
CLAIMS: 

\ 1. Use of an Axl inhibitor and one or more chemotherapeutic agents in the 

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

whereinsthe Axl inhibitor is a compound of formula (I): 

R1, R4 and R5 are each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, aryl, aralk\-C(0)R8, -C(0)N(R6)R7, and -C(=NR6)N(R6)R7; 

R2 and R3 are each independently a p^lycyclic heteroaryl containing more than 14 ring 

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

consisting of oxo, thioxo, cyano, niwo, halo, haloalkyl, alkyl, optionally substituted 

cycloalkyl, optionally substituted cyclosrikylalkyl, optionally substituted aryl, 

optionally substituted aralkyl, optionally substituted heteroaryl, optionally 

substituted heterocyclyl, -R9-OR8, -R9-0-R'N?R8, -R9-O-RI0-O-R10-OR8, 

-R9-O-Rl0-CN, -R9-O-R10-C(O)ORS, -R9-O-R10\tfO)N(R6)R7, -R9-O-R,0-S(O)PR8 

(where p is 0,1 or 2), -R9-O-R,0-N(R6)R7, -R9-0-R1iC(NRII)N(R11)H, 

-R9-0C(0)-R8, -R9-N(R6)R7, -R9-C(0)RS, -R9-C(0)0Rl -R9-C(0)N(R6)R7, 

-R9-N(R6)C(0)0RS, -R9-N(R6)C(0)R8, -R9-N(R6)S(0),R*Vhere t is 1 or 2), 

-R9-S(0)t0R8 (where t is 1 or 2), -R9-S(0)pR8 (where p is 0,\or 2), and 

-R9-S(0)tN(R6)R7 (where t is 1 or 2); \ 

or R2 is a polycyclic heteroaryl containing more than 14 ring atoms as described above and 

R3 is selected from the group consisting of aryl and heteroaryl, where ttte aryl and 

the heteroaryl are each independently optionally substituted by one or more, 

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 

R3 

N-j-N 

(I) 

wherein: 
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cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted 

cycloalkylalkynyl, optionally substituted heterocyclyl, optionally substituted 

v heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted 

\ heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted 

\ heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted 

neteroarylalkynyl, -R13-OR12, -R13-0C(0)-R12, -R13-0-RI4-N(R12)2, 

-ir^N(Rl2)-R,4-N(RI2)2, -R13-N(R12)-R14-N(RI2)2I -R13-N(R12)2, -RI3-C(0)R12, 

-R!3-C^O)OR12, -Rn-C(OJN(R12)2, -RB-C(0)N(R12)-R14-N(R12)R13, 

-RI3-C(0^(RI2)-RI4-0R,2,-RI3-N(RI2)C(0)0RI2>-RI3-N(R12)C(0)R12, 

-R13-N(Rl2)S(p)tR12 (where t is 1 or 2), -R13-S(0),0R12 (where t is 1 or 2), 

-RI3-S(0)pR12 (totfiere p is 0,1 or 2), and -RI3-S(0)tN(RI2)2 (where t is 1 or 2); 

or R is a polycyclic heteroaryl containing more than 14 ring atoms as described above, and 

R2 is selected from th^group consisting of aryl and heteroaryl, where the aryl and 

the heteroaryl are each independently optionally substituted by one or more 

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

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

aryl, optionally substituted aralkylV»ptionally 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 heter^vclylalkenyl, optionally substituted 

heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted 

heteroarylalkyl, optionally substituted heteroarylalkehvl, optionally substituted 

heteroarylalkynyl, -R13-OR12, -RI3-0C(0)-R12, -R13-o\"-N(R12)2, 

-R13-N(R12)-R14-N(R12)2, -RI3-N(R'2)-R14-N(R12)2, -R13-N^2)2J -R13-C(0)R12, 

-RI3-C(0)0R,2; -R13-C(0)N(RI2)2I -R13-C(0)N(R12)-R14-N(RI^R13, 

-R13-C(O)N(R12)-R14-0R12,-R13-N(R12)C(O)0Rl2,-RI3-N(R12)Cto)R12, 

-R13-N(R,2)S(0)tR12 (where t is 1 or 2), -R13-S(0),0R12 (where t isVor 2), 

-R13-S(0)pR12 (where p is 0,1 or 2), and -R13-S(0)tN(R12)2 (where t is\or 2); 

each R6 and R7 is independently selected from the group consisting of hydrogen, alkyl, 

alkenyl, alkynyl, haloalkyl, haloalkenyl, haloalkynyl, hydroxyalkyl, optionallV 

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 

\ubstituted heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally 

substituted heteroarylalkynyl, -R10-OR8, -R10-CN, -RI0-NO2, -R10-N(R8)2, 

-R10-b(O)OR8 and -R10-C(O)N(R8)2, or any R6 and R7, together with the common 

nitrogen ra which they are both attached, form an optionally substituted N-

heteroaryl oran optionally substituted iV-heterocyclyl; 
ft \ each R is independentlVselected 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 R9 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^ raight or branched 

alkynylene chain; \ 

each R10 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 R11 is independently selected from the group consisting of hydrogen, alkyl, cykoo, 

nitro and -OR8; 
4 A \ 

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, -R10-OR8, -R10-CN, -R,0-NO2, 

-R10-N(R8)2, -R]0-C(O)OR8 and -R10-C(O)N(R8)2, or two R32s, together with the 

\ common nitrogen to which they are both attached, form an optionally substituted N-
\ heterocyclyl or an optionally substituted N"-heteroaryl; 

each k!3 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 R14 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 
pharmaceutical^ acceptable^! or N-oxide thereof. 

