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(57) Abstract

A compound of formula (I) wherein R! and R? are s
description, R? being an aromatic group, useful in the

and/or adult

coagulstion, respiratory
syndrome, acute or chronic inflammation, arthritis, cholangitis, colitis, encephalitis,
hepatitis, myocanditis, pancreatitls, pericandids,
delayed hypersensitivity, graft rejection,
graft—versus—host Type 1 disbetes
mellitas and multiple sclerosis, periodonates diseases, interstitial pulmonary fibrosis, cimrhosis, systemic sclerosis, kelold formation tumors

discase, anto-immune diseases including

defined
and

salpingitis, scptic

in the
condition

4\

ol pe

distress

which produce T1.-1 as an antocrine growth factor, cachexia, Alzeimer’s diseass, porcussion injury, depression, atheroaclerosis, osteoporosis

in a mammal, inchuding a human.
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or a pharmaceutically acceptable salt thereof, wherein

R' Is (C,-C,)alkyl optionally substituted by (C,-C,)alkylamino, (C;-C,)alkyithio,
(Cr-CaJelkoxy, trifucromethyl, (C¢-C,c)aryl, (Cy-Cylheteroaryl, (Cy-Cqarylamino, (Cy-
Ciojarytthio, (Cy-Cyglaryloxy, (Cy-Cy)heteroarylamino, (C4-Cy)heteroaryithio, (C,-
Cohetaroaryloxy, (Co-C,o)aryi(C,-C,Jaryl, (C-Celeycloaliyl; hydroxy(C,-Colelkyi, (Cy-
CaJalkyi(hydroxymethylane), piperazinyt,(Cy-Csc)aryl(C,-Co)elkoxy, (Cy-Cylheteroaryl(C,-
Cy)alkoxy, (C,-C)acylamino, (C,-C,acytthio, (C,-Cj)acyloxy, (C,-C,)alkylsulfinyl, (C,-
Ciolarylsulfinyl, {C,-C,)alkylsulionyl, (C,-C,)arylsulionyl, amino, (C,-C,)alkylamino or
((C,-C,)alkyl),amino; or

R' and R? are each independently a group of the formula

A

| ;
by, ! §

) S

wherein the broken lines represent optional double bonds;

nis0,1,2o0r3; .

A, B, D, E and G are each independently oxygen, sulfur, nitrogen or CR*"R’
wherein R®* and R® are each Independently selected from hydrogen, (C,-C,)alkyl
optionally substituted by one or two groups selected from (C,-C,)alkylamino, (C,-
Celalkylthio, (C,-C,)alkoxy, hydroxy, cyano, perfluoro(C,-Colalkyl, (Co-Cyolaryl, (Ge-
Cy)heteroaryl, (C,-C)o)arylamino, (C,-C, )aryithio, (C,-C:learyloxy whersin the ary! group
is optionally substituted by (C,-C)alkoxy, (C,-Cy)acyl, carboxy, hydroxy or halo; (Cs-
C,)hateroarylamino, (C.-Cq)heteroarytihio, (Cy-CyJheteroaryloxy,(Cy-Cio)aryi(C,-Cy )aryt,
(Cy-Coloycioalkyl, hydroxy, piperazinyl, (C,-C,)aryi(C,-Cylalkoxy, (Cy-Colheteroaryl(C,-
Cy)alkoxy, (C,-CJacylamino, (C,-C,)acyithio, (C,-C)acyioxy, (C,-Co)alkylsulfinyi, (Cy-

WO 98/32733 PCI/IBY7TIOM608 ., .
81-
CLAIMS
1. A compound of the formula
0.0 0
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C,oarylsulfinyl, (C,-Calkylsulfonyl, (C,-C,o)aryisulfonyl, amino, (C,-Co)alkylamino or
((C,-Co)alkyl),amino; halo, cyano, amino, hydroxy, perfiuoro(C,-Cj)alkyl, perflucro(C,-
Ca)alkoxy, (C,-Cy)alkenyl, carboxy(C,-C,)alkenyl, (C-Cy)aliynyl, (C,-C,)alkylamino, ((C,-
C,)alkyl),amino, (C,-Cp)alkylsulfonylamido, (C,-C,)alkylsulfinyl, ‘aminosulionyl, (C,-
Ce)alkylaminosulfonyl, {(C,-Co)elkyl),aminosulfonyl, (C,-C,)alkyithlo, (C,-C,)alkoxy,
perfiuoro(C,-C,)alkyl, (C4-C,o)aryl, (Cs-Co)heteroaryl, (C,-C,g)arylamine, (C,-C, Jaryithio,
(Co-C1o)aryi(C,-Colalkoxy, (Cy-C,)heteroarylemino, (C,-Cy)hetercaryithio, (C,-
Cy)heteroaryloxy, (C,-C)cycloalkyl, (C,-Cy)alkyi(hydroxymethylene), piperidyl, pyridinyi,
thienyl, furanyl, (C,-Cy)alkylpiperkiyl, (C,-C,)acylamine, (C,-Ci)asylthio, (C,-C.)acyloxy,
R’(C,-Co)alkyl. wherein R’ s (C,-C,)acyipiperazino, (C,-C,oJaryipiperazino, (C,-
Cy)heteroaryipiperazino, (C,-Cy)alkylpiperazino, (C,-C; )aryl(C,-Colalkylpiperazino, (Cy-
C,)heteroaryi{C,-C,)alkylpiperazino, morpholine, thiomorpholino, pipsridine, pyrrolidine,
piperidyl, (C,-C,)alkyipiperidyl, (C,-C,larylpiperidyl, (C,-Cj)hetéroaryipiperidyl, (C,-
Co)alkylplperidyi{C,-C,)alkyl, (C,-C,,)aryipiperidyl(C,-C,)alkyl, (Csg-

Cy)heteroarylpiperidyl(C,-Co)alkyl or (C,-Cj)acylpiperidyi;
or a group of the formula
0 Y
(X), 11
(CHp)
whereins ls O to 8;
tisOort;

X Is axygen or NR® wherein R is hydrogen, (C,-CJaliyl or (C,-Cy)cycloalkyl(C,-
Colalkyl:

