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present invention is concerned with trisubstituted 1,3,5-tri a2| ne
derivatives having 5 HV repl ication inhibiting properties. NMEnNy on

further relates to methods {
Conposi tllﬂﬁywaig@ﬂdﬁt’ﬁ‘g W@E‘&F%@g%ﬁﬂmﬁg’ﬁg‘ of said
conpounds in the manufacture of useful for the treatnent of
subj ects suffering fromH V (Human | mmunodeficiency Virus) i

Substituted 1,3,5-triazines are disclosed in the prior art. ”mmm“mmumm&
Zerkowski et al. in Chem_ Mter _(1994) 6(8)) 1250-1257 di scl os@eoz+
4-[[4am no- 6-[ (4-i odophenyl ) am no] -1, 3, 5-triazin-2- yl]ém' no] benzonitrile
and is_used g pf’c@f’ngs \Hmforp{? cBH@eng&/»%ﬁﬁhs%BEtﬂﬁfeHH% 9&3&2‘&%@‘3%&9%}18 es.

US-2, 671,810 _di sc ani_lino substit triazi ne
useful as pHHYEplicaiprinhibifnepreperties Jheapvention fitheneelates toapatheds dordhieiant s .

Bri |3 t. 70i, 73Lepdiatich mﬁha@nm@ﬁeas:ofx@bsmﬁ@wmmu@tﬁmrrph@ménm afgbsti t ut ed
1 5-triazi

y O, t t th d f
Formia (1) Orbiae SR8 hmpbhed fns Haffedpiedt Apedibnent frehT T ©
| mrunodef i citeeaeniof whjettsisiferargiremiidg(iuman ImmynodeficismsyVirdsp infedtion.
treatment of individuals infected by H'V. The present invention concerns

the use,gf ﬂﬁstﬁﬁ’t@@?%@dﬁiagmeigeﬁr@c?os’é&ﬁf'&n@gbo% (1) N/ N~I"NR ~R2 25

t he N oxI des e phafmaceuti cally acceptable addition sal ts and t he
stereochem cally isoneric forns thereof, wherein Ais N, nis O,

1) 2, 3 or 4&or mstnghderpwskieet ahdh ChameMatrteOP4), 6@), elét5@d257 drspllqwr‘b[jéﬂ
hydroxy, C Jannhc?—@[@iodo&ﬁnﬁ;aﬂxﬁ@} Kl Slﬁ'}’azzmci—yhaﬁiﬂ@ﬁeﬁ%rhﬁﬂéf hnd is used in the
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C~. | Zal Ryl gmiimpsubsiyutapl,dOnmlazineamctiidas iplasncizars,dughdeyadiee sgdst aridutsed wi t h

T o Sd*@%*“%“*%%‘%%é??»ﬁé% o S R R
hydr oxyd _6a# i}l“&f‘( }-3SaM88R6Y-,  C~. ~al kyl oxycar bonyl, cyano, anino, inino,
am nocar bonyl , ani nocar bonyl anmi no, mono- or di (Cl_ 6al kyl )am no, aryl and

Het; or Rl amxctxﬁé’ctéca%eﬂhats@gwt%eﬁ ot tfxﬂrtm Wﬁpdﬁhﬂﬁbﬂmhnulﬁl(n%fﬂc&hﬂéw

ror Pl 662 EaiRRRar B i AR RS G S

Cl_bal kyl subay lvetwétﬂfwtmmtr@lmﬁmldfyﬂldmlﬁc@lslmfnwd buHEVeach R4 independent!y
is hydroxy, halo, Cl_6alkyl) Cl_6alkyloxy, cyano, am nocarbonyl, nitro,

am no, trihap &rﬁéﬁw m%nubf\ 'cgﬁr! %&Q%L@&Vmc cg-rgﬁéun'ﬁ of f5riRma0" - X Al k- R6,

wherein RS and each 1 ndepen are I nda 3 i ndol yl or phenyl; each

of said |ndanyl, i ndol yl or phenyl y e Kltlﬂt ed with one, two, three,
four or five substituents each |nd q&-_m@l ected fromhalo, C

1_6al kyl, C 1_6al kyl oxy, hydroxy, al kyhc bon Cl1_6al kyl oxycar bonyl ,

forrryl) cyano, nitro) am no and quororrethy and X is -NR3-,
-NH-NH, -N=N-, -O, -S, -S(=0- S( =0)2-; Ak is C, _4al kanediyi;

Rl’ \Rz

25  the N-oxides, the pharmaceutically acceptable addition salts and the stereochemically
isomeric forms thereof, wherein
A is CH, CR* or N;
nis0,1,2,3 or4;
R! and R? are each independently selected from hydrogen, hydroxy, C . ;alkyl,

30 Ci.12alkyloxy, C.joalkylcarbonyl, Cj.joalkyloxycarbonyl, aryl, amino, mono- or
di(Cj.jzalkyl)amino, mono- or di(Cj.ypalkyl)aminocarbonyl wherein each of the
'aforementioned Ci.1zalkyl groups may optionally and each individually be
substituted with one or two substituents each independently selected from hydroxy,
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aryl is phenyl or phenyl substituted with one, two, three, four or five
substituents each i ndependently selected fromhal o, Cl1_6al kyl

Cl_6al kyl oX9Q,9989%60, nitro and 20 trifluoronethyl; Het is anP%TI/FWQtz?dé or
aromatic heterocyclic radical; said aliphatic heterocyclic radical is

sel ected from pyn-olidinyl, piperidinyl, honopiperidinyl, pi pe;gerUn%

mor phol i nyl, tetrahydrofuranyl and tetrahydrothienyl wherein e (Sf @ai d
al i phatic heterocyclic radical may optionally be substituted with an oxo
group; and said aronmatic 25 heterocyclic radical is selected from pyrrolyl,
furanyl, thien$ -6l HW?x@ﬁFlﬁfV]@%Mﬂafboﬁfyﬂ&%%?\‘Wloé)’f@rWﬂ’él‘é\ai‘ion%m“ﬁher ein
each of said aminetiminberimngl polinacarbedyleminayanonop bi dif@] -katkyimmend; atyl and ed
wi t h hydroxy; Bg{'. }he manuf acture of a nedicine for the treatnent of

subj ects suffe 8 fromH YV (Human | nmmunodeficiency Virus) infection. 30
The present RhantR? takentegstheeinay éarm pyreolidistyhopipdristinylr marphokinyheazidotsir ooded
ani mal s sstferhﬁgofdﬁndill\{alkrmmotmmmﬂeﬂé;ci ency Virus) infection. Said
met hod coﬁpr'ggesh)';c{ge adn ni.s él%tyfgon of g t?t\gg, eut i cgl Iwéeeffieéi V. lam)unt
of a cormpoun® &thYRER &Yk -6 2QOBY} tes6 ﬁglé KoK XEALRARY |- 169@5'

accept abl e addsubistitutegiavith €. cadk@Rox ptaebomgl hedi cal |y i soneric formthereof in
adm xture w Yo I LLer / - CT/ EP99102044 2
2 J Ul 2002&%11%&19 ?WQ‘?HQ&%@G‘F ﬁg{ﬁth hg)f Cf'ﬁ%lYégf gﬁ'@ﬁ%ﬁgvbﬁ?ﬁdn relates to
conpounds of f emingcerbRyINnilo) aminRArihglomerttyl or sdhBlomerhyRoxywher ei n t he

vari abl egy R 1 iRex-3r aR0A k- 1% @naifef ined in fornula (1); and 5 A i s CH
or N, R4~ is cyano, gm nocarbonyl, nitro or trifluqQronethyl, wth the
provi so that *Raef Rigach ‘§3‘3’5¢aﬁ1ﬁ5‘,‘1y|ﬂ§e’i“§aWdP6%}¥{ﬁr heny; eagh EsApiASERYh X | s
NH and RS is 4- cymiobpbepydnybinaybé aubsfituestyivith bhe nwdlRhisz, fosr 6t finersubdtiawenid-z
10 NH[ CHZCH2N( CZEShZ ; NQRG yl); *
when R~ is trifl uoro]rjr%et%é% ZliB%t y rohazgg%@@ﬁ’-@g%é(%éfg{draWi s NH and
RS is 4-trifl uor &rreelsylcarhenpyl ,Cmﬂléwom«&mwb formdrcyap MitRg-pmo and

N[ (CHz) 6658B] z; * \¢heRomBétkyl; 8ndli tro, R3 1S hydrogen or methyl, L is -X-RS
wherein X is N4 or a -fluorophenyl . 2. 6-di nethyl phenyl,

4- met hyl phenyl ?'&Mh?ﬁf@ﬁg}? o) ﬁ&@% #és%@%ir t han NHaryl ,
NCH3ar yl, N(ar ylkis CiNatkanediyiCH2 CHZN( C2H5) 2] ,  NH[ CHZCHz N( CH3) z] , _
NH[ CHZC( =0) O hég Chii Subdehutd with AL, thred VBRI oRfive bibsiubhiPeacRS 1S
hydrogen, L is.-X R I‘ﬁl n%é%ls S O%é olﬁcpigr?and R? IS he%I ory

4- chl or ophenyi IP99RERAeRtlY selertes) framdiaty. fra 62 16 IGY > GAn0JArR e
substituped w tthfiesrémethyltor e car boxyl groups; 20 the N-oxides) the

phar maceuti cgkl cge bl e i tdon S .1h ter hem cal .

i sonmeric for ?ri_lIECt%{ %nr %‘Hf’m%éf aﬁg’g 1 frfleq?rﬁ‘.sé‘%#%rr ae%%%h%“ﬁ%f@%ﬁfﬁ%ﬁ?%ﬁgrAd?{cal s
herei naf t er halselegied fipaspyrralisiny), riparisiny). hornpipesdinyl iperazo) AaemRielingg, a
group or part QetréhydfcPein@nae MARS@SHIS] Sherimtich anshid BiRgHatie fetdacydiai ned
sat ur at ed hydrocgir blon ra Jc%sbh&y?l n frorntl to 4 car b8n .atoms such as, for
cxarpl . ety BEHGRL SRR BBl e e e AL o groie o
part o grouph Q _ e y , nylhpy ytion

ol ogues. ¢ herder DR PRisRR erginac B (4 aBialhueRRyilhadbdREy
pentyl or hexyloptienally hecgubirpted vith hydsaxy: or part of a group 30 enconpasses
the straight fanthebnanédvedte ohanrditireaotithateaniint obamjdetsuffadhehbsn HY def yned
in C1 6alky, . i . ogues thereof containing 7 to 10
car bon atgs Q—B@ianaJ ?@?cﬁéggn I\g?ﬁpwlep?%!]' octyl, nonyl or decyl; Ct_

| 2al kyl as a %r oup or part
he present invention also relates to a method for treating warm-blooded animals

I

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.
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WD 99/ 50256 PCT/ EP99/ 02044 2 2 JUL 20D2 of a group enconpasses the straight
and brangPS Hﬁvned saturated hydrocarbon radicals as defimagdera9/02044

Cl_| oal ky we as the hi gher honol ogues thereof containing 11 or 12
carbon atonms such as, for exanple, undecyl, dodecyl and the kg 2002

Cal kyl i dene as a group or part of a group defines gem nal bival ent straight
and branched chai ned hydrocarbons having-from 1l to 4 carbon atons such as,
for exanple) nethylene) ethylidene) propylidene, butylidene and the |ike;

G ~al kanedi ¥ lpadftuRir 8mOb@mRht dFahé &Eer@uﬁz‘é% RN 25MmBSurldd O formAfH cal s
defi ned under C ~al kyl i dene as we as, ot her bival ent strai ght and branched

chai ned hydrocarbons having from 1 to on atons such as, for exanple,
1, 2-ethanedi yl) 1, 3-propanedi r¥and t he like. 10 Wien RS is
optionally substituted indanyxkﬁ I doI y ' IS ( referably attached to the
remai nder of the nolecule via 't sed phenyl rifyg. For instance, RS is

suitably 4-) 5-) 6- or 7-indolyl. 5 As used herein before, the term (=0
forms a carbonyl noiety when attaghed to a carbon atom Wen any variabl e
(e.g. aryl, R, Retc.) occurs norégthan one tine in any constituent, each
definition |Ecr|mndependent 20 Lines drawn into ring systens from

substi tuent €' ¥Rdi cat e tgat the bond may be attached to any of the suitable
ring atons. thEopriabiet Rh &, RRhddaaretse defineddn dermuda @hendvai | abl e car bon at om
of the phenyl;afgRyYN:dyl ring. 25 The pharmaceutically acceptable addition
salts as nmepiioned herei nabove are nt to conprise the therapeutically
active non- It7‘o>{"t 9%8@%%%%%?@@%@% 8h t he conpounds of formula
(1) or (I")wihehefbeist thatorm The conpounds of fornula (I) or (1') which

have basic P' QRS {,\u ??S)fpa?r Igels?‘g&vgéé igslja [# werexg?ﬁf MRS S keal ly acceptable

acid addition sa eatin an-appropriate acid.
Appropri at e agichanopbernyd apf-ieiophen, tbtmaNB ! isiother aniNFaci ds such as

hydr ohajg c acmlﬁcmca Nmzdrrs pm@;ﬁgz,qm@wrmd:gm&m«doyaﬁétbﬁwyu)c m tric;
phosphoric and th aC|

or nic gcjd
acetic, pr opaH’B "éh’l §‘3 ogen gyﬁsugllg w ‘3{8’1“%15 I“‘B‘i1
succinic (i.e4- mﬂucarneﬂthqlphem)dl ey NMRéfsmherfthumﬁ‘ﬂHpor NHCHg)sCHalkt ar i c,

citric) netha 1 X B
ol venoeul %ﬁ?’é’? A8 hifto, R NN sﬁﬁf‘q% (PURERAENAGIS s NE o N-CHy
the like aci dandR ﬁmrse'msl 25~ qh@ﬁ*{-z &ﬂzﬂrwﬂzylweymrﬁ-waewevwet*teér m

addi ti ors sal t BlRARS & cﬁmnmrﬁeﬂaﬁymmdm byl | N GrARdNER ENHIOCHSTH,N(AGH )b jon f or ms

uch forms. ar STCERCRN Rgi ReEhe Gl bo R, Refe ek DB Pﬁéfﬁﬁ' e o

st er eocheni ¢amhgn RS gwitics hmrwﬁﬂnfﬂerméfuﬁdwhgrhlrf%ﬂm‘ﬂ@z o1§ awdR{#s' ), as
used 5 herei ngﬁér@ﬂ 8r 44RfordpRenyl ﬂhe@R%ﬂM%r@%Eﬂé@Hﬁﬂ%rﬂ%ﬂ@ Pﬁll@fsdbhlﬁufeaﬁe

at ons bonded the sane seguence of bonds but having di ff'er ent

t hr ee- di mensi @IO@tWM%F%EOWﬁWP&re not interchangeable) which the

co gpou n2& othef Bromides, the phamaddutipalispaccpmsise sdditibinfaits and theatenewbemieally oned or
i ndi cat ed ignation of a conpound enconpasses the m xture
of all poss?%ﬁ’e&gﬁgﬁgohﬁgﬁfcal ly isomeric forms which said conpound may 10
possess. Said m xture may contain all di astereoners and/or enantjoners of

t he basi c ndisatsed Hytheforggeing defimtians and berepwiisthaladefings Slupros plelafos Bromge

i someric forand iafo; Ch.aalckplrmmtg‘idup afpafmnfmgralp(édcompas(sbs the bw4iphti and pranehédr m or

in adm th t d t b ed within t
of The 3 oo EnfhiyiRsaR ISy E el U s htE AR Rl B, °5 o0,
al so exi st |cﬁamnlé| methah@mbrpr@mhu»ﬂ ancigmeéﬁc@hcf -0l 2 pFPgh PABOf axplicitly
indicated i %r&ﬁlfen@@ﬁ’n essépdh%drﬁgﬁmd'b%ﬁﬂaﬁ&amd%ufm amommcélms SCOIOe

f th ﬁ f
formila (1)7 *s?eci"g%a?mes TS i aref pomofoslel ket dopiniet nats B8N e 1
N- oxi des) t Hé&dms plshrseforenampld pentrar bpr il g 1@yl asa gionp onpatbt sgranel al |

h h |
:) hg'n §| Sgggggtné 5&& ﬁmght%gd %vankﬁ&i eﬁmn;m saura%sdf%%\f&ﬁ{bgh 'Ea@m ﬁspeggﬁ or

i ndependentl E‘ceémbéf‘ Byl gswsH as th edﬂg’E?éI’hRV‘P ogpes thersaf qapragpe 7 &g 4R earoen 1
6al kyl car bomyths suthtas ofonexhniple,fHepgt, @B, hiphy Al deoyls0j { allye acopipapotsarar e
those conpounds of the present invention wherein RS and R6 are indanyl or
i ndolyl both optionally substituted with 1, 2, 3, 4 or 5 substituents 25
each independently selected fromhalo, C _6al kyl, C~_6al kyl oxy, hydroxy,
C~. 6al kyl car bonyl, Cl1_6al kyl oxycar bonyl) formyl, cyano, nitro, am no and
trifluoronmethyl; or RS and R6 are phenyl substituted with 1) 2, 3) 4 or 5
substituents each independently selected fromhalo, Ct _6alkyl ) C1
_6al kyloxy ) hydroxy, Ct _6alkylcarbonyl, Ct.6alkyloxycarbonyl, fonnyl,
cyano, n| tro) am no and trlfl uor orret hyI V\/ner eby at | east one of the 30

. ) . o, . e —y



~u~ 2002 -6 2, 4-dichl oro-phenoxy, 2, 4-di net hyl - phenoxy)

-di met h Angggxy) 2, 6-di brono-4 chloro 3, 5-di met hyl - phenpgypr9o/02044
-di bro E phenoxy, 2, 6-di chl oro- 4-fl uor ophenoxy,

2

5
, 6
, 6-di chl oro- phenoxy, 2,6-dinethoxy-phenoxy, 2, 6-di met hyl - 4- niZtr filhBbloxy)
, 6-di et hyl - phenoxy, 2-acetyl -4, 6-dichl oro-phenoxy, 2-acetyl-4,6-difluoro
p

henoxy) 2-am no-4, 6-di chl or o- 5- net hyl ~phenoxy)
-acetyl - 2, 6-di net hyl - phenoxy, 4-am no- 2, 6-di nmet hyl - phenoxy,

2

2

2

2

2

5

4

4- br ono- 2, 6- Cﬂf'ﬁ% enBORPRYS thétsth %&hbm&hﬁiﬁea Bxthrapdaa iRk

4-chl 2 3,

4" oyano- 2- oAU fﬁn%e%ﬁ@& [istkngs wel %Fﬁlé&qﬁphmaﬂfééssﬁnﬂwfx Fovning 1

g |3 ogo 2, 6- dlhdmt?. hmlbhiﬂﬁl;qﬁ?ﬁ)s)lclﬁasiﬁf‘g,eimﬁ &Eﬁdtf:yl:,lddidbcylgnldltlémhkc é;ﬁlkyhdeneh )
trimet hoxy- YEgxycar Al d: nér @ ani hno

S a ot ol as B Py ?n%%iegﬂ“al rf Seraightpnd bancied ' ho.