2. The use according t&CIaim 1 wherein the compound of formula (I) is 

selected from the group consisting of\ 

l-(6,7-dihydro-5if-benzo[6,7]cycloheptaM92-c]pyridazin-3-yl)-A'5-(7-(pyrroIidin-l-yI)-

6J,8,9'tetrahydro-5#-benzo[7]annuWe-2-yl)-lj:/-l,2,4-triazole-3)5-diainine; 

l-(6,7-dihydro-5ii/-benzo[6J7]cyclohepta[l,2-cWridazin-3-yl)-A';?-((7-(5)-pyrrolidin-I-yl)-

6,7,8,9'tetrahydro-5i7-benzo[7]annulene-2^d)-li:/-l,2)4-triazole-3J5-diamine; 

l^SJ-dihydro-SH-benzo^Jjcycloheptatl^-clpyridarin-S-y^-^-^-^-pyrroIidin-l-yl)-

6J,8,9'tetrahydro-5tf-benzo[7]annulene-2-yl)-l&l,2s4-triazole-3,5-diamine; 

l-(6,7-dihydro-5#-pyrido[2')3':6>7]cyclohepta[l)2-c]pyrida^-3-yl)-A'3-(3-fluoro-4-(4-

(pyrroHdin-l-yl)piperidin-l-yl)phenyl)-l#-l,2,4-triazoI^3)5-diamine; 

l-(6J-dihydro~5tf-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-Ar^7-(pyrrolidin-l-yI)-

6,7,8,9-tetrahydro~5#-benzo[7]annulene-l-yl)-l/M,2,4-triaz(he-3J5-diamine; 

l~(6,7-dihydro~5#-benzo[6>7]cyclohepta[l,2-c]pyridazin-3-yl)-7V'5-(7-(<S)^vrrolidin-l-yl-

6)7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-li7-l,2)4-triazole-3)5^iamine; 

l-(6,7-dihydrO'5ii/-benzo[6,7]cyclohepta[l:)2-c]pyridazin-3-yl)-A^-((75)-7-(^- \ 

butoxycarbonylamino)-6,758,9-tetrahydro-5//-benzo[7]annulene-2-yl)-li/-\2,4-

triazole-3,5-diamine; \ 

l-(6>7-dihydrO'5i7-benzo[6,7]cyclohepta[l>2-c]pyridazin-3-yl)-//5-(7-(acetamido)-6)7)8X 

tetrahydro-5//-benzo[7]annulene-2-yl)-li?-l,2J4-triazole-3)5-diamine; > 

l-(6)7-dihydrO'5/f-benzo[6)7]cyclohepta[l)2-c]pyridazin-3-yl)-A'''3-(7-((2i?)-2-
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(methoxycarbonyl)pyrrolidin-l-yl)-6,7,8,9-tetrahydro-5iif-benzo[7]animlene-2-yl)-

lJ7-l,2,4-triazole-3,5-diamine; 

d-(6)7-dihydro-5i?-benzo[6,7]cyclohepta[ls2-c]pyridazin-3~yl)-A''i-(7-(4;4-

\ difluoropiperidin-l-yI)-6,7,8>9-tetrahydro-5/f-benzo[7]annulene-2-yl)-lif-l,2>4-

\ triazole-3,5-diamine; 

l-(6,7-a8iydro-5^r-benzo[6)7]cyclohepta[l?2-c]pyridazin-3-yl)-7^-(7-

((m^oxycarbonylmethyl)(methyl)amino)-6,7,8,9-tetrahydro-5/f-

benzo[7Jannulene-2-yl)-lir-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5^benzo[6,7]cyclohepta[ls2-c]pyridazin-3-yl)-iV;3-(7-((2i?)-2-

(carboxy)pym^idin-l-yl)-6s7>8J9-tetrahydro-5i?-benzo[7]annulene-2-yl)-li?-l)2,4-

triazole-3,5-diamme; 

l-(6,7-dihydro-5#-benzo[^]cyclohepta[l,2-c]pyridazin-3-yI)-./VJ-(7-(4-

(ethoxycarbonyl)pipen&n-l-yl)-6,7,8,9-tetrahydro-5i7-benzo[7]annulene-2-yl)-l.#-

1,2,4-triazoIe-3,5-diamine5v 

l-(6,7-dihydro-5i7-benzo[6>7]cyclon^pta[ls2-c]pyridazin-3-yl)-7V;J-(7-(4-

(carboxy)piperidin-1 -yl)-6,7,8,9^trahydro-5#-benzo[7]annulene-2-yl)-1H-1,2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-^pyridazin-3-yl)-7V5-(7-

((carboxymethyl)(methyI)amino)-6,7,8,9-retrahydro-5.ff'-benzo[7]annulene-2-yl)-

l#-l,2,4-triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i?-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-(7-(4-

(etboxycarbonylmethyl)piperazin-l-yl)-6,7,8,9-tetrahydro-5if-benzo[7]annulene-2-

yl)-l#-l ,2,4-triazole-3,5-diamine; \ 

1 -(6,7-dihydro-5/f-benzo[6,7] cyclohepta[ 1,2-c]pyridazin-3 -yl)-A^-(7-(4-

(carboxymethyl)piperazin-l-yl)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-17?-

l,2,4-triazole-3}5-diamine; \ 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[l52-c]pyridazin-3-yl)-iVJ-(7-(pym^idin-l-'yl)-

6,7,8,9-tetrahydro-5^/~benzo[7]annulene-l-yl)-17?-ls2J4-triazole-3,5-ai^inine; 

l-(6)7-dihydro-5i/-benzo[6,7]cycIohepta[l32-c]pyridazin-3-yl)-//J-((75,)-7-amino!s5J7,8,9-

tetrahydro-5i7-benzo[7]annulene-2-yl)-liy-l,2,4-triazole-3,5-diamine; \ 

l-(6j-dihydro-5iT-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-iV3-((7.y)-7- \ 

(di(cyclopropylmethyl)amino)-6,7,8,9-tetrahydro-5iy-benzo[7]annulene-2-yl)-lii/'-\ 

