarrpl es
f the varlable gfoups in formula (1). and of sub-groups and
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60. COmfi‘o‘unds within foynuka (i) are as herei nbefor'e described in rel ation'

to formula (I). The triazole m)lety of the conpounds of fornula (I} has an

acidic hydrogen and accordi ngly may formsal ts. Exanples of
pharmaceutical Iy acceptable salts fmbbm‘lor thin the. scope of this
invention include glu n|u al kal i ndakall t

sueh a5 e Soirimpbre et v Sas {0 g P b n e ﬂatfi‘ﬂ[‘E’F
bases. . sUCH gk AUIRES aRb pm@@memmenseparnglwhm &epam Ioatmgmai-dny and
active anheesaiglch as (-) epherine. The sodium and ephedrine salts (-) are
preferrmed:. - The iGOGRGLO camerisen ddizinna naphskotyipzole iof ésmula dihpound of . t he
formulda’(1) as defined for use in the treatnent of allergies.

The i nvention, al'so provi ‘tes net hods For prep}&rl ng the novel conpounds m
the invention, and their. sal ts.
5 ~ghe fi rst rret hod corrprlses
(rey: ~ferrij - R3
15 wheréin [err] [err] [err] .and[.efr] are as def i ned W|th reference to
formul a (I) vvrth a. powerful oxi di zi ng agent,- and thereafter -optionally

- conver 4 nghdréif R RYIR widiR pdre hodefintdwith jefdravice tcfopinda iibwithie powd %Wa'm e '
sal t.  Sui arelithaeaiter dptionsily caperting thenedrergund: o formulmitht inteok P'Efé'“%ﬁ?t';'y"é Riablgj g
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Pr epar%r @g3 _
met hod “conpr iAS@sorteaahon térmpises deamihaton tia neanmmmptuthpaza;ble Merr]: ~ O 30
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;‘ napht hot r| azol e of' for rrul a

[err] wherein [err], [err], [err], and ferr] are as def|ned with’ ref_erence

to formuta (1) above wi'th nitrous acid, and’ thereafter optronally e
convertjng the conpound of fornula.'ﬂ) onto a pharnaceutrcally acceptah
salt tﬁ%reof LT Ry : "
5 35 .. The nethod is carr|ed dut
by W' L Mosby and- M- L. "Silva, rY, XGHEM 1003, (1965), for the
preparation of 4,9-dihydro-4;9-dioxg-1 B naphtho[2 3-d] - trlazole L
However? we have found that conpound% of fornula (1) . above are nost

.conveni ent g&z e 9ndpé 0%§ §ss dé’[ﬂh& Dnt em're *R98 f&rﬁ:ﬂﬁt(i) 160V, ﬁm%dac%f and
fter

formul a (‘g\ a ally convertmg the compound*6f formula () into a phalrmacegt(l)cally acceptable salt

nn Ml ogous to that deseri bed

err _
- \[/\,her Lr 196 [tg(rar? ‘}?‘fhe ethpgo;s dagied joutingk fenne} aalawousstockbit deedtibod bW bf Mpsby @e[d M L.
fornul a (%,2’3: Ghen. Spcin ) 803 L965forthe Rreppratignf 3. 9-dihydro-fdrdioyerd Haapithol2 el

t her eaf t ef'9%8 nal |
 phar maceu u%cgég}e\éhags aﬁﬂﬁcﬂh f' "%%n&%gﬁ? M o é?ﬁggarg[uo?tnc[%eggnﬂgwg%ey va
|-ower abkanoyl . arrp es of suitable |ower: aI kanoyl 55 groups.are acetyl,

" propionyl and butyryl. The nitrous acid is nost suitably generated in situ
froman alkali netal nitrite and an i @. Most suitably .the aIkaIr met al
n|tr|te|s sodlumnltrlte and Rh ' 'neral acrd such as-

---ri'\)r_

60 . .
wherein B,, R,, R; and R, are as. def ned with reference to formula (1) and R is hydrogen or an acyl group,

with mtrous acld and thereafter- optuonally converting the compound of formula (I} into a
*» pharmaceutically acceptable salt. -
Suitable acyl groups include benzoyl arid lower alkanoyl. Examples of suitable lower alkanoyl
55 groups are acetyl, prop:onyl and butyryl.
_ The nitrous acid is most suitably generated in situ from an alkali metal nitrite and an acid.
Most suitably the alkali metal nitrite is sodium nitrite, and the acid is a mineral acid such as
hydrochlonc acid.
‘ The reaction is carried out in a solvent which is inert to the reagents and products Examples of
60 such solvents include water and acetic acid. . .
: We have found water to be most convenient, ' :
- The reaction should be carried out at room temperature or below l.e. preferably between 0°C and
25°C,
The preparatlon of the compounds (I} from the quinone mtermedrates (IV) is facrlrtated by
65 reducing the quinong to the correspondmg hydroqumone, {IVa):—
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hydr ochil'ori-c acid. The, reacti onis carried out in a solvent which Is inert
to t he reagents dnd products. Exanmples of 60 such solvents include water
an‘d acetic acid. W have found vater to be nobst convenient. The reaction,

_ joul d be carried out at room tenperatQ@O23UXIow i.e. preferabl y between
[

rr] and [err]. The preparation.of the conpounds (). fromthe qui none
|r>tzerrred| ates (IV) is jaC|T|tated by 65;x edit
c rrespondt ng. hydroqw none, klVa):
0002 310 [err] O—I[err] :
Val [errg NHR  wherein Rand[er —HRe as deflned wrth
erence.to- fornul a’ (IV) ‘above and redkg ingHthe to hydroqui none (I-Va)

wigth nitrous acid. Thesé are generally nore soluble in acid media than the

|n'githe qui none: to the

qui nones The wheatiCRi and Matw AL awass defitled withusformcany farmuladdf) dabere od reagting the_'

duci ng qui thedreguircne lyal it witronasid. Thase bra\generaﬂm mr@@brbtsm q¢id Mediathansthe guipn

phthotri az ht a2olé: weﬁﬁ in(dhti aafea |tr@§l£bsﬂu6r&®1a$ b piepdrextbif direct
y be pregardnehtion ofl b es;irop“tﬁtenmazro&tlon of an appropriate tri azol e. In a

fyrther aspect theﬁ:nmhspegﬂhpmsnﬂdearoadgﬁrme@ss PbP’eeﬁ"éﬁarc?'ﬂ@“& EﬁfﬁmﬂP)ﬁT
f -rrrula(la) 20 - _ . _ [err]

[grr]. . - [err] o D 5 olerr 0 “and pharmaceutlcally
acicept abl e salts thereof . wher.ei n [ Bs ' err] and [err] whi'ch may -

be t he sane .or di fferent represent hy en, -nitro,” 1ower alkyl
and | ower al koxy, .or-any adj-acent t®g R4 taken toget, her (la)
represent an-al kyl ene group cont aining grong3 to 5 carbon atoms or a 1

-but a- 1, 3- 'di enyl ene grolp, provided that at | east .one of [err] to[err
esent T 148 sainfale EAG SESpRBRREASGSrebE Wb, BOR, ST WHNTRey Yo thOEIRY &

e
( b . different represent hydrogen, halogen, nitro, lower alkyl and lower alkoxy. or any adjacent two of R, to
[ arr ] [ er r] R, taken together represent an alkylene [geup fontaifiag frgm 3 to 6 carbon fitems pr § bﬂ»-rb}:ta.qm
wherein [err ]d'e lepe f°u? %’M’:ﬁ EFa[ lepstpne ofif iR iepyespi nitioavhichippocsss cgmprisep aiffpting
present fTro, lower alkyl or |ower -al koxy, or. any

adj acent tvvo of [err] to [err] taken 't oget her reresent an al kyl ene group

ex) esents ‘hydrogen.” .
| pNtrating agent under
nence we -choose to carry out
the reaction, vvrth fum ng nltrlc acrd ang , cocent rat ed sul- phuric aci.d.
'Equally, the nitration -step coul d be carded out with ot her standard
relagents. Foewnhein 8¢ RoR, arelrﬁammhunay batthamlﬂe ar leeﬂ‘é rﬁ'Yﬁ"SQQS‘aW‘?Qé “Bﬁ’t lop

de.pendent upoﬂkv! helomeae ?’\Yg;g rAgiageny Ef/bk’[a\ﬁ _d,e e grd psgﬁﬁdﬁﬁﬁﬁy égg %’3‘3

