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PCT/ EP99/ 02044 TRI SUBSTI TUTED 1, 3, 5- TRI AZI NE DERI VATI VES FOR TREATMENT OF
HI V | NFECTI ONS The present invention is concerned with tri sub ,‘%&
1,3,5-tri aziwesgsmbe/at i ves having 5 H 'V replication inhi Bt 64
properties. The invention further relates to nmethods for their preparation
and pharmaceutical conpositions conprising them The invention also relates
to the useTRISEBSIITUTED U35 TRIAZINE DRERIVAFIVES ROR TREATMENOFHIY u| for
the treatnment of subjects sufferi NENFECGRIONS/ ( Human | mmunodefi ci ency Virus)
I nfection. 10 Substituted 1,3,5-triazines are disclosed in the prior art.
For instance, Zerkowski et al. in Chem WMater. (1994), 6(8), 1250-1257

di scl oses 4- 4- :

am no- 6-[ (4-i odophenyl )am nol -1, 3,5-triazin-2-yl]am no] benzonitrile and is
used in the Stﬁﬁb’pr&@ntﬁﬁk&nﬁdm\iﬁ&o’ﬂcctﬁ&d with tHsEbstitutdd 13N 6RGInE B¢HVaeVes having
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useful as p as ers, suart redi ents.
Brit. 701,789 EFFBQWG@ phappasewtical @ewopawapma@slnstb%rﬁememw ubstit ut ed
1, 3, 5- tri azi nefelatdsethp asiof ddif corhpouhdssin tigihdmaotufeaif adnedivained: heefeldoqheinds  of
formil a (1) ef Irga anf éﬁzﬁ%d&éﬂé&h&&rﬁ% Hai\ ﬁ'ﬂﬁlﬁ ffient Qrt%j'm'gc ion.
Innunodef|C|ency I rus and- consequently nay e use or t

treatment of vidyal s_infected, by H V. The present invention concer ns
the use of 1¢ he ‘ﬂﬁ GHH&? W‘F?ﬁraﬁiﬂ‘%a‘[sé‘?’r“] OEorafe N oxi des, the

phar maceutical ly acceptable addition salts and the st ereochem' cally

i sonmeri ¢ f or nsFortinstanoé, ,Zeﬂdowsle'iemlﬁnmclﬁl—Ma@Q[(Wfq 6(8), 1R50-h257sli0loses 4-[4- 3 or 4;

[err] are eaChaﬁﬂ?n@%F{Wﬂﬁ hEHylﬁﬂﬁr%?—tl,%C,iS ﬁﬁm%n Jmﬂre%ansugﬁhmeal kyl,
30 2al b I
am no, (rr:[oﬁtr)f] at e‘w ?rr % cﬁgﬁ%mpl%%df]%&[aégb(¥i(g¢ié§ar %%ga?[)gnyl
wher ei n eaéh oﬁmhllife‘i queéﬂ%dmizc@,rséﬁw 2RHNe agents s | y and

each i ndi vi duabhmrﬁzﬁngeuaahs. IBHtETO1Y18Y His€10&s @ prockse for prephririgliediafio-arilidd
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Unexpectedly, it has now been found that the compounds of formula (I) effectively
20  inhibit the replication of the Human Immunodeficiency Virus (HIV) and consequently
may be useful for the treatment of individuals infected by HIV.

The present invention concerns the use of the compounds of formula

/(R‘)..
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25  the N-oxides, the pharmaceutically acceptable addition salts and the stereochemically
isomeric forms thereof, wherein
AisCH,CR*orN;
nis0,1,2,30r4;
R! and R? are each independently selected from hydrogen, hydroxy, C;_joalkyl,

30 C).12alkyloxy, C;.j2alkylcarbonyl, Ci.j2alkyloxycarbonyl, aryl, amino, mono- or
di(C).j2alkyl)amino, mono- or di(Cj.j2alkyl)aminocarbonyl wherein each of the
aforementioned C,_j;alkyl groups may optionally and each individually be
substituted with one or two substituents each independently selected from hydroxy,



-2- (err]al kyl oxy, hydroxy( err]al kyl oxy, carboxyl,
({ err]al kyl oxycarbonyl, cyano, am no, imno, am nocarbonyl,
ani nocar bonyl am no, nono- or di (Cerr]alkyl)am no, aryl and Het; or [[err]

t aken toget ?g formpyrrolidinyl, piperidinyl, norpholpcigpesmgisdo or 5
nono- or E&?gal kyl)am noC, [err] aI kyl i dene; R3 I s hydrogen, aryl,

Cerr]al kyI carbonyl, Cerr] alkyl, Cerr]al kyl oxycarbonyl, Cerr]al kyl
substituted with err] al kyl oxycarbonyl ; and each R4 independently is
hydroxy, halo, ([ err] al kyl, Cerr]al kyl o%cy, cyano am nocar bonyl, nitro,

am no, trihal ometh or trrhalorrethylox Lis -XR5 or -X-Al k- Rerr];
wherein R5 and Q&aﬁql?mhme@ﬁ&mlw w@xyhﬁa@wloxvmxﬂr cygro, piinAy | :  each
of said indanyl umnmdmlmbarmnybhmmyéarbmylammosmbm-mrdﬂ(@ﬂsarhyt)hnma,arylhwd) t hr ee,
four or five s fuents each independently selected fromhalo, Cferr]

6al kyl , Clerr f I oxy, hydrox C err] al kyl car bonyl , )
Cerr]al kyl ox%a iken thastlicy nay oi7a RiFrolidioyh pioeadinylmémbpling, azido or

trifluoron®thyl mom@rdi@slzalmmnoqw&w#den& N=N-, -0-, -S-, -S(=0- or

- _SE ;0) 2-; tAI kRBﬁ;r@R@géd alykmwgdkyr&arboawbl gaﬁk)mtﬁrw Rk dafbgﬁwlc ?ﬂt i tut led Ced
Wi one, two, 0 uents each independen sel ecte
fromhalo, C [egru&ﬁﬁﬁdw%é (i gyﬁoﬂ?ﬁlta"& cyano, nitro alrcl)d 20 Y

trifl uoromet h§ach P@dﬁlﬁlyaﬁhmy’l opF1- ea«lbﬂéﬁlra@lmbwcmycl ic radical; said
al i phatic het erﬁﬁrﬁédaf&nilaﬂﬁsﬁhuﬂosmﬁlbﬁﬁﬁx?ﬁbrfuﬁkﬁm gr&;yl dinyl, piperidinyl,
honopi per |n¥,l -I)Pkpg’r izﬂﬂ 6; lr;mr‘;i)hol I ny tetrahydr uranyl and

t et rahydr % said aliphatic heterocyclic radical my
optional ly be s %@ﬂdrli &P@UHWPFMH a5 dayb insiolyh ercpheryilieaeh of iveid indaryvh

het er ocycl i c radiiaddlylios pieeaylendytd shtisttiadywith@ny, two fthired,Totlr or fitd fbyfikuents

pyridinyl, pyrlméibmmhe A deibled &06h HAMW, C Qﬂlqﬂ y&egh of said
aromatic heterocy(? ag?,re éf 1 F ey égfk?l ?ﬁlrjt ed Wi,t h hydroxy;

nal
for the manufact url %‘% ‘?’g’F*‘{%ﬂ@” ’rﬁ%@ﬁ‘” 8‘F°‘saHBT°e“H‘fis suffering
fromH YV (Human Imﬂmrouiehylcmncy Virus) infection. 30 The present invention

al so rel ates t oxas Metthoduing-, IN=9a! J01gsvasEO) #osied),ani mal s
Alk is Cy4alkanediyl;

aryl is phenyl or phenyl substituted with one, two, three, four or five substituents each

independently selected from halo, C.galkyl, C)_galkyloxy, cyano, nitro and
20 trifluvoromethyl;

Het is an aliphatic or aromatic heterocyclic radical; said aliphatic heterocyclic radical is
selected from pyrrolidinyl, piperidinyl, homopiperidinyl, piperazinyl, morpholinyl,
tetrahydrofuranyl and tetrahydrothienyl wherein each of said aliphatic heterocyclic
radical may optionally be substituted with an oxo group; and said aromatic

25 heterocyclic radical is selected from pyrrolyl, furanyl, thienyl, pyridinyl, pyrimidinyl,
pyrazinyl and pyridazinyl wherein each of said aromatic heterocyclic radical may
optionally be substituted with hydroxy;

for the manufacture of a medicine for the treatment of subjects suffering from HIV

(Human Immunodeficiency Virus) infection.
30

The present invention also relates to a method for treating warm-blooded animals
suffering from HIV (Human Immunodeficiency Virus) infection. Said method
comprises the administration of a therapeutically effective amount of a compound of
formula (I} or a N-oxide form, a pharmaceutically acceptable addition salt or a '
35  stereochemically isomeric form thereof in admixture with a pharmaceutical carrier.



suffering fromH V (Human | nmunodeficiency Virus) infection. Said nethod
conprises the admnistration of a therapeutically effective anount of a

conmpound of forrmula (1) or a N-oxide form a pharnaceuticall aggﬁm"abl e
addi ti on sal wo®s/5Q2585 stereochernically isoneric formt h&CE6F 3
adm xture with a pharmaceutical carrier. -3- A particular enbodi nent of

the present invention relates to conpounds of formula wherein the variabl es
[err] and L are as defined in fornula (1) and 5 A isCHorN, [err] is
cyano, am nocarbonyl, nitro or trifluoromethyl; with the proviso that *

when Rl err] i sap¥@alar ebolitnehtcttRg@&entlinveftionfelle€ to dompb&ds offorndls NH and
Rl err] is 4-cyanophenyl or 4-iodophenyl, then [err]is other than NH err],

10 [err] or NH(4-cyano-phenyl); * e err] is trifluoronethyl,
Rlerr] is hydrogen, Lis -X-Re ' X/' RNH and Rl err] is
4-trifluoronethyl phenyl, then [er|] I|s ot Ner* t hangNH2 or N (CH2) 6CH3] 2; *

when R err] is nitro, Rerr] is en or nethyl, Lis -X-Rerr] wherein
Xis NHor NCH3 and Rerr] is 4-fluorophenyl, 2,6-dinethylphenyl,
4- net hyl phenyl or 4-nitrophenyl, tp&n, 15 NR[err] is other than NHaryl,

NCH3aryl, N(aryl)2, NH2, NH[CJ—lZCJ—lfN(&ZH[err], [err] * when Rerr] is nitro,
R3 is hydrogenwhareins - X-R[err] wherein Xis S(O2 or S and R5 is phenyl or
4- chl or ophenyl the vifBick R /H?, Rt s1d @ dieiis defined il forhu@iGnar 1] al kyl substit ut ed
with one org rmkeis%:ﬁ&%yl groups; 20 the N-oxides, the pharnaceutically
accept abl e "add] %l_on sal'ts and the, stereochenically isoneric forns thereof.
As used in theRf e agingearhanyh nitor giforemedyhaft er hal o defines fl uoro,
chl oro, brono withithepehyviso®haerr] al kyl as a group or part of a group

encompasses he shend 'Oy @RS AARHRA 126 110 Wtk MLl gt} hydr ocar bon
radi cal s havi ng romé_ﬁtci 4 C on ato such tﬁ\s, exanpl e, methyl,
ethyl, propyl, bhf3AoRNEYIeRE9 R’?,“VIC%*@”&F&T‘ k3P %féh”éﬁgﬁlbup or part of a
10 NH[CH:CI‘IzN(Csz)z], N(Csz)z, NHCH3, NHCsz or NH(4-cyano-phenyl);
* when R* is trifluoromethyl, R? is hydrogen, L is -X-R® wherein X is NH and R® is
4-trifluoromethylphenyl, then NR'R? is other than NH; or N[(CH2)sCHzlz;
* when R* is nitro, R? is hydrogen or methyl, L is -X-R® wherein X is NH or N-CH;
and R® is 4-fluorophenyl, 2,6-dimethylphenyl, 4-methylpheny! or 4-nitrophenyl, then
15 NR'R? is other than NHaryl, NCHsaryl, N(aryl),;, NH,, NH[CH,CH,N(C;Hjs).],
NH[CH,CH;N(CHs).], NH[CH,C(=0)OC>Hjs], NH[CH,C(=0)OH] or N(C,Hs)z;
* when R is nitro, R? is hydrogen, L is -X-R® wherein X is S(0); or S and R’ is
pheny! or 4-chlorophenyl, then R! and R? are other than aryl or Cy.j;alkyl substituted
with one or more carboxyl groups;
20  the N-oxides, the pharmaceutically acceptable addition salts and the stereochemically
isomeric forms thereof.

As used in the foregoing definitions and hereinafter halo defines fluoro, chloro, bromo
and iodo; C;4alkyl as a group or part of a group encompasses the straight and branched

25  chained saturated hydrocarbon radicals having from 1 to 4 carbon atoms such as, for
example, methyl, ethyl, propyl, butyl and the like; C;_galkyl as a group or part of a
group encompasses the straight and branched chained saturated hydrocarbon radicals as
defined in Cj.4alkyl as well as the higher homologues thereof containing 5 or 6 carbon
atoms such as, for example pentyl or hexyl; Cy.1qalkyl as a group or part of a group

30  encompasses the straight and branched chained saturated hydrocarbon radicals as
defined in Cj.galky] as well as the higher homologues thereof containing 7 to 10 carbon
atomns such as, for example, heptyl, octyl, nonyl or decyl; Cy.12alkyl as a group or part



group enconpasses the straight and branched chai ned saturated hydrocarbon
radicals as defined in C[err]alkyl as well as the hi gher honol ogues
t hereof containing 5 or 6 carbon atons such as, for exanple pentyl or
hexyl ; C[ery%;;;s\ﬁsﬁas a group or part of a group 30 enc GEEPSHGzodaN e
strai ght an ranched chai ned saturated hydrocarbon radicals as defined in
Cerr]al kyl as well as the higher honol ogues thereof containing 7 to 10
carbon atons such as, for exanple, heptyl, octyl, nonyl or decyl;
Cerr]al kyl as a group or part -4- of™a group enconpasses the straight
and branched chai ned saturated hydrocarbon radicals as defined in
d err]oal kyl a% 3gP eRcompRRses the,HEishhandraghrdehpined ssprateddivderasbasg 11 or 12
carbon at ons sidiRalyas defiped ivCangalkeyl asyvelias yhe, highettwmpologuesthereaf corntdiming 11

err]al kylid u ' =N |.val ent
d €519238rbén A6RYRicRls, RA kanftle, AnGHcAL gbuﬂ% i1 ?ggemﬁb@{k&ﬁuf}{%ar o

strai ght and branched chai.ned 5 hydr ocar.ho )

atoms such as, SF&E°U8PLRHY @,awﬁﬁﬁ'ﬁé?m@m ﬂéﬂ@fghbgﬂﬁ’%“ﬂféﬁ@mﬂutyl i dene
and the |ike; dmcarpensihayingiirgh 1464 carbonoaigmasuctpas; for eXamplaymethplemnconpasses

t Pos_e ' ?dl cgl Eeﬂ@maeﬂagio%%i_dafe, !Svl{rt]ﬁfdéﬂo@dnh‘ibﬁcllli@f@wﬁﬁaﬂéﬁilyi asaa%r@bfagﬁm{iuf\éal ent
strai ght an C rocar bon vi.ng. ffom 0 arbon at ons
such as, for eég%ﬁ‘%ag, ‘% J“@? %z_arﬁ%‘gﬂlyzf f%n f'gl%ﬁr:}?fﬂgggﬁ%ﬂﬁas well ps B'ﬂ?rg’hvé‘gf'ﬂll and
the like. 10 \Aaightrand pranched chained Sydipeapbons having frane i td 4eachopatoms sichdel vl , it
i s preferably fat éxampled 2-ethintediyl, @ [Seproghediglf 1,4beansaly end the Nied t he fused
phenyl rint For instance, Rerr] is suitably 4-, 5-, 6- or 7-indolyl. 15
As used herei : ﬁhﬁ_ . ' attached
to a carbon amgqﬁlgoﬁgﬁﬁly& ra _d?l Wmé@ l ’?{lf)g@ﬁabggdt%h%%%ﬁéps nor e
than one tinme TH4 °€$ﬁ§¥’l‘?'ﬂ%ﬁ‘?}h°efai°ﬁpu%ﬂfﬂﬂ?& i%ﬁ‘@@“‘i"n@ﬁ‘b%’ﬁ@ht‘v 320 Lines
drawn into ringosyindelyt from substituents indicate that the bond may be
attached to any of the suitable ring atons. For instance, R err] can be

attached tgs anys @¥dhdréR béfoe AhdRHn AOY Tofhs d dAfboR}I Hdidty Rheribdidy lo & | Ng. 25
The phar rraceutclagb%lnla%maccept abl e addition salts as nentioned herei nabove are

nmeant to

When any variable (e.g. aryl, R’, R* etc.) occurs more than one time in any constituent,

each definition is independent.
20

Lines drawn into ring systems from substituents indicate that the bond may be attached
to any of the suitable ring atoms. For instance, R* can be attached to any available
carbon atom of the phenyl or pyridyl ring.

25  The pharmaceutically acceptable addition salts as mentioned hereinabove are meant to
comprise the therapeutically active non-toxic acid addition salt forms which the
compounds of formula (I) or (I') are able to form. The compounds of formula (I) or (I")
which have basic properties can be converted in their pharmaceutically acceptable acid
addition salts by treating said base form with an appropriate acid. Appropriate acids

30  comprise, for example, inorganic acids such as hydrohalic acids, e.g. hydrochloric or
hydrobromic acid; sulfuric; nitric; phosphoric and the like acids; or organic acids such
as, for example, acetic, propanoic, hydroxyacetic, lactic, pyruvic, oxalic, malonic,
succinic (i.e. butanedioic acid), maleic, fumaric, malic, tartaric, citric, methanesulfonic,
ethanesulfonic, benzenesulfonic, p-toluenesulfonic, cyclamic, salicylic, p-amino-

35  salicylic, pamoic and the like acids.



conprise the therapeutically active non-toxic acid addition salt forns

whi ch the conpounds of formula (1) or- (I') are able to form The conpounds
of formula (1) or (1') which have basic properties can be CQQ¥%% %Q4
t heir phar neweowsoessl | y acceptable acid addition salts by t P& 2;“ sai d base
formw th an appropriate acid. Appropriate acids 30 conprise, for

exanpl e, inorganic acids such as hydrohalic acids, e.g. hydrochloric or
hydrobrom c acid; sulfuric; nitric; phosphoric and the |ike acids; or
organi ¢ acids such as, for exanple, acetic, propanoic, hydroxyacetic,

lactic, pyrUV'?heteeﬁ%ddﬁzon@msqnbeomﬁa&@mewd&desﬁmﬁawﬁ@udaiﬁ@nw) mel ei c,
fumarlc mal i c esul

benzenesul f oni ‘8*“°€ ‘WSP@B%@%?{%W“&Q&)C a‘ﬁ Ple tg 5?% %ﬁaﬁmﬁ élsf?fothg’mﬁ 5

salicylic, panmee. .galydratdsealtahlatesandbe like. -5 © The ter m addition salts al so
conprises the drates and t sol vent |tion e conpounds
of Tormila (1) 1Hh et fesegemby %ﬂ%?ﬁ?ns somreuncsr Remh (o - sogete g,

hydr at es, & cohastinbefore adefinasiall pbisible cofiipounds mede vrefahedameiatomis| bpndedidydhe ¢

fﬂr ns of g?rrpoméss gnélef'B'b‘ﬁcﬁ bl r)avfa d{ffe}em fhfcelifhsonal shBEeSWRIR AR nodef | nes
a ossible cg nds, ,ma S

sequgnce of bowgléch‘ﬂ ea?llg\/‘}' 'éﬂg? ?‘1"&"8&‘{5 O?E(E@g agﬁs%ﬁg%ﬁg?ssgﬁsrgacﬁro&erM| ch
are not i nt er cwisadgreationsd opinflicsted, ithe chemisalideeignagon o qpmpaund encempagses thenmy
possess. Unl esmiarbof all dYssible sRitbtHRREAAIP somBfk foihewhich &l confidhidmay

desi gnat i ogy °| P@ssé%? ”?a%'%u@@ﬁﬁmg?@ﬁﬁﬁ%n hﬁ&g@bﬁér&'&ﬁlogfenﬂnoxligﬁ%? @ isic

stereochem cal fy 1soneri possess. Said

m xture nmay coRPkFHacnctyeof said eqspropmad. Al stefeoch F\‘&’f‘l‘?‘t‘ﬂﬁ%‘?‘%‘“’éf’"‘!% theasi ¢
nmol ecul ar st r ucdropoands of $armilaqDroe @) bdth if\phre $drmroe drcdienistieavithyeactsatharrarec f or s

of the CO”DOU“ﬂﬁenQEdJo%%Lécéd'\)mf%th(zh%o DQ%@ bx%se%’irn@ex{]gﬁm or in adm xture

with each other are I ntended ace hin the scope of the present
i nvention. SonmSomk of the camnpguadsud Sortiulal (Dron@)anayla)so @xist(ih ﬂﬁexrrmiyomdr&doxﬁw st in

their taut psrer 'Sﬁc}I EfPalth notS cx‘lgfr{)ﬁfcaém g%vgf’ﬁrﬁ\ ﬁfeﬁ&e\ﬁ t&ﬂg' cat ed

I nC I n t e scope of the

In the above foQrnu
present i nvent iMsHde %\Wé‘{‘l‘@\fl?rsc?&e é%r%’F’Hé’P‘Fé‘r‘m the term "conpounds of
formula (1)" Ofype &wgpwﬂémng o QA ol of el 1 bbbl o el 1

N- oxi des, thei s eutica cece
(1;s meant to me(ud% afso the.lr N-oxxdes their pharmaceutically acceptable

acid addmon salts and all their stereoisomeric forms.

20  Suitably, L is -X-R® wherein RS is phenyl or pheny] substituted with one, two, three,
four or five substituents each independently selected from halo, Cj_galkyl,
Cj.e¢alkyloxy, cyano, C)_galkylcarbonyl, nitro and trifluoromethyl.

Also suitable compounds are those compounds of the present invention wherein R’ and
R® are indany] or indolyl both optionally substituted with 1, 2, 3, 4 or 5 substituents
25  each independently selected from halo, Cy.galkyl, C;_galkyloxy, hydroxy, Cj.galkyl-

"~ carbonyl, C)_galkyloxycarbonyl, formyl, cyano, nitro, amino and trifluoromethyl; or R’
and R® are phenyl substituted with 1, 2, 3, 4 or 5 substituents each independently
selected from halo, C)_galkyl, Cj.salkyloxy, hydroxy, C;_salkylcarbonyl, Cj.galkyloxy-
carbonyl, formyl, cyano, nitro, amino and trifluoromethyl whereby at least one of the

30  substituents is in the ortho position relative to -X- or -X-Alk-.