1,2,4-triazole-3,5-diamine; 
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l-(6,7-dihydro-5#-benzo[6,7]cyclohepta[l,2-c]pyridazm--3-yl)-7V3-((7.S)-7-((2-

methylpropyl)amino)-6,7,8,9-tetrahydro-5./?-benzo[7]anmiIene-2-yl)-I.ft'-l,2,4-

triazole-3,5-diamine; 
W6J-dihydro-5#-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-iV3-((7S)-7-

\ ((propyl)amino)-6,7,8,9-tetrahydro-5i7'-benzo[7]annulene-2-yl)-li?-l,2,4-triazole-

\3,5-diamine; 

^(ej-diWiro-S^benzotfiJjcycloheptatl^-cjpyridazin-S-yl)-^-^.^-?-

(dipropylamino)-6,7,8,9-tetraIiydro-5/f-benzo[7]annulene-2-yl)-li/-l,2,4-triazQle-

3,5-diamine; 
l-(6s7-dihydro-5^benzo[6,7]cycIohepta[l?2-c]pyridazin-3-yl)-A';J-((7^-7-(diethylamino)-

6,7,8,9-tetrahydro-5.£f-benzo[7]anniilene-2-yl)-l./?-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzb[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-.N3-((75)-7-

(cyclohexylamino)-eL7,8,9-tetrahydro-5#-benzo[7Jannulene-2-yl)-l./?-l,2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5//-benzo[6,7]cyclflhepta[lJ2-c]pyridazin-3-yl)-A^-((75)-7-

(cycIopentylamino)-6,7,8,9-retrahydro-5.£/,-benzo[7]annulene-2-yl)-lii/"-l,2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i/-benzo[6;7]cyclohepta[\2-c]pyridazin-3-yl)-7VJ-((75)-7-((l-

cyclopentylethyl)amino)-6>7,8,9-tetralwdro-5^-benzo[7]annulene-2-yl)-liJ-l,2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[ls2-c]pyridazin-3-yl)-7V3-((75,)-7-(2-

propylamino)-6,7,8,9-tetrahydro-5^/'-benzo[7]anniilene-2-yl)-lif-l,2,4-triazole-3,5-

diamine; \ 
l~(6,7-dihydro-5#-benzo[6,7]cyclohepta[l,2-c]pyridazin-3^d)-.A?*-((7S)-7-({3J3-

dimethylbut-2-yl)amino)-6,7s8,9-tetrahydro-5#-benzomaimulene-2-yl)-1H-1,2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5#-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-(0{£)-7-

((cyclohexylmethyl)amino)-6,7,8,9-tetrahydro-5H-benzo[7]anni^ene-2-yl)-li/-

l,2,4-triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i:f-benzo[6,7]cyclohepta[l)2-c]pyridazin-3-yl)-iV3-((7^)-7- \ 

(di(cycIohexyImethyl)amino)-6,7,8,9-tetrahydro-5i7-benzo[7]annulene-2Vl)-l/f-

l,2,4-triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i?-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7V'3-((71S,)-7-((5-chiorotlH^n-' 
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2-yl)methyl)amino-6,7,8,9-tetrahydro-5#-benzo[7]amralene-2-yl)-l.£f-l}2,4-

triazole-3,5-diamine; 

Sl-(6,7-dihydro-5i^-benzo[6,7]cyclohepta[lJ2~c]pyridazin-3"yl)-Ar5-((75)-7-((2-

\ carboxyphenyI)methyl)amino-6,7,8,9-tetrahydro-5^T-benzo[7Jannulene-2-yl)-l^-

\ 1,2,4-triazoIe-3,5-diamiiie; 

l-(6,7-di5wdro-5if-benzo[6,7]cyclohepta[l,2-c]pyridazin~3-yl)-7/J-((71Sl)-7-((3-

bromophenyl)methyl)amino-6,7,8,9-tetrahydro-5//'-benzo[7]anmilene-2-yl)-l//'-

l,2,4-tn^zole-3,5-diamine; 

l-(6,7-diliydro-5J^benzo[6,7]cycIohepta[l)2-c]pyridazin-3-yl)-A';J-((7iS)-7-

(dimethylamiM-6,7s8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l.£Ms2,4-triazole-

3,5-diamine; \ 

1 -(6,7-dihydro-5#4)enzo[6^cyclohepta[ 1 J2-c]pyridazin-3-yl)-iV5-((7S)-7-

(cyclobutylamino)-6,7:>8^-tetrahydro-5i7-ben2o[7]annulene-2-yI)-l//-lJ2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5//-ben2:o[6,7]cycloh^ta[l,2-c]pyridazin-3-yI)-A^-((75)-7-(3-

pentylamino)-637,8,9-tetrahydro-te'-benzo[7]anniilene-2-yI)-li?»l>2,4-triazoIe-355-

diamine; \ 
l-(6J7-dihydro-5/f-benzo[6,7]cycloliepta[l,2-cJnyridazin-3-yl)-7VJ-((7i)-7"((2,2-

dimethyIpropyl)amino)-6,7,8,9-tetrahydro^/r-benzo[7]anniilene-2-yl)-l^M,2J4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i7-benzo[6,7]cyclohepta[l,2-c]pyridazir^3-yl)-7V3-((75)-7-

(di(cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5^benzo[7]annulene-2-yl)-l//'-

ls2,4-triazole-3,5-diamine; \ 

l-(6,7-dihydro-5#-benzo[6,7]cycIohepta[l,2-c]pyridazin-3~yI)-.A^(7iS)-7-

((cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5i?-benzo[7]ahjiulene-2-yl)-li7-

1,2,4-triazole-3,5-diamine; \ 

l-(6,7-dihydro-5i7-benzo[6J]cycIohepta[l52-c]pyridazin-3-yl)-iVi-((7.S)-7A^ 

(di(bicyclo[2.2.1]hept-2-en-5-ylmethyl)amino)-6s7,8,9-tetrahydro-5#-\ 

benzo[7]annulene-2-yl)-l//-l,2,4-triazoIe-3,5-diamine; \ 

l-(6,7-dihydro-5^-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-iV5-((75)-7- \ 

