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l. A method of treating a chemokine mediated disease state, wherein the }?q
chemokine binds to an IL-8 a or b receptor in a mammal, which comprises
administering to said mammal an effective amount of a compound of the formula:

n(Y) J— X A R,)m
—y
\ /N 'IL H—G
H M

wherein

X is oxygen or sulfur;

R is any functional moiety having an ionizable hydrogen and a pKa of 10 or less;

R1 is independently selected from hydrogen; halogen: nitro; cyano; Cj1.10 alkyl;
halosubstituted C]-10 alkyl; C2-10 alkenyl; C1-10 alkoxy; halosubstituted
Ci-ioatkoxy; azide; S(OxtR4: (CRgRg)q S(O)R4; hydroxy; hydroxy substituted
C1-qalkyl; aryl; aryl C)-4 alkyl; aryl C2.10 alkenyl; aryloxy; aryl C1-4 alkyloxy;
heteroaryl; heteroarylalkyl; heteroaryl C2.10 alkenyl; heteroaryl C1-4 alkyloxy:
heterocyclic, heterocyclic C1-4alky!; beterocyclicC).4alkyloxy; heterocyclicC2-10
alkenyl; (CRgRg)q NR4RS; (CRgRg)q C(O)NR4RS; C2-10 alkenyl C(O)NR4RS;
(CRgRg)q C(O)NR4R10: S(0)3H; S(O)3Rg: (CRgRg)q C(O)R]1; C2-10 alkenyl
C(O)R11; C2-10 alkenyl C(O)OR| 1; (CRgRg)q C(OYOR]1: (CRgRg)q OC(O)R11.
(CRgRa)NR4C(O)R1 1: (CRgRg)q C(NR4)NR4Rs: (CRgRg)q NR4C(INRSR{] .
(CRgRg)q NHS(O)2R|3: (CRgRg)q S(O);NR4Rs, or two R] moieties together may
form O-(CH2)s0- or a 5 to 6 membered unsaturated ring, and wherein the alkyl, aryl,
arylalkyl, heteroaryl. heterocyclic moities may be opticnally subatituted:;

tis O, or an integer having a value of | or 2;

$ is an integer having a value of 1 to 3;

R4 and RS are independently hydrogen, optionally substituted C].4 alkyl, optionally
substituted aryl, optionally substituted ary! C1-4alkyl, optionally substituted )
heteroaryl, optionally substituted hetercaryl C)-4alkyl, heterocyelic, heterocyclic
C1.4 alkyl, or R4 and RS together with the nitrogen to which they are attached form
a 5 to 7 member ring which may optionally comprise an additional heteroatom
selected from O/N/S;

Y is hydrogen; halogen; nitro; cyano; halosubstituted C}.10 alkyl; C1-10 alkyl; C2-10
alkenyl; C.10 alkoxy; balosubstituted C|-]0 alkoxy; azide; (CRgRg)qS(OxRy,
(CRgRg)qOR4;: hydroxy; hydroxy substituted C1.4alkyl; aryl; aryl C14 alkyl;
aryloxy; arylC1-4 alkyloxy; aryl C2-10 alkenyl; heteroaryl; heteroarylalkyl;
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heteroaryl C1.-4 alkyloxy; heteroaryl C2-10 alkenyl; heterocyclic, heterocyclic
C|-4alkyl; heterocyelicC2.10 alkenyl; (CRgRgIGNR4RS: C2.10 alkenyl
C{O)NR4Rs: (CRgRg)}qC(OINR4RS; (CRgRg)q C(O)NR4R0; S(O)3R3:
(CRgRg)qC(O)R11; C2-10 alkenylC(O)R1]; (CRgRg)}GC(OYOR11;
C2-10alkenylC(O)OR | 1; (CRgRgIQOC(OR 1 §: (CRaRgIGNR4C(O)R [ 1;
(CRgRg)}QNHS(O)2Rp; (CRgRgIGS(O12NR4Rs; (CReRgIGC(INRNR4RS:
(CRgRg)q NR4C(NRg)R| |; or two Y moisties together may form O-(CH2)50- or a
516 membered unsaturated ring; and wherein the alkyl, aryl, arylalkyl, hetercaryl,
heteroaryl alkyl, heterocyclic, heterocyclicalkyl groups may be optionally
substituted;

q is O or an integer having a valoe of 1 o 10;

m is an integer having a value of 1 to 3;

Rg and R7 sre independently hydrogen or a C|4 alkyl group, or R6 and R7 together
with the nitrogen to which they sre atached forma & S to 7 member ring which ring
may optionally contain an additional heteroatom which heteroatom is selected from
OXygen, uitrogen or sulfur;

Rg is hydrogen or C1-4 alkyl;

R10is C1-10alkyl C(O)2Rg;

R}1 is hydrogen, optionally substituted C1.4 alkyl, optionally substituted aryl,
optionally subatituted aryl C].4alkyl, optionally substitoted heteroaryl, optionally
substituted heteroarylC.4alky!, optionally substituted heterocyclic, or optionally
substituted heterocyclicC] -4alkyl:

R12 is hydrogen, C1-10 alkyl, optionally substituted aryl or optionally substituted
arylalkyl;

R13 is suitably C.4 alkyl, aryl, aryl C1-4alkyl, heteroaryl, heteroaryiC)-4alkyl,
heterocyclic, or heterocyclicC].4alkyl;

Ry is NRgR7, alkyl, aryl, aryl C|4 alkyl, aryl C3.4 alkenyl, hoteroaryl, heteroaryl
C}.4 alkyl, heteroarylCy_4 alkeayl, heterocyclic, heterocyclic Cy.4 alkyl,
betevocyclic Cj.4 alkenyl, or camphor, all of which groups may be optiounally
substituted;

or a pharmaceintically acceptably salt thereof.

2, The method sccording to Claim 1 wherein the ionizable hydrogen has & pKa of 3
to 10,

-128.
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i The method according to Claim 2 wherein R is hydroxy. carboxylic acid. thiol, -
SR2 -OR2, -NH-C(O)Ry, -C{O)NRgR7. -NHS(0)2Rb. ~-S{(O)2NHRe, NHC(X)NHRy,
or tetrazolyl;

wherein R2 is a substituted aryl, heteroaryl, or heterocyclic moiety which ring
has the functional moiety providing the jonizable hydrogen having a pKa of 10 or less;

Rg and R7 are independently hydrogen or a C1-4 alkyl group, or R and R7
together with the nitrogen to which they are attached form a 5 to 7 member ring which
ring may optionaily contain an additional heteroatom which heteroatom is selected from
OXygen,-nitrogen or sulfur;

Ra is an alkyl. aryl, ary]l C1.4alkyl, beteroaryl, heteroaryl Cj.4alkyl,

" heterocyclic, or a heterocyclic C].4alkyl moiety, all of which may be optionally

substituted;

Rp is a NRGR7, alkyl, aryl, arylC]-4alkyl, arylC2-4alkenyl, beteroaryl,
heteroarylC) -4alkyl, heteroarylC2-4 alkenyl, heterocyclic, beterocyclic C|-4alkyl,
heterocyclic C2-4alkenyl moiety, camphor, all of which may be optionally substituted
one to three times indspendently by halogen; nitro; cyano, halosubstituted C1.4 alkyl;
C1-4 alkyl; Cj.4 alkoxy; C1-4 amino, NRGC(O)Rg; C(O)NR§R7, S(O)3H, or
S(O)m'Ry (wherein m’ is 0, 1, or 2) or C(OYOC]4 alkyl;

Rg is hydrogen or a C|-4 alkyl;

Re is alkyl, aryl, arylC.4alkyl, arylC2.4alkenyl, heteroaryl,
heteroarylC] qalkyl, heteroarylC2.4alkenyl, heterocyclic, heterocyelic C).4alkyl, ora
heterocyclic C2-4alkeny! moiety, all of which may be optionally substituted one to three
times independently by halogen, nitro,cyano, halosubstituted C1-4 alkyl, C1-4 alkyl,
C1.4 alkoxy, C1-4 amino , NR9C(O)Rq, C(O)NRGR?7. S(O)3H, or C(O)YOC1-4 alkyl.