Y Is hydrogen, hydroxy, (C,-C,)alkyl, optionally substituted by halo, hydroxy or
cyano; (C,-Cyalkoxy, oyano, (C,-Cylelkynyl, (Cy-Cyaryl wherein the aryl group is
optionally substitutad by halo, hydroxy, carboxy, (C,-Colalkyl, (C,-C,)alkaury;
perfiuora(C,-C,)alkyl, (C,-Calalkoxy(C,-C,)alkyl or NR*R'® whereiri R* and R'°® are each
independently selected from the group consisting of hydrogen, (C,-C,)alkyi optionally
substitutedby (C,-C,)alkyipiperidyl, (C,-C Jaryipiperidyl, (Cy-C,)heteroaryipiperidyl, (Co-
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C,o)aryl, (Cs-Cylheteroaryl or (C,-Co)cycloalkyl; piperidyl, (C,-Cjlalkylpiperidyl, (Cy-
C,oaryipiperidyl, (Cy-C,)heteroarylpiperidyl, (C,-C,)acyipiperidyl, (Cy-Cioaryl, (Cy-
Cy)heteroaryl, (C,-C,)cycloalkyl, R''(C,-C,)alkyt, (C,-Cy)aliyl(CHR'")(C,-Ca)alkylwherein
R" Is hydroxy, (C,-Cp)acylaxy, (C,-C,alkoxy, piperazino, (C,-C,)acylamina, (C-
Colalkytthio, (C4-C, o)arylthio, (C,-Cq)alkyisulfinyl, (C,-C, o)arylsulfinyl, {C,-C,)alkylsulfoxyl,
(Cs-C,o)arylsulfoxyl, amino, (C,-C,)alkylamino, ((C,-Cg)alkyl);,amino, (C,-
Coacyipiperazino, (C,-Celalkylpiperazino, (C,-Cio)aryl(C,-Coalkylpiperazino, (G-
C,)heteroaryl(C,-C,)alkyipiperazino, morpholino, thiomorpholino, piperidino or
pymaildino; R'}(C,-CyJaliyl, (C,-Cylalikyl{CHR')(C,-Cq)alkyl wherein R'? s piperidyl or
(C,-C,)alkylplperidyl; and CH(R'*)COR' wherein R'* is as defined below and R" Is
hydrogen, (C,-Celalkyl, (Cq-Cioarvi(C;-Clalkyl, (C,-Coheteroaryl(C,-Clalkyl, (C,-
Cy)elkytthio(C,-C)alkyl, (C5-Cy )aryithio(C,-Cplalicyl, (C,-Cy)alkylsuifinyt(C,-Cy)alicyl, (Cy-
C,oJarylsulfinyl(C,-C,alkyl, (C,-Cjlalkylsultonyl(C,-Cjlalkyl, (Cy-Cso)aryisutionyl(C,-
Colaliyl, hydroxy(C,-Cj)alkyl, amino(C,-Clalkyl, (C,-C,lalkylamino(C,-Cjalkyl, ((C;-
Cylalkylamino),(C,-Co)alkyl, R'R'*NCO(C,-C,)alkyl or R™*OCO(C,-Co)alkyl whersin R'®
and R'® are each independently selectad from the group consisting of hydrogen, (C,-
Coalkyl, (C,-C,o)aryl(C,-Colalkyt and (C¢-C,)heteroary}(C,-C,)alkyl; and R'* Is RO or
R'7R'*N wherein R'” and R'® are each independently selected from the group consisting
of hydrogen, (C,-Cyp)alkyl, (C,-C,oJaryl{C,-C,)alkyl and (C,-C,)heteroaryl(C,-Cp)alkyl;
or a group of the formula

R19
\OREO

(CHp), Iv,

whereinu is 0, 1 or 2;
R' is hydrogen, (C,-Co)alkyt or perfluoro(C,-C,)alkyl;

R™ ls hydrogen, (C,-Cj)alkyl, (C,-C,)carboxyalky! or (Cs-C,g)arvi(C,-C,)alkyl;
or a group of the formula
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RY! i"k

(CHR®®), TchRER),

wherein ais 0, 1 or 2;

bisOor1:

cls1,2o0r3,

disOor1;

eis0,1o0r2;

J and L are each independently oxygen or sulfur;

R is hydrogen, hydroxy, fluoro, (C,-Cgalkyl, (C,-C,)alkoxy, haio(C,-Cylalkyl,
amino, (C,-C,)acylamino or NR*R¥ wherein R and R¥ are each independently
selected from hydrogen, (C,-C,)alkyl or (C,-C,)aryl; and

R® is hydrogen, (C,-C,)alkyl optionally substituted by hydroxy, halo, (C,-
Ce)alkylthio, (C,-C,)alkylsulfinyl or (C,-C,)alkylsulfonyl;

or when n is 1 and B and D are both CR?, the two R® groups may be taken
together with the carbons to which they are attached to form a group of the formula

wherein the broken lines represent optional double bonds;

misOor1; and

T, U, V and W ere each Independently oxygen, sulfur, CO, nitrogen or CR°R®
wherein R® and R® are as defined above;

3!



10

16

20

WO 98732733

66

or when A and B, orwhen nis 1 and B and D, or D and E, or E and G, are both
CR®, the two-R"® groups may be taken togsther with the adjacent cerbona to which they
are attached to form a (C,-C,)cycloakyl group optionally substituted by hydroxy or a
benzo group;

or when n is 1 and D and E are both CR®, the two R® groups may be taken

together with the adjacent carbons to which they are attached to form a group of the
formula .

Vil

whereln the broken line represents an optional double bond;

R* Is hydrogen, (C,-C,)alkyl, halo, amino or (C,-C,)alkoxy;

J s C or SO;

K Is oxygen, NR* wherein R* is hydroxy, (C,-C,)elkoxy or (C,-C,o)aryi(C;-
Cy)alkoxy; or hydroxy; '

or R®S0O, wherein R™ s defined as R' above or (C,-C;)cycloalkylamino; and

with the proviso that the groups of formulas Il and V1 cannot have two oxygens,
two sulfurs or an oxygen and sulfur defined in adjacent positions;

with the proviso that R? must be aromatic;

with the proviso that when elther a or e Is 0, the other must be 1;

with the proviso that when b and d are 1, the sum of a, ¢ and e cannot be 8 or
7, and

with the proviso that when A, B, D, E, G, T, U, V and W represent an sp? carbon,
R° does not exist.

2. A compound according to claim 1, whereln R' s & group of the formula

PCT/IBITIONG03 __
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1-(8-Fuoro-1H-benzoimidazole-5-sulfonyl)-3-(1,2,3,5,8,7-hexahydro-s-indacen-4-
yi)-urea;

1-(4-Chloro-2,8-dlisopropyl-phenyi)-3-{1 H-indole-6-sulfonyl)-urea;

1-{4-Chioro-2,6-dlisopropyl-phenyl)-3-(6-fluoro-1H-indole-8-sulfonyl)-urea;

1-[1,2,3,5,6,7-Hexahydro-s-indacen-u-yl)-3-{1H-indole-6-sulfonyl)-urea;

1-(5-Fluoro-1H-indole-8-sulfonyl)-3-(1,2,3,5,6,7-hexanhydro-6-indacen-4-yi)-urea;

1-[4-Chloro-2,8-dlisopropyi-phenyl]-3-[2-fluoro-6-(2-methyl-(1,3)dIoxolan-2-yl)-
benzenesulionyl]-urea;

3-[3-[4-Chlore-2,8-diisopropyl-phenyl]-ureldosulfonyl]-N-methyl-
benzenesulfonamide;

1-[2-Fluoro-5-(2-methyl-(1,3)dioxolan-2-yl)benzenesulfonyl]-3-1,2,3,5,8,7-
hexahydro-indacen-4-yi)-urea; and

3-[3-(1,2,8,5,6,7-Hexahydro-S-Indacen-4-yl)-ureldosulfonyi]-N-methyl-
benzenasulfonamide.

