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Unexpectedly, it has now been found that the compounds of formula (I) effectively
25  inhibit the replication of the Human Immunodeficiency Virus (HIV) and consequently
may be useful for the treatment of individuals infected by HIV.

The present invention concerns the use of compounds of formula
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30 the pharmaceutically acceptable acid addition salts and the stereochemically isomeric
forms thereof, wherein

R1 and R2 are each independently selected from hydrogen; hydroxy; amino; Cj_galkyl;
Ci.salkyloxy; C}_galkylcarbonyl; Cy_galkyloxycarbonyl; Ar!; mono- or
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aminocarbonyl, nitro, amino, trihalomethyl, trihalomethyloxy, Cj.galkylcarbonyl;
20 and, '

Arl is phenyl, or phenyl substituted with one, two or three substituents each
independently selected from halo, Cy_galkyl, Cj-galkyloxy, cyano, nitro or
trifluoromethyl; for the manufacture of a medicine for the treatment of subjects
suffering from HIV (Human Immunodeficiency Virus) infection.

25
This invention also concerns novel compounds of formula
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the pharmaceutically acceptable acid addition salts and the stereochemically isomeric
forms thereof, wherein the substituents are as defined under formula (I); with the
30  proviso that compounds (a) to (0)



25 This i nvention also concerns novel conpoUnds of formula [err] the
pharmaceutically acceptable acid addition salts and the stereochem cally
i someric fornms thereof, wherein the substituents are as defined under
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are not included.

The proviso is intended to exclude compounds (a) to (f) disclosed in DE-2,121,694 and
5 DE-2,226,474; compound (g) disclosed in DE-2,226,474; compounds (h) to (k)
disclosed in Guioca, Ann. Pharm. Fr., 31:283 - 292 (1973); compounds (1) disclosed in
Kelarev V.1 et al., Khim. Geterotsikl. Soedin., 1392-1397 (1987); compound (m)
disclosed in Kelarev V.L et al., Khim. Geterotsikl. Soedin., 1395-1399 (1992);
compound (n) disclosed in Yuki Y. et al., Kobunshi Kagaku, 26 : 141 - 147 (1969); and
- 10 compound (o) disclosed in US-2,817,614.

As used in the foregoing definitions and hereinafter halo defines fluoro, chloro, bromo
and iodo; Cy.;alkyl includes methyl and ethyl; C;_3alkyl defines straight and branched
chained saturated hydrocarbon radicals having from 1 to 3 carbon atoms such as, for
15 example, methyl, ethyl, propyl and the like; C;_4alkyl encompasses the straight and
branched chained saturated hydrocarbon radicals as defined in Cj.3alkyl as well as the

higher homologues thereof containing 4 carbon atoms such as, for example, butyl and
the like; C|.galkyl encompasses the straight and branched chained saturated hydro-



are not included. The proviso is intended to exclude conmpounds (a) to (f)
gi scl osed in DE-2, 121,694 and 5 DE- 2, 226, 474; conpound (g) disclosed in
DE- 2, 226, 474; conpounds (h) to (k) disclosed in Guioca, Ann. Pharm Fr.
31:283 - 292 (1973); conpounds (1) disclosed in Kelarev V.I. et al., Khim
Geterotsi kl. Soedin., 1392-1397 (1987); ympound (n) disclosed in Kelarev
V.. et al., Khim therotsikl Soedi n. f395 1399 (1992) conpound (n)
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carbon atom; C3.jgalkynyl defines straight and branch chained hydrocarbon radicals
containing one triple bond and having from 3 to10 carbon atoms such as, for example,
2-propynyl, 2-butynyl, 2-pentynyl, 3-pentynyl, 3-methyl-2-butynyl, 3-hexynyl, 3-hep-

20  tynyl, 2-octynyl, 2-nonynyl, 2-decynyl and the like, whereby the carbon atom attached
to the triazine ring is preferably an aliphatic carbon atom; C_galkanediyl defines
bivalent straight and branched chained saturated hydrocarbon radicals having from 1 to
6 carbon atoms, such as, for example, methylene, 1,2-ethanediyl, 1,3-propanediyl,

1,4-butanediyl, 1,5-pentanediyl, 1,6-hexanediyl and the branched isomers thereof.
25

The pharmaceutically acceptable acid addition salts as mentioned hereinabove are
meant to comprise the therapeutically active non-toxic acid addition salt forms which
the compounds of formula (I) or (I') are able to form. The compounds of formula (I) or
(I which have basic properties can be converted in their pharmaceutically acceptable

30 acid addition salts by treating said base form with an appropriate acid. Appropriate
acids comprise, for example, inorganic acids such as hydrohalic acids, e.g. hydrochloric
or hydrobromic acid; sulfuric; nitric; phosphoric and the like acids; or organic acids
such as, for example, acetic, propanoic, hydroxyacetic, lactic, pyruvic, oxalic, malonic,
succinic (i.e. butanedioic acid), maleic, fumaric, malic, tartaric, citric, methanesulfonic,

35 ethanesulfonic, benzenesulfonic, p-toluenesulfonic, cyclamic, salicylic, p-amino-
salicylic, pamoic and the like acids.



propylidene, butylidene and the like; Cerr]cycloalkyl is generic to
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Such forms although not explicitly 1nd1cated in the above formula are mtended to be
included within the scope of the present invention.

20
Whenever used hereinafter, the term "compounds of formula (I) or (I')" is meant to
-include also the pharmaceutically acceptable acid addition salts and all sterecisomeric
forms.

25 A special group of compounds are the compounds of formula (I-P) and include those
compounds of formula (I) or (I') wherein
R and R? are each independently selected from hydrogen, Cj_galkyl, Ar! or mono- or
di(C;-ealkyl)aminocarbonyl; or
R1 and R2 taken together may form pyrrolidinyl, piperidinyl or morpholinyl;
30 R3is hydrogen, C;.galkyl or Arl; and
Ar! is phenyl, or phenyl substituted with 1, 2 or 3 substituents each independently
selected from halo, C_galkyl, Cj.galkyloxy, cyano, nitro or trifluoromethyl; and

L is a radical of formula
RY " R®

R¢ Alk—



-5- The termaddition salts also conprises the hydrates and the sol vent
addition fornms which the conpounds of fornmula (I) or (1') are able to form
Exanpl es of such forns are e.g. hydrates, alcoholates and the like. 5 The
term stereochemically isomeric fornms of conmpounds of forrmula (1) or (1),
as used hereinbefore, defines all possiblg conpounds made up of the same
‘at ons bonded by the sane sequence of bonds but having different
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enbraced withi n tFR=CHIMNB of (aHe present invention. Sone of the conpounds
of formula (1) OINRI-CHTBY- 859 exist in their tautomeric forms. Such forns
al t hough not explicitlygindicated in the above fornula are intended to be
i ncl uded within Yvh%re o5 hyArqess opCawallyli nvention. 20 Whenever used
herei nafter, the term "conpounds of formula (1) or (1')" is nmeant to
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phenyl sh¥bstthanaminoni th 1, 2 or 3 substituents each independently

Other interesting compounds are those compounds of formula (I') wherein L is
Ci-10alkyl; Cs.joalkenyl; Cs_joalkynyl; Cs.scycloalkyl; or L is C;_jpalkyl substituted with
one or two substituents independently selected from Cs_;cycloalkyl; indolyl or indolyl

20  substituted with one, two, three or four substituents each independently selected from
halo, Cj.¢alkyl, C;.galkyloxy, cyano, aminocarbonyl, nitro, amino, trihalomethyl,
trinalomethyloxy, Cj.galkylcarbonyl; phenyl substituted with one, two, three, four or
five substituents each independently selected from halo, Ci.3alkyl, C3_galkyloxy,

cyano, aminocarbonyl, nitro, amino, trihalomethyl, trihalomethyloxy,
25 Cj.galkylcarbonyl.

Still other interesting compounds are those compounds of formula (I) wherein one of
the following restrictions apply :
i) R*is hydroxy, halo, C,.salkyl, C;_galkyloxy, cyano, aminocarbonyl, amino,
30 trinalomethyl or trihalomethyloxy; or
ii) Ris hydroxy, halo, C.3alkyl, C;_galkyloxy, cyano, aminocérbonyl, nitro, amino,
or trihalomethyloxy; or
iii) RSis Cy-¢alkyl, C.galkyloxy, cyano, aminocarbonyl, nitro, trihalomethyl or
trihalomethyloxy; or |
35 iv) R'is hydroxy, halo, Cj.3alkyl, C;-galkyloxy, cyano, aminocarbonyl, nitro, amino,
trihalomethyl or trihalomethyloxy; or |
v) R%is hydroxy, halo, Ci-ealkyl, Cj_galkyloxy, cyano, aminocarbonyl, nitro, amino,



sel ected from halo, ([err]alkyl, ([err]alkyloxy, cyano, nitro or _
trifluoronmethyl; and L is a radical of formula [err] -6- wherein Alk is

Cerr]al kanediyl; Rerr], Rerr], Rerr], Rerr], Rerr], Rerr], Rerr],
Rlerr], Rlerr] and Rlerr] are each independently selected from hydrogen,

halo, C(ferr]alkyl, (err]alkyl oxy, cyano,_am nocarbonyl, nitro, am no,

tri hal omet hyl or trihal onet hyl oxy; or 5 Rlerr] and R err] taken together
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conpounds are those conpounds of fornmula (1-P) wherefromthe conpounds (a)
t hrough (o) Barticelactemipainds afecthaszrompodadsisfifognule o) e8 ]gﬂlwliblrbix‘ll{isr mvjvlha .
(I'"-P). Intepesti Q r a ' erein
R or 1] Ror 1T Tel BRI R Fo il a0t SRR WA T Gloperkl Mieatitniys "oy o
t hose compousedestest fromGraryclpalkyl; indelyd onindolyd sufstirutgcawitly lone,Cver thiesl decfoyr |
d err] al kynysubsfiuerts ksotCindépenderitlyodeldetddSréh Ghko] €} KnkyE EhShiky1xgdcpnb one
or two substi tuentg | qdﬁ?rendent I Y sg}l e%ﬁdt f rltg)m ¢ fjr rJgﬁcl ﬁ%g%/l ;1 ndol yl
or indolyl 2YmnosirRepyl Tirg arnoy trifialomety, tringlomettiyloxy, (n-6a Ranxkit s each
i ndependgnt | phemgl ecpirtyl sfu@@t’itb%klgﬂitllﬂirﬁ:r, E\il@,:tkﬁé%,, fofel &fﬂi\}eadubib‘thﬁé‘lﬁs escpano,
am nocar bony | .0, | | 0 0X . .
C[err]al kyl cp rr}ﬁi%r?lyp%z@ﬁ%% fg{;}%shg ﬁ’t’ ﬁ?@‘%%ﬁlhﬁ%wg%k&%‘t‘ﬁmdan? B"Gr five
subst i t Uént scasbestylinidepamide trihglomethyd . telialomethykelyoC - Ghlkylichrbokyl; mlore in
d err]al kyl : ' ar I t . .
{1 hal orret hyl & )égll?%gg@lere@'l.e r'}$ EF%%Q?%QH?F]&I s@tm.lfh(?ed with Qﬂnj-: gm(m{lbsuments
independently selected from cyclopropyl; indoly! or indolyl substituted with halo;
phenyl or phenyl substituted with one, two, three, four or five substituents each
independently selected from halo, hydroxy, Cj.galkyl, C;.galkyloxy, trihalomethyl,

15  trihalomethyloxy, Ci_galkylcarbonyl.

Also particular compounds are those compounds of formula (I) or (I') wherein R*, R?

and R® are hydrogen and R’ and R® each independently are hydrogen, cyano, halo or

aminocarbonyl; more in particular, wherein R*, R>, R” and R® are hydrogen and R is
20  cyano.

Other particular compounds are those compounds of formula (I) or (I') wherein R and
R2 are each independently selected from hydrogen; hydroxy; amino; Ci-ealkyl; -
Cj-salkyloxy; Cy._galkylcarbonyl; C;_galkyloxycarbonyl; Arl; mono- or di(Cj.galkyl)-
25  aminocarbonyl; dihydro-2(3H)-furanone; C,.salkyl substituted with one or two
substituents each independently selected from amino, imino, aminocarbonyl, amino-
carbonylamino, hydroxy, hydroxyC.salkyloxy, carboxyl, mono- or di(C_galkyl)amino,
C).salkyloxycarbonyl and thienyl; or R! and R2 taken together form azido or mono- or
di(C)-ealkyl)aminoC;.4alkylidene; more in particular wherein R' is hydrogen and R? is
30  hydrogen; hydroxy; amino; Cj_galkyl; Cj.galkyloxy; C-salkylcarbonyl; Cj_galkyloxy-
carbonyl; Arl; mono- or di(C;-galkyl)aminocarbonyl; dihydro-2(3H)-furanone;
C,.6alkyl substituted with one or two substituents each independently selected from
amino, imino, aminocarbonyl, aminocarbonylamino, hydroxy, hydroxyC;.salkyloxy,

carboxyl, mono- or di(Cj_galkyl)amino, C;.¢alkyloxycarbony! or thienyl.
35

A preferred group of compounds are those compounds of formula (I) or (I') wherein L
is 2,6-dichlorophenylmethyl.