2, 4-di CL: groolﬁ’drmmﬂ)wllsmmgfm 120 4caxbon|ammsmch m,ffmmqaum mpﬂallfl% nonI o

3’ g g' br ono- 4 Tﬂﬁlﬁﬁé)gﬁdgﬁgﬂ%%lk'&g%lﬂ%néaﬁd @%@i‘ﬁe é Hé’ch 13213' |g75'|ﬂ))orpart of a

2, 6-

2-b

2

i chl oro4-tri I no é ? i NQ,
di et hyl - &5PYR %c’measecwﬂ%trﬁ%% Ffi*"rﬁs‘ uné% e«aﬁw igenpeastiyll agother Riyalent
r ono- 4. 6- ditrbighpana-tamchedichaireddyducarbénShavingliromt hypl 4 canbdn ai6ms such as,

2o 0 4O a0 BN PR UL 12

3-ar mo- O4 6- trlnethylanlllno 3-brono- 2, 4, 6 trimethyl-anilino,

3-chl oro- 2, 6- thneRhﬁIOpannallyrsopsmutbd tnlenyl osdtid;tl)ﬂyilt iscpreferabdy, attached to the

4-br omo-2, &- defh iy ofam anlzeule@labm@mca Rﬁé}ly‘l’hﬁ? SroEinithceaR? i siRably 4-, 5

4- et hyl anlllno ne hyl - 2>4,6-tri et ani T'i no,

2,4, 5- trlchld%OrBH 88k hi o, 20 2,4, 6- trlnethyl phenyl t hi o,

, 4-di chl or o- phenyl thio, 2, 4- difluoro phenyl t hi o, 2,4-dinmethyl-phenylth~o,

di chligr o- m@saﬁ Ih&hmmefareq!ﬂb e (40) forestr GHBsty inlmy when attached to a

6-
,4,6-trichlor ﬁ B Ithydraznyl 2, 6-di chl or o- phenylhydraztnyl
4- d~chl oro- ﬁ@é enzylarruno) 2, 4- di net hoxy- benzyl ammo, ndol 4-yl - oxy,

} 5-acetyl - 7net hyl -1 ndan- 4-yl 25 nore mparticular) L ~s
, 4, 5, 6- penWhehamyr mbbr(&gyaryQRé R5-et¢.) advoy merghikartoong)time in any constituent,

,4,6-tribr O”é%cﬁdéﬁxﬂh&?khb{&ep%&lﬂf)xy’ 2,4,6-tribrono-phenoxy,
6- trqghlorop enoxy, 2,4,6- tr|fluoro phenoxy, 2, 4 6- trlnethyl phenoxy,

d~
di chl oro-3, 5, 6-t nnet hyl - phenoxy) 2, 4-di chl or o- neth
d|chIoro-bﬁ@ﬁ@?vn“?Olm@ﬁW%?H§ﬁBHEﬁ@%V“mﬁs5’ aWEPﬁV ﬁéwgﬁﬁﬁwbea“mmed
, 6- di br onp- 4tocinl of theIufiatié fiRg Bvimsp Fen stance FO-odh b@ttached to any available
rono- 4- net hy en I 4 f | uor o- phenoxy,

di chl or o- é en6§8§¥5lélgwﬁ%(% 2“8% Iﬁgoxy 2, 6-di met hyl - 4-ni tr o- phenoxy,
dt et hyl - henoxy, 2-acetyl -4, 6-difl uoro- phenoxy,
etyl 23, 6- bmﬁmﬂyaceph@a’akywcemauw airition Bty aprEehyonsddeteinabove are meant to

g?022c2| gt{rxméﬁ Rt AYap &ﬁx‘%ﬁ'l@y(é/otxvé;r]lﬁmt&hé’a&d:ﬁd@ubg h{){gmh whRRanRRXY)
I -2, 6. SRR SHETENE N €5 QAT 6 i togma e RO pffegmula (D or 1)

t ri br onwhigh hhve’innsxcaqrdpeﬁmtmh lbe conwmict iim theirdhdrnfacentically lacoeptablgiakidno,

0
|
"
6-
E t nnet hyl st dn bg tréaztmfcsgjagf Fbor O_igﬂé/ b rbﬁ‘?ate acxi\!l\or\%g ﬁgt@ Qeids
- di

3
4
4
4-
,4
6-
0
, 6-
6-

c
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h
0

-h-h_“o CTQJ

P99/ 02044 2 2 JU uorone I No,
i br oifo- 4C9r§Rﬂ§Pof}9§/ exagpple.iipeyganic geids H-Pcar?é d‘??@? PFy‘FCA‘ P Bi Mochlonc or
- di chl or o- Hydrébrbmitodcidatifytic; allithbj PHvsplorfz-ahidahd mtd)ao@dkl bt Mi@anic acids such

2. chl or o- 4, o A KrRemBte st by bS5y PrcERE. by craliPf gt "o
2- chl or o- 6- mesyepini ﬂlbuﬁaned@lmm% @ ledc, fempy¢,-raalicl tartadic, cxmc methanesulfonic,

3-am no- 2, 4, 6eth£rie'§ﬁtfé}ﬁé 'b@ﬂiénbsﬂ@ﬁon@ blioBneduttolic tbeHﬁﬁéﬂéhlu@'ﬁb'ﬁ B¥Rino-
no- 2, 6- di et hyl -ani i i no,

3-chl oro0-.2, 6- dinet h an|I|no

4- br ono- 2%6 dF%Y%¥’§W91°%th4mfﬁ%?h‘§ 2-chl or o- 6- met hyl - ani | i no,

N-nethyl -2,4,6-trinmethyl-anilino) 2,4,5trichloro-phenylthio,
2,4,6-trinethyl-phenylthio, 2,4-dich|oro-pheny|thio,

, 4-di fl uor ophenyl t hi o) 2, 4-di net hyl - phenyl thi o, 2, 6-dichl oro-phenylthio,
hl or o- 4-fluoro 10 phenylthio) 2,4,6-trichloro-phenyl hydrazinyl,

-di chl or o- phenyl hydrazi nyl, 2, 4-di chl oro-6-net hyl - benzyl am no or

CDCD

2
2-C
2,6

5-acetyl - 7-net hyl -i ndan-4-yl -oxy; preferably, L is 2,3,6-trichloro-phenoxy,
2,4,6-tribrono-3, 5-di net hyl - phenoxy, 2,4, 6-trichl oro-phenoxy,
2,4,6-trifluoro-phenoxy) 2,4, 6-trinethyl-phenoxy,

2, 4-di chl or o- 6- et hyl - phenoxy, 2, 4-di chl oro- phenoxy, 2, 4-di met hyl - phenoxy,
2,5-dinmethyl i 5 phenoxy) 2, 6-di brono-4-nethyl -phenoxy,

2, 6- dlchloro 4 quoro phenoxy, 2,6-dich|orophenoxy,

L,



A}
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wi th vari ousWEeeehts N -ddEATst -é)?ﬂ&h@ Pednd R?asrfnﬁaé'ygw?oﬂywﬁ PheyhEac with

?/ari ous imr;t eofeat iati@sy]] indélpeor ety Shabetshbstitaict oihngof tiree! foar syfivdadi s of a
arge nunber ; K t | e resin
is treated w t? ""?‘%gg@%@“&@% 8%1%%%1 trgﬁcqaz&és“g'étaﬁgr’?géﬁgw&?gﬁ)?ﬁ&ex Sanpl e.

Sui t abl e pol Qm’é?lkﬁlﬁiﬂb@ﬁYlscil-ﬁ%lﬁﬂééycﬁﬁ}onb’hEQIHW(E@}’RF% RitiQrp@Enoraagitifluoro-

(Cal bi ocfienBRipQyabi ochem Corp., San Diego, California). WO 991 50256

PCT/ EP991 02044 Z z ~ a ~ zooz -15 For instance, the conmpounds of fornula

(1) wher ei nsiiRofRer bgeciRompairds 6RMRGNETPoeh M TeRIes aNtvakkrély R0k 63dnd

(I"-a)) were par. gording to the procedure depicted in Schenme i. OR
Ri nk Am de ré’}g‘{ﬁ’%ﬂ%%&nm H CO Schene 1 CH3 NH H3CO O (IV-a) L-~i (V, A

w o\ N 3 H %it%lé\lcclnnfaéunlgg are(thés'e%méo&xpdsjoﬁ formula (I) wherein R* is aminocarbonyl,
trifluoromethyl or cyano and L is 2,3,4,5,6-pentachloro-phenoxy, 2,3,5,6-tetrafluoro-4-

15  hydroxy-phenoxy, 2,3,6-trichloro-phenoxy, 2,4,6-tribromo-3,5-dimethyi-phenoxy, 2,4,6-
tnibromo-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, 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-dichloro-4-fluoro-phenoxy,

20  2.,6-dichloro-phenoxy, 2.6-dimethoxy-phenoxy, 2,6-dimethyl-4-nitro-phenoxy, 2,6-
dimethyl-phenoxy, 2-acetyl-4,6-dichloro-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-chloro-6-methyi-
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-(methyloxycarbony!)-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-amlmo, 3-amino-2.4,6-trimethyl-anilino, 3-bromo-2.,4,6-trimethyl-
anilino, 3-chloro-2,6-dimethyl-anihino, 4-bromo-2,6-diethyl-anilino, 4-bromo-2,6-di-



In schenme 1, Rink Amde resin is reacted in a suitable solvent such as, for
exanple N Nq]gé/@g yl formam de in the presence of piperidi neptpepi/gosy t he
primary at orrmula (IV-a) which can then further be reacted with an
internediate of fornula (V) wherein W~ is a suitable |eaving hibulilsuch
as, for exanple, a halogcn, in the presence of a base such as for exanple)
N, N-di i sopropyl ethyl am ne, in a suitabl esolvent such as, for exanple,

di met hyl sul foxl de. Inpurities can be renmoved by washi ng nunerous tines with

i chi or ot [ ans2AHa0, ASonke cEURTE el difHloFEmE IS Mineihyl-24.6.

i i g i . ting .

pol ymer - bouemethy .e3niing, étd'e%J chgf%?-ﬁhw?@wﬁé)é-mﬂ ﬂ'éwe?ﬂﬁ't“?l@rgﬁh&%@e*f"éd Wi th
L-H (V). TehémBthid, 2atdflidtophtnyithsd, @ 4vainieniny)-phi o, 216-Aitklom-pieagithin

hexanet hyl di,si.} azi,de or ces] r ! 0. in s, finally
treated wit 'CghoéPéé 6%’pgeen§'6t§{rﬁ’ E‘?U(’g%&gﬂs&?gﬁ gné@?&p@é%’r%’?ﬁﬁég’g%%ﬁn{: acid in
t et r ahyd¥ of hyénazinylh24-dithleror-mgthybhpeayiaminef2.4-dimaihex ychenyylaminogindoINR~Rz i s
NH2. The co?pg;gyn%5gget§,pﬁ_m®]_{i,;da)ﬁ_ﬁwogwrther be prepared by converting
conpounds of 20 formula' (I') “into each other according to art - known group

t r ansf or mat iCaNerrsegatiié dfiSpounds ardEh@8/coOPEENRGT FErRRYY @2 Ovverein R Js hitro 23802 - 16
The above s hial 8 ' r f ' f ounds of
formia (1 %9Bﬁ'ﬁﬁ’ggpr%ﬁi‘é“ggﬁhﬂeﬁéfﬂ“%%%6; ot R e, 2 SR et on
of conpound$ ‘GFO‘PW‘HM’@?-’% Jiribrgmeet - GIFRChRPHERPEY At HTRERMAPhERIY| oned

her ei nab@v e 2a.& wixhimrepaeadxlyy2 4 bariflabiceptenory 2, e tromeppirgheneng; @deding t o

Pt or o ot Goeeg 9 Binfdin fm“%*iﬂﬁﬁﬁmﬁ?"i‘it‘%Yi"ﬁ‘?ée"%%?iﬁ"'@‘*ﬁ“?% R at o
of formula ?\ﬂl& Wé‘rggi"??x 5%?**36‘&&%?*2@&9&4%@9%'%@@' l?rg‘ag’ﬁdiﬁf yF‘or
exanpl e, a Ipatrgen).ouiitrhmard-methye poieoxy a2,6-dishiriro-#eftunmd-phéneiy ) 3,6-dithkoro-

o e 1 ke ey XS TmENER, honokf 2 CUATR A4 hEoAeHOL DIl 7 XAne
triet hylll i W@?n%ﬁd&é&a@é‘ﬁﬁwﬁw- Ba%%ynZ-afﬂé‘-‘?ﬁ-&iﬁm-aﬁ#{@ayi HEBPER at e of
fornmul a (V) divibidrodnamethyephemdk atdeacefyl2¢r-amethyl phynoxp, draminmwe2,b-ciméthdr t

sol vent suchphasoxyf br@¥R DB @medFEbREHIXK | 4-850mdo-F-chliofx 8 meetiyl-phBfoxlyl ke, in the

resence of a S h_a for ex t.assi onat e i

yarsde. N AAToCa o rehyLbRae R s BnS o LR AR SRLOA Ao 2Ry
R A ~ L-- #henoxy\g-formyl;2.6-dimethyl-phanaxy, fyicdong.o-dimethyl-phengxy, 2.34.3.69 W W
W (VI ézO(.leleﬁtagl?s{dro(dnil)no]_h,e,@frﬂl&{thd)(fy-6—hlﬁet&@l@!ﬁcaiﬁiﬁ@I)iaﬂﬂirﬁ)chejmmm)’ncg| so Ee
reversed, .8 fi i int er-nedi 3 ny : ) 2 r.eacted Wit
an inter rrediag%henob?ﬁ%ot?]?rﬁllogg %W&I %;ng tl?{?g#8§fﬁtlﬂpé’;ﬁg+’%itﬁéxﬁhgf%@ﬁr@%i ate of
formula (1: %+AEdorarprrghylmminesddedclliorms-iluprprehyetnilag 2 \Pedibromostmul a
(VI11); thussdpoopyil-agihan, 2,6ddénromdidatmethyl-afibnond, @diciioyo-4REflRFomethyl-W 9N \

R4, v\ Ra, MNind, 2,6Michloto-#hitho™ §-daidlhii-bmbthe, 2-deeyNs-metRylanilinol 2 5Nmd-1 ~W ~

1 20 (v cvn Parti.cul.ar i nt di ates are.t hpse interpedi ates. of

formul a2o1 |y s reraesliS 2inerd e Banr iR R byrddiios SoreRUme: (1))

R3'i s hydr ogeghlon-6-msthgHanilino, Zethy hédmeglen-asilioh, 2résopropybé-metind-apiliven) and L

it ﬁ as defi ne}jarhﬂlotzlhaﬁﬁﬁﬂ%%hlyndﬁili%, %‘-WM—@?(GLﬂinﬁimiaﬂilﬁﬁﬂol31&15210832,6-%-0'[ PEB o5e
an -CcyanaQ: ny.l. -Nl TIO- n b XV- n n

PCTI EPOY] 02 ﬁnﬂ“'3"‘%4?)f%‘a8-39@%7%‘.%3%%?’6(?ﬁ%%“%ﬁh%ﬁﬁ?@?%ﬁ@?%}%’% her

t han 2- (4- hydisPphethyl-gabngs 4raemnoani i &V-msthyaedicciiingthyl railing, 2.448drw 1 are

as definned aihinre;ph&dyithis 2eyGaomeand-phenglthi¥; RS-dashlordphéngRbio, BlaediflisroRS and

r6 each 1 ndapenaant | - Alfe AR NS "Bl B0-pRER KIS, 288fR Alnuppd.d T ndanyl,
i ndol yl or enyl e_su)btlt ted Wt 5 ~ three, four or f£ve,

subst 1 t uent PRETER 2 Shetererrhe)y 8 udragingly %?%mlwar@enﬂﬂ%avm 2,4-di-

Cl_6al kyl oxychidrpdrmzihyl-@hzgridoyd, 2chdinomlydxy-t@niyléminkyindzly4-at-bonpk 5-aayhyl |,
cyano, VitroppRfylhd@Rd.-§ildkyl uoromethyl . Conpounds of formula (1') and sone
of the internedi ates may have one or nore stereogenic centers in their
structurs, pineseingigfouds B 8mBouRds BRfth@ieradiupedf cdifipdin@s 6PPMURAE @I’y or mul a
(1) as prepg erginion tohe her;eihn?qg\(ve dgscl'.(t))eda rocesses may be synt hesi zed
as a nmixture OF SteF ebMoomer "¢ '¢'5THES “PH bar}st FeWfar in the formof racenic
m xtures of enantiomers Wi ch can be separated from one another follow ng
art-known resol ution procedures. The racem c conpounds of formula (1) may
be