In particular, L is 2,3,4,5,6-pentachloro-phenoxy, 2,3,5,6-tetrafluoro-4-hydroxy-
phenoxy, 2,3,6-trichloro-phenoxy, 2,4,6-tribromo-3,5-dimethyl-phenoxy, 2,4,6-
tribromo-phenoxy, 2,4,6-trichloro-phenoxy, 2,4,6-trifluoro-phenoxy, 2,4,6-trimethyl-
phenoxy, 2,4-dichloro-3,5,6-trimethyl-phenoxy, 2,4-dichloro-6-methyl-phenoxy,



acid addition salts and all their stereoisonmeric forns. 20 Suitably, L is
-X-Rlerr] wherein Rerr] is phenyl or phenyl substituted with one, two,
three, four or five substituents each independently selected from hal o,

d err]al kyl ﬂﬁﬁ)i&kal kyl oxy, cyano, ([ err]al kyl carbonyl, nidiyeposropdss
trifl uororre%y . so suitabl e conpounds are those conpounds of the present

I nvention wherein R err] and R err] are indanyl or indolyl both optionally
substituted with 1, 2, 3, 4 or 5 substituents 25 each i ndependently
sel ected fromhalo, Cferr]alkyl, C[err] "6al kyl oxy, hydroxy, (err]alkyl -

car bonyl , err]al kyl oxycarhonyl, fornyl, cyano, nitro, am no and

trifl ugr orrg h?‘l“ld?c(g‘ﬁﬁfé%f”fy gﬁdt\"%hﬂfpg%ﬁ% g’ﬂ?ﬂ%’f’?‘?"ﬁ?’@’dzmbﬁ°"1‘?‘42, 3, 4 or

5 subst i t uent chleradib-dimdthykpteaoryl 3,6sliirane-ddnethybphdnaky 2,66fichlar-ddflaydo;

153[ err } al kyl Oxﬁhenb;%%i Q,GWoh_lcﬂ-ﬁﬁé’n]é?){, bxﬁa&h&&yﬁmn@%éh%éﬂwhnt@zﬁ?&o- C?r bonyl .

30 " subst ;¢ uRipe 36 G sfoRy ZesedFh Bicn bR prpRr s liorsy k. ' 1"

particul ar? LPhesoxy, 2-amirp-46-gishivrechmethyl-phieaoryx4racetyl-2,6-dimethyl-phenoxy,

2,3, g, ?; It g g a“aﬂlﬁfo%.&-diﬂ%éﬂfyﬁiﬁhﬁnoﬂ,"%-Z,&dﬁn&trl)itlfph&ﬁkﬁmabgﬂg&mmﬁm&

: 6-trichl g}r})l Sﬁlﬁﬁ@%%ﬁl%?%ﬁ?e@'ﬁ%ﬁé%&c@ ,[09%,9’2%@?‘?)’?%5?"8%’- phenoxy,

- di chl or o- $CHne-2RethexyRiEngsHehiorpyl-26-dimethyhpkenexys 4rindotAb-dipadrox y - 6-

- di chl or o- plieacwyy 9.3,42, Gpatafinbroshilipbd B3 simethdxy S-ERH Ik ydaftBAAXY

) oA, i) 26 AR SR G | oo

, 6- di met hoxy*HfiHBR ?'l'if)‘glﬁ‘-"dé(’%lr‘gjl‘ﬁk’?fw Fﬁﬂ‘@"r‘@“%%ﬂﬂ@b’??ﬁ@ﬁ?&%‘)’]'- phenoxy,

2- acetyl - 4, 6- ghiliro, 26atifybrendsisoprapyleaniling| 2,6-dbreind-#-urethyl-arilino, plielivhloyo-

i - :m 28 421, g gmtmﬁfdlane'aqynre%ihyd, z;gtmgegﬂafua%iﬁné}@mﬁ%:ﬂﬁiaﬁnﬁb,nrﬁ?é.ﬁmcmp]henoxy,

4- br onp- 2- chl Jf’)’_{rggl{o(’s-y'a%ﬁ]%o’fmﬁ ’]éaﬂl(%%?/'%?mgo&éﬂg?r%%%’!lﬁ?’?Wg{%ﬁé’phenoxy,

4-chl oro- ¥ 6- @M@Wh%‘ﬁwéﬁwﬂpﬁﬂwﬁﬂm@m@ﬂimﬂychbm@ﬁmcwl-anilino.

4-f or nyl - 2, 6- DhethipkGyytlethphaniliney 2-isépropyl G-metfylcinilib, B/dmineD @6Qkihethyl-
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- di br op®- 42 1 5aRMmeRYIL phefithid) 2 4-dZhforslpin PIfio, 4, 4% bHotb-pRhy1thif.O

- di chl 01 0- 5 4_dimethyl-phenylthio, 2,6-dichloro-phenylthio, 2-chloro-4-fluoro-phenylthio,
2,4,6-trichloro-phenylhydrazinyl, 2,6-dichloro-phenylhydrazinyl, 2,4-dichloro-6-
methyl-benzylamino, 2,4-dimethoxy-benzylamino, indol-4-yl-oxy, or 5-acetyl-7-
methyl-indan-4-yl-oxy;

2,4
2,4
2,4
2,4
2,6
2,6
2,6

2
a
2,4
2,4
2,6
2,6

25  more.in particular, L is 2,3,4,5,6-pentachloro-phenoxy, 2,3,6-trichloro-phenoxy,
2,4,6-tribromo-3,5-dimethyl-phenoxy, 2,4,6-tribromo-phenoxy, 2,4,6-trichloro-
phenoxy, 2,4,6-trifluoro-phenoxy, 2,4,6-trimethyl-phenoxy, 2,4-dichloro-3,5,6-tri-
methyl-phenoxy, 2,4-dichloro-6-methyl-phenoxy, 2,4-dichloro-phenoxy, 2,4-dimethyl-
phenoxy, 2,5-dimethyl-phenoxy, 2,6-dibromo-4-chloro-3,5-dimethyl-phenoxy, 2,6-di-

30  bromo-4-methyl-phenoxy, 2,6-dichioro-4-fluoro-phenoxy, 2,6-dichloro-phenoxy,
2,6-dimethoxy-phenoxy, 2,6-dimethyl-4-nitro-phenoxy, 2,6-dimethyl-phenoxy,
2-acetyl-4,6-difluoro-phenoxy, 4-acetyl-2,6-dimethyl-phenoxy, 4-bromo-2,6-dimethyl-
phenoxy, 4-bromo-2-chloro-6-methyl-phenoxy, 4-chloro-2,3,6-trimethyl-phenoxy,
4-chloro-2,6-dimethyl-phenoxy, 4-cyano-2-methoxy-phenoxy, 4-formyl-2,6-dimethyl-

35  phenoxy, 4-iodo-2,6-dimethyl-phenoxy, 2,4,6-tribromo-anilino, 2,4,6-trichloro-anilino,
2,4,6-trimethoxy-anilino, 2,4,6-trimethyl-anilino, 2,4-dichloro-6-methyl-anilino,



trifluoronethyl-anilino, 2,6-dichloro-anilino, 2,6-diethyl-anilino,
6-di net hyl - anilino, 2-acetyl-5-nethyl-anilino,
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di met hyl - gheferaily, L B-28@ trichlodg-phetoxy, a,éﬁanphmoeﬁérﬁlmethyl-phenoxy,
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o020 gt A EhE, sl Sy 2 kT ARy 2 A
ornyl - ol56.- onhmxwz 6-dipsomo-pimethykphenaxy, ddolichl@odriinorgphengnyeéraighloro-

t ri br onophaitixly] 2)6:dingktityl-G-riitd-pHithoxy0 2 BRfithethyl,phenoky St-dcety R 5 awemydni | i no,

6-
6-trimet hy
di chl oro- tr 1%@@3‘&2&?}%%&&& Plfeﬁng;@y g&%&%& %r%gllr?%)d @ﬁrethg hgxz%/x'y ani | i no,
di bromo- 4+ iR PRRORY: Ry 2 dimethy] fnhamrfe?oﬁw L2t | no,
di chl or o- amethylﬂm;:no%y,@—dﬂe-Zﬂmmbmglehlenm, 2,26 6rislomeahijihe, 21#,6-irinklpro-
romo4, Gy finﬂ%oz @'lthin&ﬂ 1-a%xlﬁ1!8| DhQichiofs-ElmetiyRnfidho, 2BLdidhHo-6-tri-

hloro-4-fl ut? oromethm? anXmanA dlhronio—tg 1sc)propyl-atn?in&r)’r,"at,g.I XlLro?nr(I)I me:tgyl-amhnt yl-
2,6-dichloro-4-trifluoromethyl-anilino, 2,6-dichloro-anilino, 2,6-dimethyl-anilino,
2-bromo-4,6-difluoro-anilino, 2-chloro-4,6-dimethyl-anilino, 2-chloro-6-methyl-
anilino, 2-ethyl-6-methyl-anilino, 3-amino-2,4,6-trimethyl-anilino, 3-bromo-2,4,6-tri-

25  methyl-anilino, 3-chloro-2,6-dimethyl-anilino, 4-bromo-2,6-dimethyl-anilino, 4-bromo-
2-chloro-6-methyl-anilino, N-methyl-2,4,6-trimethyl-anilino, 2,4,5-trichloro-phenylthio,
2,4,6-trimethyl-phenylthio, 2,4-dichloro-phenylthio, 2,4-dimethyl-phenyithio, 2,6-di-
chloro-phenylthio, 2-chloro-4-fluoro-phenylthio, 2,4,6-trichloro-phenythydrazinyl,
2,6-dichloro-phenylhydrazinyl, 2,4-dichloro-6-methyl-benzylamino or 5-acetyl-7-

30  methyl-indan-4-yl-oxy.
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2
2
2
2,
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2
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2
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2
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2
2,
2
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2
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Of particular interest are the compounds of formula (I) or (I') wherein L is X-R5.

A special group of compounds are those compounds of formula (I’) wherein R* is
cyano, L is -X-R® and R’ is other than 4-cyanophenyl or 4-iodophenyl, in particular, R’
is phenyl substituted with two, three, four or five substituents each independently

35  selected from halo, Cj_galkyl, C;.salkyloxy, hydroxy, C].galkylcarbonyl, C.salkyloxy



5 6- met hyl -anili no, 3-ammino-2,4,6-trinethyl-anilino, )
3-brono-2,4,6-trinethyl-anilino, 3-chloro-2,6-dinethyl-anilino,
4- br ono- 2, 6-di et hyl -ani | i no, 4-brono-2, 6-di nethyl- anilino,

4-bronn-2-cﬂ} @ ¢ Methyl -anilino, N-nethyl-2, 4,6-trinethpcrepidoena, 2, 4,5-
trichl oro- pheny ? 1o, 2,4.6-trinethyl-phenylthio, 2,4-dichloro-phenylthio,
2,4-di fl uoro- phenylthio, 2, 4-di met hyl - phenyl t hi o, 2, 6-di chl oro-phenyl thi o,
2-chl oro-4-fluoro- 10 phenyl thio, 2,4,6-trichloro-phenyl hydrazinyl,

2, 6-di chl or o- phenyl hydr azi nyl, 2, 4- di chlt o- 6- net hyl - benzyl am no or
5-acctyl-7-nmeth I-|3dan 4- I-ox preferably, L is 2,3,6-trichloro-phenoxy,
2,4,6-tri bron®? 1 1GyAno FHE 65!‘§F°32d3‘f@°f"f"?°8’rﬂoro phenoxy,
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2-chl oro- 4, 6 Q; Ihgxy%peaﬂ 'cLﬂgE&mdgargB'Al ger c%n@oﬂﬂ%& hﬁorm kll)wrhei-em R* is cyano

2-et hyl - 6- met h - an| |no
3-brono- 2, 4, 64 1s -XeA %thyl ani | i no, 3ch|or02 6d|rrethyl ani | i no,

4- br on- 2 6- dgﬂ%ﬂ-)’éonﬂ&}uldk Qz%’tho‘ée PJngﬂignqg%tf“ offa glr I%%'n&gr%onyl

N net hyl -
2,4,6-tri rret h ‘{“ﬁ qyaﬂozmﬂ Lt %ﬁﬂér@%ﬁéﬂwmhmxy, 3, 5,6-tetrafluoro-4-
2, 4-di net A§1 - pidzoxy- plhnomy, 2,3,6-udkchlora-phemoxy, BlAdaatyibtoioes, 5-dlmethy1-phenoxy, 2 4,6-

g ghld?(r: ﬁ| grl; I wr&n ﬁ‘éﬂMU E'4‘B~tn3hl@m§>h£ﬂcdx?0@r436 RifRB )&%%f y éfi.ér{n &
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5-acetyl
corrpou%ds of fishieta-ghepapy, %ﬂ-dmetl)ylmpéy, @.StdimgthybphRiaxy 2 6-d1Ar<8rpie4}cl§ibr09r oup of
conpounds ar e 3f5himeth ppHBRuAR d§s-aﬁard‘mumkmylﬁﬂhehoxwm&aicﬂlolm—ﬂﬁors- Adtoxy,L i S
bﬁéﬁ;ler r] %g tsl ?tgpﬁcg'll&rg ?ﬁen%xyp &%ntﬁﬂptﬁw %Q\rioxgri € H%Pemgﬁ‘ trc% ﬂleﬁc?xrgt iégu' ar RS i's
i ndependent | y dussthyl-pheaogy, 2getylr4briishlpre-Phenaxyy 3-seewl 6 @@F‘?‘]’*&PWL xy,
hydr oxy, ( er rinplold/d-dieliltworfyineth@df phendxg) 4&aceqk®,6-dimethyl-phenoxy, 4-amino-2,6-
dimethyl-phenoxy, 4-bromo-2,6-dimethyl-phenoxy, 4-bromo-2-chloro-6-methyl-
phenoxy, 4-chloro-2,3,6-trimethyl-phenoxy, 4-chloro-2,6-dimethyl-phenoxy, 4-cyano-2-

25  methoxy-phenoxy, 4-formyl-2,6-dimethyl-phenoxy, 4-iodo-2,6-dimethyl-phenoxy,
2,3,4,5,6-pentafluoro-anilino, 2,3,4-trimethoxy-6-(methyloxycarbonyl)-anilino,
2,4,6-tribromo-anilino, 2,4,6-trichloro-anilino, 2,4,6-trimethoxy-anilino, 2,4,6-trimethyl-
anilino, 2,4-dichloro-6-methyl-anilino, 2,4-dichloro-6-trifluoromethyl-anilino,
2,6-dibromo-4-isopropyl-anilino, 2,6-dibromo-4-methyl-anilino, 2,6-dichloro-4-tri-

30  fluoromethyl-anilino, 2,6-dichloro-anilino, 2,6-diethyl-anilino, 2,6-dimethyl-anilino,
2-acetyl-5-methyl-anilino, 2-bromo-4,6-difluoro-anilino, 2-chloro-4,6-dimethyl-anilino,
2-chloro-4-fluoro-5-methyl-anilino, 2-chloro-6-methyl-anilino, 2-ethyl-6-methylanilino,
2-isopropyl-6-methyl-anilino, 3-amino-2,4,6-trimethyl-anilino, 3-bromo-2,4,6-trimethyl-
anilino, 3-chloro-2,6-dimethyl-anilino, 4-bromo-2,6-diethyl-anilino, 4-bromo-2,6-di-

2
c
2,
2,
2
p
4-
4-
2,
2
f

2,



-8 - carbonyl, fornyl, cyano, nitro, amno and trifluoronmethyl. Another
speci al group of "conpounds are those conpounds of formula (1') wherei n
Rlerr]" is am nocarbonyl. Al so special conmpounds are those co&g&g&&a
formula (1) whewsRse A° is CH 5 Yet other special corrpouﬁﬁg ose
conmpounds of formula (1') wherein L is -X-Rerr] wherein Xis -NR err]3-,
-NH-NH, -N=N- or -0- and R5 is indanyl, indolyl or phenyl; each of said

i ndanyl, indolyl or phenyl may be substiuted with two, three, four or five
sub- stituents each independently selected fromhalo, Cerr]alkyl,
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2
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di met hyl - g 9>sttnﬁnet§9 néhoxd; £ X RINRE Hichly ﬁp%)fxy 2,4- d;%ﬂoro-phenoxy,

6-
6-
6-

2’acetyl 4, 6- i Uor0 eno Rhgnoxy,

ety 36 AR BBl b e 2
i -meth|-pliepoxy. 2 frdighlres4 Wyahcnqme%
4- chl or o- 2, 3, cphenoxyel,frdimegtogyplignoxy] 2@dimetby24-6itrd i pheestolry,| 2, (aiienathyls , 4 cyano- 2-
25  net hopey - PMRAGXY Y2-acktyl-2l6BidhioFo- ghaiometzta&t yiP4 823 ¥ro-phenoxy, 2-amino-4,6-
4-i odo-2, 6-di ng Etﬁ%xk Bh& ﬂeno?gi 6%%9«}1@1 H&QQy %%hé‘gs dimethy]
234tr|rrethox (5 ?m bon‘ 8 4 n|I|no
2.4 6-tri chl or BEBaw - hromoZGrdi ety R A -2 %om?me%vkwhw
ani lino, 2,4- MbmfZ@»@meh@nw. |4f1=d110r0-2 ,6-dimethyl-phenoxy, 4-cyano-2-methoxy-
2, 4- di chl or o- Gpliehdy| 4-or@PES, - dimettiVi-phéhdxy, 4-i6dci2,bdimsthy}-phénoRy, 213w, 5.@ni | i no,
2, 6- di br ongy 4- poataB¥bro ARiihd, BB, 4-ginf bG8l @e iy bxddatbonyl)-anilino, 2,4,6-tribromo-
anilino, 2,4,6-trichloro-anilino, 2,4,6-trimethoxy-anilino, 2,4,6-trimethyl-anilino,
2,4-dichloro-6-methyl-anilino, 2,4-dichloro-6-trifluoromethyl-anilino, 2,6-dibromo-4-
isopropyl-anilino, 2,6-dibromo-4-methyl-anilino, 2,6-dichloro-4-trifluoromethyl-
anilino, 2,6-dichloro-anilino, 2,6-dieth-yl-anilino, 2-acetyl-5-methyl-anilino, 2-bromo-

25  4,6-difluoro-anilino, 2-chloro-4,6-dimethyl-anilino, 2-chloro-4-fluoro-5-methyl-anilino,
2-chloro-6-methyl-anilino, 2-ethyl-6-methyl-anilino, 2-isopropyl-6-methyl-anilino,
3-amino-2,4,6-trimethyl-anilino, 3-bromo-2,4,6-trimethyl-anilino, 3-chloro-2,6-di-
methyl-anilino, 4-bromo-2,6-diethyl-anilino, 4-bromo-2,6-dimethyl-anilino, 4-bromo-2-
chloro-6-methyl-anilino, 4-methyl-anilino, N-methyl-2,4,6-trimethyl-anilino, 2,4,5-tri-

30  chloro-phenylthio, 2,4,6-trimethyl-phenylthio, 2,4-dichloro-phenylthio, 2,4-difluoro-
phenylthio, 2,4-dimethyl-phenylthio, 2,6-dichloro-phenylthio, 2-chloro-4-fluoro-
phenylthio, 2,4,6-trichloro-phenylhydrazinyl, 2,6-dichloro-phenylhydrazinyl, 2,4-di-
chloro-6-methyl-benzylamino, 2,4-dimethoxy-benzylamino, indol-4-yl-oxy, or 5-acetyl-
7-methyl-indan-4-yl-oxy.