((bicyc!o[2.2.1 ]hept-2-en-5-ylmethyl)amino)-6,7,839-tetrahydro-5i/- \ 

benzo[7]aimulene-2-yl)-li/-l,2,4-triazoIe-3,5-diamine; 

l-(6,7-dihydro-5#-benzo[6,7]cyclohepta[l,2-c]pyridaziii-3-yl)-iV3-((7iS)-7-(3-
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methylbutylamino)-6>7,8,9-tetrahydro-57if-benzo[7]annulene-2-yl)-li:/-l)2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5#-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((7,S)-7-(di(3-

\ methylbutyl)amino)-6f7,8s94etrahydro-5#--benzo[7]annulene-2~yl)-l#~l,2,4-

\ triazole-3,5-diamine; 

I-(6sAdihydro-5iir-benzo[6,7]cyclohepta[l52-c]pyridazin-3-yl)-/V3-((71y)-7-(2-

^ylbutylamino)-6,7,8,9-tetrahydro-5#"-benzo[7]armiilene-2-yl)-liiM,2,4-triazoIe-

3,5-fctiamine; 

I'(6s7-dihydras5i7-benzo[6,7]cyclohepta[I,2-c]pyridazin-3-yl)-iV5-((7JS}-7-(but-2-

enylamin£tf-6,7,8,9-tetrahydro-5i7-beELZo[7]annulene-2-yl)-l.£M,2,4-triazole-3,5-

diamine; \ 

l-(6,7-dihydro-5i^-beniEo[6,73cyclohepta[l52-c]pyridazin-3-yl)-7V:J-((75)-7-(butyI(but-2-

enyl)amino)-6,7,8^9-tetrahydro-5H-benzo[7]annulene-2-yl)-li:/-l>2,4-triazole-3,5-

diamine; \ 

l-(6,7-dihydro-5#-pyrido[2^3^7]cyclohepta[l,2-c]pyridazin-3-yl)-iV;5-((7.S,)-7-(£-

butoxycarbonyIamino)-6,7)8,9-tetrahydro-5i?-benzo[7]annulene-2-yl)-li?-l,2,4-

triazole-3,5-diamine; \ 

l-(6,7-dihydro-5#-pyrido[2\31:6,7]cyclWpta[l,2-c]pyridazin-3-yl)-A^-((75')-7-arnino-

6/7,8,9-tetrahydro-5#-benzo[7]annTilene-2-yl)-l.tf-l,2,4-triazole-3,5-diamine; 

l^J-dihydro-S/f-pyridop'^'^^Jcycloheptkn^-^pyridazin-S-yO-T^-^.S)-?-

(dimethylamino)-6,7,8,9~tetrahydro-5#-lWzo[7]annulene-2-yl)-l#-l,2,4-triazole-

3,5-diamine; \ 

l-(6,7-dihydro-5H-pyrido[2,,31:6,7]cyclohepta[l,2-c]p^ndazin-3-yl)-A'5-((75)-7-

(diethylamino)-6,7,8,9-tetrahydro-5#-benzo[7]ammlene-2-yl)-l.#-l.,2,4-triazole-

3,5-diamine; \ 

l-(6,7-dihydro-5H'-pyrido[2,,3':6,7]cycIohepta[l52-c]pyridaziii^-yl)-iV;J-((75)-7-

(dipropylamino)-6,7,8,9-tetrahydro-5i7-benzo[7]annuleneV-yl)-li/-l,2,4-triazole-

3,5-diamine; \ 

l-(6,7-dihydro-5JY-pyrido[2I,3l:6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^i((71?)-7-

(di(cyclopropylmethyI)amino)-6,798,9-tetrahydro-5#-benzo[7]annutene-2-yl)-l#-

l,2,4-triazole-3,5-diamine; \ 

1 -(6,7-dihydro-5#~pyrido[2',36,7] cyclohepta[ 1,2-c]pyridazin-3-yI)-^-((75^-7Hyi(3 -

methylbutyl)amino)-6,7,8s9-tetrahydro-5.£/'-benzo[7]anniiIene-2-yl)-l//'-l,2X 
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triazole-3,5-diamine; 

l-(6,7-dihydro-5#-pyrido[2\3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-jV3-((75)-7-

v (cyclobutylamino)-6,7,8,9-tetrahydro-5.£f-benzo[7]annulene-2-yl)-l.ft'-l,2,4-

\ triazole-3,5-diamine; 

l-(^-dihydro-5i!/-pyrido[2,;3,:637]cyclohepta[l,2-c]pyridazin-3-yl)~A':J-((763-7-

iJcycIohexylamino)-6,7,859-tetrahydro-577-benzo[7]annulene-2-yl)-li7-l,2,4-

triaft>le-3,5-diamine; 

l-(6;7-dihydr^5i7-pyrido[21,3':6,7]cyclohepta[l)2-c]pyridazin-3-yl)-7V5-((75)-7-

((methylethyl)amino)-6)7>8,9-tetrahydro-5i/-benzo[7]annuIene-2-yi)-li^-l,2,4-

triazole-3,5-8iamine; 

l-(6,7-dihydro-5H-pyT^o[2',3':6,7]cycloliepta[l,2-c]pyridazm-3-y])-Ar5-((75)-7-

(cyclopentylaminoV6,7,8,9-tetrahydro-5iy-benzo[7]annulene-2-yl)-l.£f-l,2,4-

triazole-3,5~diamine; and 

l-(6,7-dihydro-5i7-pyrido[2,,3,X7]cyclohepta[l,2-c]pyridazm-3-yl)-A^-((7^)-7-(2-

butylamino)-6,7)8,9-tetrahy^ro-5/f-benzo[7]annuIene-2-yl)-17/-l,2>4-triazole-3,5-
diamine. \ 