15 converted into the correspondi ng diastereoneric salt fornms by reaction
with a suitabl e chiral acid. Said diastereoneric salt forns,afepggn2044
subsequentMAP8818r at ed, for exanple) by selective or fractiona
crystallization and the enantioners are liberated therefrom hy) ahk@ll . An
alternative manner of separating the enantioneric forns of the conpounds of
formula (1) involves liquid chronmatograpiy using a chiral stationary phase.
Said 20 pure stereochemcally isoneric forns may al so be derived fromthe
correspondi ng r ) 2 i i .l ate
starting mattrf er ?igla??%%?%?a%ﬁ%ﬂeﬁ%&%ﬁ%?@ﬁ%dt1:5%:?]1%8@?5% a‘s’)tngf gg‘g%&gi'#i cal ly.
Preferably if ®asissler.R ds Bydsogesi andferis hydragesi ordydrogsi d conpound will be
synt hesi zed jpy pOtiehRRSRATr (0, GallPlt hods of preparation. These nethods will
advant ageous).y .enpl© nanti operical l. re startin erials. 25 The
conmpounds oft!lf &%F%XS(H?‘F,‘ (O °’3ﬂd‘%?sﬂé“$¢:\%j? ﬂ’é‘ai“ﬁ?’égmgﬁl"l‘“b?r NCa (11) show
antiretrbviral spbajoents, agtablyntwoattiree; Edumior figasubstitubhinpeach mdependerdtiyci ency
Virus (H V), L i i f i ficiency
Syndr one (AB?g&bli%ﬁte&ri]ﬁrg&ﬁ?l&j?k%@ﬁ?%}?%@lﬁﬁ&%{]&?@{lo%i@ll‘g.lglﬁﬁ’@lioh ectsyﬁﬁ_rran T-4
cel I's and dest C¥3R0, eRER GHIUDEOTREE Ry BLIO; &réﬁﬂﬁﬂﬁﬁ‘r ylquwh,anﬁam Bularly
the coordi nati ganRhld B subIHRGSHE selBtted\FroM MRF! blom@.thiotd, 2GhRS] niv@iyient has
an everdecr easi nunber of T-4 .cells, which noreover behavé abnornally.
Hence, the i nmfHBIIEPERY! 424 26554 system is unable to combat infections and
neopl asn® ard. tRTeorM®\& indblyt, timdhngl) phemy, indang] supstitited with typpotheeai st i c

infections SPCQuﬁﬁitMWHir@epQ{demn%m ffom € N@NyCAHIL [ L ARIcABHIE, Ioat ed
with H'V 35 infection include thronbocytopaenia, Kaposi's sarcoma and

infection of trbepdFubsitutpd b @sedye; bigee Far QEtivg subsitupats sHBYHE 869y e
denyel i nation) thesUohi GidivesuB&itBetts, 2adiiddEpsniintifBeletted from hals, 0gaRIF e

dysarthria, atagx] i i I } Clt: . . -1s
PCT/ EP99102044%2(‘%1@%‘%h§86&zq$é&ﬁlh§rbaﬁdg§§daF%gb@@ﬁe’a‘@g\%ﬁﬁ@&ﬁ‘?ﬂ’

peri phertdl neurrogthylogrbonyl agd &wsivkie general i zed | ynphadenopat hy (PG.) and
Al DS-r el at ed, cogid &X, (ARRR’. TRe-RER TP ON=RO TP paRefa SR -hgwnagt i vity
against H V-1 strains that have acquired 5 réesistance to art-known

non- nucl eosi e PEJEFERY{eNSnscri ptase inhibitors. They al so have little or
no binding affinity to human a-1 acid glycoprotein. Due to their

antiret Ir Iovi r@ih_eprnwémn'gie\s/mixptafds!awdhagd gonigoghds cfrformuth {) phefedt f kel A is (0
especi al)y thegir tj- -1-acti , : 4 ' : '
o any S0bor SEREILERN pba iR d R AREHAE R, bbb udd inthe |
sal ts and t hepesigrewigiaeictheNRIimowdtic forns thereof, are useful in the
treatment of individuals infected by H'V and for the prophylaxis of these

i ndi vi dual s. sgiNo@en@ledsting BEmPOIRR URHo&S conpBuM LT EHimUI NS WheRih R sbe
useful in the treat d.ani na Vi ru%es whose

nt rm bl ood | 5.5 nfect W
exi st ence i shAREFNAR ‘ﬁ“‘ﬁ?‘?%&géé’ﬁé‘ﬁ‘&g rﬁE%Yﬁ t°ttl?“f"e§§n?’5???@"ﬁg\ﬂé’rd§§ are cac
t r anscr i35t asiadependeashydieiecisd sromnhydrogany hixdropy. &uantlkyl, 61-12alledexd Cuitedkylhe
conpounds  of cirbighyR &S HAlkyloRYERbH N, anBAG ek bRl deiX@B alldxgﬁﬁﬁrﬁﬁ%%ba&ed with
H V and ot her. path nic retroviruses, include. A1DS,. %@qua\t ed conpl ex
(ARC)) pr ogr@é@l' @ﬁ%‘ﬂ%ﬂc BHle‘S’/lFFﬁﬂaﬁéﬂb?ﬁéﬁﬁgofeﬁﬁ'_‘??“ et (Y W oni ¢
CNS di seasesmanupshally ah@tdcbMhdiviing)ly belsdbsamtedivaith éesipiwe stbsvtusadicatied

or any subor BOPTHENE BReEHL by dho & ARTRAE IR el Eflbotuent f on
t her ef 0r3® beCueitylexycambanyl WOa@aiinnsimia%@Vé@ﬁéiﬁthoaﬂe@llwﬁﬁbtm)dﬁéin%ai d use
as a nmedi Ci nmoAs- ¢radi (@ chalXyl)aimérad, &BN and Hep o Reand R@ takys tapeiher adpiorast r at i on

associ at ed it R aeetsPr RN, BIATE pdG- D ET O ARRR, P 1 O

The conmpound€,gfikylidengmed &rit 2i3#; 26 tpeorachloraphensxyn @30 H-tethasuend-4-imygrob g-

formul ated. | Bhsho¥d OSBRI, o) 6 AROOL AWIIAELGY, 90, gl poses.

As appropriate conpositions there may be cited a sitrons usual ly
enpl oyed¥ or b%@*ﬂﬁ"@&'ﬂﬁé@"%‘h@rﬁ@ﬂ@% R GHifiporo-menex i ad-6-trimsthyl-

phar maceut i ¢ gheroRN4$-dichivrs-3¢8,6-timsthy Rpiesmok B2, 4-dithiefd-6chdivia-phemeny; of the
particul ar conmpound, optionally in addition salt form as the active
ingredient is conbined in intimate adm xture with a pharmaceutically
acceptable carrier, which carrier nmay take a wi de variety of forns
depending on the formof preparation desired for admnistration. These
phar maceuti cal conpositions are 35 desirable in unitary dosage form
suitable) particularly, for admnistration orally) rectally)

per cut aneously, or by parenteral injection. For exanple, in preparing the
conpositions in oral dosage form any of the usual pharmaceutical nmedia my
be WD 99/50256 -19 PCT/EP99/02044 2 2 J UL 2002 enpl oyed such as, for

o o . o o o o



It is especially advantageous to fornulate the aforenenti oned

phar maceuti cal 20 conpositions in dosage unit formfor easg}&fmp 99/02044

admi ni st rWOi9840%Ad uniformity of dosage. Dosage unit form use erein
refers to physically discrete units suitable as unitary dosag?ns elg&h uni t
containing a predeterm ned quantity of active ingredient cal aLl

produce the desired therapeutic effect Jjjp. association with the required
pharmaceutical carrier. Exanples of such dosage unit fornms are tablets

i ncludin 0 r 2 ckets
\(Naf ers, i %] Z%tcg%ﬂm% }1%9@{)'394 o?nesgll Eenm X)négzﬂr%&ﬁ%leﬂeh %ﬁ‘ﬁg Oﬁégat ed)
mul ti pI es t pldprod,5-dimetbpl-pitengxy, 12/6-dihranmne4-imeshyl lanoxys 2§ hlmoécﬂu@n— coul d
det er m ne t BRer@k},ECH-dieAl Fhahoag’pwfduﬁétﬁm nb@:tzs asdiyi-4Psigsent ed here.

I n general conte e daily t..ywoul d be
from 0. 01 ngﬁ%biw@élﬂ%?ﬁ@ AR LA NS SRS HTEAT R
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AT Frs o R A e e e
particul ar E8FR 'r?gg %%%B‘i"ﬁ%]‘%?“( q‘)F > A-pmetaxy- é{ﬂeﬁ‘ry H@P‘P‘Iy bei ng
treated)Ot hanﬁnev,é?rA 6ytri brforrtokani i dj4t6- orchbm-tagxlmo,eb,a Gdrinietimxggeailinogei ght and
general phy '&é‘kn f\ di{n'xlﬁ'{&hgf4 {)Bﬁ?ﬁ% Heﬁ:% %mﬂé‘ fM?o%o \éetbhu

rredl cation (?rﬁose skilled
5in the ar tamllngf?e rsitome-4- usepxiogyl@mlu@ni 6 cHbromosf-megni-eeiting étdichipremount
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conpounds of'" Higg, fﬁ ?6cﬂg‘éﬂf’la8 "OTﬁél!ﬂ ?g‘éfqt’&’?gthgl;g’f’b Io¥anges

nment i onésl hé]wrméz—hwﬁejlanmnbhb-chlbm@nmdiyy agilinde2-ethg6- rdc@hﬁlaadmot he

combi nat i on ko Bptt. h&ﬁ.grgm lih/3-GRRBUNELARERL SRR YMofb- A5 a (1) or

(i* ) or any s reo can t he present
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cequent | al - 5B HAREDEE BB Sl el pARER ARG Bl X
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(t etr ahydr Oamlhet)@e@‘lﬁmﬂérlt@)npaﬂﬁhstdﬂ@thbkd(@bm RROsITdEneh (1)de (IT) Wkerein R or
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bent ar di ne; . gy CoSCse tgwugg,exﬁhryg AsqiEoS1 ORRNIT 53 dndatige, |1 ke

Rnase H i nhi n'su

i munomedul at-Prihaleyé lstalkél'g—ﬁ’rdéhﬁé{?ﬁ%ké‘ﬁkk@ﬁﬁﬂﬁ‘@h‘i‘ﬁﬂﬁmomh@ﬂ1 ke The
fol | owi ng exaewlilago-ap 8-di0t andaskyt @,6-4lCIShIkLE-nihe, DbBENalkyly 2atdran, 635
Experimental part A) Preparation of the internediates Example A 1 WO

99/ 50256 -21 PCT/EP99/02044 Z 2 JUL 2002 a) 2,4,6-trichloro-1,3,5-triazine
(0.07440 nol) and tetrahydrofuran (100 m ) were conbined and cooled to -75
C under Ar atnosphere. 4-am nobenzonitrile (0.07440 nol) was added and the
solution was stirred for 4 hours at -75C. Triethylamne (0.07440 nol) was
added dropwi se and the reaction mxture was allowed to 5 warmup slowy to
roomtenperature and stirred for 3 days. After adding 1, 4-dioxane (100 m),
the resulting precipitate was collected by filtration, washed with
tetrahydr ofur an, and dri ed y| eI d| ng 12 74 Kl

o a ~ -~ a1 I T e T V2 a \ 1\ Rl _ 11



30 carbonate, filtered and the filtrate was evaporated, yielding 7.52 ¢
{91. 2% of N-(2,6dichlorophenyl)-4,6-dichloro-1,3,5-triazin-2-am ne
(interm 4y 9930286 4- Di oxane (50 m ), 4-cyano-aniline (0.0243CKHPPI/ 024

N, N- di i sopropyl - et hyl am ne (0.0243 nol) were added to inter ms?i?ajilg 2602)
(0.0243 nol) under Ar atnosphere. The reaction m xture was st

refluxed for 1 week. The reaction was cool ed, the 35 sowent was evapor at ed
and the residue was dissolved in ethyl at&tate. The organic phase was
washed with a saturated NaHCO3 solution and with brine, dried with WO
99/ 50256 PCIdikd?892@2E1414.B-dihaldJ,-220631-523 paikgls s2- anmrma¢ 6-ditaims- O‘IJ.,zilkﬁr ed, and

t he sol vent y\ﬁﬁ a Ny Les S I CHZC12
and saturated ﬁ(%@‘jﬁl 5lgﬂt hzé‘bglrhéigol Bq#é%m%f |%S AIB6 mesf&ldtzI 'ﬁ‘%lk%

(23.8% of 3-amino-2,4,6-triCy.4alkyl-, 3 halo-2 4,6~ mCHalkyl- 3 halo-2 d1C1.4alkyl- 4-acety1-

4- [ [ 4- chl or o2, aamym Lainﬂ{oopbmuaﬂ@malmﬂo §65h¢{_!aﬂ@'1ﬁ421abbu 2giHo] benzoni

Lok Rl L 66 AT 0 i e 23

OL- 64- 0013) mﬁs4mqu64(@.mmquonyle>@myl gictub; 16bEEGh DartitGhar, B or R is a

N, N- di net hyl | 150
N N di met vg, y %méiﬁ*ﬁ?&é? ) 3‘94 5 a@nmﬂ%{u Z d@gs é&%ﬂ%&&g;g@ Efij1 <

N, N- di met hyl chinf,aﬁn%mqa@rocﬂz@rmbram 3d$ -gisnethyls 24, 6rkailremot, i4h- m;d)lcaoe (1)
(0.06 nol ), N bSO 25 ughbmbRM, a% teibdettoxH] 24:%&%1%@5,&!&&&1&10“ de (200

m dd t t th
BRIRGINT s T R UME AU A U SR N L S

i ntermedi at e2 Qﬁ)methﬂ ,Rabdenethyli, 2,6 ditmomo-dechiab s5- dimuthylv;erﬁedlbfoaﬁm-ed

accor di ng t ey Al 2leARRY S FHAND! £6iTRRLS Aabb Bt 26 aiddlol. RO ~ -
dat a2Al b- O dlygre, 38-dchiprog MQ%QM@L-W@WVW&N@ ézﬂymmsm c- NH CH( CH
3) ZHHCH3BAI c3,blididiind Cld3ddetyBAA- dicNbrd“ZHa i SR oo Q-Bhﬂrﬂaﬂ c- NH-

pCT] EPoSF D20l SHBTS o ?B%%%oﬁ@%&e%m %@ﬁbﬁ%‘%ﬂ i@- Xhiorod

dat al4Al c- Nl—ﬂlB)rﬂéﬁnaAQb,NBhlm”oel-ﬂ@brqa, 2-chloro-6- methyl- 2-ethyl-6-methyl-,

295- 296016A|@- Q nqe?}ﬁh 3NhiebIRHCE SRR ﬂ-@b%&@@xn@tl@l%"c‘ﬂo@
238- 239C19A2 247 2 A8C20A2b- NI

275- 276C21Al "&%Y T79EDPRINO ﬁ}!ﬂ%ﬁ* PRg-2.6-diethyl-,
283- 284CZ3A24)—bN}rthEJ68dxpremyyl B om0-265M G6 HRE My b NHe ka2 Bl6HEmet35-2- 253C B.

Pre ara n of S Ll ure of
[t or et at e*?f%ﬁ"‘)@%%%%@?ﬁb? Fharedh-ffocy’ o orPe Rudehy ) B2t 02 0
mol ) was heati@thylr 4-petedsor & aésmetmxm@cn@hrleﬁyc@r B-phemd gEPvent was
evaporated and the residue was di ssolved in CH2C z, vvashed wth a saturated

$_ﬂueous glaHCD&f@mdwb]gr@aundirdr@duiosé tdrﬁgcﬁtﬁﬂs anfbriniR (FPwWherin )Iawaﬁs cmffoisalt ed. :
e residue was co ver  Si el (eluent:
Gra ) Caor e s <t -BHa SRS pr R e R e Eh R 8B Cor | ect eq
and the 2% verstitients eschpodepeedentiyiselet@drfemi bale, Qaslkyk Chyalkgbarbored, f r om
tol uene. TherpreLinRid &§ais filtered off and dried, yielding 0.29 g
{61 4% of

4-[[4-am no-6-[(2 6- trlrrethyl phenyl )am no] -1, 3, 5-triazi n2-yl ] am no] benzon
itrile (corrpMﬂﬁHPrgﬁem R€As an al ternative for t he preparation of conpound
(9), a mixt unq[mnﬂmt&(mﬂirﬁé@ylﬁ&no@ @2;ﬂlmmin)2-ynaxmﬂa]benzé&nmmpanol (2.0
M 60 mgoan heated at 95 C for

21 hour s The r\I/“élr“?tﬁ %QCHL %‘f‘%@ge%é d gt &'ssol ved in ethyl
acet at e, wasbilé@nmoib@naowmﬁm vvater and br| ne, dri ed filtered and the

filtrate was4quapgimdte2 4leﬁuﬁétﬁy1 Hén ﬁcqqrysitﬂézhmgd]amﬁé]b@&smﬂbtrl le,

tnd o EQMSN@%@%’%P o8 Stk ot DoStotT ek ket ahinasbor e

flask. The r baconomnler xture was heated to 40C. After 5 days, the reaction

| t
haded g ¢ eSO Emetn bh bbb %ﬁ@‘%?@?i. %‘ﬁ‘g“‘%ﬁa‘“?’l“z it
di et hyl et her e{ﬁ"da@éﬂor%r{:(t éjd‘ﬁbhom%léﬂﬂ)tﬂlwll%ﬁjmamh aménisenzanisieas

extracted twi ce nore, and the organic phases were conblned The i nsol ubl e
material was filtered off and WO 991 50256 PCT/ EP99/ 02044 2 2 J U L 2002
-24washed with diethylether, which dissolved nost of the material into the
filtrate. The filtrate was conbined with the organi c phases and this
solution was dried, filtered and the sol vent evaporated. The residue was
purified over silica gel flash chromatography, eluting with 4:1

CHZCl 2: di et hyl ether to 100% di ethyl ether. The resulting material was 5
recrystalllzed in tetrahydrofuran/CH3CN, filtered off and dried, vyielding

