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Claims

LA éompound selected from Formula I:
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]
A
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and stereoisomers, geometric isomers, tautomers, or pharmaceutighlly acceptable salts thereof,

wherein:

2" isCR'orN;

7z isCR?orN;

z} s CR3 or N;

Z' s CR*or N;

where (i) X' is Nand X2 is S, (iii) X' is CR” gl X2 is S, (iv) X' is S and X% is CR; and X is
NR?, (vii) X' is CR” and X? is O, (viif X' is O and X2 s CRY, (ix) X" is CR” and X% s
CR™,, (x) X' is CR), and X2 is ZR7; (xi) X' is N and X2 is O, or (xif) X' is O and X2 is
N; 4

R' s selected from H, F, CI, Byfl, ~CN, ~CF3, =NO;, and Cy~Cy alkyl;

R* R, R* and R” are independently selected from H, F, ClL, Br, I, -CN, ~COR'®, ~CO,R™®
~C(=0)NR')OR", AC(=NR'ONR'R"!, ~C(=0)NRIPR "' ~NO,, -NR'R'
~NR"C(=0)R"’, AR™2C(=0)0OR !, ~NRZCEOINR'RY, -NR2C(=0)(C,~Cy alkyl-
ene)NR'R", AR'*(C,-C;, alkylene)NR R, ~NR'(Cy-Cy; alkylene)OR'®, -NR'(C)-

RPC=O)R", -C=0INR'(C,~Cy, alkylene)R'°, Ci~Cyp alkyl, C,~Cy alkenyl, Cy-Cg

ynyl, C3~Cy, carbocyclyl, Co~Cag heterocyclyl, Co—Csg aryl, C;—~Cyq heteroaryl,

/ —(C3-Cpy carbocyclyl}-(Ci—Cy; alkyl), —(Cy-Cag heterocyely)—(C1~Cy, alkyl), ~(Cg~Cqp
aryl)—(C,~Cy; alkyl), —(C;=Caq heteroaryl)~(C)—Cy; alkyl), —(C;~Cy, atkylene)~(C3—Cy,
carbocyelyl), ~(Cy~Ci5 alkylene)~(Cs-Cag heterocyelyl), (Cy-Ci, alkylene)—(Cy~Cay
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heterocyclyl)~(Co~Cag heterocyelyl), ~(C1—Cha alkylene)—(Cy~Cyp heterocyclyl)~(Cs—
‘carbacyelyl), ~(C1-C)s a[kylene)é-(Cngo heierocyclyl)—-C(-’—“O)—(C2~Czo heterocyclyl),
—(Cy~Cyz alkylene)~(Cy~Cyg heteroaryl), -(C;~Cy2 alkylene)~(C,~Cag hﬁterocy /1)~
(C1=Cya alkyl), ~(Ci~Cy; alkylene)~(Ce~Cap aryl)ﬂ(C‘;»sz alkyl), ~(Cy~C) ot y!ene)w
(Ci—Cyp heteroaryi%(C}»C; 2 alkyl), ~(C~Cy; alkylene)~C(=0)~(C3~Cag 4 teroc'ycfyi),
~(C~C12 alkylene)C(=0)OR ™, ~(C~Cy, alkylene)-NR'°R", —(C,~C Iky!-
ene)NR *C(=0)R"", «(C~C,, alkylene)OR'®, ~(C1=Cy alkylene)- RI-(C1-Cy, alkyl-
ene)~(C;~-C20 heteroaryl), »(C1~C;g aikylene)—Nva—(Cl—C;z allylene)~(C,~Cyy hetero-
cyciyh), ~(Ci~Ciz alkylene)-NR'~(C\~Cy, alkylene)-NHC )»(C,~020 heteroaryl),
' ~(C1-Cy3 alkylene)~(Cy-Cy heterocyelyl)-NR'R", and/(C\~C\s alkylene)—(Cy~Ca
heterocycly)—(C)—Cyy alky)-NRIR™
where alkyl, alkenyl, alkynyl, alkylene, carbocyelyl, hetg ocyclyl, aryl, and heteroary! are
optnonally substituted with one or more groups fMdependently selected from F, Cl, Br, 1,
R'°, SR’O =8(0)2R"®, ~S(OLNR'R", -NPAR!!, -NR™2C(O)R"®, ~CO,R'®, -C(O)R"’,
~CONR'R", oxo, and ~OR'"; 7 ' '
A is selected from wC(xO)NRSRS, - 6, Cs~Cap aryl, Co—Cyy heterocyclyl and C—Cayyp
heteroaryl wherein aryl, heterocyglyl and heteroaryl are optionally substituted with one or
more groups independently se)oted from F, Cl, Br, I, -CN, -COR1°, wCOsz,
~CEOINROR, ~CEHRINR R, ~C(=0)NR R, -NO,, -NRPR!"
~NR'*C(=0)R"®, ~NR(=0)OR", ~NR"*C(=0)NR %R} ~NRPC(=0)(C)~C alkyl-
ene)NR R, -NRHYC,~Cp» alkylene)NR'°R"", -NR%(C,~Cy, alkylene)OR”, -NR'(C,-
Cpaalkylene) C)NR RY, ~OR', ~8(0);R'%, ~C(=0INR'(C,~C,; alkylene)NR R Y
~C(=O)NR'%C~Cy; alkylene)NR °C(=0)OR !, ~C(=0NR'Y(C~C}, alkyl-
ene)NRA=0)R"", -C(=0)NR"(C;~Cy alkylene)R ", C;-Cy alkyl, Cp—Cy alkenyl, C,~Cy
alkynyf; C3—Cy; carbocyelyl, C;-Cyp heterocyelyl, Co—Cag aryl, C\~Cy heteroaryl,
—((4~C)z carbocyclyl)~(C~C), alkyl), —(Ca—~Cap hcterocyclyl)~(€;-€;z alky!), ~(Ce~Cap
ryl)—(C—Cyy alkyl), (Ci—Cao heteroary[)~(C;-Cy3 alkyl), ~(C;~Cy, alkylene)—(Cy-C;,
carbocyclyl), ~(C~C, a?ky}ene}{crczo heterocyclyl), (C~C; alkylene)—(Cy~Cayp
heterocyclyl)-(Cy~Cao heterocyclyl), -(Cy~Cy alkylene)—(Cy—Cap heterocyclyl)~(Cs~C);
carbocyclyl), ~(Cy~Cia alkyvleene);(Cngg heterocycly)~C(=0)~(Cy~Cyq heterocyclyl), .
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—(Cy~C; alkylene)~(Cy~Cag heteroaryl), -(Cy~Cy, alkylene)~(Cy~Cyp heterocyclyl)-
(Ci=Ciz alkyl), ~(Cy~Cy; alkylene)~(Ce~Cao aryl)—(Cy~C5 alkyl), «(C1—Cra alkylene 4

ene)NR'2C(=0)R'"%, -(C~C1 alkylene)OR'®, (C)~Cyy alkylene)-NR O-(GALCys alkyl.
ene)~(C1~Cyo heteroaryl), ~(C~Ciz alkylene)-NR'°~(C,-C1; alkylene)C)-Cap hetero-
eyelyl), ~(C1-Cyz alkylene)-NR '°—~(C,~Cyy alkylene)-NHC(=0)}~((f~Cyq heteroaryl),
~(C1-Cy3 alkylene)~(Co-Cao heterocyclyl)-NR'°R", and —(C;~@f2 alkylene)~(Co-Cao
heterocyclyl)—(Cy—Cy, alkyl)-NR 'R,

where alkyl, alkenyl, alkynyl, alkylene, éarbocyclyl, heterocyclyl, aryl, and heteroaryl are
optionally substituted with one or more groups indepepdently selected from F, Cl, Br, I,
R'®, ~8R'%, ~S(0RR", -NR'R"!, -NRCOR'S, LLOR'®, ~C(OIR®, ~CONR'R!, and

' '

-OR'Y,

R® s selected from H and Ci-Ciz alky! optional}§ substituted with one or more groups
independently selected from F, Cl, Br, I, ZACN, ~CO,H, ~CONH,, ~-CONHCHs, ~NHj,
~NO,, -N(CHj),, ~NHCOCH;, ~NH{0),CH;, —OH, ~OCH,, ~OCH,CH;, ~S5(0),NH,,
and —S(0)CHs; ‘

R® s selected from Ci~Cyy alkyl, £3-Cyy carboeyclyl, Co-Cag heterocyelyl, C;—~Cag heteroaryl,
and Cg-Cag aryl, each of wifich are optionally substituted with one or more groups inde-
pendently selected from/f, Cl, Br, 1, ~CHs, ~CH,OH, -CH;CgHs, —CN, ~CF3, ~CO,H,
—«C(O)Cﬁ’g, —~NHjz, -0y, ~N(CHz)z, -NHCOCHj3, ;—NHS(O)2CI{3, ~0OH, oxo, ~OCHs,
~OCH;CHs, ~8(@):NH,, —S(0),CH;3, ~C(=0)NR'(C,-C;; alkylene)NR'°R", phenyl,

3-one, gyrrolidin-1-yl, thiomorpholin-4-yl, S-dioxothiomorphofin-4-yl, -C=CRY, -
CH#CHR", and ~C(=0)NR 'R |
or R? #hd R® together with the nitrogen atom to which they are attached form Cy—Cyo heterocyelyl
or Cy~Cyp heteroaryl, optionally substituted with one or more groups selected from F, Cl,
Br, I, ~CHjs, ~C(CHj)3, -CH,0H, -CH;CH;OH, wCHgCgHs, pyridin-2-yi, 6-methyl-pyridin-
2-yl, pyridin-4-yl, pyridin-3-yl, pyrimidin«E»y!, pyrazin-2-yl, tetrahydro-furan-carbonyl, 2-
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methoxy-phenyl, benzoyl, cyclopropylmethyl, (tetra-furan-2-yl)methyl, 2,6-dimethyl-
morpholin-4-yl, 4-methyl-piperazine-carbonyl, pyrrolidine- I -carbonyl, cyclo- ‘
propanecarbonyl, 2,4-difluoro-phenyl, pyridin-2-ylmethyl, morpholin-4~yl, -CN, -€F;,
~-COH, —CONH;, ~CONHCH;, -CON(CHjy),, -COCF;, ~COCHS3, -COCH(CH 3)2, ~NQ,,
~NHCHj3, ~N(CH3)z, ~N(CH2CHj3)s, —NHCOCHx, ~NCH;LOCH3 ~NHS( (.CH;, ~OH,
~QOCH;3, ~OCH,CH;, ~-CH,OCH;, -CH,CH,0CH,S, ~CH28(O)2NHCH;, 7 H;;S(O)gCHgCH;,
~3(0)2NHCH3, -5(0)2CH,CH3, -8(0),NHy, -S(0);N(CH;3); and —S¢0),CH;;

R® s selected from H and C,- Cy alkyl; :

R R” and R are independently sciected from H, C,~C), alkyl, —¢ ,mc,z alkylene)~{Cy~Cyy
heterocyelyl), ~(C1—Cia glkyiene%(cﬁ-Cgo aryh), -(Cy~C, all<ylene)—-(Cg-C;z carbocyclyl),
Ca~Cg alkenyl, C;—Cg alkynyl, C3~Cyy carbocyelyl, CoCyg heterocyclyl, Cs~Cy aryl, and
Cy—Cyp heteroaryl, each of which are optionally subgfituted with one or more groups inde- -

pendently selected from F, Cl, Br, I, ~‘CH;, ~CHfCH3, ~CH(CH,),, ~CH,0H, -CH,0OCH;,

~CH;CH>OH, -C(CH;),OH, ~CH,C(CH3),Q#, -~CH,CH(CH,;)OH, ~CH,CO,H,
~CHyCO2CH3, ~CHaNH,, ~(CHy)aN(CHl, ~CH,CsHs, ~CN, ~CF3, ~CO,H, ~C(O)CH,,
~C(O)CH(OH)CH3, —~CO,CH3, ~COME , ~CONHCH;, ~CON(CH;), —C(CH3),CONH,,
~NH, -NO2, -N{CH}, ~N(CH;3)#(CH;),CONH,, -N(CH3)CH,CH,S$(0),CH;,
~NHCOCH;, ~NHS(0),CHs, 70 (ox0), -OH, ~OCH3, -OCH,CHj, ~OCH,CH,0H,
~OP(O)(OH),, ~SCH;, ~5(#),CHs, ~S(0)2NHy, ~S(0)N(CHs)z, ~CH,S(0);NHCH;,
~CH,5(0),CH,CH;, ~-S 2NHCH3, =5(0)2CH,CH, pyrrolidin-1-yl, 2-oxopyrrolidin-1-yl,
cyclopropyl, cyclopep i, oxetanyl, 4-methylpiperazin-1-yl, and 4-morpholinyl;

or R“f and RV together fith the nitrogen atom to which they are attached form a Cy—Cyq hetero-
cyelyl ring, opfonally substituted with one or more groups independently selected from E,
Cl, Br, 1, ~Qfl3, ~CH0H, ~CHzCsHs, ~CN, ~CF3, ~COH, ~CONH,, ~CONHCH;, ~NO,,
~N(CHyh, -NHCOCH;3, ~NHS(0),CH;, ~OH, oxo, ~OCH;, ~OCH,;CHs, ~S(0);NH,,
~S(CHs, -CH(CHy)y, -CH,CF3, -CHRCH20H and -C(CH3),OH; and

R¥ isfelected from H, F, Cl, Br, I, ~CH;, ~CH,CHs, ~CN, ~CF3, —CHyN(CHa),, ~CH,0H,

~CO,H, ~CONH,, -CON(CH,)3, ~NO3, and ~S(0),CH;.

