CLAIMS:

L. Use of an Ax] inhibitor and one or more chemotherapeutic agents in the

manWfacture of a medicament for preventing, treating or managing cancer in a patient,

wherein:

R3
NN
Rz\ RS
}*‘/49 N0
R1 R4

R', R* and R® are each independently selected from the group consisting of hydrogen,

-C(O)R?, -C(O)N(RHR’, and -C(=NRONRR’;

alkyl, alkenyl, aryl, aralk

R?and R® are each independently a prlycyclic heteroaryl containing more than 14 ring

atoms optionally substituted by Oge or more substituents selected from the group

consisting of oxo, thioxo, cyano, nitxp, halo, haloalkyl, alkyl, optionally substituted
cycloalkyl, optionally substituted cycloglkylalkyl, optionally substituted aryl,
optionally substituted aralkyl, optionally sbstituted heteroaryl, optionally
substituted heterocyclyl, -R%-ORS, -R°-0-RIMORE, -R%-0-R1°-0-R'°-OR?,
R®-Q-R1-CN, R%-0-R"-C(0)OR?, R*-O-RFOMNROR?, R®-0-R'%-5(0),R?
(where pis 0, 1 or 2), R*-O-RI-NROR’, -R%-0-R.CINR'MHNR'MHH,
R®-0C(0)-R?, -R*-NRHR?, -R*-C(O)R?, -R*-C(0)OR}, -R*-C(O)NROR,
RENREC(O)ORS, -R*-NREC(OIRE, -R-NRHS(O)R Nwhere t is 1 or 2),
-R’-S(0).0R® (where t is 1 or 2), -R*-S(0),R® (where p is 0, Nor 2), and
R*-S(O)NRR” (where tis 1 or 2);

or R? is a polycyelic heteroaryl containing more than 14 ring atoms as described above and

R is selected from the group consisting of aryl and heteroaryl, where aryl and

the heteroaryl are each independently optionally substituted by one or mor
substitutents selected from the group consisting of alkyl, alkenyl, alkynyl, hal
haloalkyl, haloalkenyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionally substituted
aryl, optionally substituted aralkyl, optionally substituted aralkenyl, optionally
substituted aralkynyl, optionally substituted cycloalkyl, optionally substituted
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cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted
cycloalkylalkynyl, optionally substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted
gteroarylalkynyl, -R>-OR'?, -R"-QC(0)-R", -RP*-O-RM-NR?),,

RRNERD-R™-NR),, -RE-NR)-RUNR D), -RENR ), RE-CORY,
RE-Q)OR™, RE-COINR'),, -RP-CONRP-RNERHRY,
RP-CONR®)-R™-OR', -RE-NR'?)C(0)OR?, RENRDCO)RY,
RENRPNO)R" (where tis 1 or 2), -R'>-S(0)0R™ (where tis 1 or 2),
-R"-8(0),R"? (xhere p is 0, 1 or 2), and -R™*-S(O)N(R 2, (where tis 1 or 2);

or R? is a polycyclic heterdaryl containing more than 14 ring atoms as described above, and
R? is selected from thé\group consisting of aryl and heteroaryl, where the aryl and
the heteroaryl are each independently optionally substituted by one or more
substitutents selected from the group consisting of alkyl, alkenyl, alkynyl, halo,
haloalkyl, haloalkenyl, haloalk¥qyl, oxo, thioxo, cyano, nitro, optionally substituted
aryl, optionally substituted aralkylN\optionally substituted aralkenyl, optionally
substituted aralkynyl, optionally subs¥futed cycloalkyl, optionally substituted
cycloalkylalkyl, optionally substituted cy¢loalkylalkenyl, optionally substituted
cycloatkylalkynyl, optionally substituted he¥erocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heterogyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroagyl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted
heteroarylalkynyl, -R"*-OR'2, -R-0C(0)-R*?, R"*-O-RI“NR ),
RENRZ)RUNRD),, RENRY-RNRD),, REBNR),, RE-COR?,
-RE-C(0)OR™, -RB-C(O)N(R ), -RP-C(O)NR?)-RM-NER R,
RE-C(ONR®)-R'"-OR", -RE-NR)C(O)ORP, -RE-NRDCORZ,
-RP-NR*)S(0)R'? (where tis 1 or 2), -R™>-S(0)OR"? (where t is Nor 2),
—R”’~S(O)pR12 (where pis 0, T or 2), and -R"*-S(O)N(R'%), (where t is Nor 2);

each R® and R’ is independently selected from the group consisting of hydrogen, atkyl,
alkenyl, alkynyl, haloalkyl, haloalkenyl, haloalkynyl, hydroxyalkyl, optionally
substituted aryl, optionally substituted aralkyl, optionally substituted aralkenyl,
optionally substituted aralkynyl, optionally substituted cycloalkyl, optionally
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substituted cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally

substituted cycloalkylalkynyl, optionally substituted heterocyclyl, optionally

substituted heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally

substituted heterocyclylalkynyl, optionally substituted hetergaryl, optionally

ubstituted heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally
subgtituted heteroarylalkynyl, -R'®-OR®, -R'°-CN, -R!*-NO,, -R'>-N(R?Y),
-R'-3(0)OR® and -R'*-C(O)N(R®),, or any R® and R’, together with the common
nitrogen ¥ which they are both attached, form an optionally substituted N-
heteroaryl or\an optionally substituted N-heterocyclyl;

each R? is independentlX selected from the group consisting of hydrogen, alkyl, alkenyl,
alkynyl, haloalkyl,
substituted aralkyl, optignally substituted aralkenyl, optionally substituted

jtuted cycloalkyl, optionally substituted cycloalkylaikyl,

loalkenyl, haloalkynyl, optionally substituted aryl, optionally

aralkynyl, optionally subs

optionally substituted cycloalkylalkenyl, optionally substituted cycloalkylalkynyl,