35  Interesting groups of compounds are those groups of compounds of formula (I) or (I')
wherein one or more of the following conditions are met :
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2-ami no- 4, 6- di chi6P @WWI ﬁ%‘ oyl &@nyfm’? &iflyo enoxy,
4- am no- 2,16- di nemathylcarpémyhandyformyl;br ono- 2, 6- di net hyl - phenoxy,

4- br omo- 2- chl gf oxﬁs@t@yl.mhemm.ﬂf@iﬂmr@p&n&uﬁrmJas%mﬂn.phenoxy,
4-chl oro-2, 6-di g& gnoxy, 4- cyano- 2- met hoxy- phenoxy,
4-fornyl -2, 6- dt kh‘g g’ﬁ ﬂ%xy, 4-i odo- 2, 6-di net hyl - phenoxy, 2,3,4,5,6- 20

pent af |l uoro-anilino, 2,3, 4-trinmethoxy-6-(nmethyloxycarbonyl)-anilino,
2,4,6-tri brow&ltheamtqrﬁ%gcoznmu@ismtb@ﬁ%prapcmndqqfrﬂ@rmuk(mvdmetemrmeﬂhbxs)/ ani i no,
, 4, 6- t ri 128t hYOH adiR*iigyanc2orhmitiositberyl nforérntpasticulan R isRPano substituted in the

2,4

2 6 di br onod- Pt AR W D O T Por omet hyl -
Still other interesting compounds are those compounds of formula (I) wherein R*is a
halogen substituted in the 4 position relative to the NR® moiety, R! and R2 are each

25  independently selected from hydrogen, hydroxy, C;-12alkyl, Cj.}2alkyloxy, C).12alkyl-
carbonyl, Cj_jzalkyloxycarbonyl, amino, mono- or di(C;.;2alkyl)amino, mono- or
di(Cj.12alkyl)aminocarbonyl wherein each of the aforementioned C;.;;alkyl groups
may optionally and each individually be substituted with one or two substituents each
independently selected from hydroxy, C,.¢alkyloxy, hydroxyC,_salkyloxy, carboxyl,

30  Cisalkyloxycarbonyl, cyano, amino, imino, aminocarbonyl, aminocarbonylamino,
mono- or di(Cgalkyl)amino, aryl and Het; or R! and R2 taken together may form
pyrrolidinyl, piperidinyl, morpholinyl, azido or mono- or di(C;.j2alkyl)amino-
Cisalkylidene; and L is 2,3,4,5,6-pentachloro-phenoxy, 2,3,5,6-tetrafluoro-4-hydroxy-
phenoxy, 2,3,6-trichloro-phenoxy, 2,4,6-tribromo-3,5-dimethyl-phenoxy, 2,4,6-tri-

35  bromo-phenoxy, 2,4,6-trichloro-phenoxy, 2,4,6-triflucro-phenoxy, 2,4,6-trimethyl-
phenoxy, 2,4-dichloro-3,5,6-trimethyl-phenoxy, 2,4-dichloro-6-methyl-phenoxy,



anilino, 2,6-dichloro-anilino, 2,6-diethyl-anilino,
2-acetyl -5-net hyl’-anilino, 2-bromp- 25 4,6-difluoro-anilino,
2-chl oro-4, 6-di met hyl -ani |l i no, 2-chl oro-4-fluoro-5-nethyl-
2-chl or o- 6- M@ BYI02%ni | i no, 2- et hyl - 6- met hyl - ani | i no, B dinoss
2-1sopropyl -6-net hyl -anilino, 3-am no-2,4,6-trinethyl-anilino,
3-brono-2,4,6-trinethyl-anilino, 3-chl oro-2, 6-di - methyl-anilino,
4- br ono- 2, 6-di et hyl -ani | i no, 4-brono-2, 614 net hyl -ani li no, 4-brono-2-
chl oro-6-net hyl -ani |l i no, 4-methyl -anilino,
N et hyl - 2, 4, 62 4-dichietdptienanyi 2,4-dionettiyl-phénoky, 2;5-dMethykplicooxy; B hdibydnidié-o,
2h4 6| E L' et hy&m grsydlﬁ,&hﬂ hgmﬂ?'ch &Hx'bﬂfnib-‘g-ﬂﬁ 1-pH2h6xy, 2,641 hidrd-4Phbko-
pheny i 0, | I chloro
5-chl or - 4] ué%oxvpilgﬁ‘wf o5 E*‘PP‘?‘*&%MS&“%H&%}M&YE‘%‘WL
2, 6-di chl oro- pﬁvmyh&ﬁwdamlhﬂ-lphenzxﬂ2dutymcm0®rm¢m 2-pestyl i 6ediflyong-
2, 4- di met hoxy- ﬂﬁwl PERInG Y, 6-Hibil6Yo-5mdthylph¥nox ! 4- ae@m%memyl henoxy,
7- nethyl-lndan 4-) 2&&%%% Inte stl I gﬁz ? hose
groups of conp TPREDERY ZRWF P °"8ﬁ% 8‘?°' he
fol | owi ng condmﬁﬁllirpélem 4’1@’{10“3'23 t.mlethyl- , f-chiogo-26¢imethdhphrnagient | y
Sel:le(l-E\;EZ ed f L 0 31 wyhheq&ﬂem&mﬂmwxy,hwﬁﬁms-mﬁmm@r phefiohtyRd-iodol26-dilneth§l- hy dr ogen
an i's hydr i,
cont ai ns pheny‘grﬂ%!"y 12!3 n%@gaﬂ{]&f’&?lﬁg ’\Azn’%fﬂme%g? 6%':%%&@1%19%* or fi ve 5
substi t ueni®, ~ alinoapthd -tflwsm%aﬁwe@%%mchlsro—ww 246<Hmethery-anilineg c h
i ndependent |y Sséb&ﬁmaﬂyliandhml‘ﬂi-l—ds,chlb;oeﬁ-ﬂmg\yl-ﬂlaror2Ndie}xlom-@hmm}miewd -OXY,
J err]al kyl oxyggi o Gﬁéé‘-&q Dhilino! g % 9 ¢-dichloro-
[err]al kyl car b%%ﬁia'ﬁé’wg rr}( mp ﬂmto ih ldg’%é‘l cu ryl aﬂielﬁ({su'ggdﬁ totﬂo nt S are
sel ected from pmey5AY! "‘bﬁi 95‘ B % Yl'a“ﬂ’P acelys jl and
acetyl; 10 i vaniliney 2Jpranso-4, &dtﬂuwo-amlm.smyhloroﬂlﬁedmethyl-ardhnwB-CE;lgms‘t i t ut ed with
E:[ WO o]r f Er iﬁﬁ snﬁ&sttmmanmm dhwé@t v Inhl{noggleﬂﬁl siilneh{ymﬁc[ err;al kyl and
err]a ycar g St i . four or
five substitue %mgﬂ%mgf%?%%%?ﬁmgg éj'ﬁ'imegp’l f“f‘@ °'§u3\gd§?cf ?45%5 each
i ndependent |y WM’C%"@H‘W? 1924 é;dm}qyu}-wl}m foromer 2 64diethyl-pailing, fbsomo-
met hyl oxycar bogtdimetyylsaqiline,-tromoL2rchiokat6-medA-Bidlino, Ainhetieyl-adifino, N-methyl-
met hyl car bonyl Zﬁ%ﬂlg{hgﬂxﬁlino, 2,4,5-trichloro-phenylthio, 2,4,6-trimethyl-phenylthio, 2,4-di-
20 chloro-phenylthio, 2,4-difluoro-phenylthio, 2,4-dimethyl-phenylthio, 2,6-dichloro-
phenylthio, 2-chloro-4-fluoro-phenylthio, 2,4,6-trichloro-phenylhydrazinyl,
2,6-dichioro-phenylhydrazinyl, 2,4-dichloro-6-methyl-benzylamino, 2,4-dimethoxy-
benzylamino, indol-4-yl-oxy, or 5-acetyl-7-methyl-indan-4-yl-oxy.

25  Particular compounds are those compounds of formula (I) or (I') wherein R! is
hydrogen, R? is hydrogen, aryl or hydroxy, R® is hydrogen and X is -O- or -NH-.

Other particular compounds are those compounds of formula (I) or (I") wherein R® or
R®is a 2,4-disubstituted-, a 2,5-disubstituted-, a 2,6-disubstituted-, a 2,3,6-tri-

30  substituted-, a 2,4,6-trisubstituted-, a 2,3,4,6-tetrasubstituted-, a 2,4,5,6-tetrasubstituted-
or a 2,3,4,5,6-pentasubstituted phenyl group; in particular a 2,3,4,5,6-pentahalo,
2,3,5,6-tetrahalo-4-hydroxy-, 2,3,6-trihalo-, 2,4,5-trihalo-, 2,4,6-trihalo-3,5-diC;4alkyl-,
2,4,6-triCy.4alkyl-, 2,4,6-triCy4alkyloxy, 2.4-dihalo-3,5,6-triC)_salkyl-, 2,4-dihalo-6-
Ci.salkyl-, 2,4-dihalo-6-trifluoromethyl, 2,4-dihalo-, 2,4-diC;_4alkyl-, 2,5-diC,.4alkyl-,

35  2,6-dihalo-4-C.4alkyl-, 2,6-dihalo-4-C,salkyl-, 2,6-dihalo-4-triflucromethyl-,
2,6-dihalo-, 2,6-diC . 4alkyloxy-, 2,6-diC;.4alkyl-4-nitro-, 2,6-diC,.salkyl-, 2-acetyl-4,6-



v. Xis -0-, -S, -NR3-, -NH-NH or -N=N-; in particular, Xis -0- or -NH
vi. ALk is nethylene. O her interesting. conpounds are those conpounds of
formula (1) wherein nis 1, Ais 20 CH and Rerr] is cyano or

ani nocar bonyl, odilgdsg i N particular, Rerr] is cyano substi tp¢rishodaredshe 4
position relative to the NR3 noi ety Still other interesting conmpounds are
t hose conpounds of formula (1) wherein R4 is a hal ogen substituted in the 4
position relative to the NR3 nviety, [err] are each 25 independently

sel ected from hydrogen, hydroxy, C[err] dkyl, err]al kyloxy, C[err]alkyl -
carbonyl, Clerr]al kyI oxycar bonyl, am no, nono- or di( d(lj{.err ] al kyl') am no,

mono- or di ( Clihalot Araesty ﬁ'idﬁdeaﬂtﬂﬁﬁyll-S -Ghalkyl-r2-aminp-4¢t dibgie- SEhealizrent | oned
Clerr]al kyl gamalwm. mtywmalcﬁwoamlﬁa@h 2-hslo-6iaiyakyly 2Jsadicyiyil,t uted with
one or two suf Saﬁr r%(ifﬁ? EQ%QL&X%&Q{ e;ﬂag‘ngﬁr‘ﬁ)gl_‘%r Pédetyl-

| kyl
g[gm Z| k§| giééaf mﬁ@‘b’y %ﬂﬁ%‘ %ﬁﬂ Tﬁ-w2éﬂ¢fee1§¥1bdrhﬂ°-236-m-
ani nocar bofy| &atiy]- 4reyano-2-G atkyldRye Afbayl-26)diCi saliyl- 3 Qlsalityid o2, 3,4-0r [err]
t aken t oget hehéﬁﬁéﬂk;fl@fﬂ RO LARNb msbnyl)%&ﬁ‘fl Mhore imﬂaﬂiéﬁia} W brrGghdo O
05304, 8. 6 pentad PtsBRdy A 56 pea i 2.4 Stsrilsaror Ry 23dRoxy.
6-trichl opmoph@rﬂo&yl,chlmoél. m*&-mblmrmr%ésl}lﬁethbrlﬂ@ﬂtﬁymbpMHdM trighldrog-tri - 35
mé Phenoi(%a%lﬁﬂﬁorbf aamﬁhﬁd h,ez,w,&mm&h& 62,4-tichloktP3, 96 BRIV
ri X
di chi &0 & @E&{;g ’#‘hﬁg 54 il '%Q"ti“ g""%“ﬁcym a‘%ﬁfgggi fhdoro-
di et hyl - grfedigsthyl- 2 -55dlatp yG-dipresecicshlorp-3¢- tamsthblrsémdx romo-4-
h
d
di

3,
ro
4
4-
4-

2,
b
2,
2,
2,
ghl or o- 3, 5- di nspiopyl-, pt&edalsrmym-%ﬁhﬁ B6adichoroaitifflordihetindx ¥,6-dichloro-4-
2,
2-
2
4-
4-
4-

6-di chloro uefr, di
6- di net hoxyﬁ%ﬁj& 96%?'3&% )r(rher{lﬁh(f} 42%%1?%@ l Qﬁgxxﬂdgn%h%l met hyl - phenoxy,
acetyl - c‘ﬁ?d@fyi 2 61}{%/"“"2‘ o2ragptylsd e “P’I°U&F’6°t5'%5'm° Pherasigo-
-am no- 4,16 dA(ﬁFdxmhilee-S nmyh-ylz-bpimn@ﬁ-yd;ﬂudwaded}gdre-a 6€ihniethy§t I25chlopiq43noxy,
ani no- 2, 6- diﬂmlsyxhemﬁe @%mmAﬂb&enQ =cRloRs-6LEHly
or oo 2. 91 gy AL RAGY é‘tsmz*hxéﬁn%rbvb%%m L' Bggo
4-f or myl - 2, 62@rdimet ’h-ﬁﬁﬁ@ﬂ'oz: dirmpthykreitraming=2ff- ﬂr@pﬁyl- 4-bramprd,bydiethyl-,
2, 3,4, 5, 6- pentdkdmmo? Gad&mﬂhymmbr&n@ZAhlmemhmﬁxw-cﬁio&m,BJﬁ)thﬁ&mga,r bonyl ) -
20  4-chloro-2,6-dimethyl-, 4-cyano-2-methoxy-, 4-formyl-2,6-dimethyl-, 4-iodo-2,6-
dimethyl-, 4-methyl- or a 2,3,4-trimethoxy-6-(methyloxycarbonyl)-phenyl group.

Preferred compounds are those compounds of formula (I") wherein A’ is CH, R* is
cyano, X is -O- or -NH- and R® or R%is phenyl substituted with two or three

25  substituents each independently selected from halo, C,.¢alkyl, C;.¢alkylcarbonyl,
formyl, nitro or cyano.

Most preferred are
4-[[4-amino-6-(2,6-dimethylphenoxy)-1,3,5-triazin-2-yl]amino]benzonitrile;

30  4-[[4-amino-6-[(2-chloro-6-methylphenyl)amino]-1,3,5-triazin-2-
yllamino]lbenzonitrile;
4-[[4-amino-6-[(2,4,6-trimethylphenyl)amino]-1,3,5-triazin-2-yl]Jamino]benzonitrile;
4-{[4-(hydroxyamino)-6-[(2,4,6-trimethylphenyl)amino]-1,3,5-triazin-2-yl}Jamino}-
benzonitrile;

35  4-[[4-amino-6-[(2-ethyl-6-methylphenyl)amino]-1,3,5-triazin-2-ylJamino]benzonitrile;
4-[[4-amino-6-[(2,6-dichlorophenyl)thio]-1,3,5-triazin-2-yllamino]benzonitrile;



10 anilino, 2,4,6-tribronp-anilino, 2,4,6-trichloro-anilino,
2,4,6-trinethoxy-anilino, 2,4,6-trinmethyl-anilino,

2, 4-di chl oro-6-nethyl-anilino, 2,4dichloro-6-trifluoromnethyl- anlllno,

2, 6- di br onp-wie bussRssopy| - ani | i no, 2, 6- di br ond- 4- et hyl - ani | PRYEP/02044

2, 6-di chl or o- 4-trif|uoronethy|-aniIino, 2, 6-di chl oro-anilino,

2, 6di ethyl-anilino, 2-acetyl-S-nethyl- anilino,

2- brono-4, 6-di fl uoro-anilino, 2-chloro-4;§-dinethyl-anilino, 2-chloro-4- 15
fl uoro-5-nethyl -anilino, 2-chloro-6-nethyl-anilino,

2- ethyl 6- net . -
3-ani no-2, 4, GhAtLt[a?r@’ dxpggﬁfg) d| ﬁg?%%%ﬂlmﬁghegﬁ%ﬁéh?lﬁ@ gE{Ehtgrr’]lyz le]aarxﬁlﬁ]no,
3-chloro-2, 6-f 1anlllno 4- br ono- 2, 6-di et hyl -ani | i no, 4-brono-

2, 6-di net hyI a44[[4+ammo-64(2bt®memy¢ﬂhbmxa)-Br3l5mlm-2ﬂﬂh¢ﬁm]bpnzbnitﬂthyI -anilino,
N-net hyl - 2,4 2, I

2,4,6-trine hfﬁukﬁéﬁﬁ;?ﬁ#%aﬁﬁ. 4%hnﬁ%ﬁ%m§ﬁh&b?2381%%ﬂﬁ?l

2, 4-difl uoro- ﬂﬁ'g ﬁr 2, 4-di et hyl - phenyl t hi o, 2, 6- dlchloro- phenyl t hi o,
2-chl oro-4-fl uﬁ[é-apﬁmﬁ[(?- Aidishlopo-6- wﬂwinmwlbm%ﬂérﬁrmuﬂaﬂ]mﬂ

2, 6-di chl or o- pﬂgﬂmﬂhugra2|nyl 2, 4-di chl or o- 6- net hyl - benzyl am no,

2, 4- di met hoxy

5-acetyl-7- matﬁ@?’ T@VJB&?L‘?& 6 m&gﬁl’%yﬂm&;‘y‘% fhgiﬁoﬁa%%or}plo?’usﬁ swé‘r lhose
conmpounds of f &hifelb el‘z(’lit)'leor (I'") wherein RL is hydrogen, Rerr] is
hydr ogen, gyl %(W@Mno%(i %h}d&t@@ﬂn@@ﬂl,&ﬂtﬁmﬂz-yqammbl’demﬁlﬁwr

particul ar co ose corrpounds of forrrula (1) or (I ) wherein
Rlerr] or R[er |sa i tuted- gdlsubsww
2, 6- di subst i t ufdld-Gaset 235‘8“‘F ey 6 a1 4 e 2 i famina beninicle

2,4,6-trisubst 4{[&%@&6-&2.‘26 -Bibtorfiophetaxs s 1B Sttriszin-2¢1)ammo]benzonitrile; -
4,5,6-tetras tdrﬁdx&@-@t—m&&d% dmeth§ipRerxPer, aiiRmia- ?H&ﬁﬂo}gaﬁ&}ihlﬁr oup; 1In

articul ar

lg hal
Fri nif o+ apis E?eﬁgﬂ%ﬁm°"§m&“‘é!‘l’??’f°ﬁ S o R
tiCerr] é-i[léyﬂmmo—@-(%fo@n'lylrz @pmeﬂ]ygthx}qxa)@ 3,5-mazm-2—yl]armno]benzommlc,
i hal o- 3, 54Qf4unnﬁ-el[@]mmchopheaymmd]-majscm&m-gvﬁarhhajbkﬁﬂommle,

6-
6-
di
e
d
di

|halo4Cf“@¥‘P M?W‘Je’z6d|halo4tr|fluororrethyl , 2, 6-di hal o-,

i C er 20 al Ky[[4eatying-6-2(4brainéR-ehlotcab h;ethyl@hmyﬂ)ammp] 2,365-tdazh-24ytThmink]s| - ,
cetyl 4 6- be,-zg,,gm@ hal o-, 2- acetyl 6- di hal o-,
2-acetyl-5-Cerr.]

2- hal o- 4, 6 di c{%“? ?(%91[(-2*"’;”9:43 %T‘ IBQ%IIIIS?‘?‘ él[']k% Adiato!d §amino)-
2- hal 0- 6- C[ er r perizRyitrile; 2 6-di CJerr]al kyl -, 3-ami no- 2 4,6-triCerr]al kyl -
3-hal 0-2, 4, 6-t ai[ﬂﬂﬁh&m[&wdichl&oma(um&r&nswﬂpaén@haﬁlﬁzsd-t,s,s%aﬁm—yi]-
25  amino}benzonitrile;
4-[[4-amino-6-[methyl(2,4,6-trimethylphenyl)amino]}-1,3,5-triazin-2-ylJamino]-
benzonitrile;
4-[[4-amino-6-[(2,6-dibromo-4-methylphenyl)amino}-1,3,5-triazin-2-yljJamino]}-
benzonitrile;
30  4-[[4-amino-6-[[2,6-dibromo-4-(1-methylethyl)phenyl}amino}-1,3,5-triazin-2-yl1}-
amino]benzonitrile; the N-oxides, the pharmaceutically acceptable addition saits and
the stereochemically isomeric forms thereof.

2,
par
2,3
2,4
2, 4-
2, 4-
2, 5-
2, 6-
2, 6-
2-a

The compounds of formula (I) can be prepared according to art-known procedures.
35



-diCerr]alkyl-, 4-amno-2,6-diCferr]alkyl-, 4-halo-2,6-diC[err]allcyl-
I- 5 C[err]al kyl -, 4-cyano-2-Clerr] al kyI oxy-,

,6-diC[err]al kyl-, 4- C[err]al kyl- or a 2,3, 4-

I Srpase- (CLerr]al kyl oxycarbonyl)-phenyl gr oup;PCITEPS9/02044

rl 1s a 2,3,4,5, 6-pentachloro-, 2,3,4,5, 6-pentafl uoro-,

uor o-

-3,

;
5-dinmethyl-, 2,4,6-tribrono-, 2,4,6- trlchloro-

]
(
[

5, 4- hydroxy- 2,3,6-tri- chloro-, 2,4,5-trichloro-,
6-

6-trifluoro-, 2,4,6-tri rrethyl 2,478t rrethoxy,

-di chl or o- trinet di chl or o- 6- net hyl -

- di chl or o- é“tpf"‘i“?‘?lﬁfoﬁhﬁﬁ@%?ﬂ‘ﬂ’ds@fWQa&)WW P""'Earﬁd@i‘ﬁcﬁﬂiiﬁ‘““‘emedme
- di met hyl - , of Zgrewtdi (Hpwheréin W'ds Ssuitalile teavingl gotyp such 3, For @kammild ylhalpgen,

- di

-d

- di

e

| br ono- 4- wnﬁ%ﬂﬁ&hvat&e @f Qhﬁﬁl?(ﬁ)ﬂn arl%icmﬂ mert solvent suchas for
i chl or o-4- tnflld%rorret chl orr uor o- chI or o-

d
i met hoxy-® figx th?hX‘?tP’;"Bm énga"éi’ Yl' y"'?h%“‘ﬁ'f"é’f
cetyl 4, & dlwimwﬂlymﬁewwcwfmmmmch&ﬁm@tayiplé met hyI . 2-ani no-
5 4, 6- di chlogibmhidréBdd) YddiumhgdideDiiR laﬁuxﬂ'&Wﬂﬁkb ropylethylamine or the
2-chl or o- 4, 6- thyl -, 2-chl oro-4- ffhgoro 5- et hyl - ? pyz chl oro-4-fluoro-,
2-chl oro-6-nethyl -, 2-ethyl-6- nethyl , 2-1sopropyl - 6 nmet hyl -

3amn0246tr|mathsil- romo-2,4,6-trinethyl-, 3-al or ’
2, 6-di net hyl -, 4ac thI-, 4arrin026dirretN'9-@-R"
4- br ono- 2, 6-di eth 4 b°r 2 6- dl t hyl 4 brormN2=<hI (o] ¥ - met hyl -
4-chl oro-2, 3, 6-¥T1 | -, oro-2*6 di rr(aﬁ&l- N

4- cyano- 2- net hoxy ! forrryl-2 6- Hl met hyl -, 4-i odo-2N6=X di net hyl -

4-nethyl - or a 2,3, 4- tW'i met hoxy- 6- (et hyl oxycar bonyl ) - pherd ouio.
Preferred corrpounds ar élt hose conp ds of formula (I')r'wherelrn A" is CH,

NH- r stituted
\Tn[ 1(:a Lr ][ WoI zr C%/ ng,g aZ'gthsc f°@%§é Pm‘m@& °PWL@Béﬁﬁé?ﬁys°§7?s§'§f%&°ﬂﬁgf rom hal o,
d err] al kyl0, aracten rgdivm awrd Hynecessany, fyrther pirifiedacserding sqmethadodagiesr ef erred are
4-[[ 4- ami no- 6- geaqrﬁ})dmawﬁ Rytho&enry Y9, for bxangle, ek trRdd) ceystyllikAish dgiamwapni tri | e;

30 4-[[4-a o &ﬂ nmet hyl phenyl )am no] -1, 3, 5-tri azi n- 2-
yl ] am nol benzo%nflat rn?T B gga&ﬁ%o 6 [(2, 4, 6-trimet hyl phenyl)am no] -1

,3,5-triazin-2-y anlnobn onitrj .
4-[[ 4- (hydr ox?ﬁﬁ‘ﬁl’ $°'%m'}s( 1y4rogy F’PP%F FRAY B S POiCHt A ReEprm the above
.3, 5-tri adi5n- Zea,chyramtmmprotemmmof mtdna;dias(ﬂl) whereby the hydroxy moiety bears a

4- [[4-am no- 6- shftébieeér&h‘ét ufggféﬂﬂ by)h.m FO)ihdtaiEk, Q%alﬂylﬁifgrbﬁﬂ , 84d fibseqidntipm NoOJ benz
Ve

Ogl t5rlt lr |6aZ|4n[ [Q‘éyﬁ\jrq'aﬁ'ln&e B d'pg«ul;cqr Oé){g)eagylm)aw e odojfogles

HNNNI\JNNI\)I\JNNU”-&-&I\)

The compounds of formula (I’) can also conveniently be prepared using solid phase

20  synthesis techniques. In general, solid phase synthesis involves reacting an interme-
diate in a synthesis with a polymer support. This polymer supported intermediate can
then be carried on through a number of synthetic steps. After each step, impurities are
removed by filtering the resin and washing it numerous times with various solvents. At
each step the resin can be split up to react with various intermediates in the next step

25  thus allowing for the synthesis of a large number of compounds. After the last step in
the procedure the resin is treated with a reagent or process to cleave the resin from the
sample.