6. . A phammaceutical composltion for the treatment of meningitis and
salpingitis, septic shock, disseminated Intravascular coagulation, and/or adult
respiratory distress syndrome, acute or chronic inflammation, arthritia, cholangitis,
colitis, encephalitis, endocarditis, glomensonephritis, hepatitis, myocarditis, pancreatitis,
pericarditis, reperfusion Injury, vasculiis, acute and delayed hypersensitivity, graft
rejection, and graft-versus-host disease, autoimmune diseases including Type 1
diabetes meliitus and multiple sclerosis, perlodonate diseases, Interstitial puimonary
fibrosls, cirrhosls, systemic sclerosis, kelold formation, tumors_ which produce IL-1 as
an autocrine growth factor, cachexia, Alzhsimers disease, percussion injury, depression,
atherosclerosis and osteoporosis in a mammal, Including a human, comprising
administering an amount of a compound of claim 1 or a pharmaceutically acceptable
salt thereof, effactive in such treatments or inhibltion and a pharmacsutically acceptable
carrier.

7. A method for treating a condition selected from the group consisting of
meningitis and salpingltie, septic shock, disseminated intravascular coagulation, and/or
adult respiratory distress syndrome, acute or chronic inflammation, arthritis, cholangitis,
colitis, encephalitis, endooardlils, glomerulonephritis, hepatitis, myocardits, pancreatitis,
pericarditis, reperfusion injury, vascuiitis, acute and delayed hypersensitivity, graft
rejection, and graft-versus-host disease, autoimmune diseases including Type 1
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diabetes meliltus and multiple sclerosls, periodonete diseases, interstitial puimonary
fibrosls, cirhosls, systemic sclerosis, kelold formation, tumors which produce IL-1 as
an autocrine growth factor, cachexia, Aizheimers disease, percussion injury, depression,
athercsclercsis and osteoporosis in a mammal, including a human, comprising
administering to sald mammal an amount of a compound of claim 1 or a
pharmacsutically acceptable salt thereof, effective in treating such a condition.

8. The compound 4-(1-hydroxy-1-methyl-ethyl)-furan-2-sulfonamide.
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301
10 mammals, they are of evident clinical utility for the
treatment of IL-1- and apoptosis-mediated disesses. These
tests are predictive of the compounds ability to inhibit 1CE
in vivo.

302
substituted with Ar,, wherein the —C,_; alkyl group is
optionally an unsaturated —C,  alkenyl group;
each R,, is independently selecied from the group con-

Whils we have described a number of embodiments of 5 —Ar,,
this invention, it is apparent that our basic constructions may —(CH,),.s—Ar,,
be altered to provide other embodiments which utilize the —H, and
products and processes of this invention. Therefore, it will ~—(0)—Ar,;

be appreciated that the scope of this invention is 1o be
defined by the appended claims, rather than by the specific
embodiments which bave been presented by way of

10

R, is selected from the group coosisting of —OH,
—OAr,, —N{H)—OH, and —OC, ,, wherein C, sisa
straight or branched alkyl group optionally substituted

example. with Ar,, —CONH,, —OR,, —OH, —OR,,, or
We claim: —CO,H;
L. A compound represented by the formmula: Rﬂil—CH,;
15 Ar, is indcpendently selected from the following group,
o 4] in which any ring may optionally be singly or mmltiply
subatituted by —Q, or phenyl, oplionally substituted
Ra by Qy:
Ry— Ry Y ,ond
H o) _(
wherein: N
mislor2 v
R, is 2 .
Y: {e10-B) ® _( ]
N
Ra hI' 3p wherein each Y is independently selected from the group
N consigting of O and 8;
each Ar, is a cyclic group independently sclected from the
Rg—N scl consisting of an aryl group which contains §, 10, 12,
H 0 g or 14 carbon atoms and between 1 and 3 rings and an
i 35 aromatic heterocycle group sclected from the group
is sclected from the consisting of: consisting of pyrimidinyl, tetrahydroquinolyl,
R’_CN_ group 8 tetrahydroisoguinonlinyl, purinyl, pyrimidy}, indolinyl,
—C(0)—H, benzimidazolyl, imidazolyl, imidazolinoyl, quinolyl,
—C(0)—CH,—T,—R,,, uoqm_nolyl. n!dolyl. pyridyl, pyrfolyl. py'razolyl.
—C(0)—CH,—R, 40 py_nzmyl. qumoquyl. furyl, thienyl, triazolyl,
—C=N—O—R.. and thiazolyl, p-carbolinyl, tctrazolyl, benzofuranyl,
~Co—x; benzothionyl, asputhyridiayl, pyridszinyl.
enzothienyl, naphthyridinyl, pyridazinyl,
“?nﬁ’sl:f:mmuy welected from the group con- phthalazinyl, pyridodiazinyl, triazinyl,
—O(0)—R 45 thicnothiophenyl, thienopyridinyl, oxadiazolyl,
O)O—ig; benzothiazolyl, benzotriazoyl, isoxazolopyridinyl,
—C(0)—NR:)R;0) isothiazolyl, benzoisoxazolyl, benzoisothiazoyl,
—S(0),—R,, 1 isothiazopyridyl, benzothiazolyl, benzofuranyl,
—S(O),-—-NH Ry, cubmyl._ phenothiazinyl, phmmhmlmy!. ac_ﬁdinyl.
—c(0 50 dibenzothiophenyl, oxazole, indolizinyl, isoindolyl,
—Q(0)C(0)—R indazolyl, quinolizinyl, cinnolinyl, quinazolinyl,
R 10 pteridinyl, phenazinyl, and phemoxazinyl, and said
—H, :y::hm:dg:;up_oguonlllybﬂngmgly or multiply sub-
O)(0)—OR,, and Huted i
:..(é(oﬁo)):g(ﬂ;'i(kl % 55 eachAr, is a cyclic group independently selected from the
Y,js o0 = i f il grong which vt 10, 12
u:_:hT;fmmiepencbnﬂyuhd;dﬁo:ﬂthegrogpm- hﬂlﬂ{m)[dfmp“wmmlbmﬂpmﬂsﬁ
ing ot - 0. —y —S—, —§(0)—, —S(0)—; pyrimidinyl, fetrahydroquinolyl,
cach Ry is independently selected from the group con- tetrahydroisoquinonlinyl, purinyl, pyrimidyl, indolinyl,

sisting of —Ar, and a —C, . straight or branched alkyl
group optionally substituted with Ar,, wherein the
—C, .5 ilkyl group is optionally an unsaturated —C,
alkenyl group;

cach R, is independently selected from the group con- 65

sisting of —H, —Ar,, a C, 4 cycloalkyl group, and a
—C, s straight or branched alkyl group optionally