/ 2. The compound of claim | selected from Formula H:

/U2
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3. The compound of claim | or 2 wherein

() 2'is CR'; 2% is CR?% Z* is CR% and Z' is CR*; or
(b) Z'is N: Z%is CR% Z* is CR%; and Z' is CRY or
() Z"is CR'; 22 is N; 2% is CR% and Z' is CRY, or
)z isCR'; 2% 15 CR%, 22 is Ny and 2" is CRY; or
() Z'is CR'; 2% is CR* 27 is CR% and Z* is N.

4. The compound of any one of claims 1 to 3 wherein A is ~C(=O)NR*RS

5. The compound of any one of claims 1 to 4 wherein R’ is CH;.

6. The compound of any one of claims 1 tb 5 wherein R® is phedfyl substituted with one or more
groups independently selected from F, Cl, Br, I, ~CHyOH, ACH,2Cgls, —CN, ~CF3, ~COoH,
~CONH,, ~-CONHCHj, ~NO3, -N(CHs),, ~-NHCOCH ~NHS(O);_C‘H3, ~OH, -OCH3,
~QCH,CHj, —~S(0);NH;, —S(0),CH,, morpholin-4-#, ptpendzn-i~yl piperazinyl, piperazin-4- yl—
2-one, piperazin-4-yi-3-one, pyrrolidin-1-yl, {hio orpholin-4-yl, S-dioxothiomorpholin-4-yl,

-C=CR", and -CH=CHR",

7. The compound of any one of claims Jfo 6 wherein R* and R® together with the nitrogen atom

to which they are attached form morgholin-4-yl, piperidin-1-yl, piperazinyl, piperazin-4-yl-2-one,
piperazin-4-yl-3-one, pyrrolidin-J£yl, thiomorpholin-4-yl, S-dioxothiomorpholin-4-yl, azocan-1-

yi, azetidin-1-yl, octahydropypfdo[1,2-alpyrazin-2-yl, [ 1,4}diazepan-1-yl, or indolinyl.

8. The compound of any/ne of claims 1 to 3 and 5 to 7 wherein A is C3-Cyo heterocyelyl or
Cy~Cy heteroaryl sytituted with ~CH;OH, ~CH2CO2H, ~CH(CH3)CH,OCH;, —CHs,
~CH(CH3),, ~CHACH(CH3)z, ~CH,CF3, ~C(=0)CH;, ~C(=0)NHCH3, ~C(=0YN(CHa)s, ~CO,H,
2CO,CHj, ~NH,;, -NHC(=0)CH,, ~OH, ~OCHj, ~8(0),CH;, 1-methylpiperid-4-
yl, 4-methylpiperazin-1-yl, 4-morpholinyl, (4-methylpiperazin-1yl)carboxamide, -CH,(1H-1,2,4-

triazol-#yl), cyclopropyl, eyclopropylmethyl, or cyclobutyl.

he compound of claim 8 wherein A is a C;—Cyg heteroaryl selected from pyridyl, isoxazolyl,
imidazolyl, pyrazolyl, pyrrolyl, thiazolyl, pyridazinyl, pyrimidinyl, pyrazinyl, oxazolyl, oxadi-

azolyl, 1,3;4-0xadiazol-2(3H)-one, furanyl, thienyl, 1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,4-triazol-
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5(4H)-one, 4,5~diiiydro-! ,2,4-triazin-6(1H)-one, tetrazolyl, pyrrolo[2,3-b]pyridinyl, indazolyl, /

3,4-dihydroquinolinyl, and benzo[d]thiazole.
10. A compound of claim | selected from:

((I{)—2~H>;dl‘0xymc’thyhpyn*olidin~] -yD-[8-(1 H-pyrazol»4~yl)-4,5~d{}1ydro~6-oxa»3* 1a-1-aza-

benzo[e]azulen-2-yl]-methanone,

8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia- 1 -aza-benzo[elazulene-2-cagboxylic acid
isopropyl-methyl-amide,

8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[elazulghe-2-carboxylic acid (2-

hydroxy-ethyh)-isopropyl-amide,
2-(2-Isopropyl-2H-{ 1,2 4]triazol-3-yl)-4,5-dihydro-6-oxa#-thia-1-aza-benzo[eJazulene-§-

carboxylic acid (2-methoxy-ethyl)-amide,
2-{4-[2-(2-Isopropyl-2H-[1,2,4)triazol-3-y])-4,5 Mihydro-6-oxa-3-thia- 1 -aza-benzofe]azulen-8-
yi]-pyrazol-1-yl}-ethanol,

1H-Pyrazole-4-carboxylic acid {2-[2-(2Z,2-trifluoro-ethyl)-2H-[1,2,4]triazol-3-yl]-4,5-dihydro-

6-oxa-3-thia-1-aza-benzofelazulen-§41methyl} -amide,

2-[2-(2,2,2-Triftuoro-ethyl)-2HA1,2,4 ]triazol-3-yl]-4,5-dihydro-G-oxa-3-thia- 1 -aza-

1) acid ((S)-2-hydroxy-propyl)-amide,

benzo[ejazulene-8-carboxy

2-(2-Isopropyl-2H-[1, 244 }iriazol-3-yl)-4,5-dihydro-6-oxa-3-thia- I -aza-benzo[e]azulene-§-

~

carboxylic acid {2-(@-hydroxy-ethoxy)-ethyl]-amide,

{2-[2-(2,4-Difforo-phenyl)-2H-[1,2,4}triazol-3-yl]-4,5-dihydro-6-oxa- 1 -thia-10-aza-
len-9-yl}-[2-(1,1-dioxo-~1S-thiomerpholin-4-yl}-ethyl]l-amine, ‘

o

benzofe]az/

2-{2-#.4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-y1]-9-(4-methyl-piperazin-1-yl)-4,5-dihydro-6-

-1 ~thia-]10-aza-benzo[elazulene,

' 2-(2-Isopropyl-2H-[1,2,4]triazol-3-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e]azulene-9-

carboxylic acid (2-hydroxy-ethyl)-amide,
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2-[2-(2,2,2-Trifluoro-ethyl)-2H-[1,2,4}triazo)-3-yl]-4,5-dihydro-6-oxa-3-thia-1 -aza-

benzo[e]azulene-8-carboxylic acid (2-hydroxy-ethyl)-amide,

2-[2-(2,2,2-Trifluoro-ethyl)-2H-[1,2,4}triazol-3-y!}~4,5-dihydro-6-oxa-3-thia-] -aza-

benzo[c]‘azufan&,8~carb0xylic acid (2,2-difluoro-ethyl)-amide,

8»{1~(2—Morpholin»4~yl—ethyl)~IH~pyrazo!-4—yl]—2-[2-(2,2,2~triﬁuoro-ethyl)Q L4 1,2,4 triazol-3-

yl}-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e]azulene,

9-[1-(2-Morpholin-4-yl-ethyl)- IH-pyrazol 4-y1}-2-{2-(2,2,2~ tnﬂucro- yl) 2H-{1,2,4]triazol-3-

yl}-4,5-dihydro-6-oxa-3-thia-1-aza- benzo[ elazulene,

(2~Morpholin~4-yl—ethyt)-(5~{2~[2—(2,2,2~triﬂuoro»ethyl)»2H~ ,2,4]triazol-3-yl]-4,5-dihydro-6-

oxa-3~thia~1~aza-benzo[e}azu!en-S—yi}~pyridinn2~yi)~ami

{2—[2«(2,4uDiﬂuoro-pheny-l)aHn[1,2,4]triazcla3-yi]~ -dihydro-6-oxa-1-thia-10-aza-

benzo[e}azuier{@—yl}»(l—methy[—pyrmlidin-3—ylm yl)-amine,

{2—[2»(2,4»Diﬂuoro-phen)fl)-gfl-[ 1,2,4]triazg, 3-yl]-4,5-dihydro-6-oxa-1-thia-10-aza-
benzo[e]azuien-9~y!}-(l-methyl~pipcridi -ylmethyl)-amine,

[2-(4-Isopropyl-411-[1,2,4]triazol-3-A)-4,5-dihydro-6-oxa-3-thia- 1 -aza-benzofe]azulen-8-

y!methy!]~(2,2,2~triﬂuoro-ethyi) fmine,
{2-(4-Isopropyl-4H-[1,2,4 Jtyhzol-3-yl)-4,5-dihydro-6-0xa-3-thia- 1 -aza-benzofe}azulen-8-
yimethyl]-(2-methoxy-etfyl)-amine,
Dimethyl-[3-(5-{2-J£-(2,2,2-trifluoro-ethyl)-2H-[1,2,4]triazol-3-yl]-4,5-dihydro-6-oxa-3-thia- 1 -
aza-benzo[elazufn-8-yl}-pyridin-2-yloxy)-propyl]-amine,
I-tert-Buty)5-[8-(1H-pyrazol-4-yi)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[elazulen-2-yl}- 1H-
[1,2,4)tpfazol-3-ylamine,

flopentylmethyl-{2-[2-(2,4-difluoro-phenyl)-2H-[ 1 2,4 triazol-3-yl1-4,5-dihydro-6-oxa- -thia-

()-aza~benzo[e'}azulen~9—y]}»amine,

AMENDED SHEET 22/07/2011




» 7 7 Voo W T Won X s Y0 W K e ¥ |
Frinted. 247087207 CTSrAMD ~PEFEP-20101064-22-ER20.10064222)

PCT/EP2010/064222 -369-

1-{2-[2=(2,4-Difluoro~-phenyl)-2H-[1,2,4}iriazol-3-yl}-4,5-dihydro-6-oxa- 1 -thia- ] 0-aza-
benzo[elazulen-9-yl}-piperidin-4-ol,

2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-y1]-9-(1, 1 -dioxo-S-thiomorpholin-4-y1) A4, 5-
dihydro-6-oxa-1-thia- 1 0-aza-benzo[e]azulene, f
{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4triazol-3-yl]-4,5-dihydro-6-oxa- | -thia )-aza-
benzo{elazulen-9-yl}-phenethyl-amine,
2-(3-amino-1-(2,4-difluorophenyl)-1H-1,2,4-triazol-5-yl)-N-methyl-4 4-
dihydrobenzo[bjthieno|2,3-dJoxepine-8-carboxamide,
2-(2-Isopropyl-2H-{ 1,2,4]triazol-3-y1}-9-(2-methyl-pyridin-3 £1)-4,5-dihydro-6-oxa-3-thia- 1 -aza-
benzo[e]azulene,
2-(2-Isopropyl-2H-[1,2,4)triazol-3-y1)-9-(2-methox yA£; yridin-3~y1)»4,5ndihydm-é-‘oxanfﬁ—th§a-]»
aza-benzo[elazulene,
2-[2-(2,4-Diftuore-phenyl)-2H-[1,2 4]triazo}f5-y1]-9-(4-methanesulfonyl-piperazin-1-yi)-4, 5-
dihydro-6-oxa-1-thia-10-aza-benzo[elazylene,

2-{[2-(4-1sopropyl-4H-[ 1,2 4]triazo}3-yl)-4,5-dihydro-6-oxa-3-thia- 1 -aza-benzo[e]azulen-8-

ylmethyl]-amino}-ethanol,
{2-[2-(2,4-Difluoro-phenyf2H-[1,2 4]triazol-3-yl}-4,5-dihydro-6-oxa- 1 -thia-10-aza-
benzofe]azulen-9-yl }-(2/morpholin-4-yl-ethyl)-amine,