Still other interesting conpounds are those conpounds of formula (1)
wherein one of the followi ng restrictions apply: i) Rerr] is hydroxy,
hal o, Cerr]al kyl, Cerr]al kyl oxy, cyano, am nocarbonyl, am no, 30
trihal omethyl or trihalonmethyloxy; or ii) Rerr] is hydr oxy, hal o,
Cerr]al kyl, (err]al kyl oxy, cyano, am nogarbonyl, nitro, am no, or
trihal omethyloxy; or iii) Rerr] is (Qerr]alkyl, {err]al kyl oxy, cyano,

am nocarbonyl, nitro, trihalonethyl or trihalonmethyloxy; or 35 iv) R7 is
hydroxy, halo, Cferr]alkyl, C[err]alkyloxy, cyano, aminocarbonyl, nitro,
amno, tri ham«?ﬁtenyref@‘re gronp pHeampopinds gre tmse\cpﬂmpemdS]oflferrm;lai(I())oy(I’haI 0,
Jerr]al kyl, wikrsis Ralidey , RYa{POR ’aﬁanbs.]% o n af - 7"

tri hal onet hyI or tri haI onmet hyl oxy. Particul a npounds a e those conmpounds
of forrrula(\% (I") wherein L is C[err]alkenyl or errt]alké
substitut®d efﬁn%h%r &seun Hcpreigred compounssiarpihpsarampaupdsof fosmuladhed ) om

g er ] cycl oaktistein RNeHydrogth dnl WOl hydtbpst etk wi th one. tvo, three or
four substituents each i ndependent |y selTected fromhal o, C[err]alkyl,

d err]al kyl ox cy am nocar bonyl, nitro am nQ, trihal oneth
£11 hal omet hy Mty preistasd ars (ihase camgenryls or Saamia (pr @héﬁ‘hﬂelélﬁw@rﬁ-éIPE'm% th

one, two, thphenylhethyl, ®® i hytﬁ‘ofdlbm‘,l Ry®aad Riak hyddaRande®Cliycymbect ed from
hal o, hygyoxy, ( err] al kyl rr]al kyl oxy, cyano, am no- 10 car bonyl ,

nitro, amno,,trih t hyl rihal omethyl oxy, ([err]al kyl carbonyl; nore in
particul ar, Mﬂ?FBﬁ gel_{_ercrl]e “éOQPﬁ%ﬁ%kaenyl or (Jerr]alkyl substituted wth one

or two subst At[g@ma-@@(@pﬁeddhlmtdtgheﬁﬂbmemyﬂ I3, Smicyic-2oplaaiid]benzoaitile; or

oo, four i HGe-LobratRen ARt GhaRRiioe b el lmalnc o, "

hydr oxy, C [bq:nzpaitk;el and Che:phdrmagsptioally, accepthble anidtaddition k8lts therebfil onet hyl oxy,
C[ err]al Kyl carbonyl .

In general, compounds of formula (I) can be made according to the methods described
in DE-2,121,694, DE-2,226,474 and Guioca, Ann. Pharm. Fr., 31:283 - 292 (1973).

The compounds of formula (I-a), being compounds of formula (I) wherein R! and R2
20 are hydrogen, can be prepared by reacting an intermediate of formula (IT) with an
intermediate of formula (III) in a reaction-inert solvent such as, e.g. N,N-dimethyl-
formamide. _
H_ _H

N R®

A et
s Q‘FW{}R“ . )\ o

N,
e RS RS

(n () (1-a)

Compounds of formula (I-b), being compounds of formula (I) wherein R3 is hydrogen,
25  can be prepared by reacting an intermediate of formula (IV) with an intermediate of
formula (V) in a reaction-inert solvent such as, e.g. N,N-dimethylformamide.

R2 Rl
H R* R N7 R’
Q N H,N, : /k R R®
b Ne=n 6 NZ N
L—C lil < + R’ I
L
H N—R S )\ )\ R?
l{z H3C/ R®  ®’ © N T
H R
(Iv) ) a-b)



Al so particul ar compounds are those conpounds of fornmula (1) or (I1")
wherein R err], Rerr] and R err] are hydrogen and R err] and R err] each
i ndependent|y are hydrogen, cyano, halo or ami nocarbonyl; nmore in
particular, wherein Rerr], Rerr], Rerr] and R err] are hydrogen and
Rlerr] is 20 cyano O her particul ar cogpounds are those conpounds of
formula (1) or ") wherein Rlerr] and R err] are each independently

sel ected frog, Eré)@ﬁﬁ@se fomﬁf{ mxxfhe?éﬂl ’]]RB ch}q%il{ykglk& thethﬁfl rulc?ogklyolr?ﬁ(&/dlyl

rr]al kyl car oxycar
((j:l[ (eC[ ]er r] )altl kaStltlE@ With Pne.dwas thmv,or fouy supstituernts ea¢h-indapendantly s€iected frnink y |
substituted nalohCe) @ﬁk?{) lee;ﬁlk?uﬁ?t ¢ylat6) rﬁngma@elﬁboﬂquﬁﬁs Nané | rihalehReyed from
am no, imno,_am no ro ar bonyl am'no .
hydr oxyd] er r FHAIQME §1°XX b@l@f%a’ﬁmy Sayg SUpstitaens PT‘BéI’WF%éQWpM (R
]9[ err]al (I?/I oxxaneaabpmyll t@ﬂ@nﬁhh@i&&iﬁfo@ﬁds'ﬂeﬂf g'kp @Mtalglrfdémhﬂak(@a rﬂ%&"er

orm azi do or err | e nor

parti cul ar V\H’éerpéf ﬁ%{‘%ﬂﬁt&‘l%gﬁ%’? %{ﬁap%ph(]\ﬂiwégem {5kt Byiahl le hydr oXY;
ami B 0; IC[ er r pedtéoying g@pugr su}:hlak,;fboeogam;ﬂ artolhaildsylfowlbqngﬂoup Of therlike! kyI oXYy-
car bon a
di hydrg 2(3 :‘?d;olrsélg g&;&e}?k &m%é&e% 1&1 Z)a_fllq%ut egl%gJl eﬁﬁ nar?%on-mert
subst i t uent s Selem, ¢.Bceisen methangl erd @@ttw thereof, ahﬁhn@resennemfatam e ar bonyl ,

am nocar gpny haikdhiin cdbehas Yor tHieoxyd err] al kyl oxy, carboxyl, mono- or.
di ((Jerr]al kyl)am no, err] al kyI oxycar bonyl or thienyl. 35 A preferred

group of conpounds are t li:omeOllgslds of formula (I) orR{I k! V\/nerel nLis
2, 6-di chl orophenyl met hyl . -84 A ot hep preferred group oN” corrpouds are
t hose conmpouftis o Raher ei®sRlerr] is hydrogen .

Rlerr], Rerr] hy dn and R er s cyaHo
6, [ RC OGP for S

wherein R is hjdrpgen and R2 ils hdrogen or hyfoxy.Crwpk Bref
' ') wherepaN & 2, 6-di chl oRb- K

(I-c)

Compounds of formula (I) wherein R! is hydrogen, said compourds being represented

oD

by formula (I-d), can be prepared by reacting an intermediate of formula (VII) wherein
W! is a suitable leaving group such as, for example, a halogen, with an amino

15  derivative of formula (VIII) in a reaction inert solvent such as, for example,
1,4-dioxane and the like, in the presence of a suitable base such as, for example,
sodiumhydroxide, triethylamine or N,N-diisopropylethylamine or the like.

R* R’ R* R’
3 3
R\N RS . R\N RS
N : Ne==
L_<\N_/<N RS R7 + H/\N—R2 ——e L_<\N /N R® R?
(VID) (VIID) H/N—R2 (I-d)

In case R contains a hydroxy moiety, it may be convenient to perform the above

20  reaction with a protected form of intermediate (VIII) whereby the hydroxy moiety bears
a suitable protecting group P being, for instance, a trialkylsilyl group, and subsequently
removing the protective group according to art-known methodologies.

Compounds of formula (I) whereby R' and R? are hydrogen and R? and the
25 C¢(R'R’R°R'RY) moiety are identical, said compounds being represented by formula



phenyl nethyl, Rlerr] is hydrogen, Rlerr], Rerr], Rerr] and Rlerr] are
hydrogen and Rlerr] is cyano. 10 Most preferred conpounds are
4-[[ 4-am no-6-[ (2, 6-di chl orophenyl ) nmet hyl ] -
1,3,5-triazin-2-yl]am no] benzonitrile;

4-[[4-[(2, 6-di chl or ophenyl ) net hyl ] - 6- (hydymxyam no) -

1,3,5-triazin-2-yl] am' no] benzonitrile and the pharnaceutically acceptable

acid additio a f £ mul can be
made accor di g‘5 Hd ﬁéé) d&ﬁ%%@ﬁ%@?%“éggp g ﬁ%g(?() B%e”f"? 6(‘%%'4 and
Qui oca, Ann. smrvé)ienl\ea\qng Sraip:spelBas, fma(npkﬂa)‘laloztleomtbn’hka,mkm ari nﬁmnmdiase
(I-a), beingofRymandd ifh r % R0 i e solvetf&ich a8 f&%farrdpl@rl% ‘iﬁﬁ% are
hydrogen, can be prepared by reacting an I nt er medi at'e ormulla (I1) with

an internediate of formula (III) in a reaction-inert sofyent such as, e.g.
NN- di met hyl - formam de. [ r] Compounds of fornula (1-b) N—hsi ng corrpounds

of fornmula (1) wherei I s hydrogen, 25 can be py red by reacting an
i nternedi ate of fobkma ( Wi t HLNTTATNt ermedimt oL \for la (Mlej n a
reaction-inert sol ventpxs{i;{)as, e.g. NN-dinethyl for ' [err] H 11
-9- Conpounds of fornula @?2) wherein L is (err]alkyl tlt,uted wth

i ndol yl or indolyl subsgiftuted wthxpne, two, three or lf,{)ur subst ituents
each i ndependentiy selected fromhalo, C[err]alkyl, C[err]alkyloxy, cyano,

g[ m no ]calr lliﬁ)lny Cogipbtlﬁds, ofa“ciémﬂa @® IWH&EHl@RéhigWRZ afef dtﬁ&'tﬁmﬁiﬂ%d) nd are bemgf c
err]al kyl carbon sajid_s t ei,n ent e
wher eby n’ i s™P% SXtﬁdEX? s%ﬂd'ﬁﬁf)ﬁ%cﬁ 13' B 8%&‘5@5%/?"%5##% Pl ¢y |
may be prepa(lefdl)pyardepprepared by geaating ant mtesmﬂdmteeoﬂbnﬁuia XDawithvhn wherein P
i's a suitabl fatermediate of formula (XM) wherein W? is a suitable leaving group such as, for

example, a halogen, in a reaction-inert solvent such as, for example, N,N-dimethyl-

10  formamide or N,N-dimethylacetamide, and in the presence of a suitable base such as,
for example, sodium hydride or potassium carbonate.

R* R3
s H
N_H R4 Rs \N R6
N—: 3 6 N=<
L <\ NoF w R > N RS R’
N-—/< \
N
1|~1—R2' R® R | o7
(XD R (XI) ' 1I{,. (I-£-1)

In case intermediate (XII) is limited to W3-Ar! (XT-b) and R? is hydrogen, the reaction
time may be adjusted to form the disubstituted analogues being represented by formula

15 (£-2). )
(- M
L—<\N =/<N + Wi-Arl L _<N=<N (1-£2)
N ) "
(X1b) Zv ’ (XII-b) :;_RT

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

20  For instance, compounds of formula (I-a) may be reacted with an anhydride of formula
(XII) wherein R is defined such that -C(=0)-R is part of the definition of R!orR?,



protecting group such as, for exanple, a toluenesul fonyloxy group or the
like, according to art-known deprotection techniques such as refluxing in a
reaction-inert solvent, e.g. water, nmethanol or a m xture thereof, in the
presence of a base, e.g. 10 pot assi um carbonate or the like. [err]
Conpounds of fornmula (1) wherein R err] Lg-hydrogen, said conpounds being
represented by fornula (I-d), can be prepared by reacting an internedi ate

of formJIa(V r I for
exarpl o a racotl Bb el debcen M 2ol PRUIARGI P 210 75 oo
reaction i nefqrmmg commpounds bt fosmuladf-gp xbrthisagaction,-the cofbaxaimmis critieall 1dnger | n
the presence

Lriethyl ani ntéﬁ’lgsr I%dstU'l(IS\lﬁés} 183F fhe ﬁ'le?ﬂ&fbgrﬁnﬁsrtllé&tgé elﬁ ??&FJ Eseanﬁﬁﬁlérw#é( B rakig of

R4 R5 In cdisan éPFeJPOéEElea fﬁﬂbﬁlf?@@ﬁ@ajomsety, it may be convenient to
performthe above 20 reaction with a protected formof internediate
(VI'11) whereby the hydroxy noiety bears a SLﬂtalﬁe protecting group P

bei ng, for instance, a trialkyl si h_\g gLoup,~ $¥Wently renoving the
protective group according to . Conpounds of formula
(I') whereby Rerr] and Rerr] are h rr] and the 25
Cerr](Rerr]Rerr]Rerr]Rerr] entical, said conpounds
bei ng represented by formul a ared by reacting an
internedi ate of formula | eavi ng group
such as, for exanpe, al ogen¢or i ke, with di at e of
formula (X) |nHami\act| on inert soI gn;csuch as, forl exampl en 1, 4-di oxane.