optionally substituted heterocycl¥, optionally substituted heterocyclylalkyl,

enyl, optionally substituted
heterocyclylalkynyl, optionally substitut¢d heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heterparylalkenyl, and optionally substituted
heteroarylalkynyl;

each R’ is independently selected from the group consistiyg of a direct bond, an optionally
substituted straight or branched alkylene chain, an optjonally substituted straight or
branched alkenylene chain and an optionally substituted\gtraight or branched
alkynylene chain;

each R' is independently selected from the group consisting of an optignally substituted
straight or branched alkylene chain, an optionally substituted strai :
alkenylene chain and an optionally substituted straight or branched al
chain;

each R'! is independently selected from the group consisting of hydrogen, alkyl, cyago,
nitro and -OR%;

each R' is independently selected from the group consisting of hydrogen, alkyl, alkenyl,
haloalkyl, optionally substituted cycloalkyl, optionally substituted cycloalkylalkyl,
optionally substituted aryl, optionally substituted aralkyl, optionally substituted

heterocyclyl, optionally substituted heterocyclylalkyl, optionally substituted
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heteroaryl , optionally substituted heteroarylalkyl, —R'O—ORS, -Rm-CN, -R°-NO,,
-RIO-N(R?),, -R'*-C(0)OR® and -R'*-C(O)N(R®),, or two R'*, together with the
common nitrogen to which they are both attached, form an optionally substituted N-
heterocyclyl or an optionally substituted N-heteroaryl;

each R’ is independently selected from the group consisting of a direct bond, an optionally
sutstituted straight or branched alkylene chain and an optionally substituted straight
or brdgched alkenylene chain; and

each R is indenendently selected from the group consisting of an optionally substituted
straight or Banched alkylene chain and an optionally substituted straight or
branched alkenylene chain;

as an isolated stereoisomex or mixture thereof or as a tautomer or mixture thereof, or a

pharmaceutically acceptable'salt or N-oxide thereof.

2. The use according t& Claim 1 wherein the compound of formula (I) is
selected from the group consisting of:
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta ,2-c]pyridazin-3-yl)-N°~(7-(pyrrolidin-1-yl)-
6,7,8,9-tetrahydro-5 H-benzo[ 7Jannulgne-2-yl)-1/-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-c]Ryridazin-3-y1)-N°~((7-(S)-pyrrolidin-1-yI)-
6,7,8,9-tetrahydro-5H-benzo[7]annulene-21)-1H-1,2 4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-cJpyridaxin-3-y1)-N°-((7-(R)-pyrrolidin-1-y1)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-17K1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-SH-pyrido[2',3":6,7]cyclohepta[ 1,2~c]pyridazig-3-y1)-N°~(3-fluoro-4-(4-
(pyrrolidin-1-yl)piperidin-1-yl)phenyl)-1H-1,2,4-triazold:3,5-diamine;
1-(6,7-dihydro-SH-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N"X7-(pyrrolidin-1-y1)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-1-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-clpyridazin-3-yl)-N’-(7-(S)ryrrolidin-1-yl-
6,7,8,9-tetrahydro-5H-benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-jamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-¢c]pyridazin-3-yl)-N°-((7.8)-7-(¢-
butoxycarbonylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1.H-N2,4~
triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-¢]pyridazin-3-yl)-N°-(7 -(acetamido)-6,7,8,
tetrahydro-5H-benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N°- (7-((2R)-2-
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(methoxycarbonyl)pyrrolidin-1-yi)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-y1)-
1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N>-(7-(4,4-
difluoropiperidin-1-yl)-6,7,8,9-tetrahydro-5S H-benzo[ 7)annulene-2-y1)-1H4-1,2 4-
triazole-3,5-diamine;

1-(6,7-d ydro-SH—benzo[6,7]cyclohepta[1,2-c]pyridazin-3—yI)-N3-(7-
((m&thoxycarbonylmethyl)(methyl)amino)-6,7,8,9-tetrahydro-5H-
benzo[ Nannulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5benzo[ 6,7]cycloheptaf 1,2-c]pyridazin-3-y1)-N-(7-((2R)-2-
(carboxy)pyrielidin-1-yl)-6,7,8,9-tetrahydro-5 H-benzo[ 7]annulene-2-y1)-1 H-1,2,4~
triazole-3,5-dianNne;

1-(6,7-dihydro-5H-benzo[6)7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N’-(7-(4-
(ethoxycarbonyl)piperyin-1-yl)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 H4-
1,2,4-triazole-3,5-diamine

1-(6,7-dihydro-5 H-benzo[6,7]cyclohspta[ 1,2-c]pyridazin-3-y1)-N’-(7-(4-
{(carboxy)piperidin-1-yl)-6,7,8,9%etrahydro-5H-benzo[ 7Jannulene-2-yl)-1 4-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-Npyridazin-3-y1)-N°-(7-
((carboxymethyl)(methyl)amino)-6,7,8,9-t¢trahydro-5H-benzo[ 7]annulene-2-yl)-
1H-1,2 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazky-3-y1)-N-(7-(4-
(ethoxycarbonylmethyl)piperazin-1-yl)-6,7,8,9-tetrshydro-5H-benzo[ 7]annulene-2-
y1)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazin-3-y1)-AR-(7-(4-
(carboxymethyl)piperazin-1-y1)-6,7,8,9-tetrahydro-5H-benzo{ 7]annulene-2-y1)-14-
1,2,4-triazole-3,5-diamine; ‘