Suitable polymer supports include for instance Rink Amide resin (Calbiochem-
30 Novabiochem Corp., San Diego, California).



-13- 4-[[4-(hydroxyam no)-6-1(2, 4, 6-trichl orophenyl)am noj
1,3,5-triazin-2-yljam no]- benzonitrile;

4-[[ 4-am no-6-(2, 4, 6-trinet hyl phenoxy) -

1, 3,5-tri azi W@AISAM no] benzoni til e; PCT/EP99/02044

4-[[ 4- (hydroxyam no)-6-(2, 4, 6-tri nmet hyl phenoxy) -1, 3,5-triazin-2-yl]anino]-

5 benzonitrile;

4-[ 4-anii no-6-[ (2, 4-dichl oro-6-net hyl phenysd-) am no] -1, 3, 5-tri azin-2-yllamno
]- benzonitrile;

4- I[][4 [(2, 4] g' %l‘ﬁat@@nc]@ tﬂ?&&h‘deﬂh&r&k&rﬁﬂla@} whertifl WR'RX K aNH Néuld compoldk I | azi n- 2
-y ani no] benzontril e:

4-[[ 4- (hydr oxy;erﬁ“ﬁés‘mée Ifgmfur]?gh?)o %ﬁmﬁoxyfccfrdg'%o{hrcl az F%ur%deﬂcfegm nol be
nzonitrile trifinSeemadetate (1:1); ,

4-[[ 4- (4-acetyl - 2, 6- di met hyl phenoxyfhguedni no R/~ .
1,3,5tr|a2|n2y|]amno]benzon|trlle N/
4-[[4-am no-6-(2, 4 IR onophenoxy) - 1, 3(,_.}5tr' azi n-2-yl ngY benzonitrile
. 4-[[ 4- ani no- 6- (4 6- di met hyl phenoX : Ny @
,3,5tr|azin-2-yl] Nzonitrile;, 15 —_—

4-[[4-am no- 6- (&e6° ¥- doefR)y| phengx S ot aggn- 2-yl ] am no] benzon
itril e; Rink Amide resin (IV-3)

4- ([ 4-am no-6- (4-fornyl -2, 6-di net hyl phenoxy) -1, 3, 5-tri azi n-2-yl ] am no] benzo
nitrile;

4-[[4-am no- 6- [ 59Q4- di g -1,3,5-triazin-2-yl]am no] benzonitr
ile;

4-[4-[(5-acetyl - den34-ylgoxy] GéWBStrlam
n-2-yl]- am no] benz N

4[[4-amn06[(4 » ( he}TNWN o] -1, 3, -tri‘Q’h 2-yl]a
rni no] - benzonitri}g,; ?TT ~<hl or7’"4A@ met hyl phenyl ) afi no] -1
,3,5tr|a2|n2yl @-a)

4-[[4-am no-6-[[ 2/4- di cialgr o- 6- (trlfl rorret hlyk))phenyl]am noj -
|,3,5-triazin-2-{&)- 25 amlno]benltrlle

45[ ,E f‘l Zrznl 20 2§y|[ EM (12R k%ﬂnﬁé {%Wﬁe%ﬁ ¥ k)s@i%ﬁ%Lfv(]mt’séch as, for example

4-[[ 4- ami no- 6- [ Ma b\quwamuieﬁ%fhﬁywﬁyﬁalaﬁﬂdﬁﬁroobfmhwﬂmm amine of

, 3, 5-triazi n- 2- fpithda{INed) whivhrezothet further, be reacted with an intermediate of formula (V)

wherein W' is a suitable leaving group such as, for example, a halogen, in the presence
of a base such as for example, N,N-diisopropylethylamine, in a suitable solvent such as,

10 for example, dimethylsulfoxide. Impurities can be removed by washing numerous
times with various solvents such as, for example, N,N-dimethylformamide, dichloro-
methane, dimethylsulfoxide and the like. The resulting polymer-bound intermediate of
formula (IV-b) was then further reacted with L-H (VI). To facilitate this
transformation, silver triflate, sodium hexamethyldisilazide or cesium carbonate may be

15  used. The resin is finally treated with a cleavage reagent such as for example
trifluoroacetic acid in tetrahydrofuran, thus obtaining compounds of formula (I”)
wherein NR'R? is NH;.

The compounds of formula (I') may further be prepared by converting compounds of
20  formula (I’) into each other according to art-known group transformation reactions.



30

4-[[4-ami no-6-[[ 2, 6-di brono- 4- (1-net hyl et hyl ) phenyl | am no] -1, 3, 5-tri azi n- 2-
yl]- am no] benzonitrile; the N-oxides, the pharmaceutically acceptable

addi tion sa#vbs”@&% the stereochem cally isoneric fornms thegegbosnifag
conpounds of fornmula (a) can be prepared according to art-known procedures.
35 -14- In particular, the conpounds of formula (1') can be prepared by
reacting an intermediate of fornmula (11) wherein W is a suitable |eaving
group such as, for exanple, a hal ogen, Wth an amino derivative of fornula
(rrr) in a rezﬁ:tlon I ne t sol vent such _as, for exanple, 1,4-dioxane,

t et r ahydr of ur APE 8b9Ve,IPELer feacting propadpres fy thegrerarariemel comgounds offormuyls ke,
optional |y i n(i)ivesybgraupytbereaff can alsoibé agplied foathe prsparaticitof chiapoundadtp! e,

sodi umhydr oxi ggmuig@gli urhydri de, triethylam ne or NN-diisopropylethyl am ne
or the like. Inthis and the follow ng preparations, the reaction products
may be isolatgd fr 0 reacti o rredl umand, if necessary, further
purified acco &p%ﬁgmﬁg{xm%w@gon L5i0abp\e are cAmpmereiallyayailpble asgah as, f or
exanpl e, ext r bRRreRared ageoydingitolartzkapwo procediussi OF scmepthe pteparbtivieis deerited d

chr omat ogr aphpereihbelgs@ase R2 contains a hydroxy noiety, it may be conveni ent
to performthe above 15 reaction with a protected formof internediate

(rrer) vvhereby ear.s ui table ot e up P bei ng,
for instance, rcF%a{ o? S| Id;\.I é/an ngaradéyulﬁgc 08 &h “""?dg%?fgfﬁ'g"“?
protecti v gr 6B "ﬂ’é@ﬂ‘r HQSP’@ lﬁawmpmmdermb,ammmnds of
formula (1') amine a&mmmnmvm iDerepttidopaeolvBhtigchsa) foflexaipee 20

h , I
B e A kit g

supported i nt BAMRE; °tW§ﬁ“l{§%q“€%ﬂyrrF%l“&)W°m\'P6 ehinterrrestite off synt heti c
steps. After fomata ¥)eyith dniptemictiatof formuladWh\iea reagtichiihdresoivest sidhaas/fosi N and

g/gsg :O Inlgt | hspnttlémﬁa@us%uom&ﬂewﬂﬁokﬁé ?ﬁt{i@ll&oln\&ﬁgﬁéselnﬁt%f%%% éi%heag foPe reS| {‘hﬁgn
al l owi ng for yé'nqt elEsulncalr praz fﬂué’éﬁ’ﬁjgﬁﬁﬁ g‘f‘”@&%ﬂﬁﬁ@%ﬂf’m lli"he | ast

:

step in the procedure the resin is treatgd h a reagent rdr cess to
cl eave the resin fpyomthe R R
8 VDAL W AR W
)"<D—R‘—'—> wi N —_— L-<
(VD) N—-’(l
w' w!
(v (vim ) m

The order of the above reaction scheme may also be reversed, i.e. first an intermediate
of formula (VII) may be reacted with an intermediate of formula (VI), and then, the

20  resulting intermediate of formula (IX) may further be reacted with an amine derivative
of formula (VIII); thus forming an intermediate of formula (II).

3 3
: N K .

o v LH _<"-—- H & _(' A

" Y " Wy

wl wl wl

(VID VD @)
Particular intermediates are those intermediates of formula (If) wherein R¥ is is as
defined in the compounds of formula (I'), R? is hydrogen, A’ is CH, W' is a halogen

25  such as, chloro and bromo, and L is as defined in the compounds of formula (I)
provided that R® is other than p-cyano-phenyl, p-nitro-phenyl, p-methoxy-phenyl and



sanpl e. Suitable polyner supports include for instance R nk Am de resin
(Cal bi ochem 30 °~ Novabi ochem Corp., San Diego, California). -15- For

i nstance, the conpounds of formula (1') wherein NR[err] is NH2 sai d
conpounds bevegosess esented by formula (I1'-a), were prepar ESTERIUEMAg ¢ o
the procedure depicted in Schene 1. [err] 5 In schenme 1, RI nk Am de resin
Is reacted in a suitable solvent such as, for exanple

N, N-di met hyl forrnam de in the presence of1 piperidine to obtain the primary
am ne of fornula (1V-a) which can then further be reacted with an

:cgf, e(ra)r(rz?r;o?ge g&ﬁ&‘%&myﬁs&?ﬂ%&%% o\ﬁ‘erh?ép%—(ilﬂg&x@%ﬁc%ﬁ@mh?ﬂm%%igch as,
NN- di i sopropylmﬂ‘la&% nd’ a"ﬁﬁva’“%ﬂﬁdfe%?‘bﬂbg&?’ At cYapR fndddis 7_{;@ of Al anpl e,
di et hyl sul foxR?jwherbium}rmd Résach&tdcﬁmdemlymvaadddnyl iglelyl orghenyieachof ssidmes wit h

ihane " e B N P b

i nt er medi at e of d\Xﬁ’gllM% elhéf%g&gyaw"y VI ). To

facilitate thi @ﬂzqnalngi m&kvéaxweﬁwbonyi, farawl, cyanp| niwe ambmndumﬂuoromemyl
hexanet hyl di si | azi de or cesium carbonate may be 15 used. The resin is

finally treat eéorﬁb&uﬂd@of%rﬁﬁlﬁ@?aﬂ&%ﬁﬁ%?th‘é%ﬁ@h:ﬁ&afe?fnaﬁﬁﬁ%h@oﬂrﬁdr@| uoroacetic
aC|d|ntetrah drofuran th@ %@a‘{j %%g S of forrma(l') wher ei n
NRerr] is ‘?ﬁ%‘*‘?{f)}# i Pt 1“50‘%?53 ?Pé‘é]' Pher be prepared
by convert} g corrpounds of 20 f or mul aé 3. I nto each other according to
art - known gr ouphe qompawnsis aforma (198 prepered in the herginabyyrdesdsibod proprsess tag d

reacti on procepdsyathediadd ab b Sixdire BRSteredifdmeic foa¥Nia patisulfin ol er (1') or
subgroups ther gal e Githil 3 enRitioRRR! wifith daf'be bdhiralaSRA Gk B8 rorfeRiRPUNds of
art-known resolution procedures. The racemic compounds of formula (I) may be
15 converted into the corresponding diastereomeric salt forms by reaction with a suitable
chiral acid. Said diastereomeric salt forms are subsequently separated, for example, by
selective or fractional crystallization and the enantiomers are liberated therefrom by
alkali. An alternative manner of separating the enantiomeric forms of the compounds
of formula (T) involves liquid chromatography using a chiral stationary phase. Said
20  pure stereochemically isomeric forms may also be derived from the corresponding pure
stereochemically isomeric forms of the appropriate starting materials, provided that the
reaction occurs stereospecifically. Preferably if a specific stereoisomer is desired, said
compound will be synthesized by stereospecific methods of preparation. These
methods will advantageously employ enantiomerically pure starting materials.

25
The compounds of formula (I), (I’) and the intermediates of formula (II) show
antiretroviral properties, in particular against Human Immunodeficiency Virus (HIV),
which is the aetiological agent of Acquired Immune Deficiency Syndrome (AIDS) in
humans. The HIV virus preferentially infects human T-4 cells and destroys them or

30 changes their normal function, particularly the coordination of the immune system. As
a result, an infected patient has an everdecreasing number of T-4 cells, which moreover
behave abnormally. Hence, the immunological defense system is unable to combat
infections and neoplasms and the HIV infected subject usually dies by opportunistic
infections such as pneumonia, or by cancers. Other conditions associated with HIV

35 infection include thrombocytopaenia, Kaposi's sarcoma and infection of the central
nervous system characterized by progressive demyelination, resulting in dementia and
symptoms such as, progressive dysarthria, ataxia and disorientation. HIV infection



formula (1). 5 Sone of the internedi ates as nentioned herei nabove are
comercially available or can be prepared according to art- known
procedures. O sone, the preparation is described hereinbel ow

I nt er medi at%@)‘s gﬁar mula (11) can be prepared by reactingpef/eprsdiaémed at e
of formula 22\/) wherein WL is a suitable |eaving group such as, for
exanpl e, a halogen, with an am ne derivative of formula (VM in a
reaction-inert solvent such as, for exanple, tetrahydrofuran, 1,4-di oxane
or the like, in the presence of a suitatbe base such as, for exanple,
triethylam ne; and subsequently reacting the thus obtai ned I nt er medi ate of
formula (V) whartherhas alsq haenaspciated with pesipheralneyropathy, progressiveenesalizecher t

sol vent such Bmphidefiophfhy (PEIX)NY ABDS-2¢lftdébniplex/(RRCY., 4- di oxane or the li ke,
in the presence of a base such as, for exanple, potassium carbonate, sodium

hydri de, NN-d a}lay T, d f th
a%O\r/e (raea VII [ on sc g@ragﬂvntﬁng%}hdtﬁv l[sﬁ{n ?‘atmﬁveo%ﬁ'g'?eﬁgdl atg of
formula (M1 )'eﬁ‘ﬁ‘?“"ﬁé" F&&EQ“EH‘%“P?!‘E%W"F?W@F traRfrrRtese dghititgrsmThey glspthave and

t hen, the 20 little esnd binding affiigrtohomart @ 1atidighycoprbtein( | X may further be reacted
with an am ne derivative of fornmula (VIII; thus formng an internedi ate of

formula (I1). phéfo'teiFifitetrtvtabpropdthi&! mu&&@sheﬁraﬁn tI-ﬁV??o h@hﬁ 5@@9? fes of

formula (11) er ej | S _as eflne ormul a
(1'), R3is h%ﬁ‘& M’“ﬁ“é‘ydﬁ(’cw opads® éﬁ%@% °"§1¥(§H bezeup thareaky o and
bromp, andf L iheir ¥soxitiss.iphamhapauticaily amnpb‘ands amdthé gtereodhemichlly ismericded t hat Rs
i s other thanfoﬁnm&&a@f 506 @5BekL in the &béﬁh@ut@hﬁawhdmrexm&téa%mv*&ﬁ@wr aRnd -17-

p- am nocar bon

2- (4- hydr oxypﬁeﬁ etqﬁ mdxﬁﬁ}uhss I Inl Rhe%tomgfﬂny of 'ﬁgl”esﬁm’&‘ﬁﬂt’% are as
defi ned abovemayde yseful ly wntowsam)blmefbrmmats infaeted Riith vithsss wheseR5 and
Rl err] each icxhﬂemdeﬂﬁdia;ed&yﬁ)rldmbawdpanthy:heMerﬁﬂw taggach of said

i ndanyl, ﬁdowdm&%sahﬁﬂag%b@e&%% bdd xvr oﬁ%‘@’of%@%ﬁge four or five

substrtuents | eac err al kyl

en
[ err]al kyl OXVVCWEFEBW‘“ Hﬁ"}’%ﬁ% Iaﬂ @‘E‘i’ﬁa}"ﬁg%‘gﬂ %%%@F%onyl
fornmyl, cyanoinclude ABDS, aiﬂDSr@laiq!drmrplekl(ABChmﬂ}swe generalized

lymphadenopathy (PGL), as well as chronic CNS diseases caused by retroviruses, such

as, for example HIV mediated dementia and multiple sclerosis.
20

The compounds of the present invention or any subgroup thereof, such as the
compounds of formula (I’), may therefore be used as medicines against above-
mentioned conditions. Said use as a medicine or method of treatment comprises the
systemic administration to HIV-infected subjects of an amount effective to combat the
25  conditions associated with HIV and other pathogenic retroviruses, especially HIV-1.

The compounds of the present invention or any subgroup thereof may be formulated
into various pharmaceutical forms for administration purposes. As appropriate
compositions there may be cited all compositions usually employed for systemically

30  administering drugs. To prepare the pharmaceutical compositions of this invention, an
effective amount of the particular compound, optionally in addition salt form, as the
active ingredient is combined in intimate admixture with a pharmaceutically acceptable
carrier, which carrier may take a wide variety of forms depending on the form of
preparation desired for administration. These pharmaceutical compositions are

35  desirable in unitary dosage form suitable, particularly, for administration orally,
rectally, percutaneously, or by parenteral injection. For example, in preparing the
compositions in oral dosage form, any of the usual pharmaceutical media may be



Compounds of fornula (1") and some of the internediates may have one or
nore stereogenic centers in their structure, present in a R or

configuration. 10 The conpounds of fornmula (1') as prepare
her ei nabove wes%sRised processes may be synthesized as a mg%ré&(b)b?w

stereoi sonmeric fornms, in particular in the formof racem c m xtures of
enantioners which can be separated from one another follow ng art-known
resol ution procedures. The racem c¢ conpaypds of fornmula (1) may be 15
converted into the corresponding diastereoneric salt forns by reaction with

a suitable Ch'érﬂﬂ:loy’éﬁ'sﬁhhasafbﬁbxdinﬁl‘ét@itaoﬂlﬁédlé}oﬁ@hkoﬁdﬁﬁﬁﬂﬁlﬂce&ﬂh&%b'@ﬂt|y

ted, f dth
o e For N ot At el e SRR AP 1
separating t heCasmRIntuch ALstarehes, §Rgass, &Omh@b%‘i?ﬁﬁ » disinicgraging agents and nvoI ves

liquid chromat aglikeinythdciess powddts, pills, clpailéspmmirblat cBeaustaf dei? ase inpur e
st er eochem gal L&hxhx?{?ﬂﬁﬁ bl hl: g?%}’es %ﬁ&flﬂ%eqﬁésk Xcﬁrqﬂ& eBHQ c%rﬁ%o&%é kigePondi ng

pure stereochem ca I 'SONET | C e appr op | a mat eri al s,
provi ded that foF@s, r"le%( hich ease tnlid pharmaceutical §ﬁ€E‘FPF<PQV’I°95Y?’PEIP$‘1daEP%/ if a

speci fi c st er eparameralrcompositivns,tisdcarriea will ssmalyocongprise stérilowaes; at leastiniage by

Pl oy nant| oRar LRGpFets iR lor Blmple) 85 FHILIRY St el 20001151 Y
formula (1), th a&ﬁ&"]}/’ﬂ& tﬁf Eﬁﬁ’g‘égﬂ “F%irlﬂmhff (dﬁ g%péﬁ?sisf’]&er ovi r al
properties 10 nsqivatrouu gudose sodugian nsammnranfsahmxmxcpmsehugn \Injectabl¢ HI | V) ,

which is the aaispaisms ﬁasl alagﬁryrepafedhs:amcn Bdte hﬁﬁbﬁiﬁte@ﬁﬁidfblaﬁi&ﬁ)/s nme
Gestrbys. t hom Benisgne ke el beorkpiied Ailoifaodka d s ool iRty ‘”E‘fis an
coordi nati on oﬁretmenqemméowmﬁho%b@rp@w FQ“Q“MOMP’@EWba‘M%t has an
ever decr easi ng corpdsioniuitdble tbebérSutanbbxusQiﬂmiiﬁsmm Ithdnﬁhﬁveptﬁbﬂlyrcﬁmbhses Hence,

the immunohggi g gfy.%ﬁﬁm%mgéé‘éﬁgﬁl&'&%h%l bG8
neopl asns and t nte ect usual p rtun
i nfections suc ﬁ“‘??leﬁ @EYﬁSH?"a"Y'{? "Eﬁ?fd’é‘?@m&& N@I“i@g ?’% dg et 13 E‘? at ed

with H'V 35 | afigeifican deletetiond effedy ontheskint opaeni a, Kaposi's sarcoma and
i nfection of the central nervous system characterized by progressive

denyel i nati on, Iﬁ?é#ééxéll%dbdﬁta@@&ﬁ% O3 foanaaé uﬁmﬁémoﬁéacaﬂmaﬁcedawg ressive
dysarthri a’20 at %érlngosﬁmns in d%sage E P ?or ease o a&nnms&-auon and uniformity of dosage.
Dosage unit form as used herein refers to physically discrete units suitable as unitary
dosages, each unit containing a predetermined quantity of active ingredient calculated
to produce the desired therapeutic effect in association with the required pharmaceutical
carrier. Examples of such dosage unit forms are tablets (including scored or coated
25  tablets), capsules, pills, powder packets, wafers, injectable solutions or suspensions and

the like, and segregated multiples thereof.

Those of skill in the treatment of HIV-infection could determine the effective daily
amount from the test results presented here. In general it is contemplated that an

30 effective daily amount would be from 0.01 mg/kg to 50 mg/kg body weight, more
preferably from 0.1 mg/kg to 10 mg/kg body weight. It may be appropriate to
administer the required dose as two, three, four or more sub-doses at appropriate
intervals throughout the day. Said sub-doses may be formulated as unit dosage forms,
for example, containing 1 to 1000 mg, and in particular 5 to 200 mg of active ingredient

35  per unit dosage form.



-18- further has al so been associated wi th peripheral neuropathy,
progressive generalized | ynphadenopathy (PG.) and Al DS-rel ated conpl ex
(ARC). The present conpounds al so show activity against H V-1 strains that
have acqui r%@,s 25 esi stance to art-known non-nucl eosi de rpeyaPs%02044
transcriptase rnhibitors. They also have little or no binding affinity to
human a-1 acid glycoprotein. Due to their antiretroviral properties,
particularly their anti-H V properties, especially their

anti-H V-1-activity, the conpounds of f ol a (I') or (1") or any subgroup

t hereof, 10 ei r N-oxi de& qp‘),ggr maceutj cal ly acceptable salts and the
st er eocheni cal exactAnsageand fedpenay|of pdrpiistratjon dgpens on the particular componacht  of
i ndi vi dual s i rof forineld (1) pseld) e particulap coridition beinp krgated; the sexferitytof she comiitioni dual s.

