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Anti-Inflammatory Agents as Virostatic Compounds

Description

The present invention relates to compounds that have becn described as anti-inflammatory,
immunomodulatory and antiproliferatory agents and surprisingly show virostatic activities.
In particular the invention refers to the use of compounds which inhibit dihydroorotate
dehydrogenase (DHODH), for the treatment and prevention of viral diseases, in particular
HCMV, HIV, HCV, HBV, and influenza.

Viral infections are usually treated with substances targeting viral proteins, e¢.g. influenza is
treated with M2.membrane protein inhibitors (adamantin  and rimantadin) or
neuraminidase inhibitors (oseltamivir and zanamivir); HIV is treated with HIV protease
mhibitors, reverse transcriptase inhibitors (nucleoside and non-nucleoside analoga), fusion
inhibitors (blocking the viral transmembrane protein gp41) or cclf entry inhibitors; HCV is
treated by a combination of ribavirin and interferone alpha, where ribavirin as a nucleoside
analogue inhibits the viral polymerase. and interferone alpha activates the host immune
system; HBYV is treated with pegylated interferone alpha and/or nucleoside or nucleotide

analoga.

Howecver, treatment of these viral diseases is not satisfactory due 1o the high mutation rate
of viruses and the thus resulting lack of cfficacy of presently known medications.
Moreover, severe side effects caused by interaction with host factors or by incompatibility
of treatments for patients who are infected with two or several different viruses occur
regularly. In view of the viruses® abilities to quickly adapt to new selection pressures
caused by substances targeting viral proteins, new treatment options for viral discases are
urgently required. A new approach to circumvent the seleclion pressurc on viruses and thus
avoid the gencration of resistences is the targeting of host cell factors vital for the viral

replication cyele,
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The active metabolite of leflunomide, a DHODH inhibitor with a completely different
structure has been discussed and tested lately in several viral infection models as well as in
infected patients (Gabriel T. Meister, dissertation Ohio State University 2005; Chong et al.
Am. J. Transplant 2006 6(1): 69-75). however, anti-viral activily is largely attributed to the
inhibition of protein kinases which results m inhibition of phosphorylation of viral
proteins. Moreover, administration of uridine in viral plaque assays did not affect the
reduction of viral loads in a cytomegalovirus (CMV) model; an inhibitor exerting its
activity by the inhibition of DHODH, however, according to the above-cited publications
would be expected to lose its inhibitory potential when the assay is supplemented with

urtdine.

The compounds to which this invention relates have been described as DHODH inhibitors
before (WO 03/006425, WO 04/056746, WO 04/056797, WO04056747, WO 08/077639,
WO 09/021696), and the treatment of diseases caused by viral infections has been

mentioned.

The pathogenity of viruses heavily relies on host cetl machinery for replication, leading to
a high nced of nucleobasc building blocks due o the high replication rate of the viruses. It
has now been found unexpectedly, that the inhibition of DHODH, which leads to an
inhibition of the de nove biosyntheses of pyrimidines can be exploited to suppress the

replication of certain viruscs.

Herc we disclose that the use of substances according to formula 1 is particularly

advantageous for the treatment of discases caused by the following viruses:

H

(HBV), and Influenza. BK-Polyomavirus {BKV) Human Cytomegaly Virus (HCMV), Rift
Valley Fever Virus (RVFV), Norovirus (NV), Lassa Virus (LV), Ebolavirus (EBOV),
West Nile Virus (WNV), Dengue Virns {DV}, Yellow fever virus (YFV), Human

Human Immuncdeficiency Virus (HIV), Hepatitis C Virus (HCV), Hepatitis B Virus

Respiratory Syncytial Virus (RSV),

Thus, in particular, the subject of the present invention comprises the following aspects:
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A dihydroorotate-dehydrogenase inhibitor for use in the treatment or amelioration
of a discase or medical condition caused by a viral infection by double stranded
DNA viruses (dsDNA viruses), positive-sense single-stranded RNA viruses
((+)ssRNA  viruses). nepative-sense single-stranded RNA  viruses ((-)ssRNA
viruses), double-stranded DNA viruses (dsDNA), single-stranded RNA viruses
which use a DNA intermediate to replicatc (ssSRNA-RT viruses), double-stranded
DNA viruses which use an RNA intermediate during genome replication (dsDNA-
RT viruses), wherein the dihydroorotate-dehydrogenase inhibitor is not leflunomide

or a metabolite thereof,

A dihydroorotate-dchydrogenase inhibitor according to aspect | for use in the
treatment or amelioration of a disease or medical condition caused by a viral
infection by a virus selected from the group comprising Human Tmmunodeficiency
Virus (HIV), Hepatitis C Virus (HCV), Hepatitis B Virus (HBV), and Influenza,
BK-Polyomavirus (BKV), Human Cytomegaly Virus (HCMV), Rift Valley Fever
*Virus (RVFV), Norovirus (NV), Lassa Virus (LV), Ebolavirus (EBOV), West
Nife Virus (WNV), Dengue Virus (DV), Human Respiratory Syncytial Virus
(RSV) Ycllow fever virus (YFV).

A dihydroorotate-dehydrogenase inhibitor for use in the treatment or amelioration
of a discase or medical condition caused by a viral infection according to aspect 1
or 2, wherein the dihydroorotate-dehydrogenase inhibitor has a half-maximai
inhibitory concentration (1Csq) of 50 nM or Icss for the inhibition of dihydroorotate-
dehydrogenase or lcss in an in vitro assay and a half-maximal cffective

concentration (ECsp) of 200 nM or less for inhibition of viruses in an in vitro assay.

A dihydroorotate-dehydrogenase inhibitor for usc in the treatment or amelioration
of a disease or medical condition caused by a viral infection according to any of
aspects 1 to 3, wherein the dibydroorotale-dehydrogenase inhibtior has a solubility
in water of 10 ug/mL or greater and/or an absolutc oral avallability (F) of 30% or

greater.
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5. A dihydroorotate-dehydrogenase inhibitor for use in the treatment or amelioration

of a disease or medical condition caused by a viral infection according to any of

aspects | to 4, wherein the dihydroorotate-dehydrogenase inhibitor is a compound

of the general formula (T) or a physiologically functional derivative or a

pharmacologically tolerable salt thereof,

| , ]
t ] /E D, \CHR3>n]q Y

(Formula I)

wherein

A

1S an aromatic or non-aromatic $- or 6-membered hydrocarbon ring wherein
optionally one or more of the carbon atoms arc replaced by a group X,
wherein X is independently selected trom the group consisting of S, O, N,

NRY, SO; and SO;

is a single bond or NH

is 0, S, SOs, NR* or CH;;

is O, S, or NR*;

is 0, S. or NR™

independently represents H, halogen, haloalkanyl, haloalkenyl, haloatkynyl,
haloalkanyloxy, haloalkenyloxy, haloalkvnyloxy, -CO;R"", -SO:H, -OH, -
CONR*R™, -CR7Q, -S0O,-NR*R', -NQ,, -8$0;-R”, -SO-R*, -CN,

alkanyloxv, alkenvloxy, alkynyloxy, alkanylthio, alkenylthio, alkynylthio,
aryl, -NR"-CO»-R’, -NR"-CO-R¥, -NR"-S05-R", -0-CO-R*¥, -O-CO,-R¥,
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-O-CO-NR*R""; cycloalkyl, heterocycloalkyl, alkanylamino, alkenylamino,
alkynylamino, hydroxyalkanylamino, hydroxyalkenylamino,
hydroxyalkynylamino, -SH, hetcroaryl, atkanyl, alkenyl or alkynyl;

independently represents H, alkanyl, alkenyl, alkynyl, cycloalky),
heterocycloalkyl, aminoalkanyl, aminoalkenyl, aminoalkynyl, alkanyloxy,
alkenyloxy, alkynyloxy, -OH, -SH, alkanyithio, alkenylthio, alkynvlthio,
hydroxyalkanyl, hydroxyalkenyl, hydroxyalkynyl, haloalkanyl!, haloalkenyl,
haloalkynyl, haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, aryl or

heteroaryl;

independently represents H, -COsR™, -CONR'R™ ', -CR7O, -SO;NR™, -
NR™.CO-haloalkanyl, haloalkenyl, haloalkynyl, -NQ,, -NR"-SO,-
haloalkanyl, haloalkenyl, haloalkynyl, -NR''-SO,-alkanyl, -NR'-$O,-
alkenyl, -NR"-SQOs-alkynyl, -80;-alkanyl, -SOj-alkenyl. -SO,-alkynyl,
-NR"'-CO-alkanyl, -NR"'-CO-alkenyl, -NR'-CO-alkynyl, -CN, alkanyl,
alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aminoalkanyt, aminoalkenyl,
aminoalkyayl, alkanylamino. alkenylamino, alkynylamino, alkanyloxy,
alkenyloxy, alkynyloxy, - cycloalkyloxy, -OH, -SH, alkanylthio,
alkenylthio, alkynylthio, hydroxyatkanyl, hydroxyalkenyl, hydroxyalkynyl,
hydroxyalkanylamino,  hydroxyalkenylamino,  hydroxyalkynylamino,
halogen.  haloalkanyl,  haloalkcnyl,  haloalkynyl, haloalkasyloxy,

haloalkenyloxy, haloalkynyloxy, aryl, aralkyl or heteroaryi;

independently represents hydrogen, haloalkanyl, haloalkenyl, haloalkynyl,
hydroxyalkanyl, hydroxyalkenyl, hydroxyalkvnyl, alkanyl, alkenyl, alkynyl,
cycloatkyl. hetcrocycloalkyl, aryl, heteroaryl, aminoalkanyl, aminoalkenyl

or aminoalkyny!
independently represents H or atkanyl

is H or OR®, NHR’, NR7ORT;

or R? together with the nitrogen atom which is attached to R® forms a 5 to 7
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membered, preferably 5 or 6 membered heteroyclic ring wherein R? is -

[CHa)s and RY is absent;

is H. alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl,
alkanyloxy, alkenyloxy, alkynyloxy, -O-aryl; -O-cycloalkyl, -O-
heterocycloaltkyl, halogen, aminoalkanyl, aminoalkenyl. aminoalkynyl,
alkanylamino, alkenylamino, alkynylamino, hydroxylamino,
hydroxylalkanyl,  hydroxylalkenyl, hydroxylalkynyl, haloalkanyloxy,
haloatkenyloxy, haloalkynyloxy, heteroaryl, alkanylthio, alkenylthio,
alkynylthio,  -S-aryl;  -S-cycloalkyl, -S-heterocycloalkyl, aralkyl,

haloalkanyl, haloalkenyl or haloalkynyl;

is H, alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl or
heteroaryl;

is H, OH, alkanyloxy, alkenyloxy, alkynyloxy, O-aryl, alkanyl, alkenyl,

alkynyl or aryl;

is H, alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl,
aralkyl,  alkanyloxyalkanyl, alkanyloxyalkenyl, alkanyloxyalkynyl,
atkenyloxyalkanyl, alkenyloxyalkenyl. alkenyloxyalkynyl,
alkynyloxyalkanyl, alkynyloxyalkenyl, alkynyloxyatkynyl. acylalkanyt,
(acyloxylalkanyl, (acyloxy)alkenyl, (acyloxylalkynyl acyl, non-symmetrical
(acyloxy)alkanyldiester, non-symmetrical (acyloxy)alkenyldiester, non-
symmoetrical (acvloxylalkynyldiester, or dialkanylphosphate,

dialkenylphosphate or dialkynylphosphate;
is M, OH, alkanyl, alkenyl, alkynyl. aryl, alkanyloxy, alkenyloxy,
alkynyloxy, -O-aryl, cycloatkyl, helérocyc]oalkyi, or -O-cycloalkyl, -O-

heterocycloalkyl;

is hydrogen, alkanyl, alkenyl or alkynyl:
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is an alkanyl, alkenyl, alkynyl, aryl, heteroaryl, heterocycloalkyl or
cycloalkyl group or a fused bi-or tricyclic ring systern wherein one phenyl
ring is fused to one or two monocyelic cycloalkyl or heterocycloalkyl rings
or one bicyclic cycloalkyl or heterocycloalkyl ring, or wherein two phenyl
rings arc fused to a monocyclic cycloalkyl or heterocycloalkyl ring, wherein
monocyclic and bicyclic cycloalkyl and heterocycloatkyl rings are as
defined herein, and wherein all of the aforementioned groups may optionally

be substituted by one or more substituents R’

is hydrogen,  halogen, haloalkanyl, haloalkenyl, haloalkynyl,
haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, atkanyl, afkenyl, alkynyi,
aryl, heteroaryl, heterocycloalkyl or cycloalkyl group or a fused bi-or
tricyclic ring system wherein one phenyl ring is fused to one or two
monocyclic cycloalky] or heterocycloalkyl rings or one bicyelic cyeloalkyl
or heterocycloalkyl ring, or wherein two phenyl rings are fused to a
monocyclic cycloalkyl or heterocycloalkyl ring, and wherein all of the
afarementioned groups may optionally be substituted by one or more

substituents R, or Y is

wherein R', X, A, 7', 7% R R®, E and p are as defined herein;

m isQorl:
n 1s0orl;
p isCorI;

g isCorl;
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independently represents H or alkanyl

is H or OR®, NHR?, NR'OR”:

or R? together with the nitrogen atom which is attached to R® forms a $to 7
membered, preferably 5 or 6 membered heteroyclic ring wherein R? is -
[CHa). and R¥ is absent;

is H, alkanyl, alkenyl, alkynyl, eycloalkyl, hcterocycloalkyl, aryl,
alkanyloxy, alkenyloxy, alkynyloxy, -O-aryl; -O-cycloalkyl, -O-
heterocycloalkyl, halogen, aminoalkanyl. aminoalkenyl, aminoalkynyl,
alkanylamino, alkenylamino, alkynylamino, tydroxylamino,
hydroxylalkanyl, hydroxylalkenyl, hydroxylalkynyl, haloalkanyloxy,
haloalkenyloxy, haloalkynyloxy, heteroaryl, alkanylthio. alkenylthio,
alkynylthio,  -S-aryl;  -S-cycloalkyl,  -S-heterocycloalkyl, aralkyl.
haloalkanyl, haloatkenyl or haloalkynyl;

is H, alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl or

heteroaryl;

is H, OH, alkanyloxy, alkenyloxy, alkynyloxy, O-aryl, alkanyl, alkenyl,
alkynyl or aryl;

is H. alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl,
aralkyl,  alkanyloxyalkanyl.  atkanyloxyalkenyl,  alkanyloxyalkynyl,
alkenyloxyalkanyi, alkenyloxyalkenyl, alkenyloxyalkynyl,
alkynyloxyalkanyl, alkynyloxvalkenyl, alkynyloxyalkynyl, acyimethyl,
(acyloxy)alkanyl, (acyloxyalkenyl, (acyloxy)alkynyl, non-symmetrical
(acyloxylalkanyldiester, non-symmetrical (acyloxy)alkenyldiester, non-
symmetrical (acyloxy)atkynyldiester, or dialkanylphosphate,

dialkenylphosphate or dialkynylphosphate;
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is H, OH, alkanyl, alkenyl, atkynyl, aryl, alkanyloxy, alkenyloxy,
alkynyloxy, -O-aryl, cycloalkyl, heterocycloalkyl, or -O-cycloalkyl, -O-

bheterocycloalkyl;
is hydrogen, alkanyl, alkenyt or alkynyl;

is an alkanyl, alkenyl, afkynyl, aryl, heteroaryl, heterocycloatkyl or
cycloalkyl group or a fused bi-or tricyclic ring system wherein one phenyl
ring is fused to one or two monocyclic cycloalky! or heterocycloalkyl rngs
or one bicyclic cycloalkyl or heterocycloalkyl ring, or wherein two phenyl
rings are fused o a monocyclic cycloalky! or heterocycloalkyl ring, wherein
monocyclic and bicyclic cycloalkyl and heterocycloalkyl rings are as
defined herein, and wherein all of the aforem entioned groups may optionaily

be substituted by one or more substitucnts R

is  hydrogen, halogen, haloalkanyl, haloalkenyl, haloalkynyl,
haloalkanyloxy, haloalkenyloxy, haloalkynyloxy. alkanyl, alkenyl, alkynyl,
aryl, hetercaryl, heterocycloalkyl or cycloalkyl group or a fused bi-or
tricyclic ring system wherein one phenyf ring is fused to one or two
monocyclic cycloalkyl or heterocycloalky! rings or one bicyclic cycloalkyl
or heterocycloalkyl ring, or wherein two phenyl rings are fused to a
monocychic cycloalkyl or heteroeycloalkyl ring, and wherein all of the
aforementioned groups may optionally be substituted by onc or more

substituenis R™, or Y is

72
R, L ‘“ !!_ N/\LE)D_
RB

R2

Z‘
wherein R', X, A, Z', 72, R*, R% E and p arc as defined herein;

m isCorl;
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n s Gorl;

P isQorl;

g i1sOorl;

T 1sQorl;

8 is 0 to 2; and
t 1s 0 to 3;

in another prefcrred embodiment, the present invention relates to a compound of formula I,

whercin

A

L)

™

R*

1s an aromatic or non-aromatic 5- or 6-membered hydrocarbon ring wherein
optionally one or more of the carbon atoms arc replaced by a group X,
wherein X is independently sclected from the group consisting of S, O, N,

NR?, SO, and S0O;

15 NH

is O, S, SO, NRY, or CHy;

is0, S, or NR™:

is O, S. or NR:

independently represents H, halogen, haloalkanyl, haloalkenyl, haloalkynyl,
haloalkanyloxy, haloatkenyloxy, haloalkynyloxy, -CO,R"". -SO3H, -OH, -
CONR*R™, -CR"O, -SO:;NR*R™, -NO;, -80:-R”7, -SO-R¥*, -CN,
alkanyloxy, alkenyloxy. alkynvloxy, atkanylthio, alkenylthio, alkynylthio,
aryl, -NR-CO;-R", -NR"-CO-R¥, -NR'-802-R", -0-CO-R*, -O-CO;-R*,
-0-CO-NR*R™; cycloalkyl, heterocycloalkyl, alkanylamino, alkenylamino,
alkynylamino, hydroxyalkanytamino, hydroxyaikenylamino,

hydroxyalkynylamino, -SH, heteroaryl, alkanyl, alkeny! or alkynyl;

independently  represents  H, alkanyl, alkenyl. alkynyl, cycloalkyl,

heterocycloalkyl, aminoalkany!, aminoalkenyl, aminoalkynyl, alkanyloxy,
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alkenyloxy, alkynyloxy, -OH, -SH, alkanylthio, alkenyithio, alkynylthio,
hydroxyalkanyl, hydroxyalkenyl, hydroxyalkynyl, haloalkanyl, haloalkenyl,
haloalkynyl, haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, aryl or

heteroaryl;

independently represents H, -CO,R™", -CONR"'R™*", .CR>'Q, -SO,NR™, -
NR"-CO-haloalkanyl, haloalkenyl, haloalkynyl, -NO,, -NR"'-80;-
haloalkanyl, haloalkenyl, haloalkynyl, -NR"'-80;-alkanyl, -NR-SO,-
alkenyl, -NR'-SO;-alkynyl, -SO,-alkanyl, -SOs-alkenyl, -SOs-alkynyl,
-NR"-CO-alkanyl, -NR™-CO-alkenyl, -NR"-CO-alkynyi, -CN, alkanyl,
alkenyl, alkynyl, cycloalkyl. heterocycloalkyl, aminoalkanyl, aminoalkenyl,
aminoalkynyl, alkanylamino, alkenylamino, alkynylamino, alkanyloxy.
alkenyloxy, alkynyloxy, - cycloalkyvloxy, -OH, -SH, aikanylthio,
alkenylthio. alkynylthio, hydroxyalkanyl, hvdroxyalkenyl, hydroxyalkynyl,
hydroxyalkanytamino,  hydroxyalkenylamino. hydroxyaikynylamino,
halogen.  haloalkanyl,  haloalkenyl, baloalkynyl, haloalkanyloxy,

haloalkenyloxy, haloalkynyloxy. aryl, aralkyl or heteroaryl;

independently represents hydrogen, hatoalkany!, haloalkenyl, haloalkynyl,
hydroxyalkanyl, hydroxyalkenyl, hydroxyalkynyl, alkanyl, alkenyl, alkynyl,
cycloalkyl, heterocycloalkyl. aryl, heteroaryl, aminoalkanyl, aminoalkenyl

or aminoalkynyl
independently represents H or alkany!

is H or OR®, NHR", NR’OR’;
or R? together with the nitrogen atom which is attached to R® forms a 510 7
membered, preferably 5 or 6 membered heteroyclic ring wherein R is -

[CHa], and R® is absent;

1s H, alkanyl, alkenyl, alkynyl. cycloalkyl, heterocycioalkyl, aryl,
alkanyloxy, alkenyloxy, alkynyloxy, -O-aryl; -O-cycloalkyl, -O-

heterocycloalkyl, halogen, aminoalkanyl, aminoalkenyl, aminoalkynyl,
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alkanylamino, alkenylamino, alkynylamino, hydroxylamino,
hydroxylalkanyl, hydroxylalkenyl, hydroxylalkynyl, haloalkanyloxy,

haloalkenyloxy, haloalkynyloxy, heteroaryl, alkanylthio, alkenylthio,

.alkynylthio; -S-aryl;  -S-cycloalkyl,  -S-heterocycloalkyl,  aralkyl,

R

RH

haloalkanyl, halealkeny! or haloalkyny!;

is H, alkanyl, alkenyl, alkynyl, cycloatkyl, heterocycloalkyl, aryl or

heteroaryl:

is H, OH, alkanyloxy, alkenyloxy, alkynyloxy, O-aryi, alkanyl, alkenyl,
alkynyl or aryl;

is H, alkanyl, alkenyl, alkynyl. cycloalkyl, heterocycloalkyl, aryl, heteroaryl,
aralkyl,  alkanyloxyalkanyl, alkanyloxyalkenyl,  alkanvioxyalkynyl,
alkenyloxyalkanyl, alkenyloxyalkenyl, alkenyloxyalkynyl,
alkynyloxvalkanyl, alkynyloxvalkenyl, alkynyloxyalkynyi, acylmethyl,
(acyloxylalkanyl, (acyloxy)aikenyl, (acyloxy)alkynyl. non-symmetrical
{acyloxy)alkanyldiester, non-symmectrical (acyloxy)alkenyldiester, non-
symmetrical (acvloxy)alkynyldicster, or diatkanylphosphate,

diatkenylphosphate or dialkynylphosphate;

is 1I, OW, alkanyl, alkenyl, alkynyl, aryl, alkanyloxy. alkenyloxy,
alkynyloxy, -O-aryl, cycloalkyl, heterocyeloalkyl, or -O-cycloalkyt, -O-

heterocycloatkyl;

is hydrogen, alkanyl, atkeny! or alkynyl;

1s an alkanyl, alkenyl, alkynyl. aryl, hetcroaryl, hetcrocycloalkyl or
cycloatkyl group or a fused bi-or tricyclic ring system wherein one phenyl
ring 1s fused to one or two menocyclic cycloalkyl or heterocycloatkyl rings
or one bicyclic cycloalkyl or heterocycloalkyl ring, or wherein two phenyl
rings are fused to a monocyelic cyeloalkyl or heterocycloalky! ring, wierein

manocyclic and bicyclic cycloalkyl and heterocyeloalkyl rings arc as
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defined herein, and wherein all of the aforementioned groups may optionally

be substituted by one or more substituents R*

Y is  hydrogen, halogen, haloalkanyl, haloalkenyl, haloalkynyl,

5 haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, alkanyl, alkenyl, alkynyl,
aryl, heteroaryl, heterocycloalkyl or cycloalkyl group or a fused bi-or

trieyclic ring system wherein one phenyl ring is fused to onc or two

monocychic cycloalkyl or heterocycloalkyl rings or one bicyclic cycloalky!

or heterocycloalkyl ring, or wherein two phenyl rings are fused to a

10 monocyclic cycloalkyl or heterocycloalkyl ring, and wherein all of the

aforcimentioned groups may optionally be substituted by onc or more

substituents R* or Y is

72
(R, ] IIII NéE}p_'
:
R8

R2

Z‘l
wherein R, X, A, Z', 22 REREE and p are as delined herein;

15
m 1sQor1;
n isOorl;
P isQorl;
q isorl;
20 T 1;
s is 0 to 2; and
t is 0 to 3:

In another preferred embodiment, the present invention relates to a compound of formula 1,

25  wherein

A is an aromatic or non-aromatic 5- or 6-membered hydrocarbon ring wherein

optionally one or more of the carbon atoms are replaced by a group X,
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wherein X is independently selected fram the group consisting of S, O, N,
NR“, SO, and S0;
1s a single bond or NH
15 O
18O
150
independently represents H, halogen, hatoalkanyl, , haloalkanyloxy, -
CO:R™, -OH, -CN, alkanyloxy, cycloalkyl, heterocycloalkyl, alkanylamino,

heteroaryl, alkanyl.;

indcpendently represents H, alkanyl, R’ independently represents M,

cycloalkyl, bydroxyatkanyl, halogen, haloalkanyl, haloalkanyloxy.,

independently represents hydrogen, alkanyl

is H or OR",

is H.

is H. alkanyl!, , cycloalkyl,

ts H, alkanyl,

is hydrogen, alkanyl,

1s an alkanyl, aryt, heteroaryl, heterocycloalkyl or cycloalkyl group, wherein

all of the aforementioned groups may optionalty be substiluied by one or

more substituents R’
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Y is aryl, heteroaryl, heterocycloalkyl or cycloalkyl group wherein all of the
aforementioned groups may optionally be substituted by one or more

substituents R,

5 m isQorl:
n isOorl;
q isOorl;
r isQorl;
and
10 t 1sQorl;
an alkanyl group, if not stated otherwisc, denotes a linear or branched Cy-Co-alkanyl, .

preferably a lincar or branched chain of one to five carbon atoms; an alkeny! group, if not
stated otherwise, denotes a linear or branched Co-Ce-alkeny! group comprising one or more
IS carbon-carbon double bonds and which may further comprise one or more carbon carbon
single bonds within its hydrocarbon chain; an alkyny! group, if not stated otherwise, denotes
a linear or branched Cy=Cy-alkinyl group comprising one or more carbon-carbon triple
bonds and which may further comprise one or more carbon-carbon double and/or single
bonds within its hydrocarbon chain, wherein the alkanyl, alkenyl and alkynyl groups can

20 optionally be substituted by one or more substituents R, preferably by halogen.
p y I 3

The Ci—Ce-alkanyl, Co—Cy—alkenyl and Co~Cy—alkynyl residue may preferably be sclected
from the group comprising ~-CHs, ~C5Hs, ~CH=CH,, ~C=CH. —C:H., ~CH(CH;)z, —CHa- .
CH=CH,, -C{CH;}=CH;, —-CH=CH-CH;, -C=C-~CH;, —-CH,-C=CH. -CyHs, -CH~—
25 CH(CHa)z, -CH(CH3)}-CoHs, ~C(CHa)z, —CsHyy, ~CeHia, ~C(R” )5, —Co(RYs, -CH:-C(R%);,
~Cs(R"s, ~C:He~C(R%)s, ~C;Ha-CH=CH,, —CH=CH-C,Hs, ~CH=C(CHi);, —CH,—
CH=CH-CH,;, -CH=CH-CH=CH,, —-C;3H,-C=CH, -C=C~C;H;, -CH:-C=C-CH,, -C=C-
CH=CH,;, ~CH=CH-C=CH, —-C=C-C=CH, -C3;H4~CH(CH1);, -CH(CH4)~C3Hs, —CH~
CH(CH3)-C;Hs, ~CH(CH3}-CH(CH;)a, -C{CH3)-CaHs, ~CH;—C(CHa)s, ~C3H~CH=CH,,
30 -CH=CH-C;Hs, -C3Hs~CH=CH-CH;, ~CHy~CH=CH-C;H;, ~CH>~CH=CH-CH=CH,,
—~CH=CH-CH=CH-CH;, ~CH=CH-CH,-CH=CH,, -C(CH)=CH-CH=CH,,
—CH=C{CH31)-CH=CH,, ~CH=CH-C{CH1)=CH,, ~CH~CH=C(CH3)s, -
C(CH;=C(CHz)2, ~C3H—C=CH. -C=C-C3H;, -CH,;~C=C—CH;, —-CHy-C=C-C;H;,
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~CHy-C=C~CH=CH;, ~CH»—CH=CH-C=CH, -CH,-C=C-C=CH. C=C-CH=CH-CHaj,
-CH=CH-C=C-CH;, -C=C-C=(C-CH,. -C=C-CH,-CH=CH,, -CH=CH-CH,-(C=CH,
—C=C-CH,-C=Cl1{. —C(CH;)=CH-CH=CH,, -CH=C(CH;CH=CH,, -CH=CH-
C(CH,)»=CHj;, ~-C(CH;)=CH-C=CH, —-CH=C(CH;}-C=CH, --C=C-C(CH;)=CH,, -C;Hqs
CH(CH3)s, -—CgI]14—C1*'i'(:C]*1'3)—C2H5= —CH(CH3}-C4Ho, ~CH,~CH{CH1)}-C3H7, -CH{CH3)-
CH,-CH(CHai);, —CH(CH;)-CH(CH3)-CsHs, ~CH-CH(CH3)-CH(CH;);, -CHs3-
C{CH)»~CaHs, —C(CH:);~C3H5, —C(CH3p-CH(CHy). ~CoHy—C(CHs), —CH{CH;3)-
C(CH;);, —-CsHy~CH=CH,, ~CH=CH-C,Hs, ~CiH—CH=CH~CH,;, ~CH;-CH=CH-C;H,
—C,H4~CH=CH-C;Hs, ~CH~C(CH;)=C(CH3)s, —C;He~CH=C(CHa};, -C4Hs-C=CH, -
C=C-CyHy. ~CiH~C=C-CH1y, -CHLC=C-C;H5, -Gl 14,—C=C—-C5H;, wherein n all of the
above-mentioned groups, one or more of the hydrogen atoms can be replaced by a

substituent R’ preferably by halogen;

R’ independently represents H, -CO,R", .CONR'R", -CR'O, -SONR™, -NR'-CO-
haloalkanyl, haloalkenyl, haloalkynyl, -NOs, -NR'’.8O;-haloalkanyl, haloalkenyl,
haloalkynyl, -NR".SO,-alkanyl, -NR'*-SO,-alkenyl, -NR'’-80;-alkynyl, -SOs-alkyl, -
SOs-alkenyl, -SO,-alkynyl, -NR'®-CO-alkanyl, -NR'"-CO-alkenyt, -NR'"-CO-alkynyl, -
CN, alkanyl, alkenyl, alkynyl. cycloalkyl, beterocycloalkyl, aminoalkanyl, aminoalkenyl,
aminoalkynyl, alkanvlamino, alkenvlamino. alkynylamino, alkanyloxy, alkenyloxy,
alkynyloxy, cycloalkyloxy, -OH, -SH. alkanylthio. alkenylthio, alkynylthio,
hydroxyatkanyl, hydroxyalkenyl, hydroxyalk yoyl, hydroxyalkanylamino,
hydroxyalkenylamino,  hydroxyalkynylamino, halogen, haloalkanyl, haloalkenyl,

haloalkynyl, haloalkanyloxy, haloalkenyloxy, haloatkynyloxy. aryl, aralkyl or heteroaryl;

R" independently represents hydrogen, haloatkanyl, haloalkenyl, haloalkynyl,
hydroxyalkahyl, hydroxyalkenyl, hydroxyalkynyl, atkanyl. alkenyl. alkynyl, cycloalkyl,

heterocycloalkyl, aryl, heteroaryl, aminoalkanyl, aminoalkenyt or aminoalkynyl
R independently represents H or alkanyl
a cycloalkyl group denoles a monocyclic non-aromatic hydrocarbon ring containing three

to eight carbon atoms, preferably four to cight carbon atoms, or a bicyclic non-aromatic

hydrocarbon ring system containing seven to ten carbon atoms, preferably cight to ten
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carbon atoms, wherein the cycloalkyl group optionally comprises one or more double
bonds, and wherein the cycloalkyl group is optionally substituted by one or more residues
R’ as defined above, and wherein in the cycloalkyl group one or two non-consecutive
methylene groups may be replaced by a C=0 or C=NR’ group; non-limiting examples of
the cycloalkyl group arc cyclopropanyl, cyclobutanyl, cyclopentanyl, cyclohexanyl,
cycloheptanyl and cyclooctanyl, preferably cyclopentanyl, cyclohexanyl or cycloheptanyl,
wherein in the afore-mentioned groups optionally one or more of the hydrogen atoms is

replaced by a residue R” as defined above;

a heterocycloalkyl group denotes a monocyclic non-aromatic hydrocarbon ring containing
three to eight carbon atoms, preferably four 1o eight carbon atoms, or a bicyclic non-
aromatic hydrocarbon ring system containing seven to ten carbon atoms, preferably cight
to ten carbon atoms, wherein in the heterocycloalkyl group one or more of the carbon
atoms of the in the hydrocarbon ring or ring system is replaced by a group selected from
the group comprising -N(R"}-, -O-, -S-, -5(0)-. -8${O)-, wherein the heterocycloalkyl
group optionally comprises one or more double bonds, and wherein the heterocycloalkyl
group is optionaily substituted by one or more residues R as defined above. and whercin
in the heterocycloalkyl group one or two methylene groups may be replaced by a C=0 or
C=NR" group: non-limiting examples of the heterocycloalkyl group are azepan-1-yl,
piperidinyl, in particular piperidin-1-y! and piperidin-4-yl, piperazinyl, in particular N-
piperazinyl and 1-alkylpiperazine-4-yl, morpholing-4-yl, tetrahydrofuranyl,
tetrahydrothienyl, pyrrolidinyl, tetrahydropyranyl, tctralydrothiophen, sulfolanyl, sulfolenyl,
oxazolinyl, isoxazolinyl. oxazolidinyl, oxazolidinon-yl, wherein in the afore-mentioned
groups optionally onc or more of the hydrogen atoms is replaced by a residue R as defined

above,

an alkanyloxy, alkenyloxy or alkynyloxy group denotes an ~O-alkanyl, ~O-alkenyl or ~O-
alkynyl group. the alkanyl, alkenyl or alkynyl group being as defined above:; the

alkanyloxy group is preferably a methoxy, ethoxy, isopropoxy, -butoxy or pentoxy group:

an alkanylthio, alkenylthio or alkynylthio group denotes an ~S-alkanyt, —S-atkenyl or ~S-

alkynyl group, the alkanyl, alkenyl or alkynyl group being as defined above.
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a haloalkanyl, haloaikenyl or haloalkynyl group denotes an alkanyl, alkenyt or alkyny!
group which is substituted by one to five halogen atoms, the alkanyl, alkenyl or alkynyl
group being as defined above; the haloalkany! group is preferably a -C(R”);, , —Cg(Rlz)s, -
CHC(R™), ~CH;~C(R' )3, ~CH(CHy(R'")), —C3(R'*)r or —C;Hi~C(R'?);. wherein
instances of R'? may the same or different and cach R is independently selected from T,

Cl, Bror 1, preferably F;

a hydroxyalkanyl, hydroxyalkenyl or hydroxyalkynyl, group denotes an HO-alkanyl, HO-
alkenyl or HO-alkynyl group, the alkanyl, alkenyl or alkynyl group beinp as defined

above;

a haloalkanyloxy, haloalkenyloxy or haloalkynyloxy group denoics an alkanyioxy,
alkenyloxy or alkynyloxy group which is substituted by one to five halogen atoms, the
alkanyl, alkenyl or alkynyl group being as defined above; the haloalkanyloxy,
haloalkenyloxy or haloalkynyloxy group is preferably a -QC(R'%)s, —OC(R'*)s, —OCH»~
CR"), -OCH(CH(R')), ~OC3(R'); or ~OCaH~C(R'?);, wherein instances of R'Z may
the same or different and each R'? is independently selected from F, C1, Broor |, preferably
F.

a cycloalkyloxy group denotes an —O-cycloalkyl group; the cycloalkynyloxy group is

preferably cyclopropoyx, cyclobutoxy and cyclopentoxy

a hydroxyatkanylamino, hydroxyalkenylamino or hydroxyalkynylamino group denotes an
(HO-alkanyl):-N—, (HO-alkenyl):-N— or (HO-alkynyl}-N- group or HO-alkanyl-NH-,
HO-alkenyl-NH- or HO-alkynyl-NH- group, the alkanyl, alkenyl or alkynyl group being

as defined above:
an alkanylamino, alkenylamino or alkynylamino group denotes an HN-alkanyl, HN.
alkenyl or HN-alkynyl or N-dialkanyl, N-dialkenyl or N-dialkynyl group, the alkanyl,

atkenyl or alkynyl group being as defined above:

A halogen group is chloring, bromine, fluorine or iodine, fluorine being preferred,
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an aryl group preferably denotes a mono-, bi-, or tricyclic, preferably monocyclic aromatic
hydrocarbon group having six to fifteen carbon atoms, wherein the aryl group is optionally
substituted by onc or more substituents R*, where R is as defined above; the aryl group is
preferably—o—CgHa—R', -m-CiHe—R', ~p—CHs—R’, or phenyl, 1-naphthyl, 2-naphthyl,
anthracenyl, in particular I-anthracenyl and Z-anthraceny! group which may optionally be
susbstituted by one or more R’, more preferably a phenyl group, —o-CsHs~R ", -m-C(Hy~

R ' "p“C6H4’"R ‘ s

a heteroaryl group denotes a aromatic 5-membered monocyclic aromatic hydrocarbon
group wherein at least one of the carbon atoms is replaced by a heteroatom like O,N, S, or
a - or a 6-membered monocyelic aromatic hydrocarbon group wherein at least one of the
carbon atoms is replaced by an N-atom, S, and wherein the aromatic monocyclic 5- or 6-
niembered cyclic hydrocarbon group is optionally fused to a further monocyclic 5- to 7-
membered, preferably 5- or G-membered, aromatic or nonaromatic hydrocarbon ring,
wherein in the further monocyclic aromatic or nonaromatic hydrocarbon rin g one or more,
preferably one or two carbon atoms may be replaced by a heteroatom like O. N, 8. non-
fimiting examples of heteroaryl groups are thiazo]-2-vl, thiazol-4-yl. thiazol-5-yl,
isothiazol-3-yl, isothiazol-4-yl, isothiazol-S-yI, 1.2,4-oxadiazol-3-yl, 1,2,4-oxadiazol-5-yi,
1,2,4-thiadiazol-3-yl, 1,2 4-thiadiazol-5-yl, 1.2, 5-oxadiazol-3-vt, 1,2.5-oxadiazol-4-yl,
1,2,5-thiadiazol-3-yl, l-imidazolyl, 2-imidazolyl, 1,2,5-thiadiazol-4-yl, 4-imidazolyl,
I-pyrrolyl, 2-pyrrolyl, 3-pyrrolyl, 2-furanyi, 3-furanyl, 2-thienyl, 3-thicnyl, 2-pyridyl, 3-
pyridyl, 4-pyrdyl, 2-pyrimidinyl, 4-pyrimidinyl, S-pyrimidinyl, 3-pyridazinyl, 4.
pyridazinyl, 2-pyrazinyl, l-pyrazolyl, 3-pyrazolyl, 4-pyrazolyl, 1 H-tetrazol-2-yt, 1H-
tetrazol-3-yl, tetrazolyl, indolyl, indolinyl, benzo[blfuranyl, benzo[b]thiophenyl,
benzimidazolyl, benzothiazolyl, quinazolinyl, quinoxazolinyl, or preferably guinolinyl,
tetrahydroquinolinyl, isoquinolinyl, tetrahydreisoquinoliny! group; the heteroaryl group
can optionally be substituted by one or more substituzents R®, where R® is as defined above:
the skilled person will acknowledge that in the above definition the replacement of a

“carbow atom™ by a heteroatom includes any hydrogen atoms bound to said carbon atom;

an aralkyl group denotes an aryl group as dcfined above which is connected to the
molecule of the present invention via an alkanyl, alkenyl or alkynyl bridge, wherein

alkanyl, alkenyl or alkynyl is as defined above; preferred aralkyl groups are —CH;—CgHj
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(benzyl), ~-CH;—CH~CiHs (phenylethyl), -CH=CH-C,Hs, -C=C~CHs, —0-CHA-C Hy-
R, -m-CHy~CeHs—R", -p-CH»—CeHs—-R; the aralkyl group can optionally be substituted
on the aryl and/or alkanyl, alkenyl or alkynyl part by one or more substituents Rq, wherein

R’ is as defined above.

The meaning of E includes alkanyl alkenyl or alkynyl groups optionally substituted by one
or more substituenis R®, wherein alkanyl alkenyl or alkynyl is defined us above and the
meaning of £ further includes a cycloalkyl group optionally substituted by one or more
substituents R® such as cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl,
cyclooctyl or carbocyclic aromatic groups such as phenyl, 1-naphthyl, 2-naphthyl,
anthracenyl, in particular 1-anthracenyl and 2-anthracenyl, and heteroaromatic groups such
as N-imidazolyl. 2-imidazolyl, 2-thienyl, 3-thienyl, 2-furanyl, 3-furanyl, 2-pyridvl, 3-
pyridyl, 4-pyridyl, 2-pyrimidyl, 4-pyrimidyl, 2-pyranyl, 3-pyranyl, 4-pyranyl, 3-pyrazalyl,
4-pyrazolyl, S-pyrazolyl, 2-pyrazinyl, 2-thiazolyl, 4-thiazolyl, S-thiazolyl, 2-oxazalyl,
4-oxazolyl and S-oxazolyl. E also includes fused polycyclic aromatic ring systems such as

9H-thioxanthene-10.10-dioxide in which a carbocyclic aromatic ring or heteroary] ring 18

tused to at least onc heteroaryl ring.

The meaning of Y includes is hydrogen, halogen. alkanyl, alkenyl, alkynyl, cycloalkyl or
O-aralkyl, wherein all of the aforementioned groups may optionall v be substituted with
one or more R" as defined herein, or alternatively Y is & or —O-E, wherein E is as defined
herein; in the aforementioned groups, it is furthermore preferred that optional substituents

R’ are halogen. Y can also be

ZZ
RY), ) l”l N/('E-)p_
: r \RB

RE

Z1

wherein A, X, R", R* R® 2!, 7% and p have the meaning as defined above.
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Brief description of the figures:

i. Structure of the HCV subgenomic replicon of ET cell fine. The HC'V replicon ET
contains the 5' end of HCV (the HCV Internal Ribosome Entry Site (IRES) and the
first few amino acids of the HCV core protcin) which drives the production of a
firefly luciferase (Luc), ubiquitin (Ubi), and neomycin phosphotransferase (Neo®)
fusion protein. Ubiquitin cleavage releases the Luc and Neo® proteins. The EMCV
[RES element controls the translation of the HCV structural proteins NS3-NSS. The
NS3 protein cleaves the HCV polyprotein to release the mature N33, NS4A, NS4B,
NS5A and NS5B proteins that are required for HCV replication. At the 3' end of the
replicon is the authentic 3' NTR of HCV. The sites of the three cell culture adaptive

mutations are shown as arrows (reference 1).

The invention also provides a pharmaceutical composition comprising a compound of
formula (1) in free form or in the form of pharmaceutically acceptable salts and
physiologically functional derivatives, together with 2 pharmaceutically acceptable diluent

OF carrier.

The term “physiologically functional derivative® as used herein refers to compounds which
arc not pharmaceutically active themselves but which are transformed into their
pharmaceutically active form in vive, i.e. in the subject to which the compound is
administered. Examples of physiologically functional derivatives arc prodrugs such as

those described below in the present application.

As used herein, a prodrug is a derivative of a substance that, following administration, is
metabolised in vivo, e.g. by hydrolysis or by processing through an enzyme, into an active
metabolite. Prodrugs encompass compounds wherein one or more of the chemical groups
of said substancc are chemically modified, wherein such modifications are for example:
ester, phosphate or sulfalc derivatives of hydroxyl groups, ester or amide derivatives of

carboxylic groups, imine, amide or urea derivatives of amine groups, and the like,

Moreover, the compounds and compositions according to the present invention can be used
preferentially when patients are infected with two different viruses or suffer from viral

infections and inflammatory or auto-immune discascs.
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Specific embodiments

In certain embodiments A is a 5-membered aromatic hydrocarbon ring wherein one or

more, preferably one or two of the carbon atoms are teplaced by a group X, wherein X is
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independently selected from the group consi sting of S, O, N or NR*.

In certain embodiments A is selected from the group comprising the following :
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5  wherein R! and R? are defined as above.

In certain embodiments A is a 6-membered aromatic hydrocarbon ring wherein one or
more, prefcrably ove or two of the carbon atoms are replaced by a group X, wherein X is
independently sclected from the group consisting of 8, O or N,

10

In certain embodiments A is selected from the group comprising the following :



10

WO 2010/128050 PCT/EP20106/056042
30
R1 | R1 |
1 ) nan | e
R l\a R"'\‘y{ R1I\b‘f R1\K\ﬁ{
, o
RYONTH R NTR! NN N R
R! |
1J‘“N'; ¥ 1J|\ PN ,AI\ ,I
R N R R1 N t,\"\
R?
1 . 1 . 1 .
N/gfi RTN\T“J,: N,Nj\;& RIS { s, R:]Iolﬁ,l
1] 1
TN VN NN RN ¥ RN
ét’e R4
R1 | R'! ;
1 . 1 v ; 1 ) M\.‘
RO & & e &
R1 N le\. R N/\R1 R1 o 8 R‘ "O R1
R4 R4
R . ;
1 . 1 Palut.Tl
DRSS
R1 S ‘_‘!‘L R"J\S R1

. ] -
wherein R' and R* are defined as above,

In certain embodiments R' is H, OH, alkanyl, cycloalkyl, halogen, haloatkanyl CO.H or

SO;H or tetrazole.

In certain embodiments R* is OH, NH,, NHOH, NHR?, NR'OR"or OR®,

In certain embodiments R® is benzoyloxymethyt, isobutyryloxymethyl, 4-amino-
butyryloxymethyl, butyryloxymethyl, F-(butyryloxy)ethyl, 1-(butyryloxy)-2,2-
dimethylpropyl,  1-diethylphosphonooxyethyl, 2-(2-methoxyethoxy)-acetyloxymethyl,
p-aminobenzoylmethyl,  nicotinyloxymethyl, pivalyloxymethyl,  glutaryloxymethyl,
[2-(2-methoxyethoxy)ethox y]-acetyloxymethyl, 2-(morpholine-4-yl)-ethyl,  1-diethyl-

phosphonoox ymethyil,
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In certain embodiments R* is H, alkanyl, atkenyl, alkynyl, cycloalkyl, aryl, alkanyloxy,
alkenyloxy, alkynyloxy, O-aryl; O-cycloalkyl, halogen, aminoalkanyl, aminoalkenyl,
aminoalkynyl, akanylamino, akenylamino, akynylamino, hydroxylamino, haloalkanyl.
haloalkenyl,  haloalkynyl, hydroxylalkanyl,  hydroxylalkenyl, hydroxylalkynyl,
haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, heteroaryl, alkanylthio, alkenylthio,

alkynylthio, S-aryl; S-cycloalkyl, aralkyi, preferably H,

[n certain embodiments R is H, alkanyl, alkenyl, alkynyl, cycloalkyl, aryl or heteroaryl,

preferably H.
In certain embodiments R¥is H or alkanyl, alkenyl, alkynyl, preferably H or methyl.
In certain embodiments 7' and Z? are both O,

In certain embodiments Y is hydrogen. halogen, alkanyl, alkenyl, alkynyl, aryl, heteroaryl,
cycloalkyl, heterocycloalkyl or O-aralkyl, wherein all of the aforementioned groups may
optionaily be substituted with onc or more R” as defined herein, or alternatively Y is E or —
O-E. whercin [ is as defined herein: in the aforementioned groups. it js furthermore

preferred that optional substituents R? are halogen. Y can also be

22
/Le}——
T N\\ i
RB

R2

Z'I
wherein A, X, R', R?, R%. 2!, 7% and p have the meaning as defined above, Preferably Y is

E as defined herein below and more preferably Y is an optionally substituted phenyl.

In certain embodiments, the fused bi-or tricyclic ring system is a bicyclic ring system
wherein one phenyl ring is fused to a 5- or 6-membered cycloalky! or heterocycloalkyl ring
or alternatively a tricyclic ring system wherein two phenyl rings are fused to a 5- or 6-

membered cycloalkyl or heterocycloatkyl ring, wherein in the tricyclic ring system




10

20

WO 2010/128050 PCT/EP2010/056042

32

preferably the 5- or 6-membered cycloalkyl or heterocycloalky! ring is placed between the
two phenyl rings, more preferably the tricyclic ring system is 9H-thioxanthene-10,]0-
dioxide, wherein all of the aforementioned groups are optionally substituted by one or

more substituents RY.

In certain embodiments E is an alkyl or cycloalkyl group., preferably serected from the
group comprising methyl, ethyl. propy, butyl, cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, cycloheptyl or cyclooctyl, wherein all of the aforementioned groups are

optionally substituled by one or more substituents R’

In certain embodiments E is an aryl or heteroaryl group selected from the group
comprising phenyl, 1-naphthyl, 2-naphthyl, anthracenyl, in particular 1-anthracenyl and 2-
anthracenyl, N-imidazolyl, 2-imidazolyl, 2-thienyl, 3-thienyl, 2-furanyl, 3-furany], 2-
pyndyl, 3-pyridyl, 4-pyridyl, 2-pyrimidyl, 4-pyrimidyl. 2-pyranyl, 3-pyranyl, 4-pyranyl, 3-
pyrazolyl, 4-pyrazolyl, 5-pyrazolyl, 2-pyrazinyl, 2-thiazolyl, 4-thiazolyl, 5-thiazolyl, 2-
oxazolyl, 4-oxazolyl and 5-oxazolyl, wherein all of the aforcmentioned groups arc

optionally substituted by one or more substituents R®,

In certain embodiments E is a fused bi-or tricyclic ring system, which is optionally
substituted by one or more substituents Rg: preferably a 9H-thioxanthene-10,10-dioxide

. . . . . y
group, which is optionally substituted by onc or more substitucnts R’

In certain embodiments R’ is selected from the group comprising cyano, nitro, halogen,
alkanyloxy, alkenyloxy, alkynyloxy, cycloalkyloxy, haloalkanyl, haloalkenyt, haloalkynyl,
haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, cycloalkyl, hetreocycloalkyl, heteroaryl,
alkanyl, alkenyl, alkyny! or aryl, preferably R’ is Br, F, Cl, CFy. OCF3, -CN, cyclopropoxy,

cyclobutoxy, isopropoxy, ethoxy or methoxy.
In certain embodiments the heteroaryl group is selected from the group comprising
imidazolyl, thienyl, furanyl, pyridyl, pyrimidyl, pyranyl, pyrazolyl, pyrazinyl, thiazolyl,

1H-t¢irazol-2-yl, 1H-tetrazol-3-yl, or oxazolyl.

in certain embodiments t is 0, 1 or 2.
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In certain embodiments sis 0 or 1.

In certain embodiments m =1 and D is O, S, SO,, NR?, or CHa, .preferably S or O, more

preferably O,

In certain embodiments m = 0.

In certain embodiments q = 0.

In certain embodiments n = ().

In certain embodiments ris 0 or 1.

In certain embodiments L. is a single bond.

In certain embodiments q = |. m= 1 and n = 1, wherein preferably D = O and/or R* = ),

In certain cmbodiments R* = H.

In certain embodiments A is cyclopenten, thiophen, thiazio! or dihydrothiophen.

In certain embodiments -(C‘=Zl)-R2 is COOH.

In certain embodiments R' = H,

In certain embodiments Y is hydrogen, halogen, haloalkanyl, haloalkenyl, haloalkynyt,
haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, alkanyl, alkenyl, alkynyl, cycloalkyl or
E. preferably F, CF;, OCF3, or phenyl, optionally substituted by one or more substitucnts
R®, more preferably phenyl, optionally substituted by one or more F, Cl, methoxy, CFs, or

QCF;.

In certain embodimentsq=1andn=0o0r | andm =1 and D is preferably O,
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In further particularly preferred embodiment, in compounds of formula (), D=0 (thus
m=1), n=0, g=1, t = I, 2'=0, 2°=0, and E is phenylene which is cither unsubstituted or
substituied with Cl, F and/or CF; or OCF;. and Y s phenyl which is also cither
unsubstituted or substituted with Cl, F and/or CF3, OCH;, OCH,CH;, or OCF;, and A is an

aromalic hydrocarbon ring, wherein a carbon is replaced by S.

In further particularly preferred embodiment, in compounds of formula ([}, D=8 (thus
m=1), n=0, g=1, =1, Z'=O, 7°=0 (thus r=1), and E 1s phenylene which is either
unsubstituted or substituted with Cl, F and/or CFior OCF., and Y is phenyl which is also
cither unsubstituted or substituted with Cl, F and/or CF3, OCH;, OCH:CH;,or OCF;, and A

is an aromatic hydrocarbon ring, wherein a carbon is replaced by S,

In a further particularly preferred embodiment, in compounds of formula (I), D=0 (thus
m=1), R* is H (thus n=1), q=1, t=1, 2'=0, 7°=0, and E is phenylene which is either
unsubstituted or substituted with Cl, F and/or CF3or OCYFs, and Y is phenyl which is also
either unsubstituted or substituted with Cl. I and/or (CFy, OCH;, OCH:CH;.or OCF;. and A

ts an aromatic hydrocarbon ring, whercin a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), D=0 (thus
m=1), n=0, gq=1. t = 1, 2'=0, Z°=0, and E is phenylene which is either unsubstituted or
substituted with €1, F andior CF; or OCF;, and Y is phenvl which is also either
unsubstituted or substituted with CI, F and/or CFs, OCHz, OCHaCHs, or OCF;, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embeodinent, in compounds of formula (I), D=S (thus
m=t), n=0, q=1, t=1, ;Z]=O, Z°=0 (thus r=1), and E is phenylene which is either
unsubstituted or substituted with C1, F and/or CFs or OCF4, and Y ¢ phenyl which is also
cither unsubstituted or substiiuted with C1, F and/or CT,. OCH;, OCH;CHj,0r OCF;, and A

is an aromatic hydrocarbon ring, wherein a carbon is replaced by O,

In further particularly preferred embodiment, in compounds of formula (1), D=0 {thus
m=1), n=0, g=1, {=1, Z'=0, 7°=0, and E is phenylene which is cither unsubstituted or

substituted with CL. F and/or CF; or OCF;, and Y is phenyl which is also either
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unsubstituted or substituted with CI, F and/or CF3;, OCH;, OCH,CH;,, or OCFs, and A is a

five membered aromatic ring, wherein one carbon atom is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), D=S (thus
5 m=l1), n=0, g=1, t=], Z'=O, Zz=0, and E is phenylene which is either unsubstituted or
substituted with Cl, F and/or CF: or OCFs, and Y is phenyl which is also either
unsubstituted or substituted with CI, F and/or CF3, OCHa, OCH2CHs, or OCF;,and A is a

five membered aromatic ring wherein one carbon atom is replaced by O.

10 In a further particularly preferred embodiment, in compounds of formula (1), D=0 (thus

m=1), n=0, g=1, t=1, Z'=O, ZZ=O, and E is phenylene which is cither unsubstituted or

substituted with Cl, F and/or CF, or OCFa, and Y is phenyl which is alsa either
unsubstituted or substituted with CI. F and/or CF3, OCH3, OCH,CH;, or OCF;, and A is a
five membered aromatic ring, wherein one carbon atom is replaced by S.
15

In a further particularly preferred embodiment, in compounds of formula (1), D=S {thus
m=1}, n=0, g=1. 1=, 2'=0, 2*=0, and F is phenylene which is either unsubstituted or
substituted with Cl, F and/or CFa, OCH;, OCH2CH3, or OCFy, and Y is phenyl which is
also cither unsubstituted or substituted with Cl, F and/or CTI; or OCF;, and A is a five

20 mcmbered aromatic ring. wherein one carbon atom is replaced by §.

In a further particularly preferred embodiment, in compounds of formula (), 2'=0, 7’=0Q,

g=0 or 1, t=2, E is phenylene which is either unsubstituted or substituted with Cl, F and/or
CF3, OCHj3, OCH,CH;, or OCF3, and Y is phenyl which is also cither unsubstituted or
25 substituted with Cl, F and/or CF; or OCF;, and R? together with the nitrogen atom which is
atlached to R® form 2 6 membered heterocyclic ring with the proviso that R is -[C Hails and

R%is absent; and A is furan.

In a further particularly preferred embodiment, in compounds of formula (1), 7'=0, Z°~0,
30 g=0or 1, =2, E is phenylenc which is cither unsubstituted or substituted with Cl, F and/or
CF3, OCH;, OCH,CH;. or OCF5, and Y is H or F, and R? together with the mirogen atom
which is attached to R* form a 6 membered heterocyelic ring with the proviso that R? is -

[CH,). and R¥ is absent; and A is furan.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
boud, Z'=0 (thus 1=1), Z*=0, q=0, t=1, R*=OH, R"= H and E is phenylcne which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;, OCH,CHs, or OCF,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
and/or CF3, OCH;, OCH.CH,, or OCF;, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by S,

In a further particularly preferred embodiment, in compounds of formuia (1), L=single
bond, 2'=0 (thus r=1), Z*=0, g=0, t=1, R*=OH, R*= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CF3, OCHa, OCH;CH;, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH,, OCH,CH;, or OCFa, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by S,

In a further particulariy preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z°=0, g=0, t=}, R*=OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,, OCH;CHa, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCHs, OCH-CHjs, or OCF5, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), 7’=0, q=0. t=1, R%=OH, R"= H and E is hcteroaryl which is cither
unsubstituted or substituted preferably with Cl. F and/or CF;, OCH;, OCH,CHa, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH3, OCH,CHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z°=0, q=0, t=1, R>=OH, R*= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CF,. OCHs., OCH,CH;3, or OCF,,

and Y is heteroaryl which is also either unsubstituted or substituted preferably with €1, F
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and/or CF3, OCHy, OCH;CHa, or QOCF;, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaccd by S.

In a further particularly preferrcd embodiment, in compounds of formula (T), L=single
bond, Z'=0 (thus r=1), Zz=0, g=0, t=t, R2=OH, R¥H and E is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, OCHj;, OCH,CH;, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CL, F
and/or CF;, OCH;, OCH,CH;, or OCF3, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by S,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, 7'=0 (thus r=1), 7’.2:'—'0, q=0, t=1, R*=OH, R¥*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,, OCH,CHj3;, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CFy, OCHjs, OCHCH3, or OCF;, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, Z'=0 (thus r=1), Z=0, ¢=0, t=1, R*=OH, R*= H and E is heteroary! which is cither
unsubstituted or substituted preferably with Cl. F and/or CF3, OCIH;, OCH2CH;3, or OCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CFs, OCH;, OCH,CH;, or OCFa, and A is a non-aromatic hydrocarbon ring,

whercin a carbon is replaced by S.