~ NS o N —~ A



" Example B.2 O (Trinethylsilyl)-hydroxylam ne (0.0282 nol) was added to

i ntermedi at e §/?%éo (0.00282 nol) in 1,4-dioxane (10 m). Ther/ma6bioas
m xture waeO2t'; d at roomtenperature for 2 days. The sol vent was
evaporated. The residue was dissolved in ethyl acetate, washeq@ pjgih0a7 N
HCl, washed with a saturated agueous NaHCO3 solution and with brine, dried)
filtered and the sol vent was evaporated..j3he residue was purified by colum
chromat ography over silica gel ((1) eluent gradient: CH2C12JCH30H 9812 to

racti one. et i E g G Ao el b DR e ROECC

recrystalli Zeewzonibiléacet onitrile. The precipitate was filtered off and
dried, yiel diya. a9m§3—6€(2,(4261uﬁ%th {)henoxy) 1,3,5- tnazm-2- axmno]benzomtnlc

AUCRCE e TR N R LD

2, 5-di netShbethennﬁ'lle{O 00818 nol) were added to NaH (0. 00859 nol ). The

m xture was r sol ution of
i nt er mediat eﬁff' J“?‘ig 83%713% #Hmfﬁ&lrpgm&xﬁur aﬁgﬁl{égzm-g)%&gu@dded. The
reaction mx W@m\%ié, stirred for 16 hours. Then, the solvent was evaporated
and NH3 in 2&fh.#2, dldil?hil’d}e d—é@thmpheﬂﬁﬁnﬁﬁé]%i(hy-%@(yhﬂﬁw)lﬂ Iﬂﬂtdzﬁﬁpﬂyﬂn m xture
was stirred for 3@ ourl% The sol vent was evaporated; and, the résulting
resi due was d=% H20/ CH2C12, stirred, and fi I ter ed A precipitate
formed i¥0 t hé-[[4-(hydmkparaind) ME,4J‘6i-ﬂn'bbllo&q>heMX}’)-)li3e5-diiaz@-ﬂ-.ylljﬂm@o@ifentmanﬂé on 1.
The resul ti ng.g-]‘doH ht% dri ed over K2C03 and concentrated. The residue
was purified coI Im chr omat o%caphy (elLuent: CH30H CHzCI Z 30
2.5J97.5). Tﬁé @s#@@&%ﬁr@wﬂmﬁww@ Bningck 36-taan-2hdlagunal enzonigge:;

evapor at ed, m[pal Sthihg- @(mé%&meﬁmkwn 2,5-triagiatd- ynma&miqo}beﬂhoaumr e conbi ned
3?& {jleﬁgyit i [4zed y SQ%R %’%% dim ?hy%}?c%lo%’)t fig% t\ll‘lvgzsmfj ylﬁa%lilgo benzomtnlg. dried,
4-1[ 4- amiho- 6{[A- &ndmrﬁstmﬂ{bkmn@ﬂy)lethylahmv) &3iSaufazipt 3-pilamiop Ihenzowitrite i | e
(compound 2) 4. B, Eralformy. L6 LnBAIRAenAS) T %M%@%&l&ngome 2002

To a reacti o essel e resin hound_ internediate (1)
as prepared AE?(’EH‘BF{R%\:? -¢ IBWBE‘B"Y% 19)- l’é’ GG ?o?‘nl YRingberanitile; £ | at e
(0.075 qg) i n4e{{4r¥[z(5¥n¢étyl=|2 JBadihydieo-(-riethy} 1 H4ndenetrph @ yd{6kamine G ; e tduyin-plygn ol

(0. 0027 rml))r)mgﬂ %,42 gﬂéfOdee(S m), 10 Msodium

bis(trinmethyls dJFam e ‘and disilazane (1,1,1-trinmethyl-N(trinethylsilyl)
5 si | anad® ne A-&baminer&ittbromg- ZrHWOYOﬁ@e%H%‘PPHWQ}:b?é tHaznRedlasndlr 95 C
for 12 hoursbedZzopitfRipl € was filtered, and the resin was washed with N N

C5T Y e’ DA it o T s e PRy BB T s sinchoy DBl e 2

CH2C 2 (5 m bendempriB; ). The sol vent was evaporat ed under NZ. Purification
by reverse pflaﬁ@—afﬂ?ﬂoc% Yi2d-gi8Riofd- @Qéﬁlugrd?ﬁctﬁylfﬂ}énﬂl?amnol 1,3, 5 mazm 2-y11-

am no- 6- éﬁp rorm- -ch oro 6- met hyl phenoxy) ri azin-2-yl ] am™no] benzoni
trile (cOnpodftng 7“20 fpl e BSToafIask under Ar were added the resin
bound i nt er n@di[¢amifol)-[mathyh(2 g Hrteithethylgheayp)iminaB 1 (305-63AL52-piijunofes CO3
(0.975 g)) 41)%{;%&‘?&1@ 6- di met hyl - phenol (0.0038 nol), 15 di et hyl sul f oxi de
(2 m) a'solution of silver triflate (0.075 g

in
di net hyI suI f dxllfr@minor64§2)6-dikrorgrd-meibyPch yiaménad %ﬁ@méwyﬂaﬁuth ure for
1 mnute. Theehicastbleras heated at 95 C for 20 hours The sarrpl e was then

filtered shed h N-d| h [ 2 X 3, X

N, N- di rre?RyI fo n’&ﬁ’f"&oew(@ ?IS gﬁtl rxe.f;'ﬁ thy Iy 1% %‘ﬁ%ygarrpl e was
t hen cl eaved aminejbguzoitrile; ﬂ\le%méemhcmhaun@euhcam a@H‘Z@bE :(dﬁltmn)salttyﬁ!@l di ng

D. 0043 g of the stereochermcally isomeric forms thereof.

4-[[ 4- am no- 6- (4-chl or o- 2, 6- di net hyl phenoxy) 1, 3, 5-t nazi n- 2-yl ] am no] benzoni
trile (compoypd 36). To a flask under Ar were added

i nt er medi_at euﬂ' r\%ﬂ%fngm? ) €39 B DICRATES PORTARE DT KIOARTRCSCI80 752

nmol) in B24- di oxane (20 m) and N N-di i sopropyl et hyl am ne 25 (0.00752 nol).
The reaction m xture was stirred and refluxed for 20 hours and the sol vent
was evaporated. The residue was transferred into a pressure vessel with 0.5
M NH3 in 1,4-dioxane (0.005 nmol) and 2.0 M NH3 in 2-propanol (0.040 nol)
and this mxture was heated at 115 C for 24 hours. The sol vent was

evapor ated, the residue dissolved in CHO 2, washed with 1 N NaCOH and
water, dried with potassiumcarbo 30 nate, filtered, and the sol vent
evaporated. The residue was recrystallized two tinmes with acetonitrile,
filtered off and dried, yielding 1.0 g (37% of

4-[[ 4-am no- 6-[ net hyl (2, 4, 6tri net hyl phenyl )am no] -1, 3,5-triazin-2-yl]am no]
benzonitrile (conpound 73). Exanple B.7

T 1. 0N — ~ O~ a2 e e w N NSNS




Exanple B.8 Internediate (1),
1- (2, 3-di hydr o- 4- hydr oxy- 7- net hyl - 1H i nden- 5-yl ) - et hanone, Cs2C03, and
|, 4- di oxawe ssoseadded to a reaction vessel under Ar and heBEBEPIY02060C 15
for 48 hours while the sanple was slightly vortexed. The samy g@aﬁwcool ed)
and NH3 in isopropanol was added. The reaction was heated at “T t!) a
seal ed tube for 48 hours. The reaction vvas cool ed, and water (3m) was
added to dissolve Cs2C03, and the sanpl e 4was filtered and purified by HPLC,
yi el di ng
4- [ 4- [ ( 5- adetpyiticRlaB-tkk ¢ompoundsret foymuiz ') catelre-pregdrydy tea@tingWnmiotetm&distet r i az
i n-2-yl ] an r@#&%ﬂﬂfat)twﬂelré\m%@’ {s%%mma%g gigabéueﬁ €. 6 Ekathpld, & haloli

r epar acco e 'above

conmpounds of fornu wer e ding to o

exanpl es. Ta‘b’lﬂbaTQa‘FQ‘"%l ww f fqumutgy %mﬁmmﬁ@ S?mesuwsmfprsm t

f or mLBl a- O H&am CM,ZYcﬁOJ&EQQZtrah drofuran, 2-propanol N-methyl-pyrrolidinone and the

~B3- O H IJ%—BH 9% B3- OH HHH 2%%1 % WD 991 50256 27

PCT EPooP onOKR: SOIBTIY fi HEBEsSencs SYaB 5 KR B4R ne | t i ng poi nt ;
salt for msmmmammammmmm@mmmmgmmne br the6B 1

a- NH- HCH3HHHGH3242- 244CHA (1: 1) 7B 1 a- NH HCl HHHCH3130-1 31 C8B 1

a- NH HCH( CH3) zHHHCH3253- 254C91 a

or - NH HCHSHCHSHCHSlB 1 1OBI c- NH HCl HHHC1144- 148011833 NH- HCH3H
~CH3247-248C12B 1

c- NH HCz HSHHHCZ -27 | c- NHBl-IC( =0) CH3HHCH3H255- 14B

b- NH- HCH3HBr H 21- 822C1SBI b- NH- CH?;Br‘d'BlSS- 168N1 b- NI

| - HCZHSHHHCHSZZZ

Cl 7Bl b- NH- HBr HFHF233“234C18BI b- NH- HA HA HA 224- 225C198I b- HHHCI 293- 294C
20B2- S- OHCl HHHC1145- 14i1C21B (Im R‘ @

| a- NH- NH- HCl HO HCI 258- 259C22BI a- NH- NH- HCl HHHCI 246- 247C23B2- NH- OHC HCI HCI 262
-263C24B In this and the following preparations, the reaction products may be isolated from the

75 L76caTh BT At B YRR et iaiadhe " o M e

C29B2- NH- OHCeReTaHiT B0 8 19 @B(HBCh ah fay adamplle. Fitrazgon. Zaystallization, distillation,
C31B2- NH- Oﬁ%ﬁh{g,ﬁﬁkﬂ%ﬂ&ggﬁgw O OHCl HO HO 153- 154C33' B4- O- HCl HBr HCH334B
4-O HO HO HCH3 WD 99/ 50256 - 28 PCTI EP99] 02044 2 2 JUL 2ooz Conp No. Ex.

No. XR RaRbR jtin salt fornBSB4- O- HCH3H ~
HCH336BS- O ré%ﬁfgﬁ rﬁﬂ%%‘?%%l‘@‘%@%*ﬁ(‘j%@s CHVERERICP B the, Cl?‘g@(e:q CH3HCI H
Cl 40BS- G3HBr t4BetHBrilBSpOtdd@d o0 DFRINS? 2 BG:cCHON BErebYheh4 8BSy GrdHay Bedtbial 44B

S- O HFHFHF4 SRSy, Ciﬁ Wﬁgﬁg ﬁé@gﬁ% %}lﬁ%@%@ﬁg%ﬂ%ﬁwm@&g@a CH3C

| CH3Br 49BS- O H CH3Br GH3Br S
1BS- O- HBr HCHQ*HB’rVHLSB PrOIRSLN O EUPI3eE eI SmB 4O ATt irr whmeeth9delegios BS- S- HCI HOl HHSSB
S- S- HCl HFHHSBBS- S- HO HCl Cl H57BS- S- HFHFHHSSBS- S- HCH3HCH3HCH3 S9BS- S- HCHBHCH3H

H60BS- O- HCH31rhdkaniasolings mmw&a&&a&m&w&g&m hphiakd HBr HCH3
TR L e e

8- NH-
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).



WO 99/ 50256 -29 PCT/ EP99/02044 2 2 ~u~ 2002 Conp No. Ex.

No. XR RaRbRRIR nel ting point; salt fornb9Bl c- N=N- HCH3HCH3H

| b- NH- HO MSES4025652- 154C71 B PR idias

| b- NH- HCF3HCI HCl 158- 160C72BI b- NH HBr HBr HBr 167- 169C73- N( CH3) - ChiglyiCH3251
- 252C74B7- NH p- cyanoBr HCH3HBr 332- 333Cphenyl 75B7- NH- p- cyanoBr H SopropyHBr 315
- 316Cphenyl 76BI b- NH- HBr HCH3HBr 238- 239C77

| b- NH HBr H sopr opyHBr 158- 160C78B5- O- HCH3HNH2HCH379BS- O- HCH3HC( =0) HHCH380B

8- O HFFOHFF81B8- O- HNHZHC CHBCI 82 OCHg Table 3 H- N ~
~ C -- N Nec for mstange,\ugcorgpqynds PF "&Ew&%’ CW% RPRPARdEs HC H-
WO 991 50256 bedf} réprexenked byl folvnulaND-a) SwerBPrapared acbording tbitie-précedite depictetl / N.
HCUdJ I %ZSPﬁe { N.. v . H- PCT/EP99/02044 2 2 Jul. 2002 C.

Phar macol osi cal” exanpl e Exanple C. rapid, sensitive and autpmated assay
procedure was used for the in vitr uation of 5 anti-HV a
HV-1 (wildtype laB) transformed T4-cell line, MI-4, which i ously
shown (Koyanagicigb alurmt Nt. J. Cancer, gfo 4@j-451, 1985Y p_ge hi ghly
susceptible to ang pkrmo sswe for HV infegtian served as theydvget cell
l'ine. Inhibitior IV-|nduced cyto ect was dsed—as the end
poi nt. The vhab y O ou» andugo etoT was assessed
spectr Qphot onet zireahhyertdha the in situ 10 redwaedi on of

3-(4,5-di methylthiazol -2-yl)-2,5-di phenyltetrazoliumbrom de (~). The 50%
cytotoxic concentration (CCSO in pM was defined as the concentration of
conpound t has,caeduced t he absor banc&c@f the nock-infected control sanple by
50% The perce he conmpound in H V-inf ect ed cells
was cal cul ated 50C¢eDT) ~ - (OD-) 7/r@xpﬁf essed in

% (ODC) MOCK - N R YN
T T,

R

o\ e3f ol | owi n orrru
(ORCHHI V2 L

———
N\ N,

(ke
RY L RY (I-8)
(1V-b) av-)

5  Inscheme 1, Rink Amide resin is reacted in a suitable solvent such as, for example

N,N-dimethylformamide in the presence of piperidine to obtain the primary amine of
formula (IV-a) which can then 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
umes 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.



whereby (ODT)HI V is the optical density neasured with a given concentration’
of the test conpound in H V-infected cells; (OD~)Hw is the optical density
measur ed fxag od/deesecontrol untreated H V-infected cells; (ODJOKERIYR4ne
optical density neasured for the control untreated mock- i nfdct ol M8l 1s; al
optical density values were determ ned at 540 20 nm The dose achi eving 50%
protection according to the above forrml&rwas defined as the 50% i nhibitory
concentration (1C50 in E~M. The ratio” CCgo to 1 Cgo was defined as the
selectivity index (SlI). The conpounds of fornmula (I) were shown to inhibit

H V1 ef f ect iThelapoversperified ireactionpocedB@S donthd p&parpabueécm;mumdsofeformmlﬂabl e 4
her i nbel owr) b% RABO A0 CEL B 96 0244 1@ e hrdlabai@f Bfcortionlablbee 4 ~
No. | CSpCCS 0. 08[ >645120. 00334. 9107/5030. 00333. 8108994 00 041 8750 00
27. 8345860 demmtla §).151870. 00549. 91018780. 1659. 35690. 00144. 033826100. 0036. 12
022110. 0016. 34480120. 02130. 01449130. 259>100>386140. 00337. 311844150. 0031. 749 .

8160. 0068. 1J&Mh@ﬁﬁéﬁxe&ﬁﬁ:@3&&@&1&@8%@@@8@&%9&%&& lRandfido@all. 737
26210. 00127.,8277892 003>1oo> 333230, Q017. 7614280, 00547 89106300, 00263. 5

26488310, 00§§ wn procedures. some, the preparation 1§ descr
4761 340. 0014168:’316&%5.0. 00132. 124712360. 0037.62179370. 0017. 65035380. 007>
100. 0> 1408439> 10<101400. 005> 10. 0> 1851410 00212. 26102' 420. 033> 10. 0>

19607450 00750 03 et BT e N rade s igemediate of formul

134048016199 Vi) 3dweoin w6lf. aguitaple leaving group such as, for example, a halogen, with an

0045 96,05 ST 2E0 00SEPRAIRII0R A St gty S A dacHEr BRdipl, )1 934555
6711580. 00345UaydiRg ] gmﬂ%%g%g%%d“ 863’1%“%“1‘*5%“2%’1‘6"‘68?55@&“@2695&5620 003
51. 61911063 C:xanpkd trixiled sibi Dartilsdisq o889 3640in g flcABu SN ARAbinGrmediate@F. 9>

1547700, qoa e ITHUOTGE ARt Wi chunapsiontrrsrbenvih 1ty oar7

50. 378375810 7BOIe) A%LOT e At digx sy heplikeq B th Presence of @ pots. welr 86 f945348085.
5> 85.5> 1 mg&ﬁa 5225 6m RErbbirko 368 ddde, N MLAiRERpy hﬁ&qﬂrﬁ%ﬁ@@ﬁﬂél No. ( (
) 812. 68> 99. 1> 37821. 4999. 667830. 47359. b126 Co. | CSp OSI Nolg

) 840. 00154. 145129850. 41353. 7130 A Com~5|*t\| o) npl es The foll

formul ati ons ex I i fys typical phar mac GOTPOS Ly OI’ISN_SJ<I t bI/ f‘or
system c adna,m(stratuoh..@m T j ects iyn cordance with the
pr esent |nvent| 5 'HACH i ngr edi entN_.(A L) as uged thrpu{hout t hese
exanples relates te'a conmpound of forrmula ) or a pharmaceut mtally
acceptabl e addition salt thereof. Exarrpl e l~1: filmcoategytablets
Preparation. of Yabl et. é\BIIDe 10 A mixt uf'8 of 100 g of the AL, 570 g

| act ose and eoorgexstf‘iﬁggb crc A%y %‘h@'ﬁema eé?é%%edze'?“é?a%'lﬁ'edd’%éh a

sol ution of s SOdi VI'A yrro one in
about 200 mofcffmmd@évn)mbmcacpdwd&ramhmcqbamfmiﬁe@’l) @nd dgnathe si eved