4.  The method acconding to Claim 3 wherein the R2 is optionally substituted one to
three times by halogen, nitro, halosubstituted C1-10 alkyl, C1-10 alkyl, C1-10 alkoxy,
hydroxy. SH, -C(O)NR§R7, -NH-C(O)Rg, -NHS(O)Rb. S(OINRSR7?, C(OYORS, ora
tetrazolyl ring. '

s. The method according to Claim 3 wherein R is OH, -NHS(0)2Rb or C(O)OH.
6. The method according 10 Claim | wherein R is halogen, cyano, nitro, CF3,

C(O)NR4RS, alkenyl C(O)NR4RS, C(0) R4R10, alkenyl C(O)OR 12, heteroaryl,
heteroarylalkyl , heteroaryl alkenyl, or S(O)NR4RS.

-126 -
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7. The method according to Claim | wherein Y is halogen, C].4 alkoxy, optionally
substimuted aryl, optionally substituted arylalkoxy, methylene dioxy, NR4RS,
thioC 1 -4alkyl, thioaryl. halosubstituted alkoxy, optionally substituted C| 4alkyl,
hydroxy alkyl.

8. The method according to Claim | wherein R is OH, SH, or NHS(O)sRp and R
is substituted in the 3-position, the 4- position or di substituted in the 3,4- position by an
electron withdrawing moiety.

9. The compound according to Claims | or 8 wherein Y is mono-substituted in the
2'-position or 3'- position, or is disubstituted in the 2'- or 3'- position of a monocyclic
ring.

10. The compound according to Claims 1, 8 or 9 wherein n amd m are each equal to
1 or more.

11. The method according to Claim | wherein R is a carboxylic acid, and R} is
hydrogen, or R} is substituted in the 4-position.

12.  The method according to Claim | wherein the mammal is afflicted with a
chemokine mediated disease selected from psoriasis, aor atopic dermatitis, asthma,
chronic obstructive pulmonary disease, adult respiratory distress syndrome, arthritis,
inflammatory bowel disease, Crohn's disease, ulcerative colitis, septic shock, endotoxic
shock, gram negative sepsis, toxic shock syndrome, stroke, cardiac and renal
reperfusion injury, glomerulo-nephritis, or thromboeis, alzheimers disease, graft vs. host
reaction, or allograft rejections.

13.  The method sccording to Claim 1 wherein the compound, or a pharmacoutically
accepatable salt is: .
N-(2-Hydroxy-4-nitrophenyl)-N'-(2-methoxyphenyl)urea
N-(2-Hydroxy-4-nitrophenyl)-N'-(2-bromophenyl)urea
N-(2-Hydroxy-4-nitropbenyl)-N'(2-phenylpheayl)urea
N-(2-Hydroxy-4-nitropheayl)-N'-(2-methylthiopheayl)ures
N~(2-Hydroxy-4-nitropheiryl)-N'-(2 3-dichlorophenyl)urea

N-(2-Hydroxy 4-nitro phenyl) N'-(2-chloro phenyl) urea
N-(2-Hydroxy-4-nitropheny])-N'-(2,3-methylenedioxyphenyl)urea
N-(2-Hydroxy-4-nitropheny!)-N'-(2-methoxy-3-chlorophenyljurea

-127-
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N-(2-hydroxy 4-nitro pheayl) N'-(2-phenyloxy phenyl) ures ’ g 5
N-(3-Chloro-2-hydroxyphenyl)-N'-(bromophenyljurea
N-(2-Hydroxy-3-glycinemethylestercarbonylpheny!)-IN'<(2-bromophenyljurea
N-(3-Nitro-2-hydroxyphenyl)-N'-(2-bromophenyl)urea
N-(2-Hydroxy-4-cyanophenyl)-N'<(2-bromophenyljurea
N-(2-Hydroxy-3.4-dichlorophenyl)-N'-{2-bromophenyljurea
N-(3-Cyano-2-hydroxyphenyl)-N'-(2-bromopbenyl)urea
N-(2-Hydroxy-4-cyanopheayl)-N'(2-methoxyphenyljurea
N-(2-Hydroxy-4-cyanophenyl)-N'-(2-phenylphenyl)urea
N-(2-Hydorxy-4-cyanophenyl-N'-(2,3-dichlorophenyljurea
N-(2-Hydroxy-4-cyanophenyl)-N'-(2-methylphenyl)urea
N-(2-Hydroxy-3-cyano-4-methylphenyl)-N'-(2-bromophenyl)urea
N-(4-Cyano-2-hydroxyphenyl)-N'-(2-trifluoromethylphenyljurea
N-(3-Trifluoromethyl-2-hydroxyphenyl)-N'-(2-bromophenylurea
N-(3-Phenylaminocarbonyl-2-bydroxyphenyl)-N'-(2-bromopheayl)orea
N-(2-hydroxy 4-nitro pheayl) N'(2-i0do phenyl) urea

N-(2-hydroxy 4-nitro pheayl) N'(2-bromo phenyl) thiourea
N-(2-phenylsulfonamido)-4-cyanophenyl-N'(2-bromo phenylyurea
(E)-N-[3-[(2-Aminocarbonyl)ethenyl]}-2-hydroxyphenyl])-N'-(2-bromophenyljurea
N-(2-Hydroxy 3.4-dichlorophenyl)-N'-(2-methoxypheayl)urea
N-(2-Hydroxy,3.4-dichlorophenyl)-N'<(2-phenylphenyi)urea
N<(2-Hydroxy-3,.4-dichlorophenyl)-N'-(2,3-dichlorophenyl)urea
N-(2-Hydroxy-5-pitrophenyl)-N'-(2,3-dichlorophenyl)urea; or
N-(2-Hydroxy-3-cyanophenyl)-N'<(2.3 dichloropheayf)urea.