In a further particolarly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus =1 ), 7°=0, q=0. t=1, R*=0H, R*= H and E is phenylene which 1s either
unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;, OCH;CHa, or OCF,,
and Y is phenyl which is also cither unsubstituted or substituted preferably with CI, F

and/or CFa, OCH;, OCH3CHs, or OCF4, and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=singlc
bond, Z'=0 (thus r=1), Z?=0, q=0, t=1, R*=0H, R*= H and E is phenylenc which is either
unsubstituted or substituted preferably with Cl, F and/or CF;3, OCH;, OCH,CH;, or OCF;,,
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and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F

and/or CFy, OCH3;, OCH,CH3, or OCY,, and A is a non-aromatic hiydrocarbon ring.

n a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus v=1), 22=0, q=0, t=1, R>=OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;, OCH,CH;, or OCFs,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F

and/or CF3, OCH3;, OCH,CHj3, or OCF;, and A is a non-aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z2'=0 (thus r=1}), 22=0, q=0, 1=1, R*=OH, R*= H and E is heteroaryl which js either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH3, OCH,CH3, or OCF;,
and Y is phenyl which is also eithcr unsubstituted or substituted preferably with €1, F

and/or CF3, OCH3, OCH-CH;, or OCF5, and A is an aromatic hydrocarbon ring.

In a further particularty preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), 2°=0, q=0, =1, R*=OH, R'= H and E is phenyl which is ejther
unsubstituted or substituted preferably with Cl, F and/or CF;, OC Ha, OCHaCH;, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F

and/or CF3, OCH4, OCH;CHj, or OCF3, and A is a non-aromatic b ydrocarbon ring,

In a further particularty preferred embodiment, in compounds of formula (), L=single
bond, Z'=0 (thus r=1), Z*=0, q=0, t=1, R*=0H, R®= H and E is phenyl which is either
unsubstituted or substituted preferably with CI, F and/or CF3, OCHs, QOCH;CHs, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F

and/or CF3, OCH;, OCH,CHas, or OCF3, and A is an aromatic hydrocarbon ving.

In a further particularly preferred embodiment, in compounds of formula (1), L=singlc
bond, Z'=0 (thus r=1), Z*=0, q=0, t=), R*=OH, R*= H and E is heteroaryl which is cither
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;, OCH,CHj3, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with C1, F
and/or CFy, OQCH3, OCH,CH4, or QCF1, and A is a non-aromatic hydracarbon ring,
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 {thus r=1), 2°=0, q=0, t—1, R2=OH, R*=Hand E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCHa, OCH4CHa, or OCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CF;, OCH,, OCH,CH;, or OCF;, and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=singlc
bond, Z'=0 (thus r=1), Z3=0, q=0, t=1, R*=OH, R%= H and E is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CF,, OCH;, OCH,CH;, or OCF,,
and Y is phenyl which is also either unsubstituted or substiluted preferably with Cl, F
and/or CFs, OCH;, OCH,CHa, or OCF;, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by O,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 {thus =17, 2°=0, q=0. =1, R2=OH, R®%=H and E is phenylene which is either
unsubstituted or substituted preferably with C1, F and/or CE;z, OCHa, OCH3CHj3, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with C, F
and/or CFy, OCH;, OCR1CH,, or OCFy, and A {s a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by ().

In a further particularly preferred embodiment, in compounds of formula (1), L=single
hond, Z'=0 (thus r=1), Z°=0, g=0, t=1], R2=OI-I, R*=H and E is heteroaryl which is cither
unsubstituted or substituted preferably with Cl, F and/or CF;, QCH,, OCH2CH;, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCHs, OCH,CH;, or OCF5, and A is an aromatic hydrocarbon ring, whercin a

carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, Z'=0 {(thus r=1), ZE=O, q=0, =1, R*=OH. R¥*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFx, QCH 3. OCH:CHs, or OCF,,
and Y is phenyl which is also cither unsubstituted or substituted preferably with ClI, F
and/or CF3, OCHa, QCH,CHa, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O,
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In a further particularly preferred embodiment, in compounds of formula {I), L=single
bond, Z'=0 {thus r=1), ZQ=O, gq=0, =1, l{2=OH, R%=H and E is phenylene which is either
unsubstifuted or substitutcd preferably with Cl, F and/or CFj, OCHj3, OCH:CHjs, or OCH,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CFs, OCH3, OCH,CHs, or OCFs, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, 2'=0 (thus r=1), =0, q=0, t=1, R*=0H, R%= H and E is phenylene which is either
unsubstituted or substituted preferabl y with Cl, F and/or CFy, OCH;, OCH,CHs, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl1, F
and/or C'F3, OCH;, OCH;CH;, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus 1=1}, Z%=0, q=0, t=1, R*=0H, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFa, OCHs, OC H2CHa, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH;, OCH:CHj, or OCF;, and A is an aromatic hyvdracarbon ring, wherein a

carbon is replaced by .

In a further particularty preterred embodiment, in compounds of formula {1). L=single
bond, 2'=0 (thus =1}, 2"=0, q=0, t=1, R’=0H, R H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFs, OCHa, OCHACHy, or OCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with C1, F
and/or CF3, OCHs, OCHyCHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O,

In a further particularly preferred embodiment, in compounds of formula {1}, L=single
bond, Z'=0 (thus r=1), Z’=0, q=0, (=1, R*=OH, R*= { and E is phenylene which is either
unsubstituted or substituted preferably with CI, F and/or CF., OCH,, OCH 2CHjs, or QCF;,

and Y is pheny) which is aiso either unsubstituted or substituted preferably with Cl, F
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and/or CF3, OCHs, OCH,;CHy, or OCFs, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z2'=0 (thus r=1), 22=0, q=0, t=1, R*=OH, R®= H and E is phenylene which is either
unsubstituted or substituted preferably with C1, F and/or CF;. OCHa, OCH2CH;, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
and/or CF;, OCHy, OCH;CH;, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is reptaced by N.

In a further particularly preferred embodiment. in compounds of formula (i), L=single
bond, Z'=0 (thus r=1), ZE=O, g=0, t=1, Rz=Ol-L R*=H and E is heteroaryl which is cither
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;, OCH:CH;, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CFs, OCH;, OCH2CH;, or QOCF;, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, Z'=0 (thus r=1), 72=0), =0, t=1, R%=0H, R*= H and £ is heteroaryl which is either
unsubstituted or substituted preferably with C1, F and/or CF3, OCH;, OCH2CHa, or OCF;,
and Y is phenyl which is also either unsubstiluted or substituted preferably with CI, F
and/or CF3, OCHi, OCH,CH;, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, Z'=0 (thus r=1), 7*=0, g=0, 1=1. R*=0OH, R*= I and E is phenvlene which is either
unsubstituted or substituted preferably with C1. FF and/or CF,, OCH;, OCH,CHj3, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF3, OCHj, OCH,CHs, or OCF3, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (1), L=single

bond, Z'=0 (thus r=1}), 2220, q=0, t— 1, R2=OJI, R*=H and E is phenylene which is either
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unsubstituted or substituted preferably with Cl, F and/or CFs, OCH,;, OCH.CHs, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with CI, IF
and/or CF;, OCHi, OCH,CHs, or OCF:;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus 1=1), ZZ=O._ q=0, t=1, R3=OH, R¥=H and E is heteroaryl which is etther
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH3, OCH2CHs, or OCE;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH3, OCH,CH;, or OCFs, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0Q (thus r=1), Z*=0, q=0, t=1, R*=0OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl. F and/or CFy, OCHa, OCH,CHs, or OCFs,
and Y 1s heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3;, OCHi. OCH,CHs, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by N,

In a forther particularly preferred embodiment, in compounds ot formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, g=0. t=1, R*=0H, R*= H and E is phenylene which is either
unsubstituted or substituted preferably with Cl, T and/or CF 3, OCH3, OCH,CH,, or QCF.,
and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH;, OCH,CHs, or OCF3, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, g=0, t=1, R*=OH, R'=H and E is phenylenc which is either
unsubstituted or substituted preferably with Cl, F and/or CFy. OCH 3, OCH2CH;, or OCFs,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
and/or CF;, OCHj;, OCH,;CH;, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR®.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z’<0, q=0, t=1, R*=0H, R*= H and E is heteroary! which is either
unsubstituted or substituted prefcrably with Cl, F and/or CF,, OCH,, QCH;CH,, or QCF,,
and Y is pheny! which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH3, OCH,CHa, or OCFa, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by NR?.

In a further particularly preferred embodiment, in compounds of formuia (1), L=single
bond, 2'=0 (thus r=1), Z*=0, q=0, t=1, R’=OH, R*= H and E is heteroaryt which is cither
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,, OCHCHs, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCHs, OCHCH., or OCF, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR?.

In a further particularly preferred ecmbodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1 ), Z°=0, q=0, t=1, R*=0H, R*= H and E is phenylene which is either
unsubstituted or substituted preferably with CI, F and/or CF;, OCH;. OCH,CH3, or OCF;,
and Y is hcteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH,, OCH,CHs, or OCJy, and A is an aromatic hydrocarbon rin g, wherein a
carbon is replaced by NR”,

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
hond, Z'=0 (thus r=1), 22==O, q=0, t=1, RZ=OHe R*=H and T is phenylene which is either
unsubstituted or substituted preferably with CI, F and/or CF;, OCH,, OCH:CH,, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3;, OCHj;, OCH;CHs, or OCF,, and A is a non-aromatic hydrocarbon ring,

. , . 4
wherein a carbon is replaced by NR*.

In a further particularly preferred embodiment, in compounds of formula (1) L=sinple
bond, Z'=0 {thus r=1), Z*=0, q=0, t=1, R*=OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFy, OCHa, OCH,CH,, or OCF;,

and Y 1s heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
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and/or CFy, OCH;, OCH;CH;, or OCFEx, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by NR*.

In a further particularly preferred embodiment, in compounds of formula (), L=single
bond, Z'=0 (thus 1=1), Z’=0, q=0, t=1, R*=0H, R%= H and E is hetcroaryl which is cither
unsubstituted or substituted preferably with C, F and/or CF,, OCH,, OCH;CH;, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF;, OCHs, OCH;CHa, or OCFi, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR”.

In a further particularly preferred embodiment, in compounds of formula (I), L=NH, Z'=0
(thus t=1), Z°=0O, g=0, t=}, R*=0H, R*= W and E is phenylene which s cither
unsubstituted or substituted preferably with CL F and/or CF, OCHs,. OCH,CH;, or OCF3,
and Y is phenyl which is also either unsubstituted or substituted preferably with Ci, F
and/or CF;, OCHj, OCH2CHs, or OCFs, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by S,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), ZE=O, q=0, t=I, RE=OH, R*> H and € is phenylene which is either
unsubstituted or substituted preferably with CI, F and/or CF,, OClly, OCHACHa, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with CL F
and/or CF3;, OCH;, OCH:CHa, or OCFs, and A is a non-arematic hydrocarbon ring,

whercin.a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z’=0, q=0, t=1, R*=OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;, OCHaCH;, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH;, OCH:CH3, or OCF., and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by S.

In a further particularly preferred cmbodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), Zz=0, q=0, t=1, R2=OH, R*= H and E is heteroaryl which is either
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unsubstituted or substituted preferably with C1, F and/or CF3, OCH3, OCH,CHj3, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCHj;, OCH,CHs, or OCF3, and A is 2 non-aromatic hydrocarbon ring,

wherein a carbon is replaced by S.

In a further particularty preferred embodiment, in compounds of formuia (1), L=NH, z'=0
(thus =1), 72%=0, q=0, t=1, R2=OH, R:=H and E is phenylene which is either
unsubstituted or substituted preterably with Cl, F and/or CF;, OCH;, OCH,CH;, or OCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CF3, OCH;, OCH»CHj, or OCF;, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by S. '

In a further particularly preferred embodiment, in compounds of formula (1), 1.=NH, 2'=0
(thus r=1), Z’=0, q=0, t=1, R*=0OH, R*= H and E is phenylenc which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, OCHa, OCHaCH;, or OCT;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CFiy, QCH;, OCH.CH., or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein & carbon is replaced by S.

In a further particularly preferred embodiment. in compouuds of formula (1), L=NH, Z'=0
(thus r=1), 72°=0, q=0, t=1, R’=OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl. F and/or CF;. OCH;, OCH,CHa, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH3, OCH;CHa, or OCE;, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 7'=0
(thus r=]), Z°=0, q=0, t=1, R*=OH, R®= i1 and E is beteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF,, OCHj;, OCH3CHa, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, QOCH;, OCH.CH;, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by S.




10

30

W0 2010/128050 PCT/EP2010/056042

46

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), 7°=0, q=0, t=1, R’=0H, R*= H and E is phenyienc which 1s either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;, OCH,CH;3, or OCFE;,
and Y 1s phenyl which is also either unsubstituted or substituted preferably with Cl, F

and/or CFy, OCH3, OCH,CHj, or OCF,, and A is an atomatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, z'=0
(thus r=1), 22=O, =0, t=1, R3=OH, R’= H and E is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CFs, OCHs, OCH,;CH;, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F

and’or CF3, OCH;z, OCH2CH;, or OCF;, and A is a non-aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), Z°=0, q=0, t=1, R*=OH, R®= H und E is heteroaryl which is either
unsubstituted or substituted preferably with CI. F and/or CF3, OCHjs. OCH,CHjs, or OCFa,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F

and/or CF3, OCHs, OCH,CHj;, oy OCF,, and A is an aromatic hydrocarbon ring.

in a further particularly preferred cmbodiment, in compounds of formula (1}, L=NH, 2'=0
(thus =1}, Z°=0, q=0, t=1, R*=0H, R*= H and E s heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFi, OCH;, OCH,CHj, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, T

and/or CF3, OCHs, OCH;CHa, ar OCF3, and A is a non-aromatic hydrocarbon ring,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=Q
(thus r=1), Z’=0. =0, t=1, R™=OH, R's H and E is phenylene which is either
unsubstituted or substituted preferably with Ct, ¥ and/or CF;, OCH 3. OCH,CH;, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CL F

and/or CF;, OCH;, OCH;CHj, or OCF;, and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus 1=1), Z*=0, g=0, t=I, R*=0OM, R*= H and E is phenylene which is either
unsubstituted or substituted prefcrably with Cl, T and/or CFj, OCH;, OCHLCH,, or OCF;3,
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and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F

and/or CF3, OCHj3, OCI1,CH;, or OCF3, and A is a non-aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
{thus r=t), ZZ=O, q=0, t=1, R2=OH, R*= H and E is heteroaryl which is cither
unsubstituted or substituted with Cl, F and/or CF3, OCH3, OCH;CHs. or OCF:, and Y is
heteroaryl which is also either unsubstituted or substituted with C1, F and/or CF,, OCH;,

CCH,CH3, or OCF;, and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus =1}, 7°=0, q=0, t=1, R2=OH, R'= H and E is heteroaryl which is ecither
unsubstituted or substituted preferably with C1, F and/or CFs, OCHj3, OCH-CHj;, or OCF;,
and Y is heleroaryl which is also cither unsubstituied or substituted preferably with Cl, T
and/or CF1, OCHa, OCH,CHj, or OCF3, and A is a non-aromatic hydrocarbon ring,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), Z°=0, q=0. t=1, R’=OH, R%= H and E is phenylenc which is either
unsubstituted or substituted preferabty with C1, F and/or CFs. OCH;, OCH,CH;, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CFa. OCH;, OCH>CH;3, or OCF5, and A is an aromatic hydrocarbon ring, wherein a
carbon 1s replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), Z’=0, =0, t=}, R=0H, R*= H and E is phenvlene which is cither
unsubstituted or substituted preferably with CI, F and/or CF;, OCHs, QCH,CH,, or OCF;,
and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CFi, OCHi, OCH,CHs, or OCFi, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus =1), ZZ=O, g=0. =1, R"‘=OH, R¥%= 1] and E is heteroarvl which is either
unsubstituted or substituted preferably with CI, F and/or CF3;, OCH,, OCH>CH;, or OCFa,

and Y is phenyl which is also either unsubstituted or substituted preferably with CJ, F
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and/or CF;, OCHj;, OCH,CHjs, or OCF3, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by O.

Tn a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
{thus r=1), Z°=0, g=0, t=1, R*=OH, R*> H and E is hetcroaryl which is either
unsubstituted or substituted preferably with 1, F and/or CF3, OCH;, OCHyCHa, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
and/or CF3, OCH,, OCH,CHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (), L=NH, 2'=0
(thus r=1), Z*=0, q=0, 1=1, R*=OH, R*> H and E is phenylenc which is either
unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;, OCH,CH;, or OCFy,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH3, OCH2CHj3, or QCF4, and A is an aromatic ltydrocarbon ring, wherein a

carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
{thus r=1}, ZEK—"O, q=0, t=1, R2=OH, R~ H and E is phenylene which is ecither
unsubstituled or substituted preferably with CL, F and/or CF3, OCH;, OCH,CHa, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preterably with CI, F
and/or CF3, OCH;, OCH:CHs, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (), L=NH, 2'=0
(thus =1), Z-2=O, g=0, (=1, R2=OH, R'= H and E is _hcteroaryl which 1s either
unsubstituted or substituled preferably with Cl, F and/or CF;, OCH,, OCHaCH;3, or QCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCHs, OCH,CH;, or OCF;, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by O.

In a turther particularly preferred embodiment, in compounds of formula (1), L=NH, zZ'=0
(thus r=1), 7°=0, q=0, =1, R*=0H, R*> H and F is heteroaryl which is either

o
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unsubstituted or substituted preferably with Cl, F and/or CF;, OCHj;, OCH,CH;, or QCF,,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH;, OCH,CHs, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by .

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z’=0, q=0, t=1, R*=OH, R%= H and E is phenylenc which is cither
unsubstituted or substituted preferably with Cl, F and/or CF 3, OCH3, OCH,CH;, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CFa, OCH;, OCH,CHs, or OCF;, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=]), Z°=0, g=0, t=1, R*=OH, R*= H and E is phenylene which is cither
unsubstituted or substituted prefcrably with Cl. F and/or CF;, OCH;, OCH-CH;, or QCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
and/or CFy, OCH;. OCHaCH., or OCF;, ﬁnd A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by N,

It a further particularly preferred embodiment, in compounds of formula {1), L=NH, Z'=0
(thus r=1), 2’=0, g=0, t=I, R2=OH, R®= M and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFa, OCHs3, OCH,CHj, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH,;, OCH;CHy5, or OCFa, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (), L=NH, Z'=0
(thus r=1), Z°=0, q=0, t=1, R*=OH, R*= H and E is heteroary] which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;, OCH,CHs. or OCF,,
and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CFi. OCH;, OCH,CHs. or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by N.
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In a further particularly preferred emobodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), ZQ=O, q=0, t=1, R2=(JH, R H and E is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CFy, OCH,, QOCH>CH;, or OCF,,
and Y is heteroary] which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH3, OCH,CHa, or OCF3, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N.

In a {urther particularly preferred embodiment, in compounds of formula ( I}, L=NH, Z2'=0
(thus r=1), 22=O, q=0, t=I, R2=OH, R¥= H and E is phenvlene which is either
unsubstituted or substituted preferably with Ci, F and/or CF,, OCH3, OCH»CH;, or QCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with C, F
andfor CF3;, OCH;, OCH;CH;, or OCF5, and A is a nop-aromatic hydrocarbon ring,

wherein a carbon is replaced by N.

In a further particularly preferred embodiment. in compounds of formula (I}, L=NH, Z'=0
{thus r=1), 2’=0, g=0, t=1, R*=0H, R*= H and E is heteroaryl which is cither
unsubstituted or substituted preferably with C1, F and/or CFi, OCH,, OCH,CH;, or OCF,,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CFy, OCH3, OCH2CHj, or QCF3, and A is an aromatic hydrocarbon ring, wherein a

carbon 1s replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z'=0, ¢=0, t=1, R>=OH, R*= H and [ is heteroaryl which is either
unsubstituted or substituted preferably with CI, F and/or CF,, OCH4, OCH,CH 3, or OCFs,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCHs, OCH,CH;, or OCFs;, and A is a non-aromatic hvdrocarbon ring,

wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formuta (1), L=single
bond, Z'=0 (thus r=] ). ZZ=O, q=Q, t=1, R2=OH, R%=H and [ is phenylene which is ¢ither
unsubstituted or substituted preferably with C1, F and/or CF;, OCH;, OCH>CH,, or OCF3,

and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
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and/or CF3, OCH3, OCH,CH;, or OCFy, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by NR”,

In a further particularly preferred cmbodiment, in compounds of formula (N, L.=NH, Z'=0
(thus r=1), Z°=0, g=0, =1, R*=OH, R* H and E is phenylene which is cither
unsubstituted or substituicd preferably with Cl, F and/or CF;, OCH;. OCHaCHa, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CFi, OCH,, QCHCHs, ot OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR*,

In a further particalarly preferred embodiment, in compounds of formula (I}, L=NH, Z'=0
(thus r=1), 2°=0Q, q=0, t=1, R*=0OH, R= H and E is heteroaryl which is cither
unsubstituted or substituted preferabl y with Cl, F and/or CFs, OCl1;, OCH,CHs, or OCT,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Ci, F
and/or CF, OCH3, OCH2CHg, or OCFs, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by NR*.

I a further particularty preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z’=0, g=0, t=1, R™=0OH, R*>= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;, OCH,CHs, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH;, OCH,CHa, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR*.

In a further particularly preferred embodiment, in compounds of formula (I}, L=NH, z2'=0
(thus r=1), Z’=0, ¢=0, t=1, R*=0OH, R'= H and E is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CF,y, OCHj;, OCH,CH;, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF,, OCHj;, OCH;CHs, or OCF;, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by NR.

In a further particularly preferred embodiment, in compounds of formula (N, L=NH, Z'=0

(thus r=1), ZE-'=O, g=9, t=1, R2=OH, R'= H and E is phenylene which is either




10

20

kJ
uh

30

WO 2010/128050 PCT/EP2010/056042

52

unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;, OCH>CHj, or OCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CF;, OCH;, OCH,;CHs, or OCF:, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (B, L=NH, Z2'=0
(thus r=1)}, 22=O, =0, t=1, R2=OH, R¥= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCHa, OCH»CHj;. or QCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CF3, OCH,, OCH;CHs, or OCF,, and A is an aromatic hydrocarbon rinyg, wherein a

carbon is replaced by NRY,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 7'=0
(thus =1), 7Z°=0, g=0, t=1, R*=0OH, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Ci, F and/or CF3, OCH,, OCH,CH;, or OCF;,
and Y is heteroary! which is also either unsubstituted or substituted preferably with C1, F
and/or CFa, OCH3, OCH2CHai, or OCFa. and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR?.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, =0, Z’=0, q=0, t=I, R*=OH, R*= H and [ is phenylene which is either
unsubstituted or substituted preferably with CI, F and/or CF;, OCHy, OCHaCHaj, or OCF,,
and Y is phény] which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCH;, OCH,2CHs, or OCF;, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (), L=single
bond, r=0, Z-2=O, q=0, t=1, R*=0H, R*= H and E is phenylene which is either
unsubstituted or substituted preferably with Cl. F and/or CF3, OCH3, OCH2CHj;, or QCPy,
and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH;, OCH»CHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by S.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, =0, q=0, (=1, R*=0H, R*= H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F andfor CFa, OCH;, OCH;CHs, or OCFy, and Y is
phenyl which is also cither unsubstituted or substituted preferably with Cl, F and/or CF,,
QOCH;3, OCHaCH3, or OCF;, and A is an aromatic hydrocarbon ring, wherein a carbon is

replaced by S.

In a further particularly preferred embodiment, in compounds of fornula (I), L=single
bond, =0, 22=O, g=0, t=1, R2=OH, R®%=H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F and/or CFs, OCHs, OCH,CHs;, or OCF3, and Y is
phenyl which is also either unsubstituted or substituted preferably with CI, F and/or CFi.
OCH;, OCH,CH;, or OCF3, and A is a non-aromatic hydrocarbon ring, wherein a carbon is

replaced by S.

in a further particularly preferred embodiment, in compounds of formula (I). L=single
bond, =0, Z°=0, q=0, t=1, R~OH. R®= H and E is phenylene which is either
unsubstituted or substituled preferably with C1, F and/or CFs, OCIH;, OCH-CH,, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CFs, OCH;, OCH2CH3, or OCT5, and A is an aromatic hydrocarbon ring, whercin a

carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, 7°=0, 4=0, 1=1, R*=OH, R’= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CF5, OCH3, OCHaCHs, or OCF,,
and Y is heferoaryl which is also cither unsubstituted or substituted preferably with C1, F
andfor CF3. OCH3, OCH2CH;, or OCFy, and A is a non-aromatic hydrocarbon ring,

whercin a carbon is replaced by S,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, ZZ=O, qQ=0, t=1, R?=0OH, R*=H and E is heteroaryl which is cither unsubstituted
or substituted preferably with Cl, F and/or CF;, OCH;, OCHyCHs, or OCFa, and Y is

heteroaryl which is also either unsubstituted or substituted preferably with Cl, F and/or
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CF3, OCH;, OCH;CHj3, or OCFs, and A is an aromatic hydrocarbon ring, wherein a carbon
is replaced by S.

In a further particularly preferred embodiment, in compounds of fornmula (1), L=single
bond, =0, Z*=0, q=0, t=1, R2=OH= R*=MHand £ is heteroaryl which is either unsubstituted
or substiiuted preferably with Cl, F and/or CF;, OCHi, OCH,CHs, or OCF;, and Y is
heteroaryl which is also either unsubstituted or substituted preferably with Cl, F and/or
CF3, OCH;, OCH2CHs, or OCF3, and A is a non-aromatic bydracarbon ring, wherein a

carhon is replaced by S.

In a further particutarly preferved embodiment, in compounds of formula (I), L=single
bond, r=0, Z*=0, q=0, =1, R*=0H, R’ H and I is phenyvienc which is either
unsubstituted or substituted preferably with Cl, F and/or CFa, OCH,, OCHLCHa, or OCFs,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F

and/or CF;, OCH;, OCHaCHs, or OCFs, and A is an aromatic hydrocarbon ring.

In a farther particularly preferred embodiment. in compounds of formula (I), L=single
bond, r=0, Z°=0, q=0, t=1, R*=OH, R%= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CFs, OCHz, OCH-CHa, or OCFs,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F

and/or CT3, OCHj, OCH:CHs, or OCFs, and A is a non-aromatic hydrocarbon ring,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z*=0, q=0, =1, R’=OH, R*= H and L is heteroaryl which is cither unsubstituted
or substituted preferably with ClL T and/or CF3, QCHi, OCHaCHa, or OCFs, and Y is
phenyl which is also etther unsubstituted or substituted preferably with C), F and/or CF,

OCH;, OCH,CH3, or OCF;, and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (I L=single bond,
1={), ZE=O, q=0, (=1, R?=0H, R*= H and E is heteroaryl which is either unsubstituied or
substituted preferably with CI, F and‘or CFy, OCH,, OCH,CH;, or QCF3, and Y is phenyl
which is also cither unsubstituted or substituted preferably with C1, F and/or CF;, OCH;,

OCHCHa, or OCF;, and A is a non-aromatic hydrocarbon ring.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z*=0, =0, t=1, R*=OH, R*= H and E is phenylene which is either
unsubstituted or substituted preferably with Ci, F and/or CFz, OCH3, OCH,CHa, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3, OCHi, OCH:CHa, or OCFs, and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula ([}, L=singlc
bond, =0, Z°=0, g=0, t=1, R*=OH, R*= H and E is phenylene which s either
unsubstituted or substituted preferably with C1, F and/or CF;, OCH;, OCH,CH;, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F

and/or CF;, OCH3, OCH,CH4, or OCF;3, and A is a non-aromatic hydrocarbon ring,

In a forther particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z°=0), q=0, t=1, R3=OH, R*= H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F and/or CF;, OCHs, OCH,CHa, or OCFs, and Y is
heteroaryl which is also cither unsubstituted or substituted prefcrably with Cl, F and/or

CFz, OCH;. OCH2CH4, or OCF;. and A is an aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, ZE=O, g=0,1=1, R2~“=OH, R*=H and E is heteroaryt which is either unsubstituted
or substituted preferably with Cl, F and/or CF;, OCH;, QCH,CH;, or OCF;, and Y is
heteroaryl which is also either unsubstituted or substituted preferably with CI, £ and/or

CF3, OCH;3, OCH,CHaj, or OCF;, and A is a non-aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond. =0, ZE'—fO, q=0, t=1, R2=O]-l, R%= H and E is phenylene which is either
unsubstituted or substituted preferably with C1, F and/or CF3, OCH;, OCH,;CH;, or OCF;,
and Y is pheny! which is also either unsubstituted or substituted preferably with CI, F
and/or CF3;, OCH;, OCH,CHs, or OCF3, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by O.
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In a further particularly preferred embodiment, in compounds of formula (). L=single
bond, =0, Z-2=O, q=0, =1, R2=OH, R®= H and E is phenylene which is either
unsubsiituted or substituted preferably with Cl, F and/or CT3, OCH,, OCH.2CH;, or OCF,,
and Y is phenyl which is also cither unsubstituted or substituted preferably with CI, F
and/or CF;, OCHs, OCH-CHs, or OCF3, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, =0, Z’=0, q=0, t=1, R2=OH, R%= H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F and/or CF;, OCH;, OCH2CHs, or OCF;, and Y is
phenyl which is also cither unsubstituted or substituted preferably with Cl, F and/or CF;,
OCHa, OCH,CHs, or OCF;, and A is an aromatic hydrocarbon ring, wherein a carbon is

replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1 I =singlc bond,
=0, Z>=0, g=0, t=1, R*=0OH,_ R*= H and E is heteroaryl which is cither unsubstituted or
substituted preferably with Cl, F and/or CFs, OCHa, OCH»CHs, or OCF,, and Y is phenyl
which is also either unsubstituted or substituted preferably with Cl, F and/or CF3, OCH,,
OCH2CH;, or OCF;, and A is a non-aromatic hydrocarbon ring, whercin s carbon is

replaced by O.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, r=0, Z*=0, q=0, =1, R’=0H, R%= W and C is phenvienc which is either
unsubstituted or substituted preferably with C, F and/or CF,, OCHj;, OCH2CHa, or OCFs,
and Y 1s heteroaryi which is also cither unsubstituted or substituted preferably with C1L, F
and/or CF3, OCHi, OCH;CH4, or OCF,, and A is an aromatic hydrocarbon ring. wherein a

carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, r=0, z°=0, q=0, =1, R*=OH, R H and E is phenylene which is either
unsubstituted or substituted preferably with CI, ¥ and/or CF;, OCHs, OCH,CH;, or OCF;,

and Y is hetcroaryl which is also either unsubstituted or substituted preferably with CI, F
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and/or CF;, OCH;, OCH,;CHa,, or OCF,, and A is a non-aromatic ‘hydrocarbon ring,

wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, Z’=0, q=0, t=1, R*=0OH, R*= H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F and/or CFi, OCH,, OCHCH3, or QCFy, and Y s
heteroaryl which is also either unsubstituted or substituted preferably with Cl, F and/or
CF3, OCH3, OCH3CH;, or OCF3, and A is an aromatic hydrocarbon ring, whercin a carbon
is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, 22=O, q=0, t=1, RQZOH, R'=Hand E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F and/or CF, QCH;, OCH,CH3;, or OCF;, and Y is
heteroaryl which is also either unsubstituted or substituted preferably with Cl, F and/or
CF3, OCH;. OCH,CH;. or OCFs, and A is a non-aromatic hydrocarbon ring, wherein a

carbon is replaced by Q.

In a further particularly preferred embodiment, in compounds of formula (1). L=single
bond, =0, Z*=0., ¢=0. t=1, R=0H, R*= H and E is phenylene which is either
unsubstituted or substituted preterably with Cl, F and/or CF,, OCH;, OCH;CH;, or OCFs,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH3, OCH;CHa, or OCFs. and A is an aromatic hydrocarbon ring, whercin a
carbon is replaced by N.

o a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, 7Z'=0, q=0, t=1. R*=OH, R®= H and E is phenylene which is either
unsubstituted or substituted preferably with CI. F and/or CF;, OCH;, OCHJCHs, or OCF;,
and Y is phenyl which is also cither unsubstituted or substituted preferably with CJ, F
and/or CF3;, OCH,;, OCH,;CHj, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (1), L=single

bond, r=0, Z*=0, ¢=0, 1=1, R*=OH, R*= H and E is heteroaryl which is either unsubstituted
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or substituted preferably with Cl, F and/or CFy, OCH;, OCH>CH,, or QCF,, and Y is
phenyl which is also either unsubstituted or substituted preferably with Cl, F andfor CF;,
OCH;, OCH;CHs, or OCF,, and A is an aromatic hydrocarbon ring, wherein a carbon is
replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, 2220, q=0, t=1, R2=OH, R*=H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl, F and/er CFs, OCHi, OCH,CH,, or OCF,, and Y is
phenyl which is also either unsubstituled or substituted preferably with €1, F and/or CFs,
OCHj;, OCHCHs, or OCF3, and A is @ non-aromatic hydrocarbon ring, wherein a carbon is

replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, ZE=O_, g=0, t=1, R2=OH, R*= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CFs, QCH;, QCH.CHs. or OCF,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with C1, F
and/or CFs;, OCH3, OCH.CHj, or OCF4, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by N.

In a further particularly preferred cmbodiment, in compounds of formula (1), L=single
bond, r=0. 7°=0, 4=0. t=1, R™=0H, R*= H and [ is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCHa, OCH,CHa, or QCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CI, F
and/or CF;, OCH;, OCH:CHj, or OCFy, and A is a non-aromatic h}"drocarh'on ring,

wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
hond, =0, Z°=0, q=0, t=1, R*=OH, R*=H and E is heteroaryl which is ¢ither unsubstituted
or substituted preferably with Cl, F and/or CFz, OCH;, OCH,CHs, or OCFy. and Y s
heteroaryl which is also either unsubstituted or substituted preferably with CI. F and/or
CF3, OCHa, OCH2CH3, or OCF3, and A is an aromatic hydrocarbon ring, wherein a carbon

is replaced by N.

C;O
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In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, r=0, Zz=0, q=0, t=1, RzﬂOH, R~ H and E is heteroaryl which is either unsubstituted
or substituted preferably with CI, £ and/or CF3;, OCHj;, OCH2CHj, or OCF;, and Y is
heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F and/or
CF3, OCH3, OCH,CH;, or OCF;, and A is a non-aromatic hydrocarbon ring, wherein a

carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, =0, 22=O, q=0, t=1, R2=OH, R*= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CFi, OCHj3, OCH2CHas, or OCF,,
and Y is phenyl which is also either unsubsiituted or substituted preferably with Cl, F
and/or CF;, OCH;, OCH,CHs, or OCF;, and A is an aromatic hydrocarbon ring, wherein a
carbon is replaced by NR*.

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, 1=0, Z,2=O, q=0, t=1, R.2=OH, R¥%= M and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CFs, OCHa, OCH,CHa, or OCF.,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
and/or CF3, OCH;, OCH,CHs. or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR*,

In a further particularly preferred ecmbodiment, in compounds of formuta (1), L=single
hond, r=0, 22=O, g=0. t=1, Rz“—*—OH, R*=H and E is heteroarvl which is either unsubstituted
or substituted preferably with Cl, F and/or CF3, OCH;, OCH,CHa, or OCFs, and Y is
phenyl which is also either unsubstituted or substituted preferably with CI, F and/or CF;,
OCH,;, OCH:CHj3, or OCF;3, and A is an aromatic hydrocarbon rintg, wherein a carbon is

replaced by NRY.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z*=0, q=0, t=1, R2=OH, R'=Hand E is heteroarvl which is either unsubstituted
or substituted preferably with Cl, F and/or CF;, OCHj3, OCHaCHs, or OCF,, and Y is

phenyl which is alse either unsubstituted or substituted preferably with Cl, F and/or CF;,
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OCH;, OCH,CHj3, or OCF5, and A is a non-aromatic hydrocarbon ring, wherein a carbon is

replaced by NR*.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z=0, q=0, (=1, R*=0H, R%= H and E is phenylene which is e¢ither
unsubstituted or substituted preferably with Cl, F and/or CF3, OCHa, QCH,CH;, or OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or Cl'y, OCHj;, OCH,CHs, or OCFs, and A is an aromatic hydrocarbon ring, wherein a

carbon is replaced by NRY,

In a further particularly preferred embodiment, in compourds of formula (1), L=single
bond, =0, 2°=0, g=0, t=I, R2=OH, R'%= H and L is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CF3, OCHi, OCH,CHj3, or OCF,,
and Y is hetercaryl which is also cither unsubstituted or substituted preferably with CI, F
andfor CFi, OCHs, OCH;CHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by NR".

In a further particularly preferred embodiment, in compourxts of formula (1), L=single
bond, r=0, Z*=0, q=0, t=1, R*=0H, R%= H and E is heteroaryl which is either unsubstituled
or substituted preferably with Cl, F and/or CF3, OCH;, OCHyCH;. or OCF3, and Y s
heteroaryl which is also either unsubstituted or substituted preferably with Ci, F and/or
CFa, OCH3, OCHCH;, or OCFs, and A is an aromatic hydrocarbon ring, whercin a carbon

is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, r=0, Z*=0, q=0, =1, R*=0OH, R*= H and E is heteroaryl which is either unsubstituted
or substituted preferably with Cl. F and/or CF;, OCHi, OCH,CHs, or OCF;, and Y is
heteroaryl which is also either unsubstituted or substituted preferably with Cl) F and/or
CFs, OCHs, OCH3:CH;, or OCFa, and A is a non-aromatic hydrocarbon ring, wherein a

carbon is replaced by NR*,

in a further particularly preferred embodiment, in compounds of formula (i), L=single

bond, Z'=0 (thus r=1 ), Z°=0, q=0, t=1, R2=OH, R'=Hund Eis phenylene which is either

.
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unsubstituted or substituted preferably with Cl, F and/or CFy, OCHa, OCH,CHs, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF3;, OCH,, OCH,CHa, or OCF,, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus =] ), 2=0, g=0, t=1, R2=OH; R¥%= H and E is heteroaryl which is cither
unsubstituted or substituted preferably with CI, F andfor CF;, QCH, OCH,CHs, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI, F
10 and/or CF;, OCH,;, OCH,CHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (D), L=single
bond, 2'=0 (thus r=1), Z3=0, q=0, 1=}, R*=OH1, R*= H and E is phenylene which is either
15 unsubstituted or substituted preferably with Cl. F and/or CF;, OCH;, OCH2CHjs, or OCFa,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH3, OCH:CH;, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

20 In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1 ), 22=0, g~0, t=1, R*=OH, R*= [ and L is heteroaryl which is either
unsubstituted or substituted preferably with Cl, I and/or CF,, OCHa, OCH2CH;, or OCF,,

and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F

and/or CF3, OCHj, OCH.CH;, or OCF, and A is a non-aromatic hydrocarbon ring,

25 wherein a carbon is replaced by SQ.

In a further particularly preferred embodiment, in compounds of formula (D, L=NH, Z'=0
(thus r=1), ZE=O, q=0, t=1, Rz-':OH, R'= H and E is phenylene which is cither
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH,, OCH,CHa, or OCF,,
30 and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CFy, OCHj3, OCH;CH,, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced hy SO.
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In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, q=0, t=I, R*=OH, R%= H und E is heteroaryl which is either
unsubstituted or substituted preferably with Cl; F and/or CF;, OCH;, OC H2CH;, or OCF,,
and Y is phenyl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CF3, OCHs, OCH2CH;, or OCFy, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, q=0, =], R*=OH, R*= H and E is phenylenc which is cither
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH3, QCH,CH3, or OCF;,
and Y is heleroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CI3, OCH,, OCH,CHa, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
{thus r=1), Z*=0, g=0, t=1, R2=OH, R'= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;, QCHLCHa;, ar OCF;,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with CL F
and/or CFi, OCH3, OCH.CH;, or OCF., and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, r=0, Z’=0, =0, t=1, R*=0OH, R*= H and E is phenylene which is cither
unsubstituted or substituted preferably with CI, F and/or CF3, OCH;, OCH.CHa, or OCF,,
and Y is phenyl which is also cither unsubstituted or substituted preferably with CI, F
and/or CF;, OCHs, OCH,CHa, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=sinple
bond, =0, Z*=0, q=0, t=1, R*=0H, R*= H and E is heteroary! which is either unsubstituted
or substituted preferably with CI, F and/or CF3, OCH;, OCH.CHs, or OCF;, and Y is

phenyl which is also either unsubstituted or substituted preferably with Cl, F and/or CFs,
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OCHj3, OCH,CH3, or OCFy, and A is a non-aromatic hydrocarbon ring, wherein a carbon is

replaced by SO.

ln a further particularly preferred embodiment, in compounds of formula (1), L=single
5 bond, r=0, ZE=O, g=0, =], R2=OH, R*= H and E is phenylene which is ecither
unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;, OCH,CH3, or OCF,,
and Y is heteroaryl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH;, OCH,CH,, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodinment, in compounds of formula (1), L=single
bond, r=0, {thus r=1), 2*=0, q=0, t=I, R’=CH, R*= H and E is heteroaryl which is either
unsubstituted or substituied preferably with C1, F and/or CF3, OCH3, OCH;CH;, or OCT,,

and Y Is heteroaryl which is aiso either unsubstituted or substituted preferably with Cl, F
15 andior CF;, OCHi, OCH.CHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of tormula (1), L=single
bond, Z'=0 (thus r=1}, Z*=0, q=0, t=1, R*=OH, R®= H and E is phenylene which is either
20 unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,, OC H2CHj3, or OCF;,
and Y is phenyl which is also either unsubstituted or substituted preferably with C}, F
and/or CF3, OCH;, OCH)CH;, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO..

25 In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus =1), ZE=O, g=0, t=1, R2=OH, R*=H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;, OCH;CH;, or OCF5,
and Y is phenyl which is also cither unsubstituted or substituted preterably with CI, F
and/or CF3, OCHi, OCH2CH;, or OCFs, and A is a non-aromatic hydrocarbon ring,

30 wherein a carbon is replaced by SO,.

In a further particularly preferred cmbodiment, in compounds of formula (T}, L=single

bond, Z'=0 (thus r=1), Z'=0, q=0, t=1, R*=0H, R®= H and E is phenylene which is either
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unsubstituted or substituted preferably with Cl, F and/or CFa, OCH;, OCH,CHj, or OCF,,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Ci, ¥
and/or CFi, OCH;3, OCH:CH;, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SOa.

In a further particularly preferred cmbodiment, in compounds of formula (), L=single
bond, Z'=0 (thus r=1 ), 72=0, q=0, t=1, R*=0H, R*= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CF;, QCH 3, OCH,CH;, or OCFs,
and Y is heteroaryl which is also either unsubstituted or substituled preferably with Cl, F
andior CFa, OCH;, OCH:CHa, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO,.

In a further particularly preferred embodiment, in compounds of formula (N, L=NH, z'=0
(thus r=1), ZE=O, g=0. (=1, R2=OH, R'= H and E is phenylene which is cither
unsubstituted or substituted preferably with CI, F and/or CFs, OCH,, OCH,CH;, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with CI F
and/or (T3, OCH;. OCHyCHs, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO,.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z’=0, q=0, t=1, R*>OH, R*= H and E is heteroaryl which is uither
unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;, OCH.CHj;, or QCF;,
and Y is phenyl which is also cither unsubstituted or substituted preferably with CI, F
and/or CF;, OCHi, OCH:CHs, or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon 1s replaced by SO,

In « further particularly prefeired embodiment, in compounds of formula (I}, L=NH, 2'=0
(thus r=1), 2’=0, q=0, t=1, R*=OH. R%= H and E is phenylene which is cither
unsubstituted or substituted preferably with CI, I and/or CF5, QCH 3, OCH,CHjs, or OCF;,
and Y is heteroaryl whicl is also cither unsubstituted or substituted preferably with Cl, F
and/or CFz, OCH;, OCH,CHs, or OCFa:, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO-.
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In a further particularly preferred embodiment, in compounds of formula (I, L=NH, Z2'=0
(thus r=1), Z=0, g=0, t=1, R*=OH, R’= H and E is heteroaryl which is either
unsubstituted or substituted preferably with Cl, F and/or CFi, OCHa, OCH3CHs, or OCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with Cl, F
and/or CI3, OCH;, OCH,CH,, or OCF;, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO,.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0. 7?=0, g=0, t=1, R’=OH, R®= H and E is phenylene which {s either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH,, OCH,CH;, or OCF,,
and Y is phenyl which is also either unsubstituted or substituted preferably with Cl, F
and/or CF;, OCH;, OCH,CH,, or OC¥s, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO,

In a further particularly preferred embodiment, in compounds of formula {1, L=single
bond, r=0, Z*=0, q=0, t=1, R*=OH, R*= H and E is heteroary! which is either unsubstituied
or substituted preferably with C1, F and/or CF3, OCH3, OCH2CHy, or OCF;. and Y s
phenyl which is also either unsubstituted or substituted preferably with Cl, T and/or CF,,
OCHj3, OCH;CHs, or OCF,, and A is a non-aromatic hydrocarbon ring, wherein a carbon is

replaced by SO..

In a further particularly preferred embodiment, in compounds of formula {1}, L=single
bond, r=0. Z’=0, q=0, t=], R*=OH, R% H und E is phenylene which is either
unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;, OCH:CH;, or QCF;,
and Y is heteroaryl which is also cither unsubstituted or substituted preferably with CL F
and/or CF3, OCH;, OCHyCHs, or OCF3, and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by SO..

In a further particularly preferred embodiment, in compounds of formula (1), L=singlc
bond, r=0, (thus r=1), Z*=0, q=0, t=1, R*=0H, R*= H and E is heteroaryl which is cither
unsubstituted or substituted preferably with CI, F and/or CIy, OCHa, OCH,CHa, or OCF;,

and Y is heteroaryl which is also cither unsubstituted or substituted preferably with CI, F
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and/or CF3;, OCH;, OCH;CHj. or OCFs, and A is a non-aromatic hydrocarbon ring,

wherein a carbon s replaced by SO-.

In a further particularly preferred embodiment, in compounds of formula (1), L=singlc
bond, Z'=0 (thus r=1), 2’=0, D=0, m=i, n=1, ¢=1, (=1. R*=OH, R*=H, R’= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCHi, OCH2CHs, or OCFs, and Y is phenyl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCH;, OCH,CH3, or OCFs, and A is an

aromatic hydrocarbon ring, whercin a carbon is replaced by §.

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, q=1, t=1, R*=OH, R*H, R®=H and F is
phenylenc which is either unsubstituted or substituted preferably with Cl, T and/or CT,.
OCHa, OCHaCHa, or OCFs, and Y is phenyl which is also either unsubstituted or
substituted preferably with C1, F and/or CFs, OCH;. QCH:CHs, or OCT;, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by §.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond. Z'=0 (thus r=1). 7*=0, D=0, m=t, n=1, q=1, t=1. R*=OH, R*=H. R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with C1, F and/or CFa,
OCHj;, OCHaCH;, or QCFy, and Y is phenyl which is also cither unsubstituted or
substituted preferably with Cl. F and/or CF;, OCll;, OCH2CH;3, or OCFs, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularty preferred cmbodiment, in campounds of formula (I), L=single
bond, Z'=0 (thus r=1), Z’=0, D=0, m=1, n=1, q=1, 1=1, R*=0H, R*=H, R*= 4 and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F andior CFy,
OCH;, OCH,CH;, or OCF;, and Y s phenyl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCHs, OCH,CHs, or OCF,, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=single

bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, g=1, t=1, R?™=OH, R*=H, R*= H and E is
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phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CF,,
OCHj3, OCHyCH;, or OCFs, and Y is heteroaryl which is also either unsubstituted o
substituted preferably with Cl, T and/or CT3, OCH;s, OCH:CHa, or OCF3, and A is an

aromatic hydrocarbon ring., wherein a carbon is replaced by S.

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z=0, D=0, m=1, n=1, g=1, t=1, R%=OH, R*=H, R¥= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH3, OCH,CHs, or OCF;, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with C1, F and/or CFs, OCH3, OCH,CHa, or OCFs, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1). L=single
bond, Z'=0 (thus r=1), ZZ=O, D=0, m=1, n=1, ¢=1, =1, R2=OH, R'=H, R®*~ H and E is
hetercaryl which is either nnsubstituted or substituted preferably with Cl, F and/or CF),
OCH;, OCH,CH;, or OCFs, and Y s heteroaryl which is also either unsubstituted or
substituted preferably with Ci, F and/or CF;, OCHs, OCH:CHs, or OCF;, and A is an

aromatic hydrocarbon ring, wherein a carbon is rcplaced by S.

In a further particularly preferred cmbodiment, in compounds of formula (1), L=single
boud, Z'=0 (thus r=1), 2’=0, D=0, m=1, n=1, g=1, t=1, R*-OH, R*=H, R"= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH3, OCH;CHs, or OCF3, and Y is heteroaryl \#’h'iCh ts also either unsubstituted or
substituted preferably with Cl, F and/or CF3, OCHa, OCH2CH;, or OCF, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by §.

In a further particularly preferred embodiment, in compounds of formula (1), L=singic
bond, Z'=0 (thus r=1), 2*=0. D=0, m=1, n=1, g=!, (=1, R*=0OH, R*=H, R*= H and E is
phenyl which is cither unsubstituted or substituted preferably with Cl, F and/or CFa1, OCH;,
OCH;CHs, or OCF3, and Y is phenyl which is also either unsubstituted or substituted
preferably with CL F and/or CF3, OCH,, OCH:CH;, or OCF,, and A is a non-aromatic

hydrocarbon ring.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), 2°=0, D=0, m=1, n=1, q=1, 1=1, R*=OH, R*=H, R'= H and E is
phenyl which is either unsubstituted or substituted preferably with Cl, ¥ and/or CFa, OCH;,
OCH,CHa, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with C1, F andfor CF;, OCH;, OCH2CHs, or OCF,, and A is an aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond. Z'=0 (thus r=1), 2°=0, D=0, m=1, n=1, ¢=1, t=1, R%=0H, R’=H, R%= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCH3:, OCHaCH;, or OCF;, and Y is phenyl which s also either unsubsatuted or
substituted preferably with Cl, F and/or CFs, QCHj, OCH.CHs, or OCF;, and A is a non-

aromatic hydrocarbon ring.

In a further particutarly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), D=0, m=1, n=1, ¢=1, =1, R*=0OH, R*=H, R% H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH;, OCH:CHi:, or OCF;, and Y is phenyl which is also ecither unsubstituted or
substituted preferably with €I, F and/or CF;, OCH;, OCH.CHy, or OCF;, and A is an

aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1, L=single
bond, Z'=0 {thus =1), Z’=0, D=0, m=1, n=1, g=1, =1, R*=0H, R*~H, R*= H and E is
phenyl which. is either unsubstituted or substituted preferably with Cl, FF andfor CF;, QCH;,
OCH2CH;, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCH.CHs, or OCFs, and A is & non-aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (I). L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, q=1, t=1, R*=OH, R*=H, R"= H and E is
phenyl which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,,

OCH;CH;, or OCF3, and Y is heteroaryl which is also cither unsubstituted or substituted
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preferably with Cl, F and/or CF;, OCHi, OCH,CHa, or OCFi, and A is an aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*<0, D=0, m=1, n=I, q=1, t=1, R*=0H, R*=H, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with CI, F and/or CF;,
OCHj, OCH,CH3, or OCF3, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCH;, OCHaCHs, or QCF,, and A is a non-

aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z’=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R'=H, R®= H and E is
heteroaryl whicl is either unsubstituted or substituted preferably with Cl, F and/or CFi,
OCH3, OCH,CHj, or OCFs, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with ClI, F and/or CFi, OCH;, OCH2CH:, or OCF;, and A is an

aromatic hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z°=0, D=0, m=1, n=1, q=1, i=1, R*=OH, R’=H, R*= H and E is
phenylenc which is cither unsubstitated or substituted preferably with Cl, F and/or CFs,
OCH;, OCH:CHs, or OCF,, and Y is phenyl which is also cither unsubstituted or
substituted preferably with Cl. F and/or CF;, QCH,, OCH,CH;, or OCF;, and A is a

aromatic hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, Z'=0 (thus =1), 7*=0, P=0, m=1, n=1, g=1. t=1, R’=OH, R*=H, R*= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CFj,
OCHs, OCH,CH3, or OCF,, and Y 1s phenyl which is also cither unsubstituted or
substituted preferably with Cl, F and/or CF;, GCH;, OCH2CHs, or OCFa, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single

bond, Z'=0 (thus r=1), Z>=0, D=0. m=1, n=1, g=I, t=1, R*=0OH, R*=H, R*= H and E is
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heteroaryl which is cither unsubstituted or substituted preterably with CI, ¥ and/or CFs,
OCHj;, OCH,CHj, or OCF,, and Y is phenyl which is also either unsubstituted or
substituted preferably with Cl, F and/or CFiy, OCH,, OCH:CHi, or OCFy, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, q=1I, t=1, R?=OH, R'=H, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCHi. OCH:CHj, or OCFy, and Y is phenyl which is also either unsubstituted or
substituted preferably with Cl, F and/or CFx, OCH;3, OCH2CH;, or OCF;, and A is a non-

aromatic hydrocarbon ring, whercin a carbon is replaced by O.

in a further particularly preferred embodimenic in compounds of tormula (1), L=singlc
bond, 2'=0 {thus r=1), Z'=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R’=H. R*= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH;i, OCH,CHs, or OCF;, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl. F and/or CFs, OCHz, OCH.CH;, or OCF;, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1). Z*=0, D=0, m=1, n=1, q=1, =1, R*=0H, R*=H. R*= H and E is
phenylenc which iy cither unsubstituted or substituted preferably with Cl, I and/or CFa,
OCH;, OCHaCH;s, or OCFs, and Y is heteroarvl which is also either unsubstituted or
substituted preferably with Cl, F and/or CFa, OCH;, OCH2CH;, or OCF;, and A is a non-

aromatic hydrocarbon ving, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in cbmpounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, g=1, 1=1, R*=0OH, R*<I1, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Ci, I and/or CF;,
(OCHa, OC]-]«;CH_;, or OCF,, and Y is heteroaryl which is also ecither unsubstituted or
substituted preferably with CI, F andfor CF3, OCHi, OCH»CHs, or OCF,, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by O.



10

30

WO 2010/128050 PCT/EP2016/056042
71

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), 7’=0, D=0, m=1, n=1, g=1, t=1, R*=0OH, R*=H, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with CI, F and/or CF;,
OCH,, OCH2CH;, or OCF;, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and‘or CF,, OCHj, OCH3CHs, or OCFs, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by O.

in a further particu]arly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0. m=1, n=1, q=1, t=1, R*=0H, R*=H, R*= H and E is
phenylene which is either unsubstituted or substituted preferably with CI, F and/or CFs,
OCH;, OCl{,CH;, or OCF;, and Y is phenyl which is also cither unsubstituied or
substituted preferably with Cl1, F and/or CF;, OCH;, OCH.CHs, or OCF,, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m~=1. n=1, g=1, =1, R*=OH, R*=H, R*= H and E is
phenylene which 1s either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH,, OCH3;CH;, ar OCF;, and Y is pheny]l which is also either unsubstituted or
substituted preferably with Cl, I and‘or CF3, OCHy, OCIH:CHs, or OCFs, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by N,

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, Z'=0 (thus =1), 7°=0, q D=0, m=1|, n=1, =i, =1, R2=OH, R*=H, R*=H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CF,,
OCHi, OCH:CHs, or OCF;, and Y is phenyvl which is alse either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCHj, OCH,CEH, or OCF;, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), 7’=0, D=0, m=1, n=1, g=1, t=1. R’=OH, R’=H, R®*= H and E is
heteroaryl which is cither unsubstituted or substituted preferably with Cl, F and/or CFs,

OCH;, OCH;CH;, or OCF;, and Y is phenyl which is alse either unsuhstituted or
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substituted preferably with Cl, F and/or CF3, OCH;, OCH.CH;, or OCF;, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by N,

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, g=I, t=1. R?*=0H, R*=H, R®= H and E is
phenylene which is cither unsubstituted or substituted preferably with Cl, F and/or CF3,
OCH;, OCHaCH3, or OCF,, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF3;, OCH;, OCH;CHj, or OCF;, and A is an

aromaltic hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularty preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z’=0, D=0, m=1, n=1, g=1, (=1, R*>0OH, R*=H, R¥= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CF,,
OCH;, OCH;CHas, or OCF;, and Y 1s heteroaryl which is also either unsubstituted or
substituted preferably with CI, F and/or CFy, OCH,, OCH-CHs, or OCF;, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z>=0Q, D=0, m=1. n=1. g=1, t=1, R*=OH, R*=H. R* H and E is
heteroaryl which is etther unsubstituted or substituted preferably with C1, F and/or CF;,
OCH;, OCH1CH;, or OCF;, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, QCHs, OCHLCHa, or OCFs, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by N.

I a further particularly preferred embodiment, in compounds of formula (1), L=singlc
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, g=I, t=1, R*=0OH, R*=H, R*= 1 and E is
heteroaryl which is either unsubstituted or substituied preferably with Cl, F and/or CFs,
OCH,, OCH,CH;, or OCFy, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCH1, OCH,CH;, or OCF3, and A is a non-

aromatic hydrocarbon ring, wherein 4 carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single

bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, ¢=1, t=1, R*=0H, R*=H, R*= H and [ is
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phenylene which is either unsubstituted or substituted preferably with Cl, ¥ and/or CF,,
QCHi, OCHCHs, or OCF3, and Y is phenyl which is also either unsubstituted or
substituted preferabty with Cl, F and/or CFi, OCH;, OCH,CHs, or OCF3, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by NR®.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z’=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R’=H, R*= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCHj;, OCH,CH3, or OC¥F;, and Y is phenyl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF3, OCH;, OCH,CHs, or OCF:, and A is a non-

aromatic hydrocarhon ring, wherein a carbon is replaced by NR*.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z’=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH,, OCH»CHs, or OCF;, and Y is phenyl which is also either unsubstituted or
substituted preferably with CI. F and/or CF., OCH;, OCH:CHs, or QCF3, and A is an

aromatic hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment. in compounds of formula (I). L=singlc
bond, Z'=0 (thus r=1). Z*=0, D=0, m=1, n=1, q=1, t=1, R*=0OH, R*=H, R*> H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CF;,
OCH;, OCHaCH;, or OCF;, and Y s phenyl which 1s also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCH,:, OCH;CH;, or OCF;, and A is a non-

. . - . 4
aromatic hydrocarbon ring, wherein a carbon 1s replaced by NR™.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z'=Q, D=0, m=1, n=1, g=1, t=1, R*=OH, R'=H, R*= H and E is
phenylene which is cither unsubstituted or substituted preferably with ClI, F and/or CF,
QOCH;, OCH,CH;, or OCF3, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CFs;, OCH;, OCH2CHs, or OCF3, and A is an

. . . . 4
aromatic hydrocarbon ring, wherein a carbon is replaced by NR™.
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In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=1, g=], t=1, R*=OH, R*=H, R®= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CFj,
OCH;, OCH,CHa, or OCF;, and Y 15 heleroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or C¥s, OCHs, OCH,CHs, or OCF;, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z3=0), D=0, m=1, n=1, gq=1, t=1, R*=OH, R*=H, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CF3,
OCH,;, OCH,CH;, or OCF;, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCH;, OCH.CHa, or OCF;, and A is an

. : : e : 4
aromatic hydrocarbon ring, wherein a carbon is replaced by NR™.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z°=0, D=0, m=1, n=1, =1, 1=}, R"=0H, R’=H, R*= H and F is
heteroaryl which is cither unsubstituted or substituted preferably with Cl, F and/or CFa,
OCH;, OCHCH;, or OCF;, and Y is heteroaryl which is also cither unsubstituted or
substituted preferably with Cl, F and/or CFi, OCHs, OCH,CHs;, or OCF;, and A is a non-

. . . : o d
aromatic hydrocarbon ring, wherein a carbon is replaced by NR™.