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2—c]pyridazin—3-yl)-N;-(7-(p lidin-lv#yl)-
6,7,8,9-tetrahydro-SH-benzo[ 7]annulene-1-yl1)-1H-1,2,4-triazole-3,5-dlamine;

l-(6,7—dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazin-3-yl)-N3-((7S)-7-amino ,7,8,9-
tetrahydro-5H-benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazin-3 -y)-N -((7s)-7-
(di(cyclopropylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 H-
1,2,4-triazole-3,5-diamine;
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1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2-c]pyridazin-3-y1)-N°~((78)-7-((2-
methylpropyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4-
triazole-3,5-diamine; '
(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazin-3-y1)-N°~((75)-7-
((propyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7Jannulene-2-yl)- 1 H-1,2 4-triazole-
,5-diamine;
1-(6,7-difydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3 Y)-N-((78)-7-
(dipropylamine)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-
3,5-diamyne;
1-(6,7-dihydro-5 enzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N°~((7.5)-7-(diethylamino)-
6,7.8,9-tetrahydro-5H-benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo{6,7]cyclohepta[1,2-c]pyridazin-3 YD-N((78)-7-
(cyclohexylamino}-8,7,8,9-tetrahydro-5H-benzo[ 7Jannulene-2-yl)-14-1,2,4-
triazole-3,5-diamine; |
1-(6,7-dihydro-5H-benzo[6,7)cyciohepta[ 1,2-c]pyridazin-3-y1)-N’-((7S)-7-
(cyclopentylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7Jannulene-2-yl)-14-1,2 4~
triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta] N 2-¢]pyridazin-3-y1)-N°~((7S)-7-((1-
cyclopentylethyl)amino)-6,7,8,9-tetrakydro-5 H-benzo[ 7]annulene-2-y)-1H-1,2 4~
triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cycloheptal1,2-c]p
propylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]

\dazin-3-y)-N’-((78)-7-(2-
ulene-2-yl)-1H-1,2,4-triazole-3,5-
diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3- 1)-N-((78)-7-((3,3-
dimethylbut-2~yl)amino)-6,7,8,9-tetrahydro-5H-benzo{ XJannulene-2-yl)-14-1,2,4-
triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N*-(
({cyclohexylmethyl)amino)-6,7,8,9-tetrahydro-5 H-benzo[ 7}anniNene-2-yl)- 1 H-
1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N>-((7S)-7-
(di(cyclohexylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-23y1)-1H-
1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7}cyclohepta[1,2-c]pyridazin~3—y1)-N"-((7S)-7-((5-chlorot ien-
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2-yl)methyl)amino-6,7,8,9-tetrahydro-5Z-benzo[7]annulene-2-yl)-1H4-1,2,4-
triazole-3,5-diamine;

-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N*-((7.8)-7-((2-
carboxyphenyl)methyl)amino-6,7,8,9-tetrahydro-5/4-benzo[ 7 Jannulene-2-y1)-1 A-
1,2,4-triazole-3,5-diamine;

1-(6,7-dixydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yI)-N’-((7.8)-7-((3-
bromgphenyl)methyl)amino-6,7,8,9-tetrahydro-5 H-benzo[ 7]annulene-2-yl)- 1 H-
1,2,4-trmazole-3,5-diamine;

1-(6,7-dihydro-5HNpenzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N-((75)-7-
(dimethylaming)-6,7,8,9-tetrahydro-5H-benzo[ 7 ]Jannulene-2-yl)-1H-1,2 4-triazole-
3,5-diamine;

1-(6,7-dihydro-5H-benzo[6, cyclohepta[1,2-c]pyridazin-3-yl)-N3-((7S)-7-
(cyclobutylamino)-6,7,89-tetrahydro-5H-benzo[ 7]annulene-2-yl)-14-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N°-((75)-7-(3-
pentylamino)-6,7,8,9-tetrahydro-SH-benzo[ 7]annulene-2-yl)-1H-1,2 4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-cYpyridazin-3-y1)-N-((75)-7-((2,2-
dimethylpropyl)amino)-6,7,8,9-tetrahydro-§4-benzo[ 7]Jannulene-2-yl)-1 H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazit\3-y1)-N>-((75)-7-
(di(cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5Pkbenzo[ 7]annulene-2-yl)-1 H-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N"N(7S)-7-
((cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]aNpulene-2-yl)-14-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c}pyridazin-3-yl)-N°-((75)-7-
(di(bicyclo[2.2.1]hept-2-en-5-ylmethyl}amino)-6,7,8,9-tetrahydro-5H-
benzo[7]annulene-2-yl)-1/-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[I,2-c]pyridazin-3-y1)-N3-((7S)-7-
((bicyclo[2.2.1]hept-2-en-5-ylmethyl)amino)-6,7,8,9-tetrahydro-5S H-
benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-3H-benzo[6,7]cyclohepta[ 1,2-clpyridazin-3-y1)-N°-((75)-7-(3-
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methylbutylamino)-6,7,8,9-tetrahydro-5H-benzo[7]annulene-2-yl)-1 H-1,2,4-
triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7)cyclohepta] 1,2-c]pyridazin-3-yl)-N>-((78)-7-(di(3-
methylbutyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7 Jannulene-2-yl1}-15-1,2,4-
triazole-3,5-diamine;
1-(6,Adihydro-5H-benzo[6,7]cyclohepta[ 1,2-clpyridazin-3-y1)-N-((78)-7-(2-
etylbutylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-

1-(6,7-dihydrox5 H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N-((75)-7-(but-2-
enylaminoy-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-benxp[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N-((7S)-7-(butyl (but-2-
enyl)amino)-6,7,8,Q-tetrahydro-5H-benzo| 7]annulene-2-yl)-1 H-1,2 4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-pyridof2',3":