{2-[2-(2,4-Difluorp phenyh)-2H-[1,2,4]triazol-3-y1]-4,5-dihydro-6-0xa-1-thia-10-aza-

benzo[elazuleng-yl }-(4-methoxy-benzyl)-amine,

enzo{elazulene,

. , AMENDED SHEET A 20/07/2011
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2-(2-Isopropyl-2H-{1 »2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e]azulene-9-

carbonitrile,

($)-1-[8~(1H-Pyrazol-4-y1)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzo[elazulene-2-carbony! -

pyrrolidine-2-carbonitrile,

((8)-3-Methyl-morpholin-4-yl)-[8-(1H-pyrazol-4-y1)-4,5-dihydro-6-oxa-3-thig |

benzo[e}azilen-2-yi}-methanone,

2-(2-Isopropyl-2H-[1,2,4)triazol-3-y1)-9-(4-methyl-pyridin-3-y1)-4,5 Aihydro-6-oxa-3-thia- 1 -aza-

benzofelazulene,

2-(4-Isopropyl-4H-[1,2,4]triazol-3-yl)-4,5-dihydro-6-0xa-3-ffia- 1-aza-benzo[e]azulene-§-

carboxylic acid isoxazol-3-ylamide,

1

" ((R)-3-Methyl-pyrrolidin- 1-yl)-[§-(1 H—pyrazoi—é%fyl 4,5-dihydro-6-oxa-3-thia-1 -aza-

benzo[elazulen-2-yIl-methanone,
§-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-th-1-aza-benzo[e]Jazulene-2-carboxylic acid (2-cyano-
ethyl)-cyclopentyl-amide,
2-(2-Isopropyl-2H-{1,2,4]triazol-3.1)-9-((E)-2-methanesulfonyl-vinyl)-4,5-dihydro-6-0xa-3-thia-
1 -aza-benzofelazulene,
2-[2-(2,4-Difluoro-phenyl)/ -i»[l,2,4}tria201~3»yl]~8v(} H-pyrazol-4-yt)-4,5-dihydro-6-oxa-3-thia-

l-aza-benzofeJazulene,

1,2,4-tfazole,

£2-(1-isopropyl-1H-1 ,2,4~triazol»5»y§)~4,5~dihydrcbenzo{b}ihieno{z,3«d}oxepin»8~y§}benzoic

/acid,
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8-(3-Methanesulfonyl-phenyl)-2-[2-(2,2,2-trifluoro-ethyl)-2H-{ 1,2 4Jtriazol-3-yi]-4,5-dih ydro-6/

oxa-3-thia-1-aza-benzo[el]azulene,

3-{2-[2-(2,2,2-Trifluoro-sthyl)-2H-[1,2,4]triazol-3-yl]-4,5-dihydro-6-oxa-3-thia- 1 -aza- / '
benzo[e]azulen-8-yl}-benzoic acid, ‘
2-(4-{2-[2-(2,2,2-Trifluoro-ethyl)-2H-{1,2,4}triazol-3-yl}-4,5-dihydro-6-oxa-3.#ia-1 -aza-
benzo[e)azulen-8-yl}-pyrazol-1-yl)-ethanol,
2-(3-amino-1-(2,4-difluorophenyl)-1H-1,2,4-triazol-5-y)-N-(2-hydroygethyl)-4,5-
diliydrobenzo[blthieno{2,3-d]oxepine-8-carboxamide,
(4-{2-[2-(2,2,2-Trifluoro-ethyl)-2H-[ 1,2 4]triazol-3-yl]-4,5-djlydro-6-0xa-3-thia- 1 -aza-
benzo[e]azulen-8-yl}-pyrazol-1-yl}-acetic acid,
8-(1H-Pyrazol-4-yl)-4,5-dih ydro»6~0xa.~3—thi a-1-azaenzolelazulene-2-carboxylic acid (2~cyano°~
ethyl)-methyl-amide,
8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thjh- 1~aza»benzo[e}azuicuev—2~oarboxylic acid (2-
hydroxy-ethy!)-methyl-amide,
Azocan-1-yl-[$-(1H-pyrazol-4-yl)-#5-dihydro-6-oxa-3-thia- 1 -aza-benzo(e]azulen-2-yl}-
methanone, ‘
8-(1H-Pyrazol-4-yl)-4,5-djlydro-6-oxa-3-thia-1-aza-benzo[elazulene-2-carboxylic acid (R)-2-
hydroxy-2-phenyl-ethy-methyl-amide,
Azetidin-|-yl-[§- ~I~pyraz<)l~4~yl)-4,5—dihydro-&oxa»&thia-]—aza»benzo{e]azu]cn~2—y§]»

methanone,

18-(1H-Pgrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzoleJazulen-2-yl]-pyrrolidin-1-yl-

A-Methyl-piperazin-1-yl)-[8-(1 H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo{eJazulen-

2-y[]-methanone,

T AMENDED SHEET 22/07/2011
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benzo[e]azulen-2-yl]-methanone,

PCT/EP2010/064222 -372-

[4-(2-Hydroxy-ethyl)-piperazin-1-yl}-[8-(1H-pyrazol-4-y})-4,5-dihydro-6-oxa-3-thia-1-aza-

benzoleJazulen-2-yl]-methanone,

Piperidin-1-yl-[8-(1H-pyrazol-4-yl)-4,5-dihydro-6-0xa-3-thia-} -aza-benzo[e}azulen-2-y )
methanone, .

((R)-2-Hydroxymethy!-piperidin-1-y})-[8-(1H-pyrazol-4-yl)-4,5-dihydro-6-oxg/-thia-1-aza-

((R)-3-Methyl-piperidin-1-y)-[8-(1 H-pyrazol-4-y1)-4,5-dihydro-6-oxgf3-thia-1-aza-

benzofelazulen-2-yl}-methanone,

(3,3-Dimethyl-piperidin-1-yD)-[8-(1H-pyrazol-4-y1)-4,5-dihygfo-6-oxa-3-thia-1 -aza-

benzole]azulen-2-yl]-methanone,

((R)-3-Hydroxymethyl-piperidin-1 »34){8»(1 H;pyraz A-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzofe]azulen-2-yl]-methanone,

(4-Hydroxy-piperidin-1-y)-[8-(1 prmm!- -yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e]azulen-

2-yl}-methanone,

(4-Methyl-piperidin-1-yl)-[8-(1H-p#frazol-4-yl}-4,5-dihydro-6-oxa-3-thia- | -aza-benzo[e]azulen-

2-yl]-methanone,
[8-(1H-Pyrazol-4-yl)-4,5-gfhydro-6-oxa-3-thia-1-aza-benzo[elazulen-2-yl]-(4-pyridin-2-yl-
piperazin-1-yi}-methang
8-(1H-Pyrazol-4-y)-4,5-dihydro-6-0xa-3-thia-1-aza-benzofe]azulene-2-carboxylic acid methyl-
(2-pyridin-2-y Gthyh)-amide,

&-(1H-Py o}v4—y1)~4,5~dihydr0—6~oxa-3-thia—l~aza~benzo[e}azulene»Z—carboxylic acid methyl-

phenetyl-amide,

)-2-Methyl-pyrrolidin-1-y{)-[8-(|H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-

7 benzo[ejazulen-2-yl]-methanone,
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((R)-3-Hydroxy-piperidin-1-y})-[8-(1H-pyrazol-4-y1)-4,5-dihydro-6-oxa-3-thia- 1 -aza-

benzofe]azulen-2-yl]-methanone,

8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[ejazulene-2-carbox ylic acig/
cyclohexyl-(2-hydroxy-ethyl}-amide, !
§-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzo[e)azulene-2-carbo 4 ic acid methyl-

[(R)-1-(tetrahydro-furan-2-ylYmethyl]-amide,

. (4-Dimethylamino-piperidin-1-yl)-[8-(1H-pyrazol-4-yl)-4,5-dihydro-G xa«B-thia-l—'xza(

benzo[e]azulen-2-yl]-methanone,

((R)-3-Hydroxy-pyrrolidin-1-y)-[8-(1H-pyrazol-4-yl)-4,5-dihfdro-6-oxa-3-thia-1 -aza-

benzo{e]azulen-2-yl]-methanone,

[8-(1H- Pyrazo -4-y1)-4,5-dihydro-6-oxa-3- tiua»l aza—enzo{e}azuicn 2-yl]~ (4-;)yrnmdm 2-yl-

piperazin- I—y) -methanone,

[8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thjd- 1-aza-benzo[e]azulen-2-y1]-(2,3,5,6-tetrah ydro-
[1,2bipyrazinyl-4-yl)-methanone, :

1-{4-[8-(1H-Pyrazol-4-yl)-4,5-dilydph-G-oxa-3-thia-1-aza-benzo[elazulene-2-carbonyl]-
; Y

piperazin-1 -yi}-ethanone,

N-Methy[-N-{(R)-1-[8-(1H #yrazol-4-yl)-4,5-dihydro-6-oxa-3-thia- 1 -aza-benzo[eJazulene-2-

carbonyl}-pyrrolidin- 3 yW-acetamide,
8-(1H-Pyrazol-4-y)A4,5-dihydro-6-0xa-3-thia-1 -aza-benzo[eJazulene-2-carboxylic acid ((R)-2,3-
dihydroxy-propy#f-methyi-amide, ‘
8-(1H-Pyraghl-4-yl}-4,5-dihydro-6-o0xa-3-thia-1-aza-benzo[e]azulene-2-carboxylic acid (2-

methoxy/Bthyl)-methyl-amide,

{4- droxymethyf~piperidin~ 1-yh-[8-(JH-pyrazol-4-yl)-4,5-dihydro-6-axa-3-thia- 1 -aza-

JHenzo[elazulen-2-yil-methanone,

[€ 4]
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[8*(1H~Pyrazol-4—)'1)-4,5~di!‘3ydro-6—oxa«3-thia-l»aza~benzo[e]azu]en~2~y|_]~[4-((R)-tetrahydro— /
furan-2-carbonyl)-piperazin- 1-yl]-methanone, /

[4-(2-Methoxy-ethyl)-piperazin-1-y1}-[8-(1 H:pyrazol-4- ~yl}-4,5-dihydro-6-oxa-3-thia- 1Aza- ‘

benzo[efazulen-2-yl]-methanone,
[4-(2-Methoxy-phenyl)-piperidin-1-y1]-[8-(1 H-pyrazol-4-y1)-4,5- -dihydro-6-0x#3-thia-1-aza-
benzo[e]azulen-2-yl]-methanone,

8-(1H-Pyrazol-4-yl)-4,5-dihydro- 6-oxa-3-thia-1-aza- benzo[e]dzulene« -carboxylic acid [(R)-1-

(2,3-dihydro-benzofuran-2- yl)methyi} mcthy] -amide,

2-{2-[2-(2,4-Difluoro-phenyl)-2H-{ | ,2,4}triazo!—3~yl}~4,5-dih (ro-6-oxa-1-thia-10-aza-

benzo[e]azulen-9-ylamino}-ethanol,
{2-[2-(2,4-Difluoro-phenyl}-2H-{1,2,4}triazol-3-y1]-4 £-d ihydr‘o-6~oxa- I-thia-]10-aza-
benzo[eJazulen-9-yl}-(2-pyrrolidin- 1-yl-ethyl)-amjhe, :
2»{2*(2,4~Diﬂuoro~phcnyl)~éI--I-[I,2,4]triazol»y[]~9—(1~methyl~1H-pyrazol~4~5fI)—4,5-dihydr0-6-
oxa-1-thia-10-aza-benzo[e]azulene,

2-(2-Isopropyl-2H-[1,2,4]triazol-3-y ~~(5 -methyl-pyridin-3-y1)-4,5-dihydro-6-oxa-3-thia-1 -aza-
benzole)]azulene, |

4-[2-(2-Isopropyl-2H-{1,2,4 ) azoi—3~y})—4,5~dihydr0~6—oxa~3~£hia~ l-aza-benzofelazulen-9-yl}-
benzenesulfonamide,

2-Methyl-1-(4-(2-[2/2,2,2-triflucro-ethyl)-2H-[1,2,4]triazol-3-y 1]-4,5-dihydro-6-0xa-3-thia-1-
aza- bcnzofe}azul -8~yl}-pyrazol-1-yl)-propan-2-ol,

(4-Benzoyl-gperazin-1 ~y1)-[8-(1 H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1 ~aza~behzo[e}azulen~
2-yl}-mefianone,