14. A componnd of the formula::
R
nY) JXL —(Rm
20
D
M
X is oxygen or sulfur;
R is any functional moiety having an ionizable hydrogen and a pKa of 10 or less;
R] is independently selected from hydrogen; balogen; nitro; cyano; C1.10 alkyl;
halosubstituted C1-10 alkyl; C2-10 alkenyl; C1.10 alkaxy; halosubstituted

C).10alkoxy: azide; S(OXR4; (CRaRg)q S(O)tR4; hydroxy; hydroxy substituted
Ciqalkyl; aryl: aryl C1-4 alkyl: aryl C2.10 alkenyl; aryloxy; aryl C-4 alkyloxy:
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heteroaryl; heteroarylalkyl: heteroaryl C2.10 alkenyl; heteroaryl C|.4 alkyloxy:

heterocyclic, heterocyclic C|-4alkyl; heterocyclicC] -4alkyloxy; beterocyclicC2.10 , z (I
alkeny!; (CRgRg)q NR4RS; (CRgRg)q C(O)NR4RS;: C2-10 alkenyl C(O)NR4RS: -

(CRgRg)q C(O)NR4R10; S(O)3R8: (CRgRg)q C(O)R11: C2-10 alkenyl C(O)R]1:

C2-10 alkenyl C(Q)OR|] 1: (CRgRg)q C(O)OR| [: (CRgRg)q OC(O)R1 1,

(CRgRg)QNR4C(OIR 1 1: (CRgRg)q C(NR(NRyRS: (CRgRg)q NR4C(NRSIR | |,

(CRgRg)q NHS(O)X2R|3: (CRgRg)q S(O)2NR4Rs, or two R] moieties together may

form O(CH2)40- or a 5 to0 6 membered unsaturated ring, and wherein the alkyl, aryl,

arylalkyl, heteroaryl, heterocyclic moities may be optionally substituted;

tis O, or an integer having a value of 1 or 2;

s is an integer having a value of 1 10 3;

R4 and RS are independently rydrogen, optionally substituted C}-4 alkyl, optionally
substituted aryl, optionally substituted aryl C|.4alkyl, optionally substituted
heteroaryl, optionally substituted heteroaryl C|4alkyl, beterocyclic,
heterocyclicC).4 alkyl, or R4 and RS together with the nitrogen to which they are
artached form a 3 1o 7 member ring which may optionally comprise an additional
heteroatom selected from O/N/S;

Y is hydrogen; halogen; nitro; cyano; halosubstituted C1.10 alkyl; C1.10 alkyl; C2-10
alkenyl; C1-10 alkoxy; halosubstituted C1.10 alkoxy; azide; (CRgRg)qS(O)xR4.
(CRgRg)qOR4; hydroxy; hydroxy substituted C14alkyl; aryl; acyl C1-4 alkyl;
aryloxy; arylC1-4 alkyloxy: sryl C2-10 alkeayl; heteroaryl; heteroarylalkyl:
heteroaryl C |4 alkyloxy; hetercaryl C3.10 alkenyl; heterocyclic, heterocyclic
Ci-qalkyl; heterocyclicC2- 10 alkenyl; (CRgRg)qNR4RS; C2.10 alkenyl
C(OINR4RS; (CRgRg)IQCIOINR4RS; (CRgRg)g C(O)NR4R10: S(O)3Rg:
(CRgRg)C(O)R] 1; C2-10 alkenylC(O)R11; (CRgRg)GC(O)OR 1 1;
C2-10alkeaylC(O)OR1 1; (CRgRg)qOC(O) R11; (CRgRgIGQNR4C(ONR] |;
(CRgRg)q NHS(O)2Rp; (CRgRg)q S(O)2NR4Rs; (CRgRg)qC(NR4NR4Rs;
(CRgRg)q NR4C(NRs)R]1; or two Y moieties together may form O-(CH2)s0- ora
5 to 6 membered unsaturated ring; and wherein the alkyl, aryt, arylalkyl, hetaroaryl,
heteroaryl alkyl, heterocyclic, heterocyclicalky] groups may be optionally
substituted;

q is O or an integer having & value of 1 to 10;

n is an integer having a valuc of 1 t0 3;

m is an integer having a value of 1 to 3;

R¢ and R7 are independently hydrogen or a C1-4 alkyl group, or Rg and R7 together
with the nitrogen to which they are attached form a § to 7 member ring which ring
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may optionally contain an additional heteroatom which heteroatom is selected from
oxygen. nitrogen or sulfur;

Rg is hydrogen or C}-4 alky}l;

R10 is C).10 alkyl C(O)2Rg;

R1] is hydrogen, optionally substituted C}-4 alkyl, optionally substituted aryl,
optionally substituted aryl C.-4alkyl, optionally substituted heteroaryl, optionally
substituted heteroarylC -qalkyl, optionally substituted heterocyclic, or optionally
substituted heterocyclicC1-4alkyl;

R]2 is hydrogen, C1.10 alkyl, optionally substituted aryl or optionally substituted

arylalkyl:

R13 is suitably C}4 alkyl, aryl. aryl C}.4alkyl, heteroaryl, heteroarylCj.4alkyl,
heterocyclic. or heterocyclicC | 4alkyl;

Rp is NRgR7, alkyl, aryl, aryl C;4 alkyl, aryl C2_4 alkenyl, heteroaryl, heteroaryl
C14 alkyl, heteroarylCa_4 alkenyl, heterocyclic, heterocyclic Cj.4 alkyl,
heterocyclic C7.4 alkenyl, or camphor, all of which groups may be optionally
subatituted;

E is optionally selected from

& o0& oo

the asterix * denounspomtofmmtofthenng.wnhuleumneﬁbdngm
or a pharmaceutically acceptably salt thereof.

15. A pharmaceutical composition comprising a campound according to Claim 14
and a pharmaceutically acceptable carrier or diluent.

16. A method of treating a chemokine mediated disease state, wherein the
chemokine binds to an IL-8 a or b receptor in a mammal, which comprises
administering to said mammal an effective amount of & compound of the formula
according to Claim 14.

17. A compound of the formuia:

19S~
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wherein

X is oxygen or sulfur;

R is any functional moiety having an ionizable hydrogen and a pKa of 10 or less;
R) is independently selectzd from hydrogen; halogen; aitro; cyano: C1.10 alkyl;

halosubstituted C|.10 alky}; C2-10 alkenyl; C1.}10 alkoxy; balosubstituted
C)-10alkoxy; azide; S(OxR4; (CRgRg)q S(OxR4; hydroxy; hydroxy substituted
Cl-4alkyl; aryl; aryl Cy.4 alkyl; aryl C2-10 aikenyl; aryloxy; aryl C1-4 alkyloxy:
heteroaryl: heteroarylalkyl; heteroaryl C2-10 alkenyl; heteroaryl C1.4 alkyloxy;
heterocyclic, beterocyclic C)-4alkyl: heterocyclicC) -4alkyloxy; heterocyclicC2-10
alkenyl; (CRgRg)q NR4RS: (CRgRg)q C(O)NR4RsS; C2.10 alkenyl C(O)NR4RS;
{CRgRg)q C(O)NR4R10: S(O)3Rg; (CRgRg)q C{O)R]1; C2-10 alkenyl C(O)R]1;
C2.10 alkenyl C(OYOR] 1; (CRgRg)q C(OYOR11; (CRgRg)q OC(O)R1],
(CRgRg)QNR4C(O)R]11; (CRgRg)q C(NRNR4Rs: (CRgRg)q NR4C(NR3)R |,
(CRgRg)q NHS(OnR | 3: (CRgRa)q S(0)2NR4Rs, or two R] moieties together may
form O-(CH2):0- or a 5 to 6 membered unsaturated ring, and wherein the alkyl, aryl,
arylalkyl, heteroaryl, heterocyclic moities may be optionally substituted;

q is 0 or an integer having a value of 1 to 10;

tis 0, or an integer having a value of 1 or 2;

8 is an integer having a value of 1 1o 3;

R4 and R are independently hydrogen, optionally substituted C]-4 alkyl, optionally

substituted aryl, optionally substituted aryl C{4alkyl, optionally substituted
heteroaryl, optionally substituted heweroaryl C|4akkyl, heterocyclic,
heterocyclicC]-4 alkyl, or R4 and RS together with the nitrogen to which they are,

attached form a 5 to 7 member ring which may optiooally comprise an additional
heteroatom selected from O/N/S;