I'n general, tlhging RERQH fifd 9 Wwelghfand pEPA physUFdhifBh Sfthe RificdRE dtbntial thE
treat nent of wahmb%oode nI'H‘Ell .iphfected w.th viruses whose ex| aence IS
medh ated by, JUd BRI B pavidialiey besthine ' il B o s sk

Condi t i ons Swhiikthe agyFusthepnase, étis exident thatsaideffective dailytampustangyde taieredfor t he

pr tef] ent i nVen'{iﬁc@d&sedQﬁﬁ@ﬂin@'ohmeQ&ﬁ&isE bPIRS trafiedubeétRBd/vE deb?iding\inaﬁd ot her

at hogenic re xr : -related.c ex.. :

Br ogr gssi ve gé’%%}r{%’lo %ﬂ%ﬁ%e P%ﬁ%lr?ﬁggeﬁ%{ﬁg&nﬁog&%&é’g&gvxéqsf%gﬁgve@f_’é"gﬁ% CNS .
di seases caus &ffeqsiye daityrampuntsangss mentiopedthereinagpveartheretora qnly gwidglieesed derenti a

and nultiple sclerosis. 20 The conmpounds of the present invention or any
subgr oup tiber eddo, the vedibiistion e arcmtiferovied cerhpduad Bnd cofrdpoind ofyrmula€n ef or e be
used as medi Cipfs ibBrolip HRRYECan BE Blel Q0L the GEHE THuR péég a
medi ci ne or ne({qﬁogﬂg@ ?lr%egt nenicazasnprekses X s'alshe’%ﬁ%, a }rlrﬁqtr!l‘?éggorna Yon to
H V-infected SUBFHRASTGRctepntaining (@) asempeund phtormola (prd) pramy suberou ondi t i ons
associ ated wi ttherdaf,ind (k) awdithes antjrettdviglaompound ssawcombined prepusgiion faxl |y HI V- 1.
The conpounds spfulthitdud) képaRitoriséisital 8 iPinticfiV Sealang Utheldifr&Pbrup@y be
f or mul at eqsl nt o X)agl olil’J’S dohar. ceutical f%r 4t Bh)r adm ms@rat | onkﬁurposes.
As appr opr?at &R SHEFLIPGINS SRR PrEPFrAYonIREeticr Wil RhampcsHacaly feepllcys yal | y
enpl oyed for $§EeEnPEdPther wGretrovpompeundsmay beknepn antiretiorics) geropounds
phar maceut i calsucheispaci¢dside reverdé trinstriptdseinhibiton)e.g. aldoafdireqdtacilodunt of the
par L1 cul ar corg i, A2 ,!{didﬁm%sﬂe?tggéo&%' fdsind i AlBpits the active
i ngredient is 'neq. I'n ipntimate a XT ul e, a_pharmaceutical |y
accept abl e car‘&?‘é’?‘?’cy ing.AdCyonlpmivuding, t‘%%gi'g '%@éyvagp%ﬁggb?“dﬂﬁl’rﬁ'
dependi ng 28n mhe-nficleoside feverse transciptase inhibitors such as suramine, foscarnet-sodium
(trisodium phosphono formate), nevirapine (11-cyclopropyl-5,11-dihydro-4-methyl-6 H-
dipyrido[3,2-b : 2°,3"-e][1,4]diazepin-6-one), sustiva (efavirenz), tacrine (tetrahydro-
aminoacridine) and the like; compounds of the TIBO (tetrahydro-imidazo{4,5,1-
Jk][1,4]-benzodiazepine-2(1H)-one and thione)-type e.g. (S)-8-chloro-4,5,6,7-

25  tetrahydro-5-methyl-6-(3-methyl-2-butenyl)imidazo-[4,5,1-jk](1,4]benzodiazepine-
2(1H)-thione; compounds of the a-APA (ci-anilino phenyl acetamide) type e.g. o-[(2-
nitro-phenyl)amino]-2,6-dichlorobenzene-acetamide and the like; TAT-inhibitors, e.g.

RO-5-3335 and the like; protease inhibitors e.g. indinavir, ritanovir, saquinovir and the
like; NMDA receptor inhibitors e.g. pentamidine; o-glycosidase inhibitor e.g.

30  castanospermine and the like; Rnase H inhibitor e.g. dextran (dextran sulfate) and the

like; or immunomodulating agents, e.g. levamisole, thymopentin and the like.

The following examples are intended to illustrate the present invention.

35  Experimental part
A) Preparation of the intermediates
Example A.1



preparation desired for adm nistration. These pharmaceutical conpositions
are 35 desirable in unitary dosage formsuitable, particularly, for

adm nistration orally, rectally, percutaneously, or by parenter

i njection. Feoorsmagl e, in preparing the conpositions in oFET”ESQ%ag form
any of the usual pharnmaceutical nedia nmay be -19- enpl oyed such as, for
exanpl e, water, glycols, oils, alcohols and the like in the case of oral

| i quid preparations such as suspensions,.23yrups, elixirs and solutions; or
solid carriers such as starches, sugars, kaolin, lubricants, binders,

di sintegrati nga)agemhM1Bis&nhauleqoommlmﬂ&e@hy&mr(mmlwkfe capsul es,
and tabl ets. Beé:al% et%ﬁ%c&oti'edt{) ./\e;sgogf ﬁam&dﬁérglgéﬁx%ﬂeg o%%bl ets and

capsul es repreg UL oA orms, in which

case solid phaf¥é4Qmph syas é%@ﬁ@@ew@%b‘wmdﬂ ugsa 7S Eorighylent er al
conposi tions, tifihe (BROT44€ mol) was added dtdpyvise @ndthe seactidnaixtuee wistallowedto | east | n

| arge part, thmglg%{wy @@%@&5@% raﬂggxuéﬁémcﬁ 5. t&éh&mggi higjokw

be included. In I on be pre I.n whi h
the carrier coﬁiﬁp b thedesulting pregipitate Wag¢ql @f@'&'&%‘@ washed Vit tegahygdrgsi xt ur e
of saline and @ira emkdrizd) yi¢ldiog 12.74g M@a&adlehlemslmsﬁmammszwmnm]mnzdumw epar ed
I n which case gﬂﬂﬁﬁ’ﬁ | ate liquid carri ers suspendi ng agents and the |ike

may be enpl oye cl r tions which are

i ntended to be };13%2(?916}3 %gﬁ?@?@&% %g'g‘l,.&‘ll%()“p ‘F‘{? VEFe FORRp ﬁf arations.
In the conpBsi shmedfosif mrabﬂeemfdemm!esm\emea’hm interinediate (12400.0413 mdewasar ri er
optionally COWB&deﬂQﬁdﬁa5reac1i’onﬂﬁ5!ﬁ§€%'sﬁﬁe@ﬂh@d}§teﬂﬂeﬁﬁ%r %buf. Thesui table
wetting agent, tTiI onaluﬁé/ éj v h@ adcﬂ &S of. 8 nature in
m nor o opor t 1 Siteuer R A GE Wil i il BTt Bt

del eterious ef fermed infhe filirateiand way filtred @sﬁamreﬁumga@hﬁamsargsmgwwzpor mul at e
t he af orenenti rmestﬂw,rtlmczmua Iyedding?0162 g C149)) @$ 4 [4htore-6-(2i6-dirBRrdphedoxfor m f or

ease of adnikni tr ﬂmldgjl[] age Dosage unit form as used
herein ref g}ss tqo é ép {‘eg%dﬁ&dégmts H%Bl e as unltaré] dosages

each unit cont & ¥t “%’PWP&%%'MW?\ LeimoD) s grrded torg splutipnof Zschl
cal cul ated to mretigiieszeniraind 007¢4imbl)dn helidxane (éOhﬁhmdtnArefbmoﬂaﬂumm th

: h§| r teq un( r edI pglﬁemaﬁtetamloomnﬁa% 1,448k @§m9fwa§ u&iea d@ﬁ@@&uﬁﬂhﬁxﬁt@r rrsmar e
apl ets II’lCUII’l DS S, powaer
packets, wafers ?‘HF’@ %dgfo%f;ﬁe'l?ﬂ? dpe §‘ﬁ %ﬁ) édﬁ%"r" i) o,
20 added. The orgamc layer was washed with a saturated aqueous NaHCO; solution, and
the resulting precipitate was filtered off, yielding 0.56 g (21.1%) of 4-[[4-chloro-6-[(2-
chloro-6-methylphenyl)amino]-1,3,5-triazin-2-yl]Jamino]benzonitrile (interm., 3).

Example A.2
a) 2,4,6-trichloro-1,3,5-triazine (0.0266 mol) was added to 1,4-dioxane (50 ml) under

25  Aratmosphere. The solution was stirred until it became homogeneous, then
2,6-dichlorobenzenamine (0.0266 mol) and K2CO4 (0.0362 mol) were added. ‘The
reaction mixture was stirred at room temperature for 3 days. The solvent was
evaporated. Water was added to the residue and the aqueous phase was extracted with
CH,Cl,. The separated organic layer was washed with brine, dried with potassium

30 carbonate, filtered and the filtrate was evaporated, yielding 7.52 g (91.2%) of N-(2,6-
dichlorophenyl)-4,6-dichloro-1,3,5-triazin-2-amine (interm. 4),
b) 1,4-Dioxane (50 ml), 4-cyano-aniline (0.0243 mol), and N,N-diisopropyl-ethylamine
(0.0243 mol) were added to intermediate (4) (0.0243 mol) under Ar atmosphere. The
reaction mixture was stirred and refluxed for 1 week. The reaction was cooled, the

35  solvent was evaporated and the residue was dissolved in ethyl acetate. The organic
phase was washed with a saturated NaHCO; solution and with brine, dried with



the Ii ke, and segregated nmultiples thereof. Those of skill in the treatnent
of HIV-infection could determne the effective daily anmount fromthe test
results presented here. In general it is contenplated that an 30
effective dail unt would be fromO0.01 ng/ kg to 50 ng/kerAodsvonei ght,
nore pref er‘%?i}/so?%gm 0.1 ng/ kg to 10 ng/ kg body weight. It may be
appropriate to admnister the required dose as two, three, four or nore
sub-doses at appropriate intervals throughout the day. Said sub-doses may
be formulated as unit dosage forms, for22exanple, containing 1 to 1000 ng,
and in particular 5 to 200 ng of active ingredient 35 per unit dosage
form - 20 potmssinmesashonate,dHigeed, and thersplventayas pvappragednTheiresidug Masstimg¢d pends on
the pagI ti Cﬁ' acraﬁlmﬁpeuruf{;mz dndisituilated (NaHCOS Qild tHelpeecipitate ifiteled 6ff MMl | ﬁn beidng
treated, the I X eda cthe. agen wel ght an
gener al phys??g?ﬁ%%%%{ ﬁ%ﬁi‘h%*l&tg@%g?{tap}?u gérhyggttﬁ?%ﬁga'gs wgf?ms ot her
medi cati on t ARInoMeNZnYRS (intelD- Pe t aking, as is wel | known to those skilled
5 inthe a nthernmore, it is evident that said effective daily anount
may be Io&er%imoﬁgfﬁh{]r_eased dependi ng on the response of the treated
subj ect and/ &inkybpidamsindl e QW"@MTN%XP‘%?WWC%'?S%IRl§°c¢dﬁ°fmaéscri bi ng t he
conpounds of PrddactiNus 0564-0013) ead washed thhaesetibrevdsiel withl CHLQ1, QW00 WY, r anges
nmenti oned hen .'aﬂﬁé‘ﬁ-}érﬂ’ . r O ' e g .4ghe
conbi nati on (1)\?‘1 an toﬂﬁeat?r?{l)g\/??g b%d@\f',hﬁhé an@%@ﬁeg&%@:gﬁh%ﬂﬁ a (1) or
(1') or any SUb ?séaﬁedlthé"r%f“‘%‘é(??aéggg‘g g 39“‘%%3’8 dV-N-ERhYl he present
i nvent i ol0al $armamidat @4,0lp amd gimetdivisulfoxisiat Intermedintd @) ((:060mol)y diVrdiisof f or nul a
Compound,  as P TERyRHIGIONS mb R ARty Bllolds ANAD Welo A il

und, as | i [ [
sequent al - uSaeyeR B wibgeRhsdior Bike ol Beripep B Wit N HgERY Bomatigs 1
conbi ned i n anéCHyllp yisidingtheresin hounddutemmediatg (I phar naceutical |y accept abl e
carriers. Said other antiretroviral conpounds rmay be known antiretroviral
conpoundg5sudiablas lisw itamediales Wikiviewere picpared adcofling6 onadtfitiziaboves, €. J.
zi dovudi ne (3, érﬂﬁés?'o'?" - deoxyt hym di ne, AZT), didanosine (dideoxy i nosine;
ddl), zalci tagl e (di deoxycytidine, ddC or |am vudi ne
(3'-thia-2'-3Jabldildeoxycytidine, 3TC) and the |ike; 20 non- nucl eosi de
reverse transciptase inhibitors suth as sﬂgr_@,—foscar net - sodi um
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Int. No.| Ex. No.{ X R® R® R°_|R® |physicaldata
2 Alb -O- Cl H H Cl

3 Alc -NH- Cl H H CH;
5 A2b -NH- Cl H H Cl

6 A2b -NH- | CH; H H CH,
7 Alc -NH- CH(CH3); |H H CH,
8 Alc -NEH- CH; CH, H CH;
9 Alc -NH- Csz H H Csz
10 Alc -NH- C(=0)CH; | H CH: {H
11 Alc -NH- CH; Br H CH;
12 Alc -NH- CH3 CH3 Br CH3
13 Alc -NH- C,H;s H H CH,




(trisodi um phosphono formate), nevirapine (11-cycl opropyl -5,

1-di hydro-4-nethyl -6H dipyrido[3,2-b: 2',3" -¢e][l, 4] di azepi n-6-one),
sustiva (efavirenz), tacrine (tetrahydro- am noacridine) a jke;
conpounds of wdey/s®580 (t et rahydro-i m dazo[ 4, 5, 1- WMMO%P

] k][ 1, 4] - benzodi azepi ne-2(1H)-one and thione)-type e.qg.
(S)-8-chloro-4,5,6,7- 25

t et r ahydr o- 5- net hyl - 6- ( 3- et hyl - 2- but enyl»3-m dazo-[ 4,5, 1-j k] [ 1, 4] benzodi aze
pi ne- 2(1H)-thione; corrpounds of the a-APA (a-anilino phenyl acetam de)
type e.g. a-[( Tam Pl - 2, ol db cnl 9r.ebehzgnd-acet deland the
|i ke; TAT-i nhi ;11—“5* Ex No. % ’EB‘: and-the 4(.%5* AR EL D L Edn‘;“b dors e.qg.
indinavir, rit

Advi r Akaqull-iﬁifl r|Bnd t he|Fi ke; A| Fecqpt or i nhi biftors
e.g. pentam dings [efAds ol yagsi dpee i nhi bigt or eh.g. B0 C@ngp@qm ne and
the |like; Rnase¢ Elln%\gitoyr e.g. gxtran extn SJhiate) and thejlike; or
I mmunonodul at i rd agen c e.'&.’ | eydm sol e hynnggnt and the |ike.| The
foll owi ng exampllés al&ld ntledded {6Hs| | us{Fate K@ pf E8entmp HM2HBTG. 35
Experinmental pang A prar.@.i on cf the |1m er medi at €1 EXafipp3s-239°@ -21-
a) 2,4,6-trichljqgo-1 5tr 0. 074400l )| ,and trah tan (100
m) were conbirg antl)§2 gﬁ% 9 [err]%l= nderJl g‘{rfe%éé

4- am nobenzoni 2Pl e 62@744@“1@ CHas add&d and B he IP %737\%'17§°§t| rred

for 4 hours at |215[ e[ AlE. AHY CH; ami n¢ OH3. 07410 l'malmsebcropvm se
and the reacti d@ym x wa d to e warm| up L

t enper at ure andg Iégti rfe gfo %ﬁdav%@ Af t er CHddl rrﬁ %@%11 ), the
resul ting preci|grt at hA%Rs LdTHec gﬂ by flﬁs?ﬂr?;&yll W?%%“e?rahydro-
furan, and driqd@4 vi eAde nquH—NHr Cl mp252-253°c

4-[(4,6-dichloro-1, 3,5-triazin-2- yI)am no]benzonltrlle (interim 1). b) NaH

(0.0113 nol ), Gt ond FishHue @phenol were conbi ned and 10
stirred for 15 gl < at nosphere. Then, internediate (1) (0.0113
mol ) was added &R HRe=reaction nmixture was stlrred at roomtenperature for

16 hours. The r&atmixsire of intemediate(8) (LRHSN awhwnd NHs inel 4vdiosame(@6Msi ) and
filtered. A preoopsdBaict) wameRed ina prddsurt véskél ai O2CTorvEEayé. iThe st @i . The

resulting soli de%ém&@ﬁ%ﬂe sttdne \ULse&Esl)lved in CH;Cl,, washed with a saturated aqueous
NaHCO; solution, dried, filtered and the solvent was evaporated. The residue was
purified by column chromatography over silica gel (eluent: CH,Cl,/CH,0H 100/0, 99/1
and 98/2). The desired fractions were collected and the solvent was evaporated. The

10  residue was recrystallized from toluene. The precipitate was filtered off and dried,
yielding 0.29 g (61.4%) of 4-[[4-amino-6-[(2,4,6-trimethylphenyl)amino}-1,3,5-triazin-
2-ylJamino]benzonitrile (compound 9).

b) As an altemative for the preparation of compound (9), a mixture of intermediate (8)
(0.0230 mol) in NHj in 2-propanol (2.0 M; 60 ml) and NHj in 1,4-dioxane (0.5 M;

15 20 ml) was heated at 95 °C for 21 hours. The solvent was evaporated. The residue was
dissolved in ethyl acetate, washed with 1 N NaOH, water and brine, dried, filtered and
the filtrate was evaporated. The residue was recrystallized with acetonitrile, yielding
5.25g (66.1%) of compound (9).

c) Intermediate (21) (0.00150 mol) and 0.5 M NH; in 1,4-dioxane (0.015 mol) were

20  added into a pressure flask. The reaction mixture was heated to 40°C. After 5 days, the
reaction was cooled to room temperature. 2.0 M NHj in 2-propanol (0.015 mol) was
added, and the reaction was returned to 40°C. The reaction was diluted with diethyl-
ether and extracted with cold 1 M NaOH. The aqueous layer was extracted twice more,
and the organic phases were combined. The insoluble material was filtered off and



and CH3CN, then dried, yielding 0.62 g (14% of

4-[[ 4-chl oro-6-(2, 6-di chl orophenoxy)- 15

1,3,5-triazin-2-yl]am no] benzonitrile (interm 2). c¢)

NN- Di i sopr Qpybg ﬁ% yl ami ne (0.00714 nol) was added to a sQiOTTEPOSI02044

2-chl oro- 6 et benzenam ne (0.00714 nol) in 1, 4-dioxane (20 m ) under Ar
flow A solution of internediate (1) (0.00714 nol) in 1,4-dioxane (5 m)
was added. The reaction m xture was sti ed and refluxed for 24 hours. The
sol vent was evaporated and CH err] was™ added. The organic | ayer was

e et Sy NG bl e e e 211
4-{[ 4- chl or o-filtrité Svas combined with the organic phases and this solution was dried, filteted and
chl oro- 6- met hyd mﬂvévhﬁarstw The fesiduerwds phdfdd bver sifidael Akt aﬁ&m

t 3 t %6 |
baded to 1 2 SREFRE £hGdufgheck féﬂq&wg%w%sw@%ﬁ%ém o o "
stirred uri IWS@MWwHMMC& fileredoff anfl drivdayieldiop 036867 (0. 0266
mol ) and K[ ergfl4-({arhin6d- [mamm?mdx%azo] -1 S triatacl yIRkhinBbehtn@ias stirred

at roomtenp r 3 days he sol vent was evaporated. Water was added
to the resi dﬁ%&gﬁggﬁfih@ aqueous phase was extracted with CHerr] The

separ at ed or ldgmyer was washed with brine, dried with potassium 30
car bonat e, E q!% s Q 7.52

(91.29% of N %ﬂ%‘% f:’ﬁ'll)'hrygr @%QHP@ @ﬁ!?%mg’x?# g"z@ﬂ 2-am %e
(interm 4. §00382mo} @xlafh@"{@e lmn)l) méseah@raﬁmm Was stiged2t4opmp| ), and
N, N- di i sopr opginperitane|fond dags. (TheGaldcht Wad gvapétited. aTtbaekidud was tiesoiedinat e (4)

(0.0243 ol ) é&Wi‘ ctaﬁ! w%LHER%E&H%?HCIT Qﬁsh@&@ﬁﬁé?ﬁuﬁké%@fe@u"t@a’?{cﬁﬁs&ﬁ% and

refluxed for ction was. coo t was

evapor at ed ar?&dt“ﬁ’g W@%ldﬂﬁ%% andgheolyent was elamqpated, The sepidue wesguatieds i ¢
phase was washysslumndhrenasographyoedsiliadE () slobnt tgradient CH,Ok/CH:;QHO8/2 to dr i ed

Wi th - B2- Mﬁﬂ%ﬂ}%ﬁn&@@%ﬂ@ﬁkﬁiﬁﬁ' 1bb/@r§wl1 Y8729 Mene R lived Hactitias wergapor at ed.
The resi due wa a.m xture ei{%se r]. and s&gur ed NaHCO3, and
the precipitat B“?ﬁ ?‘gﬁ&f"@f’f wastepyt E“ {fe}“%

4- [ [ 4- chl or o-5etprigrile- Theqrecinitats tian filt fhaid dried yieldipg 8,33 £ (29.2(4) pf

am no] benzoni 4-[[{6-@,6tdicH1 b phenfiiminb)-4-(hypdidRAhEind) ] ,3,5- triazin-2-ylJamino]-

benzonitrile (compound 4).

_)

20 ExampleB.3
Tetrahydrofuran (10 ml) and 2,5-dimethyl-phenol (0.00818 mol) were added to NaH

(0.00859 mol). The mixture was stirred for 30 minutes at room temperature. Then, a
solution of intermediate (1) (0.00818 mol) in tetrahydrofuran (100 mi) was added. The
reaction mixture was stirred for 16 hours. Then, the solvent was evaporated and NH; in

25  14-dioxane (S0 ml) was added. The resulting reaction mixture was stirred for 16 hours.
The solvent was evaporated; and, the resulting residue was treated with H,O/CH,Cl,,
stirred, and filtered. A precipitate formed in the filtrate and was filtered off, yielding
0.42 g of fraction 1. The resulting filtrate was dried over K;COj3 and concentrated. The
residue was purified by flash column chromatography (eluent: CH;OH/CH;Cl,

30 2.5/97.5). The desired fractions were collected and the solvent was evaporated, yielding
2.89 g of fraction 2. Fractions 1 and 2 were combined and recrystallized from CH;CN.
The precipitate was filtered off and dried, yielding 1.16 g (42.7%) of 4-[[4-amino-6-
(2,5-dimethylphenoxy)-1,3,5-triazin-2-ylJamino]benzonitrile (compound 2).