butoxycarbonylamino)-6,7

7T]cyclohepta[1,2-c]pyridazin-3-y1)-N°~((78)-7-(¢-
X,9-tetrahydro-5H-benzo( 7]annulene-2-yl}-14-1,2 4-
triazole-3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-¢]pyridazin-3-y1)-N>-((785)-7-amino-
6,7,8,9-tetrahydro-5H-benzo[ 7]anny]ene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohept: l,2-c]pyridazin—3-yl)-Ns-((7S)-7-
(dimethylamino)-6,7,8,9-tetrahydro-S H-Benzo[ 7]annulene-2-yl)-1H-1,2 4-triazole-
3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]p ‘dazin—3-y1)-N3-((7S)-7-
(diethylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]anhulene-2-yl)-1H-1,2 4-triazole-
3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3:6,7cyclohepta[ 1,2-c]pyridazin§-yl)-N°-((75)-7-
(dipropylamino)-6,7,8,9-tetrahydro-5SH-benzo[ 7]annuleneR-yl)-14-1,2,4-triazole-
3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta] 1,2-c]pyridazin-3-y1)-N"X(78)-7-
(di(cycloprapylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7JannmNene-2-yl)- 1 H-
1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N°-((78)-7-(i(3-
methylbutyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,
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triazole-3,5-diamine;
1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ ] ,2-c]pyﬁdazin—3-y1)—N3-((75')-7-
(cyclobutylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;
-dihydro-5H-pyrido[2',3:6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N° ~((78)-7-

triazole-3,5-diamine;
1-(6,7-dihydro-5 H-pyrido[2',3:6,7]cycloheptaf 1,2-c]pyridazin-3-y1}-N°-((7.8)-7-(2-
butylamino)-6,7,8,9-tetrahyNro-5H-benzo[ 7Jannulene-2-yl)-1H-1,2,4-triazole-3,5-

diamine.

3. The use according to any one\of Claims 1 or 2 wherein the one or more
chemotherapeutic agents is selected from the gkpup consisting of antimetabolites,
alkylating agents, coordination compounds, platinym complexes, DNA cross-linking
compounds, inhibitors of transcription enzymes, tyrosjne kinase inhibitors, protein kinase
inhibitors, topoisomerase inhibitors, DNA minor-groove\binding compounds, vinca
alkyloids, taxanes, antitumor antibiotics, hormones, aromatyse inhibitors, enzymes, growth
factor receptors antibodies, cytokines, cell surface markers antbpodies, HDAC inhibitors,
HSP 90 inhibitors, BCL-2 inhibitors, mTOR inhibitors, proteasotye inhibitors and

monoclonal antibodies.

4, The use according to Claim 3 wherein the one or more chelotherapeutic
agents is selected from the group consisting of mechlorothamine, cyclophospkamide,
ifosfamide, melphalan, chlorambucil, ethyleneimines, methylmelamines, procarbazine,
dacarbazine, temozolomide, busulfan, carmustine, lomustine, methotrexate, fluorouxacil,
capecitabine, cytarabine, gemcitabine, cytosine arabinoside, mecaptopurine, fludarabi

cladribine, thioguanine, azathioprine, vinblastine, vincristine, paclitaxel, docetaxel,
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colchicine, actinomycin D, daunorubicin, bleomycin,L-asparaginase, cisplatin, carboplatin,
oxaliplatin, prednisone, dexamethasone, amino glutethimide, formestane, anastrozole,
hydroxyprogesterone caproate, medroxyprogesterone, tamoxifen, amsacrine, mitoxantrone,

typotecan, irinotecan, camptothecin, axtinib, bosutinib, cediranib, dasatinib, erlotinib,

gemcitabine, md]phalan, bortezomib, NPI052, germtuzumab, alemtuzumab, ibritumomab
tiuxaetan, tositumomab, iodine-131 tositumomab, trastuzumab, bevacizumab, rituximab,

and anti-TRAIL death\receptor antibodies.

5. The use according\o any one of Claims 1 to 4 wherein the cancer is metastatic
cancer.

6. Use of an Ax! inhibitor i\ the manufacture of a medicament for preventing,
treating or managing cancer in a patieny by concurrent or sequential administration with

one or more chemotherapeutic agents, wherein the Ax] inhibitor is a compound of

formula (I):

wherein:

optionally substituted aralkyl, optionally substituted heteroaryl, optionally
substituted heterocyclyl, -R*-OR8, -R%-0-R'%-OR?, -R*-O-R'%-O-R'°-OR?,
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R*-0-R"°-CN, -R’-0-R*-C(O)OR?, -R*-O-R°-C(O)N(R®R’, -R*-0-R"’-§(0O),R*
(where pis 0, 1 or 2), -R*-O-R'-NR4R’, -R%-0-RI-CNRINR)H,
-R%-0C(0)-R?, R*-NROR’, -R*-C(O)R®, -R*-C(O)OR?, -R*-C(O)N(RER’,

R -NRHC(0)OR?, -R>NREC(O)R?, -R*-NR®S(O)R® (where tis 1 or 2),
-R®-S(0O)OR® (where t is 1 or 2), -R*-8(0),R® (where p is 0, 1 or 2), and
_S(O)NROR (where t is 1 or 2);

orR%isa palyeyclic heteroaryl containing more than 14 ring atoms as described above and

R? is stlected from the group consisting of aryl and heteroaryl, where the aryl and

the heteroayyl are each independently optionally substituted by one or more

substitutents selected from the group consisting of alkyl, alkenyl, alkynyl, halo,
haloalkyl, haloa¥enyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionally substituted
aryl, optionally substituted aralkyl, optionally substituted aralkenyl, optionally
substituted aralkynyl, dptionally substituted cycloalkyl, optionally substituted
cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted
cycloalkylalkynyl, optionallx substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally sukstituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
eteroarylaikenyl, optionally substituted
R'2 RIB-ORM“NR™),,