benzimidazolyl, imidazolyl, imidazolinoyl,
imidazolidinyl, quinolyl, isoquinolyl, indolyl, pyridyl,
pyrrolyl, pyrrolinyl, pyrazolyl, pymzinyl, quinoxolyl,
piperidinyl, morpholinyl, thilmorpholinyl. furyl,
thienyl, triazolyl, thiazolyl, B-carbolinyl, tetrazolyl,
thiazolidinyl, benzofuranyl, thiamorpholinyl sulfone,
benzoxazolyl, oxopiperidinyl, oxopyrrolidinyl,
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oxazepinyl, azepinyl, isoxazolyl, tetrahydropyranyl,
tetrahydrofuranyl, thiadiazolyl, benzodioxolyl, O 257

benzothienyl, teirahydrothiophenyl, naphthyridinyl,

pyridazinyl, phthalazinyl, pyridodiazinyl, triazinyl N
thienothiophenyl, thienopyridinyl, oxadiazolyl, S | o
benzothiazolyl, benzotriazoyl, isoxazolopyridinyl, o N
isothiazolyl, benzoisoxazolyl, benzoisothiazoyl, N OH.
isothiazopyridyl, benzothiazolyl, benzofuranyl, H H
carbazoyl, phenothiazinyl, phenanthridinyl, acridinyl, 0 o N
dibenzothiophenyl, pyranyl, thiopyranyl, oxazinyl 10 H
thiazinyl, oxadiazinyl, thiadiazinyl, pyrrolidinyl,
oxepanyl, theipanyl, diazepinyl, thiazepinyl, 4. J:;hm““hﬂl m for treating an IL-1
diazepanyl, oxazepanyl, thiszepanyl, pyrazolidinyl, mediated or an lpopma iated discase comprising a
oxazole, indolizinyl, isoindolyl, indl::‘c‘)?yyl. therapeutically e}8Gve amount of a compound according to
quinolizinyl, cinnolinyl, quinazolinyl, pteridinyl, 35 claim 1,2, 0r 3and a plnrmmuﬂlly lccepllble carrier.
phenazinyl, and phenoxazinyl, and said cyclic group 5. A pharmaceutical composition for treating a discass
optionally being singly or mulliply substituted by sclected from ostcoarthfitis, acute pancreatitis, chronic
' pancreatitis, astlirna, theumatoid arthritis, inflammatory
cach Q, is independently selected from the group con- ,, bowel discase, Crohn’s disease, graft vs. host discase, septic
sisting of —NH,, —CO,H, —Cl, —F, —Br, —, shock, cerebral ischemia and neurological damage due to
—NO,, —CN, =0, —OH, -perfluoro C, 5 alkyl, Ry,  stroke comprising a therapeutically effective amount of a
—OR,, —NHR,, OR,, —N(Rg) (Ry0), Ry, —O(0)—  compound according to claim 1, 2 or 3 and a pharmaceuti-

R,p, and cally acceptable carrier.
as 6. Amethod for treating an IL-1 mediated or an apoptosis
/o\ mediated discase comprising administering to a patient in
CHz need thereof a therapeutically effective amount of a éom-
\0/ pound according to claim 1, 2 or 3.

7. A method for treating a disease selected from

30 osteoarthritis, acute pancreatitis, chronic pancreatitis,

provided that when —Ar, is substituted with a Q, group  asthma, rhenmatoid arthritis, inflammatory bowel disease,
which comprises onc or more additional —Ar, groups,  Crohn’s discase, graft vs. host discase, septic shock, cercbral
said additional —Ar, groups arc nol substituted with  ischemia and nevrological damage due to stroke comprising

another —Ar,. administering to a patient in need thereof a therapeutically
2, The compound according 1o claim 1, wherein R, is 3s effective amount of a compound according to claim 1, 2 or
—Q(0)—H. 3

3. The compound according to claim 2, wherein the
compound is: - & o»
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methylcyclohexyl; or a C,-C,, linear or branched alkyl
group, such as
-C{CH,),, also referred to as tert-butyl;

-C-CH,~CH,, also referred to as 1,1l-dimethylpropyl;
(CH,) ,;

-g!‘(I'CH,-CH,),, also referred to as l-methyl-l-ethylpropyl;

-CH-C(CH,),, also referred to as (S)- or (R)-l-wmethyl-2,62-

dimethyl-propyl;
-CH-CH(CH,),, also referred to as (S)- or (R)-l-ethyl-2-
2Hg methylpropyl; _
-CH-CH({CH,),, alao referred to as l-isopropyl-2-methyl-
CH(CH,), propyl; or
-C(CH,) ,-CH(CH,),;, also referred to as 1,1-dimethyl-2-
wethylpropyl;

-CH{CH,), , also referred to as isopropyl:;
-CH (CH,) CH,CH,, sec-butyl [(S) or (R)]; or

~-CH {CH,) CH(CH,),, also referred to as 1,2-dimethylpropyl.

This invention also relates to methods for the
treatment of rheumatoid arthritis, in a mammal, for example
a human, in which one or more of the Dolastatin-15
derivatives described herein are used. In the method of
the present invention, one or more of the Dolastatin-15
derivatives are administered, alone or in a .
phamacologically acceptable carxrier, in a therapeutically
effactive amount to treat rheumatoid arthritis in a mammal
having or susceptible to rheumatoid arthritis.

In another aspect of the invention one or more
Dolastatin-15 derivatives are administered in combination

-with one or more other antiarthritic drugs to a mammal

having or susceptible to rheumatoid arthritis.
In a specific. embodiment, two or more Dolastatin-15
derivatives are administered alone or in combination with
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one or more other antiarthritic drugs to a mammal having or
susceptible to rheumatoid arthritis. Administration of two
or more Dolastatin-15 derivatives or administration of
Dolastatin-15 derivative(s) in combination with one or more
other antiarthritic drugs enhances treatment of rheumatoid
arthritis:. For example, a combination provides a greater
suppresaion or fewer aide effects, and/or can make it
possible to administer a lower dose of the known
antiarthritic drug to produce the same effect produced
with a higher dose. The other antiarthritic drug can be,
but is not limited to, one or more of the following: (1) a
nonsteroidal anti-inflammatory agent such acetylsalicylic
(aspirin), ibuprofen, or naproxen; (2) an organic gold
derivative such a gold sodium thiomalate, aurothioglucose,
or auranofin; (3) D-pencillamine; (4) a 4-aminoquinoline
agent such as hydroxychloroquine; (S} azathicprine; (6)
methotrexate; (7) cyclosperin; (8) an angiogenesis
inhibitor such as AGM-1470 (Ingber, et al., Nature 348,
(1990) S55); (9) monoclonal antibodies to T cells; (10)
monoclonal antibodies to adhesion molecules; (11)
monoclonal antibodies to cytokines and growth factors; (12)

"Tumor Necrosis Factor Receptor (TNFR)-IgG ; (13) IL-1

receptor antagonists; and (14) ICE inhibitors.
Also the subject of this invention are pharmaceutical

compositions which comprise one or more Dolastatin-15

derivatives of Formula I either alone or in combination
with one or more other antiarthritic drugs. The
pharmaceutical compoaition can gptionally include a
pharmaceutically acceptable carrier, diluent or a compound
which aids in processing, for example, hinders, fillers and
preservatives.
BRIEF DESCRIPTION OF THE DRAWINGS

Figure 1 depicts compounds i-xvii, as examples of

Dolastatin-15 derivatives having the structure of Formula
I.