Example B4



Ri nk Am de resin (15 g; Cal bi ochem Novabi ochem Corp., San Di ego,
California;” Product No. 01-64-0013) was washed in a reaction vessel wth
CH err] (100 m), N, N-dinmethylformam de (200 m), and

NN- di net hy| fveo sssteste: pi peri dine (150 m:50 m) was added. TRVERPYEe was
agitated for 2 hours, washed with N, N-dinethyl- 10 formam de, CH2Cl 2, and
di met hyl sul foxide. Internediate (1) (0.06 nol), NN-diiso- propylethylam ne
(10.5 m) and di net hyl sul foxi de (200 m )-29ere added and the reaction

m xture was agitated for three days, then washed wi th NN di net hyl f or mam de

an? CH er r%, yT&®a ﬁémntvb@ar.ﬁadrm?&wmwmEdmoaﬁcﬁn(cﬁemalé(E asiitépafed ] Ilst S
I nterneal at es )
erﬁ*;br 1%%5@ a &1 ogx%kpgle;&ﬂgégoe‘;%é):ﬁ?dx gﬁ 1? aerl o

[err] -23- epar a bn 0 he con;)
B.1 a) A m xt utlanlp- Wﬁr@@i’%@@e@ﬂ'ﬂ(@"h@%@ Wﬁﬂ))mmlﬂ@mﬂh(ﬁmﬂr oxane
(0.5 M 5 0. ModiBmb(trimethylsh@ipintde dnd &mﬁiaﬁs@ur,ammw-(mmams@)f or 6

wathed w t i o Skpanlfs SYARSAAS RN f bl Sl a??ﬁ"“#@?a%ﬂog%f?hé
sol vent was evBpfoRP dlasﬂﬂereﬁi@g@aﬁée%‘gasmﬂs qd; vaith WY-dimethylformamide £ Vgr aphy

over silica geCH{@}, WedinhesiylformAifid€) CIROMH] armTELR,/ (Z)x) Thi eangjdswiisstealedact i ons
wer e Cf" : FPt eg v?&%lﬂ“ﬁ) %%fﬁﬁ:?&ac%sacﬁ‘{ﬁ‘ tzéi% B&ﬁﬂx@) Tﬁésﬂlﬂyﬁwéﬂas dri ed.
;ie:glr éisng OI_ gg bva%%én % Re ‘Punl:I caugn erse phasevﬁﬁLé yleltdec{ 8 805%gof%—r}?4- rie

4-[[ 4-am néd 6- ﬁr@mpsﬁ-(ﬁ-bmmmﬁchiytopﬂamm}lymhmonﬁ}kls Briggint3-yijamino]benzonitrile

2-yl I am no] benggmpéindl3s).(conpound 9). b) As an alternative for the
preparation of compound (9), a mixture of internediate (8) (0.0230 mol) in
NH3 in 2-propaBedmpglBd M 60 ml) and NH3 in 1, 4-di oxane (0 5 M 15 20

?2!5? d\ggs ngag qulo ﬂtﬂas‘iﬁmlﬁ‘er{f@'rwegelada&!‘ﬁ\é Fsﬂl&gﬁ@in&?x&%&é@ nﬁ%ag‘:ﬁihgnd
brine, dried, ?‘s% @36 "%?Hd&{l%é‘@ ﬁ ?’a?@h\%%? ggﬁ’b%l?yé'? 'Eg ‘due was

recrystal | 1% e d digethylsulfexider(2 ) and 1 1w} afjagplytion of silver Mﬂate (0.075 g) in dimethyl-
sulfoxide (1 ml). Ar was bubbled through the reaction mixture for 1 minute. The flask

was heated at 95 °C for 20 hours. The sample was then filtered, and washed with
N,N-dimethylformamide (2 x), water (3 x), N,N-dimethylformamide (2 x), CH;OH (1
x), and CH2Cl; (3 x). The sample was then cleaved with 10 % trifluoroacetic acid in
20 CH,Cl; (3 ml), yielding 0.0043 g of 4-[{4-amino-6-(4-chloro-2,6-dimethylphenoxy)-
1,3,5-triazin-2-ylJamino]benzonitrile (compound 36).

Example B.6
To a flask under Ar were added intermediate (1) (0.00752 mol), N,2,4,6-trimethyl-
benzenamine (0.00752 mol) in 1,4-dioxane (20 ml) and N,N-diisopropylethylamine
25  (0.00752 mol). The reaction mixture was stirred and refluxed for 20 hours and the
solvent was evaporated. The residue was transferred into a pressure vessel with 0.5 M
NHj in 1,4-dioxane (0.005 mol) and 2.0 M NHj in 2-propanol (0.040 mol) and this
mixture was heated at 115 °C for 24 hours. The solvent was evaporated, the residue
dissolved in CH;Cl,, washed with 1 N NaOH and water, dried with potassium carbo-
30 nate, filtered, and the solvent evaporated. The residue was recrystallized two times with
acetonitrile, filtered off and dried, yielding 1.0 g (37%) of 4-[[4-amino-6-[methyl(2,4,6-
trimethylphenyl)amino}-1,3,5-triazin-2-yl}Jamino]benzonitrile (compound 73).
Example B.7
4,6-dichloro-N-(2,6-dibromo-4-methylphenyl)-1,3,5-triazin-2-amine (0.00651 mol) was
35  dissolved in 1,4-dioxane (30 ml). Sequentially, 4-amino-benzonitrile (0.0066 mol) and



5.25g (66.1% of conmpound (9). c) Intennediate (21) (0.00150 nol)_and 0.5 M
NH3 in 1, 4-di oxane (0.015 nol) were 20 added into a pressure flask. The
reaction m xture was heated to 40C. After 5 days, the reaction was cool ed
to roomtenpigedisdsg: 2. 0 M NH3 in 2-propanol (0.015 nol) wey/Erdweds and the
reaction was returned to 40C. The reaction was diluted with di et hyl - et her
and extracted with cold 1 M NaCH The aqueous | ayer was extracted tw ce
nore, and the organi c phases were conbi rﬁ The insol uble material was
filtered off and -24- washed with di eChyl ether, which dissolved nost of

the material i trate. trat S ,CO ine with the organic
phases and thljgkgbé%%?o p&ie (Pgﬂb% ‘f‘?ﬁ i %48 wayhgstefat ed.
The resi due wdRresiys qrﬁé’ﬂyso'\vleﬂrre%ﬁhbm was ajloved tozoobl tgmmmmpgamprwf;nughutl ng wth

41 [err]: di etphasewas GlieDitutmiiishaldhe tendd Widl @i MIMDHA eSS oS 5
T o VT g e X ST

0. 36 679
4- ([4ga£ ni gofiblge%aqgew PhasesWare Heatsd withs9lid Na@Hzo mainggiri pH 2 1Q kijdani no] benzon

itrile (corrpodndw&ﬂ)ed wﬂhamplaeetﬁe@)m’(‘hircbﬂbhbd/b@adw ﬁasdawifaiﬁé bamera (0. 0282

nol) was adde%&&bnb&h%feﬁ%b%sﬁlué@bs arat@i’alglg%1 fie era‘[‘ure & d' 2% g’a;s(l'(l)'he

m). The reactio mxt
sol vent was e¥ 31‘f°é§f ﬁiﬁ’@%ﬁ hﬁ&& Lhe flesited fragtipns Wc@tcnylbma%m washed
with 1 N HC, mﬂiﬁ@matad with CHaCN dilzopd@ffi mmd Hiddd §I8]dinp| 0.80i g(8.09%) 6f Wi t h

brine, driied, Nl kiBBAMUNEEAPRERNIantES-18) ARALAL Qimﬁj%%éiﬁﬁfngue was

purified by c mat o hy" over silica ge
gradi ent : [erri%%"ﬁ% (gquougcgflﬁ and (11) eluent: [err] 100/0 99/1 and 9812)
The desired f ExahpleBS Wwere col | ected and t he sol vent was evaporated. The

o1 due s 1 kbrabal ()00 LRGSR i IS S L, v 11 tered
4- ([ [ 6- (2, 6- diCe#iQr adgionane wwweémﬂmmamscimﬁ]ier Ar and heated at 100°C
1,3, 5-tri a%i nf@-48hb@s whildthe sdaplewiy sliphtlysvofteeap )e was Gooled 4RIWlE B. 3
-Il\-lghr ahydr of ur gksdplChaiwas Aked. '?ﬂe%%gx'%las RAEAS! 100% B9 seﬁemw folfg © added to
hours. The reaction was cooled, and water (3ml) was added to dissolve Cs,CO3, and the
sample was filtered and purified by HPLC, yielding 4-[{4-[(5-acetyl-2,3-dihydro-7-
methyl-1H-inden-4-yl)oxy}-6-amino-1,3,5-triazin-2-ylJamino]benzonitrile
20  (compound 84).

Tables 2 and 3 list the compounds of formula (I) which were prepared according to one
of the above examples.

Table 2
b
R® x-<=< N
: /<
Rd Re T_Rl
25 H
Comp| Ex. X R! R* R°| R® | R*| R® |melting point;
No. | No. salt form
1 Bla [-O- H Cl H |H H |C] 278-279°C
2 B3 |-O- H CH; H |H CH;|H 193-194°C
3 B3 |-O- H CH; H |H H |CH; |235-236°C




(0.00859 nol). The m xture was stirred for 30 m nutes at room tenperature.
Then, a solution of internediate (1) (0.00818 nol) in tetrahydrofuran (100
m ) was added. The reaction m xture was stirred for 16 hourPE.”EI a4l NE
sol vent was woap#estt ed and NH3 in 25 1, 4-di oxane (50 m) "Wwas added. The
resulting reaction m xture was stirred for 16 hours. The sol vent was
evaporated; and, the resulting residue was treated with [err] stirred, and
filtered. A precipitate formed in the fid®rate and was filtered off,
yielding 0.42 g of fraction 1. The resulting filtrate was dried over K2CO03
and concentra ress due s| purjaf | ddpby fdecaghpe @l gem pgr aphy
(eluent: [err 15/ .a)kl'?'h{a dgsi I g fqa(:]itionls1 we?b P?%W%‘%%j and the
sol vent was e yielding-»2 89 g df fiacti 21l Fra fsPJ&\f9§n1 and 2

wer e conbi ned NH-al | iord {cbm CHGN. |Fhe prci (il t af 235v236°C | | t er ed

of f and dried i L 16 (42 ete) Of| 18- | ked- anfio 100
(2, 5-di net hyl 3 —Tﬂ% 5- t(?fl{aziFn- -yl ] gﬁi fvo be zlgni t%erI ez?;lczol? %Jnd 2).
Exanpl e B. 4 a reactionjvessel |junder Ar ré addeBCTH)r gsin

bound i nterne
of silver tri
4- br ono- 2- chl
1.0 M sodi um
(1,1,1-trinet
The reaction

-NEE prigdar edFOHa exdripl ¢ HA3 (JHOQCH hA2)2442C $ol uti on
1075 g)j i n dijmet hyl sul f ¢xide (I ), [@gel:1)

- phlenol 0027 |l di hyl syl foxide, (8 m ),
%’Isi | ) am~de andr}Eiﬁﬁaz (ﬁ'ﬁ %)'Eﬁé
iNEet hy] Bi | yI|FH(EL): [H | gdbni ngl 468 un28a3%JC (3 nl).
agrheatgd atl @ OC [fr | E@i,houls .| Cihel ssaohec \vas

filtered, and ifin was pashed with NN-diinet hyf forjmani |de (3 x}, [err],
NN- di net hyl fo CH30H,| and [lerr] (3 x). _The pangl e was cl egved tw ce
with 10 %tri{lQolBicdtNE acf® in|[@rr] (FHm|Ht hepH3 |@l) . | HeldFyent was
evapor ated ungier N82 RaNHS i cROHON |IgH;r everBe | @S e| HPLCHy Fw@mec D055 g of
A[[4- 10 am ne, 6t g rgHD- 2 ghl on - met [yl NOXyh- 1 274°C
, 3, 5-triazi n-12?2| afrﬁ noigenzpﬁitri%ﬁ co I~%uﬂ 33) ﬁiE><acr?%f BZE% Jola flask
under Ar wer e|3ddpB1e HE W esi fbounH&EREB R il e ([SHAH pr ¢ &8¢ exanpl e
A3 (0.00015 mpli3, | BHCAINHO. OVH ) ,| GHschl ok B- 4 Bs- di hEt HyTHap h221e22200.| 0038
mol), 15 dinmgghy| g floyade [ M)l cand 1 ph qfce sphrt)icgs pisEidover
trifIate(0.0’!}g '&n qiqﬁeth/h- ”

6°1BIib |-NH- C;H;s H | H H |CH; |222-223°C

17 {Blb |-NH- H Br H |F H |F 233-234°C

18 | Blb |-NBH- H Cl H |C H [C] 224-225°C

19 | Blb [-S- H Cl H (H H |C 293-294°C

20 [B2 |-S- OH Cl H |H H |Cl 145-147°C

21 |Bla |-NH-NH-{ H Cl H |C] H |C 258-259°C

22 |Bla |-NH-NH- H Cl H |H H |d 246-247°C

23 |B2 |-NH- OH Cl H |C] H |C] 262-263°C

24 |Blb |-O- H CH; H [CH; |H |CH; |236-237°C

25 |B2 |-O- OH CH; H |CH; |H |CH; |221-222°C

26 | B2 |-NH-NH-| OH Cl H |C] H |C 175-176°C

27 |Blb |-NH- H Cl H |CH; |H |Cl |224-226°C

28 |Blb (-NH- H CH; H {(H Cl {CH; |230-231°C

29 |{B2 |-NH- OH Cl H |C] H |[CH; | 268-269°C

30 ]| Bla |-O- H Cl H |C H |[C 260-261°C

31 B2 |-NE- OH CH; H |H Cl |CH; | 174-175°C

32 |B2 }-O- OH Cl H |C H |C 153-154°C

33 {B4 |-O- H Cl H |Br H |CH;

34 |B4 [-O- H Cl H {Cl H | CH;




sulfoxide (1 m). Ar was bubbled through the reaction m xture for, 1 m nute.
The flask was heated at 95 I C for 20 hours. The sanple was then filtered,
and washed with N, N-di met hyl formam de (2 x), water (3 x),

N, N- di et hy%)%@% gide (2 x), CH30H (1 x), and [err](3 x).rdivermapale was

t hen cl eave 10 % trifluoroacetic acid in 20 [err](3 m), yielding
0.0043 g of 4-[(4-am no-6-(4-chloro-2, 6-di net hyl phenoxy) -
1,3,5-triazin-2-yl]am no] benzonitrile (S%rrpound 36). Exanple B.6 To a fl ask
under Ar were added i nternedi ate (1) (0700752 mol), N, 2,4,6-trinethyl-

benzenam ne @B—OpF2HRH—H 4 di-gxaha—{20—HJ—ane
NN- di i soprop}¢®!p1)ﬂ!<am neX 25 Bﬂ) 9073 ndl R THRE rpREt|i @\ [Hekibggomtvas
stirred and §efd |opesfl [f or 20) hourg and tHe s¢l vent| way evapqraged.| The

172l oxane {830 éf”ﬁ- ancl 80" ARG | | B IGFADEERNE (6%4D ol ) thi s

m xture was héét =85at -&-15 d Hor 28Hour 4.HT €lsol nt| Gkas| evapor at ed, the

resi due diss PBWestn ©@2C 2 vaasm@qll Wi th B egter, dried with
pot assi um cal QQ' é? ate, | fil te:?z ﬂ-lt soI nt} _.evapor at ed.| The
resi due was tecrystalllized [ tifmes wit onikrille, fyltered pff and

dried, yieldidy [BD g-Q-37% Bf 4{CEMEH;|FD- 6Ol net i (£14, b-
| ri met hyl phehyo) pBSi rja@d-- 1, 3| B-tri azi n- 2-|yii | amrno] jo@n4@pi tyil e (coppound

73). Exanple 7 !
4, 6-di chl or OW &( B% u%r onof Ii met Si phenylf) Foé 5 Iflrl ngPn-Z-am' nel (0. 00651
a

nmol ) was 35 4%1i“§|v & in pH4- di ne (|38 ueidiof 1y,
4- am no- benzop#3 t BS e |[{®. 006EHNDI )} Cand ClI26H N, Hi | ©dprppyl et hyf am ne
(0.0066 nol) | yer eBgdq_ I, anpgt he|gl ear ggfutigon heated to reffux for 4

days. The reqciip all ojwed t@ _cool tlQ.regmtenpena overnijght. The
m xture was jl% Eﬁ \MQh et IaceFite ar&"t at edr% 5coI d 1 MNaOH. The
| ayers were $ébpafBSed;0-and fHe of @H:c (dHs¢Hrvas [H- E‘Q ted with fresh 1

M NaCH. The %47 pBsbijied agugous |parses [wer ¢civ eatgd |y thl solid Hto
mai ntai n pH $,40{ gad @ckwasﬁed Wigh etH)tJHal & at e g ﬂ_ The combf ned
organi ¢ phase¢s were dqried, filtefed and [cCori¢gentrated| The| resi duel was
separat ed an@i*pulB?i dP-by f]|Bsh ¢SFPFHYH ot o- |Hapky over silifa gel
(eluent: [er{P0.|Bhe |[desiredHf ra¢Brons V&R | Bonbi \CHL,| Brr efat ed

51 |B5 |-O- H Br H |CH; |H [Br

52 |BS |O- H CH;, CH; | Cl H |CH;

53 {B5 }J-O- H Cl CH;{ Cl CH;| CH;

54 |B5S |-S- H Cl H | H (H

55 |B5 |-S- H cl H |F H |H

56 |BS |-S- H Cl H | Cl |H

57 |B5 |-S- H F H |F H (H

58 |B5 |-S- H CH; H |CH; |H |CH;

59 |B5 |S- H CH; H |CH; |H |H

60 |B5 |[-O- H CH; H (I H |CH;

61 |BS |-NH- H CH; H |CH; |NH;|CH;

62 |B8 |-O- H CH; H |[CH; |H |H

63 |B8 |-NH- H Cl H |Br H |CH

64 |B8 |-NH- H CoHs H |Br H | CH;

65 |B8 [-NH- H Cl H |CH; |H |CH;

66 |B8 |-NH- H Cl H |F CH;|H

67 |B8 |-NH- H F F |F F |F

68 | B8 |-NH- H OCHj; H |OCH; |[H {OCH,




with CH3CN, triturated with CH3CN, filtered off and dried, yielding 0.30 g
(8 0% of 10

-[6-[(2, 6-di brono- 4- et hyl phenyl )am no] -1, 3, 5-tri azi ne- bIS[4 a
rn| no- benzowotopsé2sd (conpound 74). Exanple B.8 Internedi at gr(""ff”z
1- (2, 3-di hydr o- 4- hydr oxy- 7- et hyl -1 Hi nden- 5-yl ) - et hanone, Cs2CO3, and
1, 4-di oxane were added to a reaction vessel under Ar and heated at 100' C 15
for 48 hours while the sanpl e was slightlag-vortexed. The sanpl e was cool ed,
and NH3 in isopr opanol was added. The reaction was heated at 100[err]Cin a

seal ed tube f ours. JThg Tgacfron,wa bl ed, givngli er [ 3m ) Was
added to di ssqu we Ry af theﬁsa“rpl wa ﬁ) t ecag ] urF‘flﬁ“&P"&/ HPLC,
yi el ding 4-[(4-Ned-Heeflyl -2 3-di hylro-7- et hil -1 Hli ndén- 4-jyisylbferm - - ami no-
1,3,5-tri azi n;@l e n_mgenmmi tr| g, 20 cncgpurq{& , Tlagikes 2 pnd 3
i st the conmpoupdd 1 & .1) ch wg Dpgpar a pne of
t he above exanpl'es. ﬂf’aﬁfm el'?r] AH-Z?- E:xgr riﬁ ei'gs &f 59%55’{2‘29- [err]
71 Blb H CF; 1 58-160°C
72 | Blb -NH- H Br H |Br H Br 167-169°C
73 -N(CHj)-| H CH, H |CH; |H |CH; |251-252°C
74 {B7 |[-NH- p-cyano | Br H |CH; H |Br 332-333°C
phenyl
75 |B7 |-NH- p-cyano | Br H lisopropyl H | Br |315-316°C
phenyl
76 | Blb |-NH- H Br H |CH; |H |Br 238-239°C
77 | Blb |-NH- H Br H fisopropyl H |Br 158-160°C
78 |B5 |{-O- H CH; H NH; |H |CH,
79 }BS |-O- H CH; H HC(=O)H H |CH;
80 (B8 |-O- H F F OH (F |F
81 |B8 [-O- H NH; H Cl |CH; Cl
82 |B8 |-NH- H C(=0)OCHJ H | OCH; (OCH, OCH;
Table 3
H
N—< >—c—N
L‘<\»_<
N—H
)
H
Comp | Ex. L
No. No.

83 B8 E
N

84 B8
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[err] C. Pharnmacol ogi cal

exanpl e Exanple C.1 A rapid,

aut omat ed assay procedure was used for the in vitro evaluation of 5

anti-HV agents.
whi ch was pLev,
1985) to be%\)ldg
as the target cell

used as the end point.
mas assessed spectrophotonetrlcally Vi a

1;&3&

y shown (Koyanagi

i ne.