3. The use according to any on^of Claims 1 or 2 wherein the one or more 
chemotherapeutic agents is selected from the gtoup 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-groovXbinding compounds, vinca 

alkyloids, taxanes, antitumor antibiotics, hormones, aromaf^se inhibitors, enzymes, growth 

factor receptors antibodies, cytokines, cell surface markers antibodies, HDAC inhibitors, 

HSP 90 inhibitors, BCL-2 inhibitors, mTOR inhibitors, proteasonae inhibitors and 

monoclonal antibodies. \ 

4. The use according to Claim 3 wherein the one or more chehiotherapeutic 

agents is selected from the group consisting of mechlorothamine, cyclophosphamide, 

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, \ 
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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, 

t^potecan, irinotecan, camptothecin, axtinib, bosutinib, cediranib, dasatinib, erlotinib, 

geminib, imatinib, lapatinib, lestaurtinib, nilotinib, semaxanib, sunitinib, vandetanib, 

vatalanib, anti-Her2 antibodies, interferon-a, interferon-y, interleukin-2, GM-CSF, 

anti-CTlX-4 antibodies, rituximab, anti-CD33 antibodies, MGCD0103, vorinostat, 17-

AAG, thalidomide, lenalidomide, rapamycin, CCI-779, sorafenib, doxorubicine, 

gemcitabine, melphalan, bortezomib, NPI052, gemtuzumab, alemtuzumab, ibritumomab 

tiuxaetan, tositumomab, iodine-131 tositumomab, trastuzumab, bevacizumab, rituximab, 

and anti-TRAIL deatKreceptor antibodies. 

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

6. Use of an Axl inhibitor ui the manufacture of a medicament for preventing, 

treating or managing cancer in a patient by concurrent or sequential administration with 
one or more chemotherapeutic agents, wherein the Axl inhibitor is a compound of 

formula (I): \ 

R3 

wherein: \ 

R1, R4 and R5 are each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, aryl, aralkyl, -C(0)R8, -C(0)N(R6)R7, and -C^=NR6)N(R6)R7; 
A ^ \ 

R and R are each independently a polycyclic heteroaryl containing mbre than 14 ring 

atoms optionally substituted by one or more substituents selected srom the group 

consisting of oxo, thioxo, cyano, nitro, halo, haloalkyl, alkyl, optionally substituted 

cycloalkyl, optionally substituted cycloalkylalkyl, optionally substituteovaryl, 

optionally substituted aralkyl, optionally substituted heteroaryl, optionally\ 

substituted heterocyclyl, -R9-OR8, -R9-O-R,0-OR8, -R9-O-Rl0-O-RI0-OR8, \ 
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-R9-O-R10-CN, -R9-O-R10-C(O)OR8, -R9-O-R10-C(O)N(R6)R7, -R9-O-RI0-S(O)PR8 

(wherep is 0,1 or 2), -R9-O-R10-N(R6)R7, -R9-O-RI0-C(NRn)N(Rn)H, 

y -R9-0C(0)-R8, -R9-N(R6)R7, -R9-C(0)R8, -R9-C(0)0R8, -R9-C(0)N(R6)R7, 

\ -R9-N(R6)C(0)0Rs, -R9-N(R6)C(0)RS, -R9-N(R6)S(0)tR8 (where t is 1 or 2), 

\ -R9-S(0)t0R8 (where t is 1 or 2), -R9-S(0)pR8 (where p is 0,1 or 2), and 

V9-S(0)tN(R6)R7 (where t is 1 or 2); 

or R2 is a jMycyclic heteroaryl containing more than 14 ring atoms as described above and 

R3 is selected from the group consisting of aryl and heteroaryl, where the aryl and 

the heteroSryl are each independently optionally substituted by one or more 

substitutents\elected 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, optionall^substituted heterocyclyl, optionally substituted 

heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted 

heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted 

heteroarylalkyl, optionally substitutettheteroarylalkenyl, optionally substituted 

heteroarylalkynyl, -R,3-OR12, -R13-OC(VR12, -Rl3-0-R14-N(R12)2, 

-R13-N(RI2)-R14-N(R12)2J -R13-N(R12)-R14\RI2)2, -R13-N(R12)2, -RI3-C(0)RI2, 

-R13-C(0)0R12, -R13-C(0)N(R12)2, -R,3-C(0)\RI2)-R14-N(R12)R13, 

-RI3-C(0)N(R12)-RI4-0RI2,-RI3-N(R12)C(0)0R\-R13-N(R12)C(0)R12, 

-RI3-N(R12)S(0)tR12 (where t is 1 or 2), -RI3-S(0),0k/2 (where t is 1 or 2), 

-R13-S(0)PR12 (where p is 0,1 or 2), and -R13-S(0)[N(Ri^2 (where t is I or 2); 
/J \ or R is a polycyclic heteroaryl containing more than 14 ring atonies described above, and 