R'2),, -RIBNR ), -RE-CO)RY,

heteroarylaikyl, optionally substitute
heteroarylalkynyl, -R'>-OR"?, -R"*-0¢(
-R”-N(R'Z)-R”-N(Ru)z, _RI3_N(R12)_R14_
_RIB_C(O)ORIZ’ -R”-C(O)N(R‘z)z, -RI?'-C(O) R'z)-R”~N(R12)R'3,
RP-C(O)NR'H-R'-OR, -R*-NR'HC(0)ORK -R>-NRZ)C(O)R,
RE-NRHS(0)R? (where tis 1 or 2), -R™-S(0)OR? (where t is 1 or 2),

the heteroaryl are each independently optionally substituted by one or more
substitutents selected from the group consisting of alkyl, alkenyl, alkynyl, halo,
haloalkyl, haloalkenyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionall¥ substituted
aryl, optionally substituted aralkyl, optionally substituted aralkenyl, optionglly

substituted aralkynyl, optionally substituted cycloalkyl, optionally substitute
cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted

cycloalkylalkynyl, optionally substituted heterocyclyl, optionally substituted
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cach R® and R’ is 1

each R® is independently selected from the group consist

each R’ is independently selected from the group consisting of a direct bond, an optionally

heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted
heteroarylalkynyl, -R'>-OR"2, -R*-OC(0)-R'2, .R®-O-R"“-NR %),
RENRZ-R¥-NR?),, -RENR'Y-RUNR ), -RP-NR'2),, -RE-CO)RY,
RI3.C(O)OR™2, -RI-C(OIN(R ), -RI5-COINR)-RM-NRHRY,

ependently selected from the group consisting of hydrogen, atkyl,
alkenyl, alkyn¥, haloalkyl, haloalkenyl, haloalkynyl, hydroxyalkyl, optionally
substituted ary),
optionally substitutey aralkynyl, optionally substituted cycloalkyl, optionally

tionally substituted aralkyl, optionally substituted aralkenyl,

substituted cycloalkylakyl, optionally substituted cycloalkylalkenyl, optionally
substituted cycloalkylalkynyl, optionally substituted heterocyclyl, optionally i
substituted heterocyclylalkylNoptionally substituted heterocyclylalkenyl, optionally |
substituted heterocyclylalkynyl, Qptionally substituted heteroaryl, optionally
substituted heteroarylalkyl, optionaily substituted heteroarylalkenyl, optionally
substituted heteroarylalkynyl, -R!%-OR®, -R!°-CN, -R!%-NO,, -RI®-NR?),,
R'-C(O)OR® and -R'°-C(O)N(R®),, or

nitrogen to which they are both attached, fo:

y RS and R’, together with the common
an optionally substituted N-
heteroaryl or an optionally substituted N-heterogyclyl;

of hydrogen, alkyl, alkenyl,
alkynyl, haloalkyl, haloalkenyl, haloalkynyl, optionally substituted aryl, optionally
substituted aralkyl, optionally substituted aralkenyl, optignally substituted
aralkynyl, optionally substituted cycloalkyl, optionally substituted cycloalkylalkyl,
optionally substituted cycloalkylalkenyl, optionally substitutel cycloalkylalkynyl,
optionally substituted heterocyclyl, optionally substituted heterodyclylalkyl,
optionally substituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, and optionally stpstituted

heteroarylalkynyl;
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substituted straight or branched alkylene chain, an optionally substituted straight or
branched alkenylene chain and an optionally substituted straight or branched
alkynylene chain;

eack R’ is independently selected from the group consisting of an optionally substituted
traight or branched alkylene chain, an optionally substituted straight or branched
alkgnylene chain and an optionally substituted straight or branched alkynylene

heterocyclyl, optionally sybstituted heterocyclylalkyl, optionally substituted
heteroaryl , optionally substituted heteroarylalkyl, -R'°-OR®, -R1°-CN, -R'°-NO,,
RIONRSY,, -R'-C(O)OR? andR!*-C(OIN(RS),, or two R!%S, together with the
common nitrogen to which they arg both attached, form an optionally substituted V-
heterocyclyl or an optionally substituted N-heteroaryl,

each R' is independently selected from the groug consisting of a direct bond, an optionally

substituted straight or branched alkylene chain and an optionally substituted straight
or branched alkenylene chain; and

each R' is independently selected from the group consisting of an optionally substituted
straight or branched alkylene chain and an optionally Substituted straight or

branched alkenylene chain;

as an isolated stereoisomer or mixture thereof or as a tautomer or maxture thereof, or a

pharmaceutically acceptable salt or N-oxide thereof.
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CLAIMS:

1. Use of an AxI inhibitor and one or more chemotherapeutic agents in the
manufacture of a medicament for preventing, treating or managing cancer in a patient,

wherein the AxI inhibitor is a compound of formula (I):

R3
N‘LN
2
A ®
R! R4

wherein:

R!, R* and R’ are each independently selected from the group consisting of hydrogen,
alkyl, alkenyl, aryl, aralkyl, -C(O)R®, -C(O)N(R®R’, and -C(=NR*N(R®R’;

R?and R® are each independently a polycyclic heteroaryl containing more than 14 ring
atoms optionally substituted by one or more substituents selected from the group
consisting of oxo, thioxo, cyano, nitro, halo, haloalkyl, alkyl, optionally substituted
cycloalkyl, optionally substituted cycloalkylalkyl, optionally substituted aryl,
optionally substituted aralkyl, optionally substituted heteroaryl, optionally
substituted heterocyclyl, -R°-OR8, -R*-O-R'°-OR®, -R®-0-R'°-0-R'*-OR¢,
-R’-0-R"’-CN, -R’-O-R'°-C(O)OR?, -R*-0-R"*-C(O)N(RO)R’, -R*-O-R'°-S(0),R®
(where pis 0, 1 or 2), -R*-O-R'*N[RR’, -R?-0-R'°-C(NR')N(R'HH,
-R’-0C(0)-R?, -R*-N(ROR’, -R’-C(O)R?, -R*-C(0)OR?, -R*-C(O)NROR’,
R-NRHC(O)OR?, -R*-NROC(O)R3, -R*-NR®S(O)R® (where t is 1 or 2),
-R*-S(0)OR?® (where t is 1 or 2), -R*-S(O),R® (where p is 0, 1 or 2), and
R*-S(O)NRHR’ (where tis 1 or 2);

or R? is a polycyclic heteroaryl containing more than 14 ring atoms as described above and
R’ is selected from the group consisting of aryl and heteroaryl, where the aryl and
the heteroaryl are each independently optionally substituted by one or more

substitutents selected from the group consisting of alkyl, alkenyl, alkynyl, halo,