2 I \

et al.,
susceptible to and perm ssive for
I nhibition of the HV-induced cytopathic effect was

The viability of and nock-infected cells

An HV-1 (wildtype I11B) transformed T4-cell

Canceer/EB®/o20445- 451,
H V i nfection,

Int. J.

oth HI V-

3'he in situ 10

i ne,

reducti on of

sensitive and

MI- 4,

served

3- (4, 5- di met y+-hirazel—2 2-5—diphenytqt razol i um brom de (MIT). The 50%
cyt ot oxi ¢ corfcemp { Exi [on (CCSO id[err]M wds defined as the concentration
of conpound t/Nat ced the absorbance of lthe nmock-infected control sanple
by 50% The peggce1t;5 on achi eved by |the conpound in H UV-infected
cells was callcul ajed by t FLLOWl ng formfl a: 15 (ODT)HIV -

(ODC) HI 'V (ODE) MOCK - J(ODC) expressed jin % whereby (ODT)HIV is the
optical density ngasured™n h a given concgntration of the test conpound in
Hl V-i nfected |86l $B5( is the optical} density neasured for the
control untregatedfH i ctned cells; (ODO)IMOCK is the optical density
measured for |the gontjro reat ed m)ck-i nflected cells; all optical density
val ues were deterf ne 540 20 nm The |dose achi evi ng 50% pr ot ection
according to tg?e ?ggvel f | a was definedlas the 50% i nhibitory
concentration (1 Clerrj ﬂ;:lf[grr]l\/) The ratlio of CJerr] to I C50 was
defined as tHe sel|ectfi vi ¥ "ndex (SI'). The |conmpounds of forrmula (1) were
shown t o i nhitbt—H3—eFeetvelyy—PRart+€dul ar 1 C50, CC err] and SI val ues
are listed in Table 4 hereinbel ow -31- Table 4

10

15

20

CP acological example
Example C.1
A rapid, sensitive and automated assay procedure was used for the in vitro evaluation of
anti-HIV agents. An HIV-1 (wildtype IIIB) transformed T4-cell line, MT-4, which was
previously shown (Koyanagi et al., Int. J. Cancer, 36, 445-451, 1985) to be highly
susceptible to and permissive for HIV infection, served as the target cell line. Inhibition
of the HIV-induced cytopathic effect was used as the end point. The viability of both
HIV- and mock-infected cells was assessed spectrophotometrically via the in siru
reduction of 3-(4,5-dimethylthiazol-2-y1)-2,5-diphenyltetrazolium bromide (MTT). The
50% cytotoxic concentration (CCsq in pM) was defined as the concentration of
compound that reduced the absorbance of the mock-infected control sample by 50%.
The percent protection achieved by the compound in HIV-infected cells was calculated
by the following formula :
(ODp)urv - (ODg)gy
(ODc)mock - (ODc)urv

expressed in %,

whereby (ODT)yyy is the optical density measured with a given concentration of the
test compound in HIV-infected cells; (OD¢)yyy is the optical density measured for the
control untreated HIV-infected cells; (OD¢)ock is the optical density measured for the

control untreated mock-infected cells; all optical density values were determined at 540

nm. The dose achieving 50% protection according to the above formula was defined as
the 50% inhibitory concentration (IC5q in uM). The ratio of CCsg to IC5q was defined

as the selectivity index (SI). The compounds of formula (I) were shown to inhibit HIV-
1 effectively. Particular ICsg, CCsq and SI values are listed in Table 4 hereinbelow.



[err] 11  0.001 6.3 4480 54  0.004 57.3 13349 12
0.021 30.0 1449 55  0.004 > 99.9 > 27777 13 0. 259
>100 >386 56  0.005 62.6 13059 14 Q.
11844 wo9/sis6 0.015 > 100.0 > 6711 15  0.003 YQ&%”’”’&ZM%
58  0.003 47.1 16244 16 0.006 8.1 1372 59  0.002
48.5 26975 17  0.003 53.8 16311 60 0.003 45.5
15172 18  0.008 45.6 6033 31-61  0.005 94.6 20549 19
0.004 40.6 11285 62 0.003 51.6 19110 20  0.003
11.7 3726 Tgbleq 63 ~ 0.003 48.0 16561 21 ~ 0.001 27.8 27789
64  0.014 3393 22 g 5100 23323~ §5—— 0. 001
48.5 80824 2§E°T 01G501 | CCs06 614 Co.| “1580 | GCovd >Sbo. o] >
1037 28 0. opAo-| 4D | (aMDg eANo- |l o (uM) | QM) 41p 30
0.002 63.5 26488 0.003 | >20 b8>64510. 15 | €8|9 0.008133081 |> 1960005
9.9 1980 0.68 3@_9035103099 9 |>4s1b470287 | 2942 72560.D
>4761 79 o0 83' @os 471 46| 00Q81 [>1000 § > 328658
71 0.010 860, 001 P4 849425 1000 | o 12402
0.002 6.5 %259 % 038os 6 21789 s Q 03
51.7 16164 37 2| 0.9 786 3 P19 | o b
37 38 0. 007 >61oo.Q)064 14603 | 11518 |75 |49 379-076SPQ9-9 >13Q8)o B9
>10 <10 | 7| o0a@os| 499 | 1e187 d.001 50 |5. 9.059118481 40 13®.0p5 >
10.0 > 1851 | 8| o018 | 03003 s67.d 17881 4boo2 |0. 02| 185¢ | 6102
78 7.83 4700 0001 | @4$2| 33836033 > |10 0003303 19 639’9
gsog7 30;01 ﬁ?g‘z‘ doos | 96409 2603 9| 4688| o017 FP| %2 | >
: 1P 0001 | 63 | 4480 s4| 0004| 573 | 13349

12| 0021 300 | 1449 55| 0004 |>999 |>27777

13| 0259 |>100 >386 s6| 0005| 626 | 13059

14| 0003| 373 | 11844 571 0015 |>1000 | >6711

15| 0003] 17 498 s8| 0003| 471 | 16244

16| o0006| 81| 1372 so| o0002| 485 | 26975

17| o0003| 538 | 16311 60| 0003| 455 | 15172

18| o0008| 456 | 6033 61 0005| 946 | 20549

19| 0004 406 | 11285 62| 0003| 516 | 19110

20| 0003 17| 3726 63| 0003| 480 | 16561

211 o0.001| 278 | 27789 64| o0014| 465 | 3303

22| 0003 |>100 |>33333 65| 0001| 485 | 80824

23] o001| 76| 7614 66| 0096 |>999 | >1037

28| 0005 428 | 9106 671 o111 456 412

30] 0002| 635 | 26488 68| 0015| 639 | 4173

31| 0005 99 | 1980 60| 0065|>99 | >1547

33 0.002 | > 10.0 > 4761 70 0.003 15.6 4471

34| 0001] 48 | 3658 711 o010 82 860

35| 0001 | 321 | 24712 721 o0o002| 65| 325

36| 0003| 76| 2179 73| 0003] 517 | 16164

37| o0001| 76| 5035 74| 0190 | 7.0 37

38| 0,007 |>100.0 |> 14084 75| 03718 ] 378 100

39| >10 <10 1 76| o0001] 59 | 11848

40| 0.005|>100 | >1851 771 0003| 470 | 17431

a1 o002| 122 e102 781 7.8 | 470 6

£| 0033|5100 >303 790 0007| 300 | 4534

43] 0009 439 | 4668 80| 855 |>855 >1




Co. Iderr] Cderr] S Co. Iderr] . CJerr]

SI No. ([err]m(-[err]M No. ([err]M ([err]W
81 2. 68 > 99. 1 > 37 84 0. 001 54.1 45129 82
1.49 99. 85 0.413 53.7 PEErS$o02044 0. 473
59.6 Mgﬁozséorrpom tion exanples The follow ng formulations exenplify

typical pharmaceutical conpositions suitable for system c admnistration to
ani mal and human subjects in accordance with the present invention. 5
"Active ingredient” (A 1.) as used thro¥ghout these exanples relates to a
conpound of farmula (1) or a pharnmaceutically acceptable addition salt
thereof . Exangife| DICS {iFGsocdat e8l t all et S FP-¢pdFL50i qnCES0 tlabeBl corfe 10 A
m xture of 10Nyl ofuMhe| ApM), |570 g | dct osleNennd (@80 d §iMY dh was nilxed wel |
and thereaftgrgihum g6gi €d 9oitt h a syl utfi on |of4 5 g oodijunsgdpdeagiagsul f at e and
10 g pol yvinylg, pyr[ §i dong g N abgyt 200 nd 82 VWplags | Tégy viet psydelr

m xt ure was <i§v BH edjggd Si ey. d agai n- e THer e was_ adued T
m crocryst al I4+e \,c. s e—and—15 drogenat ed vegetable oil. The whol e
was m xed weld carthoG@5HE: into tablets, 15 giving 10.000 tablets,
each conpri si ne actlv n lent. To.a solution 10

net hyl cel | ulﬂg@ W%OWF qilong exs Y@‘Ef?g}fal’?&%}m%‘éﬁnﬁ’%ﬁ%nséﬂﬁg% for sgl ution
of 5 g of et Isystemicladministratianrio wmalrﬂndbﬂmah sthjects imascordance withthe prebent e wer e
added 75 m qﬁveel{,@,hl oronet hane and 2.5 m 1,2, 3-propanetriol. 10 g of

pol yet hyl ene , gl y&ol .,

di chl or orrgt ha%‘gnwh mc??'g'ftt A8 %d%ﬁrog%\q‘gthh%fgg%ﬂlquestrﬂatzsfSO?ﬁ%‘g{’om % hen there
were added 2.farmplaf) qmgh@mam\m%lb/aeree&aweaql@nor@abth?fwfaol yvi nyl pyrrol i done
and 30 m of concentrat ed col or suspension and the whol e was honpgenat ed.
The tabl et c@ampls : dis t he thus obtained mixture in a coating

apparatus.  pegdd; tlopoﬂhﬂﬁcore
10 A mixture of 100 g of the A.L, 570 g lactose and 200 g starch was mixed well and
thereafter humidified with a solution of 5 g sodium dodecyl sulfate and 10 g polyvinyl-
pyrrolidone in about 200 ml of water. The wet powder mixture was sieved, dried and
sieved again. Then there was added 100 g microcrystalline cellulose and 15 g
hydrogenated vegetable oil. The whole was mixed well and compressed into tablets,

15 giving 10.000 tablets, each comprising 10 mg of the active ingredient.

-.‘ll

To a solution of 10 g methyl cellulose in 75 ml of denaturated ethanol there was added
a solution of 5 g of ethyl cellulose in 150 ml of dichloromethane. Then there were
added 75 ml of dichloromethane and 2.5 ml 1,2,3-propanetriol. 10 g of polyethylene

20  glycol was molten and dissolved in 75 ml of dichloromethane. The latter solution was
added to the former and then there were added 2.5 g of magnesium octadecanoate, 5 g
of polyvinylpyrrolidone and 30 ml of concentrated color suspension and the whole was
homogenated. The tablet cores were coated with the thus obtained mixture in a coating
apparatus.



1. The use of a conpound of fornula [err] a N-oxide, a phar maceutical ly
acceptabl e ‘addition salt or a st ereochem C neric form t hereof,
wherein Ais CH CRerr] or N \“‘TU“ r] are each i nde &gndently
sel ected fr auo bysdessgen, hydr oxy r] al kyl oR§T/EPN2

( err]al kyl carbonyl, C[err]alkyl oxycar bonyI aryl, am no, nono- or 10
di(Cerr]al kyl)am no, nono- or di((err]al kyI ) am nocar bonyl wherein each of
the aforenmentioned C[err]al kyl groups nmey3-optionally and each individually
be substituted with one or two substituents each i ndependently sel ected
from hydroxy, chifrr]al kyl oxy, hydroxy(ferr]alkyl oxy, carboxyl,

Cferr]al kyl oXyC ang I m no, am nocar bonyl,
am nocar bonyl amaf?l‘ 8&3’”%%88 ? lcé)l?r] al kyl )am no, aryl and 15 Het; or

[err] taken together may form pyrrol i digtyl hd di nyl, norpholinyl, azido
or nmono- or di (([err]2al kyl)am noC[ rr]@@gﬁe R3 is hydrogen, aryl,
d err]al kyl carbonyl, Cerr]al kyl, ] al (grbonyl, d err]al kyl
substituted with C [err]al kyl oxyc Ir bopyl ; &nd 20 each R4 independently is
hydroxy, halo, Cerr]al kyl, {err]alfkyl oxy, cyano, am nocarbonyl, nitro,

am no, trihalomethyl or trihalonmethy oxy; Lis -X-Rerr] or -X-Alk-R;
wherein [err] each independently at'e’®:ndanyl. indolyl or phenyl; each of

said i ndanyl 4 RQRla¥a &smpageg\mmmegaeﬁ%u&aasﬁ Mtto%dseefeaéhemn fa&geﬁct hr ee,

four or fivy bstltu S I ndependent |y sel ecte rom hal o,
Clerr]al kyl~ C% 6‘3?9‘ hydroxy, Cferr]-alkylcarbonyl,

d err]al kyl oxybaﬁm orfNor nyl , cyano, nitro, am no and trifluoromnethyl;
and X is -NR[ egislo; 1, 2; Dok HNH, -N:N- -0-, -S-, -S(=0- or -S(=0)2-; aryl is

Clbai tuents ebt 3%’5‘*‘”4 bt il 5%}“2%%“&’“"&0'%9%%? SR el )
[err]al kyl oxy angafkyipry. F(b-l%?ﬁ@' loagbopy! u%l' BAKYIRYycarbonyl, aryl, am“‘° mono- or
di(C;. nalkyl)ammo mono- or di(Cj.j2alkyl)aminocarbonyl wherein each of the
aforementioned C,.j;alkyl groups may optionally and each individually be
substituted with one or two substituents each independently selected from hydroxy,
Ci-salkyloxy, hydroxyC;.salkyloxy, carboxyl, C,.salkyloxycarbonyl, cyano, amino,
imino, aminocarbonyl, aminocarbonylamino, mono- or di(Cj-galkyl)amino, aryl and
15 Het; or
R! and R2 taken together may form pyrrolidinyl, piperidinyl, morpholinyl, azido or
mono- or di(Cj.jzalkyl)aminoC,.salkylidene;
R3 is hydrogen, aryl, C}_galkylcarbonyl, C).galkyl, C}.galkyloxycarbonyl, C;.galkyl
substituted with Cj.galkyloxycarbonyl; and
20  each R%independently is hydroxy, halo, Cj_galkyl, C}.galkyloxy, cyano,
aminocarbonyl, nitro, amino, trihalomethyl or trihalomethyloxy ;
L is -X-R® or -X-Alk-RS; wherein
RS and RS each independently are indanyl, indoly! or phenyl; each of said indanyl,
indolyl or phenyl may be substituted with one, two, three, four or five substituents
25 each independently selected from halo, Cj.galkyl, Ci.galkyloxy, hydroxy,
Cj.galkylcarbonyl, C;.galkyloxycarbonyl, formyl, cyano, nitro, amino and

trifluoromethyl; and
X is -NR%., -NH-NH-, -N=N-, -0-, -S-, -8(=0)- or -5(=0)-;
aryl is phenyl or phenyl substituted with one, two, three, four or five substituents each
30 independently selected from halo, C;.¢alkyl, Cj.galkyloxy, cyano, nitro and
trifluoromethyl;



-34- Het is an aliphatic or aromatic_heterocyclic radical; said aliphatic
heterocyclic radical is selected frompyrrolidinyl, piperidinyl,

honopi peri di nyl, piperazinyl, “uullul l““iuun‘mydrof uranyl and

tetrahydr ot% 992,&% %/\/ner ein each het er ocyptT/EPWEEMEal MaY
optionally 9 Rituted with an oo grolip; and said aromatic 5
heterocyclic radical is selected frompyrrolyl, furanyl, thienyl,

pyridinyl, pyrimdinyl, pyrazinyl and pxrl dazi nyI wherei n each of said
aromatic heterocyclic radical my opti o Al | y be substituted with hydroxy;
for the manufacture of a nmedicine for the treatnent of subjects suffering
from H V ( HunHs 1% 3 aliRkatie of apmstichetgrqcyeic radigak spid gliphatigheserocyglic radigal iy 5
conmpound as cl aseleeted from pyraolidiny/], \piperidinyl, Homopiperidiigd, piperaziiyh midrpholijyli s phenyl
or phenyl substte&asyﬁémwn&nnamm eﬁwm&em eQéhronﬁdBli @u&ﬂméueent s each
i ndependent | y se%sﬁt ed f nlbh% b E}dlr h‘r rféf’ rLa&a%l 0X cyano,
Clerr]al kyl - cdf Way%‘ﬂ"{'f‘ SHPSHd i 43 ﬁﬂﬂ“ apd sad aromaliq s o of 4
conpound &% cl dieteegyélie radical imsedeated fonmpysrolyl, furanylsthienylpyridinyi, pyrimiding,

substi tut gd in ;fyhemi}ldaa@yﬁdaaﬂylr»ﬂ{e?éfmyfhb@ﬂfoﬁﬁgﬂ%ﬂmﬂe&ﬁm:ﬂ% The gge of
a conpound as c cl.ai ms erein cont ai ns
phenyl substi tu‘fpganr@)'{’ﬁs‘ib%gxm?ﬁﬁlégy&?%ur or five substituents each

i ndependent | y sfef the meenfaotuserpf meicipg for W yreatmpns of Jubjerty isuffegng &pmFHVky| oxy,
Cerr] al kyl oxytRina®hithunoddfiticicy Witus) énfection.f | uor omet hyl, nitro, _

( err]al kyp carbonyl and fornyl. 5. The use of a corrpound as clainmed in any

one of clains R I I=TN I\Nge, 5ly selected
from hydrogen lTﬁe ofdl lﬂld[aga eé?nclaun&ﬁx%@pr&?ﬁ? R ‘pﬁ#éehr?r ith(rae:a(r:l go

yar oxy.
the vari abl es [@‘FM‘ ahﬂ‘eﬂylé\*@“é?dd‘é‘#‘u%%dw? ﬁhfP%rf?HﬁPb W(q wbﬁuweetﬁa% 1; and A
is CH or N; R[ dndependentiysglacted from haloof beatisyl, Csalkyloxyoeyane,iGilsalbylomet hyI with

the proviso thalrhonyl, nitro and triflucromethyl.
15

3. The use of a compound as claimed in claim 1 or 2 wherein n is 1 and R* is cyano
substituted in the 4 position relative to the NR® moiety.

4. The use of a compound as claimed in any one of claims 1 to 3 wherein L contains

20 phenyl substituted with two, three, four or five substituents each independently
selected from halo, hydroxy, C;-galkyl, Cj.g¢alkyloxy, C,.salkyloxycarbonyl, cyano,
amino, trifluoromethyl, nitro, Cj.galkylcarbonyl and formyl.

5. The use of a compound as claimed in any one of claims 1 to 4 wherein R! and R2
25 are each independently selected from hydrogen, aryl or hydroxy.

6. A compound of formula

il O— ]
HJN/\N( A’ / Rm

R"N\R1
wherein
30  the variables R', R% R* and L are as defined in formula (I) in claim 1; and
A’isCHorN;

R is cyano, aminocarbonyl, nitro or trifluoromethyl;
with the proviso that



-35- * when Rerr] is cyano, Rerr] is hydrogen Lis -X-R5 wherein Xis NH
and Rlerr] 'is 4-cyanophenyl or 4-i then NRerr] is other than
NH2, [err] or NH(4-cyano-phenyl); ﬁﬁ}ﬁ Elmuu trifluor Rl err]

i s hydr ogen,wo ¥snseéx- Rl err] wher ej nit ﬁ ' " rr] i s §8%E’;%°‘“
4-trifluoromet hyl phenyl, then NR[err] is ot her than NH2 or N (CH2)6CH err]

* when Rlerr] is nitro, Rerr] is hydrogen or nethyl, Lis -X-Rerr]
wherein X is NH or NNCH3 and Rlerr] is 43%d uorophenyl, 2,6-dinethyl phenyl,
4- et hyl phenyl or 4-nitrophenyl, then NRerr] is other than NHaryl,

NCH3aryl, N( aW'\)/ﬂeﬁ'H‘]xsE)&hé]Raml drogetM198 )BkéWereinswaHaldlﬂ&sl s hydrogen, L
Is -X-R5 wherein gho he (P 2 _%r aqc{r F%I chI orophenyl, then
[err] are other‘t AN ! a Bss? L&lf th one or nore
carboxyl groups;NEl lﬂ@szz]pN HaNHC:He eritiétayanosphenyl)ion salt or
aI ster go\mer ni € aklen RYSi0 Hiflubmietiy T RE tsaiyeﬁgen. L5s K-Rhwﬁﬁeiﬁmwlm@dm}sad med in
claim ein 12 eny

substituted wit hi-triﬂ%oroéeﬁgrﬁfmi émﬁ?ﬁéﬁ BL su B’fﬁ?‘ CI%

i ndependent | y EeW@tEt%dsP\"Gn*H&PWBBPQFF‘P@W§-Ils @e?’hﬂf%w W"N:(fgho

d err]al kyl car boadIR’ 1:~r\4~f1uorolmanyl,tzG-ﬂkaﬂiytphaiyh,w-metﬂﬂplﬁeaylro}- 4»n/i!tropherpnmd as

T S A

2, 4, 6- tr| bi®mo#* 3wkend ‘nie nipl R} hhyrbagcp,lz;s4xal whebmmxnsmfm@a,nd

2,4,6-trichloro- W%hhl&oﬁh&yi frieh RUSHIRIER R ¥han Ayl oPC L LdIkyl Sibstituted
nmet h phenoxy, dlocl:_hl orco x -t ri met hyl - phenoxy,
: chl or o- 6- B’r%e S‘Q:S? AP ¥i chl or o- phenoxy, 2, 4-di net hyl - phenoxy,

br ono- 4- feeimhheredphenoxy, 2, 6-di chl or o- 4-f | uor o- phenoxy,
chl o1®- phenoxy, 2, 6-di net hoxy- phenoxy,

7. A compound as claimed in claim 6 wherein L is -X-R® wherein RS is phenyl or

phenyl substituted with one, two, three, four or five substituents each independently
selected from halo, Cy.galkyl, Cj.galkyloxy, cyano, Cy.galkylcarbonyl, nitro and

trifluoromethyl.