R2 is selected from the group consisting of aryl and heteroarylWhere the aryl and 

the heteroaTyl are each independently optionally substituted by one or more 

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

haloalkyl, haloalkenyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionallVsubstituted 

aryl, optionally substituted aralkyl, optionally substituted aralkenyl, optiorcdly 

substituted aralkynyl, optionally substituted cycloalkyl, optionally substitutecK 

cycloalkylalkyl, optionally substituted cycloalkylalkenyl, optionally substituted \ 

cycloalkylalkynyl, optionally substituted heterocyclyl, optionally substituted \ 
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heterocyclylalkyl, optionally substituted heterocyclylalkenyl, optionally substituted 

heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted 

. heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally substituted 

\ heteroarylalkynyl, -R13-OR12, -R13-OC(0)-R12, -Rl3-0-R14-N(Rl2)2, 

\ -R13-N(R12)-R14-N(R12)2, -R13-N(R'2)-R14-N(R12)2, -R13-N(R12)2, -R13-C(0)R12, 

\R13-C(0)0R12, -R13-C(0)N(R,2)2, -R13-C(0)N(RI2)-R,4-N(R12)R13, 

-]W-C(0)N(RI2)-R14-0RI2, -R13-N(RI2)C(0)0R12, -R13-N(Rl2)C(0)R12, 

-R^-toR'^S^R12 (where t is 1 or 2), -RI3-S(0)t0R12 (where t is 1 or 2), 

-R13-S(Ojtr,R12 (where p is 0,1 or 2), and -R13-S(0)tN(R12)2 (where t is 1 or 2); 
/ 7 \ each R and R is independently selected from the group consisting of hydrogen, alkyl, 

alkenyl, alkyrm, haloalkyl, haloalkenyl, haloalkynyl, hydroxyalkyl, 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,Nationally substituted heteroaryl, optionally 

substituted heteroarylalkyl, optionally substituted heteroarylalkenyl, optionally 

substituted heteroarylalkynyl, -R^-OK8 -R10-CN, -R10-NO2, -R10-N(RS)2, 

-RI0-C(O)OR8 and -R10-C(O)N(R8)2, or jW R6 and R7, together with the common 

nitrogen to which they are both attached, form an optionally substituted N-

heteroaryl or an optionally substituted N-heterocyclyl; 

each R8 is independently selected from the group consistlhg 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 heterooyclylalkyl, 

optionally substituted heterocyclylalkenyl, optionally substituted \ 

heterocyclylalkynyl, optionally substituted heteroaryl, optionally substituted 

heteroarylalkyl, optionally substituted heteroarylalkenyl, and optionally substituted 

het ero aryl alkynyl; \ 

each R9 is independently selected from the group consisting of a direct bond, an optionally 
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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; 

each R10 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 

chains 

each Rl 1 is independently selected from the group consisting of hydrogen, alkyl, cyano, 

nitro and -OR8; 

each R12 is independently selected from the group consisting of hydrogen, alkyl, alkenyl, 

haloalkyl, optionally substituted cycloalkyl, optionally substituted cycloalkylalkyl, 

optionally substituteo^aryl, optionally substituted aralkyl, optionally substituted 

heterocyclyl, optionally substituted heterocyclylalkyl, optionally substituted 

heteroaryl, optionally subsisted heteroarylalkyl, -R10-OR8, -R10-CN, -R10-NO2, 

-R10-N(R8)2, -R10-C(O)OR8 ajKk-R10-C(O)N(R8)2, or two R12\ together with the 

common nitrogen to which they ars both attached, form an optionally substituted N-
heterocyclyl or an optionally substituted jV-heteroaryl; 

each R13 is independently selected from the grouR consisting of a direct bond, an optionally 

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

each R14 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. \ 
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CLAIMS: 

1. Use of an Axl inhibitor and one or more chemotherapeutic agents in the 

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

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

R1, R4 and R5 are each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, aryl, aralkyl, -C(0)R8, -C(0)N(R6)R7, and -C(=NR6)N(R6)R7; 

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, -R9-OR8, -R9-O-R10-OR8, -R9-O-R10-O-R10-OR8, 

-R9-O-RI0-CN, -R9-O-R10-C(O)OR8, -R9-O-R10-C(O)N(R6)R7, -R9-O-R10-S(O)PR8 

(where p is 0, 1 or 2), -R9-O-R10-N(R6)R7, -R9-O-R10-C(NRn)N(RH)H, 

-R9-0C(0)-R8, -R9-N(R6)R7, -R9-C(0)RS, -R9-C(0)0R8, -R9-C(0)N(R6)R7, 

-R9-N(R6)C(0)0R8, -R9-N(R6)C(0)R8, -R9-N(R6)S(0)tR8 (where t is 1 or 2), 

-R9-S(0)£0R8 (where t is 1 or 2), -R9-S(0)pR8 (where p is 0, 1 or 2), and 

-R9-S(0)tN(R6)R7 (where t is 1 or 2); 

or R2 is a polycyclic heteroaryl containing more than 14 ring atoms as described above and 

R3 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 

R3 

N-l-N 

(I) 

wherein: 
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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, -Rn-OR12, -R13-0C(0)-R12, -R13-0-R14-N(R12)2, 

-R13-N(R12)-R14-N(R12)2, -R13-N(R12)-R14-N(RI2)2, -R13-N(R12)2, -R13-C(0)R12, 

-R13-C(0)0R12, -R13-C(0)N(R12)2, -R13-C(0)N(R12)-R14-N(R12)R13, 

-R13-C(0)N(R12)-R14-0R12, -RI3-N(R12)C(0)0R12, -Rl3-N(R12)C(0)R12, 

-R13-N(R12)S(0),R12 (where t is 1 or 2), -R13-S(0),0R12 (where t is 1 or 2), 

-R13-S(0)PR12 (where p is 0, 1 or 2), and -R13-S(0)tN(R12)2 (where t is 1 or 2); 

or R3 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, -R13-OR12, -R13-0C(0)-R12, -R13-0-R14-N(Rl2)2, 

-R13-N(R12)-R14-N(R12)2, -R13-N(R12)-R14-N(R12)2, -R13-N(RI2)2, -R13-C(0)R12, 

-R13-C(0)0R12, -R13-C(0)N(R12)2, -R13-C(0)N(RI2)-R14-N(R12)R13, 

-R13-C(0)N(R12)-R14-0R12,-R13-N(R12)C(0)0R12,-R13-N(R12)C(0)R12, 

-RI3-N(RI2)S(0),R12 (where t is 1 or 2), -R13-S(0),0R12 (where t is 1 or 2), 

-R13-S(0)pR12 (where p is 0, 1 or 2), and -R13-S(0)tN(R12)2 (where t is 1 or 2); 

each R6 and R7 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, -R10-OR8, -R10-CN, -R10-NO2, -RI0-N(R8)2, 