In a further particularfy preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z2°=0, D=0, m=1, n=1, q=1, t=1, R*=0MH, R3=H, R*= H and E is phenylene
which is either unsubstituted or substituied preferably with Cl, F and/or CF,, OCH;,
OCH2CH;, or OCF3, and Y is phenyl which is alsa either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCHCH;, or OCFs, and A is an aromatic

hydrocarbon ring, whercin a carbon 1s replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), 7,2=Oﬂ D=0, m=1, n=], g=1, t=1, R*=0H, R3=H, R%= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFi, OCH;,

QOCH,CH;, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
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preferably with Cl, F and/or CF;, OCH;, OCH,CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, q=1, t=1, R*=OH, R’=H, R*= H and E is heteroary}
which is ejther unsubstituted or substituted preferably with CI, F and/or CFy, QCH;,
OCH2CHaj, or OCT;, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F andfor CFi, OCHi, OCH.CHa, or OCF4, and A is an aromatic

hydrocarbon ring, whcrein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH. Z'=0
(thus =1), 2’=0, D=0, m=1, n=1, g=1, t=1, R%=0H, R*=H, R*= H and E is heteroary]
which is either unsubstituted or substituted preferably with Cl, F and/or CFy, OCH;,
OCH,CH,, or OCFa, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCH>CH3, or OCFs, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

[n a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), 7*~0. D=0, m=1. n=1, g=1, t=1, R*=OH, R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CF:, OCH;,
OCH2CH3, or OCF;, and Y is heteroary] which is also cither unsubstituted or substituted
preferably with Cl, F andfor CF;, OCH;, OCH.CH;, or OCFy, and A is an aromatic

hydrocarbon ring, whercin a carbon 1s replaced by S.

In a further purticularly preferred cmbodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), 72=0, D=0, m=1, n=1, g=1, t=1, R*=0QH, R'=H, R*= H and E is phenyicne
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCHj,
OCH,CHj, or OCF., and Y is heteroaryl which ts also either unsubstituted or substituted
nreferably with Cl, F and/or CF;, OCH,, OCH,CHj, or OCF,, and A s a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, z'=0

(thus r=1), Zz=0, D=0, m=1, n=1, g=1, -1, R*=0H, R’=11, R’= H and £ is hetcroaryl
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which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,,
OCHCHs, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, T and/or CF;, OCHs, OCH,CHs, or OCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularty preferred embodiment, in compounds of formula (J), L=NH, Z2'=0
(thus r=1), Z.E==O, D=0, m=1, n=1, g=1, =1, R2=OH, R3=H, R¥= H and E is heteroary)
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCHj;,
QCH,CH5, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3, OCH;3, OCH3,CH;, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 7'=0
(thus r=1), Z*=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with CI, F and/or CF;. OCHj,
OCH2CH;, or OCl5. and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3;, OCHs, OCHCH;, or OCF;, and A is apn aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
{thus r=]), Zl=0, D=0, m=1, n=1, g=1, t=1. R2=OH: R*<H. R*= H and F is phenylene
which is cither unsubstituted or substituted preferably with Cl, F and/or CF;, OCHas,
OCH;CHs3, or OCF,, and Y is phenyl which 1s also cither unsubstituted or substituted
preferably with Cl, F and/or CIs, OCHi, OCH.CH;, or OCF, and A is a non-aromatic

hydrocarbon ring.

In a further particularty preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), Z°=0, D=0, m=1, n=1, ¢=1, t=1, R*=0H, R'=H. R*= H and E is hetcroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CF.. OCH,,
OCHyCH;, or OCFi, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHjs, OCH,CHa, or OCF;, and A is an aromatic

hydrocarbon ring.
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In a further particularly preferrcd embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, q=1, t=1, R¥=0H, R’=H, R*= H and E is heteroary!
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;,
OCH,CH;, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH3, OCH,CHs, or OCFs, and A is a non-aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), ZZ=O, D=0, m=1, n=1, =1, t=I, RZ=OH, R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with ClL F and/or CF;, OCHs,
QCH,CHs, or OCFs, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, QCH;, OCH>CH;, or OCF:, and A is an aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z'=0, D=0, m=1, p=1, g=1, t=1. R*=0OH. R*=H, R*= H and E is phenylenc
which is either unsubstituted or substituted preferably with CH F andior CF;, OCH;,
OCH,CHa, or OCF;. and Y is heteroaryl which is also either unsubstituted or substituted
preferably with CL F and/or CF;, OClH;, OCHACHs, or OCF;, and A s 4 non-aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formuia (1), L=NH, Z2'=0
{thus =1}, ZZ=O, D=0, m=1, n=1, g=1, t=1, R’-OH, R*=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;,
QCH,ClI;, or OCF;, and Y is heteroaryl which is also cither unsubstituted or substituted
preferabty with Cl, F andfor CF;, OCH;, OCH.CH;, or OCFs, and A is an aromatic

hydrocarbon ring.

In a further particularty preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z’=0, D=0, m=1, n=1, q=1, t=1, R’=OH, R*=H, R H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFy, OCHa,

QCH,CHs, or OCF;, and Y is heteroary! which is also either unsubstituted or substituted
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preferably with Cl, F and/or CF;, OCHs, OCH.CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring,

in a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R’=H, R%= H and E is phenylenc
which is either unsubstituted or substituted preferably with Cl, ¥ and/or CFs. OCH;,
OCH.CH;, or OCF;, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CF3;, OCHa, OCH,CH;, or OCF,, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

in a further particularly preferred embodiment, in compounds of fonnﬁ]a (O, L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, q=1, =1, R*=OH, R*=H, R*= H and E is phenylenc
which is either unsubstituted or substituted preferably with Cl, F and/or CF3, OCH;,,
OCH:CHi, or OCFs, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F andtor CF;, OCHy, QCHLCH;, or OCF,, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formuta (1), L=NH, Z'=0
(thus =1}, Zz=0, D=0, m=1. n=1, g=1, t=1, R2=OH, R’=H, R*™= H and E is heteroary!
which 1s either unsubstituted or substituted preferably with C1, F and/or CF;, OCHs,
OCH,CH3, or QCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CFy, OCH;, OCH>CHs. or OCFs, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z°=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably wich Cl. F and/or CF;, OCHs,.
OCH;CH;, or OCF;, and Y is phenvl which is alse either unsubstituted or substituted
preferably with Cl, F andfor CF3;, OCH;, OCH,CH;, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z2'=0

(thus =1), Z>=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H, R*= H and E is phenylene

10
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which 1is either unsubstituted or substituted preferably with CI, F and/or CFy, OCHa,
OCH2CHs, or OCF,, and Y is lieteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CFy, OCH;, OCH,CHs, or QOCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred ecmbodiment, in compounds of formula (1), L=NH, Z2'=0
(thus r=1), 7’=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R’=H, R*= H and E is phenylene
which is cither unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,,
OCH,CHj, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with C1, F and/or CF4, OCH;, OCH,CHs, or OCFs, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by Q.

In a further particularly preferred embodiment, in compounds of formula (I}, L=NH, Z'=0
(thus r=1), 2*=0Q, D=0, m=1, n=1, g=1, =1, R*=0OH, R3=H, R'= H and E is heteroaryl
which 15 either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,,
OCH,CHjs, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl. F and/or CF;, OCHi:, OCH;CHa, or OCF4, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly prefered embodiment, in compounds of formula (1}, L=NH, z'=0
(thus r=1). 2’=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R*=H. R** H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CF,, QCH;,
OCH,CHs, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3, OCH;, OCH.CH;, or OCFsy, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by 0.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0. D=0, m=1, n=1, q=1, t=1, R*=0H, R><H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFi, OCHa,
QCH;CH3, or OCF;, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CFs, OCH;3, OCH,CH,, or OCF3, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by N.
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In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
{thus r=1}, 7*=0, D=0, m=1, n=1, g=1, t=1, 1{2:(')]-1, R? =H, R%=H and E is phenylenc
which is either unsubstituted or substituted preferably with Cl, F and/or CF., OCH;,
OCH,CHs, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF1, QCH;3;, OCH;CHa, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=I, n=1, g=1, =1, R’=OH, R*=H, R®= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFi, OCH,,
OCH,CH3, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferabty with Cl, F and/or CF;, OCH;, OCHsCHs, or OCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z°=0, D=0, m=1, n=1, =1, t=1, R*=OH, R’=H, R*= 1 and E is hetcroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFy OCHS;,
OCH;CHs, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with C1, F and/or CF3, OCH,, OCH,CH;, or OCT:, and A is a non-aromatic

hydrocarbon ring. whercin a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus 1=1), Z*=0, D=0, m=1, n=1, q=!, 1=1, R*=0OH. R*=H, R*= H and R is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or Cli, OCHs,
OCH;CHj;, or OCF;, and Y is heteroaryt which is also cither unsubstituted or substituted
preferably with Cl, I and/or CF;, OCH;, OCH>CHj, or OCFs, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus 1=1), Z’=0, D=0, m=1, n=1, g=1, t=1, R>=0OH, R*=H, R*= H and E is phenylene
which is cither unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;,

OCH,CH;, or OCT;, and Y is heteroaryl which is also either unsubstituted or substituted
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preferably with Cl, F and/or CFy, OCH;, OCH-CHj, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a cdrbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z°=0, D=0, m=1, n=1, q=1, t=1, R*=OH, R*=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Ci, F and/or CF;, OCHs,
OCH,CH3;, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with ClI, F and/or CF;, OCH;, OCH.CHs, or OCFs, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by N,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, g=1, t=1, R’=OH, R*=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl. F and/or CFs, OCHs,
QOCH2CHz, or OCF;, and Y is heteroarvt which is also either unsubstituted or substituted
preferably with Cl, F and/or CFa, OCH;, OCH2CHs, or OCF,, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by N.

ln a further particularly preferred embodiment. in compounds of formula (1), L=NH. Z'=0
(thus r=1}, Z‘?:O, D=0, m=1, n=1, g=1, t=1, Rl=O]I, I{S:II, R*= t and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFi;. OCHa,
OCHACH,, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHs, OCH,CHs, or OCFs, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced hy NR”.

In a further particularly preferred embodiment, in compounds of formula (13, L=NH, Z'=0
{thus 1=1), 7°=0, D=0, m=1, n=1, ¢=I, t=1, R*=0H, R*=H, R*= H and E is phenylenc
which is either unsubstituted or substituted preferably with Cl. F and/or CF;, OCHj,
OCH»CH;, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCI1;, OCH.CH;, or OCFa, and A is a non-agromatic

hydrocarbon ring, wherein a carbon is replaced by NRY.

In a further particularly preferred embodiment, in compounds of formuia (1}, L=NH, Z'=0

(thus i=1), Z*=0, D=0, m=1, n=1, ¢=1, t=1, R*=OH, R*=H, R*= H and E is heleroaryl
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which is either unsubstituted or substituted preferably with Cl, F and/or CFy, OCH,,
OCH,CH3, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF5, OCH;, OCH,CH,, or OCF;, und A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment, in contpounds of formula (1), L=NH, Z'=0
(thus ==1), 2*=0, D=0, m=1, n=], g=1, =1, R%=0H, R*=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F andfor CFi, OCHs,
OCH,CHa, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3, OCH,, OCH,CHs, or OCFa, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z°=0, D=0, m=1, n=1, g=1, t=1. R*=OH, R*=H, R H and E is phenylenc
which 1s eilher unsubstituted or substituted preferably with Cl, F and/or CFi, OCH;,
OCH,CHs. or OCFs, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with CI, F and/or CFs, OCH,, OCH>CH;, or OCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by NRY.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), 2*=0, D=0, m=1, n=1, ¢=1. t=1, R*=0H, R’=11, R*= H and E is phenylenc
which is etther unsubstituted or substituted preferably with Cl, F and/or CF;, OCHs,
OCH2CHg, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with CI, F and/or CF3;, OCH,, OCH,CHs, or OCFa, and A is a non-aromalic

hydrocarbon ring, wherein a carbon is replaced by NRY.

In u further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
{thus r=1), er-‘O, D=0, m=I, n=1, g=1, t=1, R2=OH, R3==H, R¥= H and E is heteroaryl
which is cither unsubstituted or substituted preferably with Cl, F andfor CF;, OCHj,
OCHLCHy, or OCF3, and Y is heteroaryl which is also cither unsubstituted or substituted
preferably with Ch, [ and/or CF;, OCHs, OCH,CHs, or OCF;, and A is an aromalic

hydrocarbon ring, wherein a carbon is replaced by NR*,

i\
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In a further particularty preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z’=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R’= H and E is heteroaryl
which is cither unsubstituted or substituted preferably with C1. F and/or CF,;, OCHa,
OCH>CHa, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3, OCHs, OCH,CH,, or OCF;, and A is a non-aromatic

hydrocarben ring, wherein a carbon is replaced hy NR*,

In a further particularly preferred embodiment, in compounds of formula (I}, L=single
bond, =0, Z°=0, D=0, m=1, n=1, g=1. t=1, R*=0H, R’<H,, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,,
OCH»CH3, or OCFs, and Y is phenyl which is also either unsubstituted or substituted
preferably with CI, F and/or CF;, OCHi, OCH.CHs, or OCF;, and A is an aromatic

hydrocarboti ring, whereinr a carbon is replaced by S.

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, r=0, Z°=0, D=0, m=1, n=1, q=1, t=1, R*=0OH, R*=H, R*= H and E is phenylenc
which is either unsubstituted or substituted preferably with C1, F and/or CF;. OCH..
OCH:CH;, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, ¥ and/or CF;, OCHs, QCH:CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by S,

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, r=0, Z*=0, D=0, m=1l, n=1, g=1, t=1, Rz'—‘OH, R*=H, R* H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFi;, OCH;,
OCH2CH;, or OCF;, and Y is phenyl which is also cither unsubstituied or substituted
preferably with Cl, F and/or CFs;, OCHa, OCHCH;, or OCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula ([}, L=single
bond, r=0, Zz=(), D=0, m=1, n=1. g=I, t=1, R*=0H, R’=H, R%= 1 and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFi, OCHs,
QCH.CHa3, or OCF;, and Y is phenyl which is aiso cither unsubstituted or substituted
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preferably with Cl, IF and/or CFs, OCH4, OCH,CHs, or OCF,, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by $.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, r=0, Z>=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R*=H, R®*= H and E is phenylene
which is either unsubstituted or substituted preferably with Ci, F and/or CF;, OCHa,
OCH,CHj, or OCF3, and Y 1s heteroaryl which is also either unsubstituted or substituted
preferably with Cl, [ andior CFy, OCH;, OCH,CHa, or OCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z’=0, D=0, m={, n=1, q=1, (=1, R>=OH, R*=H, R*= H and E is phenylcne
which is cither unsubstituted or substituted preferably with Cl, F and/or CF;, OCHs,
OCH,.CH3;, or OCF;, and Y {s heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHs, OCH,CH,, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carhon is replaced by S.

In a further particutarly preferred embodiment, in compounds of formula (I). L=single
bond, r=0. ZZ¥O, D=0. m=1, n=1, g1, t=1, R*=0H, R*=H, R®*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCHa,
OCH,CH3, or OCI's, and Y is heterparyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCIly, OCH;CHa, or OCF;, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, tn compounds of formula (I). L=single
bond, =0, 22=0, D=0, m=1, n=1, ¢=1, t=1, R*=0H, R¥*=H, R*= H and E is heteroaryl
which is either unsubstitutcd or substituied preferably with Cl, F and/or CF;, OCH;,
OCH;CHj, or OCF3, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3, OCH3, OCH2CHj, or OCFs, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by S.

In a further particularly preferred embodiment, in compounds of formula (1), L=single

bond, =0, Z’=0, D=0, m=1, n=1, q=1, =1, R*=0H, R’=H, R*= H and E is phenylenc

Y
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which is either unsubstituted or substituted preferably with Cl. F and/or CFs, OCHa,
OCH;CH;3, or OCFs, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF:, OCHs, OCH,CH,, or OCF,, and A is an aromatic

hydrocarbon ring,

In a further particularly preferred embodiment, in compounds of fonﬁula (1}, L=single
bond, r=0, Z*=0, D=0, m=1, n=1, g=1, t=], R2=OH, R'=H, R®= H and E is phenvlenc
which is either unsubstituted or substituted preferably with Cl, F and/or CFs, OCHa,
OCH;CH3, or OCFa, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CF,y, OCH;, OCH,CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring,

In a further particuiarly preferred embodiment, in compounds of formuta (J), L=single
bond, r=0, Z*=0, D=0, m=1, n=1, g=1, t=1. R*=0H, R'=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CF:, OCHs,
OCH2CH3, or OCFs, and Y is phenyl which is also either unsubstituted or substituted
preferably with CI, F and/or CF;, OCHi;, OCH,CHs;, or OCFy, and A is an aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1 L=single bond.
=0, =0, D=0, m=1. n=1, q=1, t=1, R*=OH, R*=H, R*= H and E is heteroaryl which is
either unsubstituted or substituted preferably with CI, F and/or CFa, OCH;, OCH.CHa, or
OCF3, and Y is phenyl which is also either unsubstituted or substituted preferably with Cl,

F and/or CF3, OCHs, OCH:CHs, or OCF3, and A is a non-aromatic hydrocarbon ring,

In a further particularly preferred embodiment, in compounds of formula (I), L=singlc
bond, r=0, 2220, D=0, m=Ii, n=1, g=1, =1, R2=OH_, R3=.H, Rf= H an.d E is phenylene
which is cither unsubstituted or substituted preferably with C), F and/or CF;, OCH,,
OCHsCHs;, or OCF;, and Y is heteroary} which 1s also either unsubstituted or substituted
preferably with C1. F and/or CFs, OCH,3, OCIH,;CHs, or OCFs, and A is an aromatic

hydrocarbon ring.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Zz=0, D=0, m=1, n=I, g=1, t=1, R2=OH, R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFy, OCH,,
OCH,.CH;, or OCF;, and Y is heteroaryl which is also either unsubstituted or subslituted
preferably with Cl, F and/or CF5, OCH;s, OCH>CHs, or OCF,, and A is a non-aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, Z*=0, D=0, m=1, n=1, ¢=1, t=1, R*=OH, R*=H, R®= H and E is heteroary!
which is either unsubstituted or substituted preferably with Cl, F and/or CFi. OCH;,
OCH,CHaj, or OCF,, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCH:CH;, or OCFs, and A is an aromatic

hydrocarbon ring.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
hond, r=0, ZQ:O, D=0, m=1, n=1, ¢g=1, =1, R2=OH, R*=H. R*> H and E is heteroaryl
which is cither unsubstituted or substituled preferably with Cl. F and/or CF;, QCH;,
OCH,CHs, or OCF;, and Y is hetercaryl which is also cither unsubstituted or substituted
preferably with CH T and/ar CI7y, OCHs, OQCH:CHj, or OCF,, and A is a non-aromatic

hydrocarbon ring.

In a further particularly preferred embediment, in compounds of formula (1), L=single
bond, r=0. 2°=0, D=0, m=1, n=1, q=1. t=1, R*=0MH, R*=H, R¥*= 11 and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCHa,
OCH.CH;, él‘ OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CFi, OCH;, OCH;CHs, or OCF3, and A is an aromalic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further pasticulasly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z’=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted with Cl, F and/or CF;, QCH;, OCH.CH;, or

OCF;, and Y is phenyl which is also either unsubstituted or substituted preferably with Cl,



10

15

20

WO 2010/128050 PCT/EP2010/056042
87

F and/or CF3, OCH;, OCH;CHa, or OCF;. and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O.

In a fuither particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, ZE=O, D=0, m=1, n=1, g=1, t=1, R2=OH, I'{3=H, R*=H and E is heteroaryl
which is either unsubstituted or substituted preferably with CI, F and/or CF., OCH,,
OQCH,CHa, or QCF,, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCH;CH;, or OCFs, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by O,

In a further particularly preferred embodiment, in compounds of formula (] L=sin gle bond,
r=0, 72=0, D=0, m=1, n=1, g=1. t=1, R*=0H, R’=H, R*= H and E is heteroary! which is
cither unsubstituted or substituted preferably with CI, F and/or CF1. OCHs, OCH>CHs, or
OCF;, and Y is phenyl which is also either unsubstituted or substituted preferably with C1,
F and/or CF;, OCH;, OCH,CHs, or OCF;. and A is a non-aromatic hydrocarbon ring,

wherein a carbon is replaced by O.

In a further particularly preferred embodiment. in compounds of formula (1), L=single
bond, =0, Z*=0, D=0, m=1, n=1, q=I, t=1, R*=0H, R*=H. R*= H and E is phenylcnc
which is either unsubstituted or substituted preferably with Cl F andfor CF,. OCI%,
OCH:CHj3;, or OCF;, and Y is heteroaryl which is also cither unsubstituted or substituted
prefcrably with Cl, F and/or CFi;, OCiy, OCHCHs, or OCF3;, and A is an aromatic
hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond. =0, ZZ=O, D=0, m=1, n=1, gq=1, t=1, RZ=OH, R*=H, R*= H und E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;,
OCH;CHa, or OCF,, and Y is heteroaryi which is also cither unsubstituted or substituted
preferably with Cl, ' and/or CF;, OCHjs, OCHCH., or OCFs, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, 7_2=O, D=0, m=1, n=1, q=1, t=1, R2=OH, R3=H, R%= Y and F is heteroaryl

which 15 either unsubstituled or substituted preferably with Cl, F and/or CF;, OCH,,




10

15

20

30

WO 2010/128050 PCT/EP2010/056042
88

OCH,CHs, or OCF;, and Y is heteroaryt which is also either unsubstituted or substituted
preferably with ClL, F and/or CF;, OCH;, OCH,CHa. or OCF3, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by O.

In a further particularty preferred embodiment. in compounds of formula (1), L=singie
bond, 1=0, Z’=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H. R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFy, OCHs,
OCH,CHj, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with CJ, I and/or CF5, OCH,, OCH,CH;, or OCF:, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by O.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, 1=0, Z°=0, D=0, m=1, n=1, ¢=1, =1, R*=OH. R*=H, R® H and E is phenylene
which is either unsubstituled or substituted preferably with Cl, F and/or CFy, OCH,,
OCH:CH;, or GCF;. and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH,, OCH>CH;. or OCF:, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, 7*=0, D=0, m=1, n=1, g=1, t=}, R3=OH, R’=H, R%= H and E is phenylene
which is either unsubstituted or substituted preferably with CI. F and/or CFy, QCH;y,
OCH,CHa. or OCF,, and Y is phenyl which is also either unsubstituted or substituted
preferably with CL F and/or CFa, OCHs, OCH,CHa, or OCFs, and A is a non-aromatic
hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of farmula (1), L=single
hond, 1=0, Z’=Q, D=0, m=1, n=1, g=1, =1, R’=0H, R*=H. R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably withh Cl, I andfor CF;, QOCH;,
OCH;CH,, or OCFs, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCH,CH,, or OCFs, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by N,

in a further particularly preferred embodiment, in compounds ot formala (1), L=single

bond, =0, 2°=0, D=0, m=1, n=1, g=1, t=], R*=0H, R’=H. R*= H and E is heteroaryl



10

15

20

30

WO 2010/128050 PCT/EP2010/056042
&Y

which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,,
OCH2CHj, or OCFa, and Y is pheny! which is also either unsubstituted or substituted
preferably with Cl, F and/or CF3;, OCHi, OCH,CH3, or OCF, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, r=0, 7°=0, D=0, m=1, n=1, q=1, t=1, R%=0H, R*=H, R*= H and E is phenylene
which is cither unsubstituted or substituted preferably with Cl, T andior CFy, OCHs,
OCH,CHaj, or OCFs, and Y is heteroary!l which is also either unsubstituted or substituted
preferably with Cl. F and/or CF;, OCH;, OCH,CHa, or OCF3, and A is an aromatic

hiydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formuls (1), L=singlc
bond, =0, 7°=0, D=0. m=1, n=1, q=1. t=1, R?™=OH, R*=H, R H and E is phenylene
which is either unsubstituted or substituted preferably with Cl. F and/or CF;. OCH,,
OCH,CH3, or OCF,, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHi, OCH2CHa;, or OCF;, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formuta (1), L=single
bond, r=0, 7°=0. D=0, m=1, n=1, g=1, t=I, R2=OH, R3=H, R%= H and E is hecteroaryl
which is cither unsubstituted or substituted preferably with Cl, F and/or CF;, QCHj,
OCH2CH3, or OCF;, and Y is hcteroaryl which is also either unsubstituted or substituted
preferably with C1, F and/or CF;, OCHi, OCH,CHa, or OCF;, and A is an aromatic
hydrocarbon ring, wherein a carbon is replaced by N.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, Z*=0, D=0, m~1, n=1, g1, t=1. R’=0H, R"—"—H, R’= H and E is heteroaryl
which s either unsubstituted or substituted preferably with Cl, I andfor CF;, OCH;,
QCH.CHa, or OCF;, and Y 15 heteroaryl which is also either unsubstituted or substituted
preferably with Cl, ¥ and/or CF3;, OCHy, OCH2CHs, or OCFa, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by N.
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In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, 1=0, Z’=0, D=0, m=1, n=1, q=1, t=1, R*=OH, R*=H, R"= H and E is phenylcne
which is either unsubstituted or substituted preferably with CI, F and/or CFi, QCHa,
OCH,CHs, or OCFs, and Y is phenyl which is also either unsubstituted or substituted
preferably with CI, F and/or CFi, OCHi, OCH,CH;, or OCF,, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by NR*.

in a further particularly preferred embodiment, in cﬁmpounds of formula (I), L=single
bond, r=0, Z’=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFi, OCI;,
OCH2CH3, or OCFE;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF., OCH;. OCH;CHs, or OCF,, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further ﬁarticularly preferred embodiment, in compounds of formula (1), L=singlc
bond, r=0, Z°=0, D=0, m=1, n=!, g=1, =1, R:=_OH, R'=H, R*= H and E is heteroaryl
which 15 either unsubstituted or substituted preferably with Cl, F and/or CF;, QOCHs,
OCH2CH;, or OCF;. and Y is phenyl which is also either unsubstituted or substituted
preferabiy with Cl, F and/or CF;, OCHi, OCH.CH;, or OCF;, and A is an aromatic

, . . 4
hydrocarbon ring, wherein a carbon is replaced by NR”.

In a further particularly preferred embodiment, in compounds of formula {I), L=single
bond, =0, 2*=0, D=0. m=1, n=1, g=1. =1, R*=0H, R’=H, R%= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F andfor CT;, OCH;,
OCH,CHa:, or OCF3, and Y is phenyl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CF3, OCH;, OCH;CHa, or OCF5, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z*=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F andfor CFi, OCHj,

OCH,CH;, or OCFs, and Y is heteroarvl which is also either unsubstituted or substituted

Ao
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preferably with Cl, F and/or CFi, OCH;, OCH,CH,, or OCFi, and A is an aromatic

hydrocarbon ring, wherein a carbon is replaced by NR”.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z*=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R*= H and E is phenylene
which is cither unsubstituted or substituted preferably with Cl, F and/or CF;, OCHa,
OCH,CHs, or OCF3, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with CI, ¥ and/or CFi, OCH;, OCH3CH,, or QCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by NR*,

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, r=0, Z*=0, D=0, m=1, n=1, g=1, =1, R*=0OH, R*=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, ¥ and/or CF;, OCH;,
OCH,CHj, or OCFs, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH;, OCH:CHi, or OCF5, and A is an aromatic

hydrocarbon ring. wherein a carbon is replaced by NR®,

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, 7°=0, D=0, m=1, n=1, g=1, t=1. R*=OH, R*=H, R H and E is hetercaryl
which is either unsubstitutcd or substituted preferably with CI, F and/or CF;, OCH;,
OCH,CH;, or OCF;, and Y is hetcroaryl which is also ¢ither unsubstituied or substituted
preferably with Cl, F and/or CF;. QCH;, OCH,CHj;, or OCF;s, and A is a non-aromatic

. . . 4
hydrocarbon ring., wherein a carbon is replaced by NR™.

In a further particularly prefcrred cmbodiment, in compounds of formula (I), L=single
bond, Z'=0 (ihus r=1), Z°=0, D=0, m=1, n=l, g=1, t=1, R*=0OH, R'=H, R*= l and E is
pbenylenc which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCI1;, OCH,CH;, or OCFs, and Y is phenyl which is also either unsubstituted or
substituted preferably with CY, F and/or CF;, OCH3, OCH2CH3j, or OCF;, and A 1s a non-

aromatic hydrocarbon ring, wherein a carbou is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (I), L=single

bond, Z'=0 (thus r=1), Z’<0, D=0, m=1, n=1, ¢=1, t=1, R*=0H, R*=H, R*= H and E is
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heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or Cls,
OCH;, OCH3CHs, or OCFs, and Y is phenyl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCHs, OCH,CH;, or OCF,, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SO.

In a further particuiarly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), 2’=0, D=0, m=1, n=1, q=1, t=1, R*=OH, R’=H, R*= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCH3, CCH;CH;, or OCFy, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF3, OCHs, OCHsCHa, or OCF;, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z*=0, D=0, m=1, n=I, g=1, t=1, R*=OH. R*=H, R*= H and E is
heteroaryl which is either unsubstituied or substituted preferably with C1. F and/or CFs,
OCH3, OCH;CHj;, or OCFs., and Y is heteroaryl which js also either unsubstituted or
substituted preferably with Cl, F and/or CF3, OCH;, OCHsCHs, or OCF;, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, 2'=0
(thus r=1), Z*=0, D=0, m=1, n=I, q=1, t=1, R*=OH, R*=H, R*= H and E is phenylenc
which is cither unsubstituted or substituted preferably with ClL I and/or CF;, QOCH;,
OCH2CHa. or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHi, OCH2CHa, or OCF,, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, ¢=1, t=1, R*=0H. R*=H, R%= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFy, OCH,,
OCH:CH;, or OCFs, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CFs, OClH;, OCHaCH;, or OCF, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO.
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In a further particularly preferred emhodiment, in compounds of formula (I), L=NH, 2'=0
(thus r=1), Z’=0, D=0, m=1, n=1, g=1, 1=1, R%=OH, R*=H, R"= H and E is phenylene
which is cither unsubstituted or substituted preferably with Ci, F and/or CF;, OCH,,
OCH;CHa, or OCF4, and Y is heteroaryl which is also cither unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHj, OCH:CH3, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO,

In a further particularty preferred embodiment, in compounds of formula (1), L=NH, Z'=0
{thus r=1), Z*=0, q D=0, m=], n=1, g=1, t=1, R*=0H, R*=H, R% H and E is heteroaryl
which is cither unsubstituted or substituted preferably with Cl, F and/or CF3;, OCHs,
OCH,CH3, or OCF3, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHj;, OCH,CH;, or OCF,, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (I), L=single
bond, =0. 2*=0, D=0, m=1, n=1, q=], t=1, R:=OH, R3=H, R*= H and E is phenvlenc
which ts either unsubstituied or substituted preferably with CI, F and/or CF,, QOCH;,
OCH;CHs, or OCT3, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CFy, OCHi, OCH,CH;. or QOCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, 72=0, D=0, m=1, n=1, g=1, =1, R3=OH, R'=H,, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F andior CF,, OCH;,
OCH,CHs, or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCHj, OCH,CH;, or OCFs, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, Z’=0, D=0, m=1, n=t, q=1, t=1, R*=0H, R*=H, R* H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH;,

OCH2CHs, or OCF;, and Y is heteroaryl which is also either unsubstituted or substituted
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preferably with Cl, F and/or CFa, QCH;, OCH-CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by SQO.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, (thus r=1), Z*=0, D=0, m=], n=1, ¢=1, t=1, R*=0H, R*=H, R*= H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl. F and/or CFs,
OCHa, OCHyCH3, or OCF;, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCHs, OQCH3CH3, or QCF2, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SO.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z'=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R*=H, R%= H and E is
phenylenc which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCH;, OCHzCHsa, or OCF;, and Y is phenyl which is also either unsubstituted or
substituted preferably with Cl, T andfor CF3, OCH,, OCH2CH,, or OCFs, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SOs.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z’=0. D=0, m=1, n=1, g=1, t=1, R*=OH, R*=H, R H and E is
heteroaryl which is cither unsubstituted or substituicd preferably with Cl, F and/or CFs,
OCH;, OCHaCH;, or OCFy, and Y is phenyl whic]_l is also either unsubstituted or
substituted preferably with Cl, F and/or CFy, OCH,, OCH;CHs, or OCF4, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SOs.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, Z'=0 (thus r=1), Z2°=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R*=H, R*= H and E is
phenylene which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCH;, OCH:CH;, or OCFy, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with CI, F and/or CF;, OCH;, OCH,;CH;, or OCFs, and A is a non-

aromatic hydrocarbon ring, whercin a carbon is replaced by SO,.

In a further particularly preferred embodiment, in compounds of formuta (1), L=single

bond, Z'=0 {thus r=1), Z’=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R*=H, R*= H and E is
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heteroaryl which is cither unsubstituted or substituted preferably with Cl, F and/or CF;,
OCHs, OCH,CH;, or OCFs, and Y is heteroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF3, OCH;z, OCH:CHs, or OCF,, and A is a non-

aromatic hydrocarbon ring, wherein a carbon is replaced by SO,.

In a further particularly preferred embodiment, in compounds of formula (), L=NH, Z'=0
(thus r=1), 7°=0, D=0, m=1, n=1, g=}, t=], R2=OH} R‘1‘=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCH,;,
OCH;CHj, or OCF;, and Y 1is phenyl which is also either unsubstituted or substituted
preferably with C1, F and/or CF;, OCH;, OCH,CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by $O,.

In a further particularty preferred embodiment, in compounds of formula (1), L=NH, Z'=0
(thus r=1), 2*=0, D=0, w=1, n=1, q=1, t=1. R*=OH, R°=H, R*= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CFs, OCH;,
OCH,CHs. or OCF;, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;. OCHi, OCH,CH;, or OCFs. and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO..

In a turther particularly preferred embodiment, in compounds of formula (1}, L=NH, Z'=0
{(thus r=1), 72=0, D=0, m=1, n=1, q~1, t=1, R2=O]_i, R'=Il. R*= H and E is phenylene
which is cither unsubstituted or substituted preferably with Cl, F and/or CFs:, OCH;,
OCH2CH3, or OCF3, and Y is heteroaryl which is also cither unsubstituted or substituted
preferably with Cl, T and/or CF;. OCH;, OCH:CHa, or OCFs, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO»,

In a further particularly preferred embodiment, in compounds of formuia (1), L.=NH, Z'=0
(thus r=1), Z*=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R*=H, R*= H and E is hetcroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CF;, OCHs,
OCHLCH;, or OCF5, and Y is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CI;, OCHi, OCH;CHy,0or OCFy, and A is a non-aromatic

hydrocarbon ring, whercin a carbon is replaced by SO;.
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In a further parncularly preferred embodiment, in compounds of formula (1), L=single
bond, r=0, Z*=0, D=0, m=1, n=1, g=1, t=1, R%=0H, R’=H, R®= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CFi, OCHj,
OCH,CHs, or OCF;, and Y is phenyl which is also cither unsubstituted or substituted
preferably with CI, F and/or CFs, QCH;, OCH,CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO,.

In a further particularly preferred embodiment, in compounds of formula (1), L=single
bond, =0, Z*=0, D=0, m=1, n=1, q=1, 1=1, R*=0H, R*=H, R¥= H and E is heteroaryl
which is either unsubstituted or substituted preferably with Cl, F and/or CTs5, OCH;,
OCH,CHa, or OCF,, and Y is phenyl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, OCH3, OCH:CHs, or OCF;, and A is a non-aromatic

hydrocarbon ring, whercein a carbon is replaced by SO;.

In a further particularly preferred embodiment, in compounds of tormula (1), L=single
hond, r=0, ZI=O, D=0, m=l, n=1, g=l. t=1, R*=0H. R*=H, R*= H and E is phenylene
which is either unsubstituted or substituted preferably with Cl, F and/or CF;. OCHa,
QCHaCHaj, or OCF,, and Y 1is heteroaryl which is also either unsubstituted or substituted
preferably with Cl, F and/or CF;, QCH;, OCH.CH;, or OCFa, and A is a non-aromatic

hydrocarbon ring, wherein a carbon is replaced by SO,

In a further particularly preferred embodiment, in compounds of formula (1), L=singic
bond, r=0, (thus r=1), Z’=0, D=0, m=1, n=1, g=I, t=1, R%:=0OH, R*=H, R*=H and E is
heteroaryl which is either unsubstituted or substituted preferably with Cl, F and/or CFs,
OCH;, OCHaCH;, or OCF3, and Y is heleroaryl which is also either unsubstituted or
substituted preferably with Cl, F and/or CF;, OCH;, OCH,CH;, or OCF3, and A is a non-

aromalic hydrocarbon ring, wherein a carban is replaced by SO

Exemplary compounds according to this invention may include any one selected from:

1. 3-(2,3,5,6-Tetrafluoro-3 -trifluoromethox y-biphenyl-4-ylcarbamoyl}-thiophene-2-
carboxylic acid

2. 4-(2'-Chloro-3,5-difluoro-biphenyi-4-ylcarbamoyl)-2,5-dihydro-thiophenc-3-

carboxylic acid
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13.

14,
15,

18.
19.
20.

21.

97

2-[3-Chloro-4-(2-chloro-6-fluoro-benzyloxy)-phenylcarbamaoyl]-cyclopent-1-
enecarboxylic acid
2-(2,3,5.6-Tetrafluoro-3'-trifluoromethoxy-biphenyl-4-ylcarbamoyl)-cyclopent-1-
cnecarboxylic acid
2-{4-(2-Chloro-6-fluoro-benzyloxy)-3-fluoro-phenylcarbamoyl]-cyclopent-] -
encearboxylic acid
2-(3-Fluoro-3'-methoxy-biphenyl-4-ylcarbamoyl)-cyclopent-1-enecarboxylic acid
2-(3-biphenyl-4-ylureido)benzoic acid
2-(2,3,5,0-tetrafluoro-3'-methoxybiphenyl-4-ylcarbamoyl)furan-3-carbox ylic acid
4-(3'-ethoxy-3,5-difluorobiphenyl-4-ylcarbamoylthiophene-3-carbox vlic acid
2-(2,3.5 6-tetrafluoro-3"-methoxybiphenyl-4-ylcarbamoyl }cyclopent- | -
enecarboxylic acid
2-(2,3,5,6-tetrafluoro-2'-methoxybiphenyi-4-ylcarbamoyl)cyclopent-1 -
enecarboxylic acid
2-(3,5-difluoro-3'-(triflnoromethoxy)biphenyl-4-ylcarbamoyl)cyclopent-1-
enecarboxylic acid

3-hydroxy-2-(2,3.5.6-tetrafluoro-3'-(tritluoromethox y)biphen vl-4-
vlcarbamoyl)cyclopent-1-enecarboxylic acid
2-(2-chloro-4"-methoxybiphenyl-4-ylcarbamoyleyclopent- | -enecarboxylic acid
4-(3,5-difluoro-3'-(trifluoromethoxy)biphenyl-4-ylcarbamoyljthiophene-3-
carboxylic acid
5-{4-(2-chloro-6-fluorobenzyloxy)-3-fluorophenylcarbamoyl)eyelopenta- 1 ,4-
dienccarboxvlic acid

3-(3,5-difluoro-3'-(trifluoromethox yvibiphenyl-4-ylearbamoyl)thiophene-2-
carboxylic acid

2-(3-fluoro-3'-methoxybiphenyl-4-ylamino)nicotinic acid
2-(3,5-difluoro-3'-methoxybiphenyl-4- ylamino)nicotinic acid
S-cyclopropyl-2-(5-methyl-6-(3-(trifluoromethoxy)phenyl)pyridin-3-
viamino)benzoic acid
2-[4-(2-Chloro-6-fluoro-benzyloxy)-3-fluoro-phenylcarbamoyl]-cyclopent- | -
enccarboxylic acid
2-[3,5-Dichloro-4-(2-chloro-6-fluoro-benzyloxy)-phenylcarbamoyl]-cyclopent-1 -

enccarboxylic acid
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23, 2-(2-Chloro-4'-dimethylamino-bhiphenyl-4-ylcarbamoyl)-cyclopent-1-enecarbox ylic
acid

24, 3-(3-Fluoro-3'-methoxy-biphenyl-4-ylcarbamoyl)-thiophene-2-carbox ylic acid

25 4-(2,3,5,6-Tetratluoro-3'-trifluoromethoxy-biphenyl-4-ylcarhamoyl)-2,5-dihydro-
thiophene-3-carboxylic acid

and the salts thereof.

The skilled person will appreciate that the present invention does not encompass
compounds comprising chemically unstable entities, such as for instaiice ozone groups or
groups containing pentavalent carbon atoms or trivalent oxygen atoms, and the like.
Accordingly, combinations or variations of the chemical groups and moictics described

herein which lead to such chemically unstable entities are excluded.

The cycloalkyl, heterocveloalkyl, aryl, heteroaryl, alkanyl, alkenyl, alkynyl groups and
groups derived from alkanyl, alkenyl or atkynyl (such as for instance alkanyloxy) as
defined herein. iirespective of a possible substitution with one or more residues R’. may be
a terminal group on a side chain branch of the compounds of the present invention or may
be placed in within a side chain branch of the compounds of the present invention.
Accordingly, in the coniext of the present invention, thc above-mentioned terms
encompass cycloalkyvlene, heterocycloalkylene, arylene, lheteroarylene. alkanylene,
alkenylene, alkynvlene groups and groups derived from alkanylene, alkenylene or

alkynylene.

In the compounds of the present invention, the residues R and R'* preferably may not be
substituted by a group comprising a second or otherwise further residue selected from R*
and/or R, This is (o be understood such that compounds comprising oligomeric or
polymeric side chains comprising multiple R™ and/or R units are preferably not

encompassed by the present invention,

It is to be understood that the specific embodiments described above may be combined in

any suitable and chemically reasonable fashion to furnish further specific embodiments.
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Due to their favourable pharmacokinctic properties, the compounds of the present
invention are suited for oral trcatment regiimen wherein the medicament comprising the

compound according to the present invention is administered once daily.

In one embodiment, the compounds of the present invention are for the treatment or

amelioration of a diseasc or medical condition caused by HIV.,

In one embodiment, thc compounds of the present invention are for the treatment or

amelioration of a disease or medical condition caused by HRV.

In one embodiment, the compounds of the present invention are for the treatment or

amelioration of a disease or medical condition caused by HCV.

In one embodiment, the compounds of the present invention are {for the treatment or

amelioration of a discasc or medical condition caused by HPMV,

In one embodiment, the compounds of the present invention are for the prevention of
transplant rejection due to viral infections, e.g. the rejection of liver transplants due to

HCMV. HBY or HCV infection.

In one embodiment. the compounds of the present invention are for the frcatment of

patients co-infected with multiple viruses, e.g. co-infected with HIV/HBV or HIV/HCV.

In one embodiment, the compounds of the present invention are applied in combination

therapy with interferoncs. such as interferone o or pegylated interferon a.

Preferably, the compounds according to the mvention have a half-maximal inhibitory
concentration (ICs) of 1uM or less, more preferably 200nM or less, and even more
preferably 20nM or less for the inhibition of dihydroorotate-dehydrogenase in an in vitro
assay and a half-maxima) effective concentration (ECsqy) of 104M or less, preferably 1uM
or less and cven more preferably 200 nM or less for inhibition of viruses in an in vitro

assay.
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Preferably, the compounds according to the invention have a solubility in water of Sug or
greater, preferably 10 ug/mL or greater and/or an absolute oral availability (F) of 10% or

greater, more preferably 30% or greater.

The compounds according to the present invention are not antimetabolites, and show

stgmficantly lower toxic effects on cells compared with antimetabolites.

Preferably, the compounds according to the invention exhibit a high solubility in polar,
protic solveats, such as in water (solubihity (> 10 ug/ml H,0)) and/or their oral availability
(F) is > 30 %. Moreover, preferably the compounds of the present invention are chemically
stable and the manufacture thercof is inexpensive and straight forward. Accordingly,

manufacture of the compounds of the present invention 1s cost effective.

Due to the mode of action of the compounds of the present invention, which invoives the

interaction with a host-cell based target, the generation of resistant viral strains is unlikely.

The following are examples of the compounds according 1o the present invention.

0 rl',j\/ /;Lo)(-"' 3-(2,3.3,6-Tetrafluoro-3"-tritluoromethoxy-
i F o ibiphenyl-4-ylcarbamoyl)-thiophene-2-carboxylic
-oH F acid

! R{D R [ -(2'-Chloro-3,5-difluoro-biphenyl-4-
ylcarbamoyl)-2,5-dihydro-thiophene-3-carboxylic!
acid

(3]
S :(fb
\/

2-[3-Chloro-4-(2-chloro-6-fluoro-benzyloxy)-

3 phenylcarbamoyl]-cyclopent-1-enecarbox ylic
acid
< 2-(2,3,5,6-Tetrafluoro-3'-trifluoromethoxy-
4 biphenyl-4-vlcarbamoyl)-cvclopent-1 -

enecarboxylic acid

N\
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Cl
HN--@'O _> 2-[4-(2-Chloro-6-fluoro-benzylox y)-3-fluoro-
5 p & \4 phenylcarbamoyl]-cyclopent-1-enecarboxylic
F .
oM acid
N \
R o V: \ /.\(0 2-(3-Fluoro-3'-methox y-biphenyl-4-
) 3 7~F \\ ylcarbamoyl)-cyclopent- | -cnecarboxylic acid
HO N\
2
7 L NJLN g 2-(3-biphenyl-4-ylurcido)benzoic acid
H H
07 oH
Oy-oH F N
o N == == 2-(2,3,5,6-tetrafluoro-3'-mcthox ybiphenyl-4-
aWaw )
E}“{\O AR s ylcarbamoy!}uran-3-carboxylic acid
L0
“ 3 ! 3 - : dod_
9 c /\/Q 4-(3'-ethoxy-3,5-difluorobiphenyi-4
HO- Y }Nj;)l ylcarbamoyljthiophene-3-carboxvlic acid
v B Ror
5
HO F. K O~
= = 2-(2,3,5,6-tetrafluore-3'-methoxybiphenyl-4-
10 AN H.N'- Y . . .
% F)_<F ylcarbamovljcyclopent-1-enccarboxyviic acid
;\W | F
& oo 2-(2.3,5,6-tetrafluoro-2"-methoxybiphenyl-4-
11 MOy, OF oy, . .
¢ OI‘\’ A lylcarbamoyhcyclopent-1-enecarboxylic acid
!
F o /’}CL /'T(r
?L Ji { o 2-(3,5-difluoro-3'-(trifluoromethoxy)biphenyl-4-
12 <%E‘H F ylcarbamoyl)cyclopent- 1 -enecarboxylic acid
]
OH
Cj b 3-hydroxy-2-(2,3,5,6-tetrafluoro-3'-
C— N N Ty F ]
13 o S 07/9 (iriftuoromethoxy)biphenyl-4-
on o F ¢ Q;\F ylcatbamoyl)cyclopent- 1 -enecarboxylic acid
A/O\
~ A |
1 1\'| 2-(2-chloro-4-methoxybiphenyl-4-
4 G}}):ﬂ ¢ yicarbamoyl)cyclopent-1-cnecarboxylic acid
OH
o
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~
Fa .“"'./l O . R
s o 0 | /i 4-(3,5-difluoro-3'-(trifluoromethox y)biphenyl-4-
HO- E -~
&{ M ¢ e F vicarbamoyl)thiophene-3-carboxyiic acid
S
Cl-
o ) ks a2 chloro-6-fruoroben
o Ay ~ 5-(4-(2-chloro-0-fluorobenzyloxy)-3-
16 @AH’\) F fluorophenylcarbamoyl)cyclopenta-1.4-
e dienecarboxylic acid
z
o F ==
17 \S//‘"J( WA ] R ¢{3-(3,5-difluoro-3"-(trifluoromethoxy)biphenyl-4-
o1 ]
on F w;: ylcarbamoylthiophene-2-carboxylic acid
HO ,OH i
s ; \‘\\]—--N I'\ 2-(3-fluoro-3'-methoxybiphenyl-4-
{ !
~z N # % ylamine)nicotinic acid
C
HO. 20 ]
Tk
9 [i/tz»f N\@ 2-(3,5-difluoro-3'-methoxybiphenyl-4-
SN e O ulamino)nicotinic acid
P
HO_ .0
i 5-cvelopropyl-2-( S-methvl-6-(3-
. JIN\AN S-cyclopropyl-2-(5-methvi-6-(3
20 ' - |L4,J I /KL - One (frifluoromethoxy)phenyl)pyridin-3-
v Y ] = " iylamino)benzoic acid
| S ‘
\f// - '0\1 = 2-{4-(2-Chloro-6-fluoro-benzyloxy)-3-fluoro-
21 ¢ A S ssiphenylcarbamoyl]-cyclopent-1-enecarbox ylic
( ')\\/ acid
i e o e \\L m2-[3,5-Dichl0r0—4-(2—chloro-6-ﬂuoro-benzylox}f)-
22 r /\ﬁ/\‘ \]‘: % |phenylcarbamoyi}-cyclopent-1-enecarboxylic
) o ’\J\’ o acid
’GHA - - 2-(2-Chloro-4'-dimethylamino-biphenyl-4-
23 A Ao o
i “\" L/ \t___ J { vicarbamoyl)-cyclopent-1-enccarbox ylic acid
24 [;: p ”"“'i‘/ - N . 3-(3-Fluore-3'-mcthoxy-biphenyl-4-
2 \o )
, 3 \_/ vlcarbamoyl)-thiophene-2-carboxylic acid
Ao




WO 2010/128050 PCT/EP2016/056042
103

4-(2,3,5,6-Tetrafluoro-3'-trifluoromethox y-
25 haiphcnyl—4~y] carbamoy!)-2,5-dihydro-thiophene-

3-carboxylic acid

The following are references used in the assays accomplished in the present invention:

Leflunomid )
e u;1 11.111 € NC H{N—Q—ca (E)-2-cyano-3-hydroxy-N-{4-
P t -
retabotite Ho—¢ % (trifluoromethybphenyl)but-2-enamide
AT71726

N-(3-((R)-1-((8)-2-hydroxy-6-oxo0-4-phencthyl-4-

Tipranavir propyleyclohex-F-enyl)propyl)phenyl)-5-
(trifluoromethyl)pyridine-2-sulfonamidc
1-((2R 4S,55)-4-azido-5-

AZT (hydroxymethyl)tetrahydrofuran-2-y1}-5-

methylpyrinidine-2,4(1 H,311)-dione
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Examples
1. HIV (Human Immunodeficiency Virus)

Compounds according to thc present invention were tested against human
immunodeficiency virus | (HIV-1) in fresh human peripheral blood mononuclear cells
(PBMCs). The antiviral activity and cylotoxicity against one CCRS5-tropic HIV-1 isolate

was tested.

1.1 Drug Preparation

Compounds were solubilized in DMSO in 40 mM concentration. The solubilized stocks
were stored at -20°C until the day of the assay. Stocks were thawed at room temperature on
the day of the assay, and were used to generate working drug dilutions used in the assays.
The compounds were evaluated using « 100 pM high-test concentration with & additional
serial haif-log difutions in the PBMC assays (concentration range = 100 uM to 0.01 pM).

Azidothymidine (AZT) was included as a positive control antiviral compound in the assay.

1.2.  Efficacy Evaluation in Human PBMCs

a. Materials

Fresh human blood was obtained commercially from Biological Specialty Corporation
{Colmar, PA). The clinical virus isolate HIV-1gius00s (CCRS-tropic, Subiype B) was
obtained from the NIH AIDS Rescarch and Reference Reagent Program. A low passage
stock of this virus was prepared using fresh human PBMCs and stored in liquid nitrogen. A
pre-titered aliquot of this virus was removed from the freezer and thawed rapidly to room
temperature in a hiological safety cabinet immediatcly before usc. Phytohemagglutinin
(PHA) was obtained from Sigma (St. Louis, MO) and recombinant interlcukin 2 (1L-2) was

obtained from R&D Systems Inc. (Minneapolis, MN),

b, Anti-HIV Efficacy Evaluation in Fresh Human PBMCs
Fresh human PBMCs, seronegative for HIV and HBV, were isolated from screened

donors. Cells were pelleted and washed 2-3 times by low speed centrifugation and re-
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suspension in PBS to remove contaminating platclets. The Leukophoresed blood was then
diluted 1:1 with Dulbecco's Phosphate Buffered Saline (DPBS) (36 mg/L sodium pyruvate,
50 mg/L streptomycin sulfate, 100 mg/l. kanamycin monosulfate, 1000 mg/L glucose,
calcium chloride, and magnesium chioride) and layered over 14 mL of Lymphocyte
Separation Medium (LSM; Cellgro® by Mediatech, [nc.: density 1.078+/-0.002 g/m!) in a
50 mL centrifuge tube and then centrifuged for 30 minutes at 600 X g. Banded PBMCs
were gently aspirated from the resulling interface and subsequently washed 2X with PBS
by low speed centrifugation. After the final wash, cells were cnumerated by trypan biue
exclusion and re-suspended at 1 x 10° cells/mL in Roswell Park Memorial Institute
medium 1640 (RPMI-1640) supplemented with 15 % Fetal Bovine Serum (FBS), and 2
mM L-glutamine, 4 pg/mL Phytohemagglutinin {(PHA, Sigma). The cells were allowed ta
incubate for 48-72 hours at 37°C. Afier incubation, PBMCs were centrifuged and
resuspended in RPMI 1640 with 15% FBS, 2 mM L-glutamine, 100 U/miL peniciilin, 100
ng/ml streptomycin, 10 pg/mL gentamyein, and 20 U/mL recombinant human {L-2 (R&D
Systems, In¢). TL-2 is included in the culture medium to maintain the cell division initiated
by the PHA mitogenic stimulation. PBMCs were maintained in this medium at a
concentration of 1-2 x 10" cells/mL, with medium changes twice a week until used in the
assay protocol. Cclls were kept in culture for 2 maximum of two weeks before being
deemed too ofd for usc in assays and discarded. Monoeytes-derived-macrophages were

depleted from the culture as the result of adherence to the tissue culture flask.

For the standard PBMC assay, PHA stimulated cells from at least two normal donors were
pooled (mixed together), diluted in fresh medium to a final concentration of | x 10°
cells/mL, and plated in the intertor wells of a Y6 well round bottom microplate at 50
nLiwell (5 x 10* cells/well). Pooling (mixing) of mononuclear cells from more than one
donor was used to minimize the variability observed between individual donors, which
results from quantitative and qualitative differences in HIV infection and overall response
to the PHA and [L-2 of primary lymphocytc populations. Each plate contains virus/cell
control wells {(cells plus virus), experimental wells (drug plus cells plus virus) and
compound control wells (drug plus media without cells, necessary for MTS moniloring of
cytotoxicity). In this in vitro assay, PBMC viability remains high throughout the duration
of the incubation period. Therefore, infected wells were used in the assessment of both

antiviral activity and cytotoxicity. Test drug dilutions were prepared at a 2X concentration
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in microtiter tubes and 100 uL of each concentration was placed in appropriate wells using
the standard format. 50 uL of a predetermined dilution of virus stock was placed in each
test well (final MOJ =0.1). The PBMC cuitures were maintained for scven days following
infection at 37°C, 5% CQ. Afler this period, cell-free supernatant samples were collected
for analysis of reverse transcriptase activity. Following removal of supernatant samples,
compound cytotoxicity was measured by addition of MTS to the plates for determination
of cell viability. Wells were also examined microscopically and any abnormalities were

noted.

C. Reverse transcriptasc activity assay

A microtiter plate-based reverse transcriptase (R'T) reaction was utilized (Buckheit et al,,
AIDS Research and Human Retroviruses 7:295-302, 1991). Tritiated thymidine
triphosphate (*H-TTP, 80 Ci/mmol, NEN) was received in 1:1 deionized H,O:Ethanol at 1
mCi/mL. Poly rA:oligo dT template:primer (Pharmacia) was prepared as a stock solution
by combining 150 pl polyriboadenylic acid (poly rA: 20 mg/mL) with 0.5 mL
oligodeoxythymidylic acid (oligo dT; 20 units/mL) and 5.35 mL sterile deionized Hz0
followed by aliquoting (1.0 ml) and storage at -20°C. The RT reaction buffer was
prepared fresh on a daily basis and consisted of 125 pL 1.0 M cthylene glycol tetraacetic
acid (EGTA); 125 ul. deionizedH-0, 125 uL 20% Triton X100, 50 pL 1.0 M Tris (pH
7.4), 50 pL 1.0 M dithiothreitol (DTT), and 40 pL 1.0 M MgCla. The final reaction
mixture was preparcd by combinmg | part *H-TTP. 4 parts deionized Ha0, 2.5 parts poly
rA:oligo dT stock and 2.5 parts reaction buffer. Ten microliters of this reaction mixture
was placed in a round bottom microtiter plate and 15 pL of virus containing supernatant
was added and mixed. The plate was incubated at 37°C for 60 minutes. Following
incubation, the reaction volume was spotted onto DES1 filter-mats (Wallac), washed 5
times for 5 minutes each in a 5% sodium phosphate buffer or 2X SSC (Life Technologies).
Next they were washed 2 times for | minute each in distilied water, 2 times for | minute
each in 70% cthanol, and then dried. Incorporated radioactivity (counts per minute. CPM}

was quantified using standard liquid scintillation techniques.

d. p24 Antigen ELISA
ELISA kits were purchased from XpressBio Life Science Products (Frederick, Maryland).