[err] 5  Conpoufids ‘bf fRormJIa rellh R[Rerr] ajd Rler®] are dgher than
hydrogen and ar " 8% ItEd b RR[err] r especkiy Rai d

conmpounds bein for al I- can |be prNepa ed acting
an i nternmedi )\ R
I 8
' ' O/C\R R
“‘g'z) o o (-g-3)
Il ]
R 5 R/C\N/C\R s
4 6 6
)\ R R N)\N R R
/k I
T R’ I \NJ\T R’
c. B I-g-5 c. R
(-g4) 7 S (I-g-5) o“ o

5 * : only in case Riis hydrogen

Compounds of formula (I-a) can also be reacted with a reagent of formula (XIV) in a
reaction-inert solvent such as, for example, N,N-dimethylformamide, in the presence of

a base such as, for example, sodium hydride.
0
I

R C H
\N/ \N/

l!{ )\ R4 RS
(I-a) +  R—N=C=0 —>» N i‘l
XIV) L/l\ N)\lr R’
RS
(I-h)
10  Some of the intermediates as mentioned hereinabove are commercially available or can

be prepared according to art-known procedures, while other intermediates are deemed
novel. '



intermediate of formula (XIl) wherein WB is a suitable |eaving group such
as, for exanple, a halogen, in a reaction-inert solvent such as, for
exanpl e, NN-dinethyl- 10 formam de or NN-di met hyl acetami de, .and in the
presence of a suitable base such as, for exanple, sodium hydride or

pot assi um carbonate. [err] In case intern@diate (XIl) islimted to
Werr]-Ar[err] (XIl-b) and R err] is hydrogen, the reaction tine nay be

S f;gi’ﬂe?{%%é%%ﬂﬁfﬂ%ﬁ}?%ﬂ bR DR SRS GRS RGNS BY Bl
converting ceRpbwithamoroniwmnehloside (XVira functional darivative thettiofign 4 ceagtion-k nown
group transf gefARbivenk sueRes, 6 ska ,itolEéHe 5@@&9‘? grefg}(flelﬁr}afu\%ﬁﬁawé czIt%SIIQELS” a

(1-a) may be reacted wth an anhydride of erein

defined suchSUcha$. forgxanple; timepylaluginiyme definition of Rlerr] or Rerr],
according to the nethod described in Arch. Pharm (Wallfzinm 1986, 319,
275, thus forning conpoundsofNf of M%<l 1 79)" t kiS\reaction, the refl ux
time is critical; longer tines led to |l ower yield of tNH nonosubstituted
endprodugts and increased fo@¥ati on ofX¥) - and wher éfpossi bl e,
trisubstituted endproducts. [err] * only in case R err] is hydrogen
Conpounds of Inteymediates (of famuia ) cangdnerallydetmatieiyt hacting elipleny! Nicyhws-nul a
(XIV) inar s ' S .

N i ot hy| FEpomishd 6 forfla (VIS WA an bt BlepBBER,Siding 1o Wb R L ral.
sodi um hydr i Hdlergreeydlic Glexn, Hol2055206 (§982)Hwith an anilinel deni vative of fasmuilaoned
her ei nabove @{PIDNHARELctidhlinerPabHdntBlch Rle.§. ,I\pcﬁniéﬁﬁ'%hﬁﬁlrgﬁfeﬁ?ordl ng to

O

art-known procedures, while other internedrates are deene
CN RE R
N’ lf
@—o—c‘!—o—@ + HN RS —— 3 (1)
R® R’
10 (XviD (XVII)

Intermediates of formula (VII) can be prepared by first making a Grignard reagent of an
intermediate of formula (XIX) wherein W* is a suitable leaving group such as, for
example, a halogen, e.g. bromine, in the presence of magnesium in a reaction-inert
solvent such as, for example, diethyl ether, and subsequently reacting said Grignard

15  reagent with an intermediate of formula (XX) wherein W’ is a suitable leaving group
such as, for example, a halogen, e.g. chlorine, in a reaction-inert solvent such as, for
example, benzene, thus forming an intermediate of formula (XXI). It may be
convenient to perform the above reaction under a inert atmosphere such as, for instance,
argon. Intermediate (XXI) may be isolated from its reaction medium, or may be in situ

20  further reacted with an intermediate of formula (XXII) in a reaction-inert solvent such
as, for example, 1,4-dioxane, and in the presence of a suitable base such as, for
example, diisopropylethaneamine or the like, thus forming an intermediate of formula
(VID). The intermediates of formula (VII) are deemed novel.

R4 R
23 R RS
N RS R}
WS wS . H/ \N R6
L—w 4 w5—<\N =<N — L—-<N— N R R7> 1,—<N— N b 7
\—1 \N / XXID \N _/< R* R

WS wi w5

(XIX) (XX) (XXD (VI



novel . -12- Internediates of fornmula (11) can be prepared by reacting a
cyano derivative of fornmula (XV) with ammonium chloride (XVlI) or a
functional derivative thereof in a reaction- inert solvent such as, for
exanpl e, toluene, and in the presence of a suitable catalyst such as, for
exanpl e, trirrethylalurn'nium L-CN + NH=zrr]d [err] 5

(XV) (I'l) Intermediates of fornmula (l111) can
eneral ly be o rhoni m dat.e | a
?XVI 1), whic can e poﬁg&té{r“ﬂg (ﬁc?cor gx belg%“%\é&gtfﬁa‘%%g a"é'?te ‘}'atﬁ OF el 2
Het er ocycl i c(XXER vith an imesmmetige of gmpla (MXIV) am a sevictioménegtesal veat such asf
formula (XVI | vent such as, e.g.

NN- di et hyl ff)%r)r%%ﬂgﬁ N?gﬁl aﬂ%lk&ﬁ{ayel}lﬁéédl ates of formila (M) cap be
prepared by first nmaking a Grignard reagent of an internedi ate & formul a
(XI'X) wherein V\[err] Is a suitable | eaving group such as, for ﬁxqrrple a

hal ogen, e.g. brom pe=in the prgsence of naghesiumin ar i dh-inert

sol vent such as, f q ) pl-ac—g 1 et hyl b‘l-ge'rN and—sut?®e I y Meacting said
Gignard 15 reagen rf#nhérrredlat Hof"“orrrula(XX) ein Werr] is
a suitable |eaving group sucings, for exanple, a halogen, e.g.ngplorine, in

a reaction-inert solvent f& 7S, for exagphg, benzene, thyg formng an
i ntermediate of formula ( It may be convenl ent to performthe above

reacti on gund r @]i R 1 an

I nter rredlsl;t ee{)@?’l)“ﬂfs g f E@? g{'&%&#ggfm&?tmsw %E%i‘feu(?ﬂ% Oélnl%y be in
situ 20 f u$t@ﬂ¢QSCIh@e§nt%rd mhen structire, QFMIIQKQ Ql‘fa$ Qerlﬁguaat(cm(l 1) in a
reaction-inert solvent such as, for exanple, 1,4-dioxane, and in the

presence of g nds QPﬁﬁrr??eﬁc@E%Spreﬂa%q mérﬁmagé\} RREY OORAS Iy O |

the |ike, thus g I"ate for
be synthes1ze as a mixture of stereoisomeric forms, in particular in the form of

10 racemic mixtures of enantiomers which can be separated from one another following
art-known resolution procedures. The racemic compounds of formula (I) may be
converted into the corresponding diastereomeric salt forms by reaction with a suitable
chiral acid. Said diastereomeric salt forms are subsequently separated, for example, by
selective or fractional crystallization and the enantiomers are liberated therefrom by

15 alkali. An alternative manner of separating the enantiomeric forms of the compounds
of formula (I) involves liquid chromatography using a chiral stationary phase. Said
pure stereochemically isomeric forms may also be derived from the corresponding pure
stereochemically isomeric forms of the appropriate starting materials, provided that the
reaction occurs stereospecifically. Preferably if a specific stereoisomer is desired, said

20  compound will be synthesized by stereospecific methods of preparation. These
methods will advantageously employ enantiomerically pure starting materials.

The compounds of formula (I) show antiretroviral properties, in particular against _
Human Immunodeficiency Virus (HIV), which is the aetiological agent of Acquired

25  Immune Deficiency Syndrome (AIDS) in humans. The HIV virus preferentially infects
human T-4 cells and destroys them or changes their normal function, particularly the
coordination of the immune system. As a result, an infected patient has an
everdecreasing number of T-4 cells, which moreover behave abnormally. Hence, the
immunological defense system is unable to combat infections and neoplasms and the

30  HIV infected subject usually dies by opportunistic infections such as pneumonia, or by
cancers. Other conditions associated with HIV infection include thrombocytopaenia,



(VIl). The internediates of fornmula (VIl1) are deened novel. [err] - 13-
lnternmedi ates of formula (XI) can be prepared by reacting an internedi ate
of formula (XXIlI1) with an intewnediate of fornmula (XXIV) in a
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warm-blooded animals infected with viruses whose existence is mediated by, or
depends upon, the enzyme reverse transcriptase. Conditions which may be prevented or
treated with the compounds of the present invention, especially conditions associated
with HIV and other pathogenic retroviruses, include AIDS, AIDS-related complex

20  (ARC), progressive generalized lymphadenopathy (PGL), as well as chronic CNS
diseases caused by retroviruses, such as, for example HIV mediated dementia and
multiple sclerosis.

The compounds of the present invention therefore may be used as medicines against

25  above-mentioned conditions. Said use as a medicine or method of treatment comprises
the systemic administration to HIV-infected subjects of an amount effective to combat
the conditions associated with HIV and other pathogenic retroviruses, especially
HIV-1.

30  The subject compounds may be formulated into various pharmaceutical forms for
administration purposes. Said pharmaceutical forms or compositions are deemed novel
and consequently constitute another aspect of the present invention. Also the
preparation of said compositions constitutes a further aspect of the present invention.
As appropriate compositions there may be cited all compositions usually employed for

35  systemically administering drugs. To prepare the pharmaceutical compositions of this
invention, an effective amount of the particular compound, optionally in acid addition
salt form, as the active ingredient is combined in intimate admixture with a pharma-
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suspensions may also be prepared in which case appropriate liquid carriers, suspending

agents and the like may be employed. Also included are solid form preparations which

are intended to be converted, shortly before use, to liquid form preparations. In the

compositions suitable for percutaneous administration, the carrier optionally comprises

20 apenetration enhancing agent and/or a suitable wetting agent, optionally combined -
with suitable additives of any nature in minor proportions, which additives do not
introduce a significant deleterious effect on the skin.

It is especially advantageous to formulate the aforementioned pharmaceutical

25  compositions in dosage unit form for ease of administration and uniformity of dosage.
Dosage unit form as-used herein refers to physically discrete units suitable as unitary
dosages, each unit containing a predetermined quantity of active ingredient calculated
to produce the desired therapeutic effect in association with the required pharmaceutical
carrier. Examples of such dosage unit forms are tablets (including scored or coated

30 tablets), capsules, pills, powder packets, wafers, injectable solutions or suspensions and
the like, and segregated multiples thereof.

Those of skill in the treatment of HIV-infection could determine the effective daily
amount from the test results presented here. In general it is contemplated that an
35 effective daily amount would be from 0.01 mg/kg to 50 mg/kg body weight, more
preferably from 0.1 mg/kg to 10 mg/kg body weight. It may be appropriate to
administer the required dose as two, three, four or more sub-doses at appropriate
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can be used as a medicine. Thus, the present invention also relates to a product
containing (a) a compound of formula (I), and (b) another antiretroviral compound, as a
combined preparation for simultaneous, separate or sequential use in anti-HIV
treatment. The different drugs may be combined in a single preparation together with

20 pharmaceutically acceptable carriers. Said other antiretroviral compounds may be
known antiretroviral compounds such as nucleoside reverse transcriptase inhibitors, e.g.
zidovudine (3’-azido-3’-deoxythymidine, AZT), didanosine (dideoxy inosine; ddI),
zalcitabine (dideoxycytidine, ddC) or lamivudine (3'-thia-2'-3'-dideoxycytidine, 3TC)
and the like; non-nucleoside reverse transciptase inhibitors such as suramine,

25  pentamidine, thymopentin, castanospermine, dextran (dextran sulfate), foscarnet-
sodium (trisodium phosphono formate), nevirapine (11-cyclopropyl-5,11-dihydro-4-
methyl-6H-dipyrido[3,2-b : 2°,3’-e][1,4]diazepin-6-one), tacrine (tetrahydro-
aminoacridine) and the like; compounds of the TIBO (tetrahydro-imidazo[4,5,1-
jk][1,4]}-benzodiazepine-2( 1 H)-one and thione)-type e.g. (S)-8-chloro-4,5,6,7-

30 tetrahydro-5-methyl-6-(3-methyl-2-butenyl)imidazo-[4,5,1-j][ 1 ,4]benzodiazepine-
2(1H)-thione; compounds of the o-APA (0-anilino phenyl acetamide) type e.g. o-[(2-
nitro-phenyl)amino]-2,6-dichlorobenzene-acetamide and the like; TAT-inhibitors, e.g.
RO-5-3335 and the like; protease inhibitors e.g. indinavir, ritanovir, saquinovir and the

like; or immunomodulating agents, e.g. levamisole and the like.
35

The following examples are intended to illustrate and not to limit the scope of the
present invention.



dosage unit forms, in which-case solid pharmaceutical carriers are

obvi ously enpl oyed. For parenteral conpositions, the carrier will usually
conprise sterile water, at least in |large part, though other ingredients,
for exanple, to aid solubility, may be included. |Injectable solutions, for
exanpl e, may be prepared in which the carfj.er conprises saline 15
solution, glucose solution or a m xture of saline and gl ucose sol ution.
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sub- doses at Aftppeaming ahe reactior fixture was quenched with H20 and the precipitate was
filtered off and dried, yielding 5.00 g (96.0%) of 6-[(2,6-dichlorophenyl)methyl}-N2-
dimethyl-1,3,5-triazine-2, 4-diamine (intermediate 31).