(4-C c!opropyimethyl—pipemzin»1-yl)-{8-(1H«pyrazoi»4-yf)-4,5—dihydr0~6—oxau3~thiawI-aza-

gnzolejazulen-2-yl}-methanone,
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4-[8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzo[elazulene-2-carbonyl]-piperazine

I-carboxylic acid dimethylamide,

(R)-Octahydro-pyrido[1,2-alpyrazin-2-yl-[8-(1 H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3- th f-1-aza-

benzo[e]azulen-2-yl}-methanone,

[4-(6-Methyl-pyridin-2-yl)-piperazin-1-yl}-[8-(1H-pyrazol-4-y1)-4,5-dihydro-§ fxa-3-thia-1-aza-

benzo[elazulen-2-yl]-methanone,

[8-(1 H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzolelazulen-2-y1}-{4-[(R)- 1 -(tetrahydro-

furan-2-yhmethyl]-piperazin-1-yl } -methanone,

(4~-Methanesulfonyl-piperazin-1-y1)-[8-(1 H-pyrazol-4-yl)-4,5,4 ihj'drové—oxa-3-thia~l ~aza-

benzo{e]azulen-2-yl]-methanone,

(8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza enzo{e}azuienb-yl}-((R)—B~

triﬂuoromethyi»piperidin~I—yI)»methanone,

((R)-3-Diethylamino-pyrrolidin-1-y}-[8-(1E pyrdzoi -4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo{e]azulen-2-yl]-methanone,

(4,4-Difluoro-piperidin-1-y1)-[8-(1 ¥ pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia- 1 -aza-

benzofelazulen-2-yl}-methanong

[4-((2R,6R)-2,6-Dimethyl-phorpholin-4-yl)-piperidin-1-yl]-[8-( H-pyrazol-4-yl)-4,5-dihydro-6-

oxa-3-thia-1-aza-benzo[#flazulen-2-yl}-methanone,

[4-(4-Methyl-pipegdzine-1-carbonyl)-piperidin-i-yl}-[8-(1H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-

thia-1-aza-benzd|elazulen-2-yl}-methanone,

(4 yciopx‘opanecarbony}~piperazin—l-y!)-[8~(1H-pyrazoi~4~yl)~4,5~dihydroﬁ6-oxa»3-zhia—I«aza~

/ benzofelazulen-2-yl}-methanone,

AMEMDED SHEET AT IO 4




SNV [y i Y e v i vy}

Printed: 247082071 CHMSPARD PEFAER209-0-4064-22.E 220100642001

PCT/EP2010/064222 -376-

[8-(1H-Pyrazol-4-yi)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzole]azulen-2-yl]-(4-pyridin-4-yl-

[1,4]diazepan-1-yl)-methanone,

8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-] -aza-benzo[eJazulene. -2-carboxyli cacn
hydroxy-ethyl-isopropyl-amide, '

((R)-3~Dimethylamino—pyrro!idin«I-ryl)-[g—(IH--pyrazol~4-y!)~4,5-dihydro—6-o 3~thia-l-aza“

benzo[elazulen-2-yl]-methanone,

2-Methyl-2-(4-{2-[2-(2,2,2-trifluoro-ethyl)-2H-{1,2,4]triazol-3-y1]-4 #dihydro-6-oxa-3-thia-| -

aza- bcnzo{e]azulen 8-yl}-pyrazol- yl)~proplomc acid,

2-{[2-(4-Isopropyl-4H-[1,2,4]triazol-3-yl)-4,5-dihydro-6-0xg#3-thia-1-aza-benza[elazulen-8-

ylmethyl]-amino}-acetamide,

[8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-azghenzo[e]azulen-2-yl [-((R)-3-

trifluoromethyl-pyrrolidin-1-yl)-methanone,

{4-(2,4-Difluoro-phenyl)-piperidin-1-yl]-[8-¢ H-pyrazo 4-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo{e]azulen-2-yl]-methanone,
(4-Methoxy-piperidin-1-y1)-[8-(1H yrazol-4-yl)-4,5-dihydro-6-0xa-3-thia-1-aza-

benzofelazu len-2-yl]-methanong

[8-(1H-Pyrazol-4-y1)-4,5-difiydro-G-oxa-3-thia-1-aza-benzo[eJazulen-2- -yl1}-((R)-2-pyridin-2-

yimethyl -pyrrofidin-1- -rmthanone,

4-[8-(1H-Pyrazol-4 wyl)~4,5~dihydro~6-0xa*3~thia~!~azca~benzo{e]zel:/:ulc:ne-2~carbo\nyl}—pi;:;e:razine-

2-Methyl-# —{ 4-[8-(1H-pyrazol-4-yl}-4,5-dihydro-6-oxa-3-thia-1-aza-benzofeJazulene-2-

carbonyl]-piperazin-1-yl}-propan-1-one,

((F ) 3-Metl 1oxy-piperidin-1-yl)-[8-(1H-pyrazol-4-yi})-4,5-dihydro-6-oxa-3-thia-] -aza-

bcnzo{e]azu en-2-yl]-methanone,
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[-[8-(}H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia- 1 -aza-benzo[e]azulene-2-carbonyl]-piperidine,/
4~carbonitﬁle, .

(3,3-Diflucro-azetidin-1-y1)-[8-(1 H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-
benzolelazulen-2-yl]-methanone,
8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[eJazulene-2-carboygf ic acid ({S)-1-

isopropyl-pyrrolidin-3-ylmethyl)-methyl-amide,

((R)-3-Methoxymethyl-piperidin-1-yt)-[8-(1 H-pyrazol-4-y1)-4,5-dihygfo-G-oxa-3-thia-1-aza-

benzo[e]azulen-2-yl]-methanone,

(4-Methoxymethyl-piperidin-1-yl)-[8-(1H-pyrazol ~4-yl)-4,5-ghydro-6-oxa-3-thia-1-aza-

benzo[e]azulen-2-yl]-methanone,

8-(1H-Pyrazol-4-yl)-4,5-dihydro-6-0xa-3-thia-1-aza Benzo[e]azulene-2-carboxylic acid methyl-

(2-morpholin-4-yl-2-oxo-ethyl)-amide,

[8-(1H-Pyrazol-4-yi)-4,5-dihydro-6-oxa-3-i) ~ |-aza-benzo[elazulen-2-yl}-(4-pyridin-3-yl-
piperazin-1-yl)-methanone, |

[8-(1H-Pyrazol-4-yl)-4,5-dihydro-§ oxa-3-thia-1-aza-benzo[e]azulen-2-yl]-(4-pyridin-2-yl-
[1,4]diazepan-1-yl)-methanong

((R)-3-Morpholin-4-yl-pypfolidin-1 -yD-[8-(1H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo{e}azuien-2~yl}» Athanons,

2,2,2-Trifluoro-1 4-[8-(1H-pyrazol-4-y)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[eJazulene-2-

carbonyl]-pipgfazin-1-yl}-ethanone,

2-(2-Isop pyl~2H~[l,2,4]triazoi~3~y1)~9»(4«methanesulfonyl-pheny[)~4,5-dihydro—6»0x3~3wthia~I-

aza-bghzo[e]azulene,

£-[2-(2,4-Difluoro-phenyl)-2H-{ 1 ,2,4]triazol-3-y1}-4,5-dihydro-6-oxa- I -thia-10-aza-
benzo[e]azulen-9-yl }-[2-(4-methyl-piperazin-1 -yI}-ethyl]-amine,
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2-[2-(2,4-Difluoro-phenyl)-2H-[ 1 ,2,4]triazo!-3—y!]~9~(3,4,5,6~tetrahydro-QH-[1,2']bipyridin)'¥ -

y1)-4,5-dihydro-6-oxa-1-thia-10-aza-benzo[e]azulene,

2~[2-(2,4-Diﬂuoro«phcnyl)@H-[1 ,2,4]triazoi-3~y]]»9~(6~methoxy—pyridin~3~y1)~4,5ndi
oxa-1-thia-10-aza-benzo[elazulene,

2-(2-Isopropyl-2H-[ 1,2,4)triazol-3-y1)-9-(2-methoxy-phenyl)-4,5-dihydro-6-oMa-3-thia-1 -aza-

benzofejazulene,

8-Azetidin-3-yl-2-(2-isopropyl-2H-[ 1,2,4]triazol-3-y1)-4,5-dihydro-6 a-3-thia~l -aza-~

benzo[elazulene,

3-[2-(2-Isopropyl-2H-{1,2,4}triazol-3-y!)-4,5-dihydro-6-oxa-#-thia-1 ~aza~benzo[c]azulen-Q»yl'}

azetidine-1-carboxylic acid tert-buty! ester,
2-(2-Isopropy!~2H—{l,2,4}triazol~3~yl)-9»(5—methane zll:“onyl-pyridin—3—yl)~4,5~di}1ydro-6~oxa:3-

thia-1-aza-benzofelazulene,

8-(1-Methanesulfonyl-1H-pyrazol-4-yl)-2-{36(2,2,2-trifluoro-ethy!)-2H-{1,2,4}triazol-3-y1]-4,5-

dihydro-6-oxa-3-thia-| -aza-benzo[e]azujéne,
9»(2-Isopr0§0xy—pyz’id£n-3—y1)~2v(2 &opropyl-2H-[1,2,4)triazol-3-y1)-4,5-dihydro-6-oxa-3-thia- 1 -

aza-benzo{elazulene,

2-(4-{2-[2-(2,2,2-Trifluorgfthyl)-2H-[ 1,2, 4]triazol-3-y1]-4,5-dihydro-6-0xa-3-thia-1-aza-

benzo[elazulen-8-yi}-pyfazol-1-yl)-acetamide,

N,N-Dimethyl-2-(#{2-[2-(2,2,2-trifluoro-ethyl)-2¥1-[1,2,4)triazol-3-y1]-4,5-dihydro-6-oxa-3-

thia-1-aza-benzg]elazulen-§-yl}-pyrazol-1-yl)-acetamide,

2-({2-[2-(#4-Diftuoro-phenyl}-2H-[1,2 4 }triazol-3-yl]-4,5-dihydro-6-oxa-1-thia-10-aza-

/oxa-1-thia-10-aza-benzo[e ]azulene

AL - =
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4. {2~[2-(2,4~Diﬂuorovphenyl)—}BH—[1,2,4]triazoI—Bny[]-4,5-dihydro-6~oxa- |-thia-10-aza-
benzo[elazulen-9-yl}-butan-2-ol,

4-{2-[2~(2,4-Diﬂuom-phenyl)»QH{1,2,4]triazol-3»yi]~4,5-dihydro~6-~0xa~1-thia~10—a' "4
benzo[elazulen-9-yl}-butan-1-ol,
(3-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-yl]-4,5-dihydro-G-oxa-1 -y#a- 1 0-aza-
benzo[elazulen-9-yl}-propyl)-dimethyl-amine, ”
N-(5-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2 4}triazol-3-yl}-4,5-dih ydrgl6-oxa- | -thia- 1 0-aza-
benzofe]azulen-9-yl}-pyridin-2-yl)-acetamide, ‘

2-[2-(2,4-Diftuoro-phenyl)-2H-{1,2,4]triazol-3-y11-9-(6-moggholin-4-yl-pyridin-3-y1)-4,5-

dihydro-6-oxa-1-thia-10-aza-benzo[elazulene,

2-[2+(2,4-Difluoro-phenyl)-2H-{1,2,4]triazol-3-y1 }-9¢] 6-(4-methyl-piperazin-1-yl)-pyridin-3-yl]-

4,5-dihydro-6-oxa-1-thia-10-aza-benzo[e]azuleng

{2-[2-(2,4-Difluoro-phenyl)-2H-{1,2,4 ]triaz0 l~3»y!]—4,5«(15}1ydr0a6~0xa- i-thia-10-gza-
benzo[e]azulen-9-yl}-(tetrahydro-pyranf-yl)-amine,
9-Cyclopentyl-2-(2-isopropyl-2H-{A 2,4 }triazol-3-yl)-4,5-dihydro-6-oxa-3-thia-1 ~aza-
benzofeJazulene,

(4-tert-Butyl-piperidin-1-yf)-{ 8-(1 H-pyrazol-4-yl)~4,5-dihydro-6-oxa-3-thia-1-aza-

tthanons,

/ (3-methyl-butyl)-amide,
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8~(IH»Pyrazo}~4-yl)—4,5~dihydro~6-oxa—3-thia~I»aza-bcnzo[e]azulene~2—carboxylic acid (1,1- / "

dioxo-tetrahydro-thiophen-3-yl)-methyl-amide, ’