PCT/US9%/20465
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CLAIMS

What is claimed is:

1.

A method for the treatment of rheumatold arthritis in
a mammal, comprising administering to said mammal a
therapeutically effective amount of a compound of
Formula I:

R! R? N-CHX-CO-A-B-D- (E)},- (F) .- (G) ,-K (1)
wherein:

Rl.

R-N-R?

is alkyl, cycloalkyl, alikylsulfonyl,
fluoroalkyl, or aminosulfonyl;

is hydrogen, -alkyl, fluoroalkyl ox
cycloalkyl;

together may be a pyrrolidino or piperidino
residue;

is a valyl, isoleucyl, leucyl, allo-
isoleucyl, 2,2-dimethylglycyl, 2~
cyclopropylglycyl, 2-cyclopentylglycyl, 3-
tert-butylalanyl, 2-tert-butylglyecyl, 3-
cyclohexylalanyl, 2-ethylglycyl, 2-
cyclohexylglycyl, norleucyl or norvalyl
residue;

is a N-alkyl-valyl, -norvalyl, -leucyl, -
isoleucyl, -2-tert-butylglycyl, =-3-tert-
butylalanyl, -2-ethylglycyl, -2-
cyclopropylglycyl, -2-cyclopentylglycyl,
norleucyl or -2-cyclohexylglycyl residue;
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is a prolyl, homoprolyl, hydroxyprolyl, 3,4-
dehydroprolyl, 4-fluoroprolyl, 3-
methylprolyl, 4-methylprolyl, S-methylprolyl,
azetidine-2-carbonyl, 3,3-dimethylprolyl, 4,4~
difluoroprolyl, oxazolidine-4-carbonyl or
thiazolidine-4-carbonyl residue;

is a prolyl, homoprolyl, hydroxyprolyl, 3,4-
dehydroprolyl, 4-fluoroprolyl, 3-

‘methylprolyl, 4-methyl prolyl, 5-

methylprolyl, azetidine-2-carbenyl, 3,3-
dimethylprolyl, 4,4-diflucroprolyl,
oxazolidine-4-carbonyl or thiazolidine-4-
carbonyl reaidue;

are independently selected from the group
consisting of prolyl, homoprolyl,
hydroxyprolyl, thiazeolidinyl-4-carbonyl, 1-
aminopentyl-l-carbonyl, valyl, 2-tert-
butylglycyl, isoleucyl, leucyl, 3-
cyclohexylalanyl, phenylalanyl, N-
methylphenylalanyl, tetrahydrosioquinolyl-2-
histidyl, l1-aminoindyl-i-carbonyl, 3-
pyridylalanyl, 2-cyclohexylglycyl, norleucyl,
norvalyl, neopentylglycyl, trytophanyl,
glycyl, 2,2-dimethylglycyl, alanyl, ®-alanyl
and 3-naphthylalanyl residues;

is hydrogen, alkyl, cycloalkyl, -CH,-
cyclohexyl or arylalkyl;

8, t and u are independently 0 or 1; and

WO %179
D
5
B
10
F and G
15
20
25
X
K
30

is hydroxy, alkoxy, phenoxy, benzyloxy or a
substituted or unsubstituted amino moiety;
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hydrogen or C,-C, alkoxy and R®* is a C,,, cycloalkyl
selected from the group consisting of: (1)-adamantyl,
{2) ~adamantyl, cyclobutyl, cyclopentyl, cyclohexyl, 1-
methylcyclopentyl, l-methylcyclohexyl and [3.3.0]octa-
1-yl.

An invention of Claim 17 wherein for the compound of
Forimula I R' and R? are each methyl; X is isopropyl; s
is 1; t and u are each 0; A is valyl; B is N-
methylvalyl; D is prolyl; E is prolyl; R® is hydrogen
and R* is tert-butyl.

"An i;weni::i.on of Claim 17 wherein for the compound of

Formula I R' and R? are each methyl; X is isopropyl; s
is 1; t and u are each 0; A is valyl; B is N-
methylvalyl; D is prolyl; B is prolyl; R® is benzyl
and R®* 13 hydrogen.

A pharmaceutical compositidn comprising:
a) a therapeutically effective amount of a compound
of Formula I:

R' R* N-CHX-CO-A-B-D- (B),-(F).- (G),-K (x)
wherein:
R! is alkyl, cycloalkyl, alkylsulfonyl,
fluoroalkyl, or aminosulfonyl;

R? is hydrogen, alkyl, fluoroalkyl or cycloalkyl;

R'-N-R? together may be a pyrrolidino or piperidino
residue;

A is a valyl, isoleucyl, leucyl, allo-isoleucyl,
2,2-dimethylglycyl, 2-cyclopropylglycyl, 2-
cyclopentylglycyl, 3-tert-butylalanyl, 2-tert-
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butylglycyl, 3-cyclohexylalanyl, 2-
ethylglycyl, 2-cyclohexylglycyl, norleucyl or
norvalyl residue; ’

is a N-alkyl-valyl, -norvalyl, -leucyl, -
isoleucyl, -2-tert-butylglycyl, -3-tert-
butylalanyl, -2-ethylglyecyl, -2-
cyclopropylglycyl, -2-cyclopentylglycyl,
norleucyl or -2-cyclohexylglycyl residue;

is a prolyl, homoprolyl, hydroxyprolyl, 3,4-
dehydroprolyl, 4-fluoroprolyl, 3-methylprolyl,
4-methylprolyl, S5-methylprolyl, azetidine-2-
carbonyl, 3,3-dimethylprolyl, 4,4-
difluoroprolyl, oxazolidine-4-carbhonyl or
thiazolidine-4-carbonyl residue;

is a prolyl, homoprolyl, hydroxyprolyl, 3,4-
dehydroprolyl, 4-fluoroprolyl, 3-methylprolyl,
4-methyl prolyl, S5-methylprolyl, azetidine-2-
carbonyl, 3,3-dimethylprolyl, 4,4~
difluoroprolyl, oxazolidine-4-carbonyl or
thiazolidine-4-~carbonyl residue;

F and G are independently selected from the group

consisting of prolyl, homoprolyl,
hydroxyprolyl, thiazolidinyl-4-carbonyl, 1-
aminopentyl-l-carbonyl, wvalyl, 2-tert-
butylglycyl, isoleucyl, leucyl, 3-
cyclohexylalanyl, phenylalanyl, N-
methylphenylalanyl, tetrahydrosioquinolyl-2-
histidyl, l-aminoindyl-l-carbonyl, 3-
pyridylalanyl, 2-cyclohexylglycyl, norleucyl,
norvalyl, neopentylglycyl, trytophanyl,
glycyl, 2,2-dimethylglycyl, alanyl, B-alanyl
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26.