-Rl0-C(O)OR8 and -R10-C(O)N(R3)2, or any R6 and R7, together with the common 

nitrogen to which they are both attached, form an optionally substituted N-

heteroaryl or an optionally substituted N-heterocyclyl; 

each R8 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 R9 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 R10 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 R11 is independently selected from the group consisting of hydrogen, alkyl, cyano, 

nitro and -OR8; 

each R12 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, -R10-OR8, -R10-CN, -R10-NO2, 

-Rl0-N(R8)2, -R10-C(O)OR8 and -R10-C(O)N(R8)2, or two R12'5, together with the 

common nitrogen to which they are both attached, form an optionally substituted N-

heterocyclyl or an optionally substituted iV-heteroaryl; 

each R13 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 R14 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-5/i/-benzo[6,7]cyclohepta[ 1,2-c]pyridazin-3-yl)-A^-(7-(pyrrolidin-l -yl)-

6,7,8,9-tetrahydro-5f/-benzo[7]annulene-2-yl)-l#-l,2,4-triazole-3,5-diamine; 

l-(6,7"dihydro-5//Lbenzo[6,7]cyclohepta[l,2-c]pyrida2in-3-yl)-7^-((7-(5)-pyrrolidin-l-yl)-

6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7V5-((7-(7?)-pyrrolidin-l-yl)-

6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-li:/-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5H-pyrido[2,,3':6,7]cyclohepta[l,2-c]pyridazm-3-yl)-iV:?-(3-fluoro-4-(4-

(pyrrolidin-1 -yl)piperidin-l -yl)phenyl)-\H-\,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-Af5-(7-(pyrrolidin-l-yl)-

6,7,8,9-tetrahydro-5i:/-benzo[7]annulene-l-yl)-l//-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-(7-(1$f)-pyrroIidin-l-yl-

6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7VJ-((75)-7-(^-

butoxycarbonylamino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-li/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5H-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-(7-(acetamido)-6,7,8,9-

tetrahydro-5//-benzo[7]annulene-2-yl)-li/-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-Ari-(7-((2i?)-2-
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(methoxycarbonyl)pyrrolidin-l-yl)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-

1H-1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5K-benzo[6,7]cyclohepta[l,2-c]pyridazm-3-yl)-iV5-(7-(4,4-

difluoropiperidin-l-yl)-6,7,8,9-tetrahydro-5#-benzo[7]annulene-2-yl)-l/7-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-jVJ-(7-

((methoxycarbonylmethyl)(methyl)amino)-6,7,8,9-tetrahydro-5//-

benzo[7]annulene-2-yl)-li/-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5H-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-iVi -(l-({2R)-2-

(carboxy)pyrrolidin-l-yl)-6,7,8,9-tetrahydro-5#-benzo[7]annulene-2-yl)-l//-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5H-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-(7-(4-

(ethoxycarbonyl)piperidin-l-yl)-6,7,8,9-tetrahydro-5/f-benzo[7]annulene-2-yl)-l//-

l,2,4-triazole-3,5-diamine; 

1 -(6,7-dihydro-5//-benzo[6,7]cyclohepta[l ,2-c]pyridazin-3-yl)-iVJ -(7-(4-

(carboxy)piperidin-l-yl)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-

triazole-3,5-diamine; 

1 -(6,7-dihydro-5i/-benzo[6,7]cyclohepta[ 1 ̂ -^pyridazin-S-yl)-^-^-

((carboxymethyl)(methyl)amino)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-

1//-1,2,4-triazole-3,5-diamine; 

l"(6,7-dihydro-5H-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-Ar'?-(7-(4-

(ethoxycarbonylmethyl)piperazin-l-yl)-6,7,8,9-tetrahydro-5./f-benzo[7]annulene-2-

yl)-l//-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7V'J-(7-(4-

(carboxymethyl)piperazin-l-yl)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-lii/'-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A''i-(7-(pyrrolidin-l-yl)-

6,7,8,9-tetrahydro-5#-benzo[7]annulene-l-yl)-l//-l, 2,-4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((7,S)-7-amino-6,7,8?9-

tetrahydro-5//-benzo[7]annulene-2-yl)-l#-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5f/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-

(di(cyclopropylmethyl)amino)-6,7,8,9-tetrahydro-5//--benzo[7]annulene-2-yl)-l//-

1,2,4-triazole-3,5-diamine; 
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l-(6,7-dihydro-5if-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-VV"J-((71S)-7-((2-

methylpropyl)amino)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-l/f-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7VJ-((71S)-7-

((propyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-

3,5-diamine; 

1 -(6,7-dihydro-5//-benzo[6,7]cyclohepta[l ,2-c]pyridazin-3-yl)-A^-((75)-7-

(dipropylamino)-6,7,8,9-tetrahydro-5i?-benzo[7]annulene-2-yl)-l/?-l,2,4-triazole-

3,5-diamine; 

l-(6,7-dihydro-5^-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A?;J-((75}-7-(diethylamino)-

6,7,8,9-tetrahydro-5i:/-benzo[7]annulene-2-yl)-l/7;-l,2,4-triazole-3,5-diamine; 

l-(6,7"dihydro-5i/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7^J-((75)-7-

(cyclohexylamino)-6,7,8,9-tetrahydro-5#-benzo[7]annulene-2-yl)-l.f/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-

(cyclopentylamino)-6,7,8,9-tetrahydro-5.H-benzo[7]annulene-2-yl)-lH-l,2,4-

triazole-3,5-diamine; 