Y is bydrogen; halogen; nitro; cyano; halosubstituted Cj. [0 alkyl; C1-10 alkyl: C2-10

alkenryl; C).10 alkoxy: halosubstituted C1.10 alkoxy; azide; (CRgRg)qS(O)R4,
(CRgRg)qOR; hydroxy; hydroxy substituted C.4aikyl; aryl; aryl C1-4 alkyl;
aryloxy; arylC1-4 alkyloxy; aryl C2-10 alkenyl; heteroaryl; heteroarylalkyl;
heteroaryl C1-4 alkyloxy; beteroaryl C2-10 alkenyl; heterocyclic, heterocyclic
C|.4alkyl; heterocyclicC2.10 alkenyl; (CRaRg)GNR4RS; C2.10 alkenyl
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C(O)NR4RS; (CRgRg)qC(O)NR4RS; (CRgRg)q C(OINR4R10: S(O)3R8;
(CRgRg)qC(O)R11: C2.10 alkenylC(O)R1]; (CRgRg)GC(OYOR1 1;
C2-10alkenylC(O)OR 1 |; (CRgRg)qOC(O) R11: (CRgRgIGNR4C(O)R] 1%
(CRgRg)q NHS(O)Ry; (CRgRg)q S(O)2NR4Rs; (CRgRgIGC(NRgINR4Rs:
(CRgRg)q NR4C(NRs)R | 1; or two Y moieties together may form O-(CH2)50- or a
5 to 6 membered unsaturated ring; and wherein the alkyl, aryl. arylalkyl, heteroaryl,
heteroaryl alkyl. heterocyclic, heterocyclicalkyl groups may be optionally
substituted:

n is an integer havinga value of 1 10 3;

m is an integer having a value of 110 3;

Rg and R7 are independently hydrogen or a C}.4 alkyl group, or Rg and R7 together
with the nitrogen to which they are attached form a 5 to 7 member ring which ring
may optionally contain an additional heteroatom which heteroatam is selected from
oxygea, nitrogen or sulfur;

Rg is hydrogen or C1-4 alkyl:

R10 is C1-10 atkyl C(O)2R8: :

R11 is hydrogen, optionally substituted C1.4 alkyl, optionally substituted aryt,
optionally substituted aryi C]4alkyl, optionaily substimied heteroaryl, optionally
substituted heteroarylC1-4alkyl, optionally substituted heterocyclic, or optionally
substituted hetsrocyelicC | 4alkyl;

R}2 is hydrogen, C1-10 alkyl, optionally substituted aryi or optionally substituted
arylalkyl;

R13 is suitably C} 4 alkyl, aryl, aryl C}.4alkyl, heteroaryl, heteroaryiC) 4alkyl,
heterocyclic, or heterocyclicC1-4alkyl:

Ry is NRgR7. alkyl, aryl, aryl Ci 4 alkyl, aryl C2_4 alkenyl, heteroaryl, heteroaryl
C} -4 alky), heteroarylC3.4 alkenyl, heterocyclic, hetarocyclic C.4 alkyl,
heterocyclic C2_4 alkenyl, or camphor, all of which groups may be optionally
substituted;

E is optionally selected from

¢ o0& o

the asterix * denoting point of attachment of the ring;
or & pharmaceutically acceptably salt thereof.
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18. A pharmaceutical composition comprising 2 compound according to Claim 17 ,%g
and s pharmaceutically acceptable carrier or diluent.

19. A method of treating a chemokine mediated disease state, wherein the
chemokine binds to an [L-8 a or b recepior in a mammal, which comprises
administering to said mammal an effective amount of a compound of the formula
according to Claim 17.

20. A compound of the formula:

NHE(0);R,
O
wherein

X is oxygen or sulfur;

Ra is an alkyl, aryl, arylC}.4alkyl, heteroaryl, heteroaryl C1-4alkyl, heteracyclic, or &
heterocyclic C) 4alkyl moiety, all of which may be optionally substituted;

Rb is a NRGR7, alkyl, aryl, arylC)4alkyl, aryl C24alkenyl, heteroaryl,
heteroarylC| 4alkyl, heteroaryiC2-4 alkenyl, heterocyclic, or beterocyclic
C1-4alkyl, or a heterocyclic C2-4alkenyl moiety, canaphor, all of which may be
optionally substituted one to three times independently by halogen; nitro;
balosubstituted C}4 alkyl; C}4 alky); C}.4 alkoxy: NRYC(O)Ry; S(O)y Ry,
C(O)NRgR?. S(0)3H, or C(O)OC|-4 alkyl;

R6 and R7 are independently hydrogen, or a C}4 alkyl group, or Rg and R7 together
with the nitrogen to which they are attached form & 5 1o 7 member ring which ring
may optionally contain an sdditional heteroatom which heteroatom is selected from
oXygex, nitrogen or sulfur, which ring may be optionaily substitued:; '

R9 is hydrogen or a C}4 alkyl, preferably hydrogen:

R1 is independently selected from hydrogen; halogen; nitro; cyans: Cj.10 alkyl;
halosubstituted C1-10 alkyl; C2-10 alkenyl; C1-10 alkoxy; balosubstituted
C1-10alkoxy; azide; S(O)R4; (CRgRg)q S(O)R4; hydroxy; hydroxy substituted
C14alkyl; aryl; aryl C14 alky}; aryl C2.10 alkenyl; aryloxy; aryl Ci.4 alkyloxy;
hetoroaryl; heteroarylalkyl; heteroacyl C2-10 alkenyl; heteroaryl C1-4 alkyloxy;
heterocyclic, heterocyclic C-4alkyl; heterocyclicC-4alkyloxy: heterocyelicC2.10
alkenyl; (CRgRg)q NR4RS: (CRgRg)q C(OINR4RS; C2-10 alkenyl C(OINR4RS;

-133-
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(CRgRg)q C(O)NR4R 10; S(O)3Rs: (CRgRg)q C(OR]1: C2-10 alkenyl C(O)R]|;
C2-102lkenyl C(OYOR] 1; (CRgRg)q C(O)OR11: (CRgRg)q OC(O)R] 1,
(CRgRg)GNR4C(O)R] |; (CRgRg)q C(NR4)NR4Rs: (CRgRg)q NR4C(NRs)R; |,
(CRgRg)q NHS(O}R|3: (CRgRg)q S(O)2NR4Rs, of two R} moieties together may
form O-(CH2)sO- or a 5 to 6 membered unsaturated ring, and wherein the alkyl, aryl,
arylalkyl, beteroaryl, heterocyclic moities may be optionally substituted;

tis 0, or an integer having & value of 1 or 2;

s is an integer having a value of 1 to 3;

R4 and RS are independently hydrogen, optionally substituted C{.4 aikyl, optionally
substituted aryl, optionally substituted aryl C1-4alkyl, optionally substituted
heteroaryl, optionally substituted heteroary! C).4alkyl, heterocyclic,
heterocyclicC| -4 alkyl. or R4 and RS together with the nitrogen to which they are
attached form a 5 10 7 member ring which may optionally comprise an additional
heteroatom selected from O/N/S;