20 Example A.2
a) A mixture of NH4Cl (2.55 g) in toluene (100 ml) was stirred and cooled in an ice

bath under argon flow. Al(CHj3)s/toluene (23.9 ml; 2.0 M) was added and the resulting
mixture was stirred for 1.5 hours at RT. 5-Chloro-1-[(4-methylphenyl)-sulfonyl]-1H-
indole-4-acetonitrile, which can be prepared according to Matsumoto et al.,
25  Heterocycles, 24(11), 3157 - 3162 (1986), (3.0 g) was added and the reaction mixture
was stirred for 24 hours at 80°C. Then, the reaction mixture was poured into a slurry of
96 g of silica gel in DCM (200 ml), stirred, filtered, and the filter cake was washed with
methanol (400 ml), and evaporated to give 5.35 g of white solid. The solid was
~dissolved in DCM, washed with 3 N NaOH, dried with potassium carbonate, filtered,
30  and the filtrate was evaporated, yielding 2.80 g (89%, white solid) of 5-chloro-1-
[(4-methylphenyl)sulfonyl]- 1 H-indole-4-ethanimidamide (intermediate 4).
b) A mixture of intermediate (4) (2.61 g) and intermediate (1) (1.89 g) in DMF (25 ml)
was stirred for 24 hours at 65°C under argori flow. Water was slowly added and the
precipitate filtered to give 3.55 g of an off-white solid. The solid was stirred in
35  refluxing ACN, cooled and filtered to give 2.54 g (66%) of white solid. A0.30g .
sample was recrystallized in methanol. The precipitate was filtered off and dried,



interval s throughout the day. Said sub-doses may be fornulated as unit
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16 5 (tr1ﬂuoromethyl)-pheny1 26 H 2,5-d1methoxy-phenyl
17 | H| 2-fluoro-6-(trifluoromethyl)-
phenyl

Example A.3
Iodomethane (1.76 ml) was added to 4-cyanophenyl-thiourea (5.0 g) in acetone

(100 ml). The reaction mixture was stirred overnight at RT. The precipitate was

10  filtered off, dried and dissolved in DCM. The organic solution was washed with
NHj3 (aq.) (excess), dried with potassium carbonate, filtered, and the solvent was
evaporated, yielding 4.53 g (84%, white solid) of methyl N'-(4-cyanophenyl)-
carbamimidothioate (intermediate 6).

Example A4
15  a) A solution of 2-(bromomethyl)-1,3-dichlorobenzene (about 10 % of 0.383 mol) in

diethylether (240 ml) was added to magnesium (0.383 mol) in diethylether (240 ml)
under argon. Once the reaction started, the remainder of 2-(bromomethyl)-1,3-
dichlorobenzene in diethylether was added. The solution was stirred at RT for 2.5
hours and then added via canula to a solution of 2,4,6-trichloro-1,3,5-triazine



ni tro- phenyl )am no] - 2, 6-di chl or obenzene-acetam de and the |iKke;
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prepared according to the procedure described in example A.4a but was stopped prior

to the addition of 4-aminobenzonitrile
15

B. Preparation of the final compounds

Example B.1

a) Intermediate (1) (1.66 g) was added to a solution of 2,6-dichlorobenzene-
ethanimidamide (1.29 g) in DMF (13 ml). The reaction mixture was stirred for three

20  days at RT, then for two days at 60°C under argon flow. Water was added and the
precipitate was filtered off. This fraction was refluxed in ACN (500 ml), cooled and
the precipitate was filtered off and dried, yielding 1.58 g (67%, white solid) of
4-[[4-amino-6-[(2,6-dichlorophenyl)methyl]-1,3,5-triazin-2-ylJamino]benzonitrile
(compound 1).

25 b) Compound (1) (0.00135 mol) and acetic acid anhydride (20 ml) were combined and
heated to reflux for 10 minutes. The reaction mixture was then removed from the oil
bath and cooled to RT. The precipitate was filtered off, yielding 0.25 g (45%) of
N-[4-[(4-cyanophenyl)amino]-6-[(2,6-dichlorophenyl)methyl}-1,3,5-triazin-2-yl]-
acetamide (compound 22).

30  An increase of the time of reflux led to the disubstituted (compound 40) and the
trisubstituted (compound 41) analo'gue'of compound 22.

Example B.2. '
Methanol (120 ml) was added to a mixture of intermediate (5) (2.35 g) and K,CO;

(9.19 g) in water (40 ml). The resulting reaction mixture was stirred and refluxed for
35 19 hours under argon. Water (120 ml) was added, the precipitate was filtered off and
purified by column chromatography over silica gel (eluent : DCM / 2-propanone
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(i nt er medi at€ompourgy$)m8p.204i-205°Cht er nedi at es whi ch were prepared according
to the procedure described in exanple A 2a. 5 Table I [err] Interm

Rlerr] R Example B.3 | nterm Rlerr] Rlerr] No.
No. 8 H 3Amkikhexypésnydund (1) (1.0 g) andsBdium hydride (0.13 g)-ifl DME@2®aitewyd

stirred for 20 minutes at RT under argon flow. Then, 2-isocyanato-propane (0.27 ml)

ot

15  was added dropwise over 30 minutes and the reaction mixture was allowed to stir at RT
overnight. The solvent was evaporated and water added. The residue was filtered,
washed with water and diethyl ether, and recrystaliized from 1,4-dioxane. The
precipitate was filtered off and dried, yielding 0.95 g (85.1%) of N-[4-[(4-cyano-
phenyl)amino]-6-[(2,6-dichlorophenyl)methyl]-1,3,5-triazin-2-y1]-N'-(1-methylethyl)-

20  urea (compound 6, mp. 267 - 268°C).

Example B.4
A mixture of N-[amino(methylamino)methyl]-2,6-dichloro-benzeneacetamide (4.15 g)

and intermediate 6 (3.05 g) in DMF (25 ml) was stirred and refluxed for 20 hours. The
solvent was evaporated, the residue dissolved in DMF (25 ml) and heated at 80°C for

25 16 hours and at 100-108°C for another 66 hours. The reaction mixture was cooled,
quenched with water, extracted with diethyl ether, and washed with dilute NaOH, water,
brine, and dried over KoCOs3. The solvent was evaporated, and the residue was purified
by flash column chromatography, and recrystallized from 2-propanol, and finally from
methanol, yielding 0.78 g (12.6%) of 4-[[4-[(2,6-dichlorophenyl)methyl]-6-(methyl-

30 amino)-1,3,5-triazin-2-yl]amino]benzonitrile (compound 7, mp. 229 - 230°C).

Example B.5
a) Intermediate (27) (0.00423 mol), 2-amino-acetamide (0.00431 mol), 1,4-dioxane

(20 ml) and N,N-diisopropylethylamine (0.00862 mol) were combined and stirred at RT
for 16 hours under argon. The reaction mixture was quenched with H,O and filtered.
35  The residue was washed with H,O, filtered and recrystallized from ACN (200 ml). The
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added to 4-c§ g pyhy thiourea (5.0 g) in acetone (100 m). The reaction
m xture was stirre \)ernl ght at RT. The precipitate was 10 filtered off,

dried and di Bsbiktlg2, ﬁrdl@dmphwl)meg@ﬂ] 6-hydraginooh3.Acdsiazin2yHaminalbenmpgitrilaq. )
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Ao S SR PR N e 8 gt b o

- (4- cyanop l‘ﬁOP"‘E%}fl IRV RS Bfusedi nt ernedi ate 6). Exanple A 4 15 a)
A sol ution of_2-(br gorret hyl)-1, 3-di chl or obenzene (about 10 % of 0.383 nol)
i n diethyl eth@—%—M) was added to magnesi um (0.383 nol) in diethylether
(240 m) undayIntermediate@R2ER(AOI28meld,tl,odioxtae (5Odnl)}dnd @-¢rimeanidsilydfhydroxyl-

ol Ut 1 on, wae ey (0sE54 bGP CHEBAERGnddy ol b RERRhn HTRAOWEE irkda R
sol ut i ontGof @,rz’llp@our& dilegeastion ngxaire wasigoneentrated aigl DCM (50 ml), NaOH (1 N;
50 ml), and HCI (1N; 100 ml) were added. The solution was stirred for one hour. The
precipitate was filtered off and recrystallized from methanol. The precipitate was
filtered off and dried, yielding 2.96 g (59.8%) of 4-[[4-[(2,6-dichlorophenyl)methyl]-6-
(hydroxyamino)-1,3,5-triazin-2-ylJamino]benzonitrile monohydrochloride.monohydrate
15  (compound 21).
b) Compound (21) (0.00227 mol) was stirred in ethylacetate (50 ml). The mixture was
washed with NaHCOj; (50 ml saturated solution), then washed with brine, dried, filtered
and the solvent was evaporated. The residue was crystallized from methanol, filtered
off and dried, yielding 0.60 g (70.6%) of 4-[[4-[(2,6-dichlorophenyl)methyl]-6-
20  (hydroxyamino)-1,3,5-triazin-2-ylJamino]benzonitrile (compound 33).

Example B.7
A mixture of intermediate (30) (0.068 mol) and 4-amino-benzonitrile (0.0420 mol) in

1,4-dioxane (100 ml) was stirred and refluxed for 16 hours under argon. The hot
reaction mixture was filtered, and the resulting filtrate was concentrated. The residue

25  wasdissolved in DCM (30 ml). The precipitate was filtered off and recrystallized from
ACN (250 ml). After cooling to RT, the filtrate was concentrated. The residue was
partitioned between DCM/NaOH (3 N). The resulting solution was dried over K>CO;,
filtered, and the solvent was evaporated. The residue was recrystallized from CH3;OH.
The precipitate was filtered off and dried, yielding 1.00 g (5.0%) of N,N'-[6-[(2,6-

30 dichlorophenyl)methyl]1,3,5-triazin-2,4-diyl] bis[4-aminobenzonitrile] (compound 11).

Example B.8
a) DMF (9.0 ml) and intermediate (31) (0.00295 mol) were added to sodium hydride

(0.00354 mol) under argon. The reaction mixture was stirred for 10 minutes before
adding 4-fluorobenzonitrile (0.00301 mol) and was heated at 80 °C for 3.5 hours. After
35  cooling to RT, the reaction mixture was quenched with H,O. The precipitate was
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NN- di i sopropyl ethylamne (61.0 m) and 1, 4-di oxane (500 m) was added and
the reaction mxture was stirred at RT fgh.5 40 hours. The solvent was
evapor at ed. Water and ethylacetate wer e added. The solution was stirred,

then th | § e it oLy d ,
yi'el di ng 15 1%‘\‘? ter iyt ngg’?ﬁ&kc@ﬁ“@}l&ﬁ%&p aéﬁwa§\fe?§?ﬁw\ﬁ@1t(§fuent:

1,3,5-tri azibERYThe desmed fabstmmomire colleeted andehersulvait e/a éyapupated, yielding

243- 244 ;

4 L1 4- ot or ork-{(e3- Qe RenEh i -s-imethylagrinplel 3.5 2 Jayingly
am noj benzomntzomltrde@qmmumédp e 28) and

4-[[4-chkor OoR(irszeﬁﬁ cﬁs'tle‘(wf%%ﬁﬂ Hﬁrl)h)ﬁrﬁe'thylacetamlde (20 g} 4-ﬂuorobenzomtnle

1,3,5-triazi enzonit (.1 nt er medi . at wer e pfr‘gpare

2, 4-di chl or JOQ1PPH Ml A Ke?@pﬁé?@ﬁ rf@?lhweﬁ@r@blsﬁdmdarfﬂwd(fpﬁ PHEd ate
30) vv?s pr gnﬁfdeﬁiargtsﬁ OTﬁé R@ctich mi@uRwasHes aﬂ@ﬁ&'fubc@fdve{rﬂlgﬁﬁmg @leﬁahétwt
was Sto e J‘IOI‘ (0] e a no Zzonitril| e reparatl on
of the flnalVith St vaeR B, Thd Taealed Gdanit Javer wag washed ik naeq

to a sol uti dmnet dﬂeﬁfﬂhenddl, aidothe salvent-wastdvaporated a Thel ees{die 2easpurifind BivElaghi 3

m). Th f
fb daya%ar oyl el iiant e Dk ind dUsfid flerion ke el ahliSlk 21
was filteredobfeht wihewappraies. i Dhe edive whs erystallized from @H&Hme)crystaﬁmeédrmd

the precipit mﬁa%aﬁau tRhed ‘ﬂtﬂcﬁpﬂdmhe§recy ﬁltéj\lvﬁkgﬁlleré@oﬂ anf dHedWhi t e
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reflux for 10 m nutes. The reaction m xture was then renoved fromthe oil

bat h andScodeanileB®I. The precipitate was filtered off, yielding 0.25 g

(450/<) of N 4- I
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(0.00186 mol) and the resulting so unon was stlrred for 5 minutes under argon. Then,

chloroacetic acid methyl ester (0.0186 mol) was added and the reaction mixture was
heated to 70 °C for 19 hours. The reaction mixture was then quenched with water and
20  the resulting solid was filtered off. The residue was treated with hot ACN, then filtered
while still hot. The residue from the cooled filtrate was recrystallized from 1,4-dioxane.
The precipitate was filtered off, yielding 0.16 g (19.4%) of methyl N-(4-cyanophenyl)-
N-[4-amino-6-[(2,6-dichlorophenyl)methy!]-1,3,5-triazin-2-yl]glycine (compound 39).

Example B.10
25  Sodium hydride (0.00150 mol), ACN (5 ml), compound (1) (0.00135 mol) in

1,4-dioxane (10 ml), and ACN (10 ml) were combined under argon. The solution was
stirred for 1 hour. 1-chloro-3-isocyanato-propane (0.00137 mol) was added. The
reaction mixture was stirred for 1 hour. 1-methyl-pyrrolidiaone (10 ml) was added.
The reaction mixture was stirred for 16 hours. Then, the mixture was concentrated. The
30  concentrate was partitioned between DCM/H;0. The resulting solution was filtered,
dried over K;COs, filtered, concentrated and the residue was treated with NH; in
1,4-dioxane (12 ml, 0.5 M) and heated under pressure at 55 °C. The resulting solution
was concentrated and further purified by flash column chromatography (eluent:
DCM/CH30H 95/5). The pure fractions were collected and the solvent was evaporated,
35  yielding 0.12 g (18.9%) of N-[3-[[4-[(4-cyanophenyl)amino]-6-[(2,6-dichlorophenyl)
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(85.1 % of DEMHLO4naY¥Aed. The precipitate was filtered off, yielding 1.12 g (86.9%) of
15 (i)-4—[[4-[(2,6-dichlorophenyljmethyl]—G-[(2,3-dihydroxypropyl)amino]- 1,3,5-triazin-2-
yl]lamino]benzonitrile (compound 26).