Thus conpoun "to re oty sl o any sig extent may be
nifrated rapi My df Hgud! vt é%nvemaml lﬁtr&tlﬂgta@er{tafnﬂirr cdnesntibnab @éantjon
geperal |l y aﬁnwhamarht FoMabvemianits i wé \thodse NP oeang sout ety ireagtiono mith Fuoingnejtsig acid and
rehcti on ti nmeeona¢ntiavcsuiphwirpesiditRapally.. thFHE"QtPﬁES‘%?WWn?% Rarded, aus With, gther, gigndprd
. bej al | owned. toreps ed de ends a 15) Ot & t&ie earggckrgrglsr@%g& |§depghéehﬁﬁégggh@g§afwty
and t enper at u£nd | \'fféizf i}fé s lcOMbdunEs WHIGH &P kbt @ecothpdse Yany significant

f 0 | owi ng t$ extent may be mtrated raprdly at high temperatures for example up to 120°C, 100°C being generally
/ ' _convenient. More sensitive compounds require more prolonged reaction times at lower temperatures.

The time for which a reaction should be allowed to proceed depends upon the starting materials,

nitrating agent and temperature but may be determined by routine procedures e. g by following the °

- course of the reaction by thin layer chromatography
- ‘ &5 The synthetic route to the intermediates {IV) is summarised in the following scheme in which R,

R,. R,. R, and R, are as defined with reference to formula (IV) above, and X is chlorine or bromine and R.

: . is an acy! group as discussed above with reference to (IV)

4 o (lVa.).'
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?::iceurse ‘of:.-'-;_t,v_/he reactlon by:thi n Iayer chrorrat ogr.aphy. 55 The syntheti-c-
route to the intérnedi ates (I'V) is summarised in the follow ng schenme in
‘which R [err], Terr], [err] and [er glgo2am@efined with. reference to . 71
§-forrru|a (@A) above and X is chlorine or bromne and R1s an acyl group -as. - -}
~di'scussed above with referenchito (IV) _ 60 ' ; _
. 65~

0002 310 terr]

o

[err] = s errl T
terr]. P
[err] o

lerr] o e C o '

CJ 26 e L fr] [err] 3Q [err];
lerr] . - - : [err] - (| e internediate. (I\/) IS prepared

by .di- spl. acerrent of haI ogen from 't correspondi ng 2-- 35.
acyl am ngs'3- hal Onapht ho-1, 4“1qur wone (V) using ammoni a° and‘«wher“e desrred
thereafter rempving.thg acy| grdup. she. reactlon 18 carrieéd out by passi‘ng
dry ammonia into a soltﬁ se~compound (V) in a hi gh boiling aprotlc
sol vent which i's inert to pent and products.. Exarrpl es of such
sol vent s_i ncl ude ni trobey Wdi et hyl f or mam de and -
hexamet h§7I phosphoram @e” bl y ¥Re sol vent i $ 40 nrtrobenzene R
~Suitably the reaction I's cgfried out eIevated t'efperatures (i. ' ' |
80-[err]) . The 2-acyl am no-'3- hal onaphM qgui nones (V) are prepared by o
reacting an active N-acylatind’derivative of henzfic or a lower alkanoic T
acid R-%H with a 2-ani no- 3- hal onapht hoory_nong .St abl e N-acyl ating i
_de\/vatlves include the aci-d halide and thé ffydri de. This“reaction '
is generally carried out in the absence of g o t he presence of:’ an
excess of the N-acylating A5p derivative.
carrieddut in a polar organic solvent whigch ils i rt to.the reagents and
-products. Exanpl es of, such solvents include pYsi-dine and-acetic acid. -The
reaction is also swtably carfied out  at m)derate tEmperature i.e. less
‘than 1000C. ' r §pdMinterkd r {b er to
facili taﬁeadyla&urib%ﬁﬁldngﬂ?}fhg)gg %}eﬁ%&iﬁ C%%em g %&?ﬁwn
cat al yst. %' Qfoup The 2-am no-3-halo-1, 4- napht hoqw nones (Wl care pr pared
" by reacti f@?ﬁ*'P; é’r’iﬂ‘i’ bzpessdigdrv anlrratbm&lmtoébsmhmht biaheicanpoend (V) ih)a hight h

a

Lo |l|ng hi

g]rn*rpﬂl a. grgoe f%‘tﬂ ; ‘gté Orm’t?ﬂg;@a V% Q'I?( ﬁtﬁrr;'t;hpgaf suqtreoloens’?,gﬁltcltdeon

I the redc ried t

i nert to the Tieagyedytamirdt@horRpIES-S 4- glshol Wi‘rl er t %Lf\ trv -acﬂatmgv)

to (I'V) alfistetiviPpbbapeaid by a idvesr sk icid | -n-lot-lr\o @&&a’iﬂno- ne (VI) :

‘reaction |%e"‘era N-aslating d%ttvafedeemueiel 85 atid plideadndr the acldeanh%}m{e.em reattich is
2, 3- di hgd Fodearits. ‘Fiéggg;jj' ggreag o "\ 'va'rterI h easevequ@mepctpesobmees poyiatingg

napht hOqUIreuYBRE aRY pd&c] éf(%‘ % Seganig s :;;ﬂ;ﬁaémcb"?' ot tythe

Exanpl es i | | uBter rasotion thearsmsrmaﬁw Qé‘mecﬁ erature i.e. less than 100°

2- Ami no- 8-t¢rrAmasurg biing| mogttdqyﬁentbnﬂkfm@dittdﬂt‘aqlliame r&ﬁbnﬁwﬁm lessdﬁﬁagofprgﬁec?ﬁr 22

“thr oughwa “?aé!f'.}htﬁgf’?’f’g P%FF'V%J‘: of 2, 3-di brono-6, 7-di met hyl - 1, 4- napht ho-
halo -naphthoquinones (V) are prepared by reacting the correspondmg 2.3-di-

halo-1 4—naphthoqumone (VIl) with ammonia. This reaction is performed by passmg dry ammonia into

a solution of the compound (V1) in a high boiling aprotic organic solvent which i
s inert to th.
and products, as described for the conversion of (V) to (IV) above. 1he reagents

Preferably the solvent is mtrobenzene Suntab! h
55 tamporatures L. 80— 180C. y the reaction is carried out at elevated
- " The 2,3-dihalo-1,4-naphthoquinones (ViI) are re ared from the corres n
by a conventional halogenation reaction. prep ponding naphthoqumones
The following Examples illustrate the invention.