ﬁggl n. btend&aﬁﬁ Ménﬁa;&eéﬂoﬁngQnﬂa(ilmrnwmahédﬂelra&téaablk}gérpﬁﬁlne'a@naaglv@t

ydr ogenat e 0 e whol e wa and conpressed into
tablets, 15 Yi'¢ 3W6a?%ﬁ6b§“?£ﬁﬁﬁ?%a“%ﬁ?ﬁ°@8ﬁﬁﬁﬁgpﬁ§a§8 my of the active
ingredient. Coating To a solution of 10 g met kYl ulose kh 7 nl  of
denat urated et hanolw't here was added a sol ﬁon eth el rdse in
150 m of dichl t hane. Then there added m ofN chI nmet hane
and 2.5 m 1y2Q- prepanet¥iHol —i¥g po»yethy%eﬁeieo cojN was nol ten
and di ssol ved i ml of dlchloroneth The | &f4er sol n was added to
the former and thenwthere were added 2.5 g“bf magnesi um oct ad®'canoate, 5 ¢

of pol yvinyl pytrolidone and 30 nml of concentrated col or su%enm on and the
whol e was hormge(HH)c ed. Th&Ptablet cores®kre coated with the thus obtained

mxture in a P g&l%rnl tergxggira?cs ¢ those mtermed9 gtes of5 fG rmula (II) 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



-33 Claims 1. The use of a conpound of formula R3 - ~ (RA)n NY NN R ~R2
pC ~" /"~ 1(' 99102044 2 2 JU 2002 a iv-oxide, a pharnaceuticall accept abl e
addi ti on Wi 99/59p56a stereochenmically isomeric 5 formt hereofPCT/(/ﬁé 24 i s
CH CR4 or N nis O 1, 2, 3or 4 R1 and R2 are each i ndependéniil

sel ected from hydrogen, hydroxy, o 1 t2alkyl, Ci_I2alkyl oxy,

Cl | 2al kyl carbonyl , C _t2al kyl oxycar bonyl_, aryl , am no, nono- or 10

di (¢t _| 2al kyl )amm, mono- or di (Cl_~2al kl>7r)am' nocar bonyl wherein each of
the aforementioned C,.~Zal kyl groups may optionally and each individually
be subst i t upesnindaarbonykphenyt, wnd B attheruieant 25 (4eldios yphiemdlethyhimincs eloecined

f rom hydr Oxy,anxggon;ka' Sw! wedas%ﬁﬂé%mw%gamm.xw -X-R® or -X-Alk-

C, _bal kyl oxygar , .ammno, 1rnino ocarb a‘%’ﬁ
am nocar boné afheTen W&R &aciwnéenenéambwy indeny) indoky| orthgnylseaghof ssig R1 and
R2 taken t ogriah @l indBly] brophigh Pythéyobd dib@tfdutedmlﬂeumdmmd foutror fike bubsiitukn@ezi do or

rCT:Il)ng:aI Ky car%ﬂh@eé&{n}lgg} IP(&Q? fr%%l @A gséﬂﬁyog onylﬂ%&y’ gé%@kyl'
substit ut ed C@ﬁbpwl@—l kv YGR-SP@aylbfﬂWD’l CHHY: Q’@Oeﬁéﬁom Fﬂfh@ﬁ@ﬁ@bﬂt ly is
hydroxy, halo, C~_6al kyl, Ct_6al kyl oxy, cyano anm nocar bonyl, vitro) am no,

trihal oneth I Jein RS and
R6 each |nd)edoe gélcgslé}qgl?ljgﬁ% Q?aag‘é)éoyﬁcrl?ég y or Eesnrfllﬁsl eaccﬁg of YMS&gI d i ndanyl,
i ndol yl _or Fmﬁﬁgnt@fé"sihlsgtswml@dpmw iHHE, Orta\ﬁoconﬁawétson four or five

substi tt!l@nts 25 each independently selected fromhalo, Cl1_6al kyl,

C~_6al ky! oxyrhelamp&ms offorfil (YY) aapk Bﬁéh in @eh@fbhdﬁ}sb@w&@ﬁm éoessfeg
cyano, VI tr and

-NR3- ﬁ_syml %ggagulctfulregc())tr ster 1&%5)1ch Iorm%?n_ea)rgcu ara:p)?}? df émmfl enyl or
phenyl s ubs raderfienhimutel oberantibmers viHicleean Hecaparated frowreoneahsthet folliotvingeach 30
i ndependent | A vitro
and ttifl uora%)&n%‘? h@ﬁg&%‘wg"&‘%g‘%& EE%_HQ% Jfb’b"gﬂﬁ"‘s%fm“%é) 51%%99 is an
al i phat ilé orcoByesisainte th?éioéfﬁw&ﬁgcd@%\?%?m salfiferms| hygmaatioa wikrasugeblel i c
radi cal is shirgickrd s‘aidnamwebmbm@lsmﬂompmﬁeﬁtbséqmtly sEanaed, Fﬂ@fdxdjn LeJ by

pi per axi nyl e tetr dro t et hi mhereln
each of sai 3elgntf‘%h5tffa8 %WS 3 an? mcrs é’ﬁ#g‘f&hﬁ @f i tuted
Wi th an oxo ajebugn dwthagaé maam:rmétsmar&lﬂxéhmmy@hmc foa ohthe icompeursist ed

f;?pdgﬁrrol wfforiﬂaw@yimom BEMY dth}Ha'tdEréBhBr)usﬂgra chithidkharyRPpaazisayd and

| wher ei n each Said aronmatic rocyciic radl cal rn
opt i onaIZBy wéf%%ﬁs?qhm%ymwmja%way plse g?ﬁ r%‘i?f’h@? GP’E"'S@P“‘% &éﬂl’iem ne
for the treatamsehemnicaBylzpmetis fatsiof thenappfapoimetstavtingOnateridlsipravided that the
Lmmunodef i C'r@i&ﬁxt&éu‘ﬂé%zeﬁﬁgjp% Jﬁcg’ﬁy %gfe}-&?%ﬁ%esp?&ﬁ@s@ﬁ Qxdlsi‘sés:{%'daéa”@d in

claim| where subst tuted Wi th
one, two, tH’PE@OU‘?%\’!H]QFrSYf‘PhS‘é‘Z%‘bB‘é§‘F’E%éﬁ?€§‘°é’é‘?§h°qsr?ééff@ﬁﬂéﬁ‘t‘IV@él ected from

hal o, Cl_-~aldthodsGlillGdlnrigesiisly empry, enéhtidhadricylly pure starting materials.
25

| The compounds of formulia (I), (I’) and the intermediates of formula (1I) 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
aresult, an infected patient has an everdecreasing number of T-4 cells, which moreover
behave abnormaily. 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



carbonyl, vitro and trifluoronethyl. 3. The use of a conpound as clainmed ~n '
claiml1l ar 2 wherein nis 1 and R4 is cyano substituted in ‘g%@ @gg%}ﬁ“ion
relati ve WO #9%@23R3 noiety. 4. The use of a conpound as cla & any one
of clains | to 3 wherein L contains 20 phenyl substituted wi# Jdlllthree,
four or five substituents each independently selected from hal o, hydroxy,
Cr. 6al kyl, C~_6al kyl oxy, C _6al kyl oxycart&onyl cyano) am no,
trifluoromethyl, vitro) C _bal kyl carbon and fornmyl. 5. The use of a
conpound as cl ainmed m any one of clains to 4 erein R, and R2 25 are
each i ndepefudigr hys algg Wé&%ﬁ%%&lﬂ?%ﬁ%‘ﬁm BeUrPPRY BIREresRiye seneralized pound

of formul a RmphaienopathyRBRGLY dnd AHEDS Rla®d@Bomplee(ART).30 the vanables R-, Rz,
R3 and L are as defined in fornluia (1) mclaiml;, and A is CH or N, R4~

i's cyano, or,am nocarbon tree row S | 1C PS 2044
St 2" %1 B Besaansomgpads afic sbonaEiv A IV suaies W nareated L s

- X- RS wh&r eiresistarice td\hit-knowirfion-aucleasjdere péreeyranscniptdsei mlnibmbtensm;y albnehad&IR~Rz
is other th IWW | ~CH3, NHCzHs or

NH( 4- cyano-p enyl 5 %—Q MQM& ! %@ﬁ%}gu& i|}lcal | y acceptabl e addition

salt or a stereochenvcally isoneric form thereof. 7. A conpound as cl ai ned
in claim6 Vpsrteitheinantisetroxirpiprapesties, Rarieulagy gheirranti-HV praperiies, cspestaily ut ed

Wi th one) tWeir Adi-HEV- Mww rthe‘ édﬂp&ﬁh%fﬁoﬁﬂﬂfa%l)%@") érrwlstews\mdhumaﬁl ect ed

fromhahﬁ C%GQI%XA &Bﬁ‘g l\écazlgy eﬁiﬁ’é“ ‘F&’Fr# 5 nitro and

trif7uorBneti§T R age GS3t ag &6 e“7’“’ LISeMENGher ei n
R4~ i s am ndommdwhergbf, arerusefphincthe ndatinensof2in8ividuals Gafpetnd by HilUrand idtrethoxy,

2,3,5 6-tet gﬂ n&@?@%ﬁoﬂﬂ%& R%QQK%m&gﬁl 161)1@ chnBS\m&r ?hh%ﬂﬁ&%ﬁymvennon

2,4,6-tribr
2. 4. 6-tri chumbqueﬂ&xrythezreatn@nt ol wmvbbﬂsmmws infeofedwithivirases whose

hyl - phenaxsende fk‘xﬂécﬁﬁlk@bf’ -0p dépefird% i} dSiETthérrz?xhé REYse transcnptase
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i
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i br ono-idventibhydsperialyoopditidnBasdoc e d math4HIV andrashepipethogenic rctrovxruses

i chl or gnghenANYs, @mﬁsfa ORI DEROX broghestivEaBRlika 4- ni L r0- phenoxy)
di et hyl - phenoxy,’

cetyl -4, dyawhq\d&awfﬂah@wyes welbas %0'34" CENS ?ﬁaﬁeﬁ&a%ﬁ@v FSFRYIRETfoiFh
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a-chl oro-2, 3 AR ARPRRIN A RLPERE ol APH XL RO
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15 9. A conmpound as clained in any one of clains 6 to 8 wherein R~ is
cyano, L is -X-RS and RS is other than 4-cyanophenyl or 4-i 10. A
conmpound w® wI582%ed in any one of clains 6 to 9 wherein L c‘g(gffg‘tb%@%ﬁenyl
20 substituted with two, three, four or five substituents eag@h/UL 2002

i ndependently sel ected from hal o, hydroxy, C 1 6al kyl, Ct_6al kyl oxy, C

t _6al kyl oxycar bonyl, cyano, amno, trifl léOI’OfTEt hyl, nitro,

Cl_6al kyl car bonyl and formyl. 11. A corrpound as claimed in any one of
claims 6 to 10 wherein L is -X-RS wherein X

-0 and R5 icBPI9YAAMNAR 2s; foge¥ 3Pl srwaiﬁreawolse@fﬁqﬂa?h%w %ngld}‘e cdtel vl
phenyl may logaldi bﬁitprépﬁm:mmﬁdh ds\80spehiionse syrups) eligirs frdselnichstor selht s each

d dent | d 0]
501 Ky o BRRN SR s R SR8, Ty Ploliants iR, ik ooty AET 01
trif7uor orretthglllike inthe oasa:gﬁmmlms aEIIScMmSWE@l and t@ﬁﬁ}s an@cause of théirgassin 0 11
wherein & mﬁ[;&traﬁﬂn thBlefs 4@ Rap sEleh?c rQenPﬂhe‘nM"t a@JﬁﬁtaEﬁ%u@Brﬁﬁo&a@e pheny!

substltuted two or three substituents, each en eg) {Ee ected from
hal o, C~_ balfREms, incuhigh casg selid Bhaspeceutigal papriers, pre 0 V’(S‘P ¥ FRREYE4-3T0r A conpound
as cl ai med ipareptegd @b podigom| thelchiee il asuadlyicomprise sterile water, at least in large

V0 591 50250 S RS bR VLRSI b e 5o id A,y ATRLRENZON L1 1 €

4-[ [ 4- ani no-lajeftable spiutions, &oresamplepmey pe pjeppted inwhichahe gurrier comprises saline
zi n- 2yhpam BRikibe, ’E%‘sé Edlhfon or a mixture of saline and glucosc solutlon Injectable

[ |4| 2m no SUSnglSIOHS Iga)t’ iri]ISO é Q%apgreg nt}lw}'chcg&] appropnate hqu1<f camcrs sulp%nmmg(g)] benzo

"
[ 4- (hydr eaggmsamdthe GikE @2y be@niployed! Hldouineiundtd amisoldd fotm$répatationas whicR- yl | am
] benzoni t
[
"
[

N-or

s 4-am no-%-{"??de?wqe o I%eﬁi fhoﬁte%b?f)ore o toflquqsform preiaarang I]'Pam no) benzo

ile: compositions suxtablc for pcrcutancous admlmstranon the carrier opnonally comprises

4- anno-Hpenéifatfon@Gnh M 0ipR AN Jr Al stitable Sichimipagan| sptidmilily esrhbigddoeimz oni tr
4- (hydr e Additives of sny ngiure ip minot EBRAIOPS, high.ddtives do petinteduce v 5,

(
] benzoni ta sigréfican@deleterious effect on the skin.
[ 4-am no-6-(2, 4, 6-trinmet hyl phenoxy) -1, 3, 5-tnazi n-2-yl ] am no] benzonitrile

4-[[4- (hydg %éﬁé&m)aa%r(nge%u?totfsmastaxwmmﬁho&e@pM5aeaaeam 2-yl]

am no] benzonitri
4- [ [ 4- arPno-BmResitigugiincosegesni-foan 9 g3sreef,adminisiefiomand ugiformisyqfidosasst | ani no

] benzoni tri | Bosagdunit form as used herein refers to physically discrete units suitable as unitary

a-[14-[(2, 4- QASE&QS agh uzerFtcL hen rec}qu%x]lcch\gﬂ{% Z)ﬁékﬁ@ 1ng)ed1%nt3ca§:u aliécfaz' n-2-
hena
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(1:1); 4-[ [ Bﬁz@ﬁp&ésé’f sacttl HEREO WP FRARaYe table@NirtQrdingSscoredlor cautdd- 2- Y|

LaE“[ O 3302 Wablels) e s RomtdsrBREstS v afes, inipcldhle,sIuAns oF RURSISITAZNA 11 |

the like, and segregated multiples thereof.
[ [4-ami no- 6- (4-nitro-2, 6-di net hyl phenoxy) -1, 3, 5-t naz~n- 2-yl ] am no] benzoni
ile

e; 4- [ﬁ&%ﬁguﬁ 3 B Gl BPrfy TR Y POSIY 82 ¥0hsicke chd el a@dyn-2-y 1

b
ZOLme Réogm?um froRmipE 1ot EseitnRiesepresherioxp)seneral it isqonemplated et alini no] benzo
i I2e 3|o]4 [ ffecting aﬂ}}&:{l&l&x 4rodidct fesra RN/ Kb 80 ml/Ky Body Rveight, more
a
22 ({5 ackPRFREP A8, Ffne 10 me/ke ppdy weight K 52y PS SRR no-1. 3,5t

[
r
n-
[
n-2-yl] anﬁdml]lmzhgﬂeqmrqdedose as two, three, four or more sub-doses at appropriate
[
0
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m

mhﬁgh‘—"‘*hm

N
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0 beﬁibnlpﬂumado&@kﬁdﬁmnlno 6-([2,4-dichloro-6-(trifluoronmethyl) phen

anm no] -1, 3,5-triazin-2-yl ]amno]benzonitrile;

[ 4- am no- 6 [ met hyl (2, 4, 6-trimet hyl phenyl )am no] -1, 3, 5-triazin-2-yl]am no
nzonitrile; 35

[ ~(4-am no-6-[ (2, 6-di brono-4-net hyi phenyl )am no] -1, 3,5-triazin-2-yl]amno
enzonitrile;
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W) 991 S025G -3 8 PC'1'/En99/02044 2 2 J Ul 2002 4-[[4-am no-6-(

[ 2, 6-di bromp-4-( 1-nethyleth yl )phenyl ]

am no] - 1, 3yob/5028&1 n- 2-yl ] ami no) benzoni trile; a |V-oxi de, aPCI/EP99/02044
pharn~aceutically acceptable addition salt or a stereochem ce?l 76}{ ric
formthereof. 5 14. A conpound as clained in any one of claim o for
use as a nedicine. 1~. A pharnaceuti cal §8rrp03|t|on conprising a
pharmaceutical |y acceptable carrier and "&"therapeutically active anount of
a conpound as clained in claim6 to 13. 10 16. A process for preparing a
phar maceut i c&he exaspdasage and fraguencyi ofdmimistrdtion depends va thecpagtiovjas dohppundat  a

therapeut i cabt fhrghia Qﬁtdsé‘d? ulﬁfcoams&maugs}eaéd Qh@éé%ﬁ'ly'o@ﬂﬁlc%hcmlgn to 13

is intimtely m xed ha naceutlc‘awgy 0gcarrle

process for %f%lewﬁltﬁcg the %mﬁa& epndegearraf physicalFoa 1% the pagicy B‘i“!eﬂb‘& by 15