Y is hydrogen; halogen: nitro; cyano; halosubstituted C1.10 alkyl; C1-10 alkyl; C2-10
alkenyl; C]-10 alkoxy; balosubstituted C1. 0 alkoxy; azide; (CRgRg)qS(O)R4.
(CRgRg)qOR; hydroxy; hydroxy substituted C)4alkyl; aryl; aryl C34 alky);
aryloxy: arylC1-4 alkyloxy; aryl C2.10 alkenyl; heterouryl; heteroarylalkyl:
heteroaryl C).4 alkyloxy: heteroaryl C2-10 alkenyl; heterocyclic, hetarocyclic
C1-4alkyl; heterocyclicC2.10 alkenyl; (CRgRg)QNR4RS; C2-10 alkenyl
C(O)NR4RS; (CRgRg)GC(O)NR4RS; (CRgRg)q C(O)NR4R10; S(O)3Rs;
(CRgRg)qC(O)R11; C2-10 alkenylC(O)R ] |; (CRgRg)}JC(O)OR11;
C2-10alkenylC(O)OR11: (CRgRg)qOC(O) R11; (CRgRg)}NR4C(O)R11;
(CRgRg)q NHS(OnRy: (CRgRg)q S(ON2NR4Rs; (CRgRg)qCINRINRRS;
(CRgRg)q NR4C(NR3)R| ;; or two Y moicties logether may form O-(CH2)5O- ora
5 t0 6 membered unsaturated ring; and wherein the alkyl, aryl, arylalkyl, heteroaryl,
heteroaryl alkyl, heterocyclic, heterocyclicalkyl groups may be optionally

q is O or an integer having a value of 1 to 10;

n is ap integer having a value of 1 to0 3;

m i an integer having a value of 1 to 3;

Rg is hydrogen or C}-4 alkyl;

R10ia C1.10 alkyl C(O)2R8;

R11 is hydrogen, optionally substituted C |4 alkyl, opticnally substituted aryl,
optionally substituted aryl C1-4alkyl, optionally substituted hetervaryl, opticaally
substituted heteroarylC }-4alkyl, optionally substituted heterocyclic, or optionally
substituted heterocyclicC|.4alkyl;
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Rj2 is hydrogen, C1-10 alkyl. optionally substituted aryl or optionally substituted

arylalkyl; ) ‘[D
R13 is suitably C|-4 alkyl, aryl, aryl Ci-qalkyl, heteroaryl, heteroarylC.4alkyl,

heteracyclic, or heterocyclicC | -4alkyl;
or a pharmaceutically acceptably salt thereof.

21.  The compound according to Claim 20 wherein R is substituted in the 3-
position, the 4- position or di substituted in the 3.4~ position by an electron withdrawing
moiety.

22.  The compound according to Claim 20 or 2t wherein Y is mono-substituted in
the 2'-position or 3'- position, or is disubstituted in the 2'- or 3'- position of a
monocyclic ring.

23.  Tbe compound according to Claim 20 or 21 wherein n amd m are each equal to
1 or mare.

24. The compound according to Claim 20 which is

N-(4-Nitro 2-{phenylsuifonylamino)phenyl)-N'-pheny) orea

N-[(2-Phenylsulfamido) 4-cyanophenyl]- N'<(2-bromo phenyl) urea

N-(2-(Amino sulfonamido phenyl) pheayl) N'~(2-bromo pheayl) urea N-(2-(Amino
sulfonyl styryl) phenyl) N'-(2-bromo phenyl) urea 2-[(3.4 Di-
methoxyphenylsulfonyl)amino] phenyl) N'<(2-bromo phenyl) urea N-(2-[(4-
Acetamidophenylsulfonyl)amino] phenyl) N'-(2-bromo phenyl) urea N-(2-(Amino
sulfonyl (2-thiophene) phenayl) N'-(2-bramo phenyl) urea N-(2-(Amino sulfonyl (3-
tolyl) phenyl) N'<(2-bromo phenyl) urea N-(2-(Amino sulfonyl (8-quinolinyl)) phenyl)
N'<(2-bromo phenyl) urea N-(2-(Amino sulfonyl benzyl) pheayl) N'-(2-bromo phenyl)
urea
N-[2-{{{2<(Trifluoromethyl)pbenyl}sulfonytjamino]phenyl}-N'<(2-bromophenyljurea -
N-(2-Bromophenyl)-N'-[2-dimethylamincsulfonylamino]phenyljurea N-{2-
{Phenethylsulfonylamino)phenyl]-N'<(2-bromophenylurea N-[2-{(2-Acetamido-4-
methylthiszol-5-yl)sulfonylamino]phenyl]-N'{2-bromophbenylyureaN-[2-[(2,3-
Dichlarothien-5-yi)sulfonylamino]phenyl}-N'-(2-bromophenyljurea
N-{2-{(3,5-Bistriflusromethylphenyl)sulfonylamino]pheayl}-N'-(2-bromopheayl)urea
N-[2-[(2-Benzyl)sulfonylamino]-(5-triflnoromethyl)phenyl}-N'-(2-bromopheny!)urea
N-[2-[2-(3-Nitrophenyl)sulfonylamino)phenyl]-N'-(2-bromopbenyl)ures
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N-[2-[2-(4-Phenoxyphenyl)sulfonylamino]phenyl}-N'-(2-bromophenyl)urea
N-[[2-(1S)- 10-Camphorsulfonylamino]phenyl)-N'-(2-bromophenyljurea
N-{{2-(IR)-10-Campharsuifonylamino]phenyl]-N'-(2-bromophenyijurea
N-[2-{2-(2-Nitro{(4-trifluoromethyl)phenyl)sulfonylamino]phenyl-N'-(2-
bromopheny!)urea
N-[2-(2-Amino-(4-trifluoromethyl) pheny]) sulfonylamino} phenyl]- N*-(2-
bromophenyl)urea ; or N-[2-(aminosulfonyl phenyl) 3-amino phenyl] N°-(2-
bromo phenyl) urea.

25. A pharmaceutical composition compriging a compound according to any of
Claims 20 to 24 and a pharmaceutically acceptable carrier or diluent.

26. A compound of the formula:

XH
nY) = x =={(R,)m
Q\ HJL H—G (ic)
wherein

X is oxygen or sulfur;

X is oxygen or sulfur;

R} is independently selected from hydrogen; halogen; nitro; cyano; C).}10 alkyl,
halosubstituled C}.10 alkyl; C2-10 alkenyl; C1.10 alkoxy; halosubstituted
C1-10alkoxy; azide; S(OxR4: (CRgRg)q S(O)XR4; hydroxy; hydroxy substituted
Ci-4alkyl; aryl; aryl Cy.4 aliyl; aryl C2.10 alkenyl; aryloxy; aryl C}-4 alkyloxy;
heteroaryl; heteroarylalkyl; heteroaryl C2.10 alkenyl; heteroaryl C1-4 alkyloxy;
heteracyclic, beterocyclic C1-4alkyl; beterocyclicCj-galkyloxy; heterocyelicCa-10
alkenyl; (CRgRg)q NR4R5; (CRgRg)q C(OINR4RS; C2-10 alkenyl C(O)NR4RS;
(CRgRg)q C(O)NR4R 10 S(O)3Rg; (CRgRg)q C(O)R]1; C2-10 alkenyl C(O)R11:
C2-10 alkenyl C(O)OR1}; (CRgRg)q C{O)OR] |; (CRgRg)q OC(O)R1};
(CRgRg)NRACIO)R1; (CRgRg)q C(NR4)NR4Rs5: (CRgRg)q NR4C(NRs)R] 1.
(CRgRg)X} NHS(O)2R13; (CRgRg)q S(O);NR4Rs5, or two R] moieties together may

form O-{CH2)gO- or a 5 to 6 membeored unsaturated ring, and wherein the alkyl, aryl,

arylalkyl, heteroaryl, heterocyclic moities may be optionally substituted;
t is 0, or an integer having a value of ! or2;
s is an integer having a valve of | to 3;