60 Example 1 : : .
a), 2-3mmo—3 ~bromo-6 7-d|methyl 1.4-naphthoquinone ' ;
ry ammonia was passed through a refluxing solution of 2 3-d|bromo-6 7-dimethyl-1,4-naphtho- ¢
quinone (10 g; mp 237—238°C) in dry nitrobenzene (65 mi) for 30 mins. and the orade sohd‘:rvhuch :
separated on cooling was filtered off and washed with light petroleum. After removal of ammonium
65 . bromide with water, 6.96 g (86%) of material of. mp 228°C was obtained. Recrystalllsatron from glacial

A




%utnoné (10-g; np 237-[err]) in dry. ni trbbenZene (65 m) for .30 mns. and
_&nhe orange solid which separ ated .on Q? g gas filtered off and vvashed B

W th |ight petroleum- After renoval amoni um 65 br om de W|th wat e 1630 0
86% of ally BOE nvamBiabifttee sverck. mdRir poit HMax
: I*e(am a/? 6 ??&%%g?bfggaﬁ ,;'? (Bf)MSO) 2.35 (6H,s); 7.35 (2H, exchazgeii_:)'e grgaﬂ Fg%g(')gg)- ﬁii (2H.s).
002 310 éﬁpsnd (9 54i59: Ua@ésaﬂvaﬂ'f/?|%d11b'§FN9uf"8“'Ff’ﬁt%|5l1aF UG Sane el ti ng L

1.35 (2H? @a,q[msreng @efhyl- 1.4-hdpttheiuibie wér’édlsmlved(fﬂ a@:uc soﬁv
$.38, N 4 (7& inih@B vt @bpd of catentFRed s’ﬁlplﬁﬁnod&d-@ns R0y rivatye "f"o"r':‘_
3- Acet ami drseraafmmms ﬁte?edchﬁrmﬂ itd b, glverﬂa@lgtﬂﬁerefﬁﬁ %’@‘r}l 5835“;‘6;5 1600 cm~";
3- ani no- 3- yetrabawys 744 t'i,'gg m Qr s r? gg‘ﬁ%&fé 3HBR prdiom FRUADS C,

inhydr i dé® ( ?OQ%? & 2 sPNEea: A ad3xyl phuric acid o
ind t he yel ¢ 71% ﬁ‘olerl'va't‘l‘\’re Whlrec ' se arated was filtered off and drled- \

o give 9. Oc)gz_gfce@ﬁ,MQ ﬂﬁ;ﬁdegt-drmaaﬂxw@hadhkhoaammn from c?fvorof or Q:’:; etl

ave 7.75 g (6T asimoniatweas pdssall thngugh b e stjredy -ac d ' |
600 [ erng: d-m@tm(-mrs@)htmmé;é(éﬁrgf)“ E"ﬁ” E‘Zﬁﬁr dﬁrgn o 77;5%' |

“poi nt . vrrax ggn 3007 A BR-1 46 9r.th3ér%n elerr] (DVBO 2.35 ([er[, ‘
it |

N

Qe D P

o

[err]), 'f;qygf’fm' T) |sEE,a nolCraisbd) 9 307‘6 tg g" ?;g

. 30; [er ] d @qurrm, 55123363cm‘|"] 5(BMB0) 25 (AHSI%

- Acet anmi d OE‘ﬁ - 0 ybom (AHNnexshdrigoails sb foumt:\C. m"h ‘YJans%Fd

hr ough aastq,‘Hr,sgDarreddrrasc|m@5§@t Ht 546 W 108%8et ami do-.3-br omp-6, 7- 215

L met hyl - 14na hth n g.ﬂgok(SO m) for"1l hr. and

he i xt ir.e % Z‘f’::'e é“‘-"s"% ‘ma.ﬁ“,s’ﬁé‘r&%ﬁw 2 \WataihidbBeindtb-6 7 fdimetb e

ith ether- pet '“ &&@e@tlﬁgi%sperianmab%ﬁplaﬂ Imf‘r white

12-[errly R ﬁm‘drﬁed f,vaomeeemmid adeadgtedNtﬁ%(ﬁ%M sqlyjiop wap gooled o

err] PITBX ORT kA 3 scRABA of @gm nittigAB g) -nez@spr( 'QW; egf‘f’s r‘;&r!rg 5%
(6Hs) ftﬁ’medl wag Fflrrqé E"%{“ 2% zysgeadzlze

Afte ‘re atl raE or{eaﬁd’tén r{rﬂrdri'mg ueder vacuum at -

na
) (FOunOI ggc . 5(DMSO)
riequi res; ¢,C, .l.-rl. d Sordied, Ld1)=.x(mull) 3120, 1695, 1675, 1695 cm”
. 9-di hyd¥o-4a% :rr&ﬁﬁfrlzﬁzk) frirs v et prohgle potas. igungi €250 ”s’o%ﬁ (1833

i thionite (C,,HaNg), réauirese. £3.4¢10 399 Nu i8S 0ded to

- acet am do- 3- am no 6, 7- di met hyl - 1, 4- napht hoqui none (1 68 g) in vvater (150

ni) and the =? S hith 4-daBhthdquione The white 25" hydr oqui none "

vjhi ch forfre %\/%%mfm haong ef%a‘ﬁh@aﬁe@d o kadh $@@rom 2 3Fﬁ-érom9r€h P-Ufs
ool ed to 0Gg ﬂoq'&m‘éﬁé utzrscmmpﬁszwumdwmtmbwq\e 75

ddded over Znhesling tvessiiteprsh gffowa d cwelk tpg{g éfc}‘ifr ﬁyagr(rp \;E{’catmr;prgm. :
3;

f, ia”pefawfewse'zs RS °ﬁhff§ér§°f ‘agr At R
5

— Qf—c- DD, l'\/-\ e

terial Was” s ownto bearmnohydrate [err](rrull)

90, 3420 7 f8-3- g,é,aé.sm.rrﬁe}hyl Aﬂtmphthm se-al |isati on frc
~ dcet one- wat et?’ g%&::&?ﬁdnngf no-%bmmmﬁﬁi "@G\ hthqq é° @%Psd
was i sol at ecExafneterip(afforded 6.9 1 2'00%) l,
-(}6H S): T456H( ?439; 2559: d\fv“ffeel(hs '89("éﬁa(ngeab e proton (Foun C - -
63.20; H, 3.96; INRORI- BGbRtRSIuGonB 3. 44 H,. 3. 99 N..18. 509
anpl e 2 355k af ”\‘&taM%mmﬂﬁm totyh megrhyd reIluxmsn o8 RrarOREdY b 5
~was passed themugm-aarsimoqmed]e (ﬁaﬁ Ilruwtr ’ a"d thﬂf,’g’d("‘:"'tum 'S 6380; H,
2} 3-di br oso- &ame to pivg-1. "hpﬁéffﬂ E m ﬁ" rﬁ gl
n trobenzene"*P?BN 11G: $hathaNPs reqpEes; |ch separ ated: on cool ing was
~fjltered off bld,a%Ishm&ﬁWwLﬁ,jﬁme{Qlﬁ@dl-t('{zdkr] 40-60) ahd vvat er ‘and

“recrystal li sed o) g .'_aEd:eaémla@-GtahﬁncﬁﬁVHmbﬂJvl 1i4reat5ht® Wasf Capy !'QF LC‘@
[Er r]. (Fagneiazdd byl@e pOredure outingl re&xarwle . O f‘ ‘a gf‘ﬁ]
65; [err] (FoBndE; 5NE5:H, 387N, 18P0: C1iH;N;0.H 'eq ires; _
TAcet am do- 3- brono- 6(7) - net hyl - 1, 4- napht hqu| none Acetyl ation of
2k am no- 3- br exgmnpd 3) - net hyl - 1, 4- n'?p;flt*hoqur none (7 5 g) as described in _;- -
anpl e | hyafaf, @ 3i0ithroincds-mehpOHpheiio- @“@%&et der i val )
92-[err] bé"( Fourkfome (264 gwasagdeq 21%5 “2 V"’ e“[.ﬁ""im R r?)t())rg -
liq

tar
rrj reqU' r éiple) @n 7S diu at 1 ?;gg‘ rateaioadarksolld 23.2 g (84%

- Acet ami do- ée'g?ﬁ §re t%ltalﬁ?a{bg; kiﬁ a,mrrtinhaer tekt® qunemeaom)waammmsa—mcpﬁgw‘é’dc-
tihrough a gt |3r8r3% ¢HbUid, 2g. 7aptumgaa,g®,a=fqu®sa6eﬂ&h9dd> B985t 5% -

r‘§et hyl - 1, 4- napht hoqw none (6 g) in nitrobenzene (50 M) for 1 hr. and-t_-h_e
‘ar oduct worked up as in.so exanpl e lc to ghve 1.7 g-(40% of title conpound
c?f rrp(Etd—I) 200-[err]. (Found C *63. 80; : o e




[./L16, [err]_[err][err] réquires; C, 63.93; H, 495 N, 11 470/<) @

E:d) 49D|hydro , 9= di oxo- 6- net'hyl - 1H napht ho[ 2,3-d] -tri azol e 1690f _
4 ‘2-acetam do- 3- ani no- 6(7) met hyl - 1, 4- rﬂ}ﬂﬂmt!qﬂ none was converted into the.