Example B.13
Compound (1) (0.0016 mol) and 1,1-dimethoxy-N,N-dimethylmethanamine (21 ml)

were combined and stirred vigorously at ambient temperature for 8 hours. The reaction

20  mixture was filtered and the collected solid was washed with ether (Fraction A).
Additional compound was obtained by concentration of the filtrate (Fraction B).
Fractions A and B were combined and recrystallized from ethanol, yielding 0.15 g of
4-[[4-[(2,6-dichlorophenyl)methyl]-6-[[(dimethylamino)methylene]amino]-1,3,5-triazin-
2-yl]amino]benzonitrile (compound 62). '

25 Example B.14
A solution of compound (13) (0.000519 mol), LIOH.H,0 (0.000571 mol), methanol

(5.0 ml) and H,O (5.0 ml) was stirred at RT for 16 hours under argon. The reaction
mixture was concentrated, redissolved in H;0, acidified with 1.0 N HCI (0.52 ml), and
stirred for 3 days. Then, the solution was filtered, an excess of 1 N HCl and CH;0H

30 was added to the filtrate, and the solution was stirred for 16 hours. The resulting
precipitate was filtered off and dried, yielding 0.18 g (72.7%) of N-[4-[(4-cyanophenyl)-
amino]-6-[(2,6-dichlorophenyl)methyl}-1,3,5-triazin-2-yl]glycine (compound 16).

Example B.15
A mixture of compound (32) (0.00378 mol) in NHj; in dioxane (50 ml) was heated in a
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The desired fractions were collected and the
sol vent was evaporated, vyielding
4-14-[(2, 6-di chl orophenyl ) net hyl ] -6- (di net hyl am no) -
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added and the reaction m'xture

Then,
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15

1,3, 5-
Exanple B.9 A
in DMF (7 mM) was added to
qu ion was stirred for

5

ester (0.0186 nol) was

C for

19 hours.
O™ he resulting solid
then filtered while

The

ng.0.-16 g (19.4% of

nmet hyl ] -
Sodi um hydri de

- di oxane (10
was stirred
added. The

was filtered off. btreated[][vvlth hot ACN,
still hot. The residue fromthe cooled fjfrTtyate was recrystallized from
1,4-dioxane. _The precipitate was filtered off yieldi
met hyl  N- (4-cgan 1yh)- N- [ &bani no- 61¢( 2, ¢- di RHI or pphesyl)
1, 3,5-triazijn-2- glyci np (conpound 39). Exanple B. 10 25
(0.00150 rmolpNoACNofs” iyl conpound (1) (0 00135 pol} in 1
m ), and ACNI (210 1311)1 wgj e| contg ned jundgq ar gon. Hhe pol HI or
for 1 hour. [1- 3ch 19 2 3-ﬁsacyarﬁlt 0- | ropgpe (®.00 I_iL37 ol )Clwas
44 |B.1a} Cl H H Cl Cl
45 |B.l1a] H H H OCF; H
46 |B.la| H OCH; H H OCH;
47 |B.la| H H H OCH3 H
48 |B.la| H H H OCH,CH3; H
49 | B.la H CH3 H H CH3
50 {B.la| H H H OCH; OCH;
51 |B.la] H F H H F
52 |B.la} F F H H F
53 |B.laj] H OCHj; H OCH; H
54 | B.1la CH3 CH3 H CH3 CH3
55 |B.la| H Br H H OCH;
56 |B.la| H CF; H H CF;
57 |B.la] H CH; H H CH3;
58 [B.la] F H H H CF3
59 [{B.la] H F H F H
60 |B.la| H | C(=0)CHj3 H H OCH3;
66 |B.Sb| H H Cl H Cl
67 |B.5b] H H F H Cl




reaction mixture was stirred for
added. The reaction m xture was stirred for

concentrated. The 30

resulting solution was filtered, dried over
concentrated and the residue was treated
0.5 M and heated under

m ’

pressure at

1 hour.

&

1- et

K
th

hyl
Then,

err]Cderr],
NH[ err]

-pyrrolidinone (10 m) was
16 hours.

the m xture was
concentrate was partitioned between DCM H err] O. The

filtered,

was concentrated and further purified by flash colum chromat ography
The pure Lractl ons were collected and the

(el uent:

podsled

sol vent was evaporated, 35

N-[3-[[4-[(4- cyanophenyl)
nmet hyl]-1,3,5-triazin-2-

rr] OH 95/581

N

-~

'Id| ng 0512 g (18,9% of

Bphenyl)

prrpound 23).
Jo :

-23-
Exanpl e B.

in 1, 4-di oxane (12
err]C. The resulting solution

11

NaOH (0.0128 nol), 1, 4-dinygss an- g di ne (0.0128 nol) were
conbi ned and stirred aR" RT for m utes under Brgon. Then, internediate
(27) (0.00128 nDI) was 5 added anuk%ﬁe reaction mxture was stirred at RT
for 16 hours. The reaction mxture was quenched with H20 nd stirred_ The
resulting pr ﬁ tEg(t_e wag filiter grid® and gshe mesi St i galt®6rrh N
refl uxi ng ngt ¢ool ed, gnd filtered,| yiellding 64. 3% of
N-[4-[(4-cy nH?h ﬁﬁm)aninn]- Q-1(2 & dlnhlnrnnken¥L7 1 3 S.triazin-2-
yl']- guani dijneq ( EBNAC undHZO) 10 N@anpl e@ 12K m f internedi ate
(27) (0.00296 po # and 3-am iq ropare&gol Q. ¢ ) in 1,4-di gxane
(10 m) and |1-3ref Byid]{pyr Iidlnon I? s |st - for 48 houls
under argon.| Bhe| Beladt+on—qXt ur e NKs corce’.ﬁtratléd, d HG1{GhHEOM 120
and stirred.| The|pr.eqi pi e [was i (¢ f.| ydelldi 12 g (86.9% |of
15 ()-4-[[4 H@z B1dilch ophlﬁﬁ%‘ﬁmﬁa ; -'[(2,%-( propyl ) am ng] -
1,3,5-triazijn68- | Blledm n@] benzoni t Nsl e ( qorfloynd 26 le B. 13
69 | B.6a H NHOH H Cl
70 | B.6a H NHOH H F
Table 5
i
N. _N
X
O
R6
Co. No. | Ex. No. L RS
8 B.2 Ly, -CN
a f.
N
\
H
9 B.2 L, -CONH)
Cl\, i
N
\
H
63 (CH,),CH=C(CH3): CN
64 CH,CH=C(CH3), CN
65 (CH,),CH=C(C;Hs)2| CN




Conpound (1) (0.0016 nol) and 1, 1-di met hoxy- NN-di net hyl net hanani ne (21 )
were conmbi ned and stirred vigorously at anbient tenperature for 8 hours.
The reaction 20 m xture was filtered and the collected solid was washed
with ether (Fraction A). Additional conpound was obtained by concentration
of the filtrate (Fraction B). Fractions Agand B were conbi ned and
recrystallized fromethanol, yielding O. g of

4-1[4-[ (2, 6-di chl orophen I)nethyl] 6-[[ (di met hyl am no) et hyl ene] am no] -
135tr|a2|§a£héll9-ﬁg&ﬂ—‘2%%m&1§mtrlle(corrpound 62). 25 Exanple B. 14 A
sol ution of d&_ﬁgﬂﬂg@_@l (13) (0.000519 nol), LiOH H20 (0.000571 nol), methanol
(5.0 n) an err s,stirred at RIT f oyr. n.
The reacti orf‘ﬁ‘ @16\&%@/\%?%18@@/ PP&&‘?‘E’E 8‘1‘\?8%‘{4 fr&ﬁ%d , V%E‘lgjg‘lda?‘lsaetgh%?t h
1.0 N HC ((hnEiZ-IW hgentsn dAs HIVF bdaﬂsﬁmm@dd:saymu littee MT-#hwhich [wasipoeviowsty

fil d f H 0

(i traces amiorRIRSyfhel spiloiie £ Wanceh, S6/44SThSE; 1089195 12 ﬂ%%gys%ﬁc%ﬂ%%'e to
preci pi t at e andpefrnissive ot BV infeation sesed a}lt'@q @rgegcell live. ginhibptiompf the HIV-
N-[4-[(4- Cy%ﬂ@u@&ﬁ'&?@path?@&f?é& was héed R el &fd E@” Ay "ﬁi@%éﬁiﬁ%ﬁf'hbth HIV- and

1,3,5-triazin clne (conpound 16) ?r.pogﬁ re, off
conmpound (32710‘(161 ol Wasapsergad SP?Ft’EﬂPBR'QH@ YHat %thnno
-24- pr essurﬁ(msaﬁﬁémynm%lﬁ $I92, ﬂdlgmlteﬁhmlmi Menndmmmyavm s0%d and the

resul ti & WS UM B e cbi Elaﬁo% ungdyer
was fil trigr ea‘g'l':\/\/aslﬁ\%\’@ﬁ ﬁ-&ﬁbﬁ & q“m concentrated to en and 1f90| | tered,
yi el di ng 0. Shat redficed e attfsorbance of the mock-infected control sample by 50% The percent

()-2-[[4-1(4-¢ f : 6-di chl
oro. 5 phaoeanel Rel ¥ B boriadnd i HIVERIQLARRAL N B RRa by,
(conpound 34pllowingformpuB.: 16 A sol ution of i nt er nedi at e (27) in

di met hyl sul foxi de was treated with NaN3 in one portion and was stirred at

RT for 28 hours. Ti@Dypeact (GDc)Hpet ure was pS‘”?;d into ice
15 (ODC)MOCK (ODC)HIV expresse in o,

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

20 the control untreated mock-infected cells; all optical density values were determined at
540 nm. The dose achieving 50% protection according to the above formula was
defined as the 50% inhibitory concentration (ICsq in pM). The ratio of CCsq to ICsq
was defined as the selectivity index (SI). The compounds of formula (I) were shown to
inhibit HIV-1 effectively. Particular ICsg, CCso and SI values are listed in Table 6

25  hereinbelow; the numbers between brackets in the columns “ICsg (UM)” and “CCsg
(uM)” list the number of experiments used to calculate the mean ICsg and CCsg values.



and t hen filtered. The precipitate was washed with cold water and was
recrystallized 10 from ACN, yielding 0.46 g of

4-[[4-azido-6-[ (2, 6-dichl orophenyl)nmethyl]-1,3,5-triazin-
2-yl]am no] benzonitrile (conpound 68). Tables 2 to 5 |ist the conpounds
that were prepared according to one of thg above Exanples. 15 Table 2

[err] No. No. Rierr] Rierr] Rierr] sal t
form1l B.1 H H H6 B.3 H
C(=O)N(CH[e?$%t—’}-§[—@ir] H7 B.4 H CH err]
710 B0 ool dedan |cosouan| ST g Jop. | o0l SEyEH © ot
CH2CH3 No. H 18 B.5a H No CH errj] C(=0) OCH err]
H 14 B.5a H errJ%:O) eyr H 15 53511)
H 1| QPp2e) | >100 200) [>42553[ |y 76 SN L0192 | BEW) 506
CH err] C(=O|{H| 0.290) | >100(s9) | 2850. FE32| 2.0 R|er8id4@ 2R ¢rr]
S orenchem |13 8ok td | 5188 3oz | |33] oo | 1410 | 6272
(S) form-CH 48 OR4xbo) | 53.6(59% | 224 34 CH).e¥7 B) [ler43- 2 746
H19 BSb 1510013y | 4750 | AT 8511 0Hoes ]| 530 75H llerr]

6| 0.380¢) | >100@30) | >263 36| 0.005 @) 40.9 (2) 8097

71 00111 | >100(53) |>14285 37| 0.011@) 85.0(2) 7948

8| 03@8 | 144022 | 4806 38| >1003) | >100(11) -

9 | 0.066(12) | 54.4(60) 830 39| 0.078(5) >20 (1) >256

10| 0.17¢5) >100 32) | >602 401 0.002 @» >100(2) | >41666

11| >104 @) 6.0(17) <1 41| 0013 @ 40.2 (2) 3125

12| 81@ >20 (1) >2 44| 0.003 (16) | >100(63) | >35087

131 0.11¢6) >20 (1) >178 451 043 () >100 (2) >233

14| 0.031(5) 9.1(1) 293 46| 0.040(3) >100(1) | >2506

15| 0.061 (1 44.6 (6) 732 471 0.082(6) >20 (1) >243

16 2.8 79.9 (6) 28 48 | 0.074 (6) >20 (1) >269

17 43 @ >20(2) >4 49| 0.091(6) >20 (1) >220

18| 0.001 @) >20 (2) >2030 50| 0.0794) >20 (1) >252

19| 0.013(3) 10.4 (1) 810 51| 0.031&) >20 (1) >640

20| >100(5) 4.3 () <1 52| 0.003 @) - >220

211 0.002 (18) 8911 4924 53| 0.41 @) >20 (1) >48

22| 0.014(7) | >100(7) | >6993 54| 0.00509) | 43.8(6) 9515

23| 0.343) 36.7 (2) 106 55| 0.052 (10) >20(7) >384

24| 0.068 (3) 36.1(2) 529 56| >7449) | > 100" -

25| 0.029(3) 51.6(2) 1773 571 0.003 ) 36.8 (6) 11883

26| 0.068 (3) 59.7 2 883 581 0.014(8) 20¢6) | 1418

27| 0.056(2) | 46.8(2) 837 59| 042¢) | >1004 | >241

28| 0.0033) | >100(1) |>37037 60| 0.039@®) | 714 1841

291 0.005@3) 8.7(1) 1741 - 161 6.99) 53.4(8) 7

30 0.04(3) 16.5 (1) 416 62| 0.002(9) >100(7) | >41666




20 B11 H H 21 B.5b H

oH H HCl.Herr]O B.6a 22 B.1b H

C(=0) CH3 H23 B.10 H

(CHerr])[err] NHC(=O) NH err ] +H 24 B.5b H
(CHerr])[err] CH H 25 B.5l_)2.’0_ H

(CH err])[err] OH H26 B 1 H

CH err] CH( CHerr]QH H 27 B.5b H
(m[err])[erh_éggap&qmmml H 28 Bl1

|[—|e;,(r)] 5 5h The followmg forﬁlu?a?lonﬁe)@?n typlcal armaceutlcal corﬁﬁ?ﬁ?o%&'@@ﬁﬂ@for?’l
B. 5b ' systemic or toplcal a?@x[xgyapp P % qc in accordance wifh tgg
B. ba pfdsent invention. [err] H[err] 33 B.5b
|[_| err] 5 "Active 19&e§;§nt“éf.5lo) as used thro%hout(stges?é%xar%]pFes relates to a ccl)_lmpound of
H[err] 36 fitmula(l)or a pharmaceutically acceptable @Bfifion sjlt thereof. H 37
B.lb ' H C(=0) OCH2CH3 H 38 B.8b CH3
CH3 r 9 H H
“c(=0) xample K0 doardd tablfis Rerr] Rlerr]