6-
yl -
- di
- di net hyl - phé’ ,atzhasnwmd&wqﬂmecﬁddmsn ylmrméterpyphemﬂmymem
- di
-di

20
8. A compound as claimed in claim 6 or 7 wherein wherein R is aminocarbonyl,
trifluoromethyl or cyano and L is 2,3,4,5,6-pentachloro-phenoxy, 2,3,5,6-tetrafluoro-
4-hydroxy-phenoxy, 2,3,6-trichloro-phenoxy, 2,4,6-tribromo-3,5-dimethyl-phenoxy,
2,4,6-tribromo-phenoxy, 2,4,6-trichloro-phenoxy, 2,4,6-trifluoro-phenoxy, 2,4,6-tri-

25 methyl-phenoxy, 2,4-dichloro-3,5,6-trimethyl-phenoxy, 2,4-dichloro-6-methyl-
phenoxy, 2,4-dichloro-phenoxy, 2,4-dimethyl-phenoxy, 2,5-dimethyl-phenoxy,
2,6-dibromo-4-chloro-3,5-dimethyl-phenoxy, 2,6-dibromo-4-methyl-phenoxy,
2,6-dichioro-4-fluoro-phenoxy, 2,6-dichloro-phenoxy, 2,6-dimethoxy-phenoxy,
2,6-dimethyl-4-nitro-phenoxy, 2,6-dimethyl-phenoxy, 2-acetyl-4,6-dichloro-

30 phenoxy, 2-acetyl-4,6-difluoro-phenoxy, 2-amino-4,6-dichloro-5-methyl-phenoxy,
4-acetyl-2,6-dimethyl-phenoxy, 4-amino-2,6-dimethyl-phenoxy, 4-bromo-2,6-
dimethyl-phenoxy, 4-bromo-2-chioro-6-methyl-phenoxy, 4-chloro-2,3,6-trimethyl-
phenoxy, 4-chloro-2,6-dimethyl-phenoxy, 4-cyano-2-methoxy-phenoxy, 4-formyl-
2,6-dimethyl-phenoxy, 4-iodo-2,6-dimethyl-phenoxy, 2,3,4,5,6-pentafluoro-anilino,

35 2,3,4-trimethoxy-6-(methyloxycarbonyl)-anilino, 2,4,6-tribromo-anilino, 2,4,6-tri-
chloro-anilino, 2,4,6-trimethoxy-anilino, 2,4,6-trimethyl-anilino, 2,4-dichloro-6-



2, 6-di net hyl - 4-ni tro-phenoxy, 2, 6-di nethyl -phenoxy, 2-acetyl-4,6-dichloro-
30 phenoxy, 2-acetyl -4, 6-difl uoro-phenoxy,

2- am no- 4, 6- dichloro 5- et hyl “ | -2, 6-di met hyl - phenoxy,
4-ani i no- 2, ﬁ g phenoxy1 Mmﬂﬂmﬁ ﬁﬂfﬂ met hyI phenpEyEP9/02044

4- br ono- 2- cHPS?” nethyl phendxyf 4tchl or’o-2, 3, 6-trimet hyl - phenoxy,
4-chl oro- 2, 6- dlnethyl phenoxy, 4-cyano-2- nethoxy phenoxy, 4-fornyl -

, 6- di et hyl - phenoxy, 4-i odo-2, 6-di et hg% phenoxy,
, 4,5, 6-pentafluoro-anilino, 35

e AL S ey i B |1

2

2,3

2,3, 4-

2,4, 6-

2, 4, 6-t nmet hy| -aailin, 2fpdibomb-4inethlylanilin®, 2,6-dichlog-4-trifuogdmethyl-arilinp,
2, 4-di

2, 6-di

2, 6-

2-

I ghl or 046 i&&&ﬁlﬂﬁfﬁffﬁb fwé-aﬁmyi-axmm Qeﬁnﬁaumiaﬁmwlzlaé [5|3ﬂ¥th I ani | i no,
I Dr onNo- ne ni O R 0 ani | i no,
di chl or o- ar?f’f“f‘%oz r2m8-4g§3 ‘Qﬂﬁ‘if?’a“o%h’f“r § éP %'4% ) "ﬁe@ﬁ?’lﬂﬁ% X rglorgs+-
acet yl - 5 net Hiporo- Smethyhailin, %p@m@n@hﬂrmlm@rzaetbyh&-mﬁwl-amlmo,
2- chl or o- 4, 6- dinRégipyl-8'mdiiylanilino, Gln@ido2,4,6-t8methyl-anflint F-SroRo2RiGY | - ani | i no,

g fggg[ gp?lrmt NYeis glﬂ*'ll-inﬂfﬁﬁ “chi Jg)é 6- gm@ﬁ%p%lﬂgl%ni-uoﬂ}% 2,§-disthyl-anilino,

3- br ono- 2, 4, 6- 4r‘PfPWET2P§y‘F‘maﬁV]I‘4“HB‘°» Hbromog-ehloro- rmtmtaw}mo.éﬁmwro
4- bromo- 2, 6- di esniliyib,-Miethyi2\¢, 64riiethyicaninG,; 24, Sreridhioiro- iy ki 2,4,6-tri-
4-brono- 25chl orgg l@n‘gﬁaﬁ@}fﬂm l:h'cﬁ‘lgro- %emyhldﬁfﬂow n¥11y ﬁ4 dlmeéhi 6tri-

N- et hyl - 246 | oro-

net hyl - phenyl t H '°4 &‘ Hithi I‘2t°Hr°6° ugropheny; f)ﬁé‘?&”%‘f‘ilo

2, 4-di net hyl - phemyhydtazinyl, 2ﬁ@i-lalﬂOmdi’rbmyihthMI,t2h4~dl¢hloro-6-methyl-benzyl-

2-chl oro-4-fl U%@nd)hafﬂiﬁléthé)@vbegz nd, indelLh-91-Gxy, BIS2ERtyLY SeasA-Mdin-4-

2, 6-di chl oro- phZ hydrazinyl, 2, 4-dichloro-6-methyl -benzyl’- am no,

2, 4-di et g’@l ani i no, i ndol - 4- yl -oxy, or 5-acetyl-7-methyl-indan-4-
yI oxy. 1 9 A conpound as clainmed in any one of clajnms 6 to 8 wherein
[err] is cyand, AEOIP@“M@SF@"&PF&F“[@Y pre af slaimsfoto & wherrinR ¢ jreirenonte ity K-Ror

4-i odophenyl . ldid RAisoehep thdind-cgaophicaylne d-ibdvphsmyl. one of clains 6 to 9 wherein
L contains phenyl 20 substituted with two, three, four or five

Subst i { bent S @RCHIASRPRCRRLLYin SR} BRI lal o 03 Rrii it pnilr 12l k!
Cerr]al k% oxy, ututJd wit two, %?e%,rtggrn% five s stltuents eTchnmdependently selected
from halo, hydroxy, C;.galkyl, Ci.¢alkyloxy, C)-galkyloxycarbonyl, cyano, amino,
trifluoromethyl, nitro, C;_galkylcarbonyl and formyl.

11. A compound as claimed in any one of claims 6 to 10 wherein L is -X-R® wherein X
25 is -NR>-, -NH-NH-, -N=N- or -O- and R? is indanyl, indolyl or phenyl; each of said
indanyl, indolyl or phenyl may be substituted with two, three, four or five
substituents each independently selected from halo, Cj_galkyl, C;.galkyloxy,
hydroxy, C|.salkylcarbonyl, C)_galkyloxycarbonyl, formyl, cyano, nitro, amino and

trifluoromethyl.
30
12. A compound as claimed in any one of claims 6 to 11 wherein A’ is CH, R is
cyano, X is -O- or -NH- and R® or R® is phenyl substituted with two or three
substituents each independently selected from halo, Cy.galkyl, C,.salkylcarbonyl,
formyl, nitro or cyano.
35

13. A compound as claimed in claim 6 wherein the compound is
4-[[4-amino-6-(2,6-dimethylphenoxy)-1,3,5-triazin-2-yl]Jamino]Jbenzonitrile;



trifluoromethyl, nitro, (err]alkylcarbonyl and fornyl. 11 A conmpound as
claimed in any one of clains 6 to 10 wherein L is -X-Rerr] wherein X 25

is -NRlerr]-, -NHNH, -N=N- or Jiﬂm rI ﬁl!l I“Eral ndanyl i ndol éa"
phenyl ; eacky@éosaisd i ndanyl , I y be subRETERX®P4, t h
two, three, four or five substltuents eac mdependently selected from

hal o, Cerr]alkyl, ([err]al kyl oxy, hydroxy, {err]alkyl carbonyl,

d err] al kyl oxycarbonyl, fornyl, cyano, ngjro, amno and trifluoronethyl. 30
12. A conpound as clained in any one of claims 6 to 11 wherein A" is

CH Rlerr] is is phenyl substituted
with two or t%ee S ngsdt IR% ﬁﬂﬂﬁoglgea%?%ggpendgﬁ %ﬁizix? %ct ed from hal o,
Jerr]al kyl, clsminolyepzanity }e‘bonyl fornyl, nitro or cyano. 35 13. A conpound
as claimed in @l[&hmir@—émé.ﬁ,émmemmhmm)mmuu-l,3,5-uiazin—2-yl]mnin01benzonitrile

4-[ [ 4- am no- 6- y onitrile:
PP e e i s kT A
yl am no] ber‘?aoan

Bs4 am no-6-[ (2,4, 6-trinethyl phen | ) am no]-l
'3, 5-tri azi n- 2-{if-pminorfbf(Bethybérmethylphenyl)amino}-1,3,5- mazm-?--yllarmm]bcnzomtnle,

43[ [54t (hydr ox ya[[itaimos- t(Q,B,dﬂchﬁ:réﬁheﬂymx&uyﬂ m&ﬁaﬁn)am]mho]banzommle,
ri azin-
4-[ [ 4- ani no- 6- d(%ty(%&%%m%e?w ﬁ% Hogﬁenﬁlga]nnﬁo]sl %'Stuﬁzgli%ﬁnafpy?]] axni nol ben

zonitrile; 4-[Yenzomiiled- 6-[ (2, 6-di chl or ophenyl )thio]- 1
, 3, 5-tri azig- 24-[#amiviod® [E6-rrimsthylpheoxy)-1,3,5-triazin-2-yllaminojbenzonitrile;

4- ([ 4(hydr oxwyl w@% G2 B B ARRGRN ITEBh-2 Hlamine)

, 3,5-triazin- onrtri
4-[[ 4- am no- 6- ltéet'rl met hyI phenoxy) -1, 3,5-triazin-2-yl]am nol benzonitril
e, 4-[[4-(hy dr‘bﬁﬁﬂlnﬂmﬁ-[(@%ﬁqhhr%{mﬂmmﬂayﬂphmujedy@.5-tthZm-2-yl]ammo]-
, 3, 5-triazin- Zbe\g'h&meno] benzonitrile;
1431[ [54t ?F‘ag yﬁ [éﬁg?kr%rgmemﬁeﬁenyi)&ug&yé DR dmiko)-1,3,5-triazin-2-y1}-

a:mno]benzontnle
4-[[4-(hydroxyamino)-6-(2,4,6-trichlorophenoxy)-1,3,5-triazin-2-ylJamino}benzonitrile
trifluoroacetate (1:1);
4-[[4-(4-acetyl-2,6-dimethylphenoxy)-6-amino-1,3,5-triazin-2-ylJaminoJ}benzonitrile;

20  4-[[4-amino-6-(2,4,6-tribromophenoxy)-1,3,5-triazin-2-yl)amino]benzonitrile;
4-[[4-amino-6-(4-nitro-2,6-dimethylphenoxy)-1,3,5-triazin-2-ylJaminoJbenzonitrile;
4-[[4-amino-6-(2,6-dibromo-4-methylphenoxy)-1,3,5-triazin-2-ylJamino]benzonitrile;
4-{[4-amino-6-(4-formyl-2,6-dimethylphenoxy)-1,3,5-triazin-2-ylJamino}benzonitrile;
4-[[4-amino-6-[(2,4-dichlorophenyl)thio]-1,3,5-triazin-2-ylJamino]benzonitrile;

25  4-[[4-[(5-acetyl-2,3-dihydro-7-methyl-1H-inden-4-yl)oxy}-6-amino-1,3,5-triazin-2-yl]-
amino]benzonitrile;
4-[[4-amino-6-[(4-bromo-2-chloro-6-methylphenyl)amino]-1,3,5-triazin-2-yl)Jamino]-
benzonitrile;
4-[[4-amino-6-[(2-chloro-4,6-dimethylphenyl)amino}-1,3,5-triazin-2-yl)amino]-

30 benzonitrile;
4-[[4-amino-6-{[2,4-dichloro-6-(trifluoromethyl)phenyl]amino]-1,3,5-triazin-2-yl}-
aminolbenzonitrile;
4-[[4-amino-6-[methyl(2,4,6-trimethylphenyl)amino]-1,3,5-triazin-2-ylJamino]-
benzonitrile;

35  4-[{[4-amino-6-[(2,6-dibromo-4-methylphenyl)amino]-1,3,5-triazin-2-yl]Jamino]-
benzonitrile;



benzonitrile; 15
4-[[4-[(2, 4-dichl oro- 6- nethylphenyl)anlno!- droxyami no)-1, 3,5-triazin-2

-yl]- anino] benzontrile; 4-[[4- 1'““1 Iﬂﬂlﬂwmtﬂ E( 2,4, 6-trichl orophenoxy) -
1,3,5-triazi ﬁwégéam noj benzo cet ate (1:gdgdt/EP99/02044
4-[[4-(4-acely di met hyl phenoxy) - - alhi no-

1,3,5-triazin-2-yl]am no]benzonltrlle 20

4-[[4-am no-6-(2, 4, 6-tribronmophenoxy)-1,3,5-triazin-2-yl]am no]benzonitrile
, 4-[[4-am no-6-(4-nitro-2, 6-dinmethyl phé3 oxy)-1

,3,5tna2|n2 amn nitr

41 4- an no. 6° %@- §,{@fp§:ﬁﬁ’ MH@M%;jupfmynmno] 1,3,5-triazin-2-ylJ-

3. 5-triazin- m]b&mon@jlgearﬁ-gmdp,m phermaceutically acceptable addition salt or a

4- [ (4- ani no- 6stertodhemitylly idorflerid fHRA tlefienoxy) - 1
, 3,5-triazin-2-yl]am nol benzonitrile;

4- 3[ [54t ?Tarzll ;] }A( %%ﬁxﬁﬁoﬁgkgag%?fxl }Qx{e%clmmé to 13 for use as a medicine.
4-[[4-[(5- acet -2, 3-di hydr o- 7-met hyl - 1H-i nden-4-yl ) oxy] - 6-am no-1, 3,5-tria
zin-2-yl]- g,o P{tical cemposition’ comprising a pharmaceutically acceptable carrier

4-[[ 4- am no- 6 [ (4ndba thempéhticdilyartivenivahtvf la pbdpoting asidlsigkd in claim 6 to 13.
1,3,5-triazin-2-yl]am no]- benzonitrile;

4-[[4-am ng- 61& (R ;Fc]aés@'fi pggnﬁg cml%ﬁ‘lycjo)ni@ltm]as cthimed in claim 15
3,5-triazin-2-yllTam no enzonl
A[ [ 4- ami no-6-[ [ 3 greRepiGay Sﬁ?ﬁ‘lﬁ??’?%é?fﬁ PERPYNG)as qlaimed_ ¢ r i azi n-

2-yl]- am no] be riachim 6itd Bis mtlmately mixed with a pharmaceutically acceptable carrier.

4-[[am no-6-[ et hyl (2, 4, 6-trimet hyl phenyl )am no]-1, 3,5-triazin-2-yl]am nol-
benzonitrile; 1735Aélpr{>deésfa rBfhrifig b Com abmmdl ! nol- 1
3,511 agin. 2. VJQL%Q?(J&DJ“% pen %{y tf?ﬁmql e m’UHuIﬂ)G EAE0NE)A T

4-1[ 4- ani no-6-[[° N4 ? 7 %mfjét(ﬂmv }bﬁlemf’?gﬁﬂvﬁtb‘]eoif@“@amam n-2-y
|1- amino] benzon‘Ptarf?aF%G“ laefl\FOb‘ﬁ@F‘bP@dORUWHYW& presencel of ¢ Sm@bbmm e addition

salt or a stereochekic |sorrer| c formthereof. 5 18 A ound as

clainmed in any on Q113 for use as a medm"hﬁ‘

phar maceut i caI SI t‘P corrpr |\l§_gg anr rraceutl I y ptabl e carrier
<\ /

1 2
w(n) @ R,”_ Y o
wherein W' is a suitable leaving group and R', R R®, R*, L and A’ are as defined in
claim 6;
20 b) by cleavage of an intermediate of formula IV-c)

wherein R%, R*, L and A’ are as defined in claim 6 and ® is part of Rink Amide
resin, using a suitable cleavage reagent, thus obtaining compounds of formula (I’-
a);



and a therapeutically active anount of a conpound as clainmed in claim6 to

13. 10 16. "A process for prepargmuﬂtIMI gcal conposition as cl ai ned
in claim215 characterized in that¥ l%mmurly ef fect L ue -a5mup, of a
conmpound as wbed/seess in claim6 to 13 i § ihtimately nixed Wlﬁ a

pharmaceutically acceptable carrier. 17. A process for preparing a conpound
as clainmed in claim6, characterized by 15 a) reacting an internediate

of fornmula (Il) with an am no derivativesaf forrmula (I1) in a reaction
inert solvent and optionally in the presence of a suitable base; [err]

v\herlei n V\é i Zoa DHlifldadies, cb@@mj 'n@goﬂﬁam]gs S o4 (I])dntbeﬁﬂ@dﬁfoﬂﬁﬁin@&n?ﬂ/ i ngzd
in claimé; eava i Nt er i at a -C
H3C [err] wherei rgm%" 8%53?%&%%“%96&&%“ ggﬁé“éﬁ&’icﬁ'ré%gfnﬁ‘g%?%t’@{dg% is part
of Rink Ami de redermula(@).igjo a thsmpeutisally activanandaxie agid additionisplt by teatmaenti ng
clgrr})oundls of f ;)r Withan @tid; ordnto a therap@flically active wbaKbXiC base adiitiody sk bg Corrpoundz
o] ormula {I1") i r ] - £ | , an
further, i fé desi r%%&eg%ﬁ@eﬁa?%géﬁg&g%gﬁﬁggg% %MFQP%{!&?%%? géa

t her apeut i cal | y 4Tt bass by gratmentivithalkali, ofsamverting thehase adldition aaltintoshe fget h an
acid, or into a tabidbgmestentavithyacidcdndyif desivad,ippepaingsiyeochemicallydsoneatt by 5
treatment wth a-ghaser MikideoByebsel Yy, converting the acid addition salt
forminto the free base by treatnent with alkali, or converting the base

addition salt intg the free acid b reat neng. w cid.. and,, if desired,
prepari ng 24erL&%éﬂ‘@ﬁ?’&??@“i°gﬁﬁ‘g?ﬂ°§“‘ig§§§g§?&}\?sditigﬁ%é“%ﬁ’é‘?g't‘ﬂd.anﬁ'a"" 18. The
conbi nati on of a aptmepoviradicamipofimt.nul a (1) as defined in claim1 and anot her
antiretroviral conpound. 19. The conbination of a conpound of fornula (1)

as defined in ¢ am@cbmBisliond0h B&thipoRnd bff fBirmy (INak dSHHE® Rl 6 and another

antiretroviral compound.
15

20. A combination as claimed in claim 18 or 19 for use as a medicine.

21. A product containing (a) a compound of formula (I) as defined in claim 1, and (b)
another antiretroviral compound, as a combined preparation for simultaneous,
20 separate or sequential use in anti-HI'V treatment.

22. A product containing (a) a compound of formula (I') as defined in claim 6, and (b)
another antiretroviral compound, as a combined preparation for simultaneous,

separate or sequential use in anti-HIV treatment.
25

23. A pharmaceutical composition comprising a pharmaceutically acceptable carrier
and as active ingredients (a) a compound of formula (I) as defined in claim 1, and
(b) another antiretroviral compound.

30  24. A pharmaceutical composition comprising a pharmaceutically acceptable carrier
and as active ingredients (a) a compound of formula (I’) as defined in claim 6, and
(b) another antiretroviral compound.

25. A compound of formula (IT)



15 20. A conbination as clained in claim 18 or 19 for use as a nedi ci ne.

21. A product containing (a) a conpound of fornula (1) as defined in claim
1, and (b) another antiretrovir conbi ned preparation for

si mul t aneou 09%20 56 separ at Jﬂlmﬂmmﬂﬂmﬂmte i n anti pb¥poioadal ment .

22. A produl®@8%¥%ining (a) a confouhd Bf Forfula (1') as defined in claim
6, and (b) another antiretroviral conmpound, as a conbi ned preparation for

si mul t aneous, separate or sequential use_in anti-H V treatnent. 25 23. A
phar maceutical conposition conprising a‘48*nar maceutical ly acceptable carrier
and as active ingredients (a) a conppund of formula (1) as defined in claim
1, and (b) another antiretroviral c o] N\ 30, 24. A pharmaceuti cal
conposition conprising a pharnaceuti c8ptable carrier and as active
ingredients (a) a conpound of fo (P as defjned in claim6, and (b)
anot her antiretroviral conpourd. \25/ A conpound P formul a (rn) 40-

[err] wherein R err] is as defin N1, claim6, R3 is hydrogen, A" is CH W
is a halogen, and L is,as defined in“claim1 provided that Rerr] is other

t han p- cyano- pheterein B- i asdefined dmglaim Q)R?Ti;tﬂ'ydmclplﬁéisﬂH,éM'dsahalogen,

p- am nocar bonyl -8 enyhs defifiéll iff6laint 1 BioRRIEd Brat R® is othértRdA p-cyano-phenyl,

2- (4-hydroxyphe 'Mu?rg-&;ﬂéﬂyl, %—rﬂléﬁ?dxy-phenyl and p-aminocarbonyl-phenyl, and RS is other

5 than 2-(4-hydroxyphenyl)ethyljamino.
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(57) Abstract

This invention concerns the use of the compounds of formula () the N-oxides, the pharmaccutically acceptable addition
salts and the stereochemically isomeric forms thereof, wherein A is CH, CR* or N; n is 0, 1, 2, 3 or 4 R} and R? are each
independently selected from hydrogen, hydroxy, Ci-1zalkyl, Ci-1zalkyloxy, Cy-1zalkylcarbonyl, Ci-gzalkyloxycarbonyl, aryl, amino, mono-
or di(Cy-rzalkyhamino, mono- or di(Cj-1zatkylaminocarbonyl wherein each of the aforementioned C)_jzalkyl groups may optionally
and each individually be substituted; or R! and R? taken together may form pyrrolidinyl, piperidinyl, morpholinyl, azido or mono— or
di(Cy-1z2alkyDaminoCysalkylidene; R3 is hydrogen, aryl, Cjsalkylcarbonyl, optionally substituted Cy.galkyl; and each R4 independently is
hydroxy, halo, C;_galkyl, Ci-galkyloxy, cyano, aminocarbonyl, nitro, amino, trihalomethyl or trihalomethyloxy; L is —X-RS or ~X~Alk-RS;
wherein RS and RS each independently are indanyl, indolyl or phenyl; each of said indanyl, indolyl or phenyl may be substituted; and
X is -NR3¥-, -NH-NH~, -N=N-, -0-, -8-, -§(=0)- or ~S(=0);-; aryl is optionally substituted phenyl; Het is an optionally substituted
aliphatic or aromatic heterocyclic radical; for the manufacture of a medicine for the treatment of subjects suffering from HIV (Human
Immunodeficiency Virus) infection, It further relates to new compounds being a subgroup of the compounds of formula (), their preparation
and pharmaceutical compositions comprising them,