The assay was performed according to the manufacturer's instructions. Control curves were
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generated in each assay to accurately quantify the amount of p24 antigen in cach sample.
Data was obtamed by spectrophotometric analysis at 450 nm using a Molecular Devices
SpectraMaxPlus plate reader. Final p24 concentrations were calculated from the optical

density values using the Molecular Devices SOFTmax Pro software package.

e. MTS staining for MDM viability to measure cytotoxicity

At assay termination, assay plates were stained with the soluble tetrazolium-basced dye
MTS  (3-(4.5-Dimethylthiazol-2-yl})-5-(3-carboxymethoxyphenyl)-2-(4-sutfopheny])-2H-
tetrazolnum; CellTHer 96 Reagent, Promega) to determine cell viability and quantify
compound toxicity. At termination of the assay, 20 pl. of MTS reagent was added per well.
The microtiter plates were then incubated 4-6 hrs at 37°C. The incubation intervals were
chosen bascd on empirically determined times for optimal dye reduction. Adhesive plate
scalers were used in place of the lids. the sealed plate was inverted several times to mix the
soluble formazan product formed and the plate was read spectrophotometrically at 490/650

nm with a Molecular Devices SpectraMaxPlus plate reader.

1.3, Data Analysis

ICso (50% inhibition of virus replication), 1Cq (90% inhibition of virus replication), TCso
(50% cytotoxicity), and therapeutic index values (T1 = TC/IC; also referred to as Antiviral
Index or Al} are calculated.

1.4, Resulis

A summary of the results from the cxperiments performed to determine the antiviral
activity of compounds against HIV-lgysees in PBMC cultures is provided below in

Table 1.
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Table 1. Activity Against HIV-14; 05005 in Human PBMCs
DHODH ICsgs: +++ = < 20 nM: ++ = 20-200 nM; + = 200 oM - >1uM; N.A, = not

PCT/EP2010/0506042

7 +++ >100000

p24 60 230 >1804

RT 5240 | 12200 >19
14 ++ >100000

p24 5180 | 16600 >19

RT 2190 6110 >45
6 ++ >100000

p24 1970 6250 >51

RT 190 700 239
3 +++ 44800

p24 190 630 230

RT 60 210 714
4 ++4+ 42400

p24 80 240 548

RT 1070 3480 >93
23 ++ >100000

p24 1000 3720 =99

RT 3970 o070 14
24 ++ 55800

p24 4540 | 12300 12

RT 920 2590 >109
2 +++ >100000

p24 1380 2770 >72

RT 120 300 >842
1 +++ >100000

p24 170 300 >598

RT 1560 3020 >64
25 ++4 >100000

p24 1180 3160 >85

RT 760 2700 >131
8 +++ >100000

24 840 2970 >119

RT 6020 9410 16

Leflunomide + 95500
p24 4940 9040 19
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2. HCV (Hepatitis C Virus)
2.1, Compound preparation

Compounds were solubilized in DMSQO in a concentration of 40 mM. Recombinant human
interferon alpha-2b (riFNa-2b) was used as the positive antiviral controls. The high-test

concentrations were 100 pM and 2 TU/mL for 4SC compounds and rIFNa-2b, respectively.
2.2, Cecll linc harboring the HCV subgenomic replicon

The ET cell line (luc-ubi-neo/ET) is a Huh7 human hepatoma cell line harboring an HCV
subgenomic replicon of genotype 1b with a stable luciferase (Luc) reporter and three cell
culture-adaptive mutations (Pietschimann, 1., V. Lohmann, A. Kaul, N. Kriceger, G. Rinck,
G. Rutter, D. Strand, and R. Bartenschlager. 2002. Persistent and transient replication of
full-Jength hepatitis C virus genomes in cell culture, ). Virol, 76:4008-4021) and was
provided by Dr. Ralf Bartenschlager (Departiment of Molecular Virology, Umiversity of
Hcidelberg). The Luc reporter is used as an indirect measure replication of the HCV
replicon since the activity of the Luc reporter is directly propertional to HCV RNA levcls
and positive control antiviral compounds behave comparably using either Luc or RNA
endpoints.

The ET cell line was grown in Dulbecco's modified essential media (DMEM), 10% fetal
bovine serum (FBS), 1% penicillin-streptomycin, 1% glutamine, 250 pg/ml Geneticin®
{G418) in a 5% CO; incubator at 37°C. The assay medium for anti-HCV cvaluation was

DMEM with 5% fetal bovine serum (FBS), 1% penicillin-streptomycin and 1% glutamine.
2.3, Evaluation of antiviral activity against the HCV subgenomic replicon

Compounds were evaluated in a modified HCV replicon assay. Brief description of the
standard replicon assay: the ET cells were plated in 96-well plates (Costar) at 5 x 10*
cells/well in DMEM with 10%, 1% penicillin-streptomycin and 1% glutamine. Two
identical sets of plates werc prepared which were dedicated to cylotoxicity or antiviral
activity assessments each. On the following day, the test articles were diluted with the

assay medium 1o make 6 half-log serial dilutions. Each of these dilutions was then applied
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to the corresponding wells of the ET cells. Human recombinant interferon alpha 1b (rIFNa-
2b) was included as a positive control compound. After 24h incubation, the cells were
processed to derive, where applicable, ECsg and ECgg (concentrations resulting in 50% and
90% inhibitions, respectively), 1Csy (concentration decreasing cell viability by 50%) and
Slsp (selective index: ICsy/ECsq) values. HCV replicon levels were assessed with the
replicon-derived Luc activity as readout. The cytotoxic concentrations of drug reducing
cell numbers were assessed by the CytoTox-1 cell proliferation assay (Promega, Madison,
WI) according to manufacturer's protocol. Modification of the standard protocol as applied
to the substances in table 2: the compounds were (ested with 0 half-log dilutions with high-
test concentrations at 100uM. The cells were at > 75% confluence when the compounds
were applied and were processed 24h afier incubation with the test articles. In this assay,
the positive control compound, human rIFNa-2b, was used in the replicon assay in parallcl
and yielded ICsp values that fell within the acceptable ranges normally observed when

performing antiviral assays.

2.4 Results

A summary of the results from the experiments performed to determine the antiviral

activity of compounds against HCV in the replicon assay is provided below in Table 2.

Table 2. Activity in the modified HCV replicon assay
DHODM [Cys: +++ = < 20 nM; ++ = 20-200 aM; + = 200 nM - >1pM; N.A. = nol

applicable

6 ++ Replicon Lue 4640 nM > 30 uM >0

3 -+ Replicon Luc 500 nM > 100 uM =200
5 ++ Replicon Luc 1790 nM > 30 M >10
21 ++ Replicon Lue 1740 nM > 30 M > 17
22 ++ Replicon Luc 1760 nM =30 pM > 17

6
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4 +++ Replicon Luc 80 nM 83,77 uM > 1047
2 4+ Replicon Luc 680 nM > 100 uM > 147
1 +++ Replicon Luc 23 1M >100uM ) > 1250
Leflunomide ++ Replicon Luc > 100 uM > 100 uM I
CPIIGG“UUO

3. HBYV (Hepatitis B Virus)

3.1, Compound preparation

Compounds were solubilized in DMSO in a concentration of 40 mM. (-)-2'-Desoxy-3'-
thiacylidin (3TC) was used as the positive antiviral controls. The high-test concentrations

were 10 pM for 45C compounds and | uM for 3TC.

32, Anti-HBV evaluation with HepG2 2.2.15 cells

Anti-HBV assay was performed as described in Korba, BF and Milman, G., 1991 (A cell
culture assay for compound which inhibits hepatitis B virus replication. Antiviral Res. 13:
217-228) and in Korba, BF and Gerin, JL., 1992 (Use of a standardized cell culture assay
{o asscss activitics of nucleoside analops again hepatilis B virus replication. Antiviral Res.
19: 55-70) with modifications to measure extracellular HBV DNA copy with real-time
PCR (gPCR/TagMan). Briefly. HepG2-2.2.15 cells were plated in 96-well microtiter
plates. Only the interior wells were utilized to reduce “edge cffects™ observed during cell
culture; the exterior wells were filled with complete medium to help minimize sample
evaporation. After 16-24 hours the confluent monolayer of HepG2-2.2.15 cells was washed
and the medium was replaced with complete medium containing various concentrations of
a test compound in triplicate. 3TC was used as the positive control, while media alone was
added to cells as a negative control. Three days later the culture medium was replaced with

fresh medium containing the appropriately diluted drug. Six days following the initial
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administration of the test compound. the cell culture supematant was collected, treated
with pronase and then used in a quantitative qPCR TagMan assay, Antiviral activity was
calculated from the reduction in HBV DNA levels (1Csy). Cell Titer 96 ®AQueous One
Solution Cell Proliferation kit (Promega, Madison, WI) was used to measure cell viability
which is used to calculate toxicity (TCs). The therapeutic index (T1) was calculated as

TCs0/1Cs0

3.3,  Resulis

A summary of the results from the experiments performed to determine the antiviral

activity of compounds against HBV is provided below in Tabic 3.

Table 3. Activity against HBV in HepG2 cells
DHODH 1Cys: +++ = < 20 nM,; ++ = 20-200 nM; + = 200 nM - >1uM; N.A. = not

applicable

3 +++ 10 uM > 10 uM > 10 pM 1

4 +++ 10 uM =10 M >10 uM > 1047
17 4+ 10 uM 0.4 M >0 uM > 1,55
] et 10 uM 4.8 uM > 10 uM > 2,08

4. RSV (Respiratory Syncytial Virus), DENV (Dengue Virus), YFV (Yellow

Fever Virus), WNV (West Nile Virus)

4.1.  Compound preparation
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Compounds were solubilized in DMSO in a concentration of 40 mM. Ribavirin was used
as the positive antiviral control. The high-test concentrations were 10 uM for 48C

compounds and 100 pg/mL (RSV, YFV, WNV) and 200 ng/mL (DENV) for Ribavirin.

4.2.  Cyloprotection antiviral assays

A CPE (virus-induced cytopathic effects)-inhibition assay procedure was employed to
evaluate compounds for antiviral activity against RSV {Long strain in Vero cells), Dengue
virus (type 2 of strain New Guinea in Vero E6 cells), Yellow fever virus (D-17 strain in
HeLa cells) and West Nile virus (NY-99 strain in Vero cells). The assay was performed as
described in Buckwold, V.F., R.J.H. Wilson, A. Nalca, B.E. Beer, T.G. Voss, I. Turpin,
R.W. Buckheit 11, ). Wei, M. Wenzel-Mathers, E.M. Walton. R.J, Siith, M. Pallansch, P.
Ward, J. Wells, L. Chuvala, §. Sloane, R. Paulman, I. Russell, T. Hartman, and R. Ptak.
2004. Antiviral activity of hop constituents against a series of DNA and RNA viruses.
Antiviral Res. 61(1): 57-62. Antiviral assays were performed to evaluate 6 serial dilutions
of each compound in triplicate against the chailenge virus. Cell controls containing
medium alone, virus infected cell controls containing medium and viros, compound
cyloloxicity controls containing medium and each compound concentration, reagent
controls containing culture medium only (no cells), and compound colorimetric controls
containing compound and medium (no cells) were run simultaneously with the test
samples. The plates were incubated at 37°C in a humidified atmosphere containing 5%
CO2 until maximum CPE was observed in the untreated virus control cultures. CPE
inhibition by thc compound was determined by Cell Titer 96 ®@Aqueous One Solution Cell
Proliferation assay to derive the percent of CPE reduction of the virus infected wells and

the percentage cell viability of wninfected compound control wells.
4.3. Results
A summary of the results from the experiments performed to delermine the antiviral

activity of compounds against RSV, DENV, YIV, and WNV is provided below in Tables

4,5, 6, and 7, respectively.
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Table 4. Activity against RSV Strain Long in Vero cells
DHODH ICss: +++ = < 20 nM; ++ = 20-200 nM; + = 200 nM - >1uM; N.A. = not

PCT/EP2010/056042
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Table 5. Activity against DENV Type 2 (New Guinca) in Vero E6 cells
DHODI 1Csgs: +++ = < 20 nM: ++ = 20-200 nM; + = 200 nM - >1pM: N.A. = not

applicable

R

pentich

o ﬁ3 ] fordet- 10 pM B (),UR’S uM‘ 0,2?0L1M 2,77
4 4+ 1O M 0,067 pM 0.383 pM 5,72
17 St 10 uM > 10 pM 1,46 pM < 1,46
I A4 PO uM 0,072 yM 0,996 UM 13,8

Tablc 6. Activity against YFV Strain 17D in Vero cells
DHODH ICsps: +++ = < 20 nM; ++ = 20-200 nM; + = 200 nM - >1uM; N.A. = not

apphicable
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B sl
10 uM 2,19 uM >10 uM > 4,587
4 -+ 10 uM 0,681 pM 9,23 uM 13,5
17 bt 10 uM 2,25 uM > 10 uM > 4,44
1 +ir 10 uM 0,232 UM > 10 uM > 43,1

Table 7. Activity against WNV Strain NY-99 in Vero cells

DHODH }Csgs: 4+ = < 20 nM; ++ = 20-200 nM; + = 200 nM - >1uM; N.A. = not
applicable

e

3 -+ 10 uM =10 uM 0.237 uM < (3,237
4 +++ 10 pM =10 pM 3,206 UM [ < 0,200
17 o+ 10 uyM 6,39 uM > 10 uM > 1,56
1 bt 10 pM > 13,6

100 p/m

5. Influenza Virus

5.1.  Inhibition of Influenza Virus Replication

A549 cells were infected with a highly pathogenic avian influenza virus strain

(Fow! Plaque Virus, H7N7) for 16 hours (MOI=0.01). Cells were incubated
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with different concenirations of compounds or solvent (DMSO). The titer of
next generation virus was determined in plaque assays. The virus number of

the DMSQO control was defined as 100%.

5.2.  Results

A summary of the resulis from the experiments performed to determine the
antiviral activity of compounds against influenza virus is provided below in

Table 8.

Table 8. Activity against Influenza Virus (H7N7)
DHODH ICsys: ++ = < 20 nM; ++ = 20-200 aM; + = 200 nM - >1aM; N.A. = not

applicable
4 | Tt 30 pM >0()% ca. 3uM
6 4+ 30 M >80%
0 4+ 30 uM >80%
10 +++ 30 uM >80%
H 4+ 30 uM >90% ca. 3uM
5 - 30 uM >50%
12 +r 30 uM >80%
13 4t 30 pM >50%
8 et 30 uM >50%
14 e 30 uM >50%
15 -+ 30 uM >80%
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1 T ca. 1.5uM

17 F++ ca. 3uM

6. Ebola Virus

6.1.  Inhibition of Ebola Virus Replication

Vero cells were inoculated with Ebola virus for 1h. Then virus inoculums
were removed and replaced with medium containing different concentrations
of compounds or DMSO. Afier further incubation cell supematants were
removed and viral RNA titers determined. Also, the titers of infectious
particles were deternmined with specific monoclonal antibodies. The virus

number of the DMSO control was defined as 100%.
6.2. Results
A summary of the results from the experiments performed 1o determine the

antiviral activity of compounds against Ebola virus is provided below in

Tablc 9.

Table 9. Activity against Ebola Virus
DHODH ICqs: +++
applicable

4
)

= < 20 nM; ++ = 20-200 nM; + = 200 nM - >1uM: N.A. = not

6 ++ 31,6 uM 90% 100 uM >98%
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7. HCMYV (Human Cytomegalovirus)
7.1, Inhibition of HCMV Replication

Primary human foreskin fibroblasts are grown to a subconfluent cell layer
(app. 90 % confluency) and infected with HCMV AD169-GFP at a GFP-
delivering multiplicity of infection (GFP-MO!) of 0.25. (corresponding to
0.25% GFP-positive cells during the third round of infection at 7 days, i.e. 3
days per viral replication cycle). Virus adsorption is permitted for 1-2 h and
thereafter virus is removed and cells are cultivated in fresh medium.
Compounds arc immediately added to the medium after the virus adsorption
phase and HCMV-infected, substance-treated cells are incubated for 7 days at
37 °C. GFP'exprcssion, HCMV-induced cytophathic effect, as well as

putative drug-induced cytotoxicity of the substances were monitored.
7.2, Results

A summary of the results from the experiments performed to determine the
antiviral activity of compounds against HCMYV is provided below in Table

10.

Table 10, Activity against HCMV
DHODH 1Csps: +4+ = < 20 nM: ++ = 20-200 nM: + = 200 oM - >iuM; N.A. = not

applicable

i ot 10 uM 0.780 uM =10uM | >128
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CLATMS:

A dihydroorotate-dehydrogenase inhibitor for use in the treatment or amelioration
of a disease or medical condition caused by a viral infection by double stranded
DNA viruses {dsDNA viruses), positivc-sense single-stranded RNA viruses
((+)ssRNA  viruses), negative-sense single-stranded RNA vwviruses ({-)ssRNA
viruses), double-stranded DNA viruses (dsDNA), single-stranded RNA viruses
which use a DNA intermediate to replicate (ssSRNA-RT viruses), double-stranded
DNA viruses which use an RNA intermediate during genome replication (dsDNA-
RT viruses), whercin the dihydroorotate-dehydrogenase inhibitor is not leBunomide

or a metabolite thereof,

A dihydroorotate-dehydrogenase inhibitor according to claim 1 for use in the
treatment or amelioration of a discasc or medical condition causcd by a viral
infection by a virus sclected from the group comprising Human Immunodefficiency
Virus (HIV), Hepatiis € Virus (HCV), Hepatitis B Virus (HBV), and Influenza,
BK-Polyomavirus (BKV), Human Cytomegaly Virus (HCMV), Rift Valley Fever
*Virus (RVFV), Norovirus (NV), Lassa Virus (L.V), Ebolavirus (EBOV), West
Nile Virus (WNV}, Dengue Virus (DV), Human Respiratory Syncytial Virus
(RSV), Yellow fever virus (YFV).

A dihydroorotate-dehydrogenase inhibitor for use in the treatment or amelioration
of a disease or medical condition caused by a viral infection according to clatm 1 or
2, wherein the dihydroorotate-dehydrogenase inhibitor has a half-maximal
inhibitory conceniration (1Cs) of 50 nM or less for the inhibition of dihydroorotate-
dehydrogenase or less in an in vifro assay and a half-maximal effective

concentration {ECsqg) of 200 nM or tess for inhibition of viruses in an in vitre assay.

A dihvdroorotate-dehydrogenase inhibitor for usc in the treatment or amclioration
of a disease or medical condition caused by a viral infection according {o any of

claims 1 to 3, wherein the dihydroorotate-dehydrogenase inhibitor has a solubility
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in water of 1) pg/ml. or greater and/or an absolute oral availability (F) of 30% or

greater,

A dihydroorotate-dehydrogenase inhibitor for use in the treatment or amelioration
of a disease or medical condition caused by a viral infection according 1o any of
claims 1 to 4, wherein the dihydroorotate-dehydrogenase inhibitor is a compound of
the general formula (1) or a physiologically functional derivative or a

pharmacologically tolerable salt thercof,
22
S 3 -
N/E [Dm4‘€CHR n]q Y

(Formula I)
wherein
A is an aromatic or non-aromatic 3- or 6-membered hydrocarbon ring wherein
optionally one or more of the carbon atoms are reptaced by a group X,
wherein X is independently sclected from the group consisting of S, O, N,
NR*, 80O, and SO;

L 15 a single bond or NH
D is 0, S, SOz, NRY, or CHy;
z' is 0, S, or NR’;

7? is O, S, or NR™;

R independently represents H, halogen, haloalkanyl, haloalkenyl, haloalkynyl,

haloalkanyloxy, haloalkenyloxy, haloalkynyloxy, -CO;R ™", -8O;H, -OH, -
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CONR*R™, -CR"OQ, -SO,-NR*¥R", -NQO; -SO:-R™, -SO-R*, -CN
alkanyloxy, alkenyloxy. alkynyloxy, alkanylthio, alkenylthio, alkynylthio

H
aryl, -NR'-COp-R’, -NR"'-CO-R*, -NR""-S05-R", -0-CO-R¥, -O-CO,-R*,
-0-CO-NR*R™: cycloalkyl, heterocycloalkyl, alkanyiamino, alkenylamino,
atkynylamino, hydroxyalkanylamino, hydroxyalkenylamino,

hydroxyalkynylamino, -SH, heteroaryl, alkanyl, alkenyl or alkynyl:

independently represents H, alkanyl. alkenyl, alkynyl, cycloalkyl,
heterocycloalkyl, aminoalkanyl, aminoalkenyl, aminoalkynyl, alkanyloxy,
alkenyloxy, alkynyloxy, -OH, -8H, alkanylthio, alkenylthio, alkynylthio,
hydroxyalkanyl, hydroxyalkenyl, hydroxyalkynyl, haloalkanyl, haloalkenyl,
haloalkynyl, haloalkanyloxy, haloatkenyloxy, haloalkynyloxy, aryl or

heteroaryl:

independently represents H, -CO,R™, -CONR"'R"", -CR"0, -SO,NR"", -
NR-CO-haloalkanyl, haloalkenyl, halealkynyl, -NQO.. -NR-SO.-
haloalkanyl. haloalkenyl, haloalkynyl, -NR-SOj-alkanyl. -NR -$Os-
alkenyl, -NR'-8O0-alkynyl, -SOs-alkanyl. -SO;-alkenyl, -SOj-alkynyl,
-NR"-CO-atkanyl, -NR*-CO-alkenyl, -NR'-CO-alkynyl, -CN, alkanyl,
alkenyl, alkynyl, cycloalkyl, heterocycloalkyvt, aminoalkanyl, aminoalkenyl,
aminoalkynyl, alkanylamino. alkenylamino, alkynylamine. alkanyloxy,
atkenyloxy, alkynyloxy, - cycloalkyloxy, -OH, -SH, alkanylthio,
alkenylthio, allcynylthio, hydroxyalkanyl, hydroxyalkenyl, hydroxyalkynyl,
hydroxyalkanylamino, hvdroxyalkenylamino, hydroxyalkynylamino,
halogen,  haloalkanyl,  haloalkenyl, haloalkynyl, haloalkanyloxy,

haloalkenyloxy, haloalkynyloxy, aryl, aralkyl or heteroaryl;

independently represents hydrogen, haloalkanyl, haloalkenyl, haloalkynyi,
hydroxyaikanyl, hydroxyalkenyl, hydroxyalkynyl, alkanyl, alkenyl, alkynyi,
cycloalkyl, heterocycloalkyl, aryl, heteroaryl, aminoalkanyl, aminoaikenyl

or aminoalkynyl

independently represents H or alkany]
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is H or OR®, NHR’, NR'OR”;
or R? together with the nitrogen atom which is attached to R* forms a Sto 7
membered, preferably § or 6 membered heteroyclic ring wherein R is -

[CH;), and R* is absent;

is H, alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl,
alkanyloxy, alkenyloxy, alkynyloxy, -O-aryl, -O-cycloalkyl, -O-
heterocycloalkyl, halogen, aminoalkanyl, aminoalkenyl, aminoalkynyl,
alkanylamino, alkenylaminao, alkynylamino, hydroxylamina,
hydroxylalkanyl, hydroxylalkenyl, hydroxylalkynyl., haloalkanyloxy,
haloalkenyloxy, halealkynyloxy, heleroaryl, alkanylthio, alkenylthio,
alkynylthio,  -S-aryl,  -S-cycloalkyl, -S-heterocycloalkyl, aralkyl,

haloalkanyl, haloalkeny! or haloalkynyl;

1s H, alkanyl, alkenyl. alkynyl, cycloalkyl, beterocycloalkyl, aryl or

heteroaryl;

is M, OH, alkanyloxy, alkenvloxy. alkvnyloxy, O-aryl, alkanyl, alkenyl,

alkynvi or aryl;

is H, alkanyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl. aryl, heteroaryl,
aralkyl,  alkanyloxyalkanyl,  alkanvloxvatkenyl.  alkanyloxyalkynyl,
atkenyloxyatkanyl, alkenyloxyalkcnyl, alkenyloxyalkynyl,
alkynyloxyalkanyl, alkynyloxyalkenyl, atkynyloxyalkynyl, acylalkanyl,
{acvloxy)alkanyl, (acyloxy)alkenyl, (acyloxylalkynyt acyl, nan-syimmetrical
{acvloxy)alkanyldiester, non-symmetrical (acyloxy)alkenyldiester, non-
symmetrical (acyloxy)alkynyldiester, or dialkanylphosphate,

dialkenviphosphate or dialkynylphosphate:

is H, OH. alkanyl, alkenyl, alkynyl, aryl, alkanyloxy, alkenyloxy,
alkynyloxy, -O-aryl, cycloalkyl, heterocycloalkyl, or -O-cycloalkyl, -O-

heterocycioalkyl;



WO 2010/128050 PCT/EP2010/056042

R is hydrogen, alkanyl, alkeny! or alkynyl;

E is an alkanyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclioalkyt or
cycloatkyl group or a fused bi-or tricyclic ring system wherein one phenyl

5 ring is fused to one or two monocyelic eycloalkyl or heterocycloalkyl rings
or ene bicyclic cycloalkyl or heterocycloalkyl ring, or wherein two phenyi

rings are fused to a monocyclic cycloalkyl or heterocycloalky! 1in g, wherein

monocyclic and bicyclic cycloalkyl and heterocycloalkyl rings are as

defined herein, and wherein all of the aforcmentioned groups may optionaliy

10 he substituted by one or more substituents R

Y is  hydrogen, halogen, haloalkanyl, haloalkenyl, haloalkynyl,
haloalkanyloxy. halealkenyloxy, haloalkynyloxy, alkanyl, alkenyl, alkynyi,
aryl, heteroaryl, hcterocycloalkyl or cycloalkyl group or a fuscd bi-or

15 ticyche ring system wherein one phenyl ring is fused to' onc or two
monocyclic cycloalky! or heterocycloalkyl rings or one bicyclic cycloalkyl
or heterocycloalkyl ring, or wherein two phenyl rings are fused to a
monocyclic cycloatkyl or heterocycioalkyl ving, and wherein all of the
aforementioned groups may optionally be substituted by one or more

20 substituents R', or Y 1s

wherein R, X, A, Z', z?, R* R% F and n are as defined herein;

25 M isOorl;

n isOorl;
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p isOorl;
q 1s Qor I
r isOor1;
8 is 0 to 2; and
5 t is 0 to 3.
6. A pharmaceutical composition comprising a compound as defined in any of claims

I to 5 m free form or in the form of a pharmaceutically acceptable sall or
physiologically functional derivative and a pharmaceutically acceptable diluent or
10 carrier for use in the treatment or amelioration of a disease or medical condition

caused by a viral infection.

7. A compound according to any of claims 1 to § or a composition according to claim
6 wherein the disease or indication is selected from the group comprising transplant

15 rejection.
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INHIBIDORES DE DIHIDROOROTATO DESHIDROGENASA COMO COMPUES-
TOS VIROSTATICOS

Descripcidn

La presente invencidn se relaciona con compuestos que
han sido descriptos como agentes antiinflamatorios, inmuno-
moduladores y antiproliferativos, y sorprendentemente como
fuente de actividades virostédticas. En particular, la in-
vencidén se relaciona con el uso de compuestos que inhiben
la dihidroorotato deshidrogenasa (DHODH) para el tratamien-
to y la prevencidén de enfermedades virales, particularmente
el HCMV, el HIV, el HCV, el HBV y la influenza.

Las infecciocnes virales usualmente son tratadas con
sustancias dirigidas a las proteinas virales. Por ejemplo,
la influenza es tratada con inhibidores de la proteina de
memprana M2 (adamantina y rimantadina) o con inhibidores de
la neuraminidasa (oseltamivir y zanamivir); el HIV es tra-
tado con inhibidcores de la proteasa del HIV, con inhibido-
res de la transcriptasa inversa ({nucledsidos y anadlogos no
nucleosidicos), con inhibidores de la fusidén (que bloguean
la proteina transmembrana viral gpd4l) o con inhibidores del
ingreso en la célula; el HCV es tratado con una combinacidén
de ribkavirina e interferén alfa, donde la ribavirina, como
andlogo nucleosidico, inhibe la polimerasa viral, y donde
el interferdn alfa activa el sistema inmune del huésped; el
HBV es tratado con interferén alfa pegilado y/o con nucled-
sidos o analogos no nucleosidicos.

Sin embargo, el tratamiento de estas enfermedades wvi-



rales no es satisf&ctorio debido a la velocidad de mutacidn
elevada de los virus y a la falta de eficiencia de las me-
dicaciones conccidas en la actualidad. Mas aun, frecuente-
mente ocurren efectos colaterales severos debido a la in-
teraccidén con factores del huésped o a la incompatibilidad
de los tratamientos en aquellos pacientes que estan infec-
tados por dos o mas virus diferentes. Teniendo en cuenta la
capacidad de los virus de adaptarse rApidamente a las nue-
vas presiones de seleccidn provocadas por las sus-tancias
dirigidas contra las proteinas virales, se necesitan con
urgencia nuevas opciones de tratamiento. Un nuevo abordaje
para evitar la presién de seleccidén sobre los virus, y en
consecuencia, la generacién de resistencia, comprende el
ataque de aquellos factores de las células huésped que son
vitales para el ciclo de replicacidén de los virus.
Recientemente se ha descripto el metabolitoc activo de
la leflunomida, un inhibidecr de DHODH con una estructura
completamente diferente, y se lo ha evaluado en diversos
modelos de infecciones virales, asi como en pacientes in-
fectados (Gabriel T. Meister, disertacién en la Universidad
Estatal de Ohio 2005; Chong et al. Am. J. Transplant 2006
6(1): 69-75). Sin embargc, la actividad antiviral se atri-
buye en gran medida a la inhibicién de las proteina guina-
sas, lo cual resulta en la inhibicidn de la fosforilacién
de las proteinas virales. Ma&s aun, la administracidén de
uridina en ensayos en placas con virus no afectd la reduc-

cién de las cargas virales en un modelo con citomegalovirus




(CMV). Sin embargo, de acuerdo con las publicaciones men-
cionadas, habria de esperarse gque un inhibidor que ejercie-
ra su actividad por medio de la inhibicién de DHODH perdie-
ra su potencial de inhibicién cuando se agregara uridina en
el ensayo.

Los compuestos con los que se relaciona esta invencidn
han sido descriptos con antericoridad como inhibidores de
DHODH (WO 03/006425, WO 04/056746, WO 04/056797,
WO04056747, WO 08/077639, WO 09/0216%6), y se ha mencionado
el tratamiento de enfermedades causadas por infecciones vi-
rales.

La patogenicidad de los virus se basa en gran medida
en la maguinaria de replicacién de la célula huésped, lo
gque resulta en una gran demanda de bloques de construccién
en forma de nucleobases, debido a la velocidad de replica-
cién elevada de los virus. Recientemente se descubrié que
seria posible explotar la inhibicién de DHODH, que resulta
en una inhibicién de la biosintesis de novo de las pirimi-
dinas, para suprimir la replicacidén de determinados virus,
lo cual constituye un resultado inesperado.

En la presente documentacidén se describe que el uso de
sustancias de acuerdo con la férmula I es particularmente
ventajoso para el tratamiento de enfermedades causadas por
los siguientes virus:
el virus de la inmuncdeficiencia humana (BIV), el wvirus de
la hepatitis C (HCV), el virus de la hepatitis B (HBV), el

virus de la influenza, el virus del polioma BK (BKV), el



citomegalovirus humano (HCMV), el virus de la fiebre del

valle del Rift (RVFV), el norovirus (NV), el virus de Lassa

(LV), el virus del ébola (EBOV), el virus del Nilo occiden-

tal (WNV), el virus del dengue (DV), el virus de la fiebre

amarilla (YFV), el wvirus respiratorio sincicial humano

(RSV}.

Por consiguiente, en particular, el sujeto de la pre-
sente invencidn comprende los siguientes aspectos:

1. Un 1inhibidor de la dihidroorotato deshidrogenasa que
puede usarse en el tratamiento o la mejora de una enfer-
medad © una condicidén médica causadas por una infeccién
de virus de ADN de cadena doble (virus de ADNcd), de vi-
rus de ARN de cadena simple en el sentido positivo (vi-
rus de (+)ARNcs), de virus de ARN de cadena simple en el
sentido negativo ((-)ARNcs), de virus de ADN de cadena
doble (ADNcd), de virus de ARN de cadena simple que usan
un intermediario de ADN para replicarse (virus de ARNcs-
RT), de virus de ADN de cadena doble que usan un inter-
mediario de ARN durante la replicacidén del genoma (virus
de ADNcd-RT}, donde el inhibidor de 1la dihidroorotato
deshidrogenasa no es leflunomida o un metabolito de
ésta.

2.Un inhibidor de la dihidroorotato deshidrogenasa de
acuerdo con el aspecto 1, que puede usarse en el trata-
miento o la mejora de una enfermedad o una condicién
médica causadas por una infeccidn de un virus seleccio-

nado del grupo que comprende el virus de la inmunodefi-




5.

ciencia humana (HIV), el virus de la hepatitis C (HCV),
el virus de la hepatitis B (HBV), el virus de la in-
fluenza, el virus del polioma BK (BXV), el citomegalovi-
rus humano (HCMV), el virus de la fiebre del wvalle del
Rift (RVFV}), el norovirus (NV), el wvirus de Lassa {(LV),
el virus del ébola (EBOV), el wvirus del Nilo occidental
(WNV), el virus del dengue (DV), el virus respiratorio
sincicial humano (RSV), el virus de la fiebre amarilla

{(YFV) .

. Un inhibidor de 1la dihidroorotate deshidrogenasa que

puede usarse en el tratamiento o la mejora de una enfer-
medad o una condicidén médica causadas por una infeccidn
viral de acuerdo con el aspecto 1 & 2, donde el inhibi-
dor de la dihidrocrotato deshidrogenasa presenta una
concentracidén de inhibicidn semi-maxima (ICsy) de 50 nM o
menos para la inhibicidn de la dihidroorotato deshidro-
genasa en un ensayo iIin vitrce y una concentracién eficaz
semi-méxima (ECsp) de 200 nM o menos para la inhibiciédn

del virus en un ensayo in vitro.

. Un inhibidor de 1la dihidroorotato deshidrogenasa que

puede usarse en el tratamiento o la mejora de una enfer-
medad o una condicidn médica causadas por una infeccidn
viral de acuerdo con cualquiera de los aspectos 1 a 3,
donde el inhibidor de la dihidrcocorotato deshidrogenasa
tiene una solubilidad en agua de 10 ug/ml o més y/o una
disponibilidad oral absoluta (F) de 30% o més.

Un inhibidor de 1la dihidroorotatc deshidrogéenasa gque



puede usarse en el tratamiento o la mejora de una enfer-
medad o una condicidén médica causadas por una infeccién
viral de acuerdo con cualquiera de los aspectos 1 a 4,
donde el inhibidor de la dihidroorotato deshidrogenasa
€s un compuesto de la férmula general (I) o un derivado
funcional desde el punto de vista fisiolégico o una sal

tolerable desde el punto de vista farmacoldgico de éste.
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(R1)t ] N/E———[Dm——€CHR3 n]q—v
T \RB
R2
z' ' (Férmula I)
donde
A es un anillo hidrocarbonado aromdticoc o no aromatico de
5 o 6 miembros donde opcionalmente uno o mas de los
atomos de carbono se reemplazan por un grupo X, donde X
se selecciona en forma independiente entre el grupo que
consiste en S, O, N, WNR!, S0, y SO;
L es una unidn simple o NH
D es 0, S, SOz, NR', o CHy;
z' es 0, S, o NR%;
7z es 0, §, ¢ NR?;
R' en forma independiente representa H, haldégeno, halcal-

canilc, halocalquenile, halocalquinilo, halcalcaniloxi,
halecalgqueniloxi, halcalquiniloxi, -CO;R°°, -S03;H, -OH, -
CONR*R™ ", ~-CR "0, -S0,-NR*R"°, -NO;, -S0,-R°", -S0-R*, -

CN, alcaniloxi, algueniloxi, alquiniloxi, alcaniltio,




algqueniltio, alquiniltio,

arilo, =NR'"=-CO,-R°

CO-R*, -NR''-S0,-R°, =-0-CO-R*, =-0-C0;-R*, =-0-C

cicloalquilo,

nilamino, algquinilami

hidroxialquenilamino,

heterocicloalquile,

hidroxialquinilamino,

no, hidroxialca

roarilo, alcanilo, alquenilo o alquinilo;

R* en forma independiente representa H, alcanilo,

lo, alquinilo,

alcanilo, aminoalquenilo,

alqueniloxi, alquiniloxi,

cicleoalquilo,

aminoalquinilo, al

, -NR"'-

O-NR*R" " ;

alcanilamino, alque-

nilamino,

-SH, hete-

algueni-

heterocicloalquilo, amino-

caniloxi,

-0H, -SH, alcaniltio, alque-

niltio, alguiniltio, hidroxialcanilo, hidroxia

hidroxialquinilo,

quinilo, haloalcaniloxi,

loxi,

R*™ en

CONR"®

arilo o heteroarilo;

forma independiente

"R, -CR™ "0, =80Q;NR'°, -HR '-CO-halo

haloalquenilo, haloalquin

canilo, haloalgquenilo, halcalguinilo,

nilo, -NR™"-$0;-alquenilo,
canilo, -50;-alquenilo, -
nile, -NR''-CO-alquenilo,

lquenilo,

haloalcanilo, haloalquenilo, haloal-
halcalqueniloxi, haloalquini-
representa H, ~-COsR™ 7, -
alcanilo,

ilo, -NO;, ~-NR''-S0,-haloal-

-NR™ "-S0;-alquinilo,
S0z-alquinilo, =-NR™°

-NR® "=C0O-alquinilo,

canilo, alquenilo, algquinilo, c¢icloalquilo,

cloalguilo, aminocalcanilo,

nilo,

niloxi, algueniloxi, alquiniloxi,

-5H,

nilo,

alcanilamino, alquenilamino,

aminoalquenilo, am

alcaniltio, alqueniltio, alquiniltio, hid

hidroxialquenilc, h

idroxialquinilo, hid

-NR' "-80;~alca-~

-50;-al-
-CO-alca-
-CN, al-
heteroci-

incalqui-

algquinilamino, alca-

-cicloalguiloxi, -CH,

roxialca-

roxialca-



nilamino, hidroxialquenilamino, hidroxialquinilamino,
halégeno, haloalcanilo, haloalquenilo, haloalguinilo,
haloalcaniloxi, haloalqueniloxi, haloalquiniloxi, ari-
lo, aralquilo o heteroarilo;

R°" en forma independiente representa hidrégeno, haloalca-
nilo, haloalqueniloc, haloalquinilo, hidroxialcanilo,
hidroxialquenilo, hidroxialquinilo, &lcanilo, alqueni-
lo, alquinilo, cicloalquilo, heterocicloalquilo, arilo,
hetercarilo, amincalcanilo, amincalquenilo o amincal-
guinilo

R™ en forma independiente representa H o alcanilo

R? es H o OR®, NHR’, NR'OR’;

o R? junto con el &tomo de nitrégeno cue se une a R®
forma un anillo heterociclico de entre 5 y 7 miembros,
preferentemente de entre 5 y 6 miembros donde R? es -
[CH:]s v R® se encuentra ausente;

R* es H, alcanilo, alquenilo, alquinilo, <c¢icloalquilo,
heterocicloalquilo, arileo, alcaniloxi, alqueniloxi, al-
quiniloxi, -O-arilo; -O-cicloalquilc, ~-0-
heterocicloalquilo, halégeno, aminocalcanileo, aminoal-

guenile, aminoalquinilo, alcanilamino, alguenilamino,

alguinilamino, hidroxilamino, hidroxilalcanilo,
hidroxilalguenilo, hidroxilaliquinilo, halcalcaniloxi,
halcalqueniloxi, haloalquiniloxi, hetercarilo, alcanil-
tio, alqueniltio, alguiniltio, -S-arilo; -5-
cicloalquilo, -S-heterocicloalquilo, aralquilo, halcal-

canilo, haloalquenilo o haloalquinilo;



R es H, alcanilo, alquenilo, alquinilo, cicloalquilo,
heterocicloalquile, arilo o hetercarilo;

R° es H, OH, alcaniloxi, algueniloxi, alquiniloxi, O-arilo,
alcanilo, alquenilo, algquinilo o arilo;

R® es H, alcanilo, alquenileo, alguinilo, cicleoalgquilo, he-
terociclcalgquilo, arilo, heterocarilo, aralquilo, alca-
niloxialcanilo, alcaniloxialquenilo, alcaniloxialquini-
lo, alqgueniloxialcanilo, algueniloxialquenilo, alqueni-
loxialquinilo, algquiniloxialcanilo, algquiniloxialqueni-
lo, alguiniloxialquinilo, acilalcanilo, (aciloxi)alca-
nilo, (aciloxialquenilo, (aciloxijalguinilo acilo,
(aciloxi)alcanildiéster no simétrico, (aciloxi)alque-
nil-diéster no simétrice, (aciloxi)alguinildiéster no
simétrico, o dialcanilfosfato, dialguenilfosfato o
dialquinilfosfatc;

R’ es H, OH, alcanilc, alquenilo, alquinilo, arilo, alcani-
loxi, algueniloxi, alquiniloxi, -0O-arilo, cicleoalquilo,
heterocicloalquilo, 0 ~0-ciclcalquilo, -O-heteroci-
cloalguilo;

R® es hidrdgeno, alcanilo, alquenilec o alquinilo;

E es un grupo alcanilo, alguenilo, alquinilo, arilo, hete-
roarilo, heterocicloalquilec o cicloalquilec o un sistema
de anillos fusicnado biciclico © triciclico donde un
anillo fenilo estd fusionado a uno o dos anillos ciclo-
alqﬁilo o heterociclealgquilo monociclices o un anillo
cicloalquilo o heterocicloalquilo biciclico, o donde

dos anillos fenilo estan fusionados a un anilloc ciclo-

Ll



Y

algquilo o heterocicloalquilo monociclico, donde los
anillos ciclecalgquilo y heterocicloalquilc monociclicos
y biciclicos son como se definen en la presente, y don-
de todos los grupos mencionados pueden estar opcional-
mente sustituidos con unc o mas sustituyentes R°

es hidrdgeno, halégeno, haloalcanile, haloalquenilo,
haloalguinilo, halcalcaniloxi, haloalqueniloxi, haloal-
quiniloxi, alcanilo, alguenilo, alguinilo, arile, hete-
roarilo, heterocicloalguilo o cicloalgquilo o un sistema
de anillos fusicnade biciclico o triciclice donde un
anillec fenilo estad fusionado a uno o dos anillos ciclo-
alquilo o heterocicleoalquilo monociclicos o un anillo
ciclecalguilo o© heterccicloalquile biciclico, o donde
dos anillcs fenilo estan fusionados a un anillo ciclo-
alquilo o heterocicloalquilo monociclico, v donde todos
los grupos mencionados pueden estar opcionalmente sus-

tituidos con unc o mas sustituyentes R', o Y es
22

21

>

donde RY, X, A, 2z%, z?, R} R? E y p son comoc se definen en

la presente;

m

n

P

es 0 o 1;
es 0 o 1;

es 0 o 1;
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es 0 o 1;
es 0 o 1;
es entre C y 2; vy

es entre 0 vy 3.

. Una composicidn farmacéutica que comprende un compuesto

como se define en cualquiera de los aspectos 1 a 5, en
una forma libre ¢o en forma de una sal farmacéuticamente
aceptable o de un dérivado funcional desde &l punto de
vista fisioldgico, y un diluyente o un vehiculo farmac-
éuticamente aceptable, que puede usarse en el tratamien-
to o la mejora de una enfermedad o una condicidén médica

causadas por una infeccidn viral.

. Un compuesto de acuerdo con cualquiera de los aspectos 1

a 5 o una composicidn de acuerdo con el aspecto 6, donde
la enfermedad o la indicacién se seleccionan del grupo
que comprende el rechazo de transplantes,

Los compuestos de férmula (I) comprenden las si-

guientes sustancias:

Formula I

R),

ZZ
E——[Dm—-(CHR:‘ 4= Y

~
L - N\Ra

R2

donde

A

es un anillo hidrocarbonado aromatico © no aromético de

5 o 6 miembros donde opcionalmente uno o mas de los



atomos de carbono se reemplazan por un grupo X, donde X
se selecciona en forma independiente entre el grupo que
consiste en S, 0, N, NR?, S0, y S0;

L es una unidén simple o NH

D es 0, S, 502, NR?, o CHa;

7z' es 0, S, o NR®,

z° es 0, 8, o NR%

R! en forma independiente representa H, haldgeno, halcalca-
nilo, halcalquenilo, haloalgquinilo, haloalcaniioxi,
haloalqueniloxi, halcalgquiniloxi, -CO;R°°, -S8S0OszH, -OH, -
CONR*R" ", -CR" "0, -S0;-NR*R"", =-NO;, -S0;-R°°, -SO-R*, -

CN, alcanilcxi, alqueniloxi, alguiniloxi, alcaniltio,

alqueniltio, alguiniltio, arilo, -NR ' '-C0O;~R°, -NR - .
CC-R*, -NR" "-S0;-R°, -0-CO-R*, ~-0-CO0;-R*, -0-CO-NR*R’’;
cicloalquilo, heterocicloalquilo, alcanilamino, alque-
nilaming, alquinilamince, hidroxialcanilamino,
hidroxialquenilamino, hidroxialquinilamino, -SH, hete-
roarilo, alcanilo, algquenilo ¢ alquinilo;

R* en forma independiente representa H, alcanilo, alqueni-
lo, alquinilo, ciclcocalquilo, heterocicloalguilo, amino-

alcanileo, aminocalquenile, amincalgquinilo, alcaniloxi,

alqueniloxi, alquiniloxi, -OH, =SH, alcaniltio, alque- .
niltio, alquiniltio, hidroxialcanilo, hidroxialquenilo,
hidroxialquinilo, haloalcanilo, haloalquenilc, halcal-
quinilo, haloalcaniloxi, haloalqueniloxi, halocalquini-

loxi, arilo o heteroarile;

R’ en forma independiente representa H, -CCyR™ 7, -



R\\\
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CONR™"R™ "7, -CR™ "0, -SO,NR™ 7, -NR" "=CO-haloalcanilo,
haloalquenilo, halcalquinilo, -NOs;, -NR"' "=-805-
halcalcanilo, halcalquenilo, halcalquinilo, =-NR' -50,-
alcanilo, -NR™ "-50,~alquenilo, -NR" "=-803-algquinilo, -

SOz-alcanilo, -S0z;-alquenilo, -S0;-algquinilo, -NR™-CO-
alcanilo, -NR''-CO-alquenilo, -NR''-CO-alquinilec, -CN,
alcanilo, alquenilo, alguinilo, cicloalquilo, heteroci-
clocalquilo, aminoalcanilo, aminoalquenilo, aminocalqui-
nilo, alcanilamino, alquenilamine, algquinilamino, alca-
niloxi, ealgqueniloxi, alquiniloxi, - cicleoalquiloxi, -~
OH, -SH, alcéniltio, alqueniltio, alquiniltio,
hidroxialcanilo, hidroxialquenilo, hidroxialquinilo,
hidroxialcanilamino, hidroxialquenilamino, hidroxial-
quinilamino, haldgeno, haloalcanilo, halcalqguenilo,
halcalquinilo, halcalcaniloxi, haloalqueniloxi, haloal-

quiniloxi, arilo, aralguilo o hetercarilo;

" en forma independiente representa hidrdgeno, haloalca-

nilo, haloalguenilo, haloalquinilo, hidroxialcanilo,
hidroxialquenilo, hidroxialquinilo, alcanileo, alqueni-
lo, alquinilo, cicloalquilo, heterocicloalquilo, arilo,
hetercarilo, aminoalcanilo, aminocalquenilo o aminoal-
guinilo

en forma independiente representa H ¢ alcanilo

R> es H o OR®, NHR’, NR'OR’;

o R? junto con el Atomo de nitrdégeno que se une a Rr®
forma un anillo heterociclico de entre 5 y 7 miembros,

preferentemente de entre 5 y 6 miembros donde R? es -



[CHz]s v R® se encuentra ausente;

R> es H, alcanilo, algquenilo, algquinilo, cicleoalquilo,
hetercciclecalquilo, arilo, alcaniloxi, alqueniloxi, al-
gquiniloxi, -O-arilo; -O-cicloalguilo, ~-0-
hetercciclcalquileo, haldgeno, amincalcanilo, aminoal-
quenilo, aminoalquinilo, alcanilamino, algquenilamino,
alquinilamino, hidroxilamino, hidroxilalcanilo,
hidroxilalquenilo, hidroxilalquinilo, haloalcaniloxi,
haloalgqueniloxi, haloalquiniloxi, heterocarilo, alcanil-
tio, algueniltio, alquiniltio, -S-arilo; -5~
cicleoalquilo, -S-heterocicicalquile, aralquilo, halocal-

canileo, haloalquenilc o halcocalquinilo;

R* es H, alcanileo, alquenilo, algquinilo, cicloalguilo,
heterocicloalquilo, arilo ¢ heterocarilo;

R® es H, OH, alcaniloxi, alqueniloxi, alquiniloxi, O-arilo,
alcanilo, algquenilec, alguirilo o arilo;

R® es H, alcanilo, alquenilo, alguinilo, «cicloalquilo,
heterocicloalquilo, arilo, hetercarileo, aralquilo, al-
caniloxialcanilo, alcaniloxialquenilo, alcaniloxialqui-
nilo, alqueniloxialcanilo, algueniloxialquenilo, algue-

niloxialquinilo, alquiniloxialcanilo, alquiniloxialque-

nilo, alquiniloxialquinilo, acilalcanilo, (aci-
loxi)alcanilo, (aciloxi)alguenilo, {aciloxi)alquinilo,
(aciloxi)alcanildiester no simétrico, (aci-
loxi)alguenildiéster no simétrico ; (aci-

loxi)alguinildiéster no simétrico, o dialcanilfosfato,

dialquenilfosfato o dialquinilfosfato;
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R’ es H, OH, alcanilo, alquenilo, algquinilo, arilo, alcani-
loxi, algueniloxi, algquiniloxi, -O-arilo, cicloalquile,
heterocicloalguilo, o} -C-cicloalquilo, -0~
heterocicloalguilo;

R® es hidrogeno, alcanilo, alguenilo o alquinilo;

E es un grupo alcanilo, algquenilo, alquinilo, arilo, hete-
roarilo, heterociclocalguilo o cicloalquilo © un sistema
de anillos fusionado biciclice o triciclico donde un
anillo fenilo estd fusionado a uno o dos anillos ciclo-
alguilo o heterocicloalquile monociclicos o un anillo
cicloalgquilo o heterocicloalquilo biciclico, o donde
dos anillos fenilo estin fusionados a un anillo ciclo-
alquile o heterocicleoalquilo menociclico, donde los
anillos cicloalguilo y heterociclcalquilo monociclicos
y biciclicos scon como se definen en la presente, y don-
de todos los grupos mencionados pueden estar opcicnal-
mente sustituidos con uno o mas sustituyentes R°

Y es hidrdgeno, halégeno, halcalcanilo, haloalquenilo,
haloalquinilo, haloalcaniloxi, halcalqueniloxi, haloal-
quiniloxi, alcanilo, alguenilo, alquinilo, arilo, hete-
roarilo, heterocicloalquilo o cicloalquilo © un sistema
de anillos fusionado biciclico o triciciico donde un
anille fenilo estd fusionado a uno ¢ dos anillos ciclo-
alqﬁilo 0 heterocicloalquilo monociclicos o un anillo
cicloalquilo © heterocicleoalquilo biciclico, o© donde
dos anillos fenilo estan fusionados a un anillo ciclo-

alquilo o heterccicloalquilo monocicliceo, y donde todos



los grupos mencionados pueden estar opcionalmente sus-
tituidos con uno o més sustituyentes R, o Y es

22
e
L N P
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R"),
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donde Rl, X, A, z%, Zz, RB, RZ, E yv p son comoc se definen en

la presente;

m

n

se

es 0 o 1;

es 0 o 1;

es 0 o 1;

es G o 1;

es 0 o 1;

es entre 0O y 2; vy

es entre 0 y 3;

En otra realizacidén preferida, la presente invencién

relaciona con un compuesto de formula I, donde

es un anillo hidrocarbonade aromatico o no aromidtico de
5 o 6 miembros donde opciconalmente uno © mas de los
atomos de carbono se reemplazan por un grupo X, donde X
se selecciona en forma independiente entre el grupo que
consiste en S, O, N, NR', S0, y SO;

es una unidn simple

es O, S, 50,, NR%, o CHy;

es O, S, o NR’;

es O, S, o NR>;
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R} en forma independiente representa H, haldgeno, haloalca-

nilo, ha

haloalgueniloxi,

CONR*R™ 7,

loalquenilo, haloalquinilo, haloalcaniloxi,

halecalgquiniloxi, -CO;R™°, -SO0sH, -0OH, -

-CR" "0, -8S0;-NR*R" ", -NO, -S0;-R° ", -S0-R*, -

CN, alcaniloxi, algueniloxi, alquiniloxi, alcaniltio,

algueniltio, alquiniltio, arilo, =NR''-C0y-R°, -NR''-

CO-R*, =-NR®"-30,-R°, -0-CO-R*,

cicloalquilo,

nilamino,

hidroxialguenilamino,

roarilo, alcanilo,

algquinilamino,

~0-C0z~R*, -0-CO-NR*R" *;

heterocicloalquilo, alcanilamino, alque-

hidroxialcanilamino,

hidroxialguinilamino, -SH,

alquenilc o alguinileo;

R* en forma independiente representa H, alcanilo, al

lo, alguinilo, cicloalquilo, heterocicleoalgquilo,

alcanilo,

aminoalquenilo, amincalquinilo, alcan

algueniloxi, alquiniloxi, -CH,

niltio, algquiniltic,

hidroxialquinilo, halocalcanilo,

quinilo,

halcalcanilexi, halca

loxi, arilo o heterocarilo;

R* en forma

-SH, alcaniltio,

hidroxialcanilo, hidroxialqu

haloalquenilo, h

lgueniloxi, halecal

hete-

queni-
amino-
iloxi,
alque-
enilo,
aloal-

quini-

independiente representa H, -CC;R™ 7, -

CONR™'R" """, =-CR "0, -SO;NR 7,

haloalquenilo,

-NR" "-CC-haloalc

haloalguinilo, -NO,, -NR"

haloalcanilo, haloalquenilo, haloalquinilo, -NR°

alcanilo,

-NR™ " -S0s-alquenilo,

anilo,
T =-50,-

T -50;-

-NR™ "-50;-alquinilo, -

S0z-alcanilo, -80z-alquenilo, -S0z-alguinilo, =NR

alcanilo,

alcanilo,

-NR™ "-C0O-algquenilo,

alquenilo, alquinilo,

-NR" "=-CO-alqguinilo,

cicloalquilo, het

N _co-
-CN,

eroci-



R

cloalquilo, aminocalcanilo, aminoalquenilo, amincalgui-
nilo, alcanilamino, alquenilamino, alguinilamino, alca-
niloxi, alqueniloxi, alquiniloxi, - cicloalquiloxi, -
OH, -SH, alcaniltio, alqueniltio, alquiniltio,
hidroxialcanilo, hidroxialquenilo, hidroxialquinilo,
hidroxialcanilamino, hidroxialquenilamino, hidroxial-
qguinilamino, haldgeno, haloalcanilo, haloalquenilo,
halcalgquinilo, halocalcaniloxi, halocalqueniloxi, haloal-

gquiniloxi, arilo, aralquilo o heteroarilo;

"en forma independiente representa hidrégeno, haloalca-

nilo, haloalguenilo, haloalguinilo, hidroxialcanilo,
hidroxialquenilo, hidroxialquinilo, alcanilo, alqueni-
lo, alquinilo, cicloalquilo, heterocicloalquilo, arilo,
heteroarilo, aminoalcaniio, aminoalquenileo o amincal-
quinilo

en forma independiente representa H o alcanilo

R? es H o OR®, NHR’, NR'OR’;

o R? junto con el atomo de nitrégeno que se une a R®
forma un anillo heterociclico de entre 5 y 7 miembros,
preferentemente de entre 5 y 6 miembros donde R? es -

[CHz]s v R® se encuentra ausente;

R es H, alcanilo, alquenilo, algquinilo, ciclealquilo,

heterocicleocalquileo, arileo, alcaniloxi, alqgueniloxi, al-
quiniloxi, -0O—-arilo; -C-cicloalquilo, -0~
heterociclcalquilo, haldgenc, aminocalcanileo, amincal-
quenilo, aminocalquinile, alcanilamino, alguenilamino,

alguinilamino, hidroxilamino, hidroxilalcanilo,




hidroxilalquenilo, hidroxilalgquinilo, haloalcaniloxi,
haloalqueniloxi, haloalquiniloxi, hetercarilo, alcanil-
tio, alqueniltio, alquiniltio, -S-arilo; -5-
cicloalquilo, -S-heterocicloalquile, aralquilo, haloal-
canilo, haloalgquenilo o halecalguinilo;

R* es H, alcanilo, alguenilo, alquinilo, cicloalquilo,
heterccicloalgquilo, arilo ¢ hetercarilo:

R> es H, OH, alcaniloxi, alqueniloxi, alquiniloxi, O-arilo,
alcanilo, alquenilo, alquinilo o arilo;

R® es H, alcanilo, algquenilo, algquinilo, ciclecalquilo,
heterocicloalguilo, arilo, heterocarilo, aralquilo, al-
caniloxialcanilo, alcaniloxialquenilo, alcaniloxialqui-
nilo, algueniloxialcanilo, alqueniloxialquenilo, alque-
niloxialguinilo, alquiniloxialcanileo, alquiniloxialque-
nilo, alquiniloxialguinilo, acilmetilo, (aciloxi)al-
canilo, {aciloxi)alquenilo, (aciloxi)alquinilo, {aci-
loxiYalcanildiéster no simétrico, {(aciloxi)alquenil-
diéster no simétrico , (aciloxi)alquinildiéster no
simétrico, o dialcanilfosfato, dialgquenilfosfato o
dialguinilfosfato;

R’ es H, OH, alcanilo, alquenilo, alquinilo, arilo, alca-
niloxi, alqueniloxi, alquiniloxi, -C-arilo, cicloal-
quilo,  Theterocicloalquilo, ¢ =C-cicloalquilo, -0-
heterociclcalquilo;

R® es hidrégeno, alcanilo, alquenilo o alquinilo;

E es un grupo alcanile, alguenilo, algquinilo, arilo,

hetercarilo, heterocicloalquilec o cicloalquilo o© un



sistema de anillos fusicnado biciclico o triciclico
donde un anillo fenilo estd fusionado a uno o dos ani-
llos cicloalquilo o heterocicloalquilo monociclicos o
un anillo ciclcalquilo o heterocicloalquilo biciclico,
o donde dos anillos fenilo estan fusionados a un ani-
llo cicloalquilo o heterocicloalquilc monociclico,
donde los anillos cicloalquilo y heterocicloalquilo
monociclicos y biciclicos son como se definen en la
presente, y donde todos los grupos mencionados pueden
estar opcionalmente sustituidos con uno o mas sustitu-
yentes R’