4 title 55 trj éoeb cegzure ed in exanple 1d. Yield 0.75 g
31 519 np (a A g
! 18,00; CN 0gy f&-@th&ﬁ% 7E ?‘g}? %ij:[&onfgh 3&&%‘5 nﬁnamya brbfo gin bor

2 3- Di br onomixture psroed/in it dd- splidt Miﬁﬁ!separated was filtered off, washed well withBratstlane
(25 4 q) \R/adriqsllddemiletb345195493%)rtt!d>roﬂumt\umd1 béd Bp.niELaHdLPhABHICIged, 4-qui none
=(151g 0: 8 ;}Eanh sodlut etate(lSSg) i'n chloroform o
§ (125 i) ‘an f‘ﬁ“fvi"’@'f?’ U 1 8o £obR o1
Hfiltration H&ﬁ‘lo thd- ’ﬂ@-q i'nEHH( ‘ﬁgmé)tu? i® arthyfritle 3§ Sixture ,

4 (84%7 whi C‘Phst&feﬂ&dir mrnystalpbum@tmtﬁ ﬁwaid’r(imopﬁt grédncsolid sdplrated vbnpr.h v fijtered bif ahhd

4 np 146-[er rC{ cry§tRtispdcfromCethg®i sentdaing pharcbal/o; 9l\l9r34’~0684’92fOl%7 ?»{' evlttgg%e'm 23%€r |

1 requires; Clfoust £948.45: W, 2190; N34.46) £, igBENO, requirer; §p 481 ¢ )31 L
1 2--Ani no- 3- bgpsTackar ko FRdniR B RMBthBAndpHindIt it a@Rodd Y ammoni a was passed - -

4 t hrough assst i r ieglammenis was pagsaicfbrt hrothrasigh 2 strreti, faflodng-sElutlet df@xacetamido-3-bromo- |

& napht ho- 1, 46 hmﬁ?}mé@tm 4-a0m®%(5nb§§p é’ﬂ ﬁ: N\fﬂe)dn rnéstatrgmzpos wg @;ﬁ%;ﬁ

g for 45 nin. MR Pe GONCRA ( 'F"'”" r f

} separated Wi H’? Ped” \"FSheevavé‘Ee%' N9 PVE2OHE & lig;é?{rrﬁ' %ﬁ ldﬁ?)\/e 7.34
9 (939 Ood BY, Q@UISihydyd1, 9 1idRE8- rhdthox{-FH b IRE]2, 3L(ﬂ3-iri'a]zol£ deC) c).

g 2 Acet am do- 3- Mooarmtiféd? suspersionxyin2abdtivoidd-3%ntnd-6i0) metbonyaaihthoat, Gduuﬁdzﬂephw’ IgC

t acid (2 drof#® 9'(/\mleh'dd@&rt@0anllsw paided solutipn gtsgﬁmmointaomedﬁnhsm (20 mi) i m One

1 net hoxynaphE ehb #%ﬁ g ’e"CP"B'foE!'VKGF one ﬁ?‘?ﬁgﬁ”
t
L and the dgr Ao b :égg e jfazﬁ «ﬁ’ e s
golive greenfr&ﬁabéi'or%%ér of ehl/ ieé’ 8°8 ound; C%@%Sﬁ

: from et hanoh7oom,ai,N50;gH ®ha ctas:gi He 3B74Ng11.8d%) of a yeI | 'ow soli.d of

rr]. (Found 48 76; H. 290 N 4. 46; [err][err][err][err] requires;

iC 48 .17 § % do- 3-am no- 6(7) - met hexynapht-ho-
; 20 4.9-Difiydio- -dlox -5 tro- -na g %ﬁ} a :
11, 4-qui ndne’ 1 4,9-Dih f-tia rﬁ’g e-'g 862 H&fe?ﬂl%ﬁ%oﬁéd b Gfixture of
! ref | uxi ng Seﬂnuém@ﬁdempramaeaa @m namaf ﬁdmmcﬁé. b’étéw&he
i(5.19; 0. Oi&@amb#tb)‘ornﬂ—ﬂ|5tmuo¢)emmaem(uw dmi@ncamethhemdl taélics badrheld the solid

Efi iltered frees féjfereidmff qr &3 x 20 aniicand dlded voxvleiste brmhmﬂm sotmnems ac74%),

el e e n

(6199 of &)Y (o 64 of th tltle compoynd containing 5% of the 6-
4, 9: Di hydr Oisém&: @oshep€f 49m nayast nms bq@u‘ﬂ huitek:| @249 20; HO 1845N) 22.955%).
suspensi on of 2-acet am do-.3- am no- 6(7) met hoxynapht ho- 1, 4- qui none . (2 5 g;

0. 0097 ndP efxapplevint e S ad ed a sol ution of- sodi um di t hi on| te (4-

wa
)
g) in-water®( ‘ET P’% rec
hydr oqui nOn{ﬁ;o%Yg h &'g)?y“ e ygw mori'lﬁ%?;rm o mm»fué%%&éﬁé'
at [err]. AmngabidiidnQRe afxt@@sacum alcte5.4 dafk .é@saanohrstwgeﬁas cé fowaana urs
over 25 99 andng yellomdsdlil evhichx bad beent depositdd @y eryatalyhivas filtegedpofe ovgshédatvithl ice-cold

triazol e V\/a%f"q"PfP'l"bP'éUd'GF’fY'a'ﬁd3F9§CQ %I 'FIP §§§°G ihehcet one/ water to give

0.88 g (380 nﬂ,ﬁz XI%,J 36‘?7)9! (Found; C, 53.40; H. 3,75, N,
17. 01, cm/ﬁegﬁ g ol %2 ao-@ahqumonghal@% 0BE2TIE if 3P
4, 9- Di hydsé Obeﬁzé):edI&D(QﬂEvaelréﬂ’uﬁecﬂ.whﬁ thigi mnm 2 (63 g 0.057 Mok} &nd D.M.F. {3 drops) for 3
4, 9- Di hydnchotrsQThi daxiored séiutivapinaduced wasZopled pidhevepazatedt ,lald)am&gmbl whigtewas

di ssol ved hﬁ? f?H'%eﬁ'éirP@ ‘Eh'° % &g?m a‘% g@f&m to ke }‘m eni 3a‘f?d'°f%$rﬂm
nitric aci 1 i Yol ¥ ) E?ﬁ 2,58 Q%Bhfor
_ mh t re {
10- 15 i @$. (787)) dt °'h i teg sy wjl rk r%?lgﬁa JAE bl e
the solid vwith ﬁnHyareusaekhe}f Dark wes bgstalsivieie Wetosited, ‘ﬁneXc sﬁea with
yield a bri Ydr%t{%:tma@dldndd (Ydhldle Sgg T/ 67 361, n@as%ﬁecism*(w@%m[@rws]me to
showed t hi sCihC si st of a m xture’ of the 5- and 6-isoniers in the

appr oxi n@Je?)rft 03 9?,135:‘? ,Eﬂ'%( £ rec |4|2I§5atlon from acet one and .t hen