8~(1H-Pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-| -aza-benzo[e]azulene-2-carboxylic acig ethyl-

(1-methyl-pyrrolidin-3-yl)-amide,

2-(4-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-y11-4,5-dihydro-6-oxa-3gfhia- 1 -aza-

benzole}azulen-§-yl}-pyrazol-1-yl)-ethanol,

2-(2-Isopropyl-2H-[1,2,4]triazol-3-y1)-8-(1-methanesulfonyl-azetidi -yl}-4,5-dihydro-6-oxa-3-

thia--aza-benzo[e]azulene,

(3-Methylamino-pyrrolidin- 1-y1)-[8-(1H-pyrazol-4-yl)-4,5-dfiydro-6-oxa-3-thia- 1 -aza-

benzo[e]azulen-2-yl}-methanone,

{1,41Diazepan-1-yl-[8-(1H-pyrazol-4-yl)-4,5- dthydr~6 -oxa-3-thia-1-aza-benzo[e]azulen-2-yl]-

methanone, -

Piperazin-1-yl-[8-(1 H-pyrazol-4-yl)-4,5-dilyfdro-6-oxa-3-thia-1 -aza-benzofelazulen-2-yi]-

methanone,

1-[8-(1H-Pyrazol-4-y}-4,5-dihydrg -oxa-?)mthiad~aza~benzo[e]azulene~2-carbony)}*piperidine~

3-carboxylic acid,

(3-Methyl-piperazin-1- yi) -(1H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e]azulen-
2-yl}-methanone,

2-(2-Isopropyl-2HA 1,2,4]triazol-3-y1)-9-(2-trifluoromethyl-pyridin-3-yl)-4,5-dihydro-6-oxa-3-

thia-{-aza-bengblelazulene,

2»(2~Isopy!~2H~[] ,2,4]triazol-3-y1)-9-(4-methoxy-pyridin-3-y1}-4,5-dihydro-6-oxa-3-thia- | -

aza-b zo[e}azulcne,

SA(6- Morpho!m -4-yl-pyridin-3-y)-4,5-dihydro- 6 -oxa-3-thia- I-aza benzo{e]azu]enc—2-carboxylnc

/ acid (2- hydroxyethyl) -isopropylamide,
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8-(1-Methyl-1H-pyrazol-4-yl)-4,5-dihydro-6-oxa-3-thia- 1 -aza-benzofejazulene-2-carboxylic acjd

(2-hydroxy-ethyl)-isopropyl-amide,

8-[1-(2-Morpholin-4-yl-ethyh}-1 H-pyhzo2~4~fy!)«4,5~dihydro~6—0xa—3-thia~1 -aza~
~.benzo[e]azulene-2-carboxylic acid (2-hydroxy-ethyl)-isopropyl-amide,

8-[2-(4-Methyl-piperazin-1-yl)-pyrimidin-5-yl}-4, 5-dihydro-6-oxa-3-thia-1-azgdbenzo[e]azulene-

2-carboxylic acid (2-hydroxy-ethyl)-isopropyl-amide,
2-[2-(2,4-Difluoro-phenyl)-2H-{1,2,4}triazol-3-yl1-9-(2-methox y-pyrigin-3-yl)-4,5-dihydro-6-

oxa-1-thia-10-aza-benzo[elazulene,

4-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4}triazol-3-yl}-4,5-dib#fdro-6-oxa-1-thia-1 0-aza-

benzo[e]azulen-9-yl }-2-methyl-butan-2-ol,

(5-{2-{2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-y -4:5~dihydro~6~ox'a—i~thia- 10-aza-

benzo[e]Jazulen-9-yl }-pyridin-2-yl)-(2-morpholin-yl-ethyl)-amine,

(5- {2{2{2,4«133 fluoro-phenyl)-2H-[1,2,4)trjézol-3-yl]-4,5-dihydro-6-oxa- 1 -thia-10-aza-

benxo[e]azulen~9~y¥}npjfridi11~2—y¥)~(2~n Ahanesul fonyl-ethyl)-amine,
{2-[2-(2,4-Diflucro-phenyl)-2H-{1 4jtriazol-3-y1]-4,5-dihydro-6-oxa- I -thia-10-aza-
benzo[elazulen-9-yi }-(2-methoy-ethyl)-amine,

{2-[2-(2,4-Diftuoro-pheny}-2H-[1,2 4}triazol-3-y1]-4,5-dihydro-6-oxa-1-thia-10-aza-

benzo[eJazulen-9-yl}-i ropy!~am§nc,

9 6-Aminovpyridinu3»yl}»4,5,~dihydr0«6-oxa~3~thia~!haza«-bﬁnm[e]azuiene-2~carboxylio acid (2-

/ hydroxy-ethyl)-isopropyl-amide,
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9-(4-Methyl-pyridin-3-yl)-4,5-dihydro-6-oxa-3-thia- l-aza- -benzofelazulene-2-carboxylic ac;d (2 /

hydroxy-ethyl)-isopropyl-amide,

9-(2-Amino-pyrimidin-5-y1)-4,5-dihydro-6-oxa-3-thia-1-aza- benzo[e]azulene-2- carboxy ¢ acid

(2-hydroxy-ethy!)-isopropyl-amide,

9-(6-Methylamino- -pyridin-3-yl)-4,5-dihydro-6-0xa-3-thia-1- aza~benzofe}azule E-2-carboxylic

acid (2- hydroxy ethyl)-isopropyl-amide,

9-(2-Ethoxy-pyridin-3-yl)-2-(2-isopropyl-2H-[ 1 ,2,4)triazol-3-yl)-4,5-difydro-6-oxa-3-thia- 1 -aza-
benzo[elazulene, ‘

[2-(2-Isopropyl-2H-[] ,2,4]triazol-3-yl)-4,5-d ihydro-6-oxa-3-thd l-aza-benzofelazulen-8-

ylmethyl}-isoxazol-3-yl-amine,

2-{[2-(2-Tsopropyl-2H-[1,2 4}triazol-3-y1)-4,5-dih ydrgfb-oxa-3-thia-| -aza-benzo[ejazulen-§-

ylmethyl]-amino }-ethanol,

1-[2-(2-Isopropyl-2H-[1,2,4]triazol-3-y1)-4,5-#hydro-6-oxa-3-thia-1 -aza-benzofeJazulen-8-yl}-

ethane-1,2-diol,
2-{4-[2-(2-Isopropyl-5-methyl-2H-[ 1 Z d}triazol-3-y1)-4,5-dihydro-6-0xa-3-thia- 1 ~aza-
benzo[e]azulen-8-yl}-pyrazol-1- yi Lethanol,

2-(4-{2-[2-(2,2,2-Trifluoro-¢ yf)-2H~[I 12, 4]triazol-3-yl}-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo[eJazulen-8-yl}-pyrgfol-1-yi)-isobutyramide,

8-(1H-Pyrazol-4-yD)A 5-d ihydro«6~6xa~3~thia— I-aza-benzo[elazulene-2-carboxylic acid

cyclopentyl-(2-hydroxy-ethyl)-amide,

8-(1H-Pyrazg ~4—yl)~4,5~dihydro~6—oxa~3—thia~1—aza~benzo[e]azuleme»Z-carhoxyiic: acid (3~

gfid (2-hydroxy-ethyl)-isopropyl-amide,
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1-{2-[2~(2,2,2-Trifluoro-ethyl)-2H-[1,2,4 }triazol-3-y}-4,5-dihydro-6-oxa-3-thia- | -aza-

benzo[elazulen-8-yt}-ethanol,

I—{2~{2*(2,4-Diﬂuoro—phenyl)-QH—{I,2,4}triazo]~3—y¥}»4,Sndihydro~6-0xa~E-thia*10~a /

benzo[elazulen-9-ylamino}-propan-2-of,

2-[2-(2,4-Difluoro-phenyl)-2H-[1 ,2,4]triazol-3-yi}~9v(6~pyrrdlidin~ I-yl-pyridiy

dihydro-6-oxa-1-thia-10-aza-benzo[e]azulene,

5-{2-[2-(2,4-Difluoro-phenyl)-2H-[ 1,2, 4}triazol-3-yl]-4,5-dihydro-6-q#a-1-thia-1 0-aza-

benzolelazulen-9-yl}-pyridin-2-ol,
N'-(5-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-yi]-4,5 Aihydro-6-oxa- 1 -thia-10-aza-
benzole}azulen-9-yl}-pyridin-2-yl)-N,N-dimethyl-ethane- [/2-dianiine,

2-[5-Amino-2-(2,4-difluoro-pheny!)-2H-[1,2,4]triazo}f —yl]«4,5-dihydro‘~6-oxa»I—thia-

benzo[elazulene-8-carboxylic acid oxetan-3-ylamjde,
9-(2-Methyl-pyridin-3-yl)-4,5-dihydro-6-oxg/h-thia-1-aza-benzo[e]azulene-2-carboxylic acid (2~
hydroxy-ethyl)-isopropyl-amide, '
9-(2-Methoxy-pyridin-3-y1)-4,5-dihyliro-6-oxa-3-thia-1-aza-benzo[elazulene-2-carboxylic acid
(2-hydroxy-ethyl)-isopropyl-ami

8-(1H-Pyrazol-4-yl)-4,5-dilyfdro-G-oxa-3-thia-1-aza~benzofe]azulene-2-carboxylic acid ((§)-1-

hydroxymethyl-3-methylbutyl)-amide,

9-(1-Benzenesulfony IH«pyrazoi«4-yl)~2~(2~isopropyi~2l~1~[ 1,2,4 Jtriazol-3-y1)-4,5~dihydro-6-

oxa-3-thia-1-azafenzo[elazulene,

2-{4-[2-(2-Pyridin-4-ylmethyl-2H-[1,2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzofe}dzulen-8-yl}-pyrazol-1-yl }-ethanol,

2- {2«[2~(I~Methyiupiperidin~4-yl)~2H-[l,2,4}triazol-3-y!]-4,5-dihyvdro~6-oxa~3-thia~1~aza~

Aenzofelazulen-8-yl}-pyrazol-1-yl)-ethanol,
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2~(l~Isopropyl—lH-imidazol~2~yl)-9-(2-mcthy'l~pyridin~3~yl)~4,5-dihydro~6~oxa~1_—thia-lO—am» /

benzo[elazulene,

2-(2-Isopropyl-2H-[1,2,4]triazol-3-y1}-9-(6-metho xy-pyridin-3-y1)-4,5-dihydro-6-oxa-3/

aza-benzo[elazulene, .

9-(2-Fluoro-pyridin-3-y!)-2-(2-isopropyl-2H-{1,2,4}triazol-3-y1)-4,5-dihydro-§ Bxa-3-thia-1-aza-
benzofelazulene,

4,5-Dihydro-6-oxa-1-thia-benzo{e]azulene-2,8-dicarboxylic acid 2-{{#chloro-5-(4-methyl-

piperazi'ne-lwcarbonyl)—phenyl}methyluagnidc} 8-methylamide,

4,5—Dihydro-6-oxa~f~thia~benzo[e]azulenem2,8~dicarboxylic gbrd 2-{ {Z«cihEoro—S-(4-methyl~

piperazine-1-carbonyl)-phenyl]-methyl-amide} 8-[(2-methfnesulfonyl-ethyl)-amide],

2?[2-(2,44)iﬂuoro~phenyl)~2H-[l,2,4]triazol~3—yl}«9~ | -(2,2,2~triﬂuoro~cthyl)-p'iperazin~1—y1}~

4,5-dihydro-6-oxa~1-thia-10-aza-benzo[e]azulene

J4-difluoro-phenyl}-2H-[1,2,4Jtriazol-3-y1]-4,5-

9-(2,5-Diaza-bicyclo][2.2.1Thept-2-y1)-2-{2-
dihydro-6-oxa-1-thia-10-aza-benzo[ejazlene,

1-(5-{2-[2-(2,4-Difluoro-phenyl)-2J{ 1,2,4triazol -3-y1]-4,5-dihydro-6-oxa-1-thia-10-aza-

benzole]azulen-9-yi}-2,5-dinza-ficyclo[2.2.1hept-2-yl)-ethanone,

I-((2R,68)-4-{2-[2-(2,4-Djfluoro-phenyl)-2H-{1,2,4]triazol-3-yl}-4,5-dihydro-6-0xa-] -thia- 10~

aza-benzo[ejazulen-9-yJf-2,6-dimethyl-piperazin-1 ~yl)-ethanone,

yD)-4,5/4 ihydro~6—bxa—!~thia—i 0-aza-benzofelazulene, .