Y es hidrégeno, haldgenc, haloalcanilo, haloalquenilo,

haloalquinilo, halocalcaniloxi, haloalqueniloxi, halo-
alguiniloxi, alcanilo, alquenilo, algquinilo, arilo,
heteroarilo, heterocicloalquilo o ciclecalquilo o wun
sistema de anillos fusionade biciclico o triciclico
donde un anillc fenilc estd fusionado a uno o dos ani-
llos ciclecalquilo o heterocicloalquilo monociclicos o
un anillo cicloalquilo o heterocicloalguilo biciclico,
o donde dos anillos fenilo estdn fusionados a un ani-

1lo cicloalquilo o heterocicloalquileo monocciclico, vy

donde todos los grupos mencionados pueden estar opcio-
nalmente sustituidos con uno o mas sustituyentes R, o

Y es
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R2

Z'I

donde R', X, &, Z!', 2%, R®, R?}, E yv p son como se definen en

la presente;

m

n

e5

es

es

es

es

es

es

0 o 1;
0 o 1;
0 o 1;
C o 1;
0 o 1;
entre 0y 2; y

entre ¢ y 3;

En otra realizacién preferida, la presente invencién

se relaciona con un compuestc de fédrmula I, donde

A

es un anillo hidrocarbecnado aromatico o no aromatico de

5 o 6 miembros donde opcionalmente uno o mas de los

atomos de carbono se reemplazan por un grupo X, donde X

se

selecciona en forma independiente entre el grupo que

consiste en S, 0O, N, NR', S0, y SO;

es

es

es

es

en

NH

0, S, S0, NR*, o CH;
0, S, o NR%;

0, 8, o NR%

forma independiente representa H, haldgeno, halocal-

canilo, haloalquenilo, haloalquinilo, haloalcaniloxi,



haloalgueniloxi, haloalquiniloxi, -COR™', -S0sH, -OH, -
CONR*R™ ", -CR™ "0, -SO0,-NR*R"", -NO,, -S0;~R"°, =-SO-R*, -
CN, alcaniloxi, alqueniloxi, alquiniloxi, alcaniltio,
alqueniltio, alquinilitio, arilo, -NR''-C0;-R°, -NR''-
CO-R*, =-NR" ' -S0;-R°, =-0-CO-R*, -0-C03-R*, -0O-CO-NR*R'";
cicloalquilo, heterocicloalquilo, alcanilamino, alque-
nilamino, alquinilamino, hidroxialcanilamino,
hidreoxialquenilamino, hidroxialquinilamino, =-SH, hete-
roarilo, alcanilo, alquenilo o alguinilo;

R* en forma independiente representa H, alcanilo, alqueni-
lo, alquinilo, ciclealquilo, heterocicloalquilo, amino-
alcanilo, aminoalguenilec, aminocalquinile, alcaniloxi,
alqueniloxi, alquiniloxi, -OH, =-SH, alcaniltio, alque- .
niltio, alquiniltio, hidroxialcanilo, hidroxialquenilo,
hidroxialguinilo, haloalcanilo, haloalguenilo, halocal-
quinilo, halcalcaniloxi, halcalqueniloxi, haloalquini-
loxi, arilo ¢ heteroarilo;

R™ en forma independiente representa H, ~-COR™ 7, -
CONR™"R™ "7, -CR™ "0, -50,NR" 7, -NR" "~CO-haloalcanilo,
haloalgquenilo, haloalqgquinilo, ~-NO3, ~NR™ " -50,-
haloalcanilo, haloalquenilo, haloalguinilo, =NR”'-50;-
alcanilo, -NR''-S0Oz-alquenilo, -NR '=~S50;-alquinilo, =~ .
S0z-alcanilo, -S0;-alguenilc, =S0z;-alquinilo, -NR' ™ -CO-
alcanile, -NR' -CO-alquenilo, -NR '-CO-alguinilo, -CN,
alcanilo, alquenileo, alquinilec, cicloalquilo, heteroci-
cleoalquilo, aminoalcanilo, aminocalquenilo, aminoalqui-

nilo, alcanilamino, algquenilamino, alguinilamino, alca-
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niloxi, alqueniloxi, alquiniloxi, - cicloalquiloxi, -
OH, -8H, alcaniltio, alqueniltio, alguiniltio,
hidroxialcanilo, hidroxialgquenilo, hidroxialquinilo,
hidroxialcanilamino, hidroxialquenilamino, hidroxial-
quinilamino, haldégeno, halocalcanilo, haloalquenilo,
haloalquinilec, haloalcaniloxi, haloalqueniloxi, haloal-

quiniloxi, arilo, aralquilo o heteroarilo;

“en forma independiente representa hidrégenc, halocalca-

nilo, halocalguenilo, halocalquinilo, hidroxialcanilo,
hidroxialquenilo, hidroxialqguinilo, alcanilo, alqueni-
lo, algquinilo, ciclcalguilo, heterocicloalquilo, arilo,
hetercarile, amincalcanilo, aminoalguenilo o aminoal-
quinilo
en forma independiente representa H o alcanilo

es H o OR®, NHR’, NR'OR’;

o R?® junto con el &tomo de nitrégeno que se une a R®
forma un anillo heterociclico de entre 5 y 7 miembros,
preferentemente de entre 5 y 6 miembros donde R? es -

[CHz]s v R® se encuentra ausente;

R* es H, alcanilo, alquenilo, alguinilo, cicloalguilo,

heterocicloalguilo, arileo, alcaniloxi, algueniloxi, ail-
quinilexi, -0-arilo; -0O-cicloalqguilo, -0-heteroci-
cloalquilo, haldgeno, aminoalcanilo, aminoalquenilo,
aminoalquinilo, alcanilamino, alguenilamine, algquinila-
mino, hidroxilamino, hidroxilélcanilo, hidroxilalqueni-
lo, hidroxilalquinilo, haloalcaniloxi, halocalqueniloxi,

haloalgquiniloxi, hetercarilo, alcaniltio, alqueniltio,

QP



alquiniltio, ~S-arilo; -S-cicloalquilo, -5-
heterocicloalquilo, aralquilo, haloazlcanilo, haloalque-

nilo o halcalquinilo:

R* es H, alcanilo, alguenilo, alquinilo, cicloalquilo,

heterocicloalquilo, arilo o hetercarilo;

es H, OH, alcaniloxi, alqueniloxi, alquiniloxi, ©O-
arilo, alcanilc, alquenilo, alguinilo o arilo;

es H, alcanile, alquenilo, alquinilo, <c¢icloalquilo,
heterocicloalquilo, arilo, hetercarileo, aralquilo, al-
caniloxialcanilo, alcaniloxialquenilo, alcaniloxialgui=-
nilo, alqueniloxialcanilo, alqueniloxialquenilo, alque-

niloxialquinilo, alquiniloxialcanilo, alguiniloxialque-

nilo, alquiniloxialquinilo, acilmetilo, (aciloxi)alca-
nilo, (aciloxi)alquenilo, (aciloxi)alquinilo, {(acilo-
xiYalcanildiéster no simétrico, (aciloxi)algquenil-
diéster no simétrico , (aciloxi)alquinildiéster no
simétriceo, o0 dialcanilfosfato, dialquenilfosfato o
dialgquinilfosfato;

R" es H, OH, alcanilo, alquenilo, alquinilo, arilo, alcani-

loxi, alqueniloxi, alquiniloxi, -C-arilo, cicloalquile,
heterocicloalquilo, o -0O-cicloalquilo, -O-heteroci-
clealquilo;

es hidrdgeno, alcanile, alguenilo o alquinilo;

es un grupo alcanilo, alquen;lo, alquinilo, arilo,
heteroarilo, heterocicloalquilo o© cicloalquilo ¢ un
sistema de anillos fusionade biciclico o© triciclico

donde un anillo fenilo estid fusionado a uno o dos ani-
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lios cicloalquilo o heterocicloalquilo monociclicos ©
un anillo c¢icloalguilo o heterocicloalquilo biciclico,
o donde dos anillos fenilo estan fusionados a un anillo
cicloalquilo o hetercocicloalquilo monociclico, donde
los anillos cicloalguilo y heterocicloalquilo mono-
cicliceos y biciclicos son como se definen en la presen-
te, y donde todos los grupos mencionados pueden estar
opcionalmente sustituidos con uno © mas sustituyentes
R

Y es hidrdgeno, haldgeno, halcalcanilo, haloalquenilo,
haloalguinilo, haloalcaniloxi, haloalqueniloxi, halocal-
quiniloxi, alcanilo, alquenilo, alguinilo, arilo, hete-
roarilo, heterocicloaigquilo o ciclecalquilo o un sistema
de anillos fusionado bkiciclico ¢ triciclico donde un
anillo fenilo esta fusionado a uno o dos anillos ciclo-
alquilo o heterocicloalquilco monociclicos © un anillo
cicloalquilo o heterocicloalquilo biciclico, ¢ donde
dos anilleos fenilo estan fusionados a un anillo ciclo-
alquilo ¢ heterociclecalguilo monociclico, y donde todos
los grupos mencionados pueden estar opcionalmente sus-
tituidos con uno o mas sustituyentes R, o Y es

ZZ
el
L N P

TN

R,

RB

Z'I

donde RY, X, &, Z', 2%, R® R? E y p son como se definen en



la presente;

m es 0 o 1;
n es 0 o 1;
P es 0 o 1;

q es 0 o 1;

r 1;
s es entre Q0 y 2; vy
t es entre 0 y 3;

En otra realizacidn preferida, la presente inven-

cidén se relaciona con un compuesto de férmula I, donde
A es un anillo hidrocarbonadoc aromatico o no aromdtico de
5 o & miembros donde opcionalmente uno o mas de los
Atomos de carbono se reemplazan por un grupo X, donde X
se selecciona en forma independiente entre el grupo que

consiste en S, 0, N, NR', 50, vy S0;

L es una unidén simple o NH
D es O
7} es O
A es O

R' en forma independiente representa H, haldgeno, haloal-
canilo, , halocalcanilexi, =COR" ", -0H, =CN, alcani-
loxi, cicloalquilo, heterocicloalquile, alcanilamino,
heteroarilo, alcanilo,;

R* en forma independiente representa H, alcanilo, R’ en
forma independiente representa H, cicloalquilo,
hidroxialcanilo, halégeno, halocalcanilo, halcalcani-

loxi,
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R°" en forma independiente representa hidrégeno, alcanilo

R? es H o ORS,

R? es H,

R’ es H, alcanilo, , cicloalquilo,
R® es H, alcanilo,

R® es hidrodégeno, alcanilo,

E es un grupo alcanilo, arilo, heteroarilo, hetercciclo-
alquilo o cicloalquilo, donde todos los grupos mencio-
nados pueden estar opcionalmente sustituidos con uno o
mas sustituyentes R’

Y es arilo, hetercarilo, heterocicloalguilo o cicloal-
gquilo donde todos los grupos mencionados pueden estar

opcionalmente sustituidos con uno o mas sustituyentes

R,
m es 0 o 1;
n es 0 o 1;

of es 0 o 1;

r es 0 o 1;
y
t es 0 o 1;

un grupo alcanilo, salvo que se especifique lo contrario,
denota un C;-Cg-alcanilo de cadena lineal o ramificada, pre-
ferentemente una cadena lineal o ramificada entre uno vy
cinco &atomos de carbono; un grupo alquenilo, salvo gue se
especifigue lo contrario, denota un grupo C,-Cg-algquenilo de
cadena lineal ¢ ramificada que comprende unc © mas enlaces

dobles carbono-carbono y gque ademas puede comprender uno o



mas enlaces simples carbono~carbono dentro de su cadena
hidrocarbonada; un grupo alquinilo, salvo que se especifi-
que lo contrario, denota un grupo Cy(k—alquiﬁilo de cadena
lineal o ramificada que comprende uno o mds enlaces triples
carbono-carbono y que ademds puede comprender uno o mas en-
laces dobles y/o simples carbono-carbono dentro de su cadena
hidrocarbonada, donde los grupos alcanilo, alquenilo y al-
quinilo pueden estar opcionalmente sustituidos con uno o
més sustituyentes R®, preferentemente con haldgeno.

El residuo Ci1-Cg—alcanilo, Cz;-Cs—alquenilo ¥ Cr—Cs—
alquinilo puede seleccionarse preferentemente entre el grupo
que comprende —-CH;, ~CzHs, -CH=CH;, -C=CH, -C3H;, ~CH(CHi},, -
CH,-CH=CH;, -C(CH3)=CH,, ~CH=CH-CH;, -C=C-CH;, -CH,-C=CH, -
C4Hy, -CH>-CH(CH3)2, -CH(CHa)-CzHs, -~C(CHs}3, =-CsHi1, -CgHia, -
C(R®)3, -Cz(R%)s, -CH;C(R%)3, -C3(R%)7, =-CoHy~C(R%)3, ~CoHs-
CH=CH,, ~CH=CH-C3Hs, —CH=C {CH3) 2, ~CH;—CH=CH-CHj4, —CH=CH-
CH=CH,;, -C;H4-C=CH, -C=C-CyHs, -CH,-C=C-CH;, -C=C-CH=CH,, -

CH=CH-C=CH, -C=C-C=CH, -CyH,~CH(CH3),, -CH(CHj)-C3H7, -CHp-

CH(CHj3) -CzHs, -CH{CH3)-CH(CH3),, -CI(CHs3)2-CzHs, -CH;-C{CH3)a,
CsHg-CH=CH,, -CH=CH-C3H;, -C,H,~CH=CH-CHj3, -CH;-CH=CH-C,Hs;, -
CHz-CH=CH-CH=CHj;, ~-CH=CH-CH=CH-CH3, —CH=CH-CH,-CH=CH,, -
C (CH3) =CH-CH=CH;, -CH=C(CH3)-CH=CH;, -CH=CH-C{(CH;3)=CH;, ~CH,-
CH=C (CH3)2, =C(CHj)=C(CH3)z, -CiH¢-C=CH, =-C=C-C3H,;, -CyH,-C=C-
CH;, -CH;-C=C-C;Hs, -CH,-C=C-CH=CH;, -CH;-CH=CH-C=CH, =-CHjp-
C=C-C=CH, -C=C-CH=CH-CH3;, -CH=CH-C=C-CH;, -C=C-C=C-CH;, -~
C=C-CH,—-CH=CH;, -CH=CH-CH;-C=CH, -C=C-CH;-C=CH, -~C(CH3)=CH-

CH=CH;, —CH=C (CH3} -CH=CHg,, —-CH=CH-C (CH3) =CHj5, ~C (CH3) =CH-
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C=CH, -CH=C(CHs)~-C=CH, -C=C-C(CHj3)=CHjp, -CiHz-CH({CH3z)z, -CzHq4-

CH(CH3)} -C3Hs, -CH(CH3)-CsHg, -CH;—CH{CH3)~C3Bs, -CH(CH:}~-CH;z-

CH{(CH3s)2, -—CH(CH3)-CH(CHs)-CyHs, -CHy-CH(CH3)-CH(CH3)2, -CH:—

C(CH3) 2-CzHs, =-C(CH3),-C3H;, -C(CHj3),-CH(CH3)2, -CzHq~C{CH3}3, -

CH (CH3)-C(CH3)3, -C4Hg-CH=CH;, -CH=CH-C4Hg, -C3H¢-CH=CH-CHi, -

CH,-CH=CH-C3H;, -C,H4~CH=CH-C3Hs, -CH,—C(CH3)=C(CH3s}z, —CaHs-

CH=C(CH3),, -C4Hg—C=CH, -C=C~C4Hg, -C3H¢—C=C-CHj;, ~—CH,-C=C-

C3H7, -C3H4-C=C-C;Hs, donde en todos los grupos mencionados,

uno © mas de los dtomos de hidrdgeno pueden reemplazarse

por un Sustituyente R®, preferentemente con haldgeno;

R’ en forma independiente representa H, -CO,R'%, -CONR!’R!?,
CrR'®0, -SO;NR'®, -NR'®-CO-halcalcanilo, haloalquenilo,
haloalquinilc, -NOj, -NR!?-50,-haloalcanilo, halocalgueni-
lo, haloalquinilo, -NR*-350,-alcanilo, -NR'?-50,-
alquenilo, -NR**-50,-alquinilo, -S0z-alquilo, -50,-
alquenilo, -S0z-alquinilo, —NRN—CO—alcanilo, -NR'%-CO-
alquenilo, -NR'®-CO-algquinilo, -CN, alcanilo, alguenilo,
alquinilo, ciclcalquilo, heterocicloalquile, amincalca-
nilo, aminoalgquenilo, aminocalgquinilo, alcanilamino, al-
gquenilamino, alguinilamine, alcaniloxi, algueniloxi,
alquiniloxi, cicloalquiloxi, -0H, -SH, alcaniltio, al-
queniltio, alquiniltio, hidroxialcanilo, hidroxialque-
nilo, hidroxialgquinilo, hidroxialcanilamino, hidroxial-
quenilamino, hidroxialguinilamine, haldgeno, haloalca-
nilo, haloalguenilo, halcalquinilo, haloalcaniloxi,
haloalqueniloxi, haloalquiniloxi, arile, aralquilo o

heteroarilo;



R!® en forma independiente representa hidrégeno, haloalcani-
lo, halcalquenile, haloalquinilo, hidroxialcanilo, hi-
droxialquenilo, hidroxialquinilo, alcanilo, alquenilo,
alquinilo, cicloalquilo, heterocicloalquilo, arilo, he-
teroarilo, amincalcanileo, aminoalquenilo o aminoalqui-
nilo

R'! en forma independiente representa H o alcanilo

un grupo cicloalquile denota un anillo hidrocarbonado no

aromatico monociclico que contiene entre tres y ocho atomos

de carbono, preferentemente entre cuatro y ocho &tomos de
carbono, o un sistema de anillos hidrocarbonatos no aroma-
ticos biciclico que contiene entre siete y diez atomos de
carbono, preferentemente entre ocho y diez atomos de carbo-
no, donde el grupc cicleoalquilo comprende opcionalmente uno
© mas enlaces dobles, y donde el grupo ciclcalquilo esté
opcionalmente sustituido con uno o mas residuos R’ como se
ha definido, y donde en el grupo cicloalquilo uno o dos
grupos metileno no consecutivos pueden reemplazarse por un
grupo C=0 o C=NR’; los ejemplos no limitantes de grupo ci-
cloalquilo son ciclopropanilo, ciclobutanilo, ciclopentani-
lo, ciclohexanilo, cicloheptanilo y ciclooctanilo, prefe-
rentemente ciclopentanileo, ciclohexanilo o cicloheptaniio,
donde en los grupos mencionados opcionalmente uno o mas de
los &tomos de hidrégeno se reemplazan por un residuo R? co-
mo se ha definido;

un grupo heterocicloalquilo denota anillo hidrocarbonado

no aromdtice monociclico que contiene entre tres y ocho
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atomos de carbono, preferentemente entre cuatro y oche ato-
rnos de carbono, o un sistema de anillos hidrocarbonados no
aromaticos biciclico que contiene entre siete y diez atomos
de carbono, preferentemente entre ocho y diez &tomos de
carbono, donde en el grupo heterocicloalquilo uno © mas de
los atomos de carbono de del anillo o sistema de anillos
hidrocarbonado se reemplaza por un grupo seleccionado entre
el grupo que comprende -N(R')-, -0-, -S-, -S(0)-, =-5(0)s-;
donde el grupo heterocicloalguilo comprende opcionalmente
uno © mas enlaces dobles, y donde el grupo heterocicloal-
quilc estd opcionalmente sustituide con uno o mas residuos
R’ como se ha definido, y donde en el grupo heterocicleoal-
quilo uno o decs grupos metileno pueden reemplazarse por un
grupo C=0 o C=NR’; los ejemplos no limitantes de grupos
heterocicloalquilo son azepan-1-ilo, piperidinilc, en parti-
cular piperidin-1-ilo y piperidin-4-ilo, piperazinilo, en
particular N-piperazinilec y l-alquilpiperazin-4-ilo, morfo-
lina-4-ilo, tetrahidrofuranilo, tetrahidrotienilo, pirroli-
dinilo, tetrahidropiranilo, tetrahidrotiofen, sulfolanilo,
sulfolenilo, oxazolinile, isoxazolinilo, oxazolidinilo, oxa-
zolidinon-ilo, donde en los grupos mencionados opcionalmen-
te uno ¢ mas de los &tomos de hidrdgeno se reemplazan por
un residuo R® como se ha definido;

un grupo alcaniloxi, algqueniloxi ¢ alguiniloxi dencta un
grupo -0-alcanilo, -0O-alguenilo o =-0-alquinilo, donde el
grupo alcanilo, alquenilo o alquinilo es como se ha defini-

do; el grupo alcaniloxi es preferentemente un grupo metoxi,



etoxi, isopropoxi, t-butoxi o pentoxi;

un grupo alcaniltio, alqueniltio o alguiniltio denota un
grupo -S-alcanilo, -S-alquenile o =-S-alquinilo, donde el
grupo alcanilo, alquenilo o alquinilo es como se ha defini-
do.

un grupo haloalcanilo, haloalquenilo o halcalquinilo denota
un grupo alcanilo, alguenilec o alguinilc que estd sustitui-
do con entre uno y cinco atomos de haldgeno, donde el grupo
alcanilo, alquenilo o alquinilo es como se ha definido; el
grupc halcalcanilo es preferentemente un grupo -C{(R'%);, , -
Cz (RY)5, —CHp=C(R'?)3, -CH,=C(R'®)3, -CH(CH»(R'))};, -C3(RY); o

-C;H-C(R')3, donde cada aparicién de R!Y? puede ser igual o

diferente y cada R se selecciona en forma independiente
entre F, Cl, Br ¢ I, preferentemente F;

un grupo hidroxialcanilo, hidroxialquenilo o hidroxialgui-
nilo, denota un grupo HO-alcanilo, HO-alquenilo o HO-
alquinilo, donde el grupo alcanilo, algquenilec o alguinilo
es como se ha definido;

un grupo haloalcaniloxi, haloalqueniloxi o halcalquiniloxi
denota un grupo alcaniloxi, alqueniloxi o alquiniloxi que
estd sustituido con entre uno y cinco &atomos de halégeno,
donde el grupo alcanilo, alquenilo o alquinilo es como se
ha definido; el grupo haloalcaniloxi, halocalqueniloxi o
haloalquiniloxi es preferentemente un grupo -0C{R!?);,
0C» (R*¥)5, -OCH,-C(R'¥)3, -OCH{CH;(R'¥)),, -0C3(R'}; o =-OCzH,s-
C(R'?); donde cada aparicién de R puede ser igual o dife-

¢

rente y cada R!? se selecciona en forma independiente entre
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F, Cl, Br o I, preferentemente F;

un grupo cicloalquiloxi denota un grupo -O-cicloalquilo; el
grupo cicloalquiniloxi es preferentemente ciclopropoxi, c¢i-
clobutoxi y ciclopentoxi

un grupo hidroxialcanilamino, hidroxialgquenilamino o hidro-
xialguinilaminoe denota un grupo (HO-alcanil)z-N-, {HO-
alquenil)-N- o {HO-alguinil),~N-o HO-alcanil-NARH-, HO-
alquenil-NHE- o HO-alquinil-NH-, donde el grupo alcanilo,
alquenilo o alquinilo es como se ha definido;

un grupo alcanilamino, alquenilamino o alquinilamino denota
un grupo HN-alcanilo, HN-alguenilo o HN-algquinilo o N-
dialcanilo, N-dialquenilo o N-dialquinilo, donde el grupo
alcanilo, alquenilo o alguinilo es como se ha definido;

un grupe haldégeno es cloro, bromo, fluor o yodc, donde se
prefiere flior;

un grupo arilo preferentemente dencta un grupo hidrocarbo-
nado aromatico monociclico, biciclico o triciclico, prefe-
rentemente monociclico con entre seis y quince Atomos de
carbono, donde el grupo arilo estd opcionalmente sustituido
con uno o mas sustituyentes R’, donde R° es como se ha de-
finido; el grupc arilo es preferentemente~o~CgHy—R*, -m-—
C¢Hs~R', -p-Ce¢H4-R’, o fenilo, 1-naftilo, Z2Z-naftilc, antra-
cenilc, en particular l-antracenilo y 2-antracenilo que
puede estar opcionalmente sustituido con uno o méds R’, mas
preferentemente un grupo fenilo, -0-CgH4-R*, -m-CgH;~R", -p-
CgHs—R™;

un grupo hetercarilo denota un grupo hidrocarbonado aroma-



tico de 5 miembros donde al menos uno de los a&tomos de car-
bono se reemplaza por un hetercatomo seleccionadoe entre 0O,
N, 8§, o un grupo hidrocarbonado aromdtico de 6 miembros
donde al menos uno de los &tomos de carbono se reemplaza
por un atomo de N, S, y donde el grupo hidrocarbonado
aromatico monociclico de 5 o 6 miembros estid opcionalmente
fusiconade a otro anillo hidrocarbonado aromatico o no
aromédtico de entre 5 y 7 miembros, preferentemente de 5 o 6
miembros, donde en el anillo hidrocarbonado aromdtico o no
aromdtico monociclico adicional uno o mas, preferentemente
uno o dos atomos de carbono pueden reemplazarse por un
heteroatomo seleccionado entre O, N, S; los ejemplos no li-
mitantes de grupos heteroarilo son tiazol-2-ilo, tiaéol—4-
ilo, tiazol-5-ilo, isotiazol-3-ile, isctiazol-4-ilo, iso-
tiazol-5-ilo, 1,2,4-oxadiazocl-3-ilo, 1,2,4-oxadiazol-5-1il0,
1,2,4-tiadiazol-3-1l0, 1,2,4-tiadiazol-5-1lo, 1,2,5-
oxadiazol-3-ilo, 1,2,5-oxadiazol-4-ilo, 1,2,5~tiadiazol-3-
ilo, 1l-imidazolile, 2-imidazelilo, 1,2,5-tiadiazol-4-ilo,
4-imidazolilo, 1l-pirrolilo, 2-pirrclilo, 3-pirrolile, 2-
furanilo, 3-furanilo, 2-tienilo, 3-tienilo, 2-piridilo, 3-
piridilo, 4-piridilo, 2-pirimidinile, 4-pirimidinile, 5-
pirimidinilo, 3-piridazinilo, 4-piridazinilo, 2-pirazinilo,
1-pirazolile, 3-pirazclilo, 4-pirazolilo, 1H-tetrazol-2-
ilo, 1H-tetrazol-3-ilo, tetrazolilo, indolilo, indolinilo,
benzeo[b]furanilo, benzofbltiofenilo, bencimidazolilo, ben-
zotiazolilo, quinazolinilo, quinoxazolinilo, o preferente-

mente quinolinilo, tetrahidroquinelinilo, isoquinolinilo,




35

tetrahidroisoquinolinile; el grupo heterocarilo puede estar
opcionalmente sustituido con uno © mas sustituyentes RZ,
donde R® es como se ha definido; los expertos en la materia
reconoceran dque en la definicién dada el reemplazo de un
“atomo de carbcno” por un heteroatomo incluye cualquier
atomo de hidrdgeno unido a dicho &tomo de carbono:

un grupo aralquilc denota un grupo arilo como se ha defini-
do que estd unideo a la molécula de la presente invencién a
través de un puente alcanilo, alquenilo o algquinilo, donde
alcanilo, alguenilo ¢ alquinilo es como se ha definido; los
grupos aralquilo preferidos son -CHy-C4Hs (bencilo), -~CHp~-
CH;-CgHs (feniletilo), -CH=CH-CgHs, —-C=C-CgHs, =-0-CH,;-CgHs-R’,
-m-CHy-C¢Hy~R", -p-CHy;-C¢H4~R'; el grupo aralgquilo puede es-
tar opciocnalmente sustituido sobre la porcion arilo y/o al-
canilo, algquenilo o alquinilo con uno o maAs sustituyentes
R?, donde R® es como se ha definido.

El significado de E incluye grupos alcanilo, alquenilo o
alquinilo opcionalmente sustituidos con uno © méds sustitu-
yentes R®, donde alcanilo alquenilo o alguinilo es como se
ha definido y el significado de E ademds incluye un grupo
cicloalquilo opcionalmente sustituido con uno o mas susti-
tuyentes R® como por ejemplo ciclopropilo, ciclobutilo, ci-
clopentilo, ciclohexilo, cicloheptilo, ciclooctilo o grupos
aromaticos carbociclicos como por ejemploc fenilo, 1-
naftilo, 2-naftilo, antracenilo, en particular 1-
antracenilo y Z2-antracenilo, y heterocaromidtices como por

ejemplo N-imidazolilo, 2-imidazeclilo, 2-tienilo, 3-tienilo,



Z2-furanilo, 3-furanilo, 2-piridilo, 3-piridilo, 4-piridilo,

2-pirimidilo, 4-pirimidilo, 2-piranilo, 3-piranilo, 4-
piranilo, 3-pirazolilo, 4-pirazolilo, 5-pirazolilo, 2-
pirazinilo, 2-tiazolilo, d~-tiazolilo, 5-tiazolilio, 2=

oxazolilo, 4-oxazolilo y 5-oxazeolilo. E también incluye
sistemas de anillos aromdticos policiclicos fusionados como
por ejemplo SH-tioxanten-10,10-diéxido en donde un anillo
carbociclico aromatico o anillo heteroarilo estd fusiocnado
a al mencs un anillo heteroarilo.

El significado de Y incluye hidrdégeno, haldgeno, alcani-
lo, alquenilo, alguinilo, cicloalquiloc o O-aralquilo, donde
todos 1los grupos mencionados pueden estar opcionalmente
sustituidos con uno o mas R’ como se define en la presente,
o de manera alternativa Y es E o -0-E, donde E es como se
define en la presente; en los grupos mencionados, ademas se
prefiere gue los sustituyentes R’ opcionales sean halédgeno.
Y tampbién puede ser

ZZ
e—
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donde A, X, R', R?, RY 2!, 22 vy p tienen el significado que
se ha definido.

DESCRIPCION BREVE DE LAS FIGURAS

l.Estructura del replicdén subgendmico del HCV de 1la

linea celular ET. El replicédn del HCV ET contiene el extre-
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mo 5’ del HCV (el sitio de ingreso al ribosoma interno del
HCV (IRES) y unos pocos de los primeros aminoacidos de la
proteina nuclear del HCV), que dirige la produccién de una
proteina de fusidn de luciferasa de luciérnaga (Luc), ubi-
quitina (Ubi) y neomicina fosfotransferasa (Neo®). Al cor-
tarse la ubiguitina, se liberan las proteinas Luc vy Neo®.
El elemento IRES del EMCV controla la traduccidn de las
proteinas estructurales del HCV NS3-NS5. La proteina NS3
corta la poliproteina del HCV para liberar las proteinas
NS3, NS4A, NS4B, NS5A y NS5B maduras, que son necesarias
para la replicacidn del HCV. En el extremo 3’ del replicén
se halla la NTR 3’ auténtica del HCV. Las localizaciones de
las tres mutaciones adaptativas para realizar el cultivo
celular se indican con flechas (referencia 1).

En la invencidén también se provee una composicidn far-
macéutica que comprende un compuesto de férmula (I), en una
forma libre o en forma de sales farmacéuticamente acepta-
bles o de derivados funcioconales desde el punto de vista fi-
siclégico, en combinacidén con un diluyente o un vehiculo
farmacéuticamente aceptable.

El término "“derivado funcional desde el punto de vista
fisiolégico”, como se lo usa en la presente documentacidn,
hace referencia a compuestos gue no presentan actividad
farmacéutica por si solos, sino gue son transformados en
las formas con actividad farmacéutica respectivas in vivo,
es decir, en el sujeto en el que se administra el compues-

to. Los ejemplos de derivados funcionales desde el punto de



vista fisioldgico incluyen prodrogas como las que se des-
cribirdn mas adelante en la presente solicitud.

Como se la usa en la presente documentacidn, una prodro-
ga es un derivado de una sustancia que, después de la admi-
nistracidén, es metabolizade in vivo, por ejemplo, por
hidrdlisis o debido al procesamiento por parte de una enzi-
ma, para obtener un metabolito activo. Las prodrogas abar-
can aquellos compuestos donde uno o mas de los grupos qui-
micos de dicha sustancia han sido modificados por medios
quimicos, donde dichas modificaciones incluyen, por ejem-
plo, derivados de éster, fosfato o sulfato de los grupos
hidroxilo, derivados de éster o amida de los grupos car-
boxilicos, derivados de imina, amida ¢ urea de los grupos
amino, y semejantes.

Mas aun, los compuestos y las composiciones de acuerdo
cen la presente invencién pueden usarse preferiblemente
cuando los pacientes estdn infectados por dos virus dife-
rentes o cuando sufren infecciones virales y enfermedades
inflamatorias o autoinmunes.

Realizaciones especificas

En algunas realizaciones A es un anillo hidrocarbonado
arcmatico de 5 miembros donde uno o mas, preferentemente
uno o dos de los atomos de carbono se reemplazan por un
grupo X, donde X se selecciona en forma independiente entre
el grupo que consiste en S, O, N o NR'.

En algunas realizaciones A se selecciona entre el grupo

que comprende:
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donde R' y R* son como se han definido.

En algunas realizaciones A es un anillo hidrocarbona-
do aromatico de 6 miembros donde uno o més, preferentemente
uno o dos de los &atomos de carbonc se reemplazan por un
grupo X, donde X se selecciona en forma independiente entre
el grupo que consiste en S, 0 o N,

En algunas realizaciones A se selecciona entre el

grupo dque comprende:
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donde R' y R* son como se han definido.

En algunas realizaciones R!' es H, OH, alcanilo, cicloal-
quilo, haldgeno, haloalcanilo CO;H o SOsH o tetrazol.

En algunas realizaciones R? es OH, NH,, NHOH, NHR’, NR'OR’
o OR®.

En algunas realizaciones R® es benzoiloximetilo, isobu-
tiriloximetilo, 4-amino-butiriloximetilo, butiriloximetilo,
1-(butiriloxij)etilo, 1-(butiriloxi)-2,2-dimetilpropile, 1-
dietilfosfoncoxietilo, 2-(2-metoxietoxi)-acetiloximetilo,
p-aminobenzoilmetilo, nicotiniloximetilo, pivaliloximetilo,
glutariloximetilo, [2-(2-metoxietoxi)etoxi]-

acetiloximetilo, 2-(morfolina-4-il)-etilo, l-dietil-



fosfonooximetilo.

En algunas realizaciones R® es H, alcanilo, alquenilo,
alquinilo, cicloalgquilo, arilo, alcaniloxi, alqueniloxi,
alquiniloxi, O-arilo; O-cicloalquilo, halégeno, aminoalca-
nilo, aminoalquenilo, amincalquinilo, akanilamino, alqueni-
lamino, alquinilamino, hidroxilamino, halocalcanilo, haloal-
quenilo, haloalguinilo, hidreoxilalcanilo, hidreoxilalqueni-
lo, hidroxilalquinilo, halcalcaniloxi, haloalqueniloxi,
haloalgquiniloxi, heteroarilo, alcaniltio, alqueniltio, al-
quiniltio, S-arilo; S-cicloalquilo, aralquilo, preferente-
mente H.

En algunas realizaciones R® es H, alcanile, alquenilo,
alquinilo, cicloalquilo, arilo o heteroarilo, preferente-
mente H.

En algunas realizacicnes R® es H o alcaniio, alguenilc,
alquinilo, preferentemente H o metilo.

En algunas realizaciones z'y Z°? son ambos O.

En algunas realizaciones Y es hidrdgeno, haldgeno, alca-
nilo, alquenilo, alquinilo, arilec, heteroarilo, cicloalqui-
lo, heterocicloalquilo o O-aralquilo, donde todos los gru-
pos mencionados pueden estar opcionalmente sustituidos con
uno o mas R? como se define en la presente, 0 de manera al-
ternativa Y es E ¢ -0-E, donde E es como se. define en la
presente; en los grupos mencionados, ademas se prefiere que
los sustituyentes opcionales R® sean halégenc. Y también

puede ser
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7
donde A, X, R', R?* R®, 2!, 2% y p tienen el significado que
se ha definido. Preferentemente Y es E como se define méas
adelante en la presente y mas preferentemente Y es fenilo
opcionalmente sustituido.

En algunas realizaciones, el sistema de anillos fusiona-
do biciclico o triciclico es un sistema de anillo biciclico
donde un anillo fenilo estd fusionado a un anillo cicleoal-
gquilo o heterocicloalquilo de 5 ¢© 6 miembros o de manera
alternativa un sistema de anillos triciclico donde dos ani-
llos fenilo estédn fusionados a un anilloc ciclealgquilo o
heterocicloalquilo de 5 o 6 miembros, donde en el sistema
de anillos triciclico preferentemente el anillo cicloalqui-
lo ¢ heterocicloalquilo de 5 o 6 miembros se ubica entre
los dos anillos fenilo, mas preferentemente el sistema de
anillos triciclico es 9H-tioxanten-10,10-diéxido, donde to-
dos los grupos mencionados estan opcionalmente sustituidos
con uno o mis sustituyentes R°.

En algunas realizaciones E es un grupo alquilo o ciclo-
algquilo, preferentemente seleccionado entre el grupo que
comprende metilo, etilo, propilo, butilo, ciclopropilo, ci-
clobutiio, ciclopentilo, ciclohexilo, cicloheptilo o ciclo-

octilo, donde todos los grupos mencionados estén opcional-



mente sustituidos con uno o mas sustituyentes R’.

En algunas realizaciones E es un grupo arilo o heteroa-
rilo seleccionado entre el grupo que comprende fenilo, 1-
naftilo, 2-naftilo, antracenilo, en particular 1-
antracenilo y 2-antracenile, N-imidazolilo, 2-imidazolilo,
Z-tienilo, 3-tienilo, 2-furanilo, 3-furanilo, 2-piridilo,

3-piridilo, 4-piridilo, 2-pirimidilo, 4-pirimidile, 2-

piranilo, 3-piranile, 4-piranilo, 3-pirazolilo, 4-
pirazolilo, b5-pirazolilo, 2-pirazinilo, 2-tiazolilo, 4~
tiazolilo, 5-tiazolilo, 2-oxazolilo, 4-oxazolilo y 5-

oxazolile, donde todos los grupos mencionédos estan opcio-
nalmente sustituidos con unc o mas sustituyentes R®,

En algunas realizaciones E es un sistema de anillos fu-
sionado biciclico o triciclico, gque estd opcionalmente sus-
tituido con uno o mé&s sustituyentes R, preferentemente un
grupo 9H-tioxanten-10,10~-diéxido, que estad opcionalmente
sustituido con uno ¢ mas sustituyentes R?.

En algunas realizaciones R? se selecciona entre el grupo
que comprende ciano, nitro, haldgeno, alcaniloxi, algueni-
loxi, alquiniloxi, cicloalguiloxi, halocalcanilo, halocalque-
nilo, halcalgquinilo, halecalcaniloxi, haloalqueniloxi, halo-
alguiniloxi, cicloalgquilo, hetreocicloalquilo, hetercarilc,
alcanilo, alquenilo, alquinilo o arilo, preferentemente R®
es Br, F, Cl, CF; OCFi;, -CN, ciclopropoxi, ciclobutoxi,
isopropoxi, etoxi o metoxi.

En algunas realizaciones el grupo heterocarilo se selec-

ciona entre el grupo gque comprende imidazolilo, tienilo,
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furanilo, piridilo, pirimidile, piranilo, pirazolilo, pira-
zinilo, tiazolilo, 1H-tetrazol-2-ilo, 1H-tetrazocl-3-ilo, o
oxazolilo.

En algunas realizaciones t es 0, 1 o 2.

En algunas realizacicnes s es 0 o 1.

En algunas realizaciones m = 1 y D es O, 3, 50, NRY, ©

CHz, .preferentemente S o O, mas preferentemente O.

En algunas realizaciones m 0.
En algunas realizaciones g = 0.
En algunas realizaciones n = 0.
En algunas realizaciones r es 0 o 1.

En algunas realizaciones L es una unidn simple.

En algunas realizaciones q = 1, m= 1 y n = 1, donde pre-

o

ferentemente D = O y/o R® =

En algunas realizaciones R® = H,

En algunas realizaciones A es ciclopenteno, tiofen, tia-
zicl o dihidrotiofeno.

En algunas realizaciones —(C=Zl)—R2 es COOH.

En algunas realizaciones R' = H.

En algunas realizaciones Y es hidrdégeno, haldgeno, halo-
alcanilo, halocalquenilo, halcalquinilo, haloalcaniloxi,
haloalgqueniloxi, haloalquinilexi, alcanilo, alguenilc, al-
quinilo, ciclcocalquilo o E, preferentemente ¥, CF;, 0OCF;, ©
fenilo, opcionalmente sustituide con unco © més sustituyen-
tes Rg, mas preferentemente fenilo, opcionalmente sustitui-
do con uno o mas F, Cl, metoxi, CF3, o OCFs_.

En algunas realizaciones g =1 vy n =00 1 ym=1y D



es preferentemente O.

En otra realizacidn particularmente preferida, en los
compuestos de foérmula (I), D=0 (por lo tanto m=1), n=0,
g=1l, t =1, 2'=0, 2?=0, y E es fenileno que no est& susti-
tuide o estd sustituido con Cl, F y/o CF30 OCF3, e Y es fe-~
nilo que de la misma manera no estd sustituido o estd sus-
tituido con Cl, F y/o CFj3, OCHis, OCHyCHs;, o OCF3, y A es un
anillo hidrocarbonado aromatico, donde un carbono se reem-
plaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de fbérmula (I), D=S (por lo tanto m=1), n=0,
g=1, t=1, 2'=0, Z°=0 (por lo tanto r=1), y E es fenileno que
no esta sustituido o estd sustituide con Cl, F y/o CF3 o
OCF3, e Y es fenilo que de la misma manera no estd susti-
tuido o esta sustituido con Cl, F y/o CF3 OCH;, OCH,CHi, o
OCF3, v A es un anille hidrocarbonade aromdtico, donde un
carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), D=0 (por lo tanto m=1l), R® es H
(por lo tanto n=1), g=1, t=1, 2z'=0, z%=0, Y E es fenileno
que no estd sustituido o estd sustituido con Cl, F y/o CF3o0
OCFa, & Y es fenilo que de la misma manera no estd susti-
tuldo o estd sustituido con Cl, F y/o CF;, OCH3;, OCH;CHs, o0
OCFa, v A es un anillo hidrocarbonado aromatico, donde un
carbono se reemplaza por Q.

En ctra realizacidn particularmente preferida, en los

compuestos de férmula (I), D=0 (por lo tanto m=1l), n=0,
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q=1, t = 1, 2'=0, z?=0, y E es fenileno que no estad susti-
tuido o estd sustituido con Cl, F y/o CF; 0 OCFi, e Y es fe-
nilo que de la misma manera no estd sustituido o estd sus-
tituido con Cl, F y/o CFs;, OCH;, OCE;CH;, o OCF;, y A es un
anillo hidrocarbonado aromatico, donde un carbono se reem-
plaza por O.

En otra realizacidn particularmente preferida, en los
compuestes de férmula (I), D=8 (por lo tanto m=1), n=0,
g=1, t=1, z'=0, Z°=0 (por lo tanto r=1), y E es fenileno que
ne estd sustituido o estd sustituido con Ci, [ y/o CF3 o
OCF;, e Y es fenilo que de la misma manera no estd susti-
tuido o estd sustituido con Cl, F y/o CFj3;, OCH,;, OCH;CHj;,0
OCFs, y A es un anillo hidrocarbonado aroméatico, donde un
carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de fdérmula (I), D=0 (por lo tanto m=1l}, n=0,
g=1, t=1, z'=0, Z?=0, y E es fenileno que no estd sustituido
0o estd sustituido con Cl, F y/o CF3 o OCF3;, e Y es feniio
que de la misma manera no esta sustituido o esta sustituido
con Cl, F y/o CFs;, OCHi, OCH,CHs, o OCF3, vy A es un anillo
aromatico de cinco miembros, donde un &tomo de carbono se
reemplaza por O.

En otra realizacidon particularmente preferida, en los
compuestos de férmula (I), D=3 (por lo tanto m=1), n=0,
g=1, t=1, 2'=0, 2%=0, y E es fenileno que no estd sustituido
o estd sustituido con Cl, F y/o CF3; o OCFy, e Y es fenilo

que de la misma manera no esta sustituide o estd sustituido



con Cl, F y/o CF3, OCH3, OCH;CHs, o OCF3, y A es un anillo
aromético de cinco miembros donde un Atomo de carbono se
reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de fdérmula (I), D=0 (por lo tanto m=1), n=0,
q=1, t=1, z'=0, 2%°=0, y E es fenileno que no estéd sustituido
0 esta sustituido con Cl, F y/o CF; o OCF3, e Y es fenilo
que de la misma manera no estd sustituide o estd sustituido
con Cl, F y/o CFs3, OCHs;, OCH,CH3, o OCF3;, y A es un anillo
aromdtico de cinco miembros, donde un atomo de carbono se
reemplaza por S.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I}, D=S (por lo tanto m=1), n=0,
gq=1, t=1, 2z'=0, 2°=0, y E es fenileno que no esta sustituido
0 estd sustituido con Cl, F y/o CF;, OCHi;, OCH,CHs, o OCF;, e
Y es fenilo que de la misma manera no estd sustituido o
estd sustituido con Cl, F y/o CF; 0 OCF;, y A es un anillo
aromadtico de cinco miembros, donde un Atomo de carbono se
reemplaza por S.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), 2'=0, 2Z°=0, g=0 o 1, t=2, E es
fenileno que no estd sustituido o estd sustituido con Cl, F
y/o CF3, OCHs, OCH2CH3, o OCF3, ¢ Y es fenilo que de la misma
manera no estd sustituideo ¢ estd sustituido con Cl, F y/o
CF; o OCF;, y R? junto con el atomo de nitrdégeno gue se une
a R® forman un anillo heterociclico de 6 miembros con la

condicién de que R? es -[CH;]s y R® se encuentra ausente; vy
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A es furano.

En otra realizacidén particularmente preferida, en los
compuestos de foérmula (1), 71=0, 2°=0, g=0 o 1, t=2, E es
fenileno que no estd sustituido o esta sustituido con Cl, F
y/o CF3;, OCH;, OCH,CHs, o OCF3, e Y es H o F, y R® junto con
el &tomo de nitrogeno que se une a R® forman un anillo
heterociclico de 6 miembros con la condicién de que R? es -
[CH2]le v R® se encuentra ausente; y A es furano.

En otra realizacién particularmente preferida, en los
compuestos de fdédrmula (I), L=enlace simple, 2l=0 {(por 1lo
tanto r=1}), 72°=0, q=0, t=1, R’=0H, R®= H y E es fenileno gque
no esta sustituido o estda sustituido preferentemente con
Cl, F y/o CFi;, OCH;3, OCH,CH3;, © OCF3;, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi;, OCHi, OCH2CHs, o OCF3, v & es un
anillo hidrocarbonado aromatice, donde un carbono se reem-
plaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), Z2=O, g=0, t=1, R2=OH, R®= g vy E es fenlleno que
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCHs, OCH;CH3, o OCF3;, e Y es fenilo que de la
misma manera no esta sustituido o estda sustituido preferen-
temente con Cl, F y/o CFi, OCHi, OCHyCH3, o OCF;, y A es un
anillo hidrocarbonado no aromaticeo, donde un carbono se re-
emplaza por S.

En otra realizacién particularmente preferida, en los



compuestos de férmula (I), L=enlace simple, 2Z*=0 (por lo
tante r=1), ZQ=O, g=0, t=1, R?=0H, R®= g y E es heterocarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH;, OCH,CH;, © OCF3;, e Y es fenilo que
de la misma manera no estd sustituido o estad sustituido
preferentemente con Cl, F y/o CF;, OCH;, OCH,CH3, o OCF;, vy A
es un anillo hidrocarbenado aromatico, donde un carbono se
reemplaza por S.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por 1lo
tanto r=1), 2°=0, g=0, t=1, R?=0H, R®= H y E es heterocarilo
que no esta sustituido o estd sustituidc preferentemente
con Cl, F y/o CFi3, OCHs;, OCH,CE;, o OCFi, e Y es fenilo que
de la misma manera no esta sustituido o estéd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCH,CH;, o QOCF3;, y A
es un aniilo hidrocarbonado no aromatico, donde un carbono
se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por 1lo
tanto r=1), Z%=0, g=0, t=1, R’=04, RP= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF;, OCHs, OCH;CHi, o OCF3;, & Y es heteroarile que
de la misma manera no estd sustituide o estd sustituido
preferentemente con Cl, F y/o CF3, OCHi, OCH,CH;, o OCFi, y A
es un anillo hnidrocarbonado aroméatico, donde un carbono se
reemplaza por S.

En otra realizacidén particularmente preferida, en 1los
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compuestos de fdérmula (I), L=enlace simple, z2'=0 (por lo
tanto r=1), 2?=0, g=0, t=1, R’=0H, R®= H y E es fenileno que
no estd sustituido © estd sustituido preferentemente con
Cl, F y/o CF3, OCH3, OCH;CH;, o OCFi3, e Y es hetercarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCHz, OCH:CH3;, o OCF3;, y A
es un anillo hidrocarbonado no aromdtico, donde un carbono
se reemplaza por 5.

En otra realizacidn particularmente preferida, en los

compuestecs de férmula (I), L=enlace simple, z21=0 (por 1lo

I

tanto r=1), 2%=0, g=0, t=1, R®=0H, R®= H y E es heteroarilo
que no estd sustituido o estéd sustituido preferentemente
con Cl, F y/o CF;, OCH;, OCH,CHs, o OCF;, e Y es heteroarilo
que de la misma manera no estda sustituido o esté sustituido
preferentemente con Cl, F y/o CF;, OCHi;, OCH.CH3, o OCFi, y A
es un anillo hidrocarbonado aromético, donde un carbonc se
reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, Z'=0 (por 1lo
tanto r=1), Z%=0, g=0, t=1, R?-0H, R%= H y E es heterocarilo
que no esta sustituide o esta sustituido preferentemente
con Cl, F y/o CF3, OCHi;, OCH»CHs, o OCFi;, e Y es heteroarilo
gue de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH;, OCH,CH;, o OCFi, y A
es un anillo hidrocarbonado no aromatico, donde un carbono

se reemplaza por S.

En otra realizacién particularmente preferida, en 1los



compuestos de férmula (I), L=enlace simple, 2'=0 {(por lo
tanto r=1), 2?0, q=0, t=1, R?=0H, R®= H y E es fenileno que
no estid sustituido o estd sustituide preferentemente con
Ci, F y/o CFa, OCHs, OCH,CHi, o OCF3;, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CF3, OCH3, OCH;CH:, o OCFs3, y A es un
anillo hidrocarbonado aromético.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 {(por lo
tanto r=1), 2’0, g=0, t=1, R’=OH, R®= H y E es fenileno que
no esta sustituide o esta sustituido preferentemente con
Cl, F y/o CFi, OCHj3, OCH;CH3, o OCF3;, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi, OCHs, OCH,CH3;, o OCF3;, y A es un
anillo hidrocarbonado no aromatico.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2z?=0, g=0, t=1, R*=OH, R%= H y E es heteroarilo
que no estd sustituide o estd sustituido preferentemente
con C1, F y/o CF3, OCH3, OCH:CH3, o OCFi, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCH,CHs, © OCF;, y A
es un anillo hidrocarbonade no aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, z2l=0 {por 1lo
tanto r=1), 2z?=0, g=0, t=1, R’=0H, R®= H y E es heterocarilo

gque no estd sustituido o estd sustituide preferentemente
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con Cl, F y/o CFi, OCHs, OCH,CH;, o OCF3;, e Y es fenilo que
de la misma manera no esta sustituido o© estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCH,CHi;, o OCF3, y A
es uh anillo hidrocarbonadoc aromdtico.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2?=0, g=0, t=1, R’=0H, R®’= H y E es fenilo que
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CFi, OCH;, OCH;CH3;, o OCF3;, e Y es hetercarilo que
de la misma manera no estd sustituide o estd sustituido
preferentemente con C1, F. y/o CFi, OCH3, OCH,CH;, o OCF3, y A
es un anilloc hidrocarbonadce no aromatico.

En otra realizacidn particularmente preferida, en 1los
compuestos de fdérmula (I), L=enlace simple, zl=0 (por lo
tanto f=1), 72=0, g=0, t=1, R?’=0H, R%= H y E es fenilo que
no estd sustituido o estd sustituvido preferentemente con
Cl, F y/o CFi, OCHi, CCH;CH;, o OCFi, e Y es heteroarilo'que
de la misma manera no estd sustituide ¢ estd sustituido
preferentemente con Cl, F y/o CFi, OCHi, OCH;CH;, o OCF3, vy A
es un anillo hidrocarbonado aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, zt=0 (por lo
tanto r=1), 2°=0, g=0, t=1, R?’=CH, R®= H y E es heteroarilo
que no estéd sustituido o estd sustituido preferentemente
con Cl, F y/o CF;3;, OCH;, OCH,CH;, o OCF;, e Y es hetercarilo
que de la misma manera nho estd sustituido o esta sustituido

preferentemente con Ci, F y/o CF;, OCH;, OCH;CHs, o OCFi;, y A



@es un anillo hidrocarbonado no aromatico.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2%°=0, g=0, t=1, R%’=OH, R®= H y E es heteroarilo
que no esta sustituido o estd sustituido preferentemente
cen Cl, F y/o CF;, OCH;, OCH,CH;, o OCFi, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH,CH;, o OCFs;, y A
es un aniilo hidrocarbonado aromatico.

En otra realizacibén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2z°=0, g=0, t=1, R’=OH, R®= H y E es fenileno que
no esta sustituido o estd sustituide preferentemente con
Cl, F y/o CF3, OCH3, OCHzCH3, o OCF3, e Y es fenilo gue de la
misma manera no estd sustituidec o estd sustituido preferen-
temente con Cl, F y/o CF3;, OCH3;, OCH.CH;, o OCF3, y A es un
anillo hidrocarbonade aromatico, donde un carbono se reem-
plaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2z°=0, g=0, t=1, R*=0H, R®= H y E es fenilenoc que
no esta sustituide o esté sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH:CH3, o OCFi, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi, OCHs;, OCHyCH;, o OCF3, y A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-

emplaza por O.
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En otra realizacidn particularmente preferida, en los
compuestes de férmula (I), L=enlace simple, z'=0 (por lo
tanto r=1), 2%=0, g=0, t=1, R*=0H, R®= H y E es hetercarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH3;, OCHzCHs, o OCF;, e Y es fenilo que
de la misma manera no estd sustituide o estd sustituido
preferentemente con Cl, F y/o CFs, OCHj, OCH,CH3, o OCF3;, y A
es un anillo hidrocarbonado aromatico, donde un carbonc se
reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2°=0, g=0, t=1, R*=0H, Rf= H y E es heteroarilo
gue no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFs, OCHi, OCH2CH3;, o OCF;, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH3;, OCH;CHi, o OCF;, y A
es un anillec hidrocarbonado no aromatico, donde un carbono
se reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de fdédrmula (I), L=enlace simple, z'=0 {por lo
tanto r=1), ZZ=O, g=0, t=1, R2=OH, Rf= H y E es fenileno que
no esta sustituido o¢© esta sustituide preferentemente con
Cl, F y/o CF3;, OCHi, OCH,CH;, o OCF3, e Y es heteroarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;3, OCH;, OCE;CH3, o OCF3;, y A
es un anillo hidrocarbonado aromatico, donde un carbono se

reemplaza por O,



En otra realizacidén particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, 2!'=0 (por lo
tanto r=1), 2°=0, qg=0, t=1, R?=0H, R°= H y E es fenileno que
ne esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3 OCHs, OCH»CHs, o OCF3, e Y es heteroarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCHis, OCHCH3;, o OCFi;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2z°=0, qg=0, t=1, R?=0H, R®= H y E es heteroarilo
que no esta sustituido o estéd sustituido preferentemente
con Cl, F y/o CFy, OCHs;, OCH,CH;, o OCFi, € Y es heteroarilo
que de la misma manera no_esté sustituido o estd sustituido
preferentemente con Cl, F y/o CFs;, OCHi, OCHCH3, o OCFs:, y A
es un anillo hidrocarbonado aromatico, donde un carbono se
reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, zl=0 (poxr lo
tanto r=1), 2°=0, g=0, t=1, R?=0H, R%< H y E es heteroarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCH;, OCHzCH3;, o OCF3, e Y es heterocarilo
que de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, ¥ y/o CF3, OCHz, OCHyCHi, ¢ OCFi;, y A
es un anille hidrocarbonade no aromatice, donde un carbono

se reemplaza por O.
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En otra realizacion particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 7%=0, g=0, t=1, R2=OH, R®= H y E es fenileno que
no estéd sustituido o estd sustituido preferentemente con
Cl, F y/o CFs, OCHs, OCH;CH3, o OCF3, e Y es fenilo que de la
misma manera no esta sustituido o estd sustituido preferen-
temente con Cl, F y/o CF;, OCHs;, OCH;CH;, o OCF3, y A es un
anillc hidrocarbonado aromaticce, donde un carbonoe se reem-
plaza por N.

En dtra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 72'=0 (por lo
tanto r=1), 2?=0, g=0, t=1, R°=0H, R®= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3;, OCH;, OCH,CH3;, o CCF;, e Y es fenilo que de la
misma manera no estd sustituido © esta sustituidoe preferen-
temente con Cl, F y/o CF3;, OCHs, OCH»CH3;, o OCF;, vy A es un
anillc hidrocarbonade no aromatico, donde un carbono se re-
emplaza por N.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, z'=0 {por lo
tanto r=1), 22=O, g=0, t=1, R?=0H, R®= H v E es heterocarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F yv/o CF3, OCH;, OCHpCH3, © OCFi, e Y es fenilo que
de l1la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFs, OCH;, OCH,CH3, o OCFi, y A
es un anillo hidrocarbonado aromatico, donde un carbono se

reemplaza por N.