1-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l ,2-c]pyridazin-3-yl)"A^-((75)-7-((l-

cyclopentylethyl)amino)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-lf/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-./V:?-((7S)-7-(2-

propylamino)-6,7,8?9-tetrahydro-5H-benzo[7]annulene-2-yl)-l/f-l,2,4-triazole-3,5-

diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7Vi-((75)-7-((3,3-

dimethylbut-2-yl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-lH-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A'''J-((71S)"7-

((cyclohexylmethyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro~5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-jV?-((75)-7-

(di(cyclohexylmethyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l.£/-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5^-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-((5--chlorothien-
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2-yl)methyl)amino-6,7,8,9-tetrahydro-5tf-benzo[7]annulene-2-yl)-lj:/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((76}-7-((2-

carboxyphenyl)methyl)amino-6,7,8,9-tetrahydro-5.£f-benzo[7]annulene-2-yl)-lif-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7VJ-((71S')-7-((3-

bromophenyl)methyl)amino-6,7,8,9-tetrahydro-5#-benzo[7]annulene-2-yl)-l//-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5if-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-iV5-((7£)-7-

(dimethylamino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-li/-l,2,4-triazole-

3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((76)-7-

(cyclobutylamino)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-l//-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-iV3-((7.S)-7-(3-

pentylamino)-6,7,8,9-tetrahydro-5i?-benzo[7]amuilene-2-yl)-lH-l,2,4-triazole-3,5-

diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-ArJ-((76)-7-((2,2-

dimethylpropyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l.£f-l,2,4-

triazole-3,5-diamine; 

l-(637-dihydro-5K-benzo[6,7]cyclohepta[l)2-c]pyridazin-3-yl)-iV5-((7Sl)-7-

(di(cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l#-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-Ari-((71S)-7-

((cyclopentylmethyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-

(di(bicyclo[2.2.1]hept-2-en-5-ylmethyl)amino)-6,7,8,9-tetrahydro-5/f-

benzo[7]annulene-2-yl)-l#-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5i/-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-

((bicyclo[2.2.1]hept-2-en-5-ylmethyl)amino)-6,7,8,9-tetrahydro-5/f-

benzo[7]annulene-2-yl)-1H-1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydTO-5if-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-y])-jVJ-((7S)-7-(3-
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methylbutylamino)-6,7,8,9-tetrahydro-5^T-beii2o[7]annulene-2-yl)-l//-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5i7-benzo[6,7]cycIohepta[l,2-c]pyridazin-3-yl)-iVJ-((71S)-7-(di(3-

methylbutyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l.#-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7V:?-((75)-7-(2-

ethylbutylamino)-6,7,8,9-tetrahydro-5i:/-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-

3,5-diamine; 

l-(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A''J-((75)-7-(but-2-

enylamino)-6,7,8,9-tetrahydro-5.£/-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-3,5-

diamine; 

l-(6,7"dihydro-5//"-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7VJ-((7>S)-7-(butyl(but-2-

enyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-3,5-

diamine; 

l-(6,7-dihydro-5i/-pyrido[2,,3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-jV5-((7<S)-7-(f-

butoxycarbonylamino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-li:/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5i/-pyrido[2^3\-6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((7S)-7-amino-

6,7,8,9-tetrahydro-5/f-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2'J3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-jV'?-((75)-7-

(dimethylamino)-6,7,8,9-tetrahydro-5.£/-benzo[7]annulene-2-yl)-l/f-l,2,4-triazole-

3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2,,3,:6,7]cyclohepta[l,2-c]pyridazin-3-yl)-Ari-((75)-7-

(diethylamino)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-l//-l,2,4-triazole-

3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2',3,:6,7]cyclohepta[l,2-c]pyridazin-3-yl)-./V'i-((7S')-7-

(dipropylamino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l#-l,2,4-triazole-

3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2',3,:6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-

(di(cyclopropylmethyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-lf/-

1,2,4-triazole-3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2',3,:6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((75)-7-(di(3-

methyIbutyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-
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triazole-3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2,,3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-A^-((71S)-7-

(cyclobutylamino)-6,7,8,9-tetrahydro-5.ff-benzo[7]annulene-2-yl)-li:/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2,,3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7^-((7lS)-7-

(cyclohexylamino)-6,7,8,9-tetrahydro-5i:/-benzo[7]annulene-2-yl)-lj:/-l,2,4-

triazole-3,5-diamine; 

l-(6,7-dihydro-5//-pyrido[2,,3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7VJ-((75)-7-

((methylethyl)amino)-6,7,8,9-tetrahydro-5//-benzo[7]annulene-2-yl)-l//-l,2,4-

triazole-3,5-diamine; 

l"(6,7-dihydro-5//-pyrido[2',3,:6,7]cyclohepta[l,2-c]pyridazin-3-yl)-7V5-((7iS)-7-

(cyclopentylamino)-6,7,8,9-tetrahydro-5H-benzo[7]annulene-2-yl)-l//-l,2,4-

triazole-3,5-diamine; and 

l-(6,7-dihydTO-5//-pyrido[2,J3':6,7]cyclohepta[l,2-c]pyridazin-3-yl)-JV3-((7S)-7-(2-

butylamino)-6,7,8,9-tetrahydro-5i/-benzo[7]annulene-2-yl)-l.#-l,2,4-triazole-3,5-

diamine. 

3. The use according to Claim 1 wherein the compound of formula (I) is 1-

(6,7-dihydro-5//-benzo[6,7]cyclohepta[l,2-c]pyridazin-3-yl)-ArJ-((7-(S)-pyrrolidin-l-yl)-

6,7,8,9-tetrahydro-5#-benzo[7]annulene-2-yl)-l//-l,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-a, interferon-y, interleukin-2, GM-CSF, 

anti-CTLA-4 antibodies, rituximab, anti-CD33 antibodies, MGCD0103, vorinostat, 17-

AAG, thalidomide, lenalidomide, rapamycin, CCI-779, sorafenib, doxorubicine, 

gemcitabine, melphalan, bortezomib, NPI052, 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. 

154 