2A2-(2,4-Difluoro-phenyl)-2H-[1 2,4 Jtriazol-3-yl}-8-[(3R, 58)-4-(2-fluoro-ethyl}-3,5-dimethyi-

/ piperazin-1-yl}-4,5-dihydro-6-oxa-1-thia-10-aza-benzo[e}azulene,

4 AMENDED SHEET 22/07/2011
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I~((2R,6S)-4n{2~{2—(2,4—[}iﬂuoro-phenyl)~2H»[l,2,4]triazol~3-yi]a4,5~dihydro-6~0xa—I-thia—lO— g

aza-benzo[elazulen-9-yl}-2,6-dimethyl-piperazin- 1-y1)-2,2,2-trifluoro-ethanone,

2-{4-[2-(1-Isopropyl-1 H-imidazol-2-yl)-4,5-dihydro-6-0xa-3-thia-1 -aza-benzofe]azule
pyrazol-1-yl}-ethanol, ‘

(R)~2~Hydroxy-l-{3~[2-(2-isopmpyl~2H«[I,2,4]triaz.ol~3-yl)-4,5—dihydro-é—ox -thia-1-aza-

benzo[e]azulen-8-yl]-azetidin-1-yt}-propan-1-one,

2-{3-[2-(2-Isopropyl-2H-{1,2,4]triazol-3-yl)-4,5-dihydro-6-oxa-3-thiaA -aza-benzo[elazulen-8-

yl]-azetidin-1-yl}-acetamide,
2-(2-Isopropyl-2H-[1,2,4}triazol-3-yl)-8-[ 1 -(2-methanesul fongl-cthyl)-azetidin-3-y1}-4,5-dihydro-

6-oxa-3-thia-1-aza-benzo[e]azulene,

2-(2-Isopropyl-2H-[1,2,4]iriazol-3-yl}-8-[ 1 -(propangy ~sulfonyl)~aze:tidin»3-yi]-4,5—dih);dro-G-

oxa-3-thia-1-aza-benzofelazulene,
2-{3-[2-(2-Isopropyl-2H-([1,2,4}triazol-3-yl)A4,5-dihydro-6-oxa-3-thia- 1 -aza-benzo[eJazulen-8-
yl]-azetidin-1-y! }-ethanol, '

(8)-2-Hydroxy-! ~{3~{2-(2~isoprop L2H-[1,2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo[elazulen-8-yl}-azetidin-1A1} -propan-1-one,

N-(2-Hydroxy-ethyl)-2-(4£2-{2-(2,2,2-trifluoro-ethyl)-2H-[1,2,4])triazol-3-yl}-4,5-dihydro-6-

oxa-3-thia-1-aza-benzofflazulen-8-yl}-pyrazol-1-yh)-isobutyramide,

2-0xo-1,2-dihydro-pyridin-3-yl})-4,5-dihydro-6-oxa-1-thia-10-aza-benzo[e]azulene-8-

/ carboxylic acid amide,
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[5-(9-Chloro-4,5-dihydro-6-oxa-1 ~thia- | O-aza--ben'zo[ajazuien«2—yl)~ I-isopropyl-1H-pyrazol-4- /
yH]-methanol, ' ’

2,2,2-Trifluoro-1 ~(2-(2-isopropyl-2H-{ 1 :2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1 -azgl-

benzo[e]azulen«9~yl]-ethanol,

3-{2~(2—130propy3~21~1~[ ! 2,4 ]triazol-3-yl)-4,5-dihydro-6-0xa-3-thia-1 «aza«bcnz Elazulen-9-yi)-

IH-pyridin-2-one,
9. I-(2~Hydroxy-2~methy1-propy!)~1H-pyrazol«4»y! J-4,5-dihydro-6-oxgf3-thia-1-aza-

benzo[e]azulene~2~carboxy!ic acid (2~hydroxy—ethyl)~isopropyl~ami
2-Methyl-2-(4-{ 2-[2-(2,2,2-triflucro-eth yh-2H-[1,2,4]triazol-3 1}-4,5-dihydro-6-oxa-3-thia-] -

aza-benzofelazulen-8-yl}-pyrazol-1 ~yl}-propan-1-ol,

N2-(2-chloro-5-(piperazine-1-carbon yDphenyl)-N2, N8

d}oxepin¢3~2,8~dicarboxamide,
N2-(2-chloro-5-(piperazine-| [-carbonyl)phenylyN2-metl 1yl-N8-(2- ~(methylsulfonyl)ethyl)-4,5.

dihydrobenzo[bjthieno[2,3- ~dJoxepine-2,8-djé arboxamide,

5-{2-{2-(2,4~DEﬂuoro~phenyl}~2H [ 1,2 A triazol- 3-y1]-4,5-dihydro-6-oxa-1-thia-1 0-aza-
benzo{e]azuIen-9~yl}-pyridin~2-yia ine,

2—[2—(2,4-Dif}uormphenyl)-ZH ,1,2,4'Jtria20i~3nyi]~9-(6~metbyl~pyridin~3~yl)~4,5~dihydro*6koxa-
1-thia-10-aza-benzo[e)azulg
2-[2-(2,4-Difluoro-pheg vI-2H-{1 ,2,4]tria20I~3-yi}~9~(6-meth0>:y.»4-~methy!~pyridin«3~yf)—4,5~

dihydro-6-oxa-1-thif | 0-aza-benzofe]azulene,

2-{2-(2,4-Difl r0~phenyl) 2H-[1,2,4]triazol-3-y]-9- ~(5-methyl-6- znorpho}in~4~yl~pyridin-3-y!)-

4,5-dihydrob-oxa- 1 -thia-10-aza- -benzo[elazulene,

‘ (2 4-Difluoro-phenyl)-2H- -[1,2,4)triazol-3-y1}-4,5-dil hydro~6-oxa-1-thia-10-aza-
2N A [e]azu]en 9-yi}-pyridin-2-y1)- -dimethyl-amine,
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/ ethyl)-piperazin-1-

2-(5-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4}triazol-3-yi]-4,5-dihydro-6-oxa- I -thia- 1 0-aza- _

benzofe]azulen-9-yl}-pyridin-2-ylamino)-ethanol,
(5-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4)triazol-3-y1]-4,5-dihydro-6-oxa- -thia- 10-a 2 '
benzofe]azulen-9-yl}-pyridin-2-yl)-(2-methoxy-ethyl)-amine,
2-(2-Isopropyl-2H-{1,2,4]triazol-3-yl)-9-pyridin-3-yl-4,5-dihydro-6-oxa-3-thj# {\-aza-
benzo[e]azulene, ’
2-(2-Isopropyl-2H-{1,2,4]triazol-3-y1}-9-(5-methoxy-pyridin-3-yl)-4 #-dihydro-6-oxa-3-thia-1-
aza-benzo[elazulene, :
2-(4-{2-[2-(2,2,2-Trifluoro-ethyl)-2H-[1,2,4}triazol-3-y1]-4,%dihydro-6-oxa-3-thia- 1 -aza-
benzo[elazulen-8-yl}-pyrazol-1-yl)-ethylamine,
2-Hydroxy-1-(3-{4-[2-(2~isopropyl-2H-[1,2,4]triazg -yi}ré,5~dihydj’o»é»oxa»B—thi a-1-aza~
benzolelazulen-8-ylj-pyrazol-1-yl}-azetidin-1-ylpfpropan-1-one, ’

2-{4-[2-(4-Isopropyl-S-trifluoromethyi-4H.#1,2,4 }triazol-3-y1)-4,5-dihydro-6-0xa-3-thia-1 -aza-

1-(4-{2-[2-(2,4-Di# oro~phcmyl)‘-2H~[ 1,2,4ltriazol-3-yl}-4,5-dihydro-6-oxa-1-thia-10-aza-
benzo[elazulen/-yl }-[1,4]diazepan-1-yl)-ethanone,
9-[1,4]Digtepan-1-yl-2-[2-(2,4-difluoro-phenyl)-2H-{1,2,4}triazol-3-y1]-4,5-dihydro-6-0xa- { -

thia-1(faza-benzo[clazulene,

-(2,4-Difluoro-pheny)-2H-[1,2 4]triazol-3-yl]-9-[(3R,58)-3,5-dimethyl-4-(2,2,2-trifluoro-
yl}-4,5-dihydro-6-oxa-1-thia-10~aza-benzo[eJazulene,
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4-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4)triazol-3-yl}-4,5-dihydro-6-oxa-1 -thia- 10-aza-

benzo[eJazulen-9-yl}-piperazin-2-one,

i-(4—{2—[2~(2,4-Diﬂuoro~phenyl)—21~1~{I,2,4]triazo1-3-yl]~4,5-dihydro-6»oxa-I—thia-l_O—

benzo[eJazulen-9-ylamino}-piperidin-1-yl)-ethanone,

2-Methyl-1-{4-[2-(2-pyridin-4-ylmethyl-2H-[1,2,4 }triazo!-3~yl)-4,5«dihydro~6- 4a-3-thia-1-aza-
benzo{elazulen-8-yl}-pyrazol-1-yl }-propan-2-ol, A

2-Methyl-1-(4-{2-[1-(2,2,2-trifluoro-ethyl)- 1 H-imidazol-2-y1}-4,5-dihydro-6-oxa-3-thia-1 -aza-

benzofe]azulen-8-yl}-pyrazol-1-yl}-propan-2-ol,

3-{8-[1-(2-Hydroxy-2-methyl-propyl)-1 H-pyrazol-4-y1}-4,5-djfydro-6-oxa-3-thia-1 -aza-

benzo[elazulen-2-yl}-4,4-dimethyl-oxazolidin-2-one,

2-{4-[2-(2-Isopropyl-2H-[ 1,-2,4}triazol—3~y])-4,5~dihy‘ -6~oxa-3~thia-l~aza~benzo[e]azu!en«9-

yl]-piperidin-1-yl}-acetamide,
(R)-2-Hydroxy-~1-{4-[2-(2-isopropyl-2H-[1,2 A]triazol-3-yI)-4,5-dihydro-6-oxa-3-thia-1 -aza-

benzo[e]azulen-9-yl}-piperidin-1-yl}-propgh-1-one,

(8)-2-Hydroxy-1-{3-[2-(2-isopropyl-ZH-[1,2,4 Jtriazol-3-y1)-4,5-dihydro-6-0xa-3-thia-1-aza-

benzo[elazulen-9-yl}-azetidin-1-y¥f -propan-1-one,

N2-(2-chloro-5-(3-hydroxyagtidine-1-carbonyl)phenyl)-N2,N8-dimethyl-4,5-
dihydrobenzo[b]thieno[2 Z-dJoxepine-2,8-dicarboxamide,

{2-)2-(2,4-Difluoro-pheny!)-2H-[1,2,4}triazol-3-yi]-4,5-dihydro-6-oxa-1 -thia-1 0-aza-

Jenzofelazulen-9-yl}-(1-methanesulfonyl-azetidin-3~yl)-amine,
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N-(1-Acetyl-azetidin-3-yl)-N-{2-[2-(2,4-difluoro~phenyl)-2H-[ 1,2,4}triazol-3-y1]-4, 5 dlhydro /-

oxa-|-thia-10-aza-benzofelazulen-9-yl} -acetamide,

4,5-Dihydro-6-oxa-1-thia-benzo[e]azulene-2,8-dicarboxylic acid 2-{[2-chlorg-5- ({R) iydroxy~
propylcarbamoyl)-phenylj-methyl-amide} §-methylamide,

1-(4-{2-[5-Amino-2-(2,4-difluoro-phenyl)-2H-{1,2,4]triazol-3-y!]-4,5-dihydrg 6~0xa-3—thia~ 1-
aza-benzofejazulen-8-yl}-pyrazol-1-yl)-2-methyl-propan-2-ol,
1-{4-[2-(2-Isopropyl-2H-{1,2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thipf] -aza-benzo{eJazulen-8-
yl]-pyrazol-1-y1}-2-methyl-propan-2-ol, .
1-{4-[2-(5-Amino-2-isopropyl-2H-[1,2,4]triazol-3-y1)-4,5-difdro-6-oxa-3-thia~ 1 -aza-
benzo[e}azulen-8-yl}-pyrazol-1-yi} -2~methy]»propan~2—ol
9-[1-((R)-2-Hydroxy-propyl)-1H-pyrazol-4-yl}-4,5-difiydro-6-oxa-3-thia-1 -aza-benzo[eJazulene-
2-carboxylic acid (2-hydroxy-ethyl)-isopropyl-amie,
5-(8-Azetidin-3-yl-4,5-dibydro-6-oxa-1-thighbenzo[e]azulen-2-y1)-1-isopropyl-1 H-[1,2,4]triazole,
2-{3-[2-(2-Isopropyl-2H-[1,2 4]triazol &-y1)-4,5-dihydro-6-0xa-3-thia- | -aza-benzo[ejazulen-9-
yl]-azetidin-1-yl}-acetamide,
9-{1-(2,4-Difluoro-benzyl)-azefdin-3-y1]-2-(2-isopropyl-2H-{1,2,4]triazol-3-y1)-4,5-dihydro-6-
oxa-3-thia-1-aza-benzo[e]aghlene,