136
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R4 and RS are independently hydrogen, optionally substituted C}.4 alkyl. optionaily
substituted ary), optionally substituted aryl C]4alkyl, optionally substitnted
heteroaryl, optionally substituted heteroaryl C{-4 alkyl, heterocyclic, heterocyclic
C1-4 alkyl, or R4 and RS together with the nitrogen to which they are attached form
a 5 to 7 member ring which may optionally comprise an additional heteroatom
selected from O/N/S;

Y is hydrogen: halogen: nitro; cyano; halosubatituted C1-10 llkyl C1-10akkyl; C2.10
alkenyl; C1-10 alkoxy; halosubstituted C{-10 alkoxy; axide; (CRgRg)qS(O)R4.
(CRgRg)qOR4; hydroxy; hydroxy substituted C)-4alkyl; aryl; aryl C)-4 alkyl;
aryloxy; arylC1.4 alkyloxy; aryl C2-10 alkenyl; heteroaryl: heteroarylaticyl:
heteroaryl C1-4 alkyloxy; heteroaryl C2.10 alkenyl; heterocyclic, heterocyclic
C14alkyl: heterocyclicC2-10 alkenyl: (CRgRgIGNR4RS; C2.10 alkenyl
C(O)NR4Rs: (CRgRg)qC(O)NR4RS: (CRgRg)q C(O)NR4R10; S(O)3Rg;
(CRgRg)QC(O)R11; C2-10 alkenylC(O)R11; (CRgRg)GC(O)OR] |:
C2-10alkenylC(O)OR] 1; (CRgRg)OC(O) R11; (CRgRg)NR4C(OIR] };
(CRgRg)q NHS(O)2Rp; (CRgRg)q S(O)2NR4Rs, (CRgRgACINRINR4Rs;
(CRgRg)q NR4C(NRs)R | 1; or two Y moieties together may form O-(CH2)50- ora
5 to 6 membered unsaturated ring: and wherein the alkyl, aryl, arylalkyl, heseroaryl,
heteroaryl alkyl, hetesocyclic, heterocyclicalkyl groups may be optionally
substituted;

q is O or an integer having a value of 1 to 10;

n is an integer having a value of 1 to 3;

m is an integer havinga value of 1 10 3;

R6 and R are independently hydrogen or a C14 alkyl group, or Rg and R7 together
with the nitrogea to which they are attached form a S to 7 member ring which ring
may optionally contain an additional heterostom which heteroatom is selected from
oxygea, nitrogen or sulfur;

Rg is hydrogea or C1 -4 alkyl;

R0 is C)-10alkyl C(O)2Rg;

R}] is hydrogen, optionally substituted C]-4 alkyl, opticnally substituted aryl,
optionally substituted aryl C1-4alkyl, optionally subatituted heteroaryl, optionally
substituted heteroarylC)-4alkyl, optionally substituted heterocyclic, or optionally
substituted heterocyclicC §.4alkyl;

R}2 is hydrogen, C}-10 alkyl, optionally substituted ary] or optionally substituted
arylalkyl;

R13 is suiubly C1 4 alky), aryl, aryl C|4alkyl, beteroaryl, heteroarylC.4alkyl,
heterocyclic, or heterocyelicC)-4alkyl;
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Ry is NRgR7, alkyl, aryl, aryl Ci_4 alkyl, aryl Cy_4 alkeny!l, heteroaryl, heteroaryl [ q 3
C1-4 alkyl. heteroarylC3_4 alkenyl, heterocycelic. heterocyclic C.4 alkyl,
heterocyclic Cy_4 alkenyl, or camphor, all of which groups may be optionally
substituted; provided that
when n =] than Y is substituted in the 2- or - position;
when n =2 than Y is di-substituted in the 2'- 3'- position, the 2'-5'- position, the
2'-6' position, the 3'-5' or the 3'-6' position;
when n = 3 than Y is trisubstituted in the 2°-3-5' or the 2'-3'-6- positions; -
further provided that
when X is O, m=2, R{ is 2-t-butyl, 4-methyl, and n=3 than Y is not 2'-OH,3"-t-
butyl, 5'-methyl;
when X1 is O, mal, R] is 4-methyl, and n=2 than Y is not 2'-OH, 5'-methyl;
when X is O, m=1, R1 is hydrogen, and n=2 than Y is not 2'-6-diethyl;
when X is O, mm=1, R} is 6-OH, and o=2 than Y is not 2'-5-methyl;
when X is S, m=l, R] is 4-ethyl, and n=] than Y is not 2-methoxy;

or a pharmaceutically acceptably salt thereof.
Z1.  The compound acconding to Claim 26 wherein R] is substituted in the 3-

position, the 4- position or di-substituted in the 3,4- position by an electron withdrawing
moiety.

28. The compound according to Claim 26 or 27 wherein Y is mono-subatituted in
the 2'-position or 3'- position, or is disubstituted in the 2’ or 3' position of a monocyclic
ring.

29. The compound according to Claim 26 or 27 wherein n amd m are each equal to
1 or more.

30. A pharmaceutical composition comprising a compound according to any of
Claims 26 to 29 and a pharmaceutically acceptable carrier or diluent.

1. Am&'ul for producing a cyano phenol derivative of the formuls:

>

(o — 11
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wherein R] is as defined for Formula (T) above, which method comprises
a) reacting a compound of the formula:

Ry wherein X is halogen
with copper (I) cyanide, dimethylformamide, triethylamine and a catalytic amount of

32.  The process according to Claim 3] wherein the tempersture s about 60 to about
80° C, and X is bromine.
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1y



A

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

2020/
Bogota, D.C.,
Doctor
Germén Castlllo Grau OficlaN® »12G21
Apoderado
SMITHKLINE BEECHAM CORPORATION
REFERENCIA Radicaclén 01 23848

Trémite 002

Evento 001

Actuacioén 430

Follos 007

Como resultado del examen de patentabilidad de la solicitud de patente de invencién
N° 01 23848, realizado segun el articulo 45 de la decision 486 de la comisién de la

Comunidad Andina, se notifica:
1. DOCUMENTOS ESTUDIADOS:

o El resumen y el caplftulo descriptivo de la solicitud en los folios 109 y 4 a 22

respectivamente.
e Los elemplos que ilustran la invencion en los follos 23 a 102.

e Las clausulas 1 a 14 relacionadas en el capitulo reivindicatorio de la solicitud

que se encuentran en los folios 103 a 108.

« El primer examen de forma realizado a la solicitud de oficio No. 1349, que se

encuentra en el folio 117.