ety oct) st ey b oty TR
CONSi Sti NG MordnaBhthd. 1.4k SREDGUH) aha) ﬁ& 5 oo A moditd WeHtiorC:
49.47; H.- 1toéBplaN andZa yitow [cB&Ta]ii eblb]:hEtEWa]s feemed whieh wias eivsialiiseGroaathillacdiated;
N, 22.95%. Yidig 22k arip1%): Bpcd25—27BIEWS).6- f | uor o- 3- hydr oxynapht ho- 1, 4- qui none
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A SO|UtI0n of bromne (12.5 9g), “in chl oroform(50 n1) ‘was added to a 3/3
st{rred suspensi on of 6- fluoro-3- hydroxynajght ho-1, 4-qui none (12.5 g; 0.065
"

ol e) in chloroform (50 rﬂ) over 15 niG§0 png the addition the- mxture

P4 t’ered of f fluoréna do-\1\44t uioﬁ@{z?g 0lo678 Aok mm;amlzedél(nﬁmn dt e

2- m no- 3- Jch1l qﬁ ! MEYBHOBFTAISH fhield agechasiich drae was wathad it dof ether. The product had
2-lor ono- 6-fl u8r20 d‘roxynapht ho-1, 4--qui none -(13. 93 ¢; 0.052-novle) in- dry
5d benzeng’ (aoasm.aydvaasgrdeéxsmmquxs m,seryal AR i de (6.8 g, 0.057 nbl e)

d DMF. 13 drTopsstirrbd buspedtidialof 2-ato@
arfd -evaporét mdlel t m ted ldSanibwam ed @l solitiovhofcdvdinasdithivoitey (2,51) ihsedlerf(10mI) in one

chl orof orm "i/

di g} ater {15 ml} was added over 30 mins. and the
2,13-di chl or 031 3 %ﬁg reqﬂlt ed t.r zﬁ: filtered off. and recrystallis from
2-4br oo~ 3- ¢hidaione, wog@@nbé Gt deriva aé’ﬁr(arecﬁr.m Y655, Do -
t Hrough a®t217.e2965 Gl HiANGD,. of t he above m xture (5. n. m trobenzene 55

(¢5 m) at- roomterrperature for. 3 hours. The mxture Wa$ flltered and-t he
dark red: f||

diied. Vi Qb'dmi?(t Q‘cﬁpce ric Q'fu iﬁ( Irhe
[ grr][err][ es sthérebath forG@o h ijrs afﬂi-tﬁélﬁﬁo'il@ddﬂt cd200 50T .Zémﬁ.ku&rda@aﬁ ﬂﬁrag-left to
4- qui none . stand ovelighb ihe tétmmlwpmsrﬁ!terea@ffdm(saedjw tped tewasx &dldédnd dried to give a

siis pensi on o?a"’ZY"'ﬂPr‘{"r?g"d?B@%/? og rv ol:,togﬂeld pale
010155 moks) 58 (sHTd.f5 ALY i Cha 4)%'%%
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ethyl acetate. Vi eI d 2.1 g (51% rrp 225 [err] (Et QAc) - 0&02310 d)
é' Acetami do- %&% e pne V%szb gl‘[;))aé);lt hO 1 %’oxo na Shtholl2 jv—tria h

Yy anmonga ﬁ or§7—d x§tnla Hutof2, 1 % %}54 0.002.
2t acet ami do -rAol6) hareﬂraﬁ&ﬂ?)o mf) Jetadia mupﬂ@d?ﬁe Ogng D hdnB!
ni t r obenzend1020) inope ﬁdrtufrEAft}r stahddgrdt1sadnssmlelsdutndhrrmﬁnﬂdd cleseﬂthbdmht colour had
m xture. Thi éarlmsdf iThe eamvaé: evd?mqor} athl @POPGM;%;I‘:Ne r%sraé‘i@% fron’"-
upre corbly ﬂ'{gﬁﬁ Pf% BN 007 Lo d 250 GHL 254

I'a g) change?’bles gaund' c,

4, 9- Di hydr o- , 6467 1&2@% L({w 5; refsml %, AR

uspensi on qif a%et am do- 3- afm no- uoronapht'ho 1, 4-quinone..(1.0 g,

. 004 10 rml,iag thgd,\g@tgaa,o,(olﬁp_nggh}how§_dpp%g a sol ution of sodium-dithionite

recipitat ecbcb:yldmqu-mneﬂvhmphthbq@mael {05 fo) mnwlatenud pe ntﬂemd [te mNtdeknr(eB@t rdo
t 5C. A solta'I‘PQsﬁU@fU"§'db‘? qkalg 'eur(?&?(s )} Th % eqf'"e ﬁ;ld)s %E? Q‘? lby
0 m ns. ancg gl@ nﬂ}cggtgp |on%:(tti Q&lum?lmag (1‘:? r d
iltered fﬁfso , /e ec 3
erivative otﬁe r%? p@nrr |4 ° Hﬁs[a anilﬂnartm loc. cit.).
17. 0296. [G’ZM mul 1690 cm ‘ (Found C, 6005 H 81 N 2090 C,,,H ,0,n rcquures , 60.30; H, 2.63; N,
&l 1%).

npl e 6
, 9- Di'hy dé®-&, fisiglignet hyI 4, 9 di oxo- 5 nltronapht ho[2 3- d] triazole
, 9-Di hydl’O-lﬁurKordthﬁWah)d‘ 449 Sihylir® A SRfigXB {50k d-haphtho2,3-Bltrtbzgle . 0. 0018 nol'e) was
i ssol ved in a 28-diivitort.2-digko- 5@rt(mmmlzmr@dols(ﬂ D@Oa(mottb) s ms emdlmfamm
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(1a)

ora pharmaceutically acceptable salt thereof wherein R,, R,, R, ‘and R, are as defi ned in clalm 7.
~ 45 provided that at least one of Ft1 to R, represent nitro whlch method comprises nitrating a compound of
formula (Ib): '

. -{IB)" Lo
&8 wherein R1 R,. R; and R, are as defmed in claim 7 provided that at least one- of R, to R, represents

hydrogen, and thereafter convertmg the compound of formula (la) mto a pharmaceutrcally acceptable
. salt. N

g

Revendications

1. Composition pharmaceutique adaptée A I'administration 3 I'homme, caractérisée en ce qu'elle
" comprend un composé de formule () ou un sel pharmaceutiquement acceptable d'un tel composé:.

o
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#lerr] represent ni tro -which net hgd cofpri8es trating a corrpound 0
gformula (1B): -0 [err] (Ib) 55 whére :

de{.rned ing claim7 provided that at @w e}bf [err] to [err] represents
dhydrogen, and thereafter convertlng g

pdund of fornula (la) into a
2phar maceut i cal | y acceptable salt. Revepdi®ations 60f 1. Conposition

fphar maceutique adaptee a | admi ni stratlon A | ' homme, caracterisee en-ce

fqu' el le cq @n,di,dh ot Bnpd peuviat dtelidentiqued &) diftétents! r&ﬁé lﬂgﬁrtﬂ?‘ﬁ A7
t accep t abl e g E rtrgoq[g% &n G5 ot Flcoxy éh ©0,2 0B délx grou::s quelconcluevgisiiJ adjfcbentg;%g g'é?e

: * one ou u Esf"% W pris egsemble un QFOUPBNIt{oelBlId contenant de 3 4 5 atonle§ab]
Cerr] [err] Cpoang.n groue. 12 1\)] ﬂ&.éa B R ehd messuliquaaenoazooptabie
di fferent s de e&pmetaemtrqmsed@n deh %t eloiclyy g ?}&i, FWES laicompasé”
al coyl e eff dloﬁUQllogdaychm [err Gt LDy &ihe. fe B1689100 Ethots

al coyl ene coh (” téarwméw un groupe,

0
1, 4-buta- 1, amdue (ﬁéogs 'va"t (éﬁggxt ﬁfétﬂ@tﬂtm@eneme cawcdepba:bban 3R,
Conposi t i %n SU|5./aoThpdsmodi awaﬁdhﬁ@hué%n e a%