Rl err] Prepatation Qf tablet core

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

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

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

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

25



No. No. 40 B.Ib - H O) CH
B.1b C(=OOCH err]CHerr] C(= O)OCH[gr])m[EareH] - nge”méi@tm
42 B.1b ~ C(=OCH3 o(=0) CH3 O)CHS 5

C(=O CCH err]CH err] -C(=O)CCH err]CH err] Table [err] Co. Ex Rl err]

R err] R err] R[err] Rl err] NO_HNO 2 BIa H

H H H3 B.la H

44 B.la O H H a CI 45 E‘" as Been R

H ims.  H46 B 1la H OCH[ err] l," I" ml ,Il
OCH3 47 B. 1n ARompound offormula H OCH3

H H OCH2CH3 H 49 Rela H CH[err]

H CH3 50 B.la' H HN OCHSSl B. 1a
H F H r¢ F.R2 @8 la F F H
H F 53 B.la H OCH[ rrN H @ OCH err] H 54
B.1la CH err] CH err] HJ\H., err] CHerr] 55 B.1la
H Br H rr]R’56 B.la H CFlerr]
H H CFlerr] '57 B.la K3 g8 CHerr] H
CH:H[ err] 5,% B. agharmaﬁ:utlcally acceptgble acid aljdzqqneselt oBa fgreoppem@ecﬁ_bsepiegp 3?m

(l_:II 5 H thereof Gidreinr] 66 B.5b H

R! and R2 are each independently selected from hydrogen; hydroxy; amino;
C\.¢alkyl; Cj_galkyloxy; Cj.galkylcarbonyl; C;_galkyloxycarbonyl; Ar!; mono-
or di(C;.galkyl)amino; mono- or di(C;_galkyl)aminocarbonyl; dihydro-2(3H)-
furanone; C;.¢alky!l substituted with one or two substituents each independently

10 selected from amino, imino, aminocarbonyl, aminocarbonylamino, hydroxy,
hydroxyC,.galkyloxy, carboxyl, mono- or di(C;.galkyl)amino, Csalkyloxy-
carbonyl and thienyl; or

R! and R? taken together may form pyrrolidinyl, piperidinyl, morpholinyl, a21do or
mono- or di(Cj.galkyl)aminoC,_salkylidene;

15 R3 is hydrogen, Ar!, C;_galkylcarbonyl, C;.galkyl, C.galkyloxycarbonyl, C;_galkyl
substituted with C;_galkyloxycarbonyl; and

R4, R5, RS, R7 and R8 are each independently selected from hydrogen, hydroxy,
halo, C;.galkyl, C;_galkyloxy, cyano, aminocarbonyl, nitro, amino, trihalomethyl
or trihalomethyloxy ;

20 L is Cy.jpalkyl; Cs.jpalkenyl; Cs.jpalkynyl; C3-7cycloalkyl; or

L is C;.joalkyl substituted with one or two substituents independently selected from
Csscycloalkyl; indolyl or indolyl substituted with one, two, three or four
substituents each independently selected from halo, C;_galkyl, C;-galkyloxy,
cyano, aminocarbonyl, nitro, amino, trihalomethyl, trihalomethyloxy, C;_galkyl-

25 carbonyl; phenyl or phenyl substituted with one, two, three, four or five
substituents each independently selected from halo, hydroxy, Cj-galkyl,
C-salkyloxy, cyano, aminocarbonyl, nitro, amino, trihalomethyl, trihalo-
methyloxy, Cj-galkylcarbonyl; and,

Ar! is phenyl, or phenyl substituted with one, two or three substituents each

30 independently selected from halo, Cj.galkyl, C;.galkyloxy, cyano, nitro or
trifluoromethyl;

with the proviso that the following compounds

| A



67 B.5b H H s ]

Lo
.Co.  Ex. 'Rns SheetHas Beeh R ?aEé’d] R[ er r] Rlerr] Rlerr] R § W’é%ﬁdl’ms BE%N
salt form No. NH err] CElcN
H5 B la | err a H H d 61 BTIaferr]
NH[ err] HCl . Gherr]Herr]OH 62 B 13  H
N:CI—I-N(CH[err])[err] d H68 B. 16 H N err] d
H H CN 69 B.6a H d H "CN 70 B.6a
H NHQH I—I E I-I r~|\_| Table Ferr—Go—Ne—Bx—No.
L CoRRlerr] 8 AlB- 2 IRk
: RI/REE'R} | R4 | RS | RENR7 |R8|B. 2
gzrr] No.] - CONH2 63 CHerrPlerp]CHEC(AH erlr ] ) [lerr CN
(CHerr])[ en rﬁ(%e(a&%?ﬁfgji EAQMC?M %5 HC'\-ngj- H)H | HH
1-(4-(2-methylpropyl)phenylethyl | H/H | H | H | H [NOz| H | H
¢ | 1-(4-(2-methylpropyl)phenyl)ethyl | H/H [CéHs) H | H | H | H | H
d | 1-(4-(2-methylpropyl)phenyl)ethyl | H/H | H [NO2| H |CH3| H | H
e | 1-(4-(2-methylpropyl)phenyl)ethyl | /H | H | H | H |[NH2| H | H
f | 4-(2-methylpropyl)phenylmethyl | &/H | H | H [CF3| H | H | H
g | 1-(4-(2-methylpropyl)phenyl)ethyl | /H | H | H | H | Cl | H | H
h | 4-(2-methylpropyl)phenylmethyl | H/H | H | H H|H|H|H
i 3,4-dimethoxyphenylmethyl HH| H| H| H|{H|H|H
j 2,3-dimethoxyphenylmethyl HH| H|{ H{ H|{H|H | H
k 3,4-diethoxyphenylmethyl HH| H|H|{H|H}|H|H
] 2-(3,5-(1,1-dimethylethyl)-4- HH| H| H|H{H|H|H
hydroxy-phenyl)ethyl
m 2-(3,5-(1,1-dimethylethyl)-4- HH| H | H |t-Bu|OH |[t-Bu| H
hydroxy-phenyl)ethyl '
phenylmethyl HH| H |CH3) H{ H| H | H
phenylmethyl "HH| H | H|H | H]|H|H

are not included.

5 2. A compound according to claim 1 wherein R! and R2 are each independently
selected from hydrogen, Cj.galkyl, Ar! or mono- or di(Cj.galkyl)aminocarbonyl;
or R1 and R taken together may form pyrrolidinyl, piperidinyl or morpholinyl; R3
is hydrogen, Cj.¢alkyl or Ar!; and Arl is phenyl, or phenyl substituted with one,
two or three substituents each independently selected from halo, C;.galkyl,

10 Ci-galkyloxy, cyano, nitro or trifluoromethyl; and
L is a radical of formula
R¢ R®
R® Alk—
R R

wherein Alk is C;_galkanediyl;

AT



/// .
C. Pharmacol ogi cal exanpl e Exa le'C.1 Arapid, sensitive[JHIB §

assay procedur eThivsbeet) ﬁ ‘m in vitro evaluation of apti- Hlﬁé gBEENn

H V- | transfor , MI-4, which was previous

(Koyanagi et aI r, 36, 445-451, 1985) to be highly
susceptible to an permsswe for HV inkection, served as the target cell
line. Inhibition of the H V- induced cyt opathl c effect was used as the end
point. The viability of both H V- and nock-infected cells was assessed

spect r ophot onetRd, BAI RS; Ré; Re.tRfe RP nRg LandRf ereieach ipdependently selected from

3- (4, 5-di et hylhyQiceeR) halbo, )(Il)saﬂc -Ol_gliefiyty, ey4rry aminocuibonyl diero( Mo, The 50%
10 cytotoxic concentration err] in pM was defined as the
concentration df @ewg@uharmako @ he absorbance of the nmock-infected

ﬁ){}tm:c Sfrrgl elfllls/arx'a(i%tamletog@meﬂm mrﬁ]ze&?alleilmamhala;fédm?aath%corrpound in
-infected cells was cal cu e fo g formul a:

[err] wheéreby (ODT)HIV is théﬁi)gﬁ% densi ty?ﬁégsured with a given
concentration of the test coNRI«@H=CH-HI V-infda2yd cells; (ODerr])[err] is

the optical density neasureqyHepdinR98s RPdtbEH ol jed H V-infected cells;
(O)err])[err] is the optical de“r115|t§/ %}a%ured #Mﬂ%t t he control

untreated nock-infected cells; all optical density val ues were determ ned
at 540 nm The ﬁdmp@.mdlaevwrdglgﬂo%qundt@c&Wl‘me’adetsﬁmﬂjk‘iwl phe-zbexle formul a

was def i aed as jﬁgﬁmip leﬂ nh'ofr By s RRAARASide eﬁuefnhs:[saeakd Fon €5, ¥c]yMo- The

ratio o err I ned as the se| ecti i ndex % he

conpounds of f Iyl indely) Orviéﬂ‘é%wﬂieé Wighons, tWey threg °é¥ "EéPl?S\Vé‘F%?tS eac
Particul ar | C esdependdntigselectad frofil hale) CegalleyleCl.salkddxy, wydh lamigocatbonyl,

her ei nbel ow, the number ae IM"
and -~ Crerr] (PoryARonTao R BESTERy Ity CF A PAGNLpr MBI
mean | (err] andbdtthted wlithwile s, three, fa8- orTaszsabmtuents each independently

15 selected from halo, hydroxy, C1.galkyl, C}.alkyloxy, cyano, aminocarbonyl, nitro,

amino, trihalomethyl, trihalomethyloxy, Cj.ealkylcarbonyl.

4. A compound according to any one of claims 1 to 3 wherein L is 2,6-dichloro-

phenylmethyl.
20

5. A compound according to any one of claims 1 to 4 wherein RS is halo, cyano or

aminocarbonyl.

6. A compound according to any one of claims 1 to 5 wherein NR'R? is other than

2_5 amino.

7. A compound according to claim 1 wherein the compound is
4-[[4-amino-6-[(2,6-dichlorophenyl)methyl}-1,3 ,5-triazin-2-ylJamino]benzonitrile;
4-[[4-[(2,6-dichlorophenyl)methyl]-6-(hydroxyamino)-1,3,5-triazin-2-yl]amino}-

30 benzonitrile or a pharmaceutically acceptable acid addition salt thereof.

8. A compound according to any one of claims 1 to 7 for use as a medicine.

R
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Co.’ ICerr] ([err]M CC[err] ([err]M S Co. IC[err] ([err]M

Clerr] ([err]M S .1 0.002
(96) >100 (200) >42553 31 0.019 (2) 9.6 (1) 506 2 0.29 (10)
>100 (59) >350 32 2.0 (1) 83.4 (2) 42 3 0.013 (12)
51.6(74) 3972 33 0.002 (4) 14.34(2) 6272 4 0.24 (10) 53.6
gigé 224 34 03057 (3) 42.3 (2) 746 5 0.017 (13) 47.5 (71)
6 0.380 (6) >100 (30) >263
36 0.005 (4?) Thaﬁseaof(*zzﬁomp%'@g?%gm%aé (11) >1o§)(?33) >14(285) 37
0.011 (4)  85.0(2) 7948 8 QU3 @28)  14.4 (122) 4806 38 >100
(3)  >100(11) - 9 0.066 (12) N54.4 (68 830 39 0.078 (5)
>20 (1) >256 10 0.17 (5) >10 (3ag 602, RS 40 0.002 (4) >100

(2) >41666 11 >10.4 (4) 6. o

3125 12 8.1 (4) >20( 1)

13 0.11 (6) >20 (1) >178L Y 43R(2)  >100 (2) >233 14
0.031 (5) 9.1(1) 29 0l840®8) >100(1) >2506 15 0.061
(7) 44.6 (6) 732 47 0. 082 (6) >20 (1) >243 16 2.8 (9)

79.9 (6) 28 wherein R1%ndR0até e4dh)indeperfently)selected Zfofn hydrogen; Bydedxy; >20

Gbso 1 50 o g‘?‘é‘ ‘?4‘? 51“'@)(: Kok Cy ceffegdodii: ‘?&?gﬁy“’@“fb"“;?’p Clio

51 0.033(4) >20Ar! 1inono- orsh@lzﬁ; );_ag@nq gnono- opdiC.gal kyl)agllmocarbony 52