9-[1-(2-Chloro-benzyl Yazetidin-3-yl}-2-(2-isopropyl-2H-{1,2,4 }triazol-3-y)-4,5-dihydro-6-oxa-
3-thia-1-aza-benzo _azuienc,
2-(2-1sopropyf2H-[1,2,4]triazol-3-yl)-8-pyrrolidin-3-yl-4,5-dihydro-6-0xa-3-thia- 1 -aza-
benzofelazglene,
2-(2-Igbpropyl-2H-{1,2,4])triazol-3-y1)-8-piperidin-4-yl-4,5-dihydro-6-oxa-3~thia- 1 -aza-

bep do[c]azulene

/2-{ 3-{2-(2-Isopropyl-2H-{1,2,4}triazol-3-yl)-4,5-dihydro-6-oxa-3-thia- | -aza-benzof eJazulen-9-

yi}-azetidin-1-yl}-ethanol,
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1 «{3~[2-(2-Isopropyl-2H~[l 2,4 )triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e)azulen-9-/ “
yi}-azetidin-1-yl}-2-methyl-propan-2-ol, '

(8)-2-Hydroxy-1-{4-[2-(2-isopropyl-2H-[1,2,4)triazol-3- y) 4,5-dihydro-6-oxa-3- th|a~~aza—

benzo[e}azulen-9-yl]-piperidin-1-yl}-propan-1-one,

2—Methyl- 1-(4-{2-{2-(1-methyl-piperidin-4-y)-2H-[1,2,4]triazol-3-yl]-4,5-dihglro-6-oxa-3-thia-
|-aza-benzo[elazulen-8-y1}-pyrazol-1- yh)-propan-2-ol, |

(8)-1-(4-{2-[2-(2,2,2-Trifluoro-ethyl)-2H-[1,2,4}triazol-3-y!]-4,5- dlh )dro-6-oxa-3-thia-1-aza-

benzo[e)azulen-8-yl}-pyrazol-1-yl)- propan-Q-oi

8-[1~(2-Hydroxy-2-methyl-propyl)-1H-pyrazol-4-yi]-4,5-dihylro-6-oxa-3-thia- ] -aza-
benzofelazulene-2-carboxylic acid cyclohexyl-(2-dimethylmino-ethyl)-amide,

N2~(2~chléro-5~((2-hydroxyethy!)(methyl)carbamoy bhenyl)-N2,N8-dimethyl-4,5-

dihydrobenzo[b]thieno[2,3-dJoxepine-2,8-dicarbgfamide,

N2-(2-chloro-5-(3-hydroxyazetidine-1-carbgdyl)phenyl)-N2-methyl-N8-(2-(methyl-
sulfonyDethyl)-4,5-dihydrobenzofb]thiend] 2,3-dJoxepine-2,8-dicarboxamide,

N2-(2-chloro-5-(2-hydroxyethylcarpimoyl)phenyl}-N2-methyl-N8-(2-(methylsulfonyl)ethyl)-

4,5-dihydrobenzo[blthieno[2,3-gfoxepine-2,8-dicarboxamide,-

N2-(2-chloro-5-((2-hydroxyfthyl)(methyl)carbamoyl)phenyl)-N2-methyl-N8-(2-
(methylsulfonyl)ethyl)-445-dihydrobenzo[b]thieno[2,3-dJoxepine-2,8-dicarboxamide,

-1-(3-{2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3-y1]-4,5-dihydro-6-oxa- 1 -thia- 1 0-aza-

enzo[elazulen-9-ylamino}-azetidin-1-yl)-2-hydroxy-propan-1-one,
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9-[(3R,55)-4-(2,2-Difluoro-ethyl)-3,5-dimethyl-piperazin- l-yl] -2-[2-(2,4-difluoro-phenyl)- 2H— |

[1,2,4]triazol-3-yl}-4,5-dihydro-6-oxa- | -thia-10-aza- benzo{e}azu!cne,

I-((2R,68)~4—{2-[2~(2,4-~Diﬂu0r0~phenyl)—2Hm{];2,4]triazol~3-y!}—4,5»dihydro~6-oxa-11ia-10~
aza—benzo[e}azu!ep-9~yl}»2,6-dimethyl»piperazin»l-y!)~2,2—diﬂuoro-ethanonp, |
N-(Z-{2~{2—(2,4—Diﬂuoro-pheny})-zﬂ*[I,2,4}triazoi~3~y§}~4,5-dihydro-é-oxa-I hia-10-aza-
benzolelazulen-9-ylamino }-ethyl)-acetamide, ‘
1 1-Dimethyl-2-(4-{2-[2-(2,2,2-trifluoro-ethyl)-2H-[1,2,4)triazo}-3~y1}44,5-dihydro-6-oxa-3-thia-
l-aza-benzo[elazulen-8-yl1}-pyrazol-1-yl)- ethylamme ‘
Zn{3-{2-(2-Isopropy!—2H~{ 2, 4]triazol-3-yl)-4,5-dihydro-6-0yé-3-thia-1 -aza-benzofelazulen-9-
yll-azetidine-1-sulfonyi} -ethanol,
2«(2»Isopt'op3!l~2}i—{~l 12,4)triazol-3-y1)-8-(1-methanesy Fony[~piper‘idin~4~yi)'-4-,5*dihydrowﬁ-oxa-

3-thia-1-aza-benzo[elazulene,

2-(2-Isopropyl-2H-[1,2,4]triazol-3-yl)-8-(1 -gfethanesul fonyl-pyrrolidin-3-y1y-4,5-dihydro-6-oxa-

3-thia-1-aza-benzo[elazulene,

2-Hydroxy-1-{3-{2-(2-isopropyl-2HA 1,2,4]triazol-3-y})-4,5-dihydro-6-oxa-3-thia- | -aza-

benzo[e]azuiemB-yl]-azetidin-I }-ethanone,

(R)-2-Hydroxy-1-{3-[2-(2-fopropyl-2H-[1,2,4]triazol-3-y1)-4,5-dihydro-6-0xa-3-thia-1-aza-

benzo[e]azulen-9-yl]-azgfidin-1-yl}-propan-1-one,

2~(2-Isopropyl-2H-A, 2 4]triazol-3-y1)-9-(6-pyrrelidin- 1-yl-pyridin-3-yl)-4,5-dihydro-6-oxa-3-

thia-1-aza-benzgfelazulene,

I-Isopropyf5-{8-[1-(3-methyl-oxetan-3-yimethyl)-1H-pyrazol-4-y1}-4,5-dihydro-6-oxa-3-thia- -

aza-bendble]azulen-2-y1}-1H-{1,2,4]triazol-3-ylamine,

(Q-H ydroxy-2-methyl-propyl)-1H-pyrazol-4-yl1-4,5-dihydro-6-oxa-3-thia- | -aza-

/oenzolelazulene-2-carboxylic acid (2-hydroxy-ethyD-isopropyl-amide,
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9~(2»Flu‘oro~5«methyl~pyridin-3~yl)»2~(2»isopropyl-2H~[1 ,2,4]triazol-3-yl)-4,5-dihydro-6-oxa-3
thia-1-aza-benzofe]azulene,

2-{4-[2-(5-Amino-2-isopropyl-2H-[1,2,4]triazol- -3~-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo[eJazulen-8-yl]-pyrazol-1-yl}-ethanal,

1-{4-[2-(2-Isopropy!-5-methyl-2H-[ | 2,4 )triazol-3-yl)-4,5-dihydro-6-oxa-3-thigl’ 1 -aza-
benzofe]azulen-8-yl]-pyrazol-] -yl}-3-methoxy-propan-2-ol,

2—(2~{8~[I-(2~Hydroxy~2-methytwpropyf)—1I*I»pyrazol~4-yi}—4,5~dihyd 6-6-0xa-3-thia-1-aza-

benzo[e]azulen-2-y1}-imidazol-1 -yl)-N-methyl-acetamide,

8—(1~Azetidin-3~y}—1H-pyraz{)i~4~y!)‘2~(2~isopropyI»S«methyl 2H-[1,2,4]triazol-3-yl)-4,5-

dihydro-G-oxa-3-thia-1-aza-benzo[e)azulene,

2-(5-Amino-2-isopropyl-2H-[1,2,4]triazol-3-y1)-4,5- 'ydro~6-oxa—3--thia-i»am~bcn9jo[c]azulene~

8-carboxylic acid (I-m@thyl»azetidin—i%—yl)»amide,

2-(2~ Iso;Jm pyt-2H-[1,2,4 triazol-3-yl)-8- (I— thyl-1H-imidazol~4-y1)-4,5-dihydro-6-oxa-3-thia-

I-aza-benzo[elazulene,

8-[1-(2-Hydroxy-2-methy!-propyl)-1 /4 -pyrazol-4-yl]-4,5-dihydro-6-oxa-3-thiz- [ -aza-
benzo[e]azuIene-%carboxylic acid (2-hydroxymthyl)w(tetrah)f(.i:'@»pyran-4~yl)~a|nide,

8-[1-(2-Hydroxy-2-methyl-py bpyh)-1 H-pyrazol-4-yl}-4,5-dihydro-6-oxa-3-thia-}-aza-
benzofeJazulene-2-carboxflic acid { I—acetyi~piperidin~4~y§)~(2—hydroxy»ethyl}amide,

I-{4-[2-(1-azetidin- HH—imidazc)l~2~yl)~4,5—dihydro~6-0xa-3~thia~1~aza~benzo[e]azulen-8~y1]»
pyrazo!»[~yi}~2~ fethyl-propan-2-ol,

2-methyl-2-@A-{2-[2-(2,2,2-trif) uoro-ethyl)-2H-[1 2,4 Jtriazol-3-y11-4,5.dihydro-6-oxa-3-thia-1 -

aza-benzg{eJazulen-§-yl} -pyrazol- | -yl)-propylamine,

2-hyliroxy-1-[3-(2-{8-[1 ~(2-hydroxy-2-methyl-propy!)-1 H-pyrazol-4-yl]-4,5-dihydro-6-oxa-3-

-1-aza-benzo[elazulen-2-yl} -imidazol-1-yl}-azetidin-1 ~yl]-propan-1-one,
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2-{4_[2~(2-§sopropyl—2H—[l,2,4]triazo!n3-yl)-4,5~dihydro46-oxa-3~thia—1-aza—bcnzo[e]azulen-S- ‘
yl}-pyrazol-1-yl}-ethylamine, /
3~[2-(2-Isopropyl~2H~{1,2,4]triazol~3«y!)-4,5~dihydro~6~0xa~3~thia-1~aza~benzo[c}azulé ~yl}w5~
methyl-1H-pyridin-2-one,

I ~{3~(2«{8~[l-(Z-Hydroxy-Z-methy!-pmpyi)-1H«pyrazol-4—y]]—4,5»dihydro«(i-o ¥-3-thia-1-aza-

benzo[e]azulen-2-yl}-imidazol-1~yl}-azetidin-1-yi]-ethanone,

2-Methyl-1-{4-[2-2-pyridin-2-ylmethyl-2H-[1,2,4 triazol-3-y1)-4,5-dihfldro-6-oxa-3-thia- 1 -aza-

benzofe]azulen-8-yl]-pyrazol-1-yl}-propan-2-ol,

{5-[2-(2-Isopropyl-2H-[1,2,4}triazol-3-yl)-4,5-dihydro-6-oxa-3Ahia- | -aza-benzo[elazulen-8-yl}-

I-methyl-1H-imidazol-2-yl}-methanol,

5 -(S—azetidin~3—yl—4,5»dihydro-6-'oxa~ I-thia-benzofe]aghilen-2-yl)-1-(2,4-difluoro-phenyl)- T H-