[err], [er rfontous desdeurdn Ehidmotmnitns @ g ‘%E”E‘ ) eﬁ%‘s%ﬁ?"e‘tﬁceaeeﬁ etR,
- G (0.

| hydrogene 8 sﬁﬁeﬂﬁé# eeverslida dnes crarabréﬁls@, e &4 h
pr opoxy, mf,fﬁéesg%'u ents representant 'eyosrpws tméghyles mhwamharﬁgﬁyg\%ﬂg *eu‘;eﬁt e
fou 2 caraeterl ¥e€o un des radicaux a [err] dans Ie
" conpose de fornul erﬁa(bi‘)ggeest‘ln"géemm{tse'csl'?hS'é'eﬁ%“t'qﬂem%ﬁﬁ?&%‘?‘t'? dgcorginpesdt | 2 |
revendi cation 1. 2 ou 3 caracteri seege_n co que deux des groupes [err] a
[ecr] dans le. corrpose ‘de formul e Ril) KonpAde ' hydrogene. 20 .= . 5.
Conposi t bon sui vant | ' une quel conquE : erj‘glr cations 1-a 4, . car.ac,trerr see
en ce que [err] et [err] sont tousg g€ | ' hydr ogene dans.:| e conpose
de formule (l). 6. Corrposrtlon suivank, | & r evendi catt®bn 5, caracterisee.en
ce que [err et err], qui peuvent etre | denti ques ou differents,

repr esen§5eﬁ rsB"l} é@ﬂmsreu @“éfe'!ﬂfl}et espoiserte R MhydogbNESur RalGRNE 56 Je
fornul e (1 Jroegicore en b A2 Gl Bt 8 o oot bu /o G Hil 4 th
accept abl egaep ko ﬁt%nank Eafa % 1 , ou alcoxy en C,_,: ou R, et R, pris ensemble représbitért kin

N 00 RL et R Gonoss i 16 PR Bncidton ii&ﬁ%mﬁpu ol e '“'@"'t 3-diénil4medr ogene,
un hal oggn ePs T’%ﬂu Gtﬁp-jyle%thwle.t Bropylelr e'i‘f "tde dﬂm?ne
[err] et [e %ﬁ 'eoathclefﬁremm;rtrstmky régg;g

un groupe &g d3t dit ?qi%s f a"é "enflication 7a?lb%f9yraeﬁns[éemrc}e ,qutaUn[ OU d
pris ensenbl e1oew;%g@ EVEnt Hhe aqyl en ont enant de 3 A 5 atorres e
car bone ousquht(?s tsplewb o Bhytltroéer&l['a&% léen‘g Forgen B 62 Surasastfrisé en ce que R, et R,
revendi ¢atj,on? @Bn%@tsevarsea esveriicatlole 10 CEdrdct&iss LB r nt ent do

| " hydr ogen’® e"“@%"fcg% ¢pphitent des lyydupes qi;é%ﬂy ;fylclé ﬁ‘%P ?%g‘t i pguvent étre
Propoxy, Chaphtol3f d]tiiias ,ﬂ“‘@ﬁ[ Br'é"e"é'Fat[OeM foreé phelerd, 9-dmydr6-l3[7€&ﬂ@{hﬁ019 H8%0-1h-
groupes net ﬁyhs CAMpayd Suivahf RRWeSdic e 61 hox pr opoxy, du fluor ou du
chl or e. 5%9.4.%i 66, /Sdinéthiit4, 9-diok £ VIER r&@zlglmf, zm%ép

ins |’ BRI RUIYapt Fa| revendi
ol ns ur}nghey%ll 9- o% 1H-nz-:[phto[ 3-df?r|;§itl:)n 7, formé par le sel de sodium de 4 .9-dihydro-6,7-di-

15. Composition pharmaceutique, caractérisée en ce

revendication 12, 13 ou 14 et un exci Quelle comprend un composé suivant la

" s ey Composé de formatc pient pharmaceuthuement acceptable,
tel
oy utlhs?;ro'r; Doy o forule allergrg:e défini dans l'une quelconque des revendications 1 a 14 pour
rocédé de préparation d'u
08" Quon oxyde §c naphtotnazole dg t;gm&seé(dt’e formule (1)’ suivant la revendication 7, caractérisé en

60 _. : : i . . - . RO PR
Sobee B R2 | i .
- 68

14

#phar maceut | cal I y accept abl & sal t ther&)ODMEOel n [err[ﬂ“ll :"mu“"ﬁm ]”nttd @
%[ err] are-as-defined in claim7 46 prqvi ded t%e‘tt at

NJerr], [err] an®l [err] are as-

parm |s gr é:ék sjt'°ﬁs ' ]a 'Pwdlwwﬂﬂaﬂﬂ caiidt@lsﬁ'ﬁﬁﬁtﬂu%u mibths Ph P G adicaux~ .

rgpegutidupment aspepubisous au'




- 2 s-’n:"dnél hydrogene 10. 'ConpBse suivant |'une q
r'__vendl cati:ons 7 -a 9, caracterise en ce que [err] et[Eﬁ mﬂ\gm m‘”m

dgux de I'hydrogene 45 ° . 11. Conppeoasst@ant la r n510* b
.c@racteri.se en ce que [err] let [err], qui- eU\‘/jent etre |d%nt Bﬂues ydatlon T
digtferents, oR & r"ae%m‘éhtSOGFef@s OL‘i‘ fé‘és ?‘ﬁ?ﬂ‘@/r en éfPY‘QﬂmposeLf";Y por ﬁg‘ dln°2‘un sol .

- ose sui QAN ‘r‘fd‘?f(? e fagyiipd
439- di hydrop TB(fur%%%dﬁ‘ pr p t&n@ﬁﬂ c&hbos@@@ﬂ?@&lg(lﬁsmanﬂé Pe@&ﬂtc@tnonﬁlﬁcarm&&e
sfivant |.g g& ﬁ-’ﬂ'@bﬁﬁ&h(ﬂl’& Jésanfnﬁé’tfdiﬁ de P#hind-Raghed-tripdoba MBCceut i querrent _ o
agceptabl e de49d|hydr067d|rrethyl 4,9-di oxo-1 - -
: naphto [2,3-d]triazole. 14. Conposh s g pvant | a revendication 7, for'mé par '
3 sel de sodi um de 4, 9-di hydr 0-6,.7-M NnBt hyl - 4, 9- di oxo-1 H-naphto ' !
,3-d] -ty azol e: '15." Conposi ti off it g ae-Mear act er i sée ‘en ce’ ‘

it eI | e conprend un conpose Sui va ication 12, 13 Ou 14 et un
xci pi ent phar maceut i quenment accept apl e. 055 ' 16!11)Corrpose de forrrul e
) tel .que defini dans |une quel condlie des revendications 1 A 14*pouf
utilisaf rR.J € RL britiidsCiERiticatOndinbigl s Qdns 14 feverfiREGHE padeNa 8B HidbUx@bon -
un CO@OJS%Eﬁﬁq%eﬁsefuu e(fa):jafg'wmbaﬂtlel igorhﬁbéende Cotrhga m' aFi,ﬁs’ afié | & @ sek
L~ on oxydepbam tiquatmenmgémab@e forrrule (11) 60 [ errt] .
err] Eﬂff ewﬁ ara O@Jd pfg& 10“%?1@’ fuiag 'wéefﬂmq'?ﬂscﬂd%ﬁﬁé'.s# o ,
evendi cat i. 8‘?1‘“7 formy Bdatl on puj sssant, et on
ransforn® ensuite facul tat| verrent |t corrBose de formul e (I) en un_sel ,
armaceut i querrent acceptabl e. 18y Prgcedg de ,erepar ation d' un corrpose de i
rmule (1)' . suivant |a revendi cat act érise en.6 ce qu il comprend
~desani nati.on de 2-ani no-napht o-t1 R 10

ou [ef&],[err], [err] -et [err] Rént ISignifications i ndi quees dans 1a -
andi cation 7, par de |'acide nitrefx et on transforrre ensui te - -

flacul tati vement |e corrpose ‘de fornmule (1)' ainsi féfﬁe ~un sel
phar maceuti queirent ‘acceptable. 19. Proc6de de preparati on d' un conpose de _
1 rmul e (%9 obwlmaﬁatet Reont evegmraaamsmmqmemnaemamdguatwn?wqudejﬂwragane ouun