0.003 (4 -
(6) ( >)20 (1) @%fﬁ-%%?léﬁ%lﬁl%?oél BUb ﬁtu?en{> Wikh one 619% substltwra@nts 0( g )1
43.8 (6) 9515 23ach mdgpcr(dsyntly @tqd Qrgp ammq,gguno amuygaﬂ:@n@b gme%) 250

(7) >384 24 0.QF% ilox(yZﬁydrox éloxy5&rb®(&4 of®Bor > 100(7)

225 0.029 (3
0.068 (3) 5 7 (c§§C1 63‘9@%‘““‘“ Cigalkyloxgday %ﬂ %dg@'g“(y%')&es ® Lk 27 0 056"

(2) 4608 (2) R! afBR2 taken tdg8ther fhag Fori®pyrrolidifyl, giperidingl2tbrpholinyl, azido or
mono- or di(Cj-¢alkyl)aminoC;.salkylidene;
R3 is hydrogen, Ar!, Cj.galkylcarbonyl, Cy.¢alkyl, Cj.galkyloxycarbonyl,
C1-6alkyl substituted with Cj_galkyloxycarbonyl; and
R4, RS, RS, R7 and R8 are each independently selected from hydrogen, hydroxy,
15 halo, C;-¢alkyl, C1-galkyloxy, cyano, aminocarbonyl, nitro, amino, trihalo-

i) 0.013 (4)  40.2 (2)
0.0037(16) >100(63) >35087

methyl or trihalomethyloxy ;
L is Cj.joalkyl; Cs.jpalkenyl; Cs.joalkynyl; Cs.scycloalkyl; or
L is Cy.10alkyl substituted with one or two substituents independently selected from
Cs.cycloalkyl; indolyl or indolyl substituted with one, two, three or four
20 substituents each independently selected from halo, Cy.galkyl, Ci-salkyloxy,
cyano, aminocarbonyl, nitro, amino, trihalomethyl, trihalomethyloxy,
C)-galkylcarbonyl; phenyl or pheny! substituted with one, two, three, four or
five substituents each independently selected from halo, hydroxy, Cj.galkyl,
C1-6alkyloxy, cyano, aminocarbonyl, nitro, amino, trihalomethyl, trihalo-
25 methyloxy, Cj.galkylcarbonyl; and,
Arl is phenyl, or phenyl substituted with one, two or three substituents each
independently selected from halo, C;galkyl, Ci.galkyloxy, cyano, nitro or
trifluoromethyl; for the manufacture of a medicine for the treatment of

subjects suffering from HIV (Human Immunodeficiency Virus) infection.
30

* ¢ L M 8§ %



28 0.003 (3) >100 (1) >37037 60 0.039 (8) 71.4(7) 1841 29
0. 005 (3) 8.7 (1) 1741 61 6.9 (9) 53.4 (8) 7 30 0.04
(3) 16.5 (1) 416 62 0.002 (9) >100 (7) >41666 -30- D.
Conposition exanples The followi ng formul ati ons exenplify typical
pharmaceutical conpositions suitable for %ystenlc or topical admnistration
to ani mal and human subjects in accordance& with the present invention. 5
"Active ingredient” (A l.) as used throughout these exanples relates to a
conpound of 1&r FcampeYndf farmmar neceut i cal |y accept abl e addition sal t
thereof. Exanple D.1: filmcoated tabletsRPregiiration of tablet core 10 A
m xture of 100 g of the Al., 570 g |§ttOS$—_‘d 200 g starch was m xed wel |
u

and thereafter humdified with a solut|a- ) gr$0di um dodecyl sul fate and
10 g polyvinyl- pyrrolidone in abo ' water. The wet powder

m xture was sieved, dried and sj, d a a| Thgn ¥ e was added 100 g

m crocrystalline ceIIquse and 1 nat d vegetable oil. The whole
was nmi xed well and conpressed into a qts 15 g|V|ng 10. 000 tabl ets,

each conprising 10 ng of the active |n edi ent . qtln To_a so] ution of 10
g nmethyl cel | ul ovker¢in Wisral suithbldderving groupland haRGIR "t RARS, RhsndBlen a
solution of 5 g(gg t‘gﬁhlplose in 150 m of dlchloronethane Then there
were added 75 m dIC |'or omet hane and 2.5 m 1,2, 3-propanetriol. 10 g of
pol yet hyl'ene 20 | ycol was nolten and dissolved in 75 m of )

di chl or omet hhhe A ageutical eunpasition aemprisingaophasmaceaticallyrasceptable caier t her e

vere added 2.5 gn@fa thEap&RicHIly 8GR ARANPE £co &n@fasgﬁiﬂié/dﬁxy Yone @i done
and 30 m of con?entrat d color suspension and the whol e was honopgenat ed.

The tabl et core£3®ed ®dated with the thus obtained mixture in a coating

10 12. A process for preparing a pharmaceutical composition as claimed in claim 10
characterized in that a therapeutically effective amount of a compound as claimed
in any one of claims 1 to 7 is intimately mixed with a pharmaceutically acceptable
carrier.

15 13. A process for preparing a compound as claimed in claim 1, characterized by
a) reacting an intermediate of formula (II) with an intermediate of formula (III)

,._< Q_O_S_N.Q‘Rs /k T ﬁ:[ s

“eN RS R’
(II) (I_a)
wherein R3 to R8 and L are as defined in claim 1, in a reaction-inert solvent thus
forming a compound of formula (I-a);

20 b) reacting an intermediate of formula (IV) with an intermediate of formula (V)
2
H R R R‘N’Rl R?

0 N~ H,N )\ RS
i i N
L—C—T—C\ + (I:_.N - )\

R2  HiC R® R’ [f
H R®

3
3

I-b)

AT



apparatus. 25 -31- Cdainms. 1. A compound of formula [err] a
phar maceutical ly acceptable acid addition salt or a stereochemcally
i someric formb5 thereof, wherein Rlerr] and R err] are each
i ndependent |y sel ected from hydrogen; hydroxy; amno; Cerr]alkyl;
C( err]al kyloxy; (err]al kyl carbonyl; er_g%_al kyl oxycar bonyl; Ar[err]; nono-
or di(Cerr]alkyl)am no; nono- or di ((ert]al kyl)am nocar bonyl ;
di hydro-2(3H)- furanone; err]alkyl substituted with one or two
substituents eacthersiadeRdem’ |ty RIand L are asdsfined inclaim n inrmireestionrinerd,
am nocar bonyl , %ME%?Wi%@?{)ﬂgW&WMLM gpxyderr]al kyl oxy,
al Ky

carboxyl, nono- or di((err m no, ( err]al’kyl oxy- carbonyl and

thienyl; or R[erd)]de?db@ecﬂhghﬁ]ntéﬁ'{e@ihté soRtkefa (vay form pyrrolidinyl,
pi peri di nyl, norpholinyl ,Rz\azugo or nono- or 5 .

di (Jerr]al kyl)am no(err]a¥kyl i de®d; 15 Rlerr] is hffdge8en, Agferr],
Clerr]al kyl cahonyl , C [errcfal kgt , elrf] al kykpxycarbonyl, [([ery] al %Is

substituted w err] alXyl gkyca Ayl ; and enf N

Rlerr] are eac Eend | Ykselecied from ) hydr ox}, hg

Cerr]al kyl, C aFtadx W™ cyino,| am®nocarbon: 3, L SRM N Y
trihal omethyl qf t i hal omet hyl ady; R err] is selecyed from cyapo, RS

ani nocar bony® or™ri hal oret hyl ;20 L HS rr] al kyl; C err]al kenyl ;

Clerr]alkynyl; Cerr]cycloalkyl; or L is CJerr]lalkyl substitut®® w th one
or two supstit uenhieeiniciedasdentleycisR! Bdhdupehdenny GElected Eoed Balb k¥ galkylglol vl

or indolyl subs té}.gatll?ﬁo%,tcga&r] %miﬁovt\:%tbo}l)bi gﬁro? Ez.mfin(%)l,J Erihalomethyl, trihalo-
methyloxy, Cj-galkylcarbonyl, according to art-known deprotection techniques

thus forming a compound of formula (I-c);

d) reacting an intermediate of formula (VII) with an amino derivative of formula

10 (VIID)
R* RS rR? RS
Ri Ra\
N RS N RS
N= H , Ne=
L—<\ PARE S ¢ +  NRE /> L—-<\ N RE R’
H Y/,
N N
wi —R?
(VID (VIID) | o (I-d)

wherein W' is a suitable leaving group and R* to R?® are defined as in claim 1, in a
reaction inert and in the presence of a suitable base, and in case R? contains a
protected hydroxy moiety, by subsequently removing the protective group

15 according to art-known methodologies, thus forming a compound of formula (I-d);

e) reacting an intermediate of formula (IX) with an intermediate of formula (X)

H\
w2 N—Ar!
N= N=
H,N—Ar! .
L—<\N_/<N +  HpN—A' —— L-—<\N p (I-e)
w? ’ /N-—Arl
(IX) X H

wherein W? is a suitable leaving group and Ar' and L are as defined in claim 1, in
a reaction inert solvent thus forming a compound of formula (I-e);

* c L M S *



substituents each independently selected fromhalo, Cerr]alkyl,

¢ err]al kyl oxy, cyano, am nocarbonyl, nitro, am no, trihal onethyl,

trihal omet hyl oxy, (err]al kyl - 25 carbonyl; phenyl or phenyl
substituted with one, two, three, four or five substituents each

I ndependent|ly sel ected from hal o, hydroxy7 Cerr]al kyl, Cerr]al kyl oxy,
cyano, am nocarbonyl, nitro, amno, trihdlonethyl, tri haI o- net hyl oxy,

C err]al kyl carbonyl ; _and,_ Ar[er ré i s phen¥ or phenyl substituted with
one, two or thr &bfeacting an intesmediate.af fomnula (XT) withaiakamadiate of fomaula X om
halo, (ferr]Jalkyl, (err]alkyloxy, cyano, nitro or trifluoromgishyl .ps - 32-
5 2. A conpound acaeording to claim|l wherein R err] and R er af e each

i ndependent |y sel ect e,b_&rom hydrégengi err] al kyl, Ar| err]H~or

di ((err]al kyl)arn ar bonyl ; 2Lgrr] and Rlerr] taken t \
pyrrolidinyl, erigi nyl, or g ds; B3 1 s hydroge=C] errfa yI or
Arferr]; and & rlyis phenyl, phenyl substitut {th oneR® t wik’or
three substi tuent %ach l ndepend¢gnt Iy, sel ected from hal & £ err]al kyl, 10
d err]al kyl oxy, cyan ~RKitro or XrifRuoromet hyl; and L is antadi cal of
formula [err] whai®i R'AL K i s d er@¥ml kanedi yl ; R[err] : R[erilz,}, R dFHD,
Rlerr], Rerr], Rerr], Rerr], Rerr] and R[err] are each 1T ndependently

et o e WA APl b RAORE M s SR Ed émhpfxnchgvano

am nocar bonyl , oxy

and Rlerr] t akeranwgearnéhe SaEg ars& rangd Ryiay defanpd inglaimd) bl@farer@h
-CH=CH- N[ err] - hydrogen in a(réaclﬂbn-mé}‘ﬂ SHdnk aﬁ&"ﬁ% presence of a shitabie bas%othus

wh
erein R[err] 'gmﬁngac ?nrf,oﬁﬁdgf% 11a({(¥ 1);

g) reacting an intermediate of formula (XI-b) with an intermediate of formula (XII-

b)
H 1
Nt A
- N—aA
N=‘< ‘
L—4 N O+ Wi-Arl — N=

" L—-<\ N (I-£2)

N—X . N—?
N—R? 2
| N—R

(XI-b) R! (X1I-b) i
10 wherein W? is a suitable leaving group, Ar! is as defined in claim 1 and R and

R? are the same as R' and R? as defined in claim 1 but are other than hydrogen, in
a reaction-inert solvent and in the presence of a suitable base; thus forming a
compound of formula (I-f-2);
or, if desired, converting compounds of formula (I') into each other following art-
15 known transformation reactions; and further, if desired, converting the compounds
of formula (I), into an acid addition salt by treatment with an acid, or conversely,
converting the acid addition salt form into the free base by treatment with alkali;
and, if desired, preparing stereochemically isomeric forms thereof.

20  14. The combination of a compound of formula (I) as deﬁned in claim 9 and another
antiretroviral compound.