?) re?ct l{ ng wellianbeenmediahtipnahe fndivithiad nfal Ibe taiifg) aats well kmwahab ithost smnecbf f
ornul a I I n t| o LN I nce o

a sui tablée ba tb a%sizﬁg lt 1?%@:&'11\’3{?%?%%&%&&82@5 iﬂt "?al%:bg%%

NR2 ~ L-- ~~mqrdascd<ieﬁemdmwr+tmxmopsq of therrearedrubiect and/antdepending\un ﬂiles a

sui tabl e | eayyJigaridh @ theihy SIE{an pFcritiag trB‘]:bmpbuﬁ’deof%e ﬁ&ﬁnﬁﬁve@lﬁf)ﬂ mgd in

claim6; 20b k/cﬁxaé%g anlnterH%dlat of n% V-c HN NR3

c- - ~effeciived 'C'!f'ra%fs TRRReH RS INagve "“E ﬂ?fﬁ 0‘1'5‘0 i"tfef i ned in

claimé and is part of Rink Armide resin) using a suitable cI eavage

r eagent, 1a humszbtmi dohibghationpp i alftirétrovial cathpount'aad a compomdmf%i:ﬁ%ﬁor
PCT/ ~P99/ 020

formula (1) n'd anggg?gr% ti]Frc]ogf l?/\nlrse&jgss% {?(rglgl&ﬁ%? rpr\efllﬁgft ﬁeq%ﬂs[cnoxﬁg& 8%8{50
further, if ct'é@;csr ® produnt eentainingt(aea cqmmudeé fagmuteod ari(H) e any, subgroup a
t her aDEUt ' CatHeYecﬁCatdd\(S) Dtek QthrBrraGit c@ﬂﬁéﬁddoﬁ’s $8brhbiRdd ﬁﬂéﬁﬁ&t%%r with an

acid, or into, a erapeuti ca actiive non n salt by 5
treat nent wi P‘I’P”A‘aﬂ%’é SCB?IaE?&W%‘i@EV?l)“SEH‘rﬁ’é‘nﬁ%u{:ﬂ@e&caﬂ‘ éjg‘g&r?'?tcgﬁlgéal t form
i nt o theld r eemagdreompiretidah sinple piépanativinkagether svithquiameaceutiglly becepable

addi tion sal {10 mof‘: lea%n?e%loq]rglyco%ﬂ(?%ﬂ'ﬁMéw!oﬂbﬁcén%ﬁetﬁﬂg?l c'ohgg\%gi red

preparing stereochém ca
conbi nati on é‘FChaanb‘ﬁi?@ﬂﬁ%IfedesF Henerigtass hipitogre ¢ Bnadoyustine (@j-#aido-And anot her
antiretrovir deooeigamiding, AZY), Hdandéife C@ﬁé@k?&idsmﬁ adn), ezamamwnd of formul a

(1) as defi I&%Qec'ux@cyuaa ine, dgC?oxdla%rxlxputdbneerG td E%L dpd\éo&)acyn&%n% and the like;

20  non-nucleoside reverse transciptase inhibitors such as suramine, foscarnet-sodium
(trisodium phosphono formate), nevirapine (11-cyclopropyl-5,11-dihydro-4-methyl-6H-
dipyrido(3,2-b : 2°,3’-e][1,4]1diazepin-6-one), sustiva (efavirenz), tacrine (tetrahydro-
aminoacridine) and the like; compounds of the TIBO (tetrahydro-imidazo[4,5,1-
jk1[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 o-APA (a-anilino phenyl acetamide) type e.g. &-[(2-
nitro-phenyl)amino]-2,6-dichlorobenzene-acetamide and the like; TAT-inhibitors, e.g.
RO-5-3335 and the like; protease inhibitors €.g. indinavir, nitanovir, saquinovir and the
like; NMDA receptor inhibitors e.g. pentamidine; 0-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
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vent was evaporatcd and the residue was dissolved in ethyl acetate. The organic
phase was washed with a saturated NaHCOQOs solution and with brine, dried with
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B. Preparation of the compounds of formula (I")

Example B.1

a) A mixuure of intermediate (8) (0.00137 mol) and NH3 in 1,4-dioxane (0.5 M,
0.00548 mol) was heated in a pressure vessel at 100 °C for 6 days. The solvent was
evaporated and the residue was dissolved 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/CH30H 100/0, 99/1
and 98/2). The desired fractions were collected and the solvent was evaporated. The
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 alternative 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 NHj3 in 1,4-dioxane (0.5 M;

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).

¢) Intermediate (21) (0.00150 mol) and 0.5 M NH3 in 1,4-dioxane (0.015 mol) were
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 msoluble material was filtered off and
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benzonitrile (compound 4).
/

20 Example B.3
Tetrahydrofuran (10 mi) 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 ml) was added. The
reaction mixture was stirred for 16 hours. Then, the solvent was evaporated and NHj in

25  1,4-dioxane (50 ml) was added. The resulting reaction mixture was stirred for 16 hours.
The solvent was evaporated; and, the resulting residue was treated with HO/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,COs3 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-yl]amino]benzonitrile (compound 2).

Example B.4
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CHZC}Z, N,N-dlmcthylformamide, CH3OH and CH,Cl; (3 x). The sample was cleaved
twice with 10 % trifluoroacetic acid in CH;Cl; (5 ml, then 3 ml). The solvent was
evaporated under N,. Purification by reverse phase HPLC yielded 0.0055 g of 4-([4-
10  amino-6-(4-bromo-2-chloro-6-methylphenoxy)-1,3,5-triazin-2-ylJaminolbenzonitrile
(compound 33).

Example B.5
To a flask under Ar were added the resin bound intermediate (1) as prepared in example
A3 (0.00015 mol), CsCO; (0.975 g), 4-chloro-2,6-dimethyl-phenol (0.0038 mol),

15 dimethylsulfoxide (2 ml) and 1 ml of a solution of silver triflate (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;0H (1
X), and CH,Cl; (3 x). The sample was then cleaved with 10 % trifluoroacetic acid in

20  CHCl; (3 ml), yielding 0.0043 g of 4-[[4-amino-6-(4-chloro-2,6-dimethylphenoxy)-
1,3,5-tnazin-2-yllamino}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-ylJamino]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 m!). Sequentially, 4-amino-benzonitrile (0.0066 mol) and
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15  for 48 hours while the sample was slightly vortexed. The sample was cooled, and NH;
in isopropanol was added. The reaction was heated at 100°C in a sealed tube for 48
hours. The reaction was cooled, and water (3ml) was added to dissolve Cs,COs, and the
sample was filtered and purified by HPLC, yielding 4-[[4-[(5-acety]-2,3-dihydro-7-
methyl-1H-inden-4-yl)oxy]-6-amino-1,3,5-triazin-2-yljJamino}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 H\
N='<
R x—<\ /N
L
Rd RC T___Rl
25 H
Comp| Ex. X R! R? R°| R° RY| R® |melting point;
No. | No. salt form
Bla |-O- H Ci H |H H |C 278-279°C
B3 {-O- H CH; H |H CH; | H 193-194°C
3 B3 [-O- H CH; H H H | CH; | 235-236°C




- g(F(10% ()-! (F(10%& () -

XVOM@ ! ( F( 10%&' () -

| (F( 10%&

() -

| (F(10% () -

| (F(10% () -

P(F(1

0% ()1 ( ]
() - #7A<OM@WO PFFOROOE’ () - ! (F(10%& ()-! (F(10%& ()-! (F(10%& () - PCT/EP99/020

/YAOM@ ! ! ; C
(F(lO%}&() | (F(109%& () - &

S 109&

(F(10% () -1 (F(10% () -/ 15: 2Acxvan@} (¥ Mo () -1

(F(lO%&() | (F(10%& () - '(F(lO%&() & (F(H0%& () -! (F(109%& ()- CHI JIMXA4MA ! (F
(! (F(109%& () - '(F(lO%&()

g( F(10%& ()

GCUIIA J1

- I fEiod ORK:

® ()-!(

F(109%& () - !|Com OCE&() 'KF(lo"/&()-h'Rb“y O-1(H
109%: () - ! ( H(ROYENG. - © Loyl AMay! | i BRI L F( 100
e g T | el a0
' (F(10%: ()-S5 Clg(Blzocy : ():xvé Vi FFlO%&L {I) 1R 10%%;(10 T(F( 109
gk R O 1 b e ot
ol H

ot i0neLod () S1dbeL" ga | PraoveL e Ol pafagpel g (-
ot 10061 5 |1h |t ég%?)ﬁ J«g*u(')g& £ ol atvgugays]
p{100@L 9&)() - EO%UNEGE ( - | B 10%1" 9 ;)I:253,-,254,°C _
p{ 10%L" 9& (8 ;JFH_ 0 9 { g8l () -} é Yol &, )
s [l e

v NER oy [ " ! & Ot
p{ 10%gL" g&|() - ; él?byp{lo .9  orheveLl 08" ()ows
p{ 10%gL:g&: (Dor _ qgwéo (Nﬁ‘ g{g 15 -1p 1(()t)3 gﬁpé&e g_ oﬂéﬁ\ﬁgfg; .
p{ 10%L" g& (l)l-zgé oo g&( ! ] 0ot gt )- m&@@"g& 0O-;
St il WA ol Lo Ew of 10wt o1 )74
D110 0 (b ok L0031 ool bl DI 98|

) K 1- 100 - ; . -

p{ 10%L" & (34'23 oo SiE ’ Bt L0VE" GECTS | JC 08 () -
Cs bEyG %sooom 8100 p{ Erm{li’ﬁ@f@ﬁ;()rﬁs 190°G
cs bEycG ; g1 lgo e Pt | 006L" gﬁ( o POV g& () -
Pl 1091 2 In{ 0% 0¢ ¢ Y oobh herb s o
p{10%L" g& () - pﬂlltmg&'( B{ LO%H" giE () -, 2831000 9&! () - ;
Eglgé%ogfeé% : 9& (g ¢g bEy; 0({, 1@(’/@“ -2se
p( 10%L" g& <lgg-zg§10“ gié i? /%?bgbﬂ'g&ﬁk) 263394°C
SETIR (AR ol {0t @l g8l 1) - {1cxfyg4_5':g1&'°(:)-; |
108 2oLl g (5 egd O cs
p{ 10%gL" g& ,(2)1‘; P ‘ ?5? 2 {10/59L"g£,3%'
bF)llo%iO;/%L(ﬁ& llaoo ~ | 5 109 gkeY) - Zz;{&lmgc g& ()
p{ 109 B NS T OF % o
p{ 10%L" g&'| (2B- 49596 LNH;%_. G %@Bi #‘é‘:g 10 %L@%@%&' 0
g{]}gtimo% '('iléls%p{é&/ '09/406' | GHs H; | 236-237 a0 (

0 1 - " B - . a9%&
LT #10% kg 20) -7 N2 Lf #“ '"g%?( lﬂg&m?zvﬁgﬁg" 10" 10
?" 2" 10966 &| (6 9 BZ}0 - ‘§$g#18[%J{\§ Op-'L §9 h0%& ()
L710% & () g&%ﬁég I%{() G g  100RA26°C) -
| [:L?2Lf 10 {31  gpce. ;
LL10YSE#s& |(28- |LAS i‘ ()
TS L U 400 sl
‘Y&gﬂ/‘é%#gz)%- lag@Q0% " §'H & -f&'&()'
1094 #L& () 31 "|1994.!|L( ) - MOX ’y 1(()
7" 1097478 (-)36”@@%1%%” 14 @
I i ok 10
L, st 1094 /1{840)| pac{ LEMBLI49 p1, (oW
1094 #L& ()-pL P

109 #L& () - pl, 10% #L& ()-pl, 10%#L& () Ypl, 10%#L& ()

1, 100#L& ()-Q

#L& () - Dpl,
6 X(_Dp6) pl, 10%#L& ()-pl, 10%#L& ()-pl, 10%
>1(§)%th|_3&' E’§ I-v?f,{ 10% #L& () - dDM@Y



X(_Dp6) pl, 10%#L& ()-pl, 10%#L& ()-pl, 10%#L& ()-pl, 10%#L& ()-pl,

109 #L& ()-pl, 109%#L& ()- 7DME X(

_G X(_Dp6) pl, 10%#L& ()-pl,

10% #L& ()wpho/saBea#L& ()-pl, 10%#L& ()-dDMAX X(_& X( p1 PCIBR99(0204¢) - p1,
109 #L& ()-pl, 109%#L& ()-pl, 10%H#L& ()-pl,

L g
10%.#L& ()- DM@y X X(_pl, 10%.#L& pl, 10%#L& () pl 1001%& p
10% #L& 8 pl, 10%§¢Lg()- 1, 10%#L& (); \<D|(\/@[Z;{p6;(( Ggl 10%#55}1() pl,
10%.#L& ()-p 1 1094 #L& () - pl 1008 #L& (Y X Ma{ o1,
10%_#L&'()-, —3 L& ()-p L& () -pl 1040L#L& )-pl,
10%.#L& () - CcS'xﬁb_REB{ X( 3GL ‘H1GY" W R8&01 Q96" ) RFB’T&& bl () -pl,
dosse (01 7% e ) I DR U L [ el
#mL0% & () - : 54-094-&—) sehkn -
10% & () -1\ 1 35.0¢/&?&'E -OH < 1p8 :&'( CHy< 1 /Hd"((@:olcmlm C&H)-lglqtyvc ?,{
X(_Gl\ < 10% H% & %}{1\<%%%&() <c11?% N i{)/é&() 1\ <
% & ()- 5 ' 109% % 1\ < <
iggﬁ i- 8 ilq E10?5{ 1(>)< Hé1€)< €Bag & ()H1\ )<Brl0% Qi< i{)% & ()t1\<
1 - ry 1 0 1 i <
Tow & ()-1\ ) IS b e (b e B va R 1a K10 & ()11 <
igoﬁ&-Egil\ O < 135%&'((;(?8%%%(9_1 JHONR ()-1dH, 8\ <
109 & () - 1\ ' ()-Or\ < 1p®B & ()Bi\ < 1\ M8 (Bp 12; (f%r&'oq% :&;8{ >1<§ :/i@. 9
p(8G X(d@r é{.@-()-l 10% E )-1 { -1\ K
‘() - (-1 < z )-1\<
iggﬁ g‘ 8 i{j ' (1Cr \<<1%§§A&&( b 7D8Ch{C]Xﬁ X( 9.CI\ <ﬁ 10% & ()} 1\ <
10% & ()-1\§ ' ()-ob\ < 1pes & ()elt X<{ MedGg 109 )l ¢ 10% & ()-1\<
' |+, h <
10% & () - 1% _b—l<\<y§lg/é& )-1\< (/(;gf‘f) i q:/é&€)<1 4> D$\
10% & () - 1\ “Ig X .9l {'< 1098 1\ <
109 & 8 149 ( :-Ol(c);f{% & B 10;4:& ()-1\E 1oes &1((1% <:1100c4&&(§) 1\1\<<
109 & () - 1\ ol < 1pY & () oEpHTW < :
10%&8 1G Ol 109 g()_l\é\fé()%fﬁg-é lien I<(31_o;/@<\<<

- A & S 1 G -
iggﬁg 8?3 }%t: ﬂ%&-E Bi\< 1 ;ﬂs EGI—EII.-(C)S({) c}ﬁ(@fls t\iog/éoogf‘ ()1{i\<
1098 & ()-1_ \ £5L0% & g)-l\ (19)&% 5 e 1\ 9 -

- "()- ? 9 S AR G X(d@v|9 \<
18%8-3\ E Qlt\tA{X<\<H1(%‘?AZT10% 'Ghiz (1B < 1] 138 :\G{< 1098 &} () - 1\ <
109 & () - 1\ ' E 211Q< ig%ﬁi E Bi\ < )1((% gaxilgil\lﬂx \Br 1§%O\<\<< Loba <
109 & () - 1\ ' < (e 19, -

- (Y- & () ~1I¥< 100 1\ X -1\ <
R LT L Yy PO S PR STl s P X(da(. 0 \<
1098 & ()-1_ S-109% Biy() - 1) g 10% & ) -[1ec 10 ( -1;\10%& )-1\<
1098 & () - 1\ -'s-l{[;?f}f 10%C}< 100P§L( 151\< H()- <
10% & ()-1g

-S- H Cl H [C H
-S- H F H |F H
-S- H CH; H |CH; CH;
-S- H CH; H |CH; H
-O- H CH; H |1 CH,
-NH- H CH, H |CH; CH3
-O- H CH; H |CH, H
-NH- H Cl H |Br CH;
-NH- H C,Hs H |Br C,H;s
-NH- H Cl H |CH, CH,
-NH- H Cl H |F H
-NH- H F F |F F
-NH- H OCH: |H |OCH, OCH,

109 #L&' (




X(d@.9 \< 10% & ()-1 "$) _2<\< 1098\< 109 & ()-1\< 10% & ()- 1\ <

109 & ()-1\< 109 & ()-1\< 109 & ()-1\< 109% & ()-1)347; @[; ?