;

eagir un c é cyle af’??rqﬂlla g}% ux etE gs&gg\fep‘ésmts@cﬁlgu[/@ﬁ le[ch!PTsé * é‘?rF‘]"'e .

et lerr] ont 'aé%sofﬁﬁfaaiaee dﬁiﬁ‘ i AU BldrRaton, odfacibes
e I hydroQ%ﬂQ:eQMoH'?algFéa ﬁn@- dGuinBneS aC' de nitreux, :
ransformes ensuite facul tati venent le coose de fornule (I) . a| n5| forrre

n-un sel .phar maceutrquement ;accept abte. Proc6d6 de- ‘pr.epar ati en- d-un
lonpose de formule (1)' suivant I,a A8 7, caracterise-en ce qu' on
ait reagir une hydroquinone (1Va) m 5 ou Ret [err] a[err] ont les
ignificald ons indiquees en ce quirlOeerye ormul e (1V(). avec de |

cido nitreux, et on transforne ongui &g f &wul tativement |e corrpose de .
ormule (I)" ainsi fornme en-un sel -phar maceut i quengns) accept abl e.- 21.
rocede suivant | revendication 19 ou 20, caracterise en ce quo |'acide

i treux eﬁ o Rtk La hnont les significations indiquées en ce qui concerne la formule {IV() avec de I'acide

- pitreux, et on transforme ensuite facultativement le composé de formule {I)’ ainsi formé en un sel
: pharmaceuthuement acceptable.
21. Procédé suivant la revendicatlon 19 ou 20, caractérisé en ce que ["acide mtreux est produit in
~ situ & partir d’'un nitrite de métal alcalin et d’un acide.
g0 22. Procédé suivant la revendication 21, caractérisé en ce que le mtnte de miétal alcalm est du
nitrite de sodium et 'acide est de I'acide chlorhydrique.
' 23 Procédé de préparatlon d’'un composé de formule (Ia)

j'n—hmm—h(')(b"’

60 . .('Ia)'

N ou d'un sel pharmaceutuquement acceptable de ce composé oll R,, R, R et R, ont les significations
indiquées dans la revendication 7, & condition qu'au moins I'un des radacaux R a R, représente un
68 groupe nitro, ¢ aracténsé en ce qu'on effectue la nitration d'un composé de formule (Ib)
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sf

Situ a»partlr dun nltrlte de metal alcalin et d' un acide: O
50’ 22. Procede sui'vant la revendrgﬁb g car act
nitrite de netal alcali n ‘est du .nitritée de SOdI um etenlmumnﬂ ‘m‘mlf

| " aci de chl or hydrr que " 23 Procede: dBy pr¢ ara},’] on d un eontpose de forhu

(Ta) . ' Terr] [err]Rg . 60 - ou
~duncsel phar maceuti.quenent, accept abl co?go ou [err] [err] [err--]' :
et err] gt les. Si gnlflcatlons Iy revendl catlon,,,? a ... L
condition qu au mains tun des r adi‘cauy [erg] a [err] represente un 66 _
groups nitra, caractrr se on ce qu on e‘Pfect ue- Iaqﬁtratlon ‘dun conpose de

-form“e(lb) nzn u f'ot diquées dans | di rQ/aLSe[r* Fun
[er r] e on BS srgm 1icauons inadiguees dans a\lpl‘] ication con tqy u@g moms 'un
' Terr], [ef?)de mgggjﬁ m?gﬁcf 'ggw?fgwtrqﬂee%ffafﬂ? oPHte iR feEpoRdrdommyle (ia) en
revendr catlon au moins lun to des radicaux-[err] a [err]

represente Bﬂ;emhspdiobgene et on transforme ensui te Ie corrpose de formul
(la) en un. seI rrace emante ac e ruch ajltend
- Phar mazedfi éﬁp %:]g% %ﬁ % 'sc ih{f gﬁel 'P‘F;“cﬁ'gh
ent hal tend el ne. I'n or me el n ar makol ogl sc
'vertraglrches Salz derselben ‘i'n der- err] [err] [err] and’ [err] ie
. gleich oder verschieden sein konnen Reissgrsto f- oder Hal ogenatorre -
Nitro-, [Perr] Al kyl- oder [err]- &Ko) heideut en oder.- zwei benachbarte
Reste aus der Gruppe [err], bis R z m Al kylenrest mt -3 his 5 -
Kohl enst of f at onen oder.. ei nen 1, 4xBats et ey | enrest 30 bilden, -und. ei nen i
- phar makol ogi.sch vertraglichen Tragersoff 2. Zusam:mansetzung nach Anspruch ..
1, dadurehk gekennzeichnet, [err] {err]* [err] ,[err]-and {err] in der Ver-
.b| ndung der Forrrel .'I V\asserstoffatorre Met hy I-;- At hy I- Pro yl -, Met hoxy-

Atihoxy-- odél gich °‘éﬂﬂdP's@'ﬁd9 5.?'
_ na%h th pr H° ;ag X g@gﬁ ﬁ%’% @% %
Slfolo & Edheh efré

Reste [ efs]pilbm u er.i'n lpnar sser St'0
ist. 4. Zusamrermsimmageﬁ mmmjdad&cmdﬂ:bnrae:cldﬁdumh, BeRamarg |naiarm=lr
[err] zwei hiedungdertFer eerW]issmswff[!femle.]Mﬂhvldéthvwehrttnvthm@m thpxyr- peer Ptopoxyreste,

: E rt
dadurch SLL&?%E%%‘E?@ e ﬁgﬁj‘h RO B st e

g et
| beide Wasser d@ﬂf pruch1 ede 9%8&@0&&5&4&&9\&@9&%&&%%5
dadur ch geks$Rzmi dehveibind {rebfn]e!amzhsﬁatdsﬂatom‘e sled. Ver bi ndung der For nel 1

di e gl ei ch odeb. llleammmsetam r@ell ﬂnMFlereAmsmﬁﬂteH is 4, dﬁdlhsﬂ gekqmmchnatpqlasrjy lundBf e

‘bedeuten., 7in d iodingi dep Fier e e' 0 ﬁ?‘”s “aﬁﬂ% er;)'u _
ver 11 of gy SATUELAL t P g el b et
gl ei ch oder vesc svemad. B%aérssm &9@@ éarmz Iben ,

[err] Al kyl- oder [err] AI koxyreste bec euten nd R2 und R3 gl eich oder :

ver schi eden sind und Hal ogenat one, N B L[grr]-Alkyl- oder

[err]- AlI?f)xyreste bedeut en. oder u'*b%rrrren ei nen AI kyll"enrest mt 3
. bis 5 = B R

ot '__. oL

SO . G | (1)1"

50 in der R, und R,, gleich oder veschieden sind und Wasserstoff- oder Halogenatome, Nltro (:,_8 Alkyl-
"~ oder C, ,—Alkoxyreste bedeuten und R, und R, gleich oder verschieden sind und Halogenatome. Nitro-,
C,_g-Alkyl- oder C _s-AIkoxyreste bedeuten oder R, und R, zusammen einen- Alkylenrest mit 3 bis §
Kohlenstoffatomen oder einen Buta-1 3-d|enylenrest bllden
8. Eine Verbindung nach Anspruch 7, dadurch gekennzeichnet, daB Ry und R, Wasserstoff—
&5 Methyl-, Athyl-, Propyl-, Methoxy-, Athoxy- oder Propoxyreste, Fluot- oder Chloratome bedeuten und R,
und R; Methyl-, Athyl- Propyl-, Metho:ty- Athoxy- oder Propoxyreste oder Fluor- oder Chloratome be—
deuten
9. Eine Verbmdung nach Anspruch 7 oder 8, dadurch gekennzenchnet daB® mmdestens giner der
Reste R, und R, ein Wasserstoffatom ist. -
60 10 Eine Verbmdung nach einem der Ansprﬁcha 7 bis 9, dadurch gekennzeichnet daB R, und R,
beide Wasserstoffatome sind.
o 11. Eine Verbindung nach Anspruch 10, dadurch gekennzerchnet daB R, und R,, die glelch oder
- verschieden sein kdnnen, Methyl-, Athyl- oder n-Propyireste bedeuten.
12. Eine Verbindung nach Anspruch 7, dadurch gekennzeichnet, dal sle 4 9-Dihydro—6 7-
65 drmethyl 4, 9-droxo-1H naphtho|2, 3-d} tnazol ist.