En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2'=0 {(por lo
tanto r=1), 2°=0, g=0, t=1, R?=0H, R®= H y E es heterocarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFs;, OCHi3, OCHzCH3, o OCF3;, e Y es fenilo que
de la misma manera no estd sustituido ¢ estd sustituido
preferentemente con Cl, F y/o CFj3;, OCH3, OCH,CH3, © OCFj, v A
es un anillec hidrocarbonado no aromatico, donde un carbono
se reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2°=0 (por lo
tanto r=1), Z*=0, g=0, t=1, R%’=0H, R®= H y E es fenileno que
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, QOCH»CH3, o OCF3, e Y es heteroarilo que
de la misma manera no estd sustituide o estd sustituido
preferentemente con Cl, F y/o CF3;, OCHj, OCH;CHi;, o OCF3, y A
es un anille hidrocarbonado aromatico, donde un carbonoc se
reemplaza por N.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2'=0 (por 1lo
tanto r=1), 2°=0, g=0, t=1, R?=0H, R®= H y E es fenileno que
no estd sustituido o esta sustituido preferentemente con
Cl, F y/o CF3;, OQCH3, OCH,CHs, o OCF3, e Y es heteroarilo que
de la misma manera no estd sustituidc o estd sustituido
preferentemente con Cl, F y/o CFs;, OCHi, OCH2CH;, o OCF3, y A
es un anillo hidrocarbonado nco aromatico, donde un carbono

se reemplaza por N.
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En otra realizacién particularmente preferida, en los
compuestos de fdérmula (I), L=enlace simple, 2:=0 (por 1lo
tanto r=1), z2=0, g=0, t=1, R?=0H, R®= H y E es heterocariio
gue no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFs, OCHi, OCH;CH;, o OCF3;, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH;, OCH,CHj3;, o OCFi;, y A
es un anille hidreocarbonado aromatico, donde un carbono se
reemplaza por N.

En c¢tra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2!'=0 (por lo
tanto r=1), 2%=0, g=0, t=1, R*=0H, R%= H y E es hetercarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH;, OCH;CHis, o OCF3, e Y es heterocarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCHs;, OCH;CH;, o OCF;, y A
es un anillo hidrocarbonado no aromdtico, donde un carbono
se reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1}, ZZ=O, g=0, t=1, R?=0H, R%= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CFs, OCHs, OCHCH3, o OCF3, e Y es fenilo que de 1la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi;, OCH;, OCH;CHs;, o OCFi3, y A es un
anillo hidrocarbonado aromaticc, donde un carbono se reem-

plaza por NRY.



En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 721=0 (por lo
tanto r=1), 2z°=0, g=0, t=1, R*=0H, R®= H yv E es fenileno que
no esta sustituido o esta sustituido preferentemente con
Cl, ¥ y/o CFs, OCHs;, OCHyCH3, o OCF3, e Y es fenilo gque de la
misma manera no esta sustituldo o estd sustituido preferen-
temente con Cl, F y/o CF3, OCH;, OCHyCHs;, o OCF3;, y A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-
emplaza por NR’.

En otra realizacidn particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, 2Z!=0 (por 1lo
tanto r=1), 22=O, g=0, t=1, R’=0H, R®= H y E es heterocarilo
que no esté sustituido o estd sustituido preferentemente
con Cl, F y/o CFs3, OCHs3, OCH;CH3, o OCF3, e Y es fenilo que
de la misma manera no estd sustituide o estd sustituido
preferentemente con Cl, F y/o CFi, OCH;, OCH,CHs;, o OCFj, vy A
es un anillo hidrocarbonado aromatico, donde un carbono se
reemplaza por NR‘,

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por 1lo
tanto r=1), z°=0, g=0, t=1, R*=0H, R%= H y E es heterocarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFs, OCH;, OCH»CHis, o OCF3;, e Y es feniloc que
de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CF;3;, OCH;, OCH,CHs;, o OCF3;, v A
es un anillo hidrocarbonade no aromdtico, donde un carbono

se reemplaza por NR®.
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En otra realizacidédn particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, z'=0 (por lo
tanto r=1), 2%=0, g=0, t=1, R?=0H, R®= H y E es fenileno que
no esta sustituido o esta sustituido preferentemente con
Cl, F y/o CF3;, OCHs, OCH;CH;, o OCF3;, e Y es hetercarilo que
de la misma manera no estd sustituido o estad sustituido
preferentemente con Cl, F y/o CF;, OCHi;, OCHzCHs, o OCF3, y A
es un anillo hidrocarbonadc aromatico, donde un carbono se
reemplaza por NRY,

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2%=0, =0, t=1, R?*=0H, R%= H y E es fenileno que
no estd sustituide o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH2CHs;, o OCF3, e Y es hetercarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCH;, OCH;CHz, o OCF;, y A
es un anillo hidrocarbonado no aromdtico, donde un carbono
se reemplaza por NRY.

En otra realizac'ic’m particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 71=0 {(por lo
tanto r=1}, z%=0, g=0, t=1, R?=0H, R®= RH y E es heterocarilo
gue no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFi, OCH;, OCH;CH;, o OCFs3, e Y es heterocarilo
que de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH;CH3;, © OCFi3;, y A
es un anillo hidrocarbonade aromatico, donde un carbono se

reemplaza por NR*,



En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2z'=0 (por lo
tanto r=1), 2%=0, g=0, t=1, R?=0H, R®= H y E es heteroarilo
que no esta sustituido o estd sustituido preferentemente
cen Cl, ¥ y/o CF3, OCHs, OCH,CH3;, © OCF3, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCHs, OCH;CH3, o OCFa, y A
es un anillo hidrocarbonade no aromidtico, dende un carbono
se reemplaza por NR'.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1),
z’°=0, g=0, t=1, R’=0H, R®= H y E es fenileno que no esta
sustitulido o estd sustituido preferentemente con Cl, ¥ y/o
CFs3, OCHi, OCH2CHa, o CCF3;, € Y es fenilo que de la misma ma-
nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCH;, OCHyCEi, o OCFi, y A es un anillo
hidrocarbonado aromatico, donde un carbono se reemplaza por
S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
7°=0, g=0, t=1, R?*=Q0H, R®= H y E es fenileno que no estéa
sustituido o estd sustituido preferentemente con Cl, F y/o
CFs, OCHj;, OCH;CH3, o OCF3, € Y es fenilo que de la misma ma-
nera no esta sustituido o esta sustituido preferentemente
cen Cl, F y/o CFi, OCHi, OCH;CH;, ¢ OCF3;, y A es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza

por S.
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En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 7'=0 (por lo tanto r=1),
7?=0, g=0, t=1, R?=0H, R%= H y E es hetercarilo que no estéa
sustituido o estd sustituido preferentemente con Cl, F vy/o
CFi;, OCHj3, OCHzCHs, o OCF3;, e Y es fenilo gue de la misma ma-
nera no esta sustituido o esta sustituido preferentemente
con Cl, F y/o CFi;, OCHj3, OCHCHs, o OCF3,y A es un anillo hi-
drocarbonado aromatico,donde un carbono se reemplaza por S.

En otra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=NH, Z'=0 (por lo tanto r=1},
72°=0, g=0, t=1, R?’=0H, R®= H y E es heterocarilo que no estéa
sustituido o estd sustituido preferentemente con Cl, F y/o
CFi, OCHs;, OCH;CH;, o OCF;,e Y es fenilo que de la misma ma-
nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCH;, OCH»CHi;, o OCF3;, y A es un anillo
hidrocarbonade no aromatico, donde un carbono se reemplaza
por 3.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 2 =0 (por lo tanto r=1l},
z%=0, g=0, t=1, R?<0OH, R®:= H y E es fenileno que no esta
sustituido o estd sustituidco preferentemente con Cl, F y/o
CFs, OCHs3, OCH;CH3, o OCFa,e Y es hetercarilo que de la misma
manera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFi, OCHz;, OCH,;CH3;, o OCFs;,y A es un anillo hi-
drocarbonado aromatico,donde un carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en los

compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1l),



2°=0, q=0, t=1, R?=0H, R®= H y E es fenileno que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3;, OCHs, OCH,CH3, o OCF3, e Y es heteroarilo que de la mis-
ma manera no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CFi, OCHi, OCH;CH;, o OCF3;, y A es un
anille hidrocarbonado no aromadtico, donde un carbono se re-
emplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1},
z°=0, gq=0, t=1, R®*=0OH, R%= H y E es hetercarilo que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CFi;, OCH3;, OCH,CH3;, o OCF3, e Y es heteroarilo gue de la mis-
ma manera no esta sustituido o esta sustituido preferente-
mente con Cl, F y/o CFs;, OCHj, OCH;CHi, o OCF3, y A es un
anillo hidrocarbonado aromatico, donde un carbono se reem-
plaza por S.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
ZZ=O, g=0, t=1, R2=OH, R= § y E es heteroarilo que no esté
sustituide o estd sustituido preferentemente con Cl, F vy/o
CFsz, OCHa, OCH,CH3;, o OCFi;, e Y es heterocarilo que de la mis-~
ma manera no estéd sustituide o estéd sustituido preferente-
mente con Cl, F y/o CFi, OCH;, OCH,CH;, o OCF3;, y A es un
anillo hidrocarbonado no aromdtico, donde un carbono se re-
emplaza por S.

En otra realizacidédn particularmente preferida, en los

compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1},
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2?=0, g=0, t=1, R*=0H, R®>= H y E es fenileno que no estéa
sustituido o esti sustituido preferentemente con Cl, F y/o
CF;, OCHs;, OCH,CH3, o OCF3, e Y es fenilo qgue de la misma ma-
nera no esta sustituido o esta sustituido preferentemente
con Cl, F y/o CF3, OCH;, OCHpCH3, o OCF3, y A es un anillo
hidrocarbonado aromatico.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I), L=NH, Z'=0 (por lo tanto r=l},
z%=0, q=0, t=1, R%°=0H, R%> H y E es fenileno que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CF;, OCH3, OCH,CHi;, o OCF3, e Y es fenilo que de la misma ma-
nera no estd sustituido o esta sustituido preferentemente
con Cl, F y/o CFs;, OCHs, OCH,CHs, o OCF3, y A es un anillo
hidrocarbonado no aromdtico.

En otra realizacidon particularmente preferida, en los
compuestos de férmula (I), L=NH, zt=0 (por lo tanto r=1),
z?=0, g=0, t=1, R?=0H, R®>= H y E es heteroarilo que no esti
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3, OCHsz, OCH»CHis, o OCFi, e Y es fenilo que de la misma ma-
nera no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CFj3, OCHi;, OCH,CH3, o OCF;, y A es un anillo
hidrocarbenade aromédtico.

En otra realizacidén particularmente preferida, en los
compuestos de .férmula (I), L=NH, Z'=0 (por lo tanto r=1},
72=0, g=0, t=1, R?=0H, R%= B y E es heterocarilo que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o

CFi, OCH3, OCHyCH:, © OCF3, e Y es fenilo que de la misma ma-



nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCH3, OCH;CHj, o OCF;, y A es un anillo
hidrocarbonado no aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de foérmula (I), L=NH, 2Z!'=0 (por lo tanto r=1l},
z°=0, g=0, t=1, R?=OH, R®= H y E es fenileno que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CFi, OCH;, OCH;CH3, o OCFs3, e Y es heteroarilo que de la mis-
ma manera no estd sustituido o estd sustituido preferente~
mente con Cl, F y/o CFi3, OCHsz, OCH;CH3, o OCF3, y A es un
anillo hidrocarbonado aromatico.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2z'=0 (por lo tanto r=1),
2°=0, q=0, t=1, R’=OH, R®= H y E es fenileno que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
C¥s3, OCH;, OCH;CH3, o CCF3, e Y es heterocarilo que de la mis-
ma manera nce estéd sustituido o estd sustituido preferente-
mente con Cl, F y/o CFs;, OCH3, OCH;CH;, o OCF3, y A es un
anillo hidrocarbonado no aromitico.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1),
2°=0, g=0, t=1, R?’=0H, R%:= H y E es heterocariloc que no esta
sustituide o estd sustituido con Cl, F vy/o CFi, OCHj3,
OCH;CHs;, ©o OCF3, e Y es hetercarilo gque de la misma manera
no estd sustituide o estd sustituido con Cl, F y/o CFj,
QCHz, OCH2CHis, o OCFs;, yv A es un anille hidrocarbonado

aromatico.
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En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, Z'=0 (por lo tanto r=1),
2%=0, q=0, t=1, R’=0H, R®= H vy E es heteroarileo que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CF3;, OCHiz, OCH;CH3, o OCF3, e Y es hetercarilo que de la mis-
ma manera no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CF;, OCH;, OCH,CH;, o OCF3, y A es un
anillo hidrocarbonado no aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1),
z°=0, g=0, t=1, R?=OH, R®= H y E es fenileno que no esta
sustituido o estd sustituido preferentemente con Cl, T y/o
CF;, OCHiz, OCH;CHiz, o OCFi, e Y es fenilo que de la misma ma-
nera no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CFs, OCH3, OCHzCH3;, o OCF3;, y A es un anillo
hidrocarbonado aromatico, donde un carbono se reemplaza por
0.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, zl=0 (por lo tanto r=1),
7%=0, g=0, t=1, R?=0H, R®%= H y E es fenileno que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CFs, OCHj;, OCH»CHs, © OCFy, e Y es fenilo que de la misma ma-
nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFj, QCHs;, OCH;CH3, o OCF;, yv & es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza
por O.

En otra realizacidn particularmente preferida, en los



compuestos de férmula (I), L=NH, zl=0 (por lo tanto r=1),
72%=0, g=0, t=1, R?=0H, R®= H y E es heteroarilo que no esta
sustituido o estéd sustituido preferentemente con Cl, F y/o
CF3, OCHsz, OCH2CH;, o OCF3, e Y es fenilo que de la misma ma-
nera no esta sustituido o esta sustituido preferentemente
con Cl, F y/o CF3, OCHs, OCH;CHi, o OCFi,y A es un anililo hi-
drocarbenado aromatico,donde un carbono se reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
7%=0, q=0, t=1, R2=OH, R®= H y E es hetercarilc gue no esta
sustituido o estad sustituide preferentemente con Cl, F v/o
CF3, OCHs, OCH,CH3, © OCFi;, € Y es fenilo gque de la misma ma-
nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFs;, OCHi, CCH,CH;, o OCFi, y A es un anillo
hidrocarbonado no aromético, donde un carbono se reemplaza
por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1},
z2°=0, g=0, t=1, R’=OH, R®= H y E es fenileno que no estéa
sustituido o estd sustituido preferentemente con Cil, F y/o
CF3;, OCHs, OCH;CHz, o OCF3;, e Y es heterocarilo que de la mis-
ma manera no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CFs;, OCH;, OCH,CH;, o OCF3;, y A es un
anillo hidrocarbonado aromatico,donde un carbono se reem-
plaza por O.

En otra realizacidédn particularmente preferida, en los

compuestos de férmula (I), L=NH, 2’=0 (por lo tanto r=1},
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7°=0, g=0, t=1, R’=0H, R°= H y E es fenileno que no esta
sustituido o estad sustituido preferentemente con Cl, F y/o
CF3;, OCH;, OCH,CH:;, o OCF3;, e Y es hetercarilo que de la mis-
ma manera no esta sustituido o estd sustituido preferente-
mente con Cl, ¥ y/o CF3;, OCH;, OCH,CHi;, o OCF;, y A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-
emplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z?=0, g=0, t=1, R?=0H, R®= H y E es hetercarilo que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CF;, OCH3, OCH>CHs, o OCF;, & Y es‘heteroarilo que de la mis-
ma manera no esta sustituideo o esta sustituido preferente-
mente con Cl, F y/o CFs, OCHs, OCH;CHs;, o OCFi:, y A es un
anillec hidroccarbonado aromatice, donde un carbono se reem-
plaza por O.

En otra realizacién particularmente preferida, en 1los
compuestcs de fédrmula (I), L=NH, Z'=0 {por lc tanto r=1),
72=0, g=0, t=1, R*=0H, R%= H y E es hetercarilo que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CFi;, OCH;, OCH:CH;, o© ch3, e Y es heteroarilo gue de la mis-
ma manera no estd sustituidec o estd sustituido preferente-
mente con Cl, F vy/o CFs;, OCH;, OCE;CHs;, o OCF3;, y A es un
anillo hidrocarbonado no aromdtico, donde un carbono se re-
emplaza por O.

En otra realizacién particularmente preferida, en los

compuestos de férmula (I), L=NH, zl=0 (por lo tanto r=1},



z°=0, g=0, t=1, R*=0OH, R°= H y E es fenileno que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CF;, OCHjz, OCH2CH3, o OCF3, e Y es fenilo que de la misma ma-
nera no estd sustituido o estd sustituido preferentemente
con Cl, F y/c CFi, OCHs, OCH,CH3;, o OCFi, y A es un anillo
hidrocarbonado aromatico, donde un carbono se reemplaza por
N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 {(por lo tantec r=1),
7°=0, g=0, t=1, R?>=0H, R°= H y E es fenileno que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
Cr3, OCHi, OCH;CH3;, o OCF3, e Y es fenilo que de la misma ma-
nera no esta sustituido ¢ estéd sustituido preferentemente
con Cl, F y/o CFi;, OCHz, OCH,CHs;, o OCF3;, y A es un anillo
hidrocarbonado no aromadticec, donde un carbonoc se reemplaza
por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1},
z°=0, q=0, t=1, R’=OH, R®= H y E es heteroarilo que no esta
sustituidc o esta sustituido preferentemente con Cl, F y/o
CFs3, OCH;, OCH;CHi;, o OCF3;, e ¥ es fenilo que de la misma ma-
nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH3, OCCH,CH;, o OCF;, vy A. es un anillo
hidrocarbonado aromdtico,donde un carbono se reemplaza por
N.

En otra realizacidén particularmente preferida, en los

compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1},
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72°=0, q=0, t=1, R?’=0H, R®>= H y E es heterocariloc que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CF3;, OCHa, OCH;CH;, o OCF3, e Y es fenilo que de la misma ma-
nera no esta& sustituido o estd sustituido preferentemente
con Cil, F y/o CFi, OCH;, OCHCHs, o OCF3;, y A es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza
por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
7°=0, g=0, t=1, R°=0OH, R®= H y E es fenileno que no estéa
sustituido o estéd sustituido preferentemente con Cl, F y/o
CF,;, OCHs, OCHpCHi, o OCF3, & Y es heterocarilo que de la mis-
ma manera no estéd sustituido o estd sustituido preferente-
mente con Cl, F y/o CFi;, OCHi, OCH;CHs, o OCF3,y A es un ani-
llo hidrocarbonado aromédtico,donde un carbono se reemplaza
por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1},
2’0, g=0, t=1, R?’=0H, R®%= H y E es fenileno que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CFi, OCH;, OCHCH;, o OCFi;, e Y es heterocarilc gque de la mis-
ma manera no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3, OCH;, OCH;CHs;, o OCF3;, y A es un
anille hidrocarbonade no aromatico, donde un carbono se re-
emplaza por N.

En otra realizacidn particularmente preferida, en los

compuestos de férmula {(I), L=NH, Z'=0 (por lo tanto r=1),



2°=0, q=0, t=1, R’=OH, R®= H v E es hetercarilo que no estéd
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3, OCHi, OCH,CH3, o OCF3, e Y es hetercarilo que de la mis-
ma manera no estd sustituido o0 estd sustituido preferente-
mente con Cl, ¥ y/o CFi3, OCH3;, OCH»CH;, © OCFi3, y A es un
anillo hidrocarbonado aromatico, donde un carbone se reem-
plaza por N.

En otra realizacion particularmente preferida, en los
compuestos de férmula (I), L=NH, 71=0 (por lo tanto r=1},
72=0, g=0, t=1, R’=0H, R®= H y E es hetercarilo que no esté
sustituido o estd sustituido preferentemente con Cl, F y/o
CFs, OCH,;, OCH;CH3, o OCF3;, e Y es heterocarilo que de la mis-
ma manera no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3, OCHs, OCH,CH;, o OCF;, y A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-
emplaza por N.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2:=0 {(por 1lo
tanto r=1), 2%=0, g=0, t=1, R*=0H, R®= H y E es fenileno que
no estd sustituide o estéd sustituido preferentemente con
Cl, F y/o CF;3, OCH;, OCHzCH3, o OCF3, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CF;3, OCH;, OCH,CH;, o OCF3;, y & es un
anillo hidrocarbonade aromatico, donde un carbono se reem-
plaza por NR® .-

En otra realizacidédn particularmente preferida, en 1los

compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
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z’=0, qg=0, t=1, R?=0H, R®= H y E es fenilenoc que no esta
sustituide ¢ esta sustituido preferentemente con Cl, F y/o
CF3, OCHsz, OCH;CHi;, o OCF3, e Y es fenilo que de la misma ma-
nera no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFz, OCH3, OCH;CHi, o OCFi, y A es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza
por NR?.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z’=0, g=0, t=1, R*=CH, R®%= H y E es heteroariloc gue no esta
sustituido o esté& sustituido preferentemente con Cl, F y/o
CF3, OCHi, OCH:CHi;, o OCFi, e Y es fenilo que de la misma ma-
nera nc esta sustituidoc o estd sustituido preferentemente
con Cl, F y/o CFs, OCHs, OCHpCHs, © OCFi;, y A es un anillo
hidrocarbonado aromatico, donde un carbono se reemplaza por
NR®.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2!=0 (por lo tanto r=1),
z?=0, g=0, t=1, R?<0H, R®= H y E es heteroaril.o que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CF3, OCHsz, OCH,CH3, o OCF3;, e Y es fenilo que de la misma ma-
nera nc esta sustituide o estd sustituido preferentemente
con Cl, F y/o CFi, OCHs, OCH,CH;, o OCF,;, y A es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza
por NR*.

En otra realizacidén particularmente preferida, en los

compuestes de férmula (I), L=NH, 7 =0 {por lo tanto r=1),



7°2=0, g=0, t=1, R?=0H, R®= ®H y E es fenileno que no esta
sustituido o estad sustituide preferentemente con Cl, F y/o
CF3, OCHi, OCH;CH3, o OCF3, e Y es heterocarilo que de la mis-
ma manera no estid sustituido o esta sustituido preferente-
mente con Cl, F y/o CFi, OCHs, OCH,CHs;, © OCF3;, y A es un
anillo hidrocarbonado aromatico, donde un carbono se reem-
plaza por NR'.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2!'=0 (por lo tanto r=1),
z’=0, qg=0, t=1, R?’=0H, R®= H y E es fenileno que no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3, OCHi, OCH;CHs;, o OCF3, e Y es hetercarilc que de la mis-
ma manera no estd sustituido ¢ estd sustituido preferente-
mente con Cl, F y/o CFi;, OCH3;, OCHpCH3, o OCF3;, y A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-
emplaza por NR'.

En otra realizacidédn particularmente preferida, en los
compuestes de foérmula {(I), L=NH, zi=0 {por lo tanto r=1),
z’=0, q=0, t=1, R®*=OH, R®= H y E es heterocarilc gue no esta
sustituido o estéd sustituido preferentemente con Cl, F vy/o
CF;, OCH;, OCH;CH;3;, o OCF3;, e Y es heteroarilo que de la mis-
ma manéra no estd sustituido ¢ estd sustituido preferente-
mente con Cl, F y/o CFi, O0OCHs, OCH,CH3;, ¢ OCFi3, y A es un
anillo hidrocarbonado aromatico, donde un carbono se reem-
plaza por NR?,

En otra realizacidédn particularmente preferida, en los

compuestos de férmula (I), L=NH, Z1=0 {por lo tanto r=1),
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7?=0, g=0, t=1, R?=0H, R®= H y E es heteroarilo que no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CFs, OCHs, OCH;CHs, o OCF3;, e Y es hetercarilo que de la mis-
ma manera no estd sustituide o estd sustituido preferente-
mente con Cl, F y/o CFs, OCH3;, OCH;CH3;, o OCF3; y A es un
anillo hidrocarbonado no arcmatico, donde un carbono se re-
emplaza por NR?,

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 22=0, q=0,
t=1, R*=OH, R®= H y E es fenileno que no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CFz OCHs,
OCH,CH3, © OCF3, e Y es fenilo que de la misma manera no
esta sustituido o esta sustituido preferentemente con Cl, F
yv/o CF3, OCHs, OCHCHs, o OCF3, y A es un anillo hidrocarbo-
nado aromatico, donde un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, Zz=0, g=0,
t=1, R?’=0H, R®= H y E es fenileno que no estad sustituido o
estd sustituido preferentemente con Cl, F vy/o CF;, OCHj3,
OCH;CH3, © OCF3, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CFi, OCH;, OCH,CH;, o OCFi, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbonc se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2Z%=0, g=0,
t=1, R®’=OH, R®<~ H y E es hetercarilo que no esta sustituido

0 estd sustituido preferentemente con Ci, F y/o CFi, OCCHs,



OCHzCH3, o OCF3, e Y es fenilo que de la misma manera no
esta sustituide ¢ estd sustituido preferentemente con Cl, F
y/o CF3, OCHs, OCH,CH3, © OCFi, y A es un anillo hidrocarbo-
nado aromatico, donde un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, q=0q,
t=1, R?=OH, R®= H Yy E es hetercarilo gque no estd sustituido
0 estd sustituido preferentemente con Cl, F y/o CFj, OCH,,
OCHzCH3, o OCF3;, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCH3, OCHyCH;, o OCF3, y A es un anillc hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, z%=0, g=0,
t=1, R*=0H, R®= H y E es fenileno que nc estd sustituido o
esta sustituide preferentemente con Cl, F y/o CF;, OCH,
OCHzCH3, o OCF3, e Y es heterocarilo que de la misma manera
no estéd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCHs;, OCH;CHi;, o OCF3;, y A es un anillo hidro-
carbonado aromatico, donde un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (1), L=enlace simple, r=0, z°=0, g=0,
t=1, R?=0H, R%= H y E es fenileno que no estid sustituido o
estd sustituido preferentemente con Cl, F y/o CFi, OCHs,
OCH;CH3, o OCF;3;, e Y es hetercarilo gue de la misma manera
no estd sustituido o estd sustituido preferentemente con

Cl, F y/o CF3, OCHi, OCH,CHi, o OCF;, y A es un anilloc hidro-
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carbonade no aromatico, donde un carbono se reemplaza por
S.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I}, L=enlace simple, r=0, 72=0, g=0,
t=1, R?=0H, R%= H y E es hetercarilo gque no esta sustituidc
0 estd sustituido preferentemente con Cl, F y/o CF3, OCH;3,
OCH»CHa, © OCF3, e Y es hetercarilo que de la misma manera
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CFs, OCHs;, OCH;CHs, © OCF;3, y A es un anillo hidro-
carbonado arcmatico, donde un carbonc se reemplaza por S.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, z%=0, a=0,
t=1, R*=0H, R®= H y E es heterocarilo que no esta sustituido
o estd sustituido preferentemente con Cl, F y/o CFi3, OCHs,
OCH,CH3, o OCF3, & Y es hetercarilo gue de la misma manera
no estd sustituido o esta sustituido preferentemente con
Cl, F y/o CFi, OCHs;, OCH,CH;, o OCFis, y A es un anillo hidro-
carbonado no aromitico, donde un carbono se reemplaza por
5.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, q=0,
t=1, R?*=0OH, R®= H y E es fenileno que no estd sustituido o©
estd sustituido preferentemente con Cl, F y/o CFi, OCH;,
OCH;CH3, o OCF3;, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCHi, OCH;CH;, o OCF;, v A es un anillo hidrocarbo-

nado aromatico.



En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2°=0, g=0,
t=1, R?’=OH, R®= H y E es fenileno que no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CFi, OCH;j,
OCH:CH3, © OCF;3;, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCH;, OCHyCH3, o OCF3, y A es un anillo hidrocarbo-
nado no aromatico.

En otra realizacidn particularmente preferida, en 1los
compuestos de foédrmula (I), L=enlace simple, r=0, 7%=0, g=0,
t=1, R°=0H, R®= H y E es heteroarilo que no estd sustituido
0 estd sustituido preferentemente con Cl, F y/o CFi, OCHj,
OCH,CH3;, o OCFi, e Y es fenilo que de la misma manera no
esta sustituido ¢ estd sustituido preferentemente con Cl, F
y/o CF3;, OCH3, OCH,CH3, o OCF3, y A es un anillo hidrocarbo-
nado arom;tico.

En otra realizacidn particularmente preferida, en los
compuestos de foérmula (I L=enlace simple, r=0, 22=0, g=0,
t=1, R’=CH, R®= H y E es hetercarilo que no estd sustituido
0 esta sustituido preferentemente con Cl, F y/o CF;, OCHa,
OCH,CH;, © OQOCFi3, e Y es fenilo que de la misma manera no
estd sustituido ¢ estd sustituido preferentemente con Cl, F
v/o CFs, OCH3;, OCH;CHs;, o OCF3;, y A es un anillo hidrocarbo-
nado no aromatico.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, g=0,

t=1, R?=OH, R®= §H vy E es fenileno que no estd sustituido o
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estd sustituido preferentemente con Cl, F y/o CFi, OCHs,
OCHyCH;, o OCF3, e Y es hetercarilo que de la misma manera
no estéd sustituido o estéd sustituido preferentemente con
Cl, F y/o CF3, OCHi, OCHCH3;, o OCF3;, y A es un anillo hidro-
carbonadc arcomatico.

En otra realizacidén particularmente preferida, en los
compuestos de fédrmula (I), L=enlace simple, r=0, Zz=O, q=0,
t=1, R?=0H, R%= H y E es fenileno gue no esta sustituido o
estd sustituido preferentemente con Cl, F y/o CF3 OCHa,
OCH;CH3, © OCF3;, e Y es hetercarilo que de la misma manera
no estd sustituido o© estd sustituido preferentemente con
Cl, F y/o CF3;, OCHi, OCH;CHs, o OCFi3, y A es un anillo hidro-
carbeonadc no aromatico.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (1), L=enlace simple, r=0, 22=O, g=0,
t=1, R°=0H, R®= H y E es heterocarilo que no estad sustituido
o estd sustituido preferentemente con Cl, F y/o CF3, OCHj;,
OCH;CH3, o OCFi3, & Y es heterocarilc que de la misma manera
no estd sustituido o estd sustituide preferentemente con
Cl, F y/o CFi, OCH;, OCH;CH;, o OCF3, y A es un anillec hidro-
carbonado aromdtico.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 22=0, g=0,
t=1, R%°=0H, R®= H y E es heterocarilo gue nc estd sustituido
0 esta sustituido preferentemente con Cl, F y/o CFi, OCHs;,
OCHzCH3, ©o OCFi, e Y es hetercarilo que de la misma manera

no estd sustituido o estd sustituido preferentemente con



Cl, ¥ y/o CF;, OCHj, OCH,CHi, o OCF3, v A es un anillo hidro-
carbonade no aromético.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, qg=0,
t=1, R’-OH, R%= H y E es fenileno que no esta sustituido o
estd sustituido preferentemente con Cl, ¥ y/o CF3, OCH;,
OCH,CH3;, © OCF3, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCHz, OCHyCHi, o OCF3, v A es un anillo hidrocarbo-
nado aromatico, donde un carbono se reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de féormula (I), L=enlace simple, r=0, 2%=0, g=0,
t=1, R?’=0H, R%= H y E es fenileno que no esta sustituido o
estd sustituido preferentemente con Cl, F vy/o CFi;, OCHs,
OCHoCH3, ©o OCF3;, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CFi, OCHj;, OCH,;CHs, o OCF3, v A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2%=0, g=0,
t=1, R®=0H, R®= H v E es heteroarilc gue no estad sustituido
o estd sustituide preferentemente con Cl, F y/o CF3, OCHaj,
OCH2CH;, o OCF3, e Y es fenilo que de la misma manera no
estda sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCHj;, OCH,;CH;, o COCFs3;, y A es un anillec hidrocarbo-
nado arcomatico, donde un carbone se reemplaza por O.

En otra realizacién particularmente preferida, en 1los
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compuestos de férmula (I L=enlace simple, r=0, 72=0, g=0,
t=1, R?=0H, R®= H y E es heteroarilo que no estd sustituido
o esté sustituido preferentemente con Cl, F y/o CFj3, OCHs,
OCHsCH3, © OCF3, e Y es fenilo que de la misma manera no
estd sustituido o estéd sustituido preferentemente con Cl, F
y/o CF3, OCHs, OCHCHs;, o OCF3;, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por C.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2?=0, q=0,
t=1, R*=0H, R®= H y E es fenileno que no est& sustituido o
estd sustituide preferentemente con Cl, ¥ y/o CFs, OCHs,
QOCH,CH3,. © OCF3, e Y es hetercarilo que de la misma manera
no estd sustituidc o esta sustituido preferentemente con
Ccl, F y/o CF3, OCHs, OCH;CHi;, o OCF3, v A es un anillo hidro-
carbonado aromatico, donde un carbono se reemplaza por O.

En otra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, g=0,
t=1, R®*=0OH, R®= H y E es fenilenc que no estd sustituido o
estd sustituidoc preferentemente con Cl, F y/o CFj, OCH;3,
OCH,;CH3, o OCF3;, e Y es heterocarilo que de la misma manera
no estd sustituido o estad sustituido preferentemente con
Cl, F y/o CF3, QOCHs, OCHzCH3;, o OCF;, y A es un anillc hidro-
carbonado no aromatico, donde un carbono se reemplaza por
0.

En otra redlizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, %?’=0, g=0,

t=1, R2=OH, R®= H y E es hetercarilo que no estd sustituido



o esta sustituido preferentemente con Cl, F y/o CF;, OCH,
OCH;CH3, o OCF3, e Y es heteroarilo que de la misma manera
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH,CH3, o OCFi3, v A es un anillo hidro-
carbonado aromdtico, donde un carbono se reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2z%=0, g=0,
t=1, R*=OH, R%= H y E es heteroarilo que no esta sustituido
¢ esta sustituido preferentemente con Cl, F y/o CFi, OCHs,
OCH,CH3, o OCFi, e Y es heterocarilo que de la misma manera
no esta sustituide o estd sustituide preferentemente con
Ci, F y/o CF3, OCHs, OCHyCHi, o OCF3;, y A es un anillo hidro-
carbonado no aromatico, donde un carbono se reemplaza por
0.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 2°=0, g=0,
t=1, R%°=0H, R®= H y E es fenileno que no estd sustituido o
estd sustituido preferentemente con Cl, F vy/o CF;, OCHs,
OCH,CH3, © OCF3, e Y es fenilo gue de la misma manera no
esté sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCH3;, OCH,CH3;, © OCF3, v A es un anillo hidrocarbo-
nade arcmatico, donde un carbono se reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, r=0, 2°2=0, g=0,
t=1, R?=0H, R%= H y E es fenileno gque no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CF3;, 0OCHa,

OCH;CH;, © OCF3;, e Y es fenilo que de la misma manera no
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estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF;, OCH3, OCH;CH3;, o OCF;, y A es un anillo hidrccarbo-
nado no aromético, donde un carbonc se reemplaza por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2%=0, g=0,
t=1, R*=0H, R®= H y E es heterocarilo gque no esté& sustituido
© esta sustituido preferentemente con Cl, F y/o CFi;, OCHs,
OCH;CH3, o OCFi3, e Y es fenilo que de la misma manera no
esta sustituido o estd sustituido preferentemente con Cl, F
y/o CF3;, OCH;, OCH,CHs, o OCF3;, y A es un anillo hidrocarbo-
nado aromdtico, donde un carbeono se reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, z°=0, q=0,
t=1, R’=OH, R®*= H y E es hetercarilo que no est& sustituido
0 estd sustituido preferentemente con Cl, F y/o CF3;, OCH;,
OCHzCHz;, ¢ OQOCF3, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CFi3, OCH;, OCH;CH;, o OCF3, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por N.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, =0,
t=1, R?=OH, Ré= H y E es fenileno que no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CF3, OCHs,
OCH,CHs;, o OCF3, e Y es heterocarilo gque de la misma manera
no esta sustituido o esta sustituido preferentemente con
Cl, ¥ y/o CF3, OCHj, OCHzCHs, o OCF;, y A es un anillo hidro-

carbonado aromatico, donde un carbono se reemplaza por N,



En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, Z?=0, g=0,
t=1, R*=0H, R%= H y E es fenileno que no estid sustituido o
esta sustituido preferentemente con Cl, F vy/o CFi, OCH;,
OCH2CH3, o OCF3, e Y es hetercarilo que de la misma manera
no estd sustituido © estd sustituido preferentemente con
Cl, F y/o CFi, OCHs;, OCH,;CH;, o OCF3, y A es un anillo hidro-
carbonado no aromatico, donde un carbono se reemplaza por
N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2z?=0, q=0,
t=1, R*=0H, R®= H vy E es heterocarilo que no estad sustituido
0 esta sustituido preferentemente con Cl, F y/o CF3, OCHs,
OCH.CHsz, o OCF3;, e Y es hetercarilo que de la misma manera
no estad sustituido o estd sustituido preferentemente con
Cl, F y/o CFs, OCHi, OCHyCH;, o OCF3;, v A es un anillo hidro-
carbonado aromatico, donde un carbono se reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2z2=0, qg=0,
t=1, R*=0H, R®= H y E es heterocarilo que no esta sustituido
o estéd sustituido preferentemente con Cl, F y/o CFs3, OCH3,
OCH,CHs, o OCF3;, e Y es hetercarile que de la misma manera
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCHi, OCH,CH;, o OCF;3, y A es un anillo hidro-
carbonado no aromdtico, donde un carbono se reemplaza por
N.

En otra realizacidén particularmente preferida, en 1los
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compuestos de foérmula (I), L=enlace simple, r=0, 22=0, g=0,
t=1, R?=OH, R®= H y E es fenileno que no estd sustituido o
esta sustituido preferentemente con Cl, F y/o CF;, OCH;,
QCH,;CH;, © OCFs, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCHa, OCHCH3, o OCFi3, y A es un anillo hidrocarbo-
nado aromatico, donde un carbono se reemplaza por NR'.

En otra realizacidn particularmente preferida, en los
compuestos de fédrmula (I), L=enlace simple, r=0, Zz=O, g=0,
t=1, R2=OH, R®= H y E es fenileno que no esta sustituido o
esta sustituido preferentemente con Cl, F y/c CFi, OCH3,
OCH3CH3, o OCF3;, e Y es fenilo que de la misma manera no
estd sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCHs, OCH;CHs, o OCF3;, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por NR'.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, r=0, 7%=0, g=0,
t=1, R’=0OH, R®= H y E es hetercarilo que no estad sustituido
o estad sustituido preferentemente con Cl, F y/o CFi, OCHj,
OCH,CHz, o OCFi, e Y es fenilo que de la misma manera no
esta sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, QCH3, OCH,CHs, o OCF;3, y A es un anillo hidrocarbo-
nado aromatico, donde un carbono se reemplaza por NR'.

En otra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 2%=0, q=0,
t=1, R?=OH, R®= H y E es heteroarilo que no estéd sustituido

0 esta sustituido preferentemente con Cl, F y/o CFi;, OCHs,



OCH,CH3, o OCFi3, e Y es fenilo gque de la misma manera no
estda sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCH;, OCH,CH;, o OCF3, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por NR?.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, q=0,
t=1, R?=04, R¥% H y E es fenileno que no esta sustituido o
esta sustituido preferentemente con Cl, F y/o CF3, OCH,,
OCH»CH3, o OCF3, e Y es heterocarilo gue de la misma manera
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CFi, OCHi, OCHyCH;, o OCF3, y A es un anillo hidro-
carbonado aromdtico, donde un carbono se reemplaza por NR'.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 22=0, g=0,
t=1, R?’=0H, R%= H y E es fenileno que no est& sustituido o
esta sustituido preferentemente con Cl, F y/o CF;, OCHs,
OCH2CH3, o OCF3, e Y es hetercarilo que de la misma manera
no estéd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCHj;, OCH;CHis, o OCFs3, y A es un anilloc hidro-
carbonado no aromatico, donde un carbono se reemplaza por
NR?.

En otra realizacidén particularmente preferida, en los
compuesteos de férmula (I}, L=enlace simple, r=0, ZZ=O, a=0,
t=1, R?’=0H, R%= H y E es heteroarilo que no estd sustituido
0 estda sustituido prefereniemente con Cl, F y/o CFi;, OCH,,
OCH.CHis, o OCF3, e Y es heteroarilo gque de la misma manera

no estd sustituido o estd sustituido preferentemente con
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Cl, F y/o CFij, OCH;, OCH3CH;, o OCF3, y A es un anillo hidro-
carbonado aromatico, donde un carbono se reemplaza por NRY.

En otra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 2z?=0, g=0,
t=1, R*’=0H, R®= H vy E es heteroarilo que no estd sustituido
0 estd sustituido preferentemente con Cl, F y/o CFi;, OCHs,
OCH;CH;, o OCF3, e Y es heterocarilo que de la misma manera
no estd sustituido o estd sustituido preferentemente con
cl, ¥ y/o CF3, OCH;, OCH,CH;, o OCF3, y A es un anillo hidro-
carbeonado no aromatico, donde un carbono se reemplaza por
NR.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, z2l=0 {(por lo
tanto r=1), 2%?=0, gq=0, t=1, R?’=0H, R®= H yv E es fenileno que
no estad sustituido o estd sustituido preferentemente con
Cl, F y/o CFi;, OCHs, OCH;CH3, o OCFs, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi3, OCH;, OCH,CH;, o OCF;, y A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-
emplaza por SO.

En otra realizacidn particularmente preferida, en los
compuestos de fédrmula (I), L=enlace simple, 7'=0 (por lo
tanto r=1), 2°=0, =0, t=1, R?*=0H, R®= H y E es hetercarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCHs, OCH,CH3;, o OCF3;, e Y es fenilo que
de la misma manera nho estd sustituido o estd sustituido

preferentemente con Cl, F y/o CFi, OCH;, OCH,CH3, o OCF;, y A



es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por SO.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2!=0 (por lo
tanto r=1), Z%=0, q=0, t=1, R’=0H, R®= 4§ y E es fenileno que
no esta sustituido o estd sustituideo preferentemente con
Cl, F y/o CF3, OCHj3, OCH;CH3, o OCF3;, e Y es hetercarilo que
de la misma manera no estd sustituido o estid sustituido
preferentemente con Cl, F y/o CFi, OCHs, OCH,CHi3, o OCF3, y A
es un anillo hidrocarbonado ne aromatico, donde un carbono
se reemplaza por SO.

En otra realizacidén particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, 2z!=0 (por lo
tanto r=1), 2z?=0, g=0, t=1, R’=OH, R%= H v E es heteroarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, ¥ y/o CFs, OCH;, OCH,CH;, o OCF3;, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCHi, OCH,CH;, o OCF3, y A
es un anillo hidrocarbonado nce aromatico, donde un carbono
se reemplaza por S50.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 71=0 {por lo tanto r=1l),
z2?=0, =0, t=1, R?’<0H, R%= H y E es fenileno que no esté
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3, OCH;, OCH,;CH;, o OCF;3;, e Y es fenilo que de la misma ma-
nera no esta sustituide o estd sustituido preferentemente

con Cl, F y/o CFi3, OCH;, OCH;CH;, o OCF3;, vy A es un anillo
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hidrocarbonade no aromético, donde un carbono se reemplaza
por SO,

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, z1=0 (por lo tanto r=1),
22=O, g=0, t=1, R2=OH, R®= H y E es hetervarilo gue no esté
sustituido o est4 sustituido preferentemente con Cl, F y/o
CF3, OCHs;, OCH2CH3;, o OCF3, e Y es fenilc gue de la misma ma-
nera no estad sustituido o estid sustituido preferentemente
con Cl1, F y/o CF3;, OQCH;, OCHs;CHs;, o OCF;, y A es un anillo
hidrocarbonado no arcomaticc, donde un carbono se reemplaza
por SO.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z?=0, q=0, t=1, R?=0H, R®%= H y E es fenileno que no esta
sustituido o estd sustituido preferentemente con él, F y/o
CF;, OCH3;, OCH,CH3, o OCF3, e Y es hetercarilo que de la mis-
ma manera no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CFi, OCH3;, OCHyCH;, © OCF;3;, y A es un
anillc hidrocarbonade no aromatico, donde un carbono se re-
emplaza por SO.

En otra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
72=0, gq=0, t=1, R°=0H, R®= H y E es heteroarilo gue no esté
sustituido o estd sustituido preferentemente con Cl, F y/o
CFi3, OCHi, OCH.CH3, o OCFi, e Y es heterocarilo que de la mis-
ma manera no estd sustituido o estd sustituido preferente-

mente con Cl, F y/o CFi, OCHs, OCH;CH;, o OCF3;, y A es un



anillo hidrocarbonado no aromatico, donde un carbonc se re-
emplaza por SO.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 72=Q, q=0,
t=1, R*=0H, R%>= H y E es fenileno que no estd sustituido o
esta sustituido preferentemente con Cl, F vy/o CFi, OCHs,
OCHCHis, o OCFi, e Y es feniio que de la misma manera no
estd sustituido o esta sustituido preferentemente con Cl, F
y/o CFi;, OCH;, OCH,CH3, o OCF;, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por SO.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, g=0,
t=1, R®=0H, R%®= H Yy E es hetercarilo que no estd sustituido
o esta sustituido preferentemente con Cl1l, F y/o CFi, OCH;3,
OCHCH3;, © OCFi, e Y es fenilo que de la misma manera no
estd sustituido o estéd sustituido preferentemente con Cl, F
y/o CF3, OCHs, OCH,CHs, o OCFi3, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por S0.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2z°=0, q=0,
t=1, R?=OH, R®= H y E es fenilenoc que no esté& sustituido o
esta sustituido preferentemente con Cl, F vy/o CFi, OCH;3,
OCH,CHsz, o OCFi3, e Y es hetercarilo que de la misma manera
no esta sustituido o est& sustituido preferentemente con
Cl, F v/o CF3, OCH;, OCHyCH3;, o OCF3, y A es un anillo hidro-
carbenado no aromatico, donde un carbono se reemplaza por

S0.
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En otra realizacién particularmente preferida, en los
compuestos de fébrmula (I), L=enlace simple, r=0, (por lo
tanto r=1), 2%=0, g=0, t=1, R*=CH, R®= H y E es heteroarilio
que no esta sustituido o esta sustituido preferentemente
con C1, F y/o CFi;, OCHs;, OCH,CHs;, o OCF3, e Y es heteroarilo
gue de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH3, OCH,;CHi, o OCF;, y A
es un anillo hidrocarbonado no aromético, donde un carbono
se reemplaza por SO.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por 1lo
tanto r=1), 22=O, g=0, t=1, R2=OH, R®= H y E es fenileno que
no estd sustituido o esta sustituido preferentemente con
Cl, F y/o CFs;, QOCHs, OCH;CHs;, o OCF3, e Y es fenilo gque de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CF;, OCH;, OCH,CH3;, o OCF;, y A es un
anillo hidrocarbonado no aromédticc, donde un carbono se re-
emplaza por 50;.

En otra realizacidon particularmente preferida, en los
compuestos de fdérmula (I), L=enlace simple, zl=0 (por 1lo
tanto r=1), Z%=0, g=0, t=1, R’=0H, R®= H y E es heterocarilo
que no estd sustituide o estd sustituido preferentemente
con Cl, F y/o CFs, OCH3;, OCH;CHs, o OCF;, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH,CH3;, o OCF;, y A
es un anillo hidrccarbonado no aromdtico, donde un carbono

se reemplaza por S0;.



En otra realizacidén particularmente preferilda, en los
compuestos de férmula (I), L=enlace simple, 2!=0 (por 1lo
tanto r=1), 2°=0, g=0, t=1, R’=OH, R®= H v E es fenileno que
no estéd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH,CHs;, o OCF;, e Y es hetercarilo gue
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH3;, OCH;CH;, o OCF;, y A
es un anillo hidrocarbonado no aromdtico, donde un carbono
se reemplaza por S50;.

En otra realizacién particularmente preferida, en los
compuestos de formula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2°=0, g=0, t=1, R2=OH, Rf= H y E es hetervcarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFi, QCHz;, OCHCHs;, o OCF3, e Y es hetercarilo
gque de la misma manera no esta sustituido o esta sustituidoe
preferentemente con Cl, F y/o CFi;, OCHs, OCH;CHi;, o OCF3, y A
es un anillo hidrocarbonado no aromdtico, dende un carbono
se reemplaza por S0;.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2z'=0 (por lo tanto r=1),
7%=0, g=0, t=1, R*=0H, R®= H y E es fenileno gque no esté
sustituido o estd sustituido preferentemente con Cl, F y/o
CFi, OCHs, OCHyCH3, o OCF3, e Y es fenilo gque de la misma ma-
nera no esta sustituide o estd sustituide preferentemente
con Cl, F y/o CF;, OCH;, OCH;CH3;, o OCFi3, y A es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza

por S0;.




En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=l),
z2=0, q=0, t=1, R?=CH, R®= H y E es heteroarilo que no esté
sustituido © estd sustituido preferentemente con Cl, F y/o
CF3, OCHa, OCH,CHz, o OCF;, e Y es fenilo que de la misma ma-
nera no estd sustituido o esta sustituido preferentemente
con Cl, F y/o CFs, OCH;, OCH;CH;, o OCF3;, y A es un anillo
hidrocarbonado no aromatico, donde un carbono se reemplaza
por S0;,

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, z'=0 (por lo tanto r=1),
z?=0, q=0, t=1, R?’=OH, R®= H y E es fenileno que no estéa
sustituido o estd sustituido preferentemente con Cl, F y/o
CF3;, OCH;, OCH,CH;, o OCF3, e Y es heteroarilo que de la mis-
ma manera no esta sustituido o esta sustituido preferente-
mente con Cl, F y/o CF3;, OCH3, OCH;CH;, o OCF;, y A es un
anillo hidrocarbonado no aromatice, donde un carbonc se re-
emplaza por SO;.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, z21=0 (por lo tanto r=1),
ZZ=O, g=0, t=1, R2=OH, R®= H y E es heterocarilo que no estéa
sustituido o estd sustituido preferentemente con ClL, ¥ y/0
CF;, OCHs, OCH;CH3;, o OCF3, e Y es heteroarilo que de la mis-
ma manera no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3;, OCH;, OCH;CH3, o OCF3, y A es un
anillo hidrecarbonado no aromatico, donde un carbono se re-

emplaza por SO;.



En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 22=0, g=0,
t=1, R®=0H, R®= H y E es fenileno que no estd sustituido o
esta sustituido preferentemente con Cl, F y/o CF3;, OCHj,
OCH2CHs, o OCF3, e ¥ es fenilo que de la misma manera no
esta sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCH3, OCH;CHi:, o OCFs, y A es un anille hidrocarbo-
nado no aromatico, donde un carbono se reemplaza por SO;.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, Zz=0, g=0,
t=1, R*=OH, R%= H y E es hetercarilo que no estd sustituido
0 esta sustituido preferentemente con Cl, F y/o CF;, OCHs,
OCH,CH3, o OCF3, e Y es feniloc que de la misma manera no
esta sustituido o estd sustituido preferentemente con Cl, F
y/o CF3, OCHs;, OCH,CH;, o OCFi, y A es un anillo hidrocarbo-
nado no aromatico, donde un carbono se reemplaéa por S50;,.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2°=0, q=0,
t=1, R?=0OH, R%= H y E es fenileno que no esta sustituide o
esta sustituido preferentemente con Cl, F y/o CF3, OCHs,
OCH:CHa3, o OCFi;, e Y es hetervcarilo que de la misma manera
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3;, OCH;, OCH;CH3, o OCF3, y & es un aﬂilio hidro-
carbonado no aroméatico, donde un carbono se reemplaza por
50;.

En otra realizacidn particularmente preferida, en los

compuestos de férmula (I), L=enlace simple, r=0, (por lo
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tanto r=1), 2?=0, g=0, t=1, R?=0H, R%: H y E es heteroarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH;, OCHyCH3;, o OCF3, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
p?eferentemente con Cl, F y/o CF3, OCH;, OCH,CHs, o OCFs;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por SO;.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I}, L=enlace simple, 71=0 (por lo
tanto r=1), 2%=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%=H, R%=
H vy E es fenileno gue no esta sustituido o estéd sustituido
preferentemente con Cl, F y/o CFj;, OCH;, OCH3CH3;, o OCF3;, e Y
es fenilo que de la misma manera no esta sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCHjz, OCH,CHz,
0 OCF3, v A es un anillo hidrocarbonado aromético, donde un
carbonc se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de formula (I), L=enlace simple, z2l=0 (por lo
tanto r=1), 2z?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R%=
H vy E es fenileno gue no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFj, OCHz, OCH;CH3;, o OCF3, e Y
es fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CFi;, OCHi, OCH;CHj,
© OCF3, v A €5 un anillo hidrocarkonadc no aromatico, donde
un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en los

compuestos de férmula (I}, L=enlace simple, 7'=0 (por 1lo

N/



tanto r=1), 2Z°=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R%=H, R®=
H vy E es heteroarilo que no estd sustituido o esté& susti-
tuido preferentemente con Cl, F y/o CFi, OCHs, OCH,CH), o
OCF3, e Y es fenilo que de la misma manera no esta susti-
tuido o estd sustituideo preferentemente con Cl, F y/o CFs,
OCH3, OCH;CHs, o OCF3;, v A es un anillo hidrocarbonado
aromatico, donde un carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z!=0 (por 1io
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R%*=0H, R%=H, R®=
H y E es heteroarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi, OCH;, OCH,CHi, o
OCF3;, e Y es fenilo que de la misma manera no estd susti-
tuido o estd sustituido preferentemente con Cl, F y/o CFj,
OCHz, OCH3;CHz, o OCF3;, y A es un anillo hidrocarbonado no
aromatico, donde un carbonoc se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 71=0 {(por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%*H, R’=
H y E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFj, OCHs, OCH,CHi, o OCF;, e Y
es heteroarilo que de la misma manera no estd sustituido o
estéd sustituide preferentemente con Cl, F y/o CF3, OCHj,
OCH2CH:z, o OCFi3, y A es un anillo hidrocarbonado aromatico,
donde un carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en los

compuestos de fdérmula (I), L=enlace simple, zl=0 (por lo
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tanto r=1), 2%=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R%=
H y E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, ¥ y/o CF3, OCH,;, OCHpCHs, o OCF3, e Y
es hetercvcarilo que de la misma manera no estd sustituide o
estd sustituido preferentemente con Cl, F y/o CF3, OCH;,
OCH,CH3, © OCF3;, y A es un anillo hidrocarbonadce no aromati-
co, donde un carbono se reemplaza por S.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z!=0 (por 1lo
tanto r=1), 2Z°=0, D=0, m=1, n=1, q=1, t=1, R*=0H, R’=H, R®=
H y E es heterocarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CF;, OCHs, OCH,CH;, o
CCF;, e Y es heterocarilo que de la misma manera no esté
sustituido o estd sustituido preferentemente con Cl, F y/o
CF3, OCHs, OCCH;CH3, o© OCF3;, y A es un anillo hidrocarbonado
aromatico, donde un carbon¢ se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2*=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R®=
H y E es hetercarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi, OCH3;, OCH;CHs;, o
OCF3, e Y es heteroarilo que de la misma manera no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CF;3, OCH3, OCH3CHis, o OCF3;, y A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en los

compuestos de fdérmula (I), L=enlace simple, z'=0 (por lo



tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R3=H, R®=
H y E es fenileo que no estd sustituido o esta sustituide
preferentemente con Cil, F y/o CFi3, OCH;, OCH,CHs;, o OCF;, e Y
es fenilo que de la misma manera no estd sustituido o estéa
sustituido preferentemente con Cl, F y/o CFi, OCHi;, OCH,CH;,
0 OCFi, ¥ A es un anille hidrocarbonado no aromatico.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2%=0, D=0, m=1, n=1, g=1, t=1, R%*=0H, R°=H, R®%=
H y E es fenilo que no estd sustituido o estd sustituido
preferentemente con Cil, F y/o CFi, OCHi;, OCHzCH;, o QOCFi, e Y
es fenilo que de la misma manera no estd sustituido o esté
sustituido preferentemente con Cl, F y/o CFi, OCH;, OCH.CHj;,
0o OCFi, y A es un anillc hidrocarbonado aromé&tico.

En otra realizacidbédn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z!=0 (por 1lo
tanto r=1), 2z?’=0, D=0, m=1, n=1, qg=1, t=1, R°=0H, R’=H, R%=
H yv E es hetercarilo gue no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CF3, OCH;, OCH;CHi, ©
OCF3, e Y es fenilo que de la misma manera no estd susti-
tuido o estd sustituido preferentemente con Cl, F y/o CFj,
OCHs, OCH2CH3, o OCFs3;, v A es un anillo hidrocarbonade no
aromatico.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enilace simple, Z =0 {por 1lo
tanto r=1), D=0, m=1, n=1, g=1, t=i, R*=0H, R’=H, R®= H y E

es heteroarilo que no estd sustituido o estd sustituido
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preferentemente con Cl, F y/o CFi;, OCHi, OCH:CH;, o OCF3, e ¥
es fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CFi, OCHs, OCH;CH3,
o OCFi, y A es un anillo hidrocarbeonado aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, 7l=0 (por 1lo
tanto r=1), 2z%=0, D=0, m=1l, n=1, g=1, t=1, R’=0H, R’=H, R%=
H v E es fenilo que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, QCH;, OCHCH3, o OC¥;, e ¥
es heterocarilo que de la misma manera no esta sustituido o
estd sustituido preferentemente con Cl, F y/o CFj, OCHs,
OCH,CH3;, o OCF3, y A es un anillo hidrocarbonadc no aromati-
co.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2%=0, D=0, m=1, n=1, g=1, t=1, R?*=0H, R’=H, R%=
H v E es fenilo que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCHs, OCH,CHi, o OCF3, e ¥
es heterocarilo que de la misma manera no esta sustituido o
estd sustituido preferentemente con Cl, F y/o CF;, OCHa,
OCH,CH3, o OCF3;, y A es un anillo hidrocarbonado aromatico.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 72'=0 (por 1lo
tanto r=1), 22=0, D=0, m=1, n=1, qg=1, t=1, R®=0H, R®=H, R%=
H vy E es heteroarilo gue no estd sustituido o estd susti-
tuido preferentemerte con Cl, F y/o CF3, OCHa, OCH;CH;, o©

OCF3;, e Y es heteroarilo que de la misma manera no esta

7



sustituido o estd sustituido preferentemente con Cl, F y/o
CF;, OCHiz, OCHCH3,o COCF;, y B es un anillo hidrocarbonado no
aromatico.