27.

and 3-naphthylalanyl residues;

X is hydrogen, alkyl, cycloalkyl, -CH,-
cyclohexyl or arylalkyl;

8, t and u are independently 0 or 1; and

K is hydroxy, alkoxy, phenoxy, benzyloxy or a
substituted or unsubstituted amino moiety;

and the salts thereof with physiologically tolerated
acids; and

b) a therapeutically effective amount of a second
antiarthritic drug selected from the group
consisting of: a nonsteroidal antiinflammatory
agent, an organic gold derivative, D-
penicillamine, a 4-aminoquinoline, azathioprine,
methotrexate, cyclosporin, an anglogenesis
inhibitor, a monoclonal antibody to T cells, a
monoclonal antibody to an adhesion molecule, a
monoclonal antibody to a cytokine or growth
factor, TNFR-IgG, IL-1 receptor antagonists and
ICE inhibitors.

The composition of Claim 25 wherein the compound has
the formula as defined in any one of claims 14-24.

The composition of Claim 25 or 26 for use in therapy
or prophylaxis, for example, in the treatment of
rheumatoid arthritis in a mammal (e.g., a human).

545
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methylcyclohexyl; or a C;-C,; linear or branched alkyl
group, such as
-C(CH,);, also referred to as tert-butyl;

-Cc.':-.-lcr-i,-m{,, also referred to as 1,1-dimethylpropyl;
{CH,) 2

-SISICH;-CH:):. also referred to as l-methyl-l-ethylpropyl;
3

—g-ctc&l,),, also referred to as (S)- or (R)-l-methyl-2,2-
3 dimethyl-propyl;

-CH-CH(CH,;),, alsoc referred to as (8)- or (R)-l-ethyl-2-
éH, methylpropyl ;

-CH-CH(CH,),, also referred to as l-isopropyl-2-methyl-
('.'H(CI—I;); propyl; or
-C(CH,),-CH(CH;),, also referred to as 1,l-dimethyl-2-

methylpropyl;
-CH(CH,), , also referred to as isopropyl;
-CH (CH,) CH,CH;, sec-butyl [(8) or (R)]; or

-CH({CH,;) CH(CH,),., also referred to as 1,2-dimethylpropyl.

This invention also relates to methods for the
treatment of rheumatoid arthritis, in a mammal, for example
a human, in which one or more of the Dolastatin-15
derivatives described herein are used. In the method of
the present invention, one or more of the Dolastatin-15
derivatives are administered, alone or in a
phamacologically acceptable carrier, in a therapeutically
effective amount to treat rheumatoid arthritis in a mammal
having or susceptible to rheumatoid arthritis.

In another aspect of the invention one or more
Dolastatin-15 derivatives are administered in combination
with one or more other antiarthritic drugs to a mammal
having or susceptible to rheumatoid arthritis.

In a specific embodiment, two or more Dolastatin-15
derivatives are administered alone or in combination with

SUBSTITUTE SHEET (RULE 26)
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one or more other antiarthritic drugs to a mammal having r
susceptible to rheumatoid arthritis. Administration of two
or more Dolastatin-15 derivatives or administration of
Dolastatin-15 derivative(s) in combination with one or more
other antiarthritic drugs enhances treatment of rheumat id
arthritis. For example, a combination provides a greater
suppression or fewer side effects, and/or can make it
possible to administer a lower dose of the known
antiarthritic drug to produce the same effect produced
with a higher dose. The other antiarthritic drug can be,
but is not limited to, one or more of the following: (1) a
nonsteroidal anti-inflammatory agent such acetylsalicylic
(aspirin), ibuprofen, or naproxen; (2) an organic gold
derivative such a gold sodium thiomalate, aurothioglucose,
or auranofin; (3) D-pencillamine; (4) a 4-aminoguinoline
agent such Ss hydroxychlorogquine; (5) azathioprine; (6)
methotrexate; (7) cyclosporin; (8) an angiogenesis
inhibitor such as AGM-1470 (Ingber, et al., Nature 348,

(1990) 555); (9) wmonoclonal antibodies to T cells; (10)
monoclonal antibodies to adhesion molecules; (1l)
monoclonal antibodies to cytokines and growth factors; (12)
Tumor Necrosis Factor Receptor (TNFR)-IgG ; (13) IL-1
receptor antagonists; and (14) ICE inhibitors.

Also the subject of this invention are pharmaceutical
compositions which comprise one or more Dolastatin-15
derivatives of Formula I either alone or in combination
with one or more other antiarthritic drugs. The )
pharmaceutical composition can optionally include a
pharmaceutically acceptable carrier, diluent or a compound
which aids in processing, for example, binders, fillers and
preservatives.

BRIEF DESCRIPTION OF THE DRAWINGS

Figure 1 depicts compounds i-xvii, as examples of
Dolastatin-15 derivatives having the structure of Formula
I.
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Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decision 486 de la Comisién de la Comunidad Andina, se le comunica:

Documentos estudiados:

Los textos estudiados fueron la descripcion (Folios: 327 a 468) y las reivindicaciones
1 a 15 (Folios: 469 a 486).

La presente solicitud reivindica prioridad americana N° US60.154010 de 14 de
septiembre de 1989 y cumple con lo establecido en los articulos 9, 10 y 11 de la
Decision 486 de la Comisién de la Comunidad Andina.

Objeto de Invencién:

La presente solicitud se titula: "Tratamiento de combinacién con Il-1ra y compuestos
que inhiben el procesamiento y la liberacién de II-1".

El objeto de la presente solicitud se refiere a métodos y composiclones para el
tratamiento de estados morbosos mediados por IL-1, que comprende administrar
conjuntamente, a un animal mamifero que necesite dicho fratamiento, cantidades
eficaces de un polipéptido ll-1ra o de una variante del mismo, y de un agente no
esteroide que inhibe el procesamiento y la liberacién de Il-1. La soliclitud ademéas
proporciona composiciones que comprenden un polipéptido ll-1ra o0 una variante del
mismo, y un agente no esteroide que inhibe el procesamiento y la liberacién de lI-1.
El metotrexato, la leflunomida y similares no son agentes inhibidores del
procesamiento y la liberacién de I-1 pero pueden Influir en el eje de II-1 porque de
ellos se sabe que ejercen sus efectos por medio de una supresion de la division
celular. Cuando se suprime la divisién celular, puede reducirse el niimero de células
disponibles para producir citoquinas y, por tanto, puede reducirse la cantidad de lI-1
en el sistema.