« La respuesta al primer examen de forma, allegada mediante memorial de
fecha 18/05/2001 que se encuentra en los folios 118 a 176 que contlene la

copla de la solicitud mediante la cual se relvindica prioridad.

s La copia de la solicitud original mediante la cual se reivindica prioridad de

Estados Unidos US60/192,132 de 24/03/2000 en los follos 123 a 176.

e La solicitud de examen de patentabilidad junto con el pago de la tasa
correspondiente, allegada mediante memorial de fecha 24/08/2003, que se

encuentra en los folios 179 y 180.
2. OBJETO DE LA INVENCION:
La solicitud hace referencia a un “Antagonistas de receptores de IL-8".
¢ Relvindicaclones 1 a 11:

Se reivindica un compuesto que responde a la férmula (1):

SO,NRR"

a5~
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En particular se reclama la siguiente serie de compuestos:

N-{2-bromofenil}-N"-{4-cloro-2-hidroxIl-3N"*,N“*-dimetliamino-
sulfonil)fenillcianoguanidina

N-(2,3-diclorofenil)-N'{4-cloro-2-hidroxi-3-[S<{+)-{2-metoxi-metil)pirrolidin-1-
ilaminosulfonilfeniljclanoguanidina

N-(2-bromofenil)}-N"{4-cloro-2-hidroxi-3-[S-{+)~(2-carboxi)pirrolidin-1-
INaminosulfonilfeniljcianoguanidina

N~(2,3-diclorofenil)-N "«{4-cloro-2-hidroxi-3-[S{+){2-carboxd)pirrolidin-1-
ilaminosulfonilfeniljcianoguanidina

N-{2-benzoxifenll)-N"-[4-cloro-2-hidroxi-3-[S-(+){2-metoximetil)pirrolidin-1-
ilfjsulfonilfeniljcianoguanidina

e Relvindicacliéon 12:

Se reivindica una composicién farmacéutica que comprende un compuesto segin
cualquiera de las reivindicaciones 1 a 11 y un exciplente o diluyente
farmacéuticamente aceptable.

e« Relvindicaciones 13 y 14:

Se reivindica un método de tratamiento de una enfermedad que cursa con mediacién
de una quimloquina, en e! que la quimioquina se une a un receptorde IL-8 aoben
un mamffero, cuyo método comprende administrar a dicho mamifero una cantidad
eficaz de un compuesto de la férmula segin una cualquiera de las reivindicaciones 1
a11.

En particular se relvindica un método para tratar una enfermedad que se selecciona
entre: psoriasis, dermatitis atdpica, osteoartritls, artritis reumatoide, asma,
enfermedad pulmonar obstructiva crénica, sindrome de insuficiencia respiratoria del
adulto, enfermedad intestinal Inflamatoria, enfermedad de Crohn, colitis uicerosa,
ataque fulminante, choque séptico, esclerosis mdiltiple, choque endotdxico, sepsis por
gram-negativos, sindrome de choque tdxico, lesién por repercusién cardiaca y renal,
glomerulonefritis, trombosis, reaccién de injerto frente al huésped, enfermedad de
Alzheimer, rechazos de aloinjertos, malaria, restenosis, angiogénesis, aterosclerosis,
osteoporosis, gingivitis y liberacion indeseada de células pluripotenciales
hematopoyéticas y enfermedades causadas por virus respiratorios, herpes virus y
virus de la hepatitis, meningitis, fibrosis quistica, fatiga prematura, tos, prurito,
disfuncién multiorganica, trauma, fatiga, torceduras, contusiones, artritis psoriasicas,
herpes, encefalitls, vasculltls del SNC, lesion cerebral traumatica, tumores del SNC,
hemomragla subaracnoide, trauma posquirimgico, neumonitis intersticial,
hipersensibilidad, artritis inducida por cristales, pancreatitis aguda, enterocolitis
necrosante, sinusitis crénica, uveltis, polimiositis, vasculitis, acné, Giceras gasiricas y
duodenales, enfermedad celiaca, esofagitis, glosltis, obstruccién del flujo de alre,
hipersensibilidad de las vias respiratorias, bronconeumonia obliterante, neumonia,
bronquilectasia, bronconeumonia, bronconeumonia obliterante, bronquitis crénica,
corazdbn pulmonar, disnea, enfisema, hipercapnia, hiperinflamacién, hipoxemia,
inflamaclones Inducidas por hiperoxia, hipoxia, reducclén quinirgica del volumen
pulmonar, hipertrofia ventricular derecha, sarcoidosls, enfermedades leves de las vias
respiratorias, desequilibrio entre ventilaclén-perfusion, jadeo, catarros y lupus.



Una vez catalogada la invencién ésta se clasificé en la seccion: A 61 K *'/y; de la
Claslificaclén Iinternacl nal de Patentes.

3. CLARIDAD DE LA SOLICITUD:

El articulo 30 de la Decisién 486 contempla que “Las reivindicaciones definirén la
materia que se desea proteger mediante la palente. Deben ser claras y concisas y
estar enteramente sustentadas por la descripcion”.

o En atencidn al articulo 30 de la norma andina, esta Dependencia se permite
sefialar la falta de claridad que presenta el capitulo reivindicatorio, porque en
atencién a las diversas connotaciones que presentan los sustituyentes R",
R",R"", Ry, es posible obtener compuestos de mayor complejidad quimica y
estructural que los definidos por la formula (1).

SO,NRR”

Seedcs

Si bien es clerto, todos los compuestos presentan [a estructura central de la
NH

guanidina H2N NH2, la complejidad de quimica de la estructura sustitulda por
fenol y fenilo no es la suficiente como para definir todos los compuestos que se
obtlenen una vez se efect(ian las correspondientes sustituciones sobre los radicales
Rl' Rll' Rlll y R1'

Lo anterior se hace avidente cuando se evalGan las diferentes connotaciones
quimicas de los radicales citados y la diversidad quimica y estructural de los ejemplos
que se presentan en la clausula 11.

Por esta razén se remite al interesado a estudiar las connotaciones de los radicales
primarios R", R, R y R, en especial de aquelios que comprometen sustituciones
heterociclicas, teniendo en cuenta que los compuestos de carécter heterociclico se
clasifican en atencién al nimero de &tomos que componen los anillos y a los
heterodtomos y al niimero y tipo de slios que comprenden. Para llustrar este hecho
se dirige su atenclén a la bibliografla basica sobre compuestos heterociclicos, en la
que encontrara una de las clasificaclones empleadas para comprender la amplitud de
dicha materia:

1) Anidlogos heterociclicos del ciclopropano: azirinas, aziridina, oxirano,
tiirano, diazireno y diazidirina, oxaziridina.

2) Aniélogos heterociclicos de ciclobutano: azetidina, azetidinonas, oxetenoy
oxetano, oxetanonas, tlete y tietano.

3) Anllios heterociclicos de cuatro mlembros con dos heteroitomos:
dioxetano y ditietanos.
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4) Andlogos heterociclicos del cicl pentadien con un heteroétomo: pirrol,
furano, tiofeno.

5) Sistemas de anllios fusionados que Incluyen a los anllios de pirrol,
furano y tlofeno: indol, Iscindol, indolizina y ciclazina, benzofurano,
dibenzofurano, isobenzofurano, benzo[blticfeno, benzo{cltiofeno.

6) Anédlogos heterociclicos del benceno con un hetero&tomo: piridina, sales
de pirilio, piranos, pironas.

7) Anédlogos heterociclicos del naftaleno con un heterodtomo: quinolina,
Isoquinolina, quinolizina, acridina y fenantridina, sales de benzopirilio y
benzopiranos.

8) Compuestos con dos heterodtomos en un anllio de cinco mlembros:
pirazol e imidazol, isoxazol y oxazol, isotiazol y tiazol, dioxol, dioxolano.

9) Compuestos con dos heteroitomos en su anllio de sels miembros:
piridazina, pirimidina, pirazinas, oxazinas y tiazinas, dioxanos.

10)Compuestos con més de dos heterodtomos: purinas, pteridinas, triazinas,
sidnonas, benzotriazoles.

11)Compuestos heterociclicos con anilios de slete 0 més miembros:
borepina, azepina, diazepina, oxepina, tiepina.

12)Heterociclos con anllios mayores: azocinas y azotinas.