15. A combination as claimed in claim 14 for use as a medicine.

A \



3. A compound according to claim1 or 2 wherein L is (Jerr]al kenyl or

¢ err]al kyl substituted with one or two substituents independently sel ected
fromdderr]cyclo- 25 al kyl; indolyl or indolyl substituted with one,
two, three or four substituents each independently selected from hal o,
Cerr]al kyl, Cerr]al kyl oxy, cyano, am n91¢,;85_1r bonyl, nitro, am no,

trihal omet hyl, trihal onmethyl oxy, ([err]alKkylcarbonyl; phenyl or phenyl
substituted wth one, two, .three, four or_ five substjtuents eac

hdependent | b A peRiFoPRIRnA DS compmadyf B PR heE RS pi gy,
cyano, am nocardmother antivetroviral 80mpound, agacombiried ipheplacatioh iy simultaneous,

tri hal onet hyl ox errlal kylcarhb . conpound according to any one
of clains 1 to p%%{e‘?’roeriskﬁfflﬁlylgﬁ%eéﬁ)g%{tgﬁlgrt{)e:g\tr%r{e{ﬁyI met hyl. 5. A conpound
according to any one of clainms 1 to 4 wherein Rerr] is cyano or

am nocar Sonyl7. A pharfiaeewiical’compusiioncompeisingiaphatmaenticablyacoéptatilacarsied to 5
wherein NR err] )4 S: ] : r.¢lj: claim
1 wherein the C%k%% &n%eeﬁggg&?{mst (Q?Q ciib&ithd of fofmdfi? ?iﬁ%ﬁ@hr?eﬁ% iR, b

4-[ [ 4- ami no- 6- [ (b2 amotherantisstenyirahsompesndy| ] - 1, 3, 5-tri azi n- 2- yl ] am no] benzoni
trile; 4-[[4-[(2, 6-dichl orophenyl)nethyl]-6-(hydroxyam no) -
1,3,5-triazin-2-yl]Jam no]- benzonitrile or a pharmaceutically acceptable
acid addition salt thereof. 8. A conpound according to any one of clains |
to 7 for use as a nedicine. 10 -34- 9. The use of a conmpound of fornmula

()
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[ef?‘_r/]-_. wherein R err] and R err] are each independently selected from
hydrogen; hydigopgss anino;, Clerr]alkyl; Clerr]al kyloxy; C[err]alkylcarbonyl;
C err]al kyl oxycarbonyl; 5 Ar[err]; nmono- or di((err]alkyl)an no;

~nono- or di ( err]al kyl)am nocar bonyl ; di hydro-2(3H)-furanone; ([ err]alkyl

substituted wth one or two substituents each independently selected from
am no, imno, am nocarbonyl, am no- car b_gg_yl am no, hydroxy,

hydroxy( err] al kyl oxy, carboxyl, nono- or“di (C[err]al kyl)am no,

( err]al kyl oxycar bonyl and thienyl; or 10 Rlerr] and Rl err] taken
together may form pyrrolidinyl, piperidinyl, norpholinyl, azido or nono- or
di (C [err]al kyl)am no(f err] al kyl i dene; nrd~1s hydrogen, Arf[err],

C err]al kyl carbonyl, C[err]alkyl, e‘??%w-roxycar bonyl, Cl1 6al kyl
substituted with C[err]al kyl oxycarbonyl; and Rerr], Rerr], Rerr], Rerr]
and R[eré] are each independently selected from hydrogen, hydroxy, 15

hal o, Cerr]alkyl, ([err]al kyl oxy, cyano, am nocarbonyl, nitro, am no,
trihal o- methyl or trihalonmethyloxy; L is (err]alkyl; Cerr]al kenyl;

Cerr]al kynyl; Cerr]cycloal kyl; or L .is err]al kyl I d with one
or two substituents %MMﬁﬂglm&b%fmpﬁﬁﬁM; | : indolyl
or indolyl substituted with one, two, three or four 20

substituents each independently selected fromhalo, C[err]alkyl,

( err]al kyl oxy, cyano, am nocarbonyl, nitro, am no, trihal omethyl,

tri hal ot hyrtixjavesliar ¢dneting theecoonpouhds giifermilaor  phenyl substituted with
one, two, three, four or five substituents each i ndependently selected from
hal o, hydroxy, Cferr]alkyl, CermrlalJggl oxy, .,cyano, am nocarbonyl, nitro,
amno, trihalonmethyl, trihalo- 25 N Bret hyl oxy, ([ err]al kyl carbonyl :
and, Ar[err] is phenyl, or phenyl bstrit uted
substituents each i ndependently edt ed Y ron
C err]al kyl oxy, cyano, nitro or i flyor Yl 5, for the manufacture of a
medi cine for the treatnent of #ubj@Cts er | n‘{g fromH V (Human

| mmunodeficiency Virus) infection. 30 g} R®

g% h one, two or three
hal o,y err]al kyl,

the pharmaceutically acceptable acid addition salts and the stereochemically isomeric
forms thereof, wherein R! and R2 are each independently selected from hydrogen;
hydroxy; amino; optionally substituted C;_galkyl; Cj.galkyloxy; C-galkylcarbonyl;
15 Ci-galkyloxycarbonyl; Arl; mono- or di(C;.¢alkyl)amino; mono- or di(C;-galkyl)- -
aminocarbonyl; dihydro-2(3H)-furanone; or Rl and R? taken together may form
pyrrolidinyl, piperidinyl, morpholinyl, azido or mono- or di(C;-ealkyl)amino-
Cialkylidene; R3 is hydrogen, Arl, Cj_galkylcarbonyl, C.galkyl, Ci-galkyloxy-
carbonyl, Cy_galkyl substituted with C.galkyloxycarbonyl; and R4, R5, R6, R7 and R®
20 are each independently selected from hydrogen, halo, Cj.salkyl, Ci-salkyloxy, cyano,
aminocarbonyl, nitro, amino, trihalomethyl or trihalomethyloxy; L is optionally
substituted C).jalkyl; Cs.joalkenyl; Cs.joalkynyl; Cs.scycloalkyl; Ar! is optionally
substituted phenyl; for the manufacture of a medicine for the treatment of subjects
suffering from HIV (Human Immunodeficiency Virus) infection. It further relates to
25  new compounds being a subgroup of the compounds of formula (I), their preparation

and compositions comprising them.



-35- 10. A conpound of fornula [err] wherein Werr] is a suitableng\ﬁ;zpfg’

group_and L, Rlerr], Rerr], Rerr],»Rerr}, Rerr] and Rerr] are de{f(-?

as"in claim1. 5 11. A pharmaceutical conposition conprising a

pharmaceutical ly acceptable carrier and a tlber apeutically active amunt of

a conmpound as clainmed in any one of clai ms3 1to 7. 10 12. A process for

preparing a pharnmaceutical conposition as clained in claim10 characterized

in that a th&lameuti cally effective anmobunt of a conpound as clained in any

one of cl ai 1 | Sy Ldd | ely mixed with a pharmaceutically acceptable

carrier. 15”5‘1%&',358'?%10%@31% or p epa#éng a conpound as claimed in claiml1,

characterized by a) reacting an intgriedi at&’of formula (11) with an

internediate of formula (I11) [err] |whergin R[erl{;,] to Rlerr] and L are as

defined in claim1, in a reactiongfiey ' hus form ng a conpound of

formula (l1-a); 20 b) reacting a di at e ®f formula (1V) with an

internediate of fornula (V) [er|. \N igh Rlerr], Rerr], Rerr] to

Rlerr] and L are as defined in claim1, I, greacti.on-inert solvent thus

form ng a conpound of formula (1-b); R
a pharmaceutically acceptable acid addition salt or a stereochemically isomeric form

n

5 thereof, wherein .

. R! and R2 are each independently selected from hydrogen; hydroxy; amino;
C;-¢alkyl; Cj-galkyloxy; Cj.¢alkylcarbonyl; Cj-6alkyloxycarbonyl; Arl; mono-
or di(C1-galkyl)amino; mono- or di(C-galkyl)aminocarbonyl; dihydro-2(3H)-
furanone; Cy.¢alkyl substituted with one or two substituents each independently

10 - selected from amino, imino, aminocarbonyl, aminocarbonylamino, hydroxy,
hydroxyC;.ealkyloxy, carboxyl, mono- or di(C).¢alkyl)amino, C, salkyloxy-
carbonyl and thienyl; or

'R! and R2 taken together may form pyrrolidinyl, piperidinyl, morpholinyl, azido or
mono- or di(Cj.galkyl)aminoC;_salkylidene;

15 R3 is hydrogen, Arl, Cy-galkylcarbonyl, Ci.alkyl, C}.galkyloxycarbonyl, C;.alkyl
substituted with Cj_galkyloxycarbonyl; and-

R4, R5, R7 and R8 are each independently selected from hydrogen, hydroxy,
halo, Cj.galkyl, C.¢alkyloxy, cyano, aminoéz;rbonyl, nitro, amino, trihalomethy!
or trihalomethyloxy ;

RS is selected from éyano, aminocarbony! or trihalomethyloxy ;
20 L is Cy.j0alkyl; Ca.joalkenyl; Cs.joalkynyl; Ca.scycloalkyl; or
Lis C; 10alkyl substituted with one or two substituents independently selected from
Cs.scycloalkyl; indolyl or indolyl substituted with one, two, three or four
substituents each independently selected from halo, Cj-galkyl, C1-5alkylox¥,

cyano, aminocarbdnyl, nitro, amino, trihalomethyl, trihalomethyloxy, C).ealkyl-
25 carbonyl; pheny! or phenyl substituted with one, two, three, four or five
substituents each independently selected from halo, hydroxy, Cj.galkyl,
Ci-salkyloxy, cyano, aminocarbonyl, nitro, émino, trihalomethyl, trihalo-
methyloxy, Cj.¢alkylcarbonyl; and, o
- Ar! is phenyl, or phenyl substituted with one, two or three substituents each

30 independently selected from halo, Cj.¢alkyl, Cj.alkyloxy, cyano, nitro or
trifluoromethyl;. ' ‘
REPLACEMENT SHEET
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c) deprotecting an internediate of formula (VI) [err] 5 wherein n is
1 to 4 and each R is independently -selected fromhalo, C[err]alkyl,

C’err] al kyl oxy, cyano, am nocarbonyl, nitro, amno, trihalonmethyl, trihalo-
met hyl oxy, ([ err]al kyl carbonyl, according_to art-known deprotection

techni ques thus formng a compound of for3&ra (1-c); d) reacting an

i nternmedi ate of formula (VII) with an am no derivative of formula 10

VI whey ei .1 ab '

Rert] arb a2t dofodaod schortireito Ha Y Where T A el thdBbtidehuly 0

of a suitabl e baelectedfitom hydragen, R2-calkyl, Am o ;MAsPrRrH{ers 36)36%90?% AX: b

subsequent 1y " eRRRIMd HaRitoghte Baffipytblidinyl, piftidiy] of Sndrphdliriyl RN
t hodol L f i P AR o) 1 eact

"ot or e ot & of it BydraEe eIk PSR SN As! teceny conghenyh spbafofel e Bad

wnerlei_n Werr] itodr siieé amsﬁtdeﬁe\eaag'l irﬂtepuudt hemmgsewcgeelrf«}mmahb,c;eg;ncy?,sfdefi lned

In Clal , I'n react.l on |1 nert.solve u (o) n a Co oun (6] or mul a

(1-e); n]&-?)?- %W@%?’%ﬁyﬂ'f?’ PO 8 Pgﬁoglegtfylf Ia‘rmlga (X ;mvm th an

i ntermedi at e of If pravadieal ofifbymglerr] wherein Werr] is a suitable 1eaving

group, Rerr] to Rerr] are as definedg{n clrRasim1 and R err] and R err] are
the sane as Rerr] and R err] as definedy claiml but are other than 5
hydrogen, in a reaction-inert solve ay ) Q__presence of a suitable
base; thus form ng a conpound of fornmul & f- '56; g) reacting an

intermediate of formula (XI-b) with anbint r;rediate of formula (XII-
R R

wherein Alk is Cy.galkanediyl;
R2, Rb, R¢, RY, R, R4, R, R7 and R are each independently selected from

— e
hydrogen, halo, Cj.galkyl, C1-galkyloxy, cyano, aminocarbonyl, nitro, amino,
trihalomethyl or trihaldmethyloxy; or
R2 and R} taken together may form a bivalent radical of formula
-CH=CH-NRY- (a-1),
-NR9-CH=CH- (a-2),
20 ~ wherein R? is hydrogen or C4alkyl.

15

3. A compound according to claim 1 or 2 wherein L is Cs.jpalkenyl or C,.2alkyl
substituted with one or two substituents independently selected from Cj.;cyclo-
alkyl; indolyl or indolyl substituted with one, two, three or four substituents each
independently selected from halo, Cj.6alkyl, Cy-galkyloxy, cyano, aminocarbonyl,
nitro, amino, trihalomethyl, trihalomethyloxy, C)-galkylcarbonyl; phenyl or phenyl
substituted with one, two, three, four or five substituents each independently
sele;:'ted from halo, hydroxy, C1.¢alkyl, C)-galkyloxy, cyano, aminocarbonyl, nitro,
amino, trihalqmethyl, trihalomethyloxy, Cj-galkylcarbonyl.

25

30
4. A compound according to any one of claims 1 to 3 wherein L is 2,6-dichloro-

phenylmethy].

5. A compound according to any one of claims 1 to 4 wherein RS is cyano or

aminocarbonyl.

REPLACEMENT SHEET
- 5 MAR 2601

* c L M S *




b) [err] 10 wherein Werr] is a suitable |eaving group, Ar[err] is as
defined*in claim1 and Rlerr] and Rerr]*are the same as Rlerr] and Rl err]
as defined in claim1l but are other than hydrogen, in a reaction-inert
solvent and in the presence of a suitabl e.dgmase; thus forming a conpound of
formula (1-f-2); or, if desired converting conpounds of fornmula (1') into
each ot her follow ng art- known transforrratl on reactions; and

further, Si t he co or.nmul. a info an acid
addi tion sal S’ebf{?&@gﬁw %d?'% 3@"&8?‘%%?8 "8?) %WV'“E‘&]&H?‘ & a8 aci d
addition salt f@minénto the free base by treatment with alkali; and, if
desired, preparing stereochemcally isoneric forms thereof. 20. 14. The

conbi nati on gf f| ned in claim9 and anot her

antiretrovi rgf ?og&gﬁw&dﬁmﬁwg‘[ %’8 Fgm'bnq'ﬁ claim14 for use

as a medi ¢l ne. 4l Baunqré-[(%ﬁ-;dﬂcﬂhrophwﬂmhyl]}g 3(Samamnebyﬂmmb]bénz‘oﬁftmd a
) as defined V. I

Combi ned pr epar fi At u e Bty e bt aiA KL § S SARER Y amigty-

anti-HV treat rrgﬁ'ﬂm“!iﬂ le ara phary h%ﬂ“ﬁﬁ@bu%qcéhﬂabb@#&ﬁﬂdmmahm:oﬁl ng a

pharmaceutically acceptable carrier and as active ingredients (a) a

conpound of gor W’écﬂnﬁdﬂndaa‘éctﬂﬁfdgﬁs Gny Bn& Bﬁélmrﬁs 1 &"edrBke A9 mﬂfcme

antiret I’Ol\bl ral conpou
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