En otra realizaciédn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2zZ!'=0 (por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R3=H, R®=
H y E es hetercarilec que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFs;, OCHs, OCH,CH;, o
OCF3, e Y es hetercarilo que de la misma ménera no estéa
sustituido o estéd sustituido preferentemente con Cl, F y/o
CF3, OCHjz, OCH;CH;, o OCF3;, y A es un anillo hidrocarbonado
aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de fdérmula (I}, L=enlace simple, 2Z'=0 (por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R3=H, R®=
H y E es fenileno que no estéd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi;, OCH;, OCH;CHi, o OCF4, e Y
es fenilo gue de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCHs, OCH,CHj,
o OCF3, y A es un anillo hidrocarbonado aromatico, donde un
carbono se reemplaza por O.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2’=0 (por 1lo
tanto r=1), z?=0, D=0, m=1, n=1, g=1, t=1, R?>=QH, R3=H, Rf=
H y E es fenileno gque no estd sustituido o estd sustituide
preferentemente con Cl, F y/o CFi, OCH;, OCH,CH;, o OCFi, e Y

es fenilo que de la misma manera no esta sustituido o esté
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sustituido preferentemente con Cl, F y/o CF3, OCH;, OCH:CHj3,
o OCF3, y A es un anillo hidrocarbonado no aromatico, donde
un carbbno se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, z'=0 (por lo
tanto r=1), z?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R%=H, R®=
H yv E es hetercarilo gue no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi3, OCHs, OCH;CH;, o©
OCF3, e Y es fenilo que de la misma manera no est& susti-
tuido o estd sustituido preferentemente con Cl, ¥ y/o CFs,
QCHis, OCH,CHs;, o OCF;, y A es un anillo hidrocarbonado
aromatico, donde un carbono se reemplaza por O,

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, z1=0 (por 1lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?*=0H, R’=H, R%=
H y E es hetercarilo gue no estd sustituido o estid susti-
tuido preferentemente con Cl, F y/o CFi, OCHs;, OCH3;CH3, o
OCF3, e Y es fenilo que de la misma manera no esta susti-
tuido ¢ estd sustituido preferentemente con Cl, F y/o CF3,
OCH;, OCH,CH;, o OCF3;, y A es un anillo hidrocarbonade no
aromadtico, donde un carbonc se reemplaza por O.

En otra realizacién particularmente preferida, en 1los
compuestos de fdérmula (I}, L=enlace simple, 7l=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%=H, R%=
Hy E es fenileno que no estad sustituide o esta sustituido
preferentemente con Cl, F y/o CF;, OCHi, OCH;CH;, o OCF3, e Y

es heteroarilo gque de la misma manera no esta sustituidoc o



esta sustituido preferentemente con Cl, F y/o CF3, OCHs,
OCH2CH;, o OCF3;, y A es un anillo hidrocarbonado aromatico,
donde un carbono se reemplaza por O.

En otra realizacién particularmente preferida, en los
compuestos de formula (I), L=enlace simple, 2'=0 (por 1lo
tanto r=1), 2?=0, D=0, m=1, n=1, qg=1, t=1, R2¥OH, R*=H, R%=
H y E es fenileno qus no estd sustituido ¢ estd sustituidc
preferentemente con Cl, F y/o CF;, OCH3;, OCH;CH;, 0 OCFs;, e Y
es heteroarilo que de la misma manera no estd sustituido o
estd sustituido preferentemente con €1, F y/o CFi, OCHs,
OCH,CH3, © OCF3, v A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, Z'=0 (por 1lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R2%=0H, R3=H, R®=
H yv E es hetercarilc que no estéd sustituido o esta susti-
tuido preferentemente con Cl, F y/o CF3, OCHi, OCHsCHE;, o©
OCFi3, e Y es heterocarilo que de la misma manera no estd
sustituido o esta sustituido preferentemente con Ci, F y/o
CFi, OCH3, OCHpCH3;, © OCF3;, y A es un anillo hidrocarbonado
aromatico, donde un carbonc se reemplaza por O,

En otra realizacidon particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z'=0 (por 1lo
tanto r=l), 2°=0, D=0, m=1, n=1, g=1, t=1, R%*=0H, R’=H, R%=
H v E es hetercarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFs, OCH;, OCH;CHi;, o

OCF3:, e Y es hetercarilo que de la misma manera no esta
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sustituido o esta sustituido preferentemente con Cl, F y/o
CF3;, OCHs, OCH;CH:, o OCF3;, y A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por C.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, 2)=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R®=OH, R’=H, R®-
H y E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH,CH3;, o OCF;, e Y
es fenilo que de la misma manera no estd sustituido o esté
sustituido preferentemente con Cl, F y/o CF;, OCH;, OCH,CHj,
o OCF3, y A es un anillo hidrocarbonado aromatico, donde un
carbono se reemplaza por N,

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R®=
Hy E es fenileno que no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCHs, OCH,CHs, o OCF;, e Y
es fenilo que de la misma manera no esta sustituido o esté
sustituido preferentemente con Cl, F y/o CF;, OCH3, OCH2CHj,
0 OCFi3, v A es un anillc hidrocarbonade no aromatice, donde
un carbono se reemplaza por N.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, z21=0 {por lo
tanto r=1), 2°=0, g D=0, m=1, n=1, g=1, t=1, R?=0H, R’=H,
R~ H y E es hetercarilo que no estad sustituido o esta sus-
tituido preferentemente con Cl, F y/o CF3, OCH;, OCH;CH;, ©

OCF3, & Y es fenilo que de la misma manera no estd susti-



tuido o esta sustituido preferentemente con Cl, F y/o CFs,
OCH;, OCH2CH3, o OCF3;, vy A es un anillo hidrocarbonado
aromatico, donde un carbono se reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2z'=0 (por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R3=H, R®=
H y E es hetercarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi, OCH;, OCH,CH;, o
OCF3;, e Y es fenilo que de la misma manera no esta susti-
tuido o est4d sustituido preferentemente con Cl, F y/o CFs,
OCHs, OCH2CH;, o OCFi;, vy A es un anillo hidrocarbonado no
aromatico, donde un carbono se reemplaza por N.

En otra realizacidn particularmente preferida, en 1los
compuestos de foérmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R3=H, RS-
H y E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCHsCHs;, o OCF4, e Y
€s hetercarilo gque de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CFi, OCH;,
OCH2CHsz, o OCF3;, y A es un anillo hidrocarbonado aromatico,
donde un carbono se reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de férmula (1), L=enlace simple, 2z!=0 (por 1lo
tanto r=1), Z?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R3=H, R®=
H yv E es fenileno que nc esta sustituido o esta sustituido
preferentemente con Cl, F y/o CF3;, OCH3;, OCH;CHi, o OCFi, e Y

es hetercarilo gque de la misma manera no estd sustituido o
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estd sustituido preferentemente con Cl, F y/o CF3, OCHs,
OCH,CHs;, o OCFi3, y B es un anillo hidrocarbonade no aromati-
co, donde un carbono se reemplaza por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, z'=0 (por lo
tanto r=1), 2z?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R*=H, R®=
H yv E es heteroarilo gque no estd sustituido o estd susti-
tuido preferentemente con Cl, ¥ y/o CF3, OCHz, OCHzCHi, o
OCF3, e Y es heteroarilo gque de la misma manera no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3, OCH3, OCH;CH3, o OCF3, y A es un anillo hidrocarbonado
aromatico, donde un carbono se reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de foérmula (I}, L=enlace simple, 2l=0 (por lo
tanto r=1), ZZ=O, D=0, m=1, n=1, g=1, t=1, RZ=0H, R’=H, R8=
H y E es heterocarilo gque nc estd sustituido o esta susti-
tuido preferentemente con Cl, F y/o CFi3, OCH;, OCH;CH;, o
OCFi, e Y es hetercarilo que de la misma manera no esta
sustituido o estd sustituido preferentemente con Cl, F y/o
CF;, OCHs, OCH;CH3, © OCFs;, vy A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por N.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tante r=1), 22=O, D=0, m=1, n=1, g=1, t=1, R?=OH, R3=H, R®=
H y E es fenileno gque no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCHyCH3, o OCF3;, e ¥

es fenilo que de la misma manera no estd sustituido o esta



sustituido preferentemente con Cl, F y/o CF;, OCHi, OCH,CHj,
0 OCF3, ¥y A es un anilloc hidrocarbonadc aromdtico, donde un
carbono se reemplaza por NRY.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2!'=0 (por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R%=0H, R%=H, R®=
H y E es fenileno que no estd sustituido o esta sustituido
preferentemente con Cl, F y/o CFi, OCHs;, OCHyCHi, o OCFi, e Y
es fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CFi, OCHj, OCH,CHj,
0o OCF3, y A es un anillo hidrocarbonade no aromatico, donde
un carbonc se reemplaza por NRY.

En otra realizacidén particularmente preferida, en Llos
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo
tanto r=1), Z?=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R3=H, R°®=
H y E es hetercarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CF3, OCHi, OCH,CH;, o
OCF3, e Y es fenilo que de la misma manera no estd susti-
tuido o esta sustituido preferentemente con Cl, F y/o CFs,
OCHsz, OCH;CHi, o OCF;, y A es un anillo hidrocarbonado
aromdtico, donde un carbono se reemplaza por NR?.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2!=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R’=H, R®=
H y E es heterocarile que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi, OCHi, OCH,CH;, o

OCF;, ¢ Y es fenilo que de la misma manera no estd susti-
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tuido o estd sustituido preferentemente con Cl, F y/o CFj,
OCHs, OCH;CH3;, o OCF3, y A es un anillo hidrocarbonado no
aromatico, donde un carbono se reemplaza por NR'.

En otra realizacidén particularmente preferida, en los
compuestos de fdérmula (I), L=enlace simple, zl=0 (por lo
tanto r=1), 2z?=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R®=H, R®=
H vy E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH,CHz, o OCF;, e Y
es heteroarilo que de la misma manera no estd sustituido o
estd sustituide preferentemente con Cl, F y/o CFi, OCH;s,
OCH;CH3;, o OCF3, y A es un anillo hidrocarbonadc aromético,
donde un carbono se reemplaza por NR’.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I}, L=enlace simple, z=0 (por lo
tanto r=1), 2z?=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R*=H, R%=
H y £ es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi3, OCHi, OCH;CH3, o OCF;, e Y
es hetercarilo gue de la misma manera no esta sustituido o
estd sustituido preferentemente con Cl, F y/o CF;, OCHs,
OCH,CH3, o OCFi3, y A es un anillo hidrocarbonado no aromdti-
co, donde un carbono se reemplaza por NR'.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2Z!'=0 (por lo
tanto r=1), 2z°=0, D=0, m=1, n=1, qg=1, t=1, R®=0OH, R’=H, R®=
H y E es hetercarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFs, OCHs, OCH;CH3, o©

OCF3, e Y es heteroarilo que de la misma manera no esté
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sustituido o estd sustituido preferentemente con Cl, F y/o
CF3, OCHs3, OCHzCH;, o OCF3;, y A es un anillo hidrocarbonado
aromatico, donde un carbono se reemplaza por NRY,

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2z'=0 (por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%=H, R%=
H vy E es heteroarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CF3, OCHz;, OCH»CH;, o
OCF3, e Y es heterocarilo que de la misma manera no esté
sustituido o estd sustituido preferentemente con Cl, F y/0
CF3;, OCHs3, OCH;CH3, © OCFi;, vy A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por NRY.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z’=0, D=0, m=1, n=1, g=1, t=1, R’=OH, R’<H, R®= H y E es fe-
nileno que no estd sustituido © estd sustituido preferente-
mente con Cl, F y/o CF;, OCH;, OCH;CH;, o OCFi, e Y es fenilo
que de la misma manera no estéd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCH;, OCHyCH;3, o OCF;, y A
es un anillo hidrccarbonado arcomatico, donde un carbono se
reemplaza por S.

En otra realizacidédn particularmente prefgrida, en los
compuestos de férmula (I), L=NH, 2z'=0 (por lo tanto r=1},
z’=0, D=0, m=1, n=1, g=1, t=1, R%=0H, R’=H, R®= H y E es fe-
nilenc que no esta sustituido © estd sustituido preferente-
mente con Cl, F y/o CF3;, OCH;, OCH,CH;, o OCFj3, e Y es fenilo

que de la misma manera no esta sustituido o estd sustituido
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preferentemente con Cl, F y/o CF;, OCHs, OCHyCHs, o OCFi;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, z'=0 {(por lo tanto r=1l),
7?=0, D=0, m=1, n=1, qg=1, t=1, R?=0H, R’=H, R®*= H y E es
hetercarilo que nc estd sustituido o estd sustituido prefe-
rentemente con Cl, F v/o CF3;, OCH;, OCH,CH;, o OCF3, e Y es
fenilo que de la misma manera no estd sustituido o esté
sustituido preferentemente con Cl, F y/o CF3, OCHs;, OCH;CHs,
o OCF3, vy A es un anillo hidrocarbonado aromdtico, donde un
carbono se reemplaza por S.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I), L=NH, Z1=0 {(por lo tanto r=1),
z2?=0, D=0, m=1i, n=1, g=1, t=1, R?=0H, R’=H, R®= H y E es
hetercarilo que no estd sustituido ¢ estd sustituido prefe-
rentemente con Cl, F y/o CF3, OCHi, OCH;CH3;, o OCF3, e Y es
fenilo que de 1la misma manera nc¢ esta sustituido o esta
sustituido preferentemente con Cl, F y/o CF;3;, OCHj3, OCH;CHj,
© OCF3, ¥ A es un anillc hidrccarboenade no aromatico, donde
un carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en 1los
compuestos de foérmula (I), L=NH, 71=0 {por lo tanto r=1),
7°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R’=H, R®>= H y E es fe-
nileno que no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CF;, OCHi, OCH;CHi, o OCF;, e Y es hete-

roarilo que de la misma manera no estd sustituido o esta



sustituido preferentemente con Cl, F y/o CFs;, OCH;, OCH,CHs,
o OCF3, y A es un anillo hidrocarbonado aromatico, donde un
carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1),
z’=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R’=H, R®= H y E es fe-
nileno gue no estd sustituido o estd sustituido preferente-
mente con Cl, ¥ y/o CF;, OCH;, OCH,;CH;, o OCF3;, e Y es hete-
roarile que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CFi;, OCHi, OCH,CH,,
o OCF3, y A es un anillo hidrocarbonado no aromatico, donde
un carbono se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, Z'=0 (por lo tanto r=1),
z’=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R=H, R®= H y E es
heteroarilo que no esté& sustituido o esta sustituido prefe-
rentemente con Cl, F y/o CFi;, OCH:, OCH,CH;, o OCF4, e Y es
heteroarilo_ gque de la misma manera no estid sustituido o
esta sustituido preferentemente con Cl, F y/o CF3, OCHs,
OCH2CHa, o OCF3, v A es un anillo hidrocarbonado aromdtico,
donde un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en 1los
compuestos de fédrmula (I), L=NH, zl=0 {por lo tanto r=1),
z?=0, D=0, m=1, n=1, g=1, t=1, R®*=0H, R’=H, R®= H y E es
hetervarilo gque nc estd sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CF;, OCHs;, OCH2CH;, o OCF3, e Y es

hetercarilo que de la misma manera no estd sustituido o
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estd sustituido preferentemente con Cl, F y/o CFi;, OCHs,
OCH,CH;, o OCF3;, y A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z!=0 (por lo tanto r=1),
2?=0, D=0, m=1, n=1, g=1, t=1, R?’=0H, R’=H, R®= H y E es fe-
nileno que no estd sustituido o esta sustituido preferente-
mente con Cl, F y/o CFs, OCH;, OCH;CHis, o OCF3, e Y es fenilo
que de la misma manera nc estd sustituido o estéd sustituido
preferentemente con Cl, F y/o CF3, OCH3, OCH,CHi, o OCF3, y A
es un anillo hidrocarbonado arcmatico.

En otra realizacidédn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1},
z?=0, D=0, m=1, n=1, g=1, t=1, R®*=OH, R’=H, R% H y E es fe-
nileno que no esta sustitulido o esta sustituido preferente-
mente con Cl, F y/o CF3;, OCH;, OCH,CH;, o OCF3;, e Y es fenilo
que de la misma manera no estd sustituido o estd sustituidoe
preferentemente con Cl, F y/o CF;, OCHs, OCHzCH;, o OCF3;, y A
es un anillo hidrocarbonado no aromatico.

En otra realizacién particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 2z'=0 (por loc tanto r=1),
z°=0, D=0, m=1, n=1, g=1, t=1, R®=0H, R%=H, R¥>= H y E es
hetercarilc que no estd sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CFj3, OCHs;, OCH;CH;, o OCFi3, e Y es
fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF;3;, OCHi3, OCH,CHs,

o OCF3, v A es un anilio hidrocarbonado aromatico.

“Zo



En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z’=0, D=0, m=1, n=1, q=1, t=1, R’=0H, R%H, R%= H y E es
hetercarilo que no estéd sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CF3, OCH;, OCHaCH;, o OCF;, e Y es
fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF3;, OCHs, OCH,CHs,
o OCF;, y A es un anillo hidrocarbonado no aromaticeo.

En otra realizacidén particularmente preferida, en los
compuestos de foérmula (I), L=NH, 2!=0 (por lo tanto r=1),
z’=0, D=0, m=1, n=1, g=1, t=1, R®=OH, R®=H, R= H y E es fe-
nileno que no esté sustituido o estd sustituido preferente-
mente con Cl, F y/o CFs, OCH3, OCH;CH3;, o OCF3;, e Y es hete-
roarilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCHjz, OCH,CH;,
o OCF;, y B es un anillo hidrocarborado aroméatico.

En otra realizacidén particularmente preferida, en los
compuestos de f£érmula (I), L=NH, 2'=0 (por lo tanto r=1},
2°=0, D=0, m=1, n=1, gq=1, t=1, R?=0H, R%=H, R®= H y E es fe-
nileno que no esté sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3, OCH;, OCH;CH3, o OCF;, e Y es hete-
roarilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CFi;, OCHs;, OCH,CHj,
0 OCFa, v A es un anillo hidrocarbonado no aromatico.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, 2!=0 (por lo tanto r=1),

z?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R®=H, R®= H y E es
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heteroa;:ilo gue no estd sustituido o estéd sustituido prefe-
rentemente con Cl, F y/o CF;, OCH;, OCH;CH3;, o OCF3;, e Y es
heteroarilo que de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CF3, OCH;3,
OCH,CHs, © OCF3, yv A es un anillo hidrocarbonado aromatico.

En otra realizacidén particularmente preferida, en los
compuestos de fdérmula (I), L=NH, 7'=0 (por 1o tanto r=1},
7°=0, D=0, m=1, n=1, q=1, t=1, R®=0H, R’=H, R®%= H y E es
hetercarilo que no estd sustituido o estd sustituido prefe-
rentemehte con Cl, F y/o CFi, OCH;, OCH;CH;, o CC¥F;, e ¥ es
hetercarilec que de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F vy/o CF3, OCH3,
OCH,CH;, © OCF3, y B es un anillo hidrocarbonado no aromdti-
co.

En otra realizacién particularmente preferida, en los
compuestos de fé$rmula (I), L=NH, z21=0 (por lo tanto r=1),
z?=0, D=0, m=1, n=1, qg=1, t=1, R?z0OH, R®<H, R®= H vy E es fe-
nileno que no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CFs, OCH3;, OCH,CHs, o OCF3, e Y es fenilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH3, OCH,CH;, o OCF3;, y A
@s un anillo hidrocarbonado aromatico, donde un carbonoc se
reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
7%=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R°=H, R’= H y E es fe-

nileno que no estd sustituidoc o estd sustituido preferente-



mente con Cl, F y/o CF3, OCHi, OCH;CH3;, o OCF;, e Y es fenilo
gue de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCHs;, OCHpCHi, o OCF3;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por 0.

En otra realizaclidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, 2'=0 {(por lo tanto r=1),
z?=0, D=0, m=l, n=1, g=1, t=1, R?=OH, R%=H, R%= H y E es
hetercarilo que no estd sustituido o estd sustituido prefe-
rentemente cen Cl, F y/o CF3, OCHs, OCH;CH:z, o OCF3, e Y es
fenilo que de la misma manera no estd sustituido o estéa
sustituido preferentemente con Cl, F y/o CFi, OCH3, OCH,CHj,
o OCFi, yv A es un anillo hidrocarbonade aromético, donde un
carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, z'=0 (por lo tanto r=1),
2*=0, D=0, m=1, n=1, g=1, t=1, R?<=0H, R%=H, R®= H vy E es
heteroarilo que no estd sustituido ¢ estd sustituido prefe-
rentemente con Cl, F y/o CFi, OCHi, OCH,CH;, o OCF;, e Y es
fenilo que de la misma manera no esté& sustituido o esta
sustituide preferentemente con Cl, F y/o CF3, OCHi, OCH,CHj,
¢ OCFi, y A es un anillo hidrocarbonade no aromatico, donde
un carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
72°=0, D=0, m=1, n=1, g=1, t=1, R®=0H, R’=H, R®= H y E es fe-

nileno que no estad sustituido o estd sustituido preferente-
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mente con Cl, F y/o CFi;, OCH;, OCH,CHi, o OCF3;, e Y es hete-
roarilo que de la misma manera no esta sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCHi, OCH;CHa;,
0 OCF;, y & es un anillo hidrocarbonado aromatico, dende un
carbono se reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1},
z?=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R’=H, R®= H y E es fe-
nileno que no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CF;, OCHi, OCH;CH3;, o OCF3, e Y es hete-
roarilc que de la misma manera no estd sustituido o esté
sustituido preferentemente con Cl, F y/o CFj3, OCH;, OCH,CHj3,
o OCF3, ¥y A e5 un anillo hidrocarbonado no aromaticeo, donde
un carbono se reemplaza por 0.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z°=0, D=0, m=i, n=1, g=1, t=1, R%*=OH, R®=H, R®= H y E es
hetercarilo que no esta sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CFi;, OCH3, OCH,CHs;, o OCF3, e Y es
hetercarilo que de la misma manera no estd sustituido o
estad sustituido preferentemente con Cl, F y/o CFi, OCHs,
OCH;CH3;, o OCFs3;, y A es un anillo hidrocarbonado aromatico,
donde un carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2!=0 (por lo tanto r=1),
2%=0, D=0, m=1, n=1, qg=1, t=1, R?*=0H, R’=H, R®= H y E es

heteroarilo que no estéd sustituido o esté sustituido prefe-



rentemente con Cl, F y/o CFi, OCH;, OCH,CHi;, © OCFs, e Y es
heterocarilo que de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CFs;, OCHj,
OCH;CH3, o OCFs3, v A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por O.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=NH, Z'=0 (por lo tanto r=1),
2°=0, D=0, m=1, n=1, g=1, t=1, R?>=OH, R’=E, R’= H y E es fe-
nileno que no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3, OCHj, OCH,CHs, o OCF3;, e Y es fenilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFs, OCH;, OCH;CH;, o OCF3, ¥y A
es un anillo hidrocarbonado aromatico, donde un carbono se
reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por 1o tanto r=1),
z’=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%=H, R®= H y E es fe-
nileno que no estad sustituido o estd sustituide preferente-
mente con Cl, F y/o CF;, OCHi;, OCH;CHi, o OCF3, e Y es fenilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH3, OCH,CH3, o OCFi;, y A
es un anillo hidrocarbonado no aromdtico, donde un carbono
se reemplaza por N.

En otra realizacidn particularmente prefgrida, en 1los
compuestos de férmula (I), L=NH, Zz'=0 (por lo tanto r=1),
72°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%=H, R®= H y E es

hetervcarilo que no estd sustituido o0 estd sustituido prefe-
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rentemente con Cl, F y/oc CF;3;, OCH;, OCH:CH;, o dCF3, e Y es
fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCH3, OCH;CHj3,
o OCF3, y A es un anillo hidrocarbonade arcmatico, donde un
carbono se reemplaza por N.

En otra realizacidén particularmente preferida, en 1los
compuestos de fdérmula (I}, L=NH, zl=0 (por lo tanto r=1l},
ZZ=O, D=0, m=1, n=1, qg=1, t=1, R2=OH, R3=H, R®= H y E es
heterocarilo que no estd sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CF3, CCH3, OCH2CH3, o OCF3, e Y es
fenilo que de la misma manera no esta sustituido o esta
sustituido preferentemente con Cl, F y/o CF;, OCH;, OCH,CHj,
o OCF3;, y A es un anillec hidrocarbonado no aromatico, donde
un carbono se reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestes de férmula (I), L=NH, zl=0 (por lo tanto r=1},
z’=0, D=0, m=1, n=1, g=1, t=1, R’=0H, R®=H, R®= H y E es fe-
nileno que no estd sustituido o estéd sustituido preferente-
mente con Cl, F y/o CF;, OCH;, OCH,CH;, © OCF;, e Y es hete-
roarilo que de la misma manera no estd sustituido o esté
sustituido preferentemente con Cl, F y/o CF3;, QCH;, OCH,CHs;,
o OCFs, v & es un anillo hidrocarbonado aroméatico, donde un
carbonoc se reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, 71=0 {por lo tanto r=1),
2?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R3®=H, R®= H y E es fe-

nileno gque no esta sustituido o estad sustituido preferente-



mente con Cl, F y/o CF;3;, OCH3, OCH,CH3;, o OCF;, e Y es hete-
roarilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF;, OCHz, OCH,CHs,
o CCF3, v A es un anillo hidrocarbonado no aromdtico, donde
un carbono se reemplaza por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 {(por lo tanto r=1),
z?=0, D=0, m=l, n=1, g=1, t=1, R%=OH, R%=H, R®= H y E es
hetercarilo que no estd sustituido o estd sustituide prefe-
rentemente con Cl, F y/o CF;, OCH;, COCH;CHs, o OCFi, e Y es
hetercarilo que de la misma manera no estd sustituido o
esta sustituido preferentemente con Cl, F vy/o CF3, OCHs,
OCH;CH3, o OCF3;, y A es un anillo hidrocarbonado aromatico,
donde un carbono se reemplaza por N,

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I}, L=NH, z!'=0 {por lo tanto r=1},
2’=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R’=H, R®= H y E es
heteroarilo que no estd sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CFs;, OCHs;, OCH;CH:, o OCF3;, e Y es
hetercarilo gue de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CF3;, OCH;:,
OCH,CH3z, o OCFi, v A es un anillo hidrocarbonado no aromdti-
co, donde un carbono se reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z'=0 (por lo tanto r=1),
2?=0, D=0, m=1, n=1, q=1, t=1, R’=OH, R’=H, R®= H y E es fe-

nileno que no estd sustituide o estd sustituido preferente-
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mente con Cl, F y/o CFi, OCHi, OCH2CHi, o OCF3, e Y es fenilo
gque de la misma manera no estd sustituido o esta sustituido
preferentemente con Cl, F y/o CF;, OCH;, OCHRCH;, o OCF3, y A
es un anillo hidrocarbonado arcmatico, donde un carbono se
reemplaza por NR'.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2Z!=0 (por lo tanto r=1),
z?=0, D=0, m=1, n=1, g=1, t=1, R*=OH, R®=H, R®= H y E es fe-
nilenc que no estéd sustituido o estd sustituido preferente-
mente con Cl, F y/o CFj;, OCHz, OCH;CH3;, o OCF3, e Y es fenilo
que de la misma manera no estd sustituido © estd sustituido
preferentemente con Cl, F y/o CF;, OCH;, OCH;CHi, o OCF;, y A
es un anillo hidrocarbonado no aromético, donde un carbono
se reemplaza por NR.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 71=0 (por lo tanto r=1),
z?=0, D=0, m=1, n=1, g=1, t=1, R%=0H, R’=H, R®= H y E es
hetercarile gue no esta sustituido o esta sustituido prefe-
rentemente con Cl, F y/o CF;, OCH;, OCH;CH3;, o OCF;3;, e Y es
fenilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF;, OCH;, OCH;CHj,
o OCF3, y A es un anillo hidrocarbenado aromatico, donde un
carbono se reemplaza por NR'.

En otra realizacién particularmente preferida, en los
compuestos de fédrmula (I), L=NH, z'=0 {por lo tanto r=i},
z2?=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R%*=H, R®*= H y E es

heteroarilo que no estd sustituido o estd sustituido prefe-



rentemente con Cl, F y/o CF3;, OCHa, OCH;CHsz, © OCF3, e Y es
fenilo que de la misma manera no estad sustituido o esta
sustituido preferentemente con Cl, F y/o CFi, OCHj3, OCH,CHs,
© OCF3, ¥y A &5 un anillo hidrocarbonado nc aromatico, donde
un carbonc se reemplaza por NR?.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1),
z’=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R>=H, R®= H y E es fe-
nileno gque no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3, OCH3, OCH;CHi, o OCF3, e Y es hete-
roarilo que de la misma manera no estéd sustituido o esta
sustituido preferentemente con Cl, F y/o CFi;, OCHi, OCH,CHa,
o OCFi3, y A es un anillo hidrocarbonado aromdtico, donde un
carbono se reemplaza por NR®.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, 2z!=0 {(por lo tanto r=1),
Z°=0, D=0, m=1, n=1, g=1, t=1, R?’=0H, R%=H, R%= H y E es fe-
nileno gue no estd sustituido © estd sustituido preferente-
mente con Cl, F y/o CF3, OCHs;, OCH,CH3;, o OCF3;, e Y es hete-
roarilc que de la misma manera no estd sustituido o estéa
sustituido preferentemente con Cl, F y/o CFs3, OCH;, OCH>CHs,
o OCFz, y A es un anillo hidrocarbonadc no aromatico, donde
un carbono se reemplaza por NR*,

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, z'=0 (por lo tanto r=1},
2?=0, D=0, m=1, n=1, g=1, t=1, R®°=0H, R’=H, R®= H y E es

hetercarilo que no estd sustituido o estd sustituido prefe-
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rentemente con Cl, F y/o CF3, OCHis, OCH;CH3, o OCF;, e Y es
hetercarilo que de la misma manera no estd sustituido o
esta sustituido preferentemente con Cl, F y/o CF;, OCH;,
OCH,CHs, © OCFi, v A es un anillo hidrocarbonado aromatico,
donde un carbono se reemplaza por NRI.

.En otra realizacidn particularmente preferida, en los
compuestos de fdédrmula (I}, L=NH, 71=0 {por lo tanto r=1),
z°=0, D=0, m=1, n=1, g=1, t=1, R*=0OH, R>=H, Rf= H y E es
hetercarilo que no estd sustituido o estd sustituido prefe-
rentemente con Cl, ¥ y/o CF;, OCH., OCH;CHi;, o OCF;, e Y es
hetercariio que de la misma manera no estd sustituido o
esta sustituido preferentemente con Cl, F y/o CFi;, OCH;,
OCH;CH3, © OCF3;, y A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por NR'.

En otra realizacidn particularmente preferida, en 1los
compuestos de fdérmula (I), L=enlace simple, r=0, 72=0, D=0,
m=1, n=1, g=1, t=1, R?*=0H, R’=H,, R®= H y E es fenileno que
no esta sustituido o esta sustituido preferentemente con
Cl, F y/o CF3, OCHi, OCH;CHi, o OCF3;, e Y es fenilc que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CF3;, OCHs, OCH;CH;, o OCF3;, y A es un
anillo hidrocarbonade aromatico, donde un carbono se reem-—
plaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, =0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R?®<0H, R’=H, R®= H y E es fenileno que

no estd sustituido o estéd sustituido preferentemente con



Cl, F y/o CFi, OCHs;, OCH,CH3, o OCFs3, e Y es fenilo que de la
misma manera no esta sustituido o estd sustituido preferen-
temente con Cl, F y/o CF3;, OCH;, OCH;CHi, o OCFi;, y A es un
anillo hidrocarbonado no aromédtico, donde un carbono se re-
emplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, z°=0, D=0,
m=1, n=1, g=1, t=1, R?=0H, R’=H, R®%= H y E es heteroarilo
que no estéa sustituide © esta sustituido preferentemente
con Cl, F y/o CFi;, OCHi, OCH;CHs;, o OCF;, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH;CH3;, © OCFs;, y A
es un anillo hidrocarbonado aromatico, donde un carbono se
reemplaza por S.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2%=0, D=0,
m=1, n=1, g=1, t=1, R?’=0H, R’=H, R®= H y E es heteroarilo
que no esta sustituldo o estd sustituide preferentemente
con Cl, F y/o CFs;, OCHs, OCH,CH;, o OCF;, e Y es fenilo que
de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCH,CH;, o OCF;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por S.

En otra realizacidn particularmente preferida, en 1los
compuestos de f£o6rmula (I), L=enlace simple, r=0, 2%=0, D=0,
m=1, n=1, g=1, t=1, R*=0H, R’=H, R®= H y E es fenileno que

no estd sustituidc o estd sustituido preferentemente con
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Cl, F y/o CFis, OCHs;, OCH:CHi;, o OCF3, e Y es hetercarilo que
de la misma manera no estd sustituido o estd sustituidoe
preferentemente con Cl, F y/o CF;, OCH;, OCH,CH3;, o OCF3;, y A
es un anillo hidrocarbonade aromAtico, donde un carbono se
reemplaza por S.

En otra realizacién particularmente preferida, en 1los
compuestos de foérmula (I), L=enlace simple, r=0, 2?=0, D=0,
m=1, n=1, g=1, t=1, R2=OH, R3=H, Ré= H y E es fenileno que
no estd sustituido © estd sustituido preferentemente con
Cl, F y/o CFi3, OCHi;, OCH»,CH3, o OCF3, e Y es hetercarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OQOCH;, OCH;CH;, o QOCF3, y A
es un anillo hidrocarbonade no aromatice, deonde un carbono
se reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de fdrmula (I), L=enlace simple, r=0, 7?=0, D=0,
m=1, n=1, g=1, t=1, R?=0H, R’=H, R®= H y E es heteroarilo
gue no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCHi, OCH;CHis, o OCF3;, e Y es heterocarilo
que de la misma manera no estd sustituido o esta sustituido
preferentemente con Cl, F y/o CFs3;, OCH;, OCH,CH;, o OCF3;, y A
es un anillo hidrocarbonade aromatice, donde un carbono se
reemplaza por S.

En otra realizacidén particularmente preferida, en los
compuestos de fdérmula (I), L=enlace simple, r=0, z?=0, D=0,
m=1, n=1, g=1, t=1, R’=0H, R*=H, R®= H y E es hetercarilo

gque no "estd sustituido o estd sustituido preferentemente



con Cl, F y/o CF3, OQOCH;, OCH;CH3, ¢ OCFi, e Y es heterocarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, ¥ y/o CFi3, OCH3, OCHCH;, o OCFi;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por S.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, Z?=0, D=0,
m=1, n=1, g=1, t=1, R®=OH, R’<H, R®= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH3, OCH;CHi, o OCF;, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Ci, F y/o CF3, OCH;, OCH;CHs, o OCFi;, y A es un
anillo hidrocarbonado aroméatico.

En otra realizacidn particularmente preferida, en los
compuestos de fédrmula (I}, L=enlace simple, r=0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R?<OH, R’=H, R®= H y E es fenileno que
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCHi, OCH;CH3, o OCF;, e Y es fenilo que de la
misma manera no esta sustituido o esté& sustituido preferen-
temente con Cl, F y/o CF3, OCHi, OCH;CH;, o OCFi, v A es un
anillo hidrocarbonado no aromatico.,

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R’=0H, R%=H, R®= H y E es heteroarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/c CFs;, OCHs;, OCHyCHs, o OCF;, e Y es fenilo que

de la misma manera no estd sustituideo © estd sustituidoe
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preferentemente con Cl, F y/o CF;, OCH;, OCHCH;, o OCF3, y A
es un anillc hidrocarbonado arom&tico.

En otra realizacidn particularmente preferida, en los
compuestos de fédrmula (I L=enlace simple, =0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R?=OH, R?=H, R®= H y E es heteroarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CFs, OCHs;, OCH,CH3;, o OCF;, e Y es fenilo que
de la misma manera no estd sustituide o© esta sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCH,CHi, ¢ OCF3, y A
es un anillo hidrocarbonado no aromatico.

En otra realizacidn particularmente preferida, en los
compuestos de fédrmula (I), L=enlace simple, r=0, Zz=O, D=0,
m=1, n=1, g=1, t=1, R®’=QH, R’*=H, R®= H y E es fenileno que
no estéd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3;, OCHs;, OCH;CH3, © OCF3;, e Y es hetercarilo que
de la misma manera no estd sustituido o esta sustituido
preferentemente con Cl, F y/o CFi, OCHs, OCH;CH;, o OCF3;, y A
es un anillo hidrocarbonado aromatico.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 2z°=0, D=0,
m=1, n=1, g=1, t=1, R?=OH, R?=H, R®= H y E es fenileno que
no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH;CHs, o OCF;, e Y es hetercarilo que
de la misma manerz noc esta sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCHs;, OCH;CH3;, o OCF3, y A
es un anillo hidrocarbonado no aromatico.

En otra realizaciédn particularmente preferida, en los



compuestos de férmula (I), L=enlace simple, r=0, 2Z2=0, D=0,
m=1, n=1, g=1, t=1, R?’=0H, R’=H, R®= H v E es heterocarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CFi, OCHi;, OCH3;CH;, o OCF3;, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCHs;, OCH,CH;, o OCFs;, y A
es un anillo hidrocarbonado aromatico.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2Z?=0, D=0,
m=1, n=1, g=1, t=1, R*=0H, R’=H, R®°= H y E es heterocarilo
que no esta sustituidoc o estéd sustituido preferentemente
con Cl, F y/o CF3, OCHz, OCH;CHi:, o OCFi, e Y es heterocarilo
gue de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH3, OCH,CH3;, o OCFs, y A
es un anillo hidrocarbonado no aromitico.

En otra realizacién particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, r=0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R?=0H, R%:H, R®= H y E es fenileno que
no esta sustitulido o estad sustituido preferentemente con
Cl, F y/o CF3, OCHi, OCHzCH;, o OCFi, e Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFs, OCHj3;, OCH;CHs,0 OCFi, y A es un
anillo hidrocarbonado aromdtico,donde un carbono se reem-
plaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0C, 72=0, D=0,

m=1, n=1, g=1, t=1, R2=OH, R9=H, R%= H y E es fenileno que
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no estd sustituido o est& sustituido con Cl, F vy/o CFj,
OCH;, OCH»CHE3;, © OCF3;, e Y es fenilo gue de la misma manera
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCHzCHi, o OCFi, y A es un anillo hidro-
carbonado no aromatico, donde un carbono se reemplaza por
0.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R®=0H, R’=H, R¥= H y E es hetercarilo
gue no estd sustituido o esta sustituido preferentemente
con Cl, F y/o CFi, OCH3;, OCH2CH;, o OCF3;, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFs;, OCHs, OCH,CH;, o OCF;, y A
es un anillo hidrocarbonadeoc aromatico, donde un carbono se
reemplaza por 0.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I L=enlace simple, r=0, 2°=0, D=0,
m=1, n=1, g=1, t=1, R2=OH, R3=H, R8= H y E es heteroarilo
que no esta sustituido o esta sustituido preferentemente
con Cl, F y/o CFi, OCH;, OCH,CH;, o OCF;, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCH,CHi;, o OCF3, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por O.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, z?=0, D=0,

m=1, n=1, g=1, t=1, R*=0H, R’=H, R®= H y E es fenileno que



no esta sustituido o estd sustituido preferentemente con
Cl, F v/o CF3;, OCH;, OCH;CH3, o OCF3;, e Y es heteroarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cil, F y/o CF3;, OCH;, OCH,CH3, o OCF3, y A
es un anillo hidrocarbonado arcméatico, donde un carbono se
reemplaza por O.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, D=0,
m=1, n=l, g=1, t=1, R?*=0H, R’=H, R%= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH;CH3, o OCF3, e Y es heterocarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCHi, OCH,CH;, o OCF3, y A
es un anillo hidrocarbonade no aromdtico, donde un carbono
se reemplaza por O.

En otra realizacién particularmente preferida, en los
compuestos de foédrmula (I}, L=enlace simple, r=0, ZZ=O, D=0,
m=1, n=1, g=1, t=1, R?=CH, R?=H, rR¥= vy E es hetercarilo
que no estd sustituido o esté sustituido preferentemente
con Cl, F y/o CF3, QOCH3, OCH,CH;, o OCF3, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCHs;, OCHzCHi, © OCF;, y A
es un anillo hidrocarbonado aromdtico, donde un carbono se
reemplaza por O.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, D=0,

m=1, n=1, q=1, t=1, R*=0H, R’sH, R%= H y E es heterocarilo
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gue no esté sustituido o estéd sustituido preferentemente
con Cl, F y/o CF3;, OCHi, OCH,CHs;, o OCFi, e Y es heterocarilo
gue de la misma manera no estd sustituido o esta sustituido
preferentemente con Cl, F y/o CF3, OCHi, OCH;CH3, o OCF;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por O.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I}, L=enlace simple, =0, 7z?=0, D=0,
m=1, n=1, g=1, t=1, R?=0H, R’=H, R®= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CFs, OCHs, OCH;CHi, o OCF3, e ¥ es fenilo que de la
misma manera no estad sustituido o estd sustituido preferen-
temente con Cl, F vy/o CF3;, OCH;, OCH,CH3, o OCF3, vy A es un
anillo hidrocarbonado aromatico,donde un carbono se reem-
plaza por N.

En otra realizacién particularmente preferida, en los
compuestos de fdédrmula (I), L=enlace simple, r=0, Zz=0, D=0,
m=1l, n=1, g=1, t=1, R?°=0H, R¥=H, R%= H y E es fenilenc que
noc esta sustituido o‘esté sustituido preferentemente con
Cl, F y/o CF3, OCHs;, OCH;CHs, o OCF3, e Y es fenilo que de la
misma manera no estd sustituidoe o estd sustituido preferen-
temente con Cl, F y/o CFs;, OCHi, OCH,CH;, o OCF3;, vy A es un
anillo hidrocarbonado no aromatico, donde un carbono se re-
emplaza por N.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 72?=0, D=0,

m=1l, n=1, g=1, t=1, R?=OH, R3=H, rR®= H y E es heteroarilo



que no esta sustituido o estd sustituido preferentemente
con Cl, F y/c CF3, OCH;, OCH,CHi, o OCF;, e Y es fenilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCHs;, OCH,CH;, o OCFi;, y A
es un anillo hidrocarbonado aromatico, donde un carbono se
reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, z2=0, D=0,
m=1, n=1, g=1, t=1, R?’=0H, R®=H, R®= H vy E es heterocarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCH;, OCH;CE3;, o OCF;, e Y es fenilo que
de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CFs;, OCHs;, OCH,CH;, o OCFa, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por N.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, r=0, 3?0, D=0,
m=1i, n=1, g=1i, t=1, R°=0H, R3=H, RS= H y E es fenileno que
no estd sustituido o estd sustituidec preferentemente con
Cl, F y/o CF3, OCHi, OCH,CHi, o OCFi3, e Y es heteroarilo que
de la misma manera no estd sustituide © estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH2CHi, o OCF3;, y A
es un anillo hidrocarbonado aromAtico, donde un carbono se
reemplaza por N.

En otra realizacidon particularmente preferida, en locs
compuestos de férmula {I), L=enlace simple, r=0, 7?=0, D=0,

m=1, n=1, g=1, t=1, R®=0H, R%=H, R®= H y E es fenileno que
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no esta sustituido o estd sustituido preferentemente con
Cil, F y/o CF;, OCH3, OCH,CHi;, o OCF3, e Y es hetercarilo que
de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/c CF3, OCHs;, OCH;CHs;, o OCF3, y A
es un anillo hidrocarbonade no aromatico, donde un carbono
se reemplaza por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2z?=0, D=0,
m=1, n=1, g=1, t=1, R®=0H, R®=H, R®%= H y E es heteroarilo
que no estd sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH;, OCH;CH3;, o OCF3, & Y es heteroarilo
que de la misma manera no esta sustituido o estd sustituido
preferentemente con Cl, F y/o CFs, OCHs, OCH;CHi, o OCF3, y A
es un anillo hidrocarbonado arcmatico, donde un carbono se
reemplaza por N.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, r=0, 72=0, B=0,
m=1, n=1, g=1, t=1, R®=0H, R%H, R®= H y E es heteroarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CFi;, OCH3, OCHCHs, o OCF3, e Y es heteroarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH;CH;, © OCFi, y A
es un anillec hidrocarbonade no aromatico, donde un carbono
se reemplaza por N.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, ZZ=O, D=0,

m=1, n=1, g=1, t=1, R%*=0H, R%=H, R®= H y E es fenileno que



no estd sustituido o estd sustituido preferentemente con
Cl, F y/o CFs3, OCHi, OCH;CH;, o OCF;, & Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CF3, OCHz, OCH;CH;, o OCF3, y A es un
anillc hidrocarbonado aromdtico,donde un carbono se reem-—
plaza por NR'.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 22=0, D=0,
m=1, n=1, g=1, t=1, R%=0H, R¥=H, R®= H y E es fenileno que
no estd sustituidc o estd sustituide preferentemente con
Cl, F y/o CF3, OCHs, OCH»CH3;, 0 OCF;, ¢ Y es fenilo que de la
misma manera no estéd sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi;, OCH3, OCHyCH;, o OCF;, y A es un
anillo hidrocarbonado no aromdtico, donde un carbono se re-
emplaza por NR?.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 2°=0, D=0,
m=1l, n=1, g=1, t=1, R%*=0H, R’=H, R®= H ¥y E es heterocarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCHs, OCH,CH3;, o OCF3, e Y es fenilo que
de la misma manera no estéd sustituide o estd sustituido
preferentemente con Cl, F y/o CFi;, OCH;, OCH,CH;, o OCF3, y A
es un anillo hidrocarbonado aromético, donde un carbono se
reemplaza por NR*.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 7?=0, D=0,

m=1, n=1, g=1, t=1, R*=0H, R’=H, R®°= H y E es heteroarilo
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qlue no estd sustituido o esta sustituido preferentemente
cen Cl, F y/o CF3, OCH;, OCHyCH;, o OCF3;, e Y es fenilc que
de la misma manera no estéd sustituido o estéd sustituido
preferentemente con Cl, F y/o CF3;, OCHj;, OCH,CH3;, o OCF3, y A
es un anillo hidrocarbonade no aromatico, donde un carbono
se reemplaza por NR',

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2°=0, D=0,
m=1, n=1, g=1, t=1, R?*=0H, R’=H, R®= H y E es fenileno que
no esté sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCHs;, OCH;CH3, o OCF3, e Y es hetercarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCH;, OCH,CH3, o OCF;, y A
es un anillec hidrocarbonado aromatico, donde un carbono se
reemplaza por NR®.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, r=0, 72=0, D=0,
m=1, n=1, g=1, t=1, R®*=0H, R’=H, R®= H y E es fenileno que
no esta sustituido o estd sustituide preferentemente con
Cl, F y/o CFs;, OCHz, OCH;CH;, o OCF3, e Y es heterocarilo que
de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCH;, OCH,CH3;, o OCF;3, y A
es un anillec hidrocarbonado no aromdtico, donde un carbono
se reemplaza por NR'.

En otra realizaciédn particularmente preferida, en los
compuestos de fédrmula (I), L=enlace simple, r=0, 2?=0, D=0,

m=1, n=1, g=1, t=1, R%=0H, R%®=H, R®= H y E es hetercarilo



gue no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF;3, OCH3, OQOCH;CH3;, o OCF;, e Y es heteroarilo
gque de la misma manera no estd sustituido o estd sustituide
preferentemente con Cl, F y/o CF3;, OCHs;, OCH;CHi, o OCF;, y A
es un anillo hidrocarbonado arcmédtico, donde un carbono se
reemplaza por NRY.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, Z2=O, D=0,
m=1, n=1, g=1, t=1, R?=0H, R®:H, R®= H vy E es heteroarilo
gue no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF;, OCH3;, OCHCH:, © OCFi, e Y es hetercarilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con €1, F y/o CF;, OCHs;, OCH;CH;, o OCFj3, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por NR'.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 72l=0 {(por lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1i, t=1, R%=0H, R3=H, R%=
H vy E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH3, OCH,CHi, o OCFi, e Y
es fenilo gue de la misma manera no esta sustituido o esté
sustituide preferentemente con Cl, ¥ y/o CF3, OCH;, OCH,CHs,
0 OCFi, y A es un anillo hidrocarbonado no aromdtico, donde
un carbono se reemplaza por SO.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2'=0 (por lo

tanto r=l1), z%=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R’=H, R®=
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H y E es heteroarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CF3;, O0CHi, OCH;CHi, o
OCFi, e Y es fenilo que de la misma manera no estd susti-
tuido o estd sustituido preferentemente con Cl, F y/o CFj,
OCHs;, OCH;CHs;, o OCF3;, y A es un anillo hidrocarbonado no
aromadtico, donde un carbono se reemplaza por SO.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I}, L=enlace simple, zl=0 (por 1lo
tanto r=1), 2?°=0, D=0, m=1, n=1, g=1, t=1, R*=0H, R3=H, R%=
H vy E es fenilenc que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CFi, OCHj;, OCH;CH3;, o OCFs3;, e Y
es hete;oarilo que de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CFi, OCHj,
OCH,;CH3;, o OCF3;, y A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por S$S0.

En otra realizacidon particularmente preferida, en los
compuestos de formula (I), L=enlace simple, z!'=0 (por 1o
tanto r=1), 2z?=0, D=0, m=1, n=1, g=1, t=1, R?*=0H, R¥*=H, R®=
H y E es heteroarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi, OCHs, OCH;CH;3, o
OCF3, e Y es heterocarilo que de la misma manera no esta
sustituido o esta sustituido preferentemente con Cl, F y/o
CF3, OCHj;, OCH2CH;, o OCF;3;, y A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por SO.

En otra realizacidén particularmente preferida, en 1los
compuestos de foérmula (I), L=NH, 2 =0 (por lo tanto r=1),

z°=0, D=0, m=1, n=1, g=1, t=1, R’=0H, R’=H, R’= H y E es fe-



nileno que no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CFi;, OCHz, OCH:CH;, © OCFi;, e Y es fenilo
que de la misma manera no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3, OCHis, OCH,CH3;, o OCF3;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por SO.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I}, L=NH, 2'=0 (por lo tanto r=1),
z?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R°-H, R%>~ H y E es
heteroarilo que no estd sustituido o estd sustituido pfefe-
rentemente con Cl, F y/o CF;, OCH;, OCH,CHi, o OCFi, e Y es
fenilo que de la misma manera no est& sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCH;, OCH,CHs,
0 OCF3, ¥ A es un anillo hidrocarbonadc no aromadtico, donde
un carbono se reemplaza por SO.

En otra realizacién particularmente preferida, en los
compuestos de férmula (I), L=NH, Z'=0 (por lo tanto r=1}),
z’=0, D=0, m=1, n=1, g=1, t=1, R’=0H, R’=H, R®= H y E es fe-
nileno gque no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3;, OCH3, OCH,CH:, o OCF3;, e Y es hete-
roarilo que de la misma manera no estad sustitulido o esté
sustituidec preferentemente con Cl, F y/o CFi, OCHi, OCH,CHs,
o OCFi3, vy A es un anillo hidrocarbonado no aromatico, donde
un carbono se reemplaza por SO.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 7l1=0 (por 1o tante r=1),

z*=0, g D=0, m=1, n=1, g=1, t=1i, R%=OH, R’=H, R%= H y E es
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hetercarilo que no estd sustituido o estd sustituido prefe-
rentemente con Cl, F y/o CFi;, OCH;, OCH:CHs;, © QOCF;, e Y es
hetercarilo que de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CF3, OCHjs,
OCH2CH3, © OCF3;, v A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por SO.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 2°=0, D=0,
m=1, n=1, g=1, t=1, R?=0H, R®=H, R%= H y E es fenileno que
no esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF;, OCHs;, OCH;CH3, o OCF3, € Y es fenilo que de la
misma manera no estd sustituido o estd sustituido preferen-
temente con Cl, F y/o CF;, OCH;, OCH;CH3, o OCF3, y A es un
anillo hidrocarbonado nc aromatice, donde un carbono se re-
emplaza por SO.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 2%?=0, D=0,
m=1, n=1, g=1, t=1, R?=0d, R%=H,, R®= H y E es heterocarilo
que no esta sustituido o estd sustituido preferentemente
con Cl, F y/o CF3, OCHs, OCH,CHis, o OCF3;, e Y es fenilo que
de la misma manera no esta sustituido o esté sustituido
preferentemente con Cl, F y/o CF;, OCH3;, OCH,CH;, o OCF,, vy A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por S50.

En otra realizacidn particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, 72=0, D=0,

m=1, n=1, g=1, t=1, R*=CH, R’=H, RP= H vy E es fenileno que



no estad sustituido o estd sustituido preferentemente con
Ci, F y/o CFs3, OCH3, OCH,CH3, o OCF3, e Y es heteroarilo que
de la misma manera no estd sustituido o esta sustituido
preferentemente con Cl, F y/o CF3;, OCHi;, OCH,CH;, o OCF;, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por SO.

En otra realizacién particularmente preferida, en los
compuestos de foérmula (I), L=enlace simple, r=0, (por 1lo
tanto r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R%=g, R%=
E y E es hetercarilo gque no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFi, OCH;, OCH,CH;, o
OCF3, e Y es hetercarilo gque de la misma manera no estéa
sustituido o estad sustituido preferentemente con Cl, F y/o
CF3, OCHz, OCH;CH3, © OCF3, y A es un anillo hidrocarbonado
no arcomatico, donde un carbono se reemplaza por SO.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, 2z'=0 (por lo
tantoe r=1), 2°=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R’=H, R=
H y E es fenileno que no estd sustituido o estd sustituido
preferentemente con Cl, F y/o CF3;, OCHs, OCH,CH3;, © OCF3, e Y
es fenilo que de la misma manera no esta sustituido o esta
sustituidoc preferentemente con Cl, F y/o CFs;, OCH;, OCH,CHj,
o OCFs, v A es un anillo hidrocarbonado no aromatico, donde
un carbonc se reemplaza por S0;.

En otra realizacidén particularmente preferida, en los
compuestos de fdérmula (I}, L=enlace simple, 71=0 (por 1lo

tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R?=0H, R’=H, R®=
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H y E es heterocarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CF3;, OCH3;, OCH;CHi, o©
OCF3, e Y es fenilo que de la misma manera no estd susti-
tuido o estd sustituido preferentemente con Cl, F y/o CFj,
OCH;, OCH,CH3, o OCF;3;, y A es un anillo hidrocarbonado no
aromatico, donde un carbono se reemplaza por SO0;.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, 2z'=0 (por lo
tanto r=1), 2?=0, D=0, m=1, n=1, g=1, t=1, R®=0H, R%=H, R®=
H y E es fenileno que no estd sustituido o estéd sustituido
preferentemente con Cl, F y/o CFa, OCHs;, QOCH;CHi;, o OCF;3, e Y
es hetercarilo que de la misma manera no estd sustituido o
estd sustituide preferentemente con Cl, F y/o CFi;, OCH;3,
OCH,CH3, o OCFs3, vy A es un anillo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por S0;z.

En otra realizacién particularmente preferida, en los
compuestos de foéormula (I), L=enlace simple, 71=0 (por lo
tanto r=1), 2Z°=0, D=0, m=1, n=1, g=1, t=1, R?=0OH, R’=H, R®=
H y E es hetercarilo que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFs, OCH;, OCH,CH;, o©
OCF3, e Y es heterocarilo gque de la misma manera no esta
sustituido © estd sustituido preferentemente con Cl, F y/o
CFs3;, OCHs;, OCH;CH3;, o OCF3;, y A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por S0;.

En otra realizacidédn particularmente preferida, en 1los
compuestos de férmula (I}, L=NH, Z'=0 (por lo tanto r=1),

22=0, D=0, m=1, n=1, g=1, t=1, R?=OH, R*=H, R¥%= H y E es fe-



nilenc que no estd sustituido o estd sustituido preferente-
mente con Cl, F y/o CF3;, OCHs, OCH,CH3;, o OCF3, e Y es fenilo
que de la misma manera no estéd sustituido o estd sustituido
preferentemente con Cl, F y/o CF;, OCH3, OCH;CH;, o OCFi;, y A
es un anillo hidrocarbecnade no aromadtico, donde un carbono
se reempiaza por SO;.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=NH, 2}=0 (por lo tanto r=1),
z?=0, D=0, m=l, n=1, g=1, t=1, R?=0H, R%=H, R®= H y E es
heteroarilo que no estd sustituide o estd sustituido prefe-
rentemente con Cl, F y/o CF;, OCHs;, OCHyCH;, o OCFs, e Y es
fenilo que de la misma manera no estid sustituido o esta
sustituido preferentemente con Cl, F y/o CF3, OCHz, OCH,;CHj,
0 OCF;, vy A es un anillo hidrocarbonado no aromatico, donde
un carbonoc se reemplaza por S0;.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2'=0 (por lo tanto r=1},
z?=0, D=0, m=1, n=1, g=1, t=1, R’=0H, R’=H, R%= H y E es fe-
nileno que no esta sustituido o estd sustituido preferente-
mente con Cl, F y/o CFi;, OCH;, OCH,CH3;, o OCF;3;, & Y es hete-
roarilo que de la misma manera no estd sustituido o esta
sustituido preferentemente con Cl, F y/o CF;, OCH3, OCH;CHs,
o OCFi3;, v A es un anillo hidrocarbonadec no aromatico, donde
un carbono se reemplaza por SO0s.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=NH, 2z!'=0 (por lo tanto r=1),

7?=0, D=0, m=1, n=1, g=1, t=1, R*=0Hd, R’=H, R%>= H vy E es
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heteroarilo que no estd sustituido o estd sustituldo prefe-
rentemente con Cl, F y/o CF;3;, OCH;, OCH,CHs;, o OCF3, e Y es
heterocarilo que de la misma manera no estd sustituido o
estd sustituido preferentemente con Cl, F y/o CFi;, OCHj3,
OCH;CH3,0 OCFi3, y AR es un aniltlo hidrocarbonado no aromati-
co, donde un carbono se reemplaza por SO;z.

En otra realizacidn particularmente preferida, en 1os
compuestos de férmula (I), L=enlace simple, r=0, 722=0, D=0,
m=1, n=1, g=1, t=1, R2=OH, R3=H, rR®= H vy E es fenilenoc que
no estd sustituido o estad sustituido preferentemente con
Cl, F y/o CF;, OCHjs, OCHzCH;, 0 OCFs;, e Y es fenilo que de la
misma manera no esta sustituido o estd sustituido preferen-
temente con Cl, F y/o CFi, OCHs, OCH,CH3;, o OCF3;, y A es un
anillo hidrocarbonade no aromatico, deonde un carbono se re-
emplaza por S50;.

En otra realizacidén particularmente preferida, en 1los
compuestos de férmula (I), L=enlace simple, r=0, z?=0, D=0,
m=1, n=1, g=1, t=1, R?=0H, R’=H, R%= H y E es heteroarilo
que no estd sustituido o estad sustituido preferentemente
con Cl, F y/o CFi;, OCHs;, OCH;CH;, © OCF3;, e Y es fenilo que
de la misma manera no estd sustituido o, estd sustituido
preferentemente con Cl, F y/o CF3, OCH;, OCHpCH3, o OCF;3, y A
es un anillo hidrocarbonado no aromatico, donde un carbono
se reemplaza por SO;.

En otra realizacidn particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, 7?=0, D=0,

m=1, n=1, g=1, t=1, R?’=0H, R’=H, R®= H y E es fenileno que



noe esta sustituido o estd sustituido preferentemente con
Cl, F y/o CF3, OCH;, OCH,CH;, o OCF3;, e Y es hetercarilo que
de la misma manera no estd sustituido o esti sustituido
preferentemente con Cl, F y/o CFi, OCHs, OCH;CHi;, o OCF:, y A
es un anillo hidrocarbonado no aromético, donde un carbono
se reemplaza por S$0;.