Segun la descripcidn, la interleuquina 1 se refiere a dos protelnas (ll-1alfa e ll-1beta,
también denominadas Ii-1 a e lI-1b, respectivamente) que desempefian una funcién
clave temprana en la respuesta Inflamatoria. Ambas proteirias son generadas como
protelnas precursoras intracelulares de 31 kDa que son escindidas y secretadas para
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producir fragmentos carboxi-erminales maduros de 17 kDa que son biolégicamente
activos. En el caso de |l-1beta, esta escisién Implica a una cisteina proteasa
intracelular, conocida como ICE que es necesaria para que se libere el fragmento
activo a partir del precursor inactivo. El precursor de ll-1aifa és activo.

Estas dos proteinas actian uniéndose a receptores de la superficie celular presentes
en casi todos los tipos celulares y desencadenando una variedad de respuestas,
solas o Junto con otros factores secretados. Estas respuestasincluyen efectos sobre
la proliferacién, apoptosis, induccion de citoquinas, activaciébn de receptores,
produccién de compuestos eicosanoides y secrecién de enzimas degradantes. Para
alcanzar esto, la -1 activa factores de transcripcién tales como NF-kB y AP-1. Se
cree que varias de las actividades de la accién de ll-1 sobre células diana son
mediadas por la activaciéon de cascadas de quinasas que han sido también
asociadas con estreses celulares, tales como las quinasas JNK/SAPK y p38 de MAP
activadas por estrés.

De acuerdo con la presente solicitud, en diversas patentes y publicaclones como las
detalladas méas adelante se han descrito terapias que implican la administracién de
proteinas Il-1ra y un agente inhibidor del procesamiento y la liberacién de II-1. Se ha
descubierto ahora que la combinacién de un polipéptido Il-1ra y un agente inhibidor
del procesamiento y la liberacién de li-1 del preente invento proporciona un beneficio
sinérgico con respecto a los agentes individuales solos. Por lo tanto, las
combinaciones del presente invento permiten dosls terapéuticas eficaces de un I-1ra
que estan significativamente reducidas en comparacién con las que se requieren en
ausencia del agente inhibidor del procesamiento y la liberacién de I-1, y la
combinacién es ademas significativamente mas eficaz que loies la administracién de
un agente inhibidor del procesamiento y la liberacién de Il-1 solo o que el agente
inhibidor del procesamiento y la liberacién de II-1 solo.

Lo que se reivindica como novedoso es lo siguiente: un método para tratar o prevenir
estados morbosos mediados por I-1, que comprende administrar conjuntamente a
un animal mamifero que necesite dicho tratamiento, cantidades eficaces de un
polipéptido li-1ra 0 de una variante del mismo, y de un agente no esterolde que
inhibe el procesamiento y la liberacién de II-1.

Tamblén reivindica: una composicion que comprende un polipéptido ll-1ra 0 una
variante del mismo, y un agente no esteroide que inhibe el procesamiento y la
liberacién de II-1.

El objeto de la solicitud definido anteriormente se clasificé en la IPC A61K 31/18,
31/17.

Claridad de la solicitud:

El articulo 30 de la Decisién 486 de la Comisién de la Comunidad Andina establece que: "Las
relvindicaciones definirén la materia que se desea proteger mediante la patente. Deben ser claras y
concisas y estar enteramenie sustentadas por la descripcion.

Las relvindicaciones podrén ser independientes o dependientss. Una relvindicacién seré independients
cuando defina la materia que se desea proteger sin referencia a ofra reivindicacién anterior. Una
relvindicacién seré dependiente cuando defina la materia que se desea proteger refirléndose a una
relvindicacién anterior. Una relvindicacion que se reflera & dos o més relvindicaciones anteriores se
consideraré una relvindicacion dependiente miiltipls.”

De acuerdo con lo anterior, la relvindicacién 10 (folio: 478) y sus dependientes no
son claras toda vez que son muy generales y especulativas, ya que no se dice en
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forma clara a cuél polipéptido se refiere ni a cuél agente ésteroide que son los
componentes de la composicién farmacéutica de que tratan tales relvindicaciones.
Asimismo, no se dice cudl es el vehiculo de dicha composicién ni las cantidades en
que van por io menos los principios activos.

Excepcliones de Patentabilidad:

El artfcuio 20 de la Decisién 486 se establece: "No serén paientables: a) las invenciones cuya
expiotacién comercial en el territorio del Pals Miembro respectivo deba impedirse necesariamentie para
proteger el orden piiblico o la moral. A estos efectos la explotacién comercial de una invencion no se
consideraré coriraria al orden piiblico 0 a la moral solo debido a la existencia de una disposicion legal
o adminisirativa que prohiba o0 que regule dicha explotacién; b) las invenciones cuya explotacion
comerciel en el Pals Mlembro respectivo deba impedirse necesariamente para profeger la salud o Ia
vida de /as personas o de los animales, o para preservar log vegelales o él medio ambienie. A asfos
efocios la explotacién comercial de una invencién no se considerara coniraria e fa salud o Ia vida de las
personas, de los animales, o0 para la preservacion de ios vegetales o del medio ambiente stio por
razén de existir una disposicion legal o administrativa que prohiba o que regule dicha expiotacién; c)
las plantas, los animales y ios procedimientos esencialmente biologicos para la produccién de planias
0 anirmaies que no sean procedimientos no bioldgicos o microbiologicos; d) los métodos terapéuticos o
quirdrgicos para el iratamiento humano o animal, asi como los méfodos de diagndstico aplicados a los
seres humanos o a animales.”

De acuerdo con lo anterior, la(s) reivindicacién(es): 1 a 9 (Folios: 469 a 478), que se
refiere(n) a un método para tratar 0 prevenir estados morbosos mediados por li-1, no
es (son) patentable(s).

Determinacién del estado de ia técnica:

El articuio 16 de la Decisién 486 de la Comisién de la Comunidad Andina establece que "El estado de
fa tcnica comprenderd todo lo que haya sido accesible &l publico por una descripcién escrila u oral,
utfiizacion, comerciglizacion o cuaiquier oiro medio anies de la focha de presentacidn de la soliciud do
Patente o, en su caso, de la prioridad reconocids.

Sdlo para el efecio de la determinacién de la novedad, también 8e considereré dentro del astado de la
técnica, el contenido de una solictud de patente en irémite ante /a oficina nacional competents, cuya
fecha de presentacion o de prioridad fuese anterior a la fecha de preseniacién o de prioridad de la
solicitud de patente que se astuviese examinando, siempre que dicho contenido esté incluido en fa
solicitud de fecha anterior cuando ella se publique o hublese transcurrido el plazo previsio en el articulo
40",

Considerando que la fecha de presentacion de la primera solicitud de patente de la
cual se relvindica prioridad es: 14/09/1989, se buscaron documentos del estado de la
técnica relacionados, con fecha de publicacién anterior a esta.

Se hizo la basqueda de documentos relevantes en el estado de la técnica,
entendiendo como estado de la técnica la definicidn provista en el articulo 18 de la
Decisién 486 de la Comision de la Comunidad Andina y las excepciones fijadas en el
articulo 17 de la misma.