haloalkyl, haloalkenyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionally substituted

aryl, optionally substituted aralkyl, optionally substituted aralkenyl, optionally
substituted aralkynyl, optionally substituted cycloalkyl, optionally substituted
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cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted
cycloalkylalkynyl, optionally substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted
heteroarylalkynyl, -R*-OR "%, -R"-0C(0)-R"?, -R"*-O-R"*-N(R'?),,
RENR?)-RMNR"?),, -RENRD)-RENR ), -RE-NR),, -RP-C(OR,
RB-C(O)OR", -RE-C(OIN(R'?),, -R"-C(ONR?)-RM“-NR IR,
RE-C(O)NR™)-R™-0R", -RP-NR?)C(O)OR", -R*-NRZ)C(O)R"?,
RENRP)S(O)R" (where t is 1 or 2), -R'*-S(0)OR"? (where tis 1 or 2),
-R-S(0),R'* (where pis 0, 1 or 2), and -R"3-S(O)N(R'?), (where t is 1 or 2);

or R? is a polycyclic heteroaryl containing more than 14 ring atoms as described above, and
R? is selected from the group consisting of aryl and heteroaryl, where the aryl and
the heteroaryl are each independently optionally substituted by one or more
substitutents selected from the group consisting of alkyl, alkenyl, alkynyl, halo,
haloalkyl, haloalkenyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionally substituted
aryl, optionally substituted aralkyl, optionally substituted aralkenyl, optionally
substituted aralkynyl, optionally substituted cycloalkyl, optionally substituted
cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted
cycloalkylalkynyl, optionally substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted
heteroarylalkynyl, -R">-OR'?, -R"*-0C(0)-R'?, -RB-0-R"-NR'%),,
_RIS-N(RIZ)_RI4_N(R12)2, -R13-N(Rl2)-R14-N(R12)2, -RB-N(RH)Z, -RB-C(O)RIZ,
RB-C(O)OR", -RE-C(O)NR"?),, -RP-C(ONR'D)-R“NRPR",
RE-CONR™)-R"-OR™, -RENR'HC(0)OR'Z, -RE-NRZ)C(O)R,
RP-NR)S(0)R'* (where t is 1 or 2), -R">-S(0)OR'? (where t is 1 or 2),
-R'-§(0),R"? (where p is 0, 1 or 2), and -R"*-S(O)N(R'?), (where tis 1 or 2);

each R® and R’ is independently selected from the group consisting of hydrogen, alkyl,
alkenyl, alkynyl, haloalkyl, haloalkenyl, haloalkynyl, hydroxyalkyl, optionally
substituted aryl, optionally substituted aralkyl, optionally substituted aralkenyl,
optionally substituted aralkynyl, optionally substituted cycloalkyl, optionally
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substituted cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally
substituted cycloalkylalkynyl, optionally substituted heterocyclyl, optionally
substituted heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally
substituted heterocyclylalkynyl, optionally substituted heteroaryl, optionally
substituted heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally
substituted heteroarylalkynyl, -R'-OR8, -R'°-CN, -R'%-NO,, -R'*-N(R®),,
—RIO-C(O)OR8 and -RIO-C(O)N(RS)Z, Or any R®and R, together with the common
nitrogen to which they are both attached, form an optionally substituted V-
heteroaryl or an optionally substituted N-heterocyclyl;

each R® is independently selected from the group consisting of hydrogen, alkyl, alkenyl,
alkynyl, haloalkyl, haloalkenyl, haloalkynyl, optionally substituted aryl, optionally
substituted aralkyl, optionally substituted aralkenyl, optionally substituted
aralkynyl, optionally substituted cycloalkyl, optionally substituted cycloalkylalkyl,
optionally substituted cycloalkylalkenyl, optionally substituted cycloalkylalkynyl,
optionally substituted heterocyclyl, optionally substituted heterocyclylalkyl,
optionally substituted heterocyclylalkenyl, optionally substituted
heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, optionally substituted heteroarylalkenyl, and optionally substituted
heteroarylalkynyl;

each R’ is independently selected from the group consisting of a direct bond, an optionally
substituted straight or branched alkylene chain, an optionally substituted straight or
branched alkenylene chain and an optionally substituted straight or branched
alkynylene chain;

each R'% is independently selected from the group consisting of an optionally substituted
straight or branched alkylene chain, an optionally substituted straight or branched
alkenylene chain and an optionally substituted straight or branched alkynylene
chain; .

each R'' is independently selected from the group consisting of hydrogen, alkyl, cyano,
nitro and -OR®;

each R'? is independently selected from the group consisting of hydrogen, alkyl, alkenyl,
haloalkyl, optionally substituted cycloalkyl, optionally substituted cycloalkylalkyl,
optionally substituted aryl, optionally substituted aralkyl, optionally substituted
heterocyclyl, optionally substituted heterocyclylalkyl, optionally substituted

147




heteroaryl , optionally substituted heteroarylalkyl, -R'>-OR?, -R'’-CN, -R'°-NO,,
RI-NR®),, -R'°-C(0)OR? and -R'°-C(O)N(R®),, or two R'?*, together with the
common nitrogen to which they are both attached, form an optionally substituted N-
heterocyclyl or an optionally substituted N-heteroaryl;

each R" is independently selected from the group consisting of a direct bond, an optionally
substituted straight or branched alkylene chain and an optionally substituted straight
or branched alkenylene chain; and

each R' is independently selected from the group consisting of an optionally substituted
straight or branched alkylene chain and an optionally substituted straight or
branched alkenylene chain;

as an isolated stereoisomer or mixture thereof or as a tautomer or mixture thereof, or a

pharmaceutically acceptable salt or N-oxide thereof.