Ll
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{j‘ -enstof f at onen oder ei nen Buta- 1, 3- dl enyl enr est br\m““] !‘ ““! l“\ /
£/ bi ndung nach Anspruch 7, dadur.ch mebgrmxar chnet, ] err]\
hsser st of f - 65 Met hyl -, ‘Athyl 3 Pro yl - I\/Ethox At hox - o er

H OpOXyTr est \[er Xm ua% ettlérp mch ver-
dihy! - pr i fhes -Duh iimethyl-4, [ é .
hl or at o m;ﬁ@ fonm_ aph r gﬂa d & né‘t'cr(%ﬂ%h 'hg(g 3 i d'
gekennzea chnets. ﬁrefmdzemadesﬁmnsétmg aﬁaraltaﬂeﬁre[\efurddunmhcmnmuth 12,13 oder

Wasser st of reummm pha@@akologis€h veRrigtichde Miigadteffg nach ei:nem der Ans\Prf iche 7

5\35 9, da u Wl@]uex]ﬁgforrqeélr yv]e 'T gpqr]\ deramtapr[‘@}eﬂ big)14 definiert, zur Verwendung -
t of v .
ggeiiﬁﬁiefcm..eg e ol O8N gi h e

ikonnen, Met hyl At hyl - odoer n-Propyl reste bedeuten. 12. Ei ne Verbi ndung
inach Anspruch 7 ~dadurch gekennzei chpet [errr] si-e 4 9-Di hydro 6, 7- 65

di met hyl - 4, 9-di oxo 1H napht ho[2n§-d rQ | St - 0°002 310

* C L, M S. ne Verb| ndi ng. nach'Anspruch
7, dadur ch gekennzer chrn uai . SrIge ‘T<ol ogi sch ver- tragl Fches
Salz von 4, 9-Di hydro- 6, 7-di met hyl =4, 9- di oxo-'1 H naphthg[ 2, 3- d]-triazol -ist.
14. Eine Verbr ndung ‘nach Anspruch 7 “adurch gekennzel chnet [err] sie

4,9-Di hydro-6, 7-di - nmeth 49d|oxo 1H na hth 2 trlum;
ist. 6 = e R" 'ﬁl%ﬂﬁa I%% n?bmdg er rmg'w nﬁ;ﬁaigpk oﬁnlsc:: egr chﬁr ggg‘ ng
Phat akol 6g PPF e

 nach Ansp r;kﬁmgbﬁdeul
Tragerstof .~ h@, Véziahfen VamrsmUﬂgge;ﬁkewemm dek ForikieEy’ gennammm:dm mmumhe 1
bis 14 def einscbiieBend: dal ¥iarZndmithomgphtho-tiszol BehEandelUg von AI l ergien. 17.

Verfahr @i zur. Herstell ung einer Verbi ndung der For nel [err] Anspruch.7,
di'e MaBnahme 10 ei hschli eBend, daB eigd Napht ho-triazol der ‘Fornel |1 [err]
X~~~ ~ ~—~—~1. ' (I'')y 20 in der

'[err] [err], [err] and[err] wi &27) hN\ iniert sind, mt einem"
st ar ken %xi dat i onsmi ttel oxidiertgu Bend egebenenf al Is die

Ver bi ndung der Fornel-1' In ein pﬁ%rr akoldpgi sch vert liches Sal z

ungewandelt wird: 18. . Verfahren Zur Ferstellung ei né er bi ndung- der Forrrel
‘[err] Anspruch 7, die Magnahne einschlieSend, [err] ein
2 Ami no- na]yhcteha,.tP(,.r %LMH Rjavie roAnsptuch I7|defiertigind Gnit salpetriger Sdure desaminieit und an-
(1) 36;‘%}% é&% ggaspenenfalisqie po pebilggte é(ﬂllbm[imqer Fibrene! ihin/eirs prracrodkolbgislal vertragr t
sind, mt sani ni da eed benenfal | s
ﬁfen erst:al‘%rﬁg a Jrrﬂ%} a| IV ?.?r g?rﬁneglhg afrgiﬁle\r}g?@ﬁ%e_

di e so gebiihéiffeRente bt 8
ren zur Herstellung einer

i ches Selz ungemandelt mnrd 1 Ver
Ver bi ndung der For nel l'genaB;Anspru, 1o di e Magnahne ernschllegend daB
ei ne Ver bi ndung der Fornel |V 40rj]er
[err],[err],[err] and [err] wie in
vasserstgﬁfatonroder ein Acyl rest,_H#
anschl i eBend gegebenenfalls die s8 ¢ _
»ei n pharmakol ogi sch vertragliches Sakg ungewandel ercL 20. Verfahren zur
Herstel l ung ei ner Verbindung-der Formel |' gemaB Anspruch 7, die MaBnahme
50 inder R R,. R, und R, wie in Anspruch 7 definiert sind und R ein Wasserstoffatom oder ein Acylrest
ist, mit salpetrlger Saure umgesetzt und anschlieBend gegebenenfalls die so gebildete Verbindung der

" . Formel I, in ein pharmakologisch vertragliches Salz umgewandelt wird.
20. Verfahren zur Herstellung einer Verbindung der Formel I' gema Anspruch 7, die MaBnahme

einschlieBend, daB ein Hydrochinon der Formel IVa : L __ .

7 @efiniert sind und R ein
ahret ri ger Saure ungesetzt und
sget e Ver bi ndung der Formel 1, in

~ (va)

65 in der R und R, bis R, wie jn Bezug auf Formel IV definiert sind, mit salpetriger S8ure umgesetzt und an-

v . 17

TS Qhl] ' (1) 60 in der
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ey r‘rﬁschh egend ,daB ein dr ochi non der Forrrel | Va 55 err
NR [erlr]g_qr/m ; .Hy | [ l‘“‘[hﬁ iﬂl\hﬂ m“ dZH

i [err] bis [err] wie in Bezug auf’ Fordrgb I;)/Wefr ni ert sr <l ge
i-Saur e. ungesetzt und an--17 E * schlieSend gegebenenfalls
| die: so geb#chwbed dfaebevenfalis aﬁmebvlaeten@rnbiﬁdungueemephahm&immgkelodnsohwmﬁag-

! prd

i.l Ig/h es Sal ?hWe na(::wI m&]19 \é%F 5@ dpeas(;@e(a‘p ?E{u iF &l?au%% mZAQRathbe' o

rdi-e sal pet i &!d"lélﬁelj‘ % g’ ri el ner o

- Saur e hesgest eb) WerMhrléﬁinatﬁ Anspruch?21 \\\&é‘fdibmﬂ@llrﬁaﬁlfhltmernt?ﬂnd B 8Rire Sars- o

Al kal i met aSﬁhnrrstrrt Natriumitrit und die Saure Sal z- saure ist. 23. :

" Ver f ahren Yesf@'éﬂa'r %eereﬂww einer Merhindung dawfiorme igeder r-epsahema!sq'wh vertré-
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