Se encontré como anterioridades (documentos cuya fecha de publicacién es anterior
a la fecha de presentacién de la primera solicitud de patente sobre la cual se
reivindica prioridad o de la fecha de presentacién de esta solicitud) que pueden
afectar la patentabilidad del objeto de la presente solicitud:
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N° Documento Titulo Publicacién
Sulfonyl urea derivatives and their X

1 | wo0832733 | use in the control of interieukin-1 | 30 98 Jufio de
" 1998

activity
Inhibitors of interleukin-1p 23 de febrero de

2 US 5874424 converting enzyme 1999

Methods and compositions for 15 de abril de
3 | WOBeM7709 | “ireating rheumatoid arthritis 1999

Methods and compositions for : { 15 de abril de
4 | WOS8NM7T92 | “ireating rheumatoid arthritis 1999

Evaluacién de los requisitos de Patentabilidad:

El Artlculo 14 de la Decisién 488 de la Comisién de la Comunidad Andina el cual establecs: “Los
Palses Miembros oforgarén Patentes para las invenciones, sean de producto o de procedimiento en
todos los campos de la tecnologle siempre que sean nuevas, fengan nivel inventivo y sean
suscepiibles de apiicacion industrial®.

Se procedi6 a evaluar los requisitos de novedad, nivel inventivo y aplicacion industrial
con el fin de establecer la patentabilidad de la invencién reivindicada en la solicitud
en estudio.

Evaluacién de Nivel Inventivo:

El articulo 18 de fa Decision 486 de la Comisién de le Comunidad Andina establece que "Se
consideraré que una invencion tfens nivel inventivo, sl para una persana del oficio normaimente
versada en la materia técnica cormespondients, esa invencion no hublese resultado obvia ni se hublese
derivado de manera evidente del estado de la técnica™,

El Nivel Inventivo se evalué por comparacién entre lo solicitado y encontrado en el
estado de la técnica y que se relaciona con el objeto reivindicado y de acuerdo con
la definicidn de nivel inventivo del Articulo 18 de la Decisién 486 de la Comisiénde la
Comunidad Andina. .

La Solicitud de Patente Colombiana No. 00066883, se refiere a:

Una composiclén que comprende un polipéptido Il-1ra o una variante del mismo, yun
agente no esteroide que Inhibe el procesamiento y la liberacién de Ii-1.

La anterioridad: WO 98/32733 (follos: 539 a 548), se relaciona con: derivados de
sulfonil drea dentro de los cuales est4 el compuesto de férmula | derivado de
diarilsulfoniltrea que forma parte de la composicién de la reivindicacién 12 (ver folios:
478 a 483) y tiene actividad antlinflamatoria. Ademas, se habla en este documento
de composiciones farmacéuticas que los contienen.

La anterioridad: US 5874424 (folios: 547 a 549), trata sobre: inhibidores de enzima
convertidora de interleukina 1beta (ICE) y que se utiliza para el tratamlento de
apoptosis, osteoartritis, asma, artritis reumatoidea, etc.

El documento WO 99/17709 (folios: 550 a 557) menciona métodos y composiciones
para fratar la artritis reumatoidea. En especial menciona composiciones que
contienen dos agentes que tienen propiedades contra la artritis.
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El documento WO 99/17792 (follos: 558 a 560) también menciona composiciones y
métodos para tratar la artritis reumatoidea empleando un compuesto deformulalo
comblinaciones con otro agente que tenga actividad contra l4 artritis.

La respuesta al problema técnico que se pretendia resolver, que era una
composlicién que comprende un polipéptido ll-1ra y un agente no esterolde y que se
emplea para el tratamlento de enfermedades inflamatorias, resulta obvia partiendo
de las anterioridades citadas.

Como se observa, el objeto de las reivindicaciones 10 a 15 (folios: 478 a 486) de la
presente solicitud podria resultar obvio para una persona del oficio normalmente
versada en la materia y derivarse de manera evidente del estado de la técnica.

Evaluacién de la Aplicacién Industrial:

El artfculo 19delaDeclslén486deleCmnlsiéndalaComunHadAndlnaestabboaque'Se
consklerard que una invencién es susceptible de aplicacion industrial, ciiando su objefo pueda ser
producido o utifizado en cualquier tipo de industria, entondréndoseporlndusﬁalamfandaawalqumr
actividad productiva, incluidos los servicios”.

El objeto de la presente solicitud cumple con el requisito de Aplicacién Industrial.

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

N° Documento R":';‘::;’;::"“ Reqylslto que afecta
1 WO 98/32733 10a15 Nivel Inventivo
2 US 5874424 10a15 Nivel Inventivo
3 WO 99/17709 10a 15 Nivel Inventivo
4 WO 89/17782 10a 15 Nivel Inventivo

En cumplimiento del artlculo 45 de la Decisién 486 de la Comisi6én de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de la fecha de la notificacién de la presente comunicacién. En caso
de no dar respuesta al presente requerimiento o si a pesar de la respuesta
subslstieran los impedimentos para la concesion, se denegara la patente

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

SPEDES DE VERGEL
de Nuevas Creaclones

El anterior requerimiento fue notificado por fllacibn en lista, de

CONCEPTO TECNICO EXAMINADOR TECNICO ExAhmAnon JURIDICO

N°: 1655 Cédigo N°: 202005 Cédigo N*:
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EDICTO No. 2818

LA SECRETARIA GENERAL AD-HOC
HACE SABER:
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Que esta Superintendencia profirid Resolucion No. 1888 de 31-ENE-2008. Qué &l contenido de la parte rasoluliva es como sigue: E)
Superintendente de Industria y Comerclo.

Para nofificar a los interesados, se fla el

EDICTO No. 2615

RESUELVE
ARTICULO PRIMERO: Negar e privilegio de patenta de invencidn para la'solicitud
1

comespondients & “TRATAMIENTO DE COMBINACION CON . IL-IRA Y
DIARILSULFONILUREAS OUE INHIBEN EL PROCESAMIENTO Y LA LIBERACION DE RL.-
L . L

ARTICULO SEGUNDO: Notificar personaiments el contenido de la presenta resolucion
al doctor Carlos Olarte, 0 a quien haga sus veces, en su calided de apoderado de Plizer
Products Inc., entregéndole copla de s misma, adviridndols que contra aliia procade ol
recurso de reposicién Interpuesto ante »1 Superintandents de industria y Comercio, al
momeanio da la notificacitn o dentro de los S dias hiblles sigulentes a olla. i

 NOTWIQUESE Y CUMPLASE -
mdnmm.n.c..amjlm 2006

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

biles contados a partir de las 8:30 a.m. de hoy.
se desfija hoy 01-MAR-2008 a las cinco {5:00 p.m.)

EDICTO en lugar vislble al pdblico en la SUPEIl!IN'_FENDENCIA DE_ANDUSTRIA Y