109 & () - MOD9I09868 () -1\ < 10% & ()- 1G] X(d@. 9

108\< 10 & ()-1\< 108 & ()-1\< 108 & ()-1\< 10% & ()-1\< 10
108 & ()-1U "cin{[;?2<\< 10%B\< 10 & ()-1\< 109 & ()-1\< 109%

E@ﬁk%\ﬂid <
e

9'\< 10% & () -

X(d@.9 \< 10% & ()-1nptvy{ ?<\< 10%\<.499% & ()-1\< 109% & ()- 1\ <
10% & ()-1\< 109% & ()-1\< 10% & ()-1\ < 10%&() 1{[; ?7<\ < 10%\ <

10% & () - 1\ 1o & (=1 <"1p¥ < 109N& <3698 \ <
109 & () -1\ coms/aEX-( -1\ 109 (?-l\k 100RE |() Ri\ < 360 g()mﬂ\mﬁpomt;
1098 & () - 1{| ;g\ <Na0%8\ < 109 & () 1\ < 109 &'()-1\< 1098(& () {1Ghe RSf@. 9 \ <
10%&'()-1_/g\< lu‘m?TU%w_tf- - 10% ﬁ)_ T &b-n< lOUéJ )-1\<
109 & () - 1\ k69 0daBd<( - 2tk 10p88H2 100 '() Hy < | o) &Hy { AL

iggﬁ 281\(; 7o<(cu@1b9 Am.ioim)ag E1c1>\<\< < X ; 1;/? &gg ax\l 3%116361&4‘(0 1\ <
10% & ()- 1\ k 710 ﬂ‘%b NS 1@3%&( %&3{ xu?@ o 10% &?1 158:160°G {og | <
109 & () - 1\ /710%13@( -NN< 10%# & ()Bt\ < 1008¢& {(Br 1\2 Ho%mz ()-mvasﬂtm & ()-1
o+ 26{[; ?<\ £73098 \ < 1Q0H ;%- H< 1§ & ()-111\ 1(1)J ) “2‘3@252"& f
109 &' () - 168; =2AD 2<\< 109\ < 104 & ()-1\K 1 éﬁ‘l ) A\ 4 10%(& () -T) <

109 & ()- 1\ k740968 (\-NH< 1(msvang iDNCRLYI{I x 1j0d \|Br10de382CP3K «

iggﬁ g 8.3 ¥ 18%& 816{< >1<( pligghyi9 \<\ ioi/éofc OF 1N ahceg%’kl\ (<) 10% \ <

10% &'()-1hf§\%{f LAY DL o A E‘}()-l\ 10%’%‘2‘"635T v Bobs éﬁ')i-l?%‘i
X(d@. 9 \< 10% & ()-1_72<\< 16banvic| 109 & () - 1\ 1098 & ()|- 1\ <|10% & () {1\ <
Too e ()11 [TA0gE et SO & (1o O TP < DRGS0 (Hmasre ||
109% & () - 1\ <kl7 O%Béb(): < 10 373% (]2 < 103&;3*&' ES)’LT@M Hooptg ()-l%ﬁlé%‘?é%::
o412 on b ins o (P« foms (1B o8 Yoot 01 Fa
10%&'()-1{[‘;7(?’ ) %&2 1098 & ()] %\Qﬁé 100@( ‘@ﬁ& %1?3 1§ X(d@+.9 \ <
10% & ()-1_%80 1%/6\@10%&11) 1INE 109 & F) - 1\ QH10pF & |} - 1\[< 10% & () -1\ <
1098 & () -1\ 8109 38() =A{[; ?9\x 10‘/<NH7 10% - Qi< 1O &1( ) -{1\ <

212 ()1l T,i; ESLE RSN G T TN
10%\ < 1098 \< 100 & ()-1\< 10% & ()-1G X(d@.9 \<

109% & ()-1J ' 72<\< 109%\< 109 & ()-1\< 109 & ()-1\< 109% & ()-1\<

109 & ()-1\< 10% & ()-1\< 109% & () - 1ZHeh
109% & ()-1\< 10% & ()-1G X(d@.9 \< 19
109 & ()-1\< 1098 & ()-1\< 1098 & () -HFX 1054
10% & () - 1{[; ?<\< 10%\ < 10% & ()}A\ < 4

2<\< 1098\ < 10% & ()- 1\ <
SRz~ ?2<\< 10%\<

£ ()-1\< 10% & ()-1\<
W& ()-1\< 10% & ()-1GF X(d@.9 \<

109 & ()-v1 109 & ()-vl

108 & ()-1_?2<\< 10%\< 109 & ()-1\<N & ()-1\< 10% & ()-1\< 1098 & ()-1\<
0%&() 1\ < 10% & ()-1{[; ?2<\< 10%\< 'P%*&() 1\ < 10% & ()-1\<

1098 & ()-1G X(d@.9 \< 109 & ()-1_?<\<;10%\< 10% & ()-1\< 10% & ()-1\<
109 & () - 1\ 20988~ 1\ < 1004-& (3~ 1\< 1004-& () - 1{[; ?<\ < 10%\ <

109 & () - 1\ caaﬁfzs&E((.)rlw 10% & @) -1 X(d@J9 \< 109 & ()-1_?<\< 10%\<
109 & () -1\ 4NbOY BNO)F 1\ < 109 & ()-1\< 109 & ()-1\< 109 & ()-1\<

109 & () - 1{[; '7<\<%8 s I0B& ()-I'< 10 & ()-1\< 10% & ()-1F X(d@.9 \<
109% & ()-1" &89<\< WK 108 & ()-1\< 1094 & ()-1\< 10% & ()-1\<

1098 & ()-1\9 10% & ()r%& ()-1&0147; {[]?<\< 10%\< 10% & ()-1\<
1098 & ()-1\q 10% & ()} X(d@.9 \< 10%&( -1; >ACFHK_?<\< 10%\<

10% & ()-1\<M%)% &bg)-l\g 109 & ()-1\< 109 &f()-1\< 10% & ()-1\<

1098 & () - 1KWZ] a{[ T?<d < B0A)\ < 10% & ()-1\< 109 & ()-1\< 10% & ()- 1G]
X(d@.9 \< 0% & {)- 1HtT h \< 109\ < 10%{&'()-1\< 109 & ()-1\<

109 & ()-1\< 109 &'()-1\< 7o & () -1\ < 109 &|()-1arsvy} |\ <?<\< 10%\<
109 & ()-1\<10% 1\ < 1098 & ()-1G X(d@.|9 \'< 109 & ()-1} _?<\< 10%\<
109 & ()-1\< 10%&() I\N< 10 & ()-1\< 10% & ()-1\< 109 & ()-1\<

1098 & ()-1tgZ9\ < 10% s10% & ()-10! 10! 10!\ < 10% & ()-1) G X(d@.9 \<
1098 & ()-1}]=9\< 10% 10% & ()-v1 10% & ()-v1 1098 & ()-vl # nml0% & () -
#1098 & ()- 10% & ()-_?9\< 10% 10% & ()-vl 10% & ()-vl 10% & ()-v1l

1098 & ()-vl 10% & ()-v1l 10% & ()-v17?29\< 10%F SV]

1098 & ()-v1l 10% & ()-v1dDO\< 10%3 SV 10% & ()-v1l 10% & ()-vl 1098 & ()-vi
1098 & ()-vl 108 & ()-vl 109 & ()-v1l 9%& ;DO\ < 10%E SV] v 10% & ()-vil
1098 & ()-vl 109 & ()-v1l 10% & ()-v1l' *-1379 ?9\< 10%3G 10% & ()-vl

104 & ()-vl 10% & ()-vl 10% & ()-vl 10% & ()-vl 109 & ()-v19<>BCD; ?9\ <
10% S 108 & ()-vl 109 & ()-v1 10% & ()-vl 10% & ()-vIDGINPTV_?9\ <
10%G 10%

A PINAA AT

o)

A& ()-vl 10% & ()-v1 109 & ()-v1 10% & ()-v1 10% & ()-v1
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20\ < 10%6F SV] 10% & ()-vl 10% & ()-vl 109% & ()-vl 10% & () - vl 729\ <
10%GG 10% & ()-v1 10% & ()-v1 104 & ()-v1 10% & ()-v1 10% &

10% & () -wd 95868529\ < 109G SV] 10% & ()-vl 109 & ()-vl 1 '&F9(95°2W
109% & ()-v1&), 0257 2?9\ < 10%3G 10% & ()-vl 10% & ()-v1l 10% & 8);4
109 & ()-vl 10% & ()-v1 10% & ()-v179;>?@?9\< 10% SV] 1 &() vl
109% & ()-v1l 10% & ()-v1 10% & ()- vl@EF/?g 29\ < 10%GG 10% & ()- vl
109 & ()-vl 10% & ()-v1 10% & ()-vl 109 & ()-v1 109% & ()-vISUW]"; 29\ <

1096GG SV] 04 & (Yovi 1004 & (vl 10048 { % vl 109% & ()-v1~adhj og_?9\ <
10%G 10% &Cémp\ EXLQ% & ()-v1 10% & ()-vl 1p% & ()-vl 10% & ()-vi

10% & () - vINbVXYN@I\ < 10%5GE SV] 10% & ()}vl 10% & ()-vl 109% & ()-vl
10% & ()-v %}i_?s ., W& (J-VI TO%& ()-vl 109% & ()-vl 10% & ()-v1
109% & () -v]32098 < 30%G SV] 10PA & ()-vl 10% & ()-vil

109 & ()-v1 109%1& ()-v1 29 >109%G 10% & ()Fvl 109 & ()-vl 109% & ()-vi
1098 & ()-v] 10%|& ()-v1,d0% & ()-v1; 29\ < 10pEE SV] 109 & ()-vi

10% & ()-v} 1008& (- 0fB & ()-v1 79\ < 10pEGG 109% & ()-v1 10% & ()-v1
10% & ()-v] %098 0% & ()-v1 10% & ()-v1; 29\ < 10%G SV

10% & ()-vi 1098|& & ()-v1 10% & ()-v1_?9\< 10%3G 109 & ()-v1
10% & ()-v] 109|& & ()-v1 10% & ()-v1 10% & ()-v1; 29\ < 10%G SV
10% & ()-v] 1098l& ()|ay & ()-v1 10% & ()-v1 29\ < 10%G 10% & ()-v1
10% & ()-v] J,O%&B'l%)m & ()-vl 109 & ()-v1 10% & ()-vl ; 29\ < 10%F
sV 10% &|&-vi Bods &l (ML v 10% & ()-v1 1008 & ()-v1"& 29\ < 10%GG

10% & ()-v1 10%|& ()|- vI{10% & ()-v1 10% & (}-v1 10% & ()-v1

109% & ()-vie)y-143: 2d\ < fho vl 109 & ()-v1 109% & ()-v1
10% & ()-v1369=2BD ?9\ < 10%3G 10% & () vl 109% & ()-v1 10% & ()-v1

1098 & () - v1CI1PHA®aédlopdal bRAMSE() - vIDG KLM 29\ < 10%5G[ SV] 10% & ()-vi
109 & ()-vI 0% & {()-v1 109 & ()-vINPSWA~_29\ < 109G 10% & ()-v1
10%&'()-\/1—{%3;8—&%%-\/1 109 & ()-v1 10% & ()-v1 10% & ()-v1~ bdef; 29\ <

10U4GG SV] Arapil&epyitive ardongngtyd assay podc@durs wagd used¥ogehe jin vitrievpluaiomsf| <
10%5G 1098 &)yt ag&?@ Saf vl (Jaﬂ%ofge(ﬂm\; raddd¥rfed Da-veh MVAME-4) wifith was

1096 & () IPRUPLY S GoAeasgirt e g @opr b 404 ﬁéséfo%@%by() v

109 & 8 vlsﬁ@éﬁt&'le(t))-amd 21N ss1 MDA VSivfectidr() $8r8ikd s thé tak@Etcdll (ipe.vIbhibition
109% & /A vl
10% & 8 vl 1 é}iv(‘%‘ay%dfg@f&&%%i&ég &e%&%&g@%(%wéﬁ%&%ﬂh
10% & () - v1EI¥eang mpck;nfectes cglls yag assosped spagtrephiotomgipical]y. via thegyasigr () - v1
109 & ()0 vlrehﬁ{%ic& df)3-tals- am&w(mazunzwa 8 diphevlite?r sliuh® Yorli ASMUTT). The
1098 & () - v1sdd) %ﬁ%uﬁﬁc Méncl&:@tf%n((tcﬂu#% & al hef\lx{lcd’%g\h% Jo%@@ H0b& () -vl
10% & ()-v1 10% & ()-vl 109 & () 098 Sv1; 79V < 10963 SV
109 & () - v1caropauid(thatydducodahe apjorbance@yahe chkvmfezgvdcomm@npwey&ﬁ% vl
10% & () -V 1Tﬂx@p@r&erﬁ2’prd{écu%9%§ie@d%ﬁhh&gcﬁnﬁolﬂﬂdﬁ\ﬁHworﬁé(étefd)ceﬂéwa?(%lcﬁﬂﬂt@g/m
SV 10%&@1 % 25 ()-v1"10% & ()-v1l " _?9\< 109

109 & ()-v1l 81%8?‘)““\% &() vl 10% & ()-vl 10% & ()-vi

1098 & () - V1" &(* +, (OO OUSBE)s5 10% & ()-v1 10% & ()-vl 10% & ()-v1l
10% & (35 v1, /2795 . T09% & (expredsed @@L ()-v1 10% & ()-v1

10% & ()-v1 109% & HIVV1>ACGH ; 29\ < 10%6E SV]  10% & ()-vil
ig oﬁi 8 ﬁwllag{)%%(é()glrr% %Q%%p%,gzlw&ﬁég@{édm’éa\vﬁmlao%{% %c?):%r%aﬁ%aﬁ?thgg\ .
10966 SV] tefbogmapqund in HiYanigcies cglis: i@%&uws the opidenl density wepssed, {pr theg, <
10%5G 10% &céntrol hinttEABBHIY -1veci2 O WBIK; (QD¥ i\ %&le(dpﬂvﬂl deAsity&néasuned for the

Lo (-1 Lo Tabu ook bied ol e bl R bk 540

109 & (30 v1nDIBhe' dope wchidR@he<s 019 Yestectiv] accdriMg&b (He-abhvel Rvingla(Vyaswdkfined as

109 & () - vltrﬂeoﬁé%cir(h)bnbhe&}cémml(ﬁéIé@ &M)mra{@%f@c(c &slc %sgde(ﬁ)neb!l
109 & ()-v1l 10% & ()-v1 10% & 9\ < 10%G]

10% & () - vlaatt%se!eet)wwnw/m( he\pprrwuadmﬁmq!@ &e(f) slwnm%bsbl( HIV1
1098 & () - v1 1 ebR&wely. PaiichBIAGSd, COL3 aADFE SalGds-ard i RE i TMUGCherSivbelow.
1098 & ()-vl 10% & ()-vl 1098 & ()-v1 109 & ()-vi|[:\< 10%5 9$310% & ()
#1094 & ()- L10% & ()-- 10% & ()-v10!10! 10! 109 & ()-v1!#& ?|[:\< 10%G XE
109 & ()-XE 10% & ()-XE 10% & ()-XE 10% & () - XE 10% & () - XE

109 & ()-&),/25D ?|[:\< 10%G XE 10% & ()-XE 10% & ()-XE 10% & () - XE
109% & ()-XE 10% & ()-XE 109 & ()-DNORW{[;?|[:\< 10%5 XE 10% & ()- XE
109 & ()-XE 10% & ()-GF tD/hWw; A XE 10% & ()-\~bdhjn_?|[:\< 10% XE
109 & ()-XE 10% & ()-XE 10% & ()-XE 10% & ()-XE 10% & () - XE

109 & ()-ntux}{[;?|[:\< 10%G XE 10% & ()-XE 10% & ()-XE 10% & ()-G tD hw;

A XE 10% & () - '>|[ \ < 10%G XE 10% & ()-XE 10% & ()-XE 10% & () - XE

~NAA 1 ~NAA 1 ~AA 1 A PNAIEN N7 A PINAA AT A PNAA Y 7\ N 77—



2L \< 109G XE 10%&() XE 10% & ()-XE 10% & () - XE 10% & () - XE 10% & () - XE

109 & (

XE 10% & (\)/B 9e/$$

'\ < 10%G XE 10% & () -
2686 2| [:\< 10% XE 10% & ()-XE 109 & () - XE

XE 10% & () -

XE 10% &

109 & ()-XE 10% & ()- XE 109 & () - 6@BCD{ _C?|[:\< 10%G XE 1098
109 & ()-XE 10% & ()- G tD/ hW; A XE 109% & () - DKLMNOPQuS7: \ < 1

10% & ()-XE 10% & ()-XE 10% & ()- XE 10%

S

gfa@ﬁﬁlz

ropeled

) -WKE 10% & () - XE 10% & () - XE

10% & () - QRUX] exX80S7:\ < 109XE 10% & ()- XE 10% & ()-XE 10% & () - XE
10% & ()-G @F_gz A ehj sux_?7:\< 109%XE 10% & ()-XE 10% & ()-XE 10% & () - XE
10% & () - XE ()-XE 10 & () - D(7XE 109 & () - XE 10% & () - XE 10% & () XE
10% & ()-) XE %g ’ICSoG{ COspW, A B1 7T | t D HVgs A XE &:(:_)5 %P - XE
10% & () - WKE NQ? 9B & () - _?7G| t D/ W AXE, 10196 & @\4 E 1098 & ()| XE
10% & () - XE [rO%8 r@%&w)-x: 109 & (J—FIrer T H—A—XE
109% & () - XE [L0%|& () 1098 & () X109 & ()-Hbyg ¢ ?@QXEZW)@QZ()-XE
10% & () - XE 1098(&' ( 1084.8 () 16050109 &' ()|-4E{ 10%.807 | - 24| t DEf58t D |hWe ;
A XE 10% & ( ébz(E.&lloemea(ibchsm%wsqg 055&}((3;64% 1) UK | S0 LDLgRs | g
33&&§6hw;AﬁE§-§g§-()- g L%g?l = 1((334;5; )47 mﬁogj %gt o
109% & () - XE f098l& (VO%E 1094: & ()- 10(%%} 6 & 40P- 1 UR. ;
?27G tDGG[ tD Ave; A0RE4 1098Q@3 () - XESI09% &' () {49 LO%(RO’J(6) %99.9 >1308
10% & ()-'*.p4BY_?7GP0S E)G@@glb%mm)-XE 1%?’6@ )->@;'05'90/¢&3(,) XE
109 & () - XE [L0%8|& (14K |10% & () - 8; 2@\ ?7 ‘5]{) V\t q 100@;& O XE
10% & () - XE [10%8|&' ( Dgx(E 109 % )3 M7 :
10% & () - XE [109%|&' (]~ XE |10 ) 0% & ()|-%E| 1048-%% -S\} ?f(‘eiPtl:GG{
tD hwe; A XE 1898 (9-0RE |1008-& () - 38221094 &' ()|-5&| 100827 ) - 185 | w_TAG
t DGGXE 109 & ()-|XE .00 & ()6XE 104480 ()| XE 1038 &' ()0.004 10%78 ()) - 349
109 & (-l IS | D6GE D) B8 p XESADAK () 1) Lo%oﬁ%o Koo f?%mxﬁ
id o B e Tl 1O e TS
100" p. +s10%& (§-|; p>? ic%&z% 1E8a 100 ()]-37 % 2|90%Qb> 16920068571} -
“[10083& () -| 15 0.003 498 58 0.003 | 47.1 | 16244