2. The use according to Claim 1 wherein the compound of formula (I) is
selected from the group consisting of:
1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-c|pyridazin-3-yl)-N°-(7-(pyrrolidin-1-y1)-
6,7,8,9-tetrahydro-5 H-benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N"~((7-(S)-pyrrolidin-1-y1)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3 -yl)-N3 -((7-(R)-pyrrolidin-1-y1)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-SH-pyrido[2',3"6,7]cycloheptal 1,2-c]pyridazin-3-y1) -Nj-(3 -fluoro-4-(4-
(pyrrolidin-1-yl)piperidin-1-yl)phenyl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N°~(7-(pyrrolidin-1-yl)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-1-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N’-(7-(S)-pyrrolidin-1-yl-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 2-c]pyridazin-3-yl)-N°-((78)-7-(z-
butoxycarbonylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta 1,2-c]pyridazin-3-yl)-N°-(7-(acetamido)-6,7,8,9-
tetrahydro-5H-benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;
1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N"~(7-((2R)-2-
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(methoxycarbonyl)pyrrolidin-1-yl1)-6,7,8,9-tetrahydro-5H-benzo[ 7]Jannulene-2-yl)-
1H-1,2 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7lcycloheptaf 1,2-c]pyridazin-3 YD)-N(7-(4,4-
difluoropiperidin-1-yl)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-14-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta 1,2-c]pyridazin-3-y1)-N°~(7-
((methoxycarbonylmethyl){(methyl)amino)-6,7,8,9-tetrahydro-5H-
benzo[ 7]annulene-2-y1)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-c]pyridazin-3-y1)-N-(7-((2R)-2-
(carboxy)pyrrolidin-1-yl)-6,7,8,9-tetrahydro-5H-benzo( 7]annulene-2-yl)-1H4-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3 -y1)-N°~(7-(4-
(ethoxycarbonyl)piperidin-1-yl)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7cycloheptal 1,2-c]pyridazin-3 -yD)-N -(7-(4-
(carboxy)piperidin-1-yl)-6,7,8,9-tetrahydro-5H-benzo{7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N°~(7-
((carboxymethyl)(methyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-
1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6, 7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N’~(7-(4-
(ethoxycarbonylmethyl)piperazin-1-y1)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-
yl)-1H-1,2 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazin-3 —yl)-N3 -(7-(4-
(carboxymethyl)piperazin-1-yl)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 H-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptaf 1,2-c]pyridazin-3-y1)-N’-(7-(pyrrolidin-1-y1)-
6,7,8,9-tetrahydro-5H-benzo[7]|annulene-1-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-¢c]pyridazin-3-y1)-N’-((7S)-7-amino-6,7,8,9-
tetrahydro-5H-benzo[ 7]Jannulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-¢]pyridazin-3-y1)-N~((7s)-7-
(di(cyclopropylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 /-
1,2,4-triazole-3,5-diamine;
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1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1 ,2~c]pyridazin-3-yl)-N3-((7S)-7-((2-
methylpropyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4~
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1,2-c]pyridazin-3 -yD)-N~((78)-7-
((propyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-14-1,2,4-triazole-
3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2-c]pyridazin—3-yl)-N3—((7S)—7—
(dipropylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-14-1,2,4-triazole-
3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7|cyclohepta[ 1,2-c]pyridazin-3-y1)-N-((75)-7-(diethylamino)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 ,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1 ,2-c]pyridazin-3-yl)-N3~((7S)—7—
(cyclohexylamine)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N’-((78)-7-
(cyclopentylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2—c]pyridazin-3-yl)—N3 -((79)-7-((1-
cyclopentylethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptall ,2-c]pyridazin—3-y1)—N3 -((79)-7-(2-
propylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 H-1,2,4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2—c]pyridazin—3-yl)-N3-((7S)-7-((3 ,3-
dimethylbut-Z-yl)arﬁino)-6,7,8,9-tetrahydro-5H-benzo[7] annulene-2-yl)-1H-1,2.4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2-c]pyridazin-3-y1)—N3 -((75)-7-
((cyclohexylmethyl)Jamino)-6,7,8,9-tetrahydro-SH-benzo[ 7]annulene-2-yl)- 1 H-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3 -yI)-N* -((78)-7-
(di(cyclohexylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-
1,2, 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[1,2-c]pyridazin-3 -y1)-N°-((75)-7-((5-chlorothien-
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2-yl)methyl)amino-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl}-1H-1,2 4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N"~((78)-7-((2-
carboxyphenyl)methyl)amino-6,7,8,9-tetrahydro-5H-benzo[ 7jannuiene-2-y})-1 H-
1,2 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3 y)-N-((78)-7-((3-
bromophenyl)methyl)amino-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 H-
1,2 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6, 7]cycloheptal 1, 2-c]pyridazin-3-yl)-N’-((78)-7-
(dimethylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yi)-1H-1,2,4-triazole-

. 3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptal 1 ,2-c]pyridazin—3—yl)-N3-((7S)-7-
(cyclobutylamino)-6,7,8,9-tetrahydro-5 H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2-c]pyridazin—3—yl)-N3-((7S)~7-(3-
pentylamino)-6,7,8,9-tetrahydro-5H-benzo{ 7)annulene-2-yl)-1 H-1,2,4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta{ 1 ,2-c]pyridazin—3-y1)-N3 -((78)-7-((2,2-
dimethylpropyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N’-((7S)-7-
(di(cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5SH-benzo[ 7]Jannulene-2-yl)-1.4-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N°-((7.5)-7-
({cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N"-((7S)-7-
(di(bicyclo[2.2.1]hept-2-en-5-ylmethyl)amino)-6,7,8,9-tetrahydro-5H-
benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N-((7S)-7-
((bicyclo[2.2.1]hept-2-en-5-ylmethyl)amino)-6,7,8,9-tetrahydro-5H-
benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cycloheptaf 1,2-clpyridazin-3-y1)-N°-((78)-7-(3-
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methylbutylamino)-6,7,8,9-tetrahydro-5H-benzo(7]annulene-2-yl1)-1H4-1,2 4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo(6,7]cycloheptal 1 ,2-c]pyridazin-3-yl)-N’~((78)-7-(di(3-
methylbutyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1 ,2-c]pyridazin-3-yl)-N°-((75)-7-(2-
ethylbutylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-
3,5-diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c|pyridazin-3-yl)-N’-((75)-7-(but-2-
enylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7 Jannulene-2-yl)-1H-1,2,4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N"-((7.5)-7-(butyl(but-2-
enyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7 Jannulene-2-yl)-1H-1,2,4-triazole-3,5-
diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1 ,2-c]pyridazin-3-yl)-NS—((7S)-7-(t—
butoxycarbonylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1 ,2-c]pyridazin-3-yl)-N3 -((75)-7-amino-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3 -yD)-N’-((75)-7-
(dimethylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-
3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1 ,2-c]pyridazin-3-yl)-N’-((75)-7-
(diethylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-
3,5-diamine;