En otra realizacidén particularmente preferida, en los
compuestos de férmula (I), L=enlace simple, r=0, (por lo
tanto r=1), Z’=0, D=0, m=1, n=1, g=1, t=1, R®=0H, R3=H, R%=
H y E es hetercarilc que no estd sustituido o estd susti-
tuido preferentemente con Cl, F y/o CFsi, OCHg, CCH,;CHs, o
OCF3, e Y es heterocarilo que de la misma manera no estd
sustituido o estd sustituide preferentemente con Cl, F y/o
CF3, OCH3;, OCH;CH3, o OCF3, y A es un anillo hidrocarbonado
no aromatico, donde un carbono se reemplaza por S0,.

Los ejemplos de compuestos de acuerdo con esta invencioén
pueden incluir cualquiera de los siguientes:

1. dcido 3-(2,3,5,6-Tetrafluoro-3'-trifluorometoxi-
bifenil-4-ilcarbamcil)-ticfen-2~carboxilico

2. acido 4-(2'-Cloro-3,5-difluoro-bifenil-4-ilcarbamoil)-
2,5-dihidro-tiofen-3-carboxilico

3. dcido 2-[3-Cloro-4-(2-cloro-6-fluorc-benciloxi) -
fenilcarbamoil]-ciclopent-l-encarboxilico

4, acido 2-1{2,3,5,6-Tetrafluoro-3'-trifluorometoxi-
bifenil-4-ilcarbamoil)-ciclopent-l-encarboxilico

5. acido 2-[4-{2-Cloro-6-flucroc-benciloxi)~3-fluorc-

fenilcarbamoil]-cicloeopent-l-encarboxilico
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adcido 2-(3-Fluorc-3'-metoxi-bifenil-4-ilcarbamoil) -
ciclopent-l-encarboxilico

dcido 2-(3-bifenil-4-ilureido)benzoico

dcido Z2~(2,3,5,6-tetrafluoro-3'-metoxibifenil-4-
ilcarbamoil) furan-3-carboxilico

acido 4~ (3'-etoxi-3,5-difluorobifenil-4-
ilcarbamoil)tiofen-3-carboxilico

acido 2-(2,3,5,6-tetrafluoro-3'-metoxibifenil-4-
ilcarbamoil)ciclopent-l-encarboxiliico

acido 2-(2,3,5,6-tetrafluocro-2'-metoxibifenil-4-
ilcarbamoil)ciclopent-l-encarboxilico

acido 2-(3,5-difluoro-3'-{triflucrometoxi)bifenil-4-
ilcarbamoil)ciclopent-l-encarboxilico

acido 3-hidroxi-2-(2,3,5,6-tetrafluoro-3'-
{(trifluorometoxi)bifenil-4-ilcarbamoil)ciclopent-1-
encarboxilico

acido Z2-{2-cloro-4'-metoxibifenil-4-~
ilcarbamecil)ciclopent-l-encarboxilico

acido 4-(3,5~difluoro-3'-(trifluorcmetoxi)bifenil-4-
ilcarbamoil) tiofen-3-carboxilico

acido 5-(4-(2-cloro-6-fluorobenciloxi) -3-
fluorofenilcarbamoil)ciclopenta-1,4-diencarboxilico
acido 3-(3,5-difluoro-3'-{trifluorometoxi)bifenil-4-
ilcarbamoil) tiofen-2-carboxilico

acido 2-{3-fluoro-3'-metoxibifenil-4-
ilamino)niceotinico

acido 2-(3,5-difluoro-3'-metoxibifenil-4-



ilamino)nicotinico

20. A&cido 5-ciclopropil-2-{5-metil-6- (3~
(trifluorometoxi)fenil)piridin-3-ilamino)benzoico

21. Acido 2-{4-(2-Cloro-6-fluorc-benciloxi)~3-fluoro-
fenilcarbamoill -ciclopent-~l-encarboxilico

22. Aacido 2~(3,5-Dicloro-4~(2~cloro-6-fluoro-benciloxi) -
fenilcarbamoil]-ciclopent-l-encarboxilico

23. acido 2-(2-Cloro-4'-dimetilamino-bifenil-4-
ilcarbamoil)~ciclopent-1-encarboxilico

24. Acido 3-(3-Fluore-3'-metoxi~-bifenil-4-ilcarbamoil) -
tiofen-2-carboxilico

25, Aacido 4-(2,3,5,6-Tetrafluoro-3'-trifluorometoxi-
bifenil-4-ilcarbamoil)-2,5~-dihidro-tiofen-3-
carboxilico

y las sales los mismos.

Aquellos versados en la técnica han de apreciar que la
presente invencidn no abarca aquellos compuestos que com-
prenden entidades quimicamente inestables, tales como, por
ejemplo, grupos ©zono © grupos que contienen Atomos de car-
beno pentavalentes o atomos de oxigeno trivalentes, y seme-
jantes. Por ende, se excluirdn aquellas combinaciones o va-
riaciones de los grupos quimicos o las unidades que se des-
criben en la presente documentacidn que den como resultado
entidades gquimicamente inestables como las mencionadas.

Los grupos cicloalguilo, heterocicloalquilo, arilo,
heteroarile, alcanilo, alquenilo vy alquinilo y los grupos

derivados de alcaniles, alguenilos o alquinilos (tales co-
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mo, por ejemplo, alcaniloxilo) como los que se definen en
la presente documentacidn, independientemente de una susti-
tucidén posible con uno o més residuos R’, pueden ser un
grupo terminal en una cadena lateral que es una rama de los
compuestos de la presente invencidn, o pueden estar locali-
zados en una cadena lateral que es una rama de 10s compues-
tos de la presente invencidn. Por lo tanto, en el contexto
de la presente invencidn, las formas mencicnadas con ante-
rioridad abarcan grupos cicloalquileno, heterocicloalquile-
no, arileno, hetercarileno, alcanileno, alquenilenc y al-
quinilenc y grupos derivados de alcanilenos, alquenilenos o
alquinilencs.

En los compuestos de la presente invencidn, los residuos
R’ y R’’ preferiblemente pueden no estar sustituidos con un
grupe gque comprende un segunde residuo R’ y/o R’/ o con un
residuo adicional seleccionado entre R’ y/o R’’. Ha de com-
prenderse que en la presente invencidn preferiblemente no
se incluyen aquellos compuestos gque comprenden cadenas la-
terales oligoméricas o poliméricas con varias unidades R’
y/c R''.

Ha de comprenderse que las realizaciones especificas
descriptas con anterioridad pueden combinarse de cualquier
manera apropiada y razonable desde el punte de vista quimi-
co, con el fin de proveer realizaciocnes especificas adicio-
nales.

Debido a sus propiedades farmacocinéticas favorables,

los compuestos de la presente invencidn son apropiados para



un régimen de dosificacidén oral donde se administra un me-
dicamento gue comprende el compuesto de acuerde con la pre-
sente invenclidn una vez al dia.

En una realizacidn, los compuestos de la presente inven-
cién son para el tratamiento o la mejora de una enfermedad
o una condicidn médica causadas por el HIV,

En una realizacidn, los compuestos de la presente inven-
cién son para el tratamiento o la mejora de una enfermedad
© una condicidén médica causadas por el HBV,

En una realizacidn, los compuestos de la presente inven-
cién son para el tratamiento o la mejora de una enfermedad
o una condicidén médica causadas por el HCV.

En una realizacidn, los compuestos de la presente inven-
cién son para el tratamiento o la mejora de una enfermedad
o una condicidn médica causadas por el HPMV.

En una realizacién, los compuestos de la presente inven-
cidén son para la prevenciédn del rechazo de transplantes de-
bide a infecciocnes virales, por ejemploc, el rechazo de
transplantes debide a una infeccidn del HCMV, del HBV o del
HCV.

En una realizacidn, los compuestos de la presente inven-
cidén son para el tratamiento de pacientes co-infectados por
miltiples virus, por ejempleo, co-infectados por HIV/HBV o
por HIV/HCV.

En una realizacidn, los compuestos de la presente inven-
cidén se aplican en una terapia combinada con interferones,

tales como el interferén o o el interferdn o pegilado.
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Preferiblemente, los compuestos de acuerdo con la inven-
ciébn tienen una concentracidén de inhibicidn semi-maxima
(ICs) de 1 uM o menos, mas preferiblemente de 200 nM o me-
nos, y aun mas preferiblemente de 20 nM o menos, para la
inhibicidén de la dihidroorotato deshidrogenasa en un ensayo
In wvitro, y tienen una concentracidn eficaz semi-maxima
(ECso) de 10 pM o menos, preferiblemente de 1 pM o menos y
aun mas preferiblemente de 200 nM o menos, para la inhibi-
cidn del virus en un ensayo in vitro.

Preferiblemente, los compuestos de acuerdo con la inven-
cidn tienen una sclubilidad en agua de 5 pg o mas, preferi-
blemente de 10 pg/m)l o mas, y/o tienen una disponibilidad
oral absoluta (F) de 10% o mas, mas preferiblemente de 30%
© mas.

Los compuestos de acuerdo con la presente invencidn no
son antimetabolitos y presentan efectos tdéxicos significa-
tivamente menores sobre las células en comparacién con los
antimetabolitos.

Preferiblemente, los compuestos de acuerdo con la inven-
cibén presentan una solubilidad elevada en solventes polares
préticos, tal como en agua {(una solubilidad >10 pg/ml de
H20), y/0o su disponibilidad oral (F)}) es >30%. Mas aun, los
compuestos de la presente invencién preferiblemente son
guimicamente estables y su fabricacién es econdmica y sen-
cilla. Por consiguiente, la fabricacidén de los compuestos
de la presente invencidn resulta poco costosa.

Debido al modo de accién de los compuestos de la presen-



te invencidn, gque comprende la interaccién con un blanco
basade en una ceélula, es improbable que se generen cepas de
virus resistentes.

Los siguientes son ejemplos de los compuestos de acuerdo

con la presente invenciodn.

Com-~
Estructura nombre UPAC
puesto

F
oF O F)(F acido 3-(2,3,5,6-Tetrafluoro-3'-~
[ o
N F
H F

1 7] trifluorometoxi~bifenil-4-
S oH F

Q ilcarbamoil)-tiofen-2-carboxilico
%ﬁ%\{OF acido 4-(2'-Cloro-3,5-difluoro-
ct
2 pia@ o bifenil-4-ilcarbamoil)-2,5-
dihidro-tiofen-3-carboxilico
F cl
E;j;/o f acido 2-{3-Cloro-4-(2-cloro-6-
jﬂ[%;o fluoro-benciloxi)-fenilcarba-
o)
moil]-ciclopent-l-encarboxilico

F
£ O R g |acido 2-(2,3,5,6-Tetrafluoro-3'-
o

E trifluorcmetoxi-bifenil-4-ilcar-

bamoil) -ciclopent-l-encarboxilico

acido 2-[4-(2~Cloro-6-fluoro-
o0
5 E%:ﬁ% : benciloxi)-3-fluoro-fenilcar-
OH

0 bamoil]-ciclopent~l-encarboxilico
H \ dcido 2-(3-Fluoro-3'-metoxi-
0 i!ﬂ o}
6 3\% bifenil-4-ilcarbamoil)-ciclopent-
HO

l-encarboxilico
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0 dcido 2-{(3-bifenil-4-
7 NJLN
H H ilureido)benzoico
0% “OH
O on A _F o— dacido 2-{2,3,5,6-tetraflucro-3'-
8 B HN O O metoxibifenil-4-
d ©OF F
ilcarbameil) furan-3-carboxilico
Lo
acido 4-(3'-etoxi-3,5-difluoro-
e
9 o o O bifenil-4-ilcarbamoil)tiofen-3-
HO N
7 " F carboxilico
S
O FEF 0— &cido 2-(2,3,5,6-tetraflucro-3'~
10 HN metoxibifenil-4-ilcarbamoil)ci-
OF F
clopent-l-encarboxilico
acido 2-(2,3,5,6-tetrafluoro-2"'-
11 metoxibifenil-4-ilcarbamoil)ci-
clopent-l-encarboxilico
acido 2-(3,5-difluore-3'-(tri-
12 <:I;% fluorometoxi)bifenil-4-ilcarba-
0 moil)ciclopent-l-encarboxilico
OH acido 3-hidroxi-2-(2,3,5,6-te-
: F
H
iijng F trafluoro-3'-(trifluorometoxiibi-
13 o o mii o f
OH  F L O F\;AF fenil-4-ilcarbamoil)ciclopent-1-
encarboxilico
O\
o acido 2-(2-cloro-4'-metoxibife-
14 Cl nil-4-ilcarbamoil)ciclopent-1-

encarboxilico




15

dcido 4-(3,5-difluoro-3"'-
(trifluorometoxi)bifenil-4-

ilcarbamoil)tiofen-3-carboxilico

16

dcido 5-(4d-{2-cloro-6-flucroben-
ciloxi)-3-fluorofenilcarbamo~

il)ciclopenta-1,4-diencarboxilico

17

acido 3-(3,5-difluoro-3"'-
(trifluorometoxitbifenil-4-

ilcarbamoil)tiofen-2-carboxilico

18

dcido 2-(3-fluoro-3'-metoxibi-

fenil-4-ilamino)nicotinico

19

dcido 2-{3,5~difluoro-3'-metoxi-

bhifenil-4-ilaminolnicotinico

20

acido S5-ciclopropil-2-(5-metil-6-
(3-{trifluorcmetoxi) fenil)pi-

ridin-3-ilaminoibenzoico

21

=}

dcide 2-[4-(2-Cloro-6-fluoro-ben-
ciloxi)-3-fluoro-fenilcarbamoil]-

ciclopent-l-encarboxilico

22

acido 2-[3,5-Dicloro~4~{2-cloro-
6-fluoro~benciloxi)-fenilcarba-

moil]-ciclopent-l-encarboxilico

23

dcido 2-{(2-Cloro-4'-dimetilamino-

bifenil-4-ilcarbamoil)-ciclopent-

l-encarboxilico
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F adcido 3-(3-Fluoro-3'-metoxi-
24 bifenil-4-ilcarbamoil)-tiofen-2-
carboxilico
dcido 4-(2,3,5,6-Tetrafluoro-3'-
- triflucrometoxi-bifenil-4-

ilcarbamoil) -2, 5-dihidro-tiofen-

3-carboxilico

Las siguientes son referencias utilizadas en los en-

sayos realizados en la presente invencidn:

metaboli-
(E)y-2~ciano-3-hidroxi-N-(4-
to Leflu-| WNC HW*<:>“CH
no—’ o {trifluorometil) fenil)but-2-
nomida
enamida
a771726
N-{3-((R)~-1-((S)-2-hidroxi~6-ox0o-
Tiprana- 4-fenetil-4-propilciclohex-1-
vir enil)propil)fenil)-5-(tri-

fluorometil)piridin-2~-sulfonamida

(e}

O\\
%
|
0
\TfL
N
QO

H
SN
o
ji 1-((2R,4S5,5S8)-4-azido-5- (hidro-

ximetil)tetrahidrofurano-2-il})-5-

N
AZT HO.,
N, metilpirimidin-2,4(1H, 3H)-diona

Ejemplos

1. HIV (virus de la inmunodeficiencia humana)

Los compuestos de acuerde con la presente invencidn se

evaluarcn contra el virus de la inmunodeficiencia humana 1

(HIV-1} en células mononucleares

de sangre periférica

(PBMC) humanas. Se evalué la actividad antiviral y la cito-



toxicidad contra un aislado del HIV-1 con tropismo por
CCR5.

1.1. Preparacidén de las drogas

Los compuestos se sclubilizaron en DMSO en una concen-
tracidén de 40 mM. Las soluciones madre solubilizadas se al-
macenarcn a -20°C hasta el dia del ensayo. El dia del ensa-
yo, las soluciones madre se congelaron a temperatura am-
biente y se usaron para generar las diluciones de trabajo
de la droga que se usarian en las evaluaciones. Los com-
puestos se evaluaron usando una concentracién de prueba
maxima de 100 pM, con 8 diluciones semilogaritmicas adicio-
nales en los ensayos en PBMC (con un rango de concentracién
de entre 100 uM y 0,01 uM). En el ensayo se incluyd azido-
timidina (AZT) como compuesto antiviral de control positi-
vo.

1.2. Evaluacidén de la eficacia en PBMC humanas

a. Materiales

Se obtuvo sangre humana fresca comercial en Biological
Specialty Corpecration (Colmar, PA). Los aislados clinicos
del virus HIV-lgiysoss (con tropismc por CCR5, del subtipo B)
se obtuvieron en el Programa de Investigacidn y Reactivos
de Referencia para el SIDA del NIH. Se prepard una solucidn
madre de este virus usando PBMC humanas frescas y se la al-
macend en nitrégeno liquido. Se retird. una alicuota pre-
titulada de este virus del congeladeor y se la descongeld
rapidamente hasta la temperatura ambiente en una recamara

de seguridad biolégica antes de usarla. La fitohemaglutini-
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na (PHA) se obtuvo en Sigma (St. Louis, MO) y la interleu-
quina 2 (IL-2) recombinante se obtuvo en R&D Systems Inc.
(Minneapolis, MN).
b. Evaluacidén de la eficacia anti-HIV en PBMC humanas fres-
cas

Se aislaron PBMC humanas frescas, seronegativas para
el HIV y para el HBV, de donantes analizados. Las células
se hicieron precipitar y se lavaron 2-3 veces por medio de
una centrifugacién a baja velocidad, para luego suspender-
las nuevamente en PBS con el fin de eliminar las plaquetas
contaminantes. Luego se diluyé sangre sometida a una leuco-
foresis 1:1 con solucidén salina amortiguada de Dulbecco
(DPBS) (36 mg/l de piruvato de sodio, 50 mg/l de sulfato de
estreptomicina, 100 mg/l de mcnosulfato de kanamicina, 1000
mg/l de glucosa, cloruro de calcio y cloruro de magnesio),
se la colocd en una capa sobre 14 ml del medio de separa-
cibén de linfocitos (LSM; Cellgro® por Mediatech, Inc.; den-
sidad: 1,078 £ 0,002 g/ml) en un tubo de centrifuga de 50
ml y luego se la centrifugd durante 30 minutos a 600 x G.
Las PBMC en bandas se separaron de la interfase resultante
por medic de una aspiracidén suvave y luego se lavaron dos
veces con PBS, por medio de una centrifugacidén a baja velo-
cidad. Después del lavado final, las células se enumeraron
mediante una exclusidén con azul Trypan y se suspendieron
nuevamente a razoéon de 1 x 10° células/ml en el medio del
Institute Roswell Park Memorial 1640 (RPMI-1640), con la

adicidén de 15% de suero fetal bovine (FBS) y L-glutamina 2



mM, 4 pg/ml de fitohemaglutinina (PHA, Sigma). Las células
se incubaron durante 48-72 horas a 37°C. Después de la in-
cubacién, las PBMC se centrifugaron y se suspendieron nue-
vamente en RPMI 1640 con 15% de FBS, L-glutamina 2 mM, 100
U/ml de penicilina, 100 ng/ml de estreptomicina, 10 pg/de
gentamicina y 20 U/ml de IL-2 humana recombinante (R&D Sys-
tems, Inc). La IL-Z2 se incluye en el medio de cultivo para
mantener la divisidn celular iniciada por la estimulacién
mitogénica con PHA. Las PBMC se mantuvieron en este medio
en una concentracién de 1-2 x 10° células/ml, con cambios
del medic dos veces a la semana, hasta usarlas en el proto-
colo de ensayo. Las células se mantuvieron durante un maxi-
mo de dos semanas antes de que fueran consideradas demasia-
do viejas para usarlas en los ensayos y fueran descartadas.
Se eliminaron los macréfagos derivados de monocitos del
cultivo como resultado de la adherencia al recipiente usado
para cultivar el tejido.

Para el ensayo convencicnal en PBMC, se agruparon
células estimuladas con PHA de al menos dos donantes norma-
les (se las mezcld), se las diluyd en un medio fresco hasta
una concentracién final de 1 x 10° células/ml y se las
sembré en las cavidades interiores de una microplaca de 96
cavidades de fondo redondo, a razdén de 50 nl/cavidad (5 x
10" células/cavidad). Se agruparon (se mezclaron) las célu-
las mononucleares de mds de un donante para minimizar la
variabilidad observada entre los donantes individuales, que

fue el resultade de las diferencias cuantitativas y cuali-
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tativas en la infeccidn con el HIV y en la respuesta gene-
ral ante ia PRA y la IL-2 de las poblaciones de linfocitos
primarios. Cada placa contiene cavidades control con vi-
rus/células ({(células mas virus), cavidades experimentales
(droga mas células méas virus) y cavidades control con el
compuesto (droga mas medio sin células, necesarias para mo-
nitorear la citotoxicidad por MTS). En este ensayo in vi-
tro, la viabilidad de las PBMC permanece elevada durante
todo el pericdo de incubacidn. Entonces, se usarcen las ca-
vidades infectadas para evaluar la actividad antiviral y la
Ccitotoxicidad. Se prepararon diluciones de las drogas de
prueba en una concentracidén 2X en tubos de microtitulacidn
y se colocaron 100 pl de cada concentracidén en las cavida-
des apropiadas usando el formato convencicnal. Se colocaron
50 pl de una dilucidén predeterminada de la solucidén madre
del wvirus en cada cavidad de prueba (MOI final: 0,1). Los
cultivos de PBMC se mantuvieron durante siete dias después
de la infeccidén a 37°C, con 5% de CO;. Después de este per-
iodo, se recolectaron muestras de los sobrenadantes libres
de células para analizar la actividad de la transcriptasa
inversa. Una vez tomadas las muestras de los sobrenadantes,
se mididé la citotoxicidad del compuesto agregando MTS en
las placas usadas para la determinacidén de la viabilidad de
las células. Las cavidades también se examinaron bajo el
microscopio y se registraron todas las anormalidades.

c. Ensayo de la actividad de la transcriptasa inversa

Se usd una reaccidén de la transcriptasa inversa (RT)



basada en placas de microtitulacidén (Buckheit et al., AIDS
Research and Human Retrovirus 7:295-302, 1991). E1 trifos-
fato de timidina ya tritiado (’H-TTP, 80 Ci/mmol, NEN) se
recibidé en una mezcla 1:1 de H;0O desionizada y etanol vy
presentaba una radiactividad de 1 mCi/ml. Se preparé una
mezcla de poli rA, el molde de oligo dT y el cebador (Phar-
macia) como una solucidn madre, combinando 150 pl de &cido
polirriboadenilico (poli rA; 20 mg/ml) con 0,5 de &cido
oligodesoxitimidilico (oligo dT; 20 unidades/ml) y 5,35 ml
de Hz0 estéril desionizada; se separd la mezcla en alicuo-
tas (1,0 ml) y se almacenaron dichas alicuotas a -20°C. El
amortiguador para la reaccidédn de la RT se prepard fresco
cada dia y consistid en 125 pyl 4acido etilenglicol tetraacé-
tico (EGTA) 1,0 M, 125 ul de H;0 desionizada, 125 pl de
Triton X100 al 20%, 50 pl de Tris 1,0 M (pH 7,4), 50 pl de
ditiotreitol (DTT) 1,0 M y 40 pl de MgCl; 1,0 M. La mezcla
de reaccidén final se prepard combinande 1 parte de °*H-TTP,
4 partes de H;O ionizada, 2,5 partes de la solucién madre
de peli rA y oligo dT y 2,5 partes del amortiguador de la
reaccidén. Se colocaron diez microlitros de esta mezcla de
reaccidén en una placa de microtitulacién de fondo redondo y
se agregaron y mezclaron 15 pl del sobrenadante que conten-
ia el wvirus. La placa se incubd a 37°C durante 60 minutos.
Después de la incubacidén, se colocd el volumen total de la
reaccidn en filtros DEB1l (Wallac), se lavd 5 veces, cada
una durante 5 minutos en un amortiguador de fosfato de so-

dio al 5% o en 8SC 2X (Life Technologies). Luego se reali-
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zaron 2 lavados, cada uno durante 1 minuto en agua destila-
da, seguidos por otros 2 lavados, cada uno durante 1 minuto
en 70% etanol, y luego se secd. La radiactividad incorpora-
da (cuentas por minuto, CPM) se cuantificé usando técnicas
convencionales de centelleo liquido.
d. ELISA del antigenc p24

Los conjuntos de elementos de ELISA se adquirieron en
XpressBio Life Science Products (Frederick, Maryland). El
ensayo se llevd a cabo de acuerdo con las instrucciones del
fabricante. En cada ensayc, se generaron curvas de control
para determinar con precisién la cantidad de antigeno p24
en la muestra respectiva. Los datos se obtuvieron por medio
de un analisis espectrofotométrico a 450 nm, usando un lec-
tor de placas Molecular Devices SpectraMaxPlus. Las concen-
traciones finales de p24 se calcularon a partir de los va-
lores de la densidad éptica, usando el conjunto de software
Mclecular Devices SOFTmax Pro.
e. Coloracidn con MTS para determinar la viabilidad en MDM
y medir la citotoxicidad

En este ensayo, se colorearon placas con el colorante
soluble basado en tetrazolio MTS (3-(4,5-dimetiltiazol-2-
il)-5-(3-carboximetoxifenil)-2-{4-sulfcfenil)-2H~
tetrazolio; CellTiter 96 Reactive, Promega) para determinar
la viabilidad de las células y cuantificar la toxicidad del
compuestc. Una vez terminado el ensayo, se agregaron 20 pl
del reactivo MTS por cavidad. Luego se incubaron las placas

de microtitulacidén durante 4-6 horas a 37°C. Los intervalos



de incubacidn se seleccionaron sobre la base de las dura-
ciones o6ptimas determinadas empiricamente para la reduccién
del colorante. Se usaron selladores adhesivos para placas
en lugar de tapas, se invirtieron las placas selladas va-
rias veces para mezclar el producto soluble de formazan
formado y se realizd la lectura espectrofotométrica de la
placa a 490/650 nm con un lector de placas Molecular Devi-
ces SpectraMaxPlus.

1.3. Anadlisis de los datos

Se calculan Jlos valores de la ICsp {50% de inhibicién
de la replicacién de los virus), de la ICq (90% de inhibi-
cidn de la replicacién de los virus), de la TCzy (50% de ci-
totoxicidad) y del indice terapéutico (TI = TC/IC: también
conocido como indice antiviral o AI).

1.4, Resultados

En la tabla 2 a continuacién se provee un resumen de
los resultados de los experimentos realizados para determi-
nar la actividad antiviral de los compuestos contra el HIV-
lgiysons en cultivos de PBMC.

Tabla 1. Actividad contra el HIV-1lgipsoos en PBMC humanas
ICso para la DHODH: +++ = <20 nM; +4+ = 20-200 nM; + = 200 nM

- >1 pM; N.A. = no aplicable

DHODH ml indice te-
Compuesto Objetivo|ECse/nMIECs/nM| TCso/nM

ICs0/nM rapéutico
RT 50 210 >2046
7 +++ >100000
p24 60 230 >1804
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RT 5240 | 12200 >19
14 ++ >100000

p24 5180 | 16600 >19

RT 219C | 6110 >45
6 ++ >100000

p24 1970 6250 >51

RT 190 700 239
3 +++ 44800

p24 190 630 230

RT 60 210 714
4 +++ 42400

p24 80 240 548

RT 1070 | 3480 >93
23 ++ >100000

p24 1000 | 3720 >99

RT 3970 | 9070 14
24 ++ 55800

p24 4540 | 12300 12

RT 920 2590 >109
2 +4+ >100000

p24 1380 2770 >72

RT 120 300 >842
1 +++ >100000

p24 170 300 >598

RT 1560 3020 >64
25 +++ >100000

p24 1180 3160 >85

RT 760 2700 >131
8 +++ >100000

p24 840 2970 >119

RT 6020 9410 16

Leflunomida + 25500
p24 4940 9040 19
RT &0 150 1188
Tipranavir A. 67100
p24 60 250 1104

2. HCV (virus de la hepatitis C)

2.1. Preparacién de los compuestos

N



Los compuestos se solubilizaron en DMSO en una concen-
tracidn de 40 mM. Se usd interferédn alfa-2b humano recombi-
nante (rIFNa-Zb) como control antiviral positive. Las con-
centraciones maximas en la prueba fueron de 100 My 2
IU/ml para los compuestos 4SC y para el rIFNa-2b, respecti-
vamente.

2.2. Linea celular gue aloja el replicdn subgendmico del

HCv

La linea celular ET (luc-ubi-neo/ET) es una linea de
hepatoma humano Huh7 que contiene un replicén subgendmico
del HCV del genotipo 1b, con un indicador estable de luci-
ferasa (Luc) y tres mutaciones adaptativas para realizar el
cultivo celular (Pietschmann, T., V. Lohmann, A. Kaul, N.
Krieger, G. Rinck, G. Rutter, D. Strand, Y R.
Bartenschlager. 2002. Persistent and transient replication
of full-length hepatitis C virus genomes in ‘cell culture.
J. Virol. 76:4008-4021), y fue provista por el Dr. Ralf
Bartenschlager (Departamento de Virologia Molecular, Uni-
versidad de Heidelberg). El indicador Luc se usa como una
medida indirecta de la replicacidn del replicén del HCV, ya
que la actividad del indicador Luc es directamente propor-
cional a lcs niveles de ARN del HCV y los compuestos anti-
virales usados como controles positivos se comportan de ma-
nera comparable, usando objetivos de Luc o de ARN.

La linea celular ET se cultivd en medio esencial modi-
ficado de Dulbecco (DMEM), 10% de suero fetal bovinco (FBS),

1% de penicilina-estreptomicina, 1% de glutamina, 250 ug/ml




161

de Geneticin® (G418), en una incubadora con 5% de CC; a
37°C. El medio de ensayo para la evaluacidn anti-HCV fue
DMEM con 5% de suero fetal bovino (FBS), 1% de penicilina-
estreptomicina y 1% de glutamina.

2.3, Evaluacidén de la actividad antiviral contra el re-

plicdén subgendmico del HCV

Los compuestos se evaluaron en un ensayo modificado
del replicdén del HCV. A continuacidn se provee un resumen
del ensayc convencicnal del replicdn. Las células ET se
sembraron en placas de 96 cavidades (Costar), a razdn de 5
x 10" células/cavidad, en DMEM al 10% con 1% de penicilina-
estreptomicina y 1% de glutamina. Se prepararon dos conjun-
tos de placas idénticas gue se dedicaron, respectivamente,
a la medicidn de la citcotoxicidad o de la actividad antivi-
ral, Al dia siguiente, se diluyeron los articulos de prueba
con el medio de ensayc para preparar 6 diluciones semilo-
garitmicas en serie. Luego se aplicd cada una de estas di-
luciones a las cavidades correspondientes que contenian las
células ET. Se incluyd interferdédn alfa 1lb humano recombi-
nante (rIFNa-2b) como compuesto de control positivo. Des-
pues de 24 horas de incubacién, se procesaron las células
para cobtener los valores de la ECsyp y la ECey (las concen-
traciones que resultan en inhibiciones de 50% y 90%, res-
pectivamente), de la ICsy (la concentracidn correspondiente
a una reduccidn de 50% en la viabilidad celular) y del SIso
(el indice selectivo: ICsp/ECso), cuando fueran aplicables.

Los niveles del replicdén del HCV se evaluaron leyendo la



actividad de Luc derivada de los replicones. Las concentra-
ciones citotéxicas de las drogas que fueron apropiadas para
reducir la cantidad de células se evaluaron con el ensayo
de proliferacidn celular CytoTox-1 (Promega, Madison, WI),
de acuerdo con el protocolo del fabricante. Se aplicd la
siguliente modificacién al protocolo convencional cuando se
usarcn las sustancias gque se detallan en la tabla 2: los
compuestos se evaluaron con 6 diluciones semilogaritmicas,
con concentraciones de prueba maximas de 100 pM. Las célu-
las se hallaban en una confluencia >75% cuando se aplicaron
los compuestos, y fueron procesadas 24 horas después de 1la
incubacidén con los articulos de prueba. En este ensayc con
el replicdén, se usd el compuesto rIFNa-2b humano como con-
trol positivo en paralelo, y se obtuvieron valores de la
ICsy dentro de los rangos aceptables normalmente observados
al realizar ensayos antivirales.

2.4 Resultados

En la tabla 2 a continuacién se provee un resumen de
los resultados de los experimentos realizados para determi-
nar la actividad antiviral de los compuestos contra el HCV.
Tabla 2. Actividad en el ensayo con el replicén del HCV mo-
dificado '

ICsy para la DHODH: +++ = <20 nM; ++ = 20-200 nM; + = 200 nM

- >1 pM; N.A. = no aplicable

Actividad
DHODH indice te-
Compuesto Objetivo | antiviral |TCso/nM
ICs0/nM rapéutico
ECs0/nM
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Replicédn
6 ++ 4640 nM >30 pM >6
Luc
Replicédn
3 +++ 500 nM >100 pM >200
Luc
Replicédn
5 ++ 1790 nM >30 pM >16
Luc
Replicdn
21 ++ 1740 nM >30 uM >17
Luc
Replicdn
22 ++ 1760 nM >30 M >17
Luc
Repiicdn 83,77
4 +++ 80 nM >1047
Luc M
Replicédn
2 +++ 680 nM >100 uM >147
Luc
Replicén
1 ++4 23 nM >100 pM >1250
Luc
Replicédn
Leflunomida ++ >100 M |>100 pM 1
Luc
Replicdn >2
rIiFNa-2b N.A. 0,11 IU/ml >18,2
Luc I0/ml

3. HBV (virus de la hepatitis B)

3.1. Preparacién de los compuestos

Los compuestos se solubilizaron en DMSO en una concen-

tracidon de 40 mM. Se usd (-)-2'-desoxi-3'-tiacitidina (3TC)

como control antiviral positive. Las concentraciones maxi-

mas en la prueba fueron de 10 uM para los compuestos 4SC vy



de 1 uM para la 3TC.

3.2. Evaluacidn anti-HBV con células HepG2 2.,2.15

Se us6 un ensayo anti-HBV como el gque se describe en
Korba, BF y Miiman, G., 1991 (A cell culture assay for
compound which inhibits hepatitis B virus replication.
Antiviral Res. 15: 217-228) y en Korba, BF y Gerin, JL.,
1992 (Use of a standardized cell culture assay to assess
activities of nucleoside analogs again hepatitis B virus
replication. Antiviral Res. 19: 55-70), con modificaciones
para medir las copias de ADN extracelular del HBV por medio
de una PCR en tiempo real (gPCR/TagMan). En resumen, se
sembraron células HepG2-2.2.15 en placas de microtitulacidn
de 96 cavidades. Solamente se emplearon las cavidades inte-
riores para reducir los “efectos de borde” observados du-
rante el cultivo de las c¢élulas; las cavidades exteriores
se llenaron con un medioc completo para ayudar a minimizar
la evaporacién de las muestras. Después de 16-24 horas, se
lavo la monocapa confluyente de células HepG2-2.2.15 y se
reemplazd el medic por un medio completo que contenia di-
versas concentracicnes de un compuesto de prueba por tri-
plicade. Se usé 3TC como control positivo y se agregd medio
solo a las células como control negativo. Tres dias des-
pués, se reemplazd el medico de cultivo por un medio fresco
gue c¢ontenia la droga diluida apropiadamente. Seis dias
después de la administracién inicial del compuesto de prue-
ba, se recolectd el sobrenadante del cultivo celular, se lo

tratdé con pronasa y luego se 1o usd en un ensayo cuantita-
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tivo de gPCR TagMan. La actividad antiviral se calculéd a
partir de la reduccidén en los niveles de ADN del HBV (ICgp) -
Se usé un conjunto de elementos para evaluar la prolifera-
cién celular por medio de una titulacién en solucidén 96
®Aqueous (Promega, Madison, WI) con el objeto de medir la
viabilidad de las células, la cual se empled para calcular
la toxicidad (TCsg). El1 indice terapéutico (TI) se calculd
como TCro/ICsg

3.3. Resultados

En la tabla 3 a continuacién se provee un resumen de
los resultados de los experimentos realizados para determi-
nar la actividad antiviral de los compuestos contra el HBV.
Tabla 3. Actividad contra el HBV en células HepG2

ICsg para la DHODH: +++ = <20 nM; ++ = 20-200 nM; + = 200 nM

- >1 uM; N.A. = no aplicable
Concentracién| Actividad )
g DHODH Indice te-
Compuesto de prueba antiviral TCsp
g ICso/nM .| rapéutico
maxima ECso '
3 +4+ 10 uM >10 uM >10 uM 1
4 +++ 10 uM >10 pM >10 uM >1047
17 +++ 10 pM 6,4 uM >10 uM >1,55
1 +++ 10 pM 4,8 pM >10 pM >2,08
3TC N.A. 1 uM 0,004 uM | >1 pM >250

4. RSV (virus respiratorio sincicial), DENV (virus del den-

gue), YFV (virus de la fiebre amarilla), WNV (virus del Ni-

W



lo occidental)

4.1. Preparacidn de los compuestos

Los compuestos se solubilizaron en DMSO en una concen-
tracidén de 40 mM. Se usd ribavirina como control antiviral
positivo. Las concentraciones maximas en la prueba fueron
de 10 pM para los compuestos 4SC y de 100 pg/ml (RSV, YFV,
WNV) y 200 pg/ml (DENV) para la ribavirina.

4.2. Ensayos de citoproteccidén antiviral

Se empled un procedimiento para evaluar la inhibicién
de los CPE (efectos citopéticos inducidos por virus) y con
ello determinar la actividad antiviral de los compuestos
contra el RSV (cepa Long en células Vero), contra el virus
del dengue (el tipo 2 de la cepa Nueva Guinea en células
Vero E6), contra el virus de la fiebre amarilla (cepa D-17
en células HelLa) y contra el virus del Nilo occidental (ce-
pa NY-99 en células Vero). El ensayo se llevé a cabo como
se describe en Buckwold, V.E., R.J.H. Wilson, A. Nalca,
B.E. Beer, T.G. Voss, J. Turpin, R.W. Buckheit III, J. Wei,
M. Wenzel-Mathers, E.M. Walton, R.J. Smith, M. Pallansch,
P. Ward, J. Cavidades, L. Chuvala, S. Sloane, R. Paulman,
J. Russell, T. Hartman, y R. Ptak. 2004. Antiviral activity
of hop constituents against a series of DNA and RNA virus.
Antiviral Res. 61(l}: 57-62. Se realizaron ensayos antivi-
rales para evaluar 6 diluciones en serie de cada compuesto
por triplicado contra el ataque con el virus. De manera si-
multanea con las muestras de prueba, se emplearon controles

celulares que contenian el medio solo, controles con célu-
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las infectadas con el virus que contenian el medio y el vi-
rus, controles de la citotoxicidad del compuesto que con-
tenian el medio y cada concentraciédn del compuesto, contro-
les de los reactivos gue contenian el medio de cultive solo
(sin células}) y controles colorimétricos de los compuestos
que contenian el compuesto y el medio (sin células). Las
placas se incubaron a 37°C en una atmésfera humidificada
gue contenia 5% de C0O2 hasta que se observaron los CPE
maximos en los cultivos control con el virus sin tratar. La
inhibicién de los CPE por el compuesto se determind con un
ensayo de la proliferacidén celular por medic de una titula-
cién en solucidn 96 ®Aqueous, con el objeto de obtener el
porcentaje de reduccidédn de los CPE en las células infecta-
das con el virus y el porcentaje de viabilidad celular en
las cavidades control con el compuesto, sin infeccién.

4,3, Resultados

En las tablas 4, 5, 6 y 7 a continuacidn se provee un
resumen de los resultados de los experimentos realizados
para determinar la actividad antiviral de los compuestos
contra el RSV, el DENV, el YFV y el WNV, respectivamente.
Tabla 4. Actividad contra la cepa Long del RSV en células
Vero
ICsy para la DHODH: ++4 = <20 nM; ++ = 20-200 nM; + = 200 nM

- >1 pM; N.A. = no aplicable

Concentracidn| Actividad
_ DHODH | S
‘Compuesto de prueba - | antiviral | TCsg |

indice te-

R | rapéutico
maxima ECsq i E




3 +++ 10 pM >10 nM >10 pM 1
7,96
4 +++ 10 uM 2,15 pM >3,70
piv
17 +++ 10 pM >10 uM >10 uM i
1 +++ 10 uM 2,1 uM >10 uM >4,88
>100
Ribavirina] N.A. 100 ug/ml 7,95 pg/ml >12,6
ug/ml

Tabla 5. Actividad contra el DENV del tipo 2

en células Vero E6

(Nueva Guinea)

ICs; para la DHODH: +++ = <20 nM; 4+ = 20-200 nM; + = 200 nM
|iddice te-
rapéutico
0,230
3 +++ 10 uM 0,083 uM 2,77
M
0,383
4 +++ 10 pM 0,067 pM 5,72
rM
1,46
17 +4++ 10 uM >10 pM <l,46
nM
0,996
1 +++ 10 uM 0,072 pM 13,8
M
>200
Rilbavirinal N.A. 200 pg/ml (26,5 pg/ml >7,55
ug/nl
Tabla 6. Actividad contra la cepa 17D del YFV en células
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Vero
ICsc para la DHODH: +++ = <20 nM; ++ = 20-200 nM; + = 200 nM
- >1 pM; N.A. = no aplicable
Concentracién| Actividad )
DHODH Indice te-
Compuesto de prueba antiviral | TCso
ICs0/nM rapéutico
maxima ECso
3 +4+ 10 pM 2,19 pM  (>10 pM >4,57
9,23
4 +++ 10 uM 0,681 pM 13,5
1M
17 +++ 10 pM 2,25 uM |>10 uM >4,44
1 +4+ 10 pM 0,232 pM 1>10 uM >43,1
>100
Ribavirinaj] N.A. 100 pg/ml |7,33 pg/ml >13,6
ng/ml
Tabla 7. Actividad contra la cepa NY-99 del WNV en células
vVero
ICso para la DHCDH: +++ = <20 nM; ++ = 20-200 nM; + = 200 nM
- >1 uM; N.A. = no aplicable
Concentracién| Actividad o *
_ DHODH : S | © . |Indice te-
Compuesto de prueba antiviral [ ‘TCso o
ICse/nM ‘ : ‘| rapéutico
maxima ECsg
0,237
3 +++ 10 M >10 uM <0,237
M
0,206
4 +++ 10 uM >10 uM <0, 206
1M
17 +++ 10 uM 6,39 uM  [>10 pM >1,56




1 ++4 10 uM 0,735 uM |>10 uM >13,6

>100
Ribavirina| N.A. 100 pg/ml [22,0 ng/ml >4, 55

pg/ml

S. Virus de la influenza

5.1. Inhibicién de la replicacidén del virus de la influenza

Se infectaron células A549 con un virus de la influen-
za aviar de una cepa altamente patogénica (virus aviar de
placas H7N7) durante 16 horas (MOI = 0,01). Las células se
incubaron con distintas concentraciones de los compuestos o
del solvente (DMSO). La titulacidén de los virus de la si-
guiente generacidén se determindé en ensayos en placas. La
cantidad de virus del control con DMSO se definid como
100%.

5.2. Resultados

En la tabla 8 a continuacidn se provee un resumen de
los resultados de los experimentos realizados para determi-
nar la actividad antiviral de los compuestos contra el vi-
rus de la influenza.

Tabla 8. Actividad contra el virus de la influenza (H7N7)
ICso para 1a DHODH: +++ = <20 nM; ++ = 20-200 nM; + = 200 nM

- >»1 pM; N.A. = no aplicabkle

Actividad
Compues—-| DHODH Concentraciénlantiviral, EC

50
to ICs0/nM| de prueba % de in-
hibicién

aproximadamente
4 +++ 30 uM >90%
3 pM
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6 ++ 30 puM >80%
9 +++ 30 pM >80%
10 +++ 30 uM >80%
aproximadamente
11 +4++ 30 pM >90%
3 uM
5 ++ 30 uM >50%
12 ++ 30 pM >80%
13 +++ 30 uM >50%
8 +++ 30 1M >50%
14 ++ 30 M >50%
15 +++ 30 uM >80%
aproximadamente
1 ++4
1,5 uM
aproximadamente
17 +44
3 uM

6. Virus del ébela

€.1. Inhibicidén de la replicacién del virus del ébola

Se inocularon células Vero con el virus del ébola du-
rante 1 hora. Luego se retiraron indculos del virus y se
los reemplazé por un medio que contenia distintas concen-
traciones de los compuestos o de DMSO. Después de realizar
una incubacidén adicional, se retiraron los sobrenadantes y
se determinaron las titulaciones de ARN viral. También se

determinaron las titulaciones de particulas infecciosas con



anticuerpos monoclonales especifices. La cantidad de virus
del control con DMSO se definié como 100%.

6.2. Resultados

En la tabla 9 a continuacién se provee un resumen de
los resultados de los experimentos realizados para determi-
nar la actividad antiviral de los compuestos contra el vi-
rus del ébocla.

Tabla 9. Actividad contra el virus del ébola
ICsp para la DHODH: ++4+ = <20 nM; ++ = 20-200 nM; + = 200 nM

- >1 pM; N.A. = no aplicable

Activi-
DHODH | Concen- | dad an- |{Concentra-|Actividad an-
Com-
ICs0/n| tracién |[tiviral,| cién de |tiviral, % de
puesto
M de prueba|% de in-| prueba inhibicién
hibicién
4 +++ 31,6 uM >90% 100 uM >98%
6 ++ 31,6 pM 90% 100 uM >98%

7. HCMV (citomegalovirus humano)

7.1. Inhibicién de la replicacioén del HCMV

Se cultivan fibroblastos primarios de prepucio humano
hasta obtener una capa subconfluyente (aproximadamente 90%
de confluencia) y se los infecta con HCMV AD16395-GFP, con
una multiplicidad de infeccidén para administrar GFP (GFP-
MOI) de 0,25 (que corresponde a 0,25% de células positivas
para GFP durante el tercer procedimiento de infeccidén de 7
dias, es decir, 3 dias por cada ciclo de replicacién del

virus). Se permite la adsorcién de los virus durante 1-2
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horas, después de lo cual se retira el virus y se cultivan
las células en un medio fresco. Los compuestos se agregan
al medico inmediatamente después de la fase de absorcidn del
virus, y las células infectadas con el HCMV y tratadas con
la sustancia se incuban durante 7 dias a 37°C. Se monitored
la expresidn de GFP, el efecto citopatico inducido por el
HCMV y la citotoxicidad potencial de las sustancias induci-
da por la droga.

7.2. Resultados

En la tabla 10 a continuacidn se provee un resumen de
los resultados de los experimentos realizados para determi-
nar la actividad antiviral de . los compuestos contra el
HCMV,

Takla 10. Actividad contra el HCMV

ICsp para la DHODH: +++ = <20 nM; ++ = 20-200 nM; + = 200 nM

- >»1 uM; N.A. = no aplicable
Concentracidén| Actividad
éghﬁﬁésto de prueba antiviral TCso

ICs50/nM rapéutico
maxima ECso

DHODH indice te-

1 +++ 10 uM 0,780 pM [>10 pM >12,8




REIVINDICACIONES

1. Un inhibidor de la dihidroorotato deshidrogenasa
que puede usarse en el tratamiento o la mejofa de una en-
fermedad o una condicidén médica causadas por una infeccién
de virus de ADN de cadena doble (virus de ADNcd), virus de
ARN de cadena simple en el sentido positive (virus de
(+)ARNcs), virus de ARN de cadena simple en el sentido ne-
gativc (virus de (-)ARNcs), virus de ADN de cadena doble
(ADNcd) , virus de ARN de cadena simple que usan un inter-
mediario de ADN para replicarse (virus de ARNcs-RT), virus
de ADN de cadena doble que usan un intermediario de ARN
durante la replicacién del genoma (virus de ADNcd-RT),
donde el inhibidor de la dihidroorotato deshidrogenasa no
es leflunomida o un metabolito de ésta.

2. Un inhibidor de la dihidroorotato deshidrogenasa
de acuerdo con la reivindicacién 1, gque puede usarse en el
tratamiento © la mejora de una enfermedad o una condicién
médica causadas por una infeccidén de un virus seleccionado
del grupo que comprende el virus de la inmunodeficiencia
humana (HIV), el virus de la hepatitis C (HCV), el wvirus
de la hepatitis B (HBV) y el virus de la influenza, el vi-
rus del polioma BK (BKV), el citomegalovirus humano
(HCMV), el wvirus de la fiebre del wvalle del Rift* (RVFV),
el norovirus (NV), el wvirus de Lassa (LV), el virus del
ébola (EBOV}), el virus del Nilo occcidental (WNV), el virus
del dengue (DV), el virus respiratoric sincicial humano

(RSV), el wvirus de la fiebre amarilla ({YEV).
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3.Un inhibidor de la dihidroorotato deshidrogenasa
que puede usarse en el tratamiento ¢ la mejora de una en-
fermedad o una condicidn médica causadas por una infeccidn
viral de acuerdo con la reivindicacidén 1 & 2, en donde el
inhibidor de 1la dihidroorotato deshidrogenasa presenta una
concentracién de inhibicidn semi-maxima (ICs) de 50 nM o
menos para la inhibicién de la dihidroorotato deshidroge-
nasa en un ensayo In vitro y una concentracion eficaz se-
mi-maxima {(ECsq) de 200 nM o menos para la inhibicién del
virus en un ensayc in vitro.

4. Un inhibidor de la dihidrocorotate deshidrogenasa
que puede usarse en el tratamiento o la mejcra de una en-
fermedad o una condicidn médica causadas por una infeccién
viral de acuerdo con cualquiera de las reivindicaciones 1
a 3, en donde el inhibidor de la dihidroorotato deshidro-
genasa tiene una solubilidad en agua de 10 pg/ml o mas y/o
una disponibilidad oral absocluta (F) de 30% o mas.

5. Un inhibidcr de la dihidroocrotato deshidrogenasa
que puede usarse en el tratamiento o la mejora de una en-
fermedad o una condicién médica causadas por una infeccidn
viral de acuerdo con cualquiera de las reivindicaciones 1
a 4, en donde el inhibidor de la dihidrooroctato deshidro-
genasa es un compuesto de la férmula.general (I) o un de-
rivado funcional desde el punto de vista fisiolégico © una
sal tolerable desde el punto de vista farmacoldgicc de

éste,
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donde

A es un anillo hidrocarbonado aromidticc o no aromatico de

S o 6 miembros donde opcionalmente uno o mas de los
dtomos de carbono se reemplazan por un grupo X, donde X
se selecciona en forma independiente entre el grupo que
consiste en 3, O, N, NR“, S0, v SO;

es una unidén simple o NH

es 0, S, SOz, NR®, © CHy;

es 0, S, o NR%;

es 0, S, o NR’;

en forma independiente representa H, halégeno, haloal-
canilo, haloalquenilo, haloalgquinilo, haloalcaniloxi,
haloalqueniloxi, haloalquiniloxi, -CC;R’°, =-S504H, -OH, -
CONR*R™ ", —-CR™'0, -S0,-NR*R"", -NO;, -S0,-R"*, -SO-R*, -
CN, alcaniloxi, alqueniloxi, alquiniloxi, alcaniltio,
alqueniltio, algquiniltio, arilc, -NR'"-C0,-R°, -NR -
CO-R*, =-NR" "=S0;~R°, -0-CO-R*, -0-C0,-R*, -0-CO-NR*R’"';
cicloalquilo, heterocicloalquilo, alcanilamino, alque-
nilamino, alquinilamino, hidroxialcanilamino,
hidroxialquenilaminc, hidroxialgquinilaminc, -SH, hete-

roarilo, alcanilo, alguenilo o alquinilo;

R* en forma independiente representa H, alcanilec, alqueni-
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lo, alquinilec, ciclecalquilo, heterocicloalquilo, amino-
alcanile, aminocalqguenilo, aminocalquinilo, alcaniloxi,
algueniloxi, alquiniloxi, -OH, -SH, alcaniltio, alque-
niltio, alquiniltio, hidroxialcanilo, hidroxialquenilo,
hidroxialquinilo, halecalcanilo, halocalquenilo, haloal-
guinilo, haloalcaniloxi, halcalqueniloxi, halcalquini-

loxi, arilec o hetercarilo;

en forma independiente representa H, -CO3R" 7, -
CONR""R*"", =CR° "0, -S80;NR"°, -NR "-CO-haloalcanilo,
haloalquenilo, haloalgquinilo, -NO3, -NR" " -50,-

halcalcanilo, halcalquenilo, haloalguinilo, -NR™ " -50;-
alcanilo, -NR’'-S0z-alquenilo, -NR''-S0z-alquinile, -
S0z;-ailcanilo, -S0;-alquenilo, -SOz;-alquinile, =-NR™ " -CO-
alcanilo, -~NR'"-CQO-alguenilo, -NR"'-CO-alquinilo, -=CN,
alcanilo, alquenilo, alquinilo, cicloalquilo, hetero-
cicloalquileo, aminoalcanilo, aminocalquenilo, aminoal-

quinilo, alcanilamino, alguenilamino, alguinilamino,

alcaniloxi, algqueniloxi, alguiniloxi, - «cicloalqui-
loxi, -0OH, -SH, alcaniltic, alqueniltio, alquiniltio,
hidroxialcanilo, hidroxialquenilo, hidroxialguinilo,

hidroxialcanilamino, hidroxialquenilamine, hidroxial-
quinilamino, haldgeno, halocalcanilo, halcalquenilo,
haloalquinilo, haloalcaniloxi, haloalgueniloxi, halo-
alquiniloxi, arilo, aralquilo o hetercarilo:

en forma independiente representa hidrdgeno, haloalca-
nilo, halocalguenilo, haloalguinilo, hidroxialcanilo,

hidroxialquenilo, hidroxialquinile, alcanilo, alqueni-



lo, alquinilo, cicloalquilo, heterocicloalquilo, ari-
lo, hetercarilo, aminoalcanilo, amincalquenilec o ami-
noalquinilo

R*"" en forma independiente representa H o alcanilo

R®* es H o OR®°, NHR’, NR'CR’;
o R? junto con el &atomo de nitrégeno que se une a R®
forma un anillo heterociclico de entre 5 y 7 miembros,
preferentemente de entre 5 y 6 miembros donde R? es -
[CH2}s v R® se encuentra ausente;

R> es H, alcanilo, alquenilo, alquinilo, cicloalquilo,
heterocicloalquilo, arilo, alcaniloxi, algueniloxi,

alquiniloxi, -0O-arilo; -O-cicloalquilo, -0-

heterocicloalgquilo, haldgenco, aminocalcanilo, aminoal-
quenilo, aminoalquinilec, alcanilamino, alquenilamino,
alquinilamino, hidroxilamino, hidroxilalcanilo,
hidroxilalquenilo, hidroxilalquinilo, haloalcaniloxi,
haloalqueniloxi, haloalquiniloxi, heterocarilo, alca-
niltio, algqueniltio, alquiniltio, -S-arilo; -5-
cicloalquilo, -S-heterociclealquile, aralgquilo, halo-
alcanilo, haloalgquenilo o halcalquinilo:;

R* es H, alcanilo, alquenilo, alquinilo, cicloalquilo,

heterocicloalquilo, arilo o hetercarilo;
R® es H, OH, alcaniloxi, alqueniloxi, alguiniloxi, O©-
arilo, alcanileo, alquenilo, alquinilo ¢ arilo;
R® es H, alcanilo, alquenile, alquinile, cicloalquilo,
heterocicloalquile, arile, hetercarilo, aralquilo, al-

caniloxialcanilo, alcaniloxialquenilo, alcaniloxial-
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guinilo, alqueniloxialcanilo, alqueniloxialguenilo, al-

queniloxialquinilo, alquiniloxialcanilo, alquiniloxial-

quenilo, alquiniloxialquinilo, acilalcanilo, (aci-
loxi)alcanilo, (aciloxi)alquenilo, (aciloxi)alquinilo
acilo, {aciloxi)alcanildiéster no simétrico, (aci-
loxi)alquenildiésterx no simétrico, {aciloxi)alqui-

nildiéster no simétrico, o© dialcanilfosfato, dial-
quenilfosfato ¢ dialquinilfosfato;

es H, OH, alcanilo, alquenilc, alquinilo, arilo, alca-
niloxi, alqueniloxi, alquiniloxi, -0O-arilo, cicloalqui-
lo, heterocicloalqguilo, o -O-cicloalquilo, -0-
heterocicleoalquilo;

es hidrdégeno, alcanilo, alquenilo o algquinilo;

es un grupo alcanilo, alquenileo, alguinilo, arilo, hete-
rcarilo, heterocicloalquilo ¢ cicloalguilo o un sistema
de anillos fusionade biciclico ¢ triciclico donde un
anilio fenilo esta fusionadoe a uno o dos anillos ciclo-
alquilo o heterocicloalquilo monociclicos o un anillo
cicloalquilo o heterocicloalguilo bkiciclico, ¢ donde
dos anillos fenilo estédn fusionados a un anillo ciclo-
algquilc o heterocicleoalquilo monociclico, donde los
anillos cicloalquile y heterocicloalquilo monociclicos
y biciclicos son como se definen en la presente, y don-
de todos ios grupos mencionados pueden estar opcional-
mente sustituidos con uno o mas sustituyentes R°

es hidrégeno, haldégeno, halocalcanilo, halcalquenilo,

haloalgquinileo, halocalcaniloxi, haloalgqueniloxi, haloal-



guiniloxi, alcanilo, alguenilo, alquinilec, arilo, hete-
roarilo, heterocicloalquilo o cicloalquilo o un sistema
de anilles fusionado biciclico o triciclico donde un
anillo fenilo estd fusionado a uno o dos anillos ciclo-
alquile o heterocicloalquilo monociclicos o un anillo
cicloalquilo o heterocicloalquilo biciclico, o donde
dos anillos fenilo estdn fusionados a un anillo ciclo-
alquilo ¢ heterocicloalguilo monociclico, y donde todos
los grupos mencionados pueden estar opcionalmente sus-
tituidos con uno o mas sustituyentes R', o Y es
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donde R', X, A, 2', 2%, R% R?, £ y p son como se definen en
Y

la presente;

m

n

es 0 o 1;

es 0 o 1;

es 0 o 1;

es 0 o 1;

es 0 o 1;

es entre 0 y 2; vy
es entre 0 y 3.

6. Una composicién farmacéutica que comprende un

compuesto como se define en cualquiera de las reivindica=-

ciones 1 a 5, en una forma libre o en forma de una sal far-
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macéuticamente aceptable ¢ de un derivado funcional desde
el punto de vista fisioldgico, y un diluyente o un vehiculo
farmaceéuticamente aceptable, que puede usarse en el trata-
miento o la mejora de una enfermedad o una condicidén médica
causadas por una infeccidn viral.

7. Un compuesto de acuerdo con cualquiera de las
reivindicaciones 1 a 5 o una composicidén de acuerdo con la
reivindicacién 6, en donde la enfermedad o la indicacidn se
seleccionan del grupo qgue comprende el rechazo de trans-

plantes.
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que pueden usarse como medicamentos.
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