16 0.006 8.1 1372 59 0002 | 485 | 26975

17 0.003 | 53.8 | 16311 60 0003 | 455 | 15172

18 0.008 | 45.6 6033 61 0005 | 946 | 20549

19 0.004 | 40.6 | 11285 62 0.003 | 516 | 19110

20 0.003 | 11.7 3726 63 0.003 | 480 | 16561

21 0.001 | 27.8 | 27789 64 0014 | 46.5 3393

22 0.003 {>100 | >33333 65 0.001 | 485 | 80824

23 0.001 7.6 7614 66 0.096 | >99.9 | >1037

28 0.005 | 428 9106 67 0.111 | 456 412

! 30 0002 | 635 | 26488 68 0015 | 63.9 4173

31 0.005 9.9 1980 69 0.065 | >99.9 | >1547

33 0.002 | >10.0 | >4761 70 0.003 | 15.6 4471

34 0.001 4.8 3658 71 0.010 8.2 860

35 0001 | 321 | 24712 72 0.002 6.5 3259

36 0.003 7.6 2179 73 0.003 | 517 | 16164

37 0.001 7.6 5035 74 0.190 7.0 37

38 0.007 {>100.0 |> 14084 75 0378 | 37.8 100

39 | >10 <10 1 76 0.001 59 | 11848

40 0.005 | >10.0 | >1851 77 0.003 | 47.0 | 17431

41 0.002 | 122 6102 78 7.83 47.0 6

42 0.033 | >100 | >303 79 0.007 | 300 4534

43 0.009 | 439 4668 80| 855 |>855 > 1




[10% , & ()- O[109%n& ()- “[109B@& ()- O[ 10983& ()-?DLYhv|[9r QD
| S#10% | & ()- #Y1098"3& ()- "1098"3& ()- aO[10% & ()- [109B3& ()-

/1109 () wodo/sobds - 010" QOS2, #10% & () - M t S2, #1098" 3&' () - M %m%;‘()-
SH109%, n& ()- 4 SH109% & ()- X S#1098"3& ()-"*bA010" Q fy109% & 7YUL N0

S10% & ()- $110% & ()- ,#10% & ()- 109 & ()-10"10"*.27<?@; AO10" #3#T
dtel09% & ()-1/tel09 & ()-1/tel0% & ()-]1/4e10% & ()-1/tel0% & ()-]/ @HLRSU D
A010" #3tel0% & ()-]/#3#T el

dtel0W & () 1LtelQA & ()-1/1elQW& ()-1/tel0WB & ()-1/ U fqgiol 2A010"
#t €10% & () {19 p1de@se: ([) A93B4T SI Co.| 1IC50 ] CCso SI
dt e109% & () {1Nab1@eds () -(bt)ed0% & () - ]|/ ot zf NoArowav) | (um)

*j{ g%ggﬁ i- 8j] 1{ ﬁgﬁggg E 56T Ag‘i/%ﬁ?%‘ﬂ -/ #3MTea T 0001 | 541 | 45120
#t €109 & (){15% b10%% () - PPBeioos &67) - 1|/ t elodP e () Of13dy53.7 130
dt e10% & () 1183 kA0 D073444359.6 126

dt e10% & ()

-1/tel0% & ()-1/tel0%W & ()-]1/tel0% & ()-]/#3#T d DA0L0"
##3t €109 & O on exampl

dt el0% & ' 04 8 . WA 100 .
##'?elO% &.( % ﬁkje}f?l%%f&ﬁmﬂdoﬂﬂ- O8rp1{r) 1pidat pRAMfacéutichl domfeit8ns suitable for

dt e10% & ()Y temif %eégtio}{tg%%a&aw bl]lq)aln?m%;ts in accordance with the present
##te109% & ( )inyentied0% & ()-]/tel0% & ()-]/#3#T

dt e10% &: SNA® 0 ¥ " ? "
o100 % () P cbint (TS50 Droyeho g gegmples sy ip a compound o
dt e109% & () _f])r/rg.nJ@ d)on ppharpmgautically acceptable addition salt thereof.

dt e10% & ()-]/tel0% & ()-]1/tel0% & ()-]/tel0% & ()-]/#3#T d% .389< DAO10"
##3t €109 & T - film-

dtel0®B & ()-J/tel0W & ()-]/tel0%B & ()-]/tel0% & ()-]/<BAGWNQWN _?A010"

##t e10% &'( % )éffl??tf%-?@%% S PTGy 34T O 0 -

dt €109 40 () -A b B941L00)g-fthe AGYSEO )ladrdstfand ODE BAGIOWas mixed well and

ﬁf;ﬁ éOO/é/é&f& ( § ?tfér‘%ée%? . §1§c] }/h;?lga\]/slgfﬁ%{s%s]g/ sttt dodec?yl sulfate ar'xd 10g p'olyvinyl-

##t 109 & ()RYFolidansoip @bpyt-200maliqf gy ater¢ Th wetepnyedermiyine wagsjeved, dried and

dt elO;Vé &: () -s}dvééé@e(:)’iﬁ)."’ll‘ﬁféﬁ?oﬁéfe was Oaddc?d 100 g rnicrocorystzlilline cellulose and 15 g )

g;&gg‘ gl/é 008/‘6 (&) El‘l}{d{‘(}egégﬁé‘v@efa]b/let SO &ilohe Wad &hddif ‘Qn'dyo%@;sé% i Hilets,

dt €109 &5() -giving 109408 tabjet3, fenell commising 1§ me phdhegactiye jngrediond 10"

##1e10% & ()eddithel0% & () -1/ #3#T

on o1 ¢\ F9AHT o o (2 N ° .

gf#f 23'2 g‘é /d&&'( % )’H ;ta g %‘5}3&@(%0)4 %ﬁé’g@%&g%)‘% ??H@gi}-gmamrated ethanol there was added

dt e10% & () -4 i & g 9f-dthyl 280008 in 150 mi of dichloromethane. Then there were

##t 109 & ()4 ' 048 & 1098 &' (). =

dt €109 & ( ; 2%1d}dé&< z%% X &g%@%&ﬁ%% &d(z).s ki tl%f) ;ﬁd%aﬁe)m&l/ #@%Ef polyeth.ylene

dt e1098 &0( ) -§lyqqd Hasanelien 21d dissolygdin 5.1 efdigprgmeshans sEhefattergplufiopgq o

;C#;#St el0% & (3ddpd 3#d former ar/1d then there were added 2.5 g of magnesium octadecanoate, 5 g
tel09 & ()-14.t 0% & () 9B & ()= 04 &) 9>? ? N

£4t 010% &.( % )c;f]/plof)é'%é%lﬁéc%dbﬁ gécgﬁ §‘ﬂ %} cgr{cgﬁ;’aQeé §blgr) suLéc.{n@%n aﬁk‘ihe dn Y \.avas

dt e109% & () -homagenagd: The-tahleecoyes Rere rodtedH@inhethopnohtgined mixture in a coating

##t el0% & () 20k0% & ()-]/1tel0% & () -]/ #3#T

dtel0B & ()-]/tel0B & ()-]/dijnmx~_?A010"

##1el0WB & ()-]/tel0B & ()-]1/tel0B & ()-]1/tel0R & ()-]/#3#T

dt el0% & ()-]/~" <A010" ##3#T




dt e109% & ()-]/tel0% & ()-]/tel0% & ()-]/tel0% & ()-]1/#3#T d’ DAQLO"
#431 e 109 6)/slase 3#T PO AP 02044
dtel0% & ()-1/tel09% & ()-1/tel0% & ()-1/tel0% & ()-1/{_?A0507 JuL 1002
##1e10% & ()-1/te10% & ()-]1/ #34#T

dt e10% & ()-1/tel0% & ()-1/tel0% & ()-]/. 2A010"

##1e10% & ()-1/1e10% & ()-]1/1e10% & () - §7#3#T

dt €10% & ()-]1/te10% & ()-]1/ _?A010"

##1 e10% & (Qlajhe e109% & ()-]7te10% & ()-1/tel0% & () -]/ #3#T

dt e10% & ()1 14y <

dt e10% & ()& ]7;’1%'%83?? ?‘g?‘)’} SRy - ]/telO% & ()-1/#34T d %& EAO10"

##3t €109 & () -]/ #34T (R,

dte10% & ()-]/tel0% & ()-]/telQ9%s '() /t 10 & ()-1/'+ 49<= : AD10" #3T | @
10%&'()-S/@lO%&'()-S/@lO%g\ﬁ &))-S @

109% & () - S/ =@NWZ' DAO10" #3@ 10 S/# @LME& ()-S/ @10% & ()-S/ @
10% & ()-S/ @109 & ()-S/ Z ej knt {N: o" #@109% & ()-S/ @10% & ()-S/#3T @
10% & ()-S/ @10% & ()-S/ @10% & ()1S/t{_?A010" #@10% & ()-S/ @10% & ()-S/ @
10% & ()- S/ #3T @10% & ()-S/ @ 10% ()-§/ _?A010" #@10% & ()-S/ @

10% & ()-S/ @

a N-oxide, a pharmaceutically acceptable addition salt or a stereochemically isomeric
5 form thereof, wherein
Ais CH,CR*or N;
nis0,1,2,3 or4;
R1 and R? are each independently selected from hydrogen, hydroxy, Cy.jsalky],
Ci.17alkyloxy, Cy.1qalkylcarbonyl, Cy.jpalkyloxycarbonyi, aryl, amino, mono- or
10 di(C).1palkyl)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,
C.ealkyloxy, hydroxyC,.¢alkyloxy, carboxyl, C,.¢alkyloxycarbonyl, cyano, amino,
imino, aminocarbonyl, aminocarbonylamino, mono- or di(Cj.galkyl)amino, aryl and
13 Het; or
R1 and R? taken together may form pyrrolidinyl, piperidinyl, morpholinyl, azido or
mono- or di{(Cj.jpalkyl)aminoC,.,alkylidene;
R3 is hydrogen, aryl, C;.galkylcarbonyl, Cy.¢alkyl, C|.salkyloxycarbonyl, Cy.ealkyl
substituted with C;_galkyloxycarbonyl; and
20  each R#4 independently is hydroxy, halo, Cj.¢alkyl, Cy.¢alkyloxy, cyano,
aminocarbonyl, nitro, amino, trihalomethyl or trihalomethyloxy ;
L is -X-R® or -X-Alk-R®; wherein
RS and RS each independently are indanyl, indolyl 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, Cj.galkyloxy, hydroxy,

Ci.salkylcarbonyl, C;_galkyloxycarbonyl, formyl, cyano, nitro, amino and
trifluoromethyl;

Alk is C).4 alkanediyl; and
X is -NR?-, -NH-NH-, -N=N-, -O-, -§-, -§(=0)- or -8(=0),-;

aryl is pheny! or phenyl substituted with one, two, three, four or five substituents each
30 independently selected from halo, C).alkyl, C.¢alkyloxy, cyano, nitro and

trifluoromethyl;



109 & ()-S/ @10% & () -
109% & ()- S/ % & ()-S/#3T @10% & ()- S/ )
1 (1S @ 100 (1-9 @109 (ST SO 1 ot
WO @10% & () - - 10% & () - ’ 3T
10 2P EBIon 'S @1on 2’5 @ () (oa0gy yamonsa -5/
1098 & () - S/ --@3#;003/‘% & ()-S @10% & ()-ng’T @104 & ()-S/ @10% & e
|3 < <A010" ##3T / @10% & ()-S/ @10% & ()- s kot
@
Het is an aliphatic of aromatic heterocyclic radical; said aliphatic heterocyclic radical is
selected from pyrrohd'myl, pipcridinyl, homopipen’dinyl, piperazinyl, morpholinyl,
tetrahydrofuranyl and tetrahydromicnyl wherein each of said aliphatic heterocyclic
radical may optionally be substituted with an 0X0 group; and said aromatic
5 nheterocychic radical is selected from pyrrolyl, furany}, thienyl, pyridiny}, pyrimidinyl,
pyrazinyl and pyridaziny\ 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.
10
2. The use of 2 compound 2s claimed in claim 1 wherein L 1s -X-R® wherein RS is
phenyl or pheny} substituted with one, two, three, four of five substituents each
indepcndcmly selected from halo, Cy-6alkyl, C.ealkyloxy, cyano, Ci-ealkyl-

carbony}, nitro and trifluoromethyl.
15

3. The use of 2 compound as claimed 1n claim 1 Of 5 whereinn is 1 and R* is cyano

substituted in the 4 position relative to the NR? motety.

4. The use of 2 compound 2s 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.ealkyl, C j.6alkyloxy, Cl_ealkyloxycarbonyl, cyano,
amino, trifluoromethyl, nitro, Cl_f,alkylcarbony\ and formyl.

5. The use of 2 compound as claimed in any One of claims 1 to 4 wherein Rl and R?

25 are each independently selected from hydrogen, aryl or hydroxy.

6. A compound of formuia

wherein

30 the vanables R, R% R’ and L are as defined in formula (I)n claim 1; and
A'is CHor N;

& :
RrY is cyano, Or aminocarbonyl,

with the proviso that
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* when R* is cyano, R? is hydrogen, L is -X-R® wherein X is NH and R® is
4-cyanophenyl or 4-iodophenyl, then NR'R? is other than NH,,
NH[CH;CH;N(C,Hs)2), N(C;Hs);, NHCH;3, NHCoHs or NH(4-cyano-phenyl);

a N-oxide, a pharmaceutically acceptable addition salt or a stereochemically isomeric

form thereof.
15

7. A compound as claimed in claim 6 wherein L is -X-R* wherein R5 is phenyl or
phenyl substituted with one, two, three, four or five substituents each independently
selected from halo, C;.galkyl, Cj.galkyloxy, cyano, Cj.¢alkylcarbonyl, nitro and

trifljuoromethyl.
20

8. A compound as claimed in claim 6 or 7 wherein wherein R* is aminocarbonyl,

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-tnbromo-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-dichloro-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-diflugro-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-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-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-tnmethyl-anilino, 2,4-dichloro-6-
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methyl-anilino, 2,4-dichloro-6-triflucromethyl-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-diethyl-anilino, 2,6-dimethyl-anilino, 2-acetyl-5-methyl-
anilino, 2-bromo-4,6-difluoro-anilino, 2-chloro-4,6-dimethy}-anilino, 2-chloro-4-

5 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-dimethyl-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-trichloro-phenyithio, 2,4,6-tri-

10 methyl-phenylthio, 2,4-dichloro-phenylthio, 2,4-difluoro-phenyithio, 2,4-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-benzyl-
amino, 2,4-dimethoxy-benzyiamino, indol-4-yl-oxy, or 5-acetyl-7-methyl-indan-4-

yl-oxy.
15
9. A compound as claimed in any one of claims 6 10 8 wherein R? is cyano, L is -X-R®
and R® is other than 4-cyanophenyl or 4-iodopheny!l.
10. A compound as claimed in any one of claims 6 to 9 wherein L contains phenyl
20 substituted with two, three, four or five substituents each independently selected

from halo, hydroxy, Cj.ealkyl, Cj.galkyloxy, C;.ealkyloxycarbonyl, cyano, amino,
trifluoromethyl, nitro, C).¢alkylcarbonyl and formyl.

11. A compound as claimed in any one of claims 6 to 10 wherein L is -X-R® wherem 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.ealkyl, Cj.galkyloxy,
hydroxy, C;.galkylcarbonyl, C).¢alkyloxycarbonyl, 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’ orRSis phenyl substituted with two or three
substituents each independently selected from halo, C;.¢alkyl, C, ¢alkyicarbonyl,
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-yljamino]benzonitrile;
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4-[[4-amino-6-[(2-chloro-6-methylphenyl)amino]-1,3,5-triazin-2-

ylJamino]benzonitrile,
4-[[4-amino-6-[(2,4,6-trimethylphenyl)amino]-1,3,5-triazin-2-ylJamino]benzonitrile;
4-[[4-(hydroxyamino)-6-[(2,4,6-trimethylphenyl)amino}-1,3,5-triazin-2-ylJaminc}-
5 benzonitrile;

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-y})amino}benzonitrile;
4-[[4-(hydroxyamino)-6-((2.4,6-trichlorophenyl)amino}-1,3,5-triazin-2-yl]amino]-
benzonitrile;

10 4-[[4-amino-6-(2,4,6-trimethylphenoxy)-1,3,5-tnazin-2-yl]Jaminojbenzonitrile;
4-{[4-(hydroxyamino)-6-(2,4,6-trimethylphenoxy)-1,3,5-triazin-2-ylJamino]-

i benzonitrile;
4-[[4-amino-6-((2,4-dichloro-6-methylphenyl)amino]-1,3,5-triazin-2-yljamino]-
benzonitrile;

15 4-[[4-[(2,4-dichloro-6-methylphenyl)amino]-6-(hydroxyamino)-1,3,5-triazin-2-yl]-
amino]}benzontrile;
4-[{4-(hydroxyamino)-6-(2,4,6-trichlorophenoxy)-1,3,5-triazin-2-ylJamino]benzonitrile
trifluoroacetate (1:1);
4-[[4-(4-acety)-2,6-dimethylphenoxy)-6-amino-1,3,5-triazin-2-yl Jaminojbenzonitrile;

20 4-[[4-amino-6-(2,4,6-tribromophenoxy)-1,3,5-triazin-2-yl)Jamino]benzonitrile;
4-[[4-amino-6-(4-nitro-2,6-dimethylphenoxy)-1,3,5-trazin-2-ylJamino]benzonitrile;
4-[[4-amino-6-(2,6-dibromo-4-methylphenoxy)-1,3,5-triazin-2-yljJaminojbenzonitrile;
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-tr1azin-2-yl}laminoJbenzonitnle;

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

30  benzonitrile;
4-{[4-amino-6-[[2,4-dichloro-6-(trifluoromethyl)phenyljamino]-1,3,5-triazin-2-yl}-
amino]benzonitrile;
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-ylJamino}-
benzonitrile;
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15. A pharmaceutical composition comprising a pharmaceutically acceptable carrier
and a therapeutically active amount of a compound as claimed in claim 6 to 13.

10 16. A process for preparing a pharmaceutical composition as claimed in claim 15
characterized in that a therapeutically effective amount of a compound as claimed

in claim 6 to 13 is intimately mixed with a pharmaceutically acceptable carrier.

17. A process for preparing a compound as claimed in claim 6, characterized by

15 a) reacting an intermediate of formula (II) with an amino derivative of formula (1IT)

in a reaction inert solvent and optionally in the presence of a suitable base;

R3 — R? ==
N% A / R ! N=< A /

\
L—<\ /N + ,N—Rz —_—> =\ /N
N—-< H N
w! N—R?
(I an R} @
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)
H;CQ

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);
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19. The combination of a compound of formula (1’) as defined in claim 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 (2) 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-HIV treatment.

22. A product containing (2) 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-HI'V 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 (II)
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