1-(6,7-dihydro-SH-pyrido[2',3"6,7]cyclohepta[ 1 ,2-c]pyridazin—3-yl)-Nj-((7S)-7~
(dipropylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2,4-triazole-
3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N-((75)-7-
(di(cyclopropylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1 H4-
1,2,4-triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3 -yI)—N3 -((75)-7-(d1(3-
methylbutyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]Jannulene-2-yl)-1H-1,2 ,4-
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triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1 ,2-c]pyridazin—3-yl)-N3 -((78)-7-
(cyclobutylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N°-((75)-7-
(cyclohexylamino)-6,7,8,9-tetrahydro-5H-benzo{ 7]annulene-2-yl)-14-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-N°-((75)-7-
((methylethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[ 7]Jannulene-2-yl)-1H-1,2,4-
triazole-3,5-diamine;

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N°-((75)-7-
(cyclopentylamino)-6,7,8,9-tetrahydro-5H-benzo] 7)annulene-2-y1)-1 H-1,2,4-
triazole-3,5-diamine; and

1-(6,7-dihydro-5H-pyrido[2',3":6,7]cycloheptaf 1,2-clpyridazin-3-y1)-N-((7S)-7-(2-
butylamino)-6,7,8,9-tetrahydro-5H-benzo[ 7]Jannulene-2-yl)-1H-1,2 4-triazole-3,5-

diamine.

3. The use according to Claim 1 wherein the compound of formula (I) is 1-
(6,7-dihydro-5H-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-y1)-N’-((7-(S)-pyrrolidin-1-yl)-
6,7,8,9-tetrahydro-5H-benzo[ 7]annulene-2-yl)-1H-1,2 4-triazole-3,5-diamine.

4, The use according to Claim 1 or Claim 2 wherein the one or more
chemotherapeutic agents is selected from the group consisting of antimetabolites,
alkylating agents, coordination compounds, platinum complexes, DNA cross-linking
compounds, inhibitors of transcription enzymes, tyrosine kinase inhibitors, protein kinase
inhibitors, topoisomerase inhibitors, DNA minor-groove binding compounds, vinca
alkyloids, taxanes, antitumor antibiotics, hormones, aromatase inhibitors, enzymes, growth
factor receptors antibodies, cytokines, cell surface markers antibodies, HDAC inhibitors,
HSP 90 inhibitors, BCL-2 inhibitors, mTOR inhibitors, proteasome inhibitors and

monoclonal antibodies.

5. The use according to Claim 4 wherein the one or more chemotherapeutic

agents is selected from the group consisting of mechlorothamine, cyclophosphamide,
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ifosfamide, melphalan, chlorambucil, ethyleneimines, methylmelamines, procarbazine,
dacarbazine, temozolomide, busulfan, carmustine, lomustine, methotrexate, fluorouracil,
capecitabine, cytarabine, gemcitabine, cytosine arabinoside, mecaptopurine, fludarabine,
cladribine, thioguanine, azathioprine, vinblastine, vincristine, paclitaxel, docetaxel,
colchicine, actinomycin D, daunorubicin, bleomycin,L-asparaginase, cisplatin, carboplatin,
oxaliplatin, prednisone, dexamethasone, amino glutethimide, formestane, anastrozole,
hydroxyprogesterone caproate, medroxyprogesterone, tamoxifen, amsacrine, mitoxantrone,
topotecan, irinotecan, camptothecin, axtinib, bosutinib, cediranib, dasatinib, erlotinib,
gefitinib, imatinib, lapatinib, lestaurtinib, nilotinib, semaxanib, sunitinib, vandetanib,
vatalanib, anti-Her2 antibodies, interferon-c, interferon-y, interleukin-2, GM-CSF,
anti-CTLA-4 antibodies, rituximab, anti-CD33 antibodies, MGCDO0103, vorinostat, 17-
AAG, thalidomide, lenalidomide, rapamycin, CCI-779, sorafenib, doxorubicine,
gemcitabine, melphalan, bortezomib, NP1052, gemtuzumab, alemtuzumab, ibritumomab
tiuxaetan, tositumomab, iodine-131 tositumomab, trastuzumab, bevacizumab, rituximab,

and anti-TRAIL death receptor antibodies.

6. The use according to Claim 5 wherein the one or more chemotherapeutic
agents is selected from the group consisting of fluorouracil, cytarabine, paclitaxel,

docetaxel, cisplatin, erlotinib, lapatinib, sorafenib, doxorubicine and gemcitabine.

7. The use according to Claim 5 wherein the one or more chemotherapeutic
agents is selected from the group consisting of cytarabine, paclitaxel, docetaxel, cisplatin,

erlotinib, lapatinib, doxorubicine and gemcitabine.

8. The use according to any one of Claims 1, 2, 4 or 5 wherein the cancer is

metastatic cancer.

9. The use according to any one of Claims 1, 2, 4 or 5 wherein the cancer is
selected from the group consisting of acute myeloid leukemia, breast cancer, pancreatic
cancer, non-small cell lung carcinoma, proliferative disorders of the head and neck, and

colorectal cancer.
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