En consecuencia, se recomienda al interesado manejar un lenguaje quimico
especifico, de tal suerte que pueda determinarse el verdadero alcance de la
invenciébn reclamada porque tal como se presenta existe falta de claridad con
respecto a la frontera que verdaderamente delimita si la Invencién es novedosa e
inventiva frente a la materia comprendida en el estado de la técnica.

¢ Del estudio de los radicales primarios R’, R”", R™’ y Ry, se encuentra que
existe gran variedad de radicales secundarios que forman parte de las
connotaciones sefialadas para los sustituyentes en mencién, sin embargo
en ningiin momento se definieron quimicamente las connotaciones que toma
cada uno de los radicales: R'lss R1°l R1ﬂ| R1'|| R'|7| R.' RTI RII ROI Rbl R.. R‘l
Rs.. 68 por ello que se Insta al interesado para que determine con claridad el
alcance real de su invencién, teniendo en cuenta que el limite entre la materia
novedosa e inventiva y aquella contemplada en el estado del arte lo
determinan las clausulas reivindicatorias.

e La cldusula 3 determina que el radical Ry puede sustituirse en la posicién 4
principalmente por un resto que retira electrones, expresién esta que no
precisa un grupo en particular y que genera ambiguedad frente al alcance de
la invencién.

e Ahora bien, si se efectuaran las combinaclones de todas las posibles
sustituciones contempladas a lo largo de las cldusulas 1 a 10 se obtendrian
diversos compuestos que no encuentran reprasentatividad Gnica bajo el
ndcleo basico de la fdrmula (1), dada la menor complejidad quimica que
presenta la misma.
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El articulo 20 en su literal (d) contempla: “No serén patentables los métodos
terapéuticos o quirdrgicos para el tratamiento humano o animal, asl como los
meétodos de diagnéstico aplicados a los seres humanos o a animales”

Las cldusulas 13 y 14 que reclama un método para el tratamiento de enfermedades
asocladas a la actividad de la guimioquina, en el que ia quimioquina 86 une a un

receptor de IL-8, tal es el caso de psoriasis, dermatitis atdpica, osteoartritis, artritis
reumatoide, asma, enfermedad pulmonar obstructiva crénica, sindrome de
insuficiencia respiratoria del adulto, enfermedad intestinal Inflamatoria, enfermedad
de Crohn, colitis ulcerosa, ataque fulminante, choque séptico, esclerosis miiltiple,
choque endotdxico, sepsis por gram-negativos, sindrome de choque téxico, lesién por
repercusion cardiaca y renal, glomerulonefritis, frombosis, reaccién de injerto frente al
huésped, enfermedad de Alzheimer, rechazos de aloinjertos, malaria, restenosis,
angiogénesis, aterosclerosis, osteoporosis, gingivitis y liberacién indeseada de
células pluripotenciales hematopoyéticas y enfermedades causadas por virus
respiratorios, herpes virus y virus de la hepatitis, meningitis, fibrosis quistica, fatiga
prematura, tos, prurito, disfuncidén multiorgdnica, trauma, fatiga, torceduras,
contusiones, artritis psoriasicas, herpes, encefalitis, vasculitis del SNC, lesién
cerebral traumdtica, tumores del SNC, hemomagia subaracnoide, trauma
posquinirgico, neumonitis intersticial, hipersensibllidad, artritls inducida por cristales,
pancreatitis aguda, enterocolitis necrosante, sinusitis crénica, uveitis, polimiositis,
vasculitis, acné, Glceras gastricas y duodenales, enfermedad celiaca, esofagitis,
glositis, obstrucclién del flujo de aire, hipersensibliidad de las vias respiratorias,
bronconeumonia obliterante, neumonla, bronquiectasia, bronconeumonia,
bronconeumonia obliterants, bronquitis crénica, corazén pulmonar, disnea, enflsema,
hipercapnia, hiperinflamacién, hipoxemia, inflamaciones inducldas por hiperoxia,
hipoxia, reducclén quinirgica del volumen pulmonar, hipertrofia ventricular derecha,
sarcoidosls, enfermedades leves de las vias respiratorias, desequllibdo entre
ventilacion-perfusion, Jadeo, catarros y lupus; se encuentran contempladas dentro de

las exclusiones fegales a la patentabliidad, de acuerdo con el articulo 20 de la
Decisién 486.

4. EXCEPCIONES A LA PATENTABILIDAD:

En consecuencia, se recomienda al interesado eliminar del alcance de su invencién
las clausulas sefialadas, teniendo en cuenta que no pueden ser objeto de proteccién
por patente de invencion.

5. DETERMINACION DEL ESTADO DE LA TECNICA:

Consultadas las fuentes de Informacién con que cuenta este despacho, se
encontraron los sigulentes documentos, anteriores a la fecha de presentacién de la
solicitud en estudio - 24.03.2000-, relacionados con la materia técnica relvindicada:

Fecha de
Publicaclén
21/08/1997

Tituio
*|IL-8 receptor antagonists”

N° | Documento
D1 | WO9729743

Anterioridad D1 enlos folios 182 q 198
6. EVALUACION DE LOS REQUISITOS DE PATENTABILIDAD:

El articulo 14 de la decisién 486 de la comisién de la comunidad andina establece
que: "Los palses miembros oforgarén patentes para las invenciones, sean de
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producto o de procedimienio, en todos los campos de la tecnologla, siempre que
sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacion industrial

En cumplimiento del articulo 14 de la decisién 486 de la comisién de ia comunidad
andina, se procedié a evaluar los requisitos de novedad, nivel Inventivo y aplicaclén
industrial con el fin de establecer la patentabilidad de la invencién reivindicada en la
solicitud en estudio.

7. Evaluaclén del NIVEL INVENTIVO:

El articulo 18 de la decisién 488 dispone "Se consideraré que una invencion tiene
nivel inventivo, sl para una persona del oficio normalmente versada en la Maleria
técnica correspondients, esa invencién no hubiese resultado obvia ni se hublese
derivado de manera evidente del estado de la técnica”.

El documento D1 hace referencla a compuestos que presentan el nilicleo estructural:

O

Donde X es oxigeno o nitrégeno

n(Y) puede ser (CRsRa)yNHS(O).Rb en donde q puede ser cero y Rb es alquillo, arilo.,
alquenilo.

(R1)m se selecciona entre hidrégeno, halégeno, nitro, ciano, alquilo C1-Cyo, alquenilo
C4-C1, entre otros.

Al efectuar la comparacién correspondiente alemento por elemento en cada una de
las fébrmulas, se encuentra que es posibie a partir de la materia divuigada en la
anterioridad D1 derivar los compuestos reclamados por la solicitud en estudio.

SO,NR'R""

Sro-

Sl bien es clerto existen algunas diferencias en cuanto a las sustituciones que
presenta el radical fenilo y el fenol, la mayor parte de las caracteristicas esenciales
de la férmula quimica se encuentran reveladas en la anterioridad en cuestion. Asl las
cosas esta Dependencia observa que la altura inventiva de 1a materia reclamada se
ve afectada al tenor de la divulgacidn hecha por el documento DA1.

En conclusidn los requisitos de patentabilidad de la presente solicitud se encuentran
afectados asl:

Relvindicaclones
afectadas
1a12

Requisito que
afecta

Nivel Inventivo

Documento

WO08728743

En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la Comunidad
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Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de (a fecha de la notificacién de la presente comunicacién. En caso
de no dar respuesta al presente requerimiento, o sl a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegaré la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capltulo 5 del titulo prim la Circular Unica N° 10 de 2001.

09 MY, 2005
El anterior requerimiento fue notificado por fljacién en lista, de fecha
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