[1,2,4])iriazole,

2-Methyl-1-{4-[2-(1-oxetan-3-yl-1H-imidazol/2-y1)-4,5-dthydro-6-oxa-3-thia- | -aza-
benzofelazulen-8-yl]-pyrazol-1-yl}-propanf-ol,

I-{3-[2-(2-Isopropyl-2H-[1,2,4]triazgi-3-y1)-4,5-di hydro-6-oxa-3-thia-1 -aza-benzo[elazulen-8-
ylJ-azetidin-1-yl}-2-methyl-propag-2-ol,

2-(2-Isopropyl-2H-[1,2,4]irigdol-3-y1)-§-[ 1 -(2,2,2-trifluoro-ethyl)-azetidin-3-yl]-4,5-dihydro-6-

oxa-3-thia-1-aza-benzo[ej}zulene,

8-(1-Isopropyl-azetighn-3-yl)-2-(2-isopropyl-2H-{1 ,2,4]triazol-3-yl)-4,5-dihydro-6-0xa-3-thia-1-

(8)-3-(3-[2 #-Isopropyl-2H-[1,2,4)triazo}-3-y1)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzo(elazuien-
8-yl]-azeffdin-1-yl}-propane-1,2-diol, )

(1-4 ino~cyclopmpyl)-{3—{2~(2»isopropyl~2H-{1,2,4]tri8203~3~y!)~4,5-dihydro~6—axa-3-thia» l-

a-benzo[elazulen-8-yl]-azetidin- 1-yl}-methanone,
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4-{8-[1-(2-Hydroxy-ethyl)- 1H-pyrazol-4-yl]-4,5- dzhydro 6-oxa-3-thia-1-aza- banzo[e}azu!en 2/
yl}-5-isopropyl-2-methyl-2,4-dihydro-[1,2,4]triazol-3- -one, -

2-{3~[2-(2-Isopropyl-2H-{1,2,4]triazol-3-y1)-4,5-dihydro-6-0xa-3-thia- | -aza- benzo[e]a len-8-
yl}-azetidin-1-yl}-2-methyl-propan-1-ol,

2-{8-[1-(2-Hydroxy-2-methyl-propyl)-1 H-pyrazol-4-yl]-4,5-dihydro-6-oxa-3-tjfa- | -aza-

benzole]azulen-2-ylamino}-2-methyl-propan-1-ol,

1-{8-[1-(2-Hydroxy-2-methyl-propyl)-1H-pyrazol-d-yl]-4,5-dihydro-66xa-3-thia- 1 -aza-

benzofeJazulen-2-yl}-5,5-dimethyl-imidazolidin-2-one,

2—(2~Isopmpyl~2H~[I,234]triazol~3—yl)«8-~(l~méthanesulfonyln thyldH~pyrazol~4-yl)»4,5»

dihydro-6-oxa-3-thia-1-aza-benzofeJazulene,

N2~(2~chloro-5~(2«hydmxyethylcarbanlo}"])phenyl)~ ZN8-dimethyl-4,5-
dihydmbenzo[b]thien0[2,B«d}oxepine-2,8~dicarbo imide,

N2-(2-chloro-5-(3,3-difluoroazetidine- 1 -carbg wyDphenyl)-N2-methyl-N8-(2-
(methylsulfonyi)ct'hyl)-fi,S—dihydrobénzo Hlthieno[2,3-dJoxepine-2,8-dicarboxamide,

{2-[2~(2,4-Difluoro-phenyl)-2H-[1,2 4 triazol~3~yl}-4,5~dihydro«6noxa- I-thia-10-aza-
benzofelazulen-9-yl}-(1-methyl-azetidin-3-yl)-amine,

{2~[2—(2,4—Diﬂuom-phcnyl) -[1,2,4}triazol-3-yl}-4,5-dihydro-6-oxa-1-thia-10-aza-

benzo[elazulen-9-yl}-oxefin-3-yl-amine,

Azetidin-3-yl-{2-[2-¢ 4-diflucro-phenyl)-2H-{ 1 2,4 )triazol-3-yl]-4,5-dihydro-6-0xa- 1 -thia~ 10~

aza-benzo[e]azulgh-9-y1} -amine,

2-[2-(2,4-Difluoro-phenyl)-2H-[1,2,4]triazol-3~y1}-9-(6- fluoro-5- methyl-pyridin-3-yl)-4 5-

hhydro- -oxa-1-thia-10-aza-benzofe]azulene,

2-[2A2,4-Difluoro-phenyl)-2H-[1 ,2,4]triazol—3-yl}-9~{5«nwethyl»(ﬁ*(ti«m&thyl~piperazin~1vy!)—
pfridin-3-yl]-4,5-dihydro-6-oxa- 1 -thia-10-aza-benzo[eJazulene,
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N2-(2-chloro-5-((8)-2-hydrox ypropylcarbamoy}}phenyf)-NQ-methyl»N8~(2~
(methylsu}fon)'l)ethyi)-4,5~dihydrobenzo[b]thieno[2,3-d]oxepinc—2,8~dicarboxamide,

2-{4-[2-(2-Isopropyl -2H-{1,2,4}triazol-3-yl)-4,5-dihydro-6-oxa-3-thia- | -aza- benzo[e] 4
yi]-pyrazol-1-yl}-isobutyramide, '

2-{4-[2-(2-Isopropyl-5-methyl-2H-[1 12,4 Jtriazol-3-y1)-4,5-dihydro-6-oxa-3-th#. 1 -aza-
benzo[e]azulen-8-yl}-imidazol-1-y1}-ethanol,

2~{5-{2~(2~Isopropy!»5-methyl~2H~.[1,2,4]triazof—3~yl)—4,5—dihydro—ﬁ- ca-3-thia- | -aza-

benzo[eJazulen-8-yl]-imidazol-1 -y1}-ethanol,

}-(4-{2-[2-(2-Hydroxy-ethy!)-2H-[1,2 yAltriazol-3-y1]-4,5-dihylro-6-0xa-3-thia-1-aza-
benzofelazulen-8-yl}-pyrazol-1-yl)- 2-methyl-propan-2-ol,,

2-{3-[2-(2-Isopropyl-2H-[1,2,4]triazol-3-y)-4,5- d;hy o-G-oxa-3-thia-1-aza-benzo[ejazulen-8-

yl]-azetidin~1-yl}-ethanesulfonic acid dimethylamj

2-Hydroxy-1-{3-[2~(2-isopropyl-2H-[ | 12,4 Jytazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1 -aza-

benzo[elazulen-8-yl]-azetidin-1-y1}-2-mej hyl-propan-1-one,

2-{3-[2-(2-Isopropyl-2H-[1,2,4]triazg —3—y!)-4,5»di%}ydro~6-oxa-3~thia~I-aza~benzo{e}azuien~8-

yl}-azetidine-1-sulfonyl }-ethanol,

2-{3-[2-(2-Isopropyl-2H-[ 1, ¥4jtriazol-3-y1)-4,5-dibydro-6-oxa-3-thia-1 -aza-benzo[elazulen-8-

yl]-azetidin-1-yl}-isobutyfamide,

5-{8-[1-(2-Hydroxy mcathybpropyl)«lH~pyrazoiu4~yl}-4 S-dihydro-6-oxa-3-thia-1-aza-

benzo[e]azulen- }~4-isopropyl»2,4~d5hydm [1,2,4]triazo}-3-one,

N2-(2-chlorgt5-(3,3-difluoroazetidine- 1 -carbonyl)phenyl)-N2,N8-dimethyl-4,5-
dihydrobg nzo[bjthieno[2,3-dJoxepine-2,8-dicarboxamide,

{2-17 (2,4~Djﬂuoro~phenyi)~2H~[1 12,4 ]triazol-3-yl}-4,5-dihydro-6-oxa-1-thia~] 0-aza-

Yenzolelazulen-9-ylamino}-acetic acid,

AMENDED-SHEET 220072011




¢

Printed: 24/0872011 CLMS P AN PCTEP-2 001064228

PCT/EP2010/064222 -396-
3~{2-[2«(2,4—Diﬂuoro~phenyl)—2H~[I 2,4 ]triazol-3-yi]-4,5-dihydro-6-o0xa-1-thia-1 0-aza-
benzo[e]azulen-9-ylamino}-propane-1 ,2-diol,

2«{2~[2«-(2,4-Diﬂuoro—phenyl)ﬁH—[l,2,4}triazo!»3-yi]~4,5-dihydr0~6»0xa~l-thia»lO~aza

benzo[eJazulen-9-ylamino}-N,N-dimeth yl-acetamide,

2-{2-[2-(2,4- DlﬂUOI‘O -phenyl)-2H-[1,2,4]triazol-3- -yl}-4,5-dihydro-6-oxa-| th1 0-aza-

benzo[elazulen-9-ylamino}-acetamide,

2-{4-[2-Q2-Isopropyl-2H-[1,2,4)triazol- -3-y1}-4,5-dihydro-6-0xa-3- thn~ -aza-benzo[elazuien-§-

‘yil- pyrazol J-y1}-N-(1-methyl-azetidin-3- y) lsobutyramzde

8-{1-{2-(3, 3-Difluoro-azetidine-1-sulfony})- -ethyl}-azetidin-3- -2-(2-isopropyl-2H-
[1,2,4)triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1 aza-bmzo[ ulene,

(2-{ 3-[2-(2-Isopropyl-2H-[1 y2,4)triazol-3-yl)-4,5-di hydo-6-0xa-3-thia-1 -aza-benzo[e]azulen-§-
yl]~azétidine»l-aulfonyl}«ethyl)*dime(hyl-amine,

4-Isopropyl-5-{8-[1-(3-methyl-oxetan-3- yimegyl)-1H-pyrazol-4-yl]-4,5- ~dihydro-6-0xa-3-thia-1-

aza-benzo[elazulen-2- y!}~2 4-dihydro-{1,2 f]triazol-3-one,

I-[3-(5-Chloro-2-{8-[1-(2-h ydroxy-2- ethyl~proﬁyl}~» I~f~pyrazolu4~y!]~4,5~dihydro-é«oxa~3~thia-

I-aza-benzofelazulen-2-y1}- umdd 61-1-yi)-azetidin-1-yi]-ethanone,

2-(3-{4-[2~(2-1sopropyl-5 -mey yl-QH—[I,2,4}triazo!»3~yl)—4,5-dihydro»6~oxa«3~thia-l -aza~

benzo[e)azulen-§-yl}-pyra; I-1-yl}-azetidin-1-yl)-ethanol,

1-(4-{2-[2-(2-Hydroxy —ropyl)-ZH{ 1,2/4}iriazol-3-y1]-4,5-dihydro-6-oxa-3-thia- -aza-

benzo[eJazulen-8-yl}-pyrazol-1 -y1)-2-methyl-propan-2-ol,

2-Methyl-1-(4 {2~{2-(2—morpholin~4-yi-ethyl)~2H{I,2,4}triazol-3~y}]-4,5-dihydro~6-oxa~3»thia~
1-aza-bengblejazulen-§-yl }-pyrazol-1-yl)-propan-2-ol,

Oxetgh-3-yI-[2-(4- ~{2-[2-(2,2,2-trifluoro- -ethyl)-2H-[1,2,4}triazol-3- ~y1}-4,5-dihydro-6-oxa-3-thia-

I-gza- benzo[q]aau!en 8-yl}-pyrazol-1-yl)-ethyl]-amine,
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f-[4-2-{21 ~(2-Hydroxy-ethyl)-piperidin-4-yl]-2H-{| ,2,4}triazof~3-yi}»4,5—dihydro-6~oxa~3—

thia-] -aza-benzo[eazulen-8-yl)-pyrazol-| -y1}-2-methyl-propan-2-of,

I-Isopropyl-5-{8-[1 -(2-methanesulfonyl-ethyl )-azetidin-3-yl]-4,5-dihydro-6-oxa-3-thia- aza-

benzo[e]azulen-2-yI}-1H-{1,2,4]triazol-3- ylamine,

2-{3-[2-(2-Isopropyl-2H-[1,2,4]triazo]-3- -yi}-4,5- dxhydro 6-0xa-3-thia-1-aza-bepfo[e]azulen-8-
yl]-azetidin-1-yl}-N-methyl- isobutymmxde,

2-{3u[Z-(Z—Isopropyl—ZI-L[],2,4}triazol*3—yl)-4,5-dihydro—é—_oxa~3~thia- aza-benzofelazulen-8-

yl}-azetidin-1-yl}-ethanesulfonic acid methylamide

2-(3-{8-[1-(2-Hydroxy-2-methyl-propy!)- lH-pyrazoI 4-y[}-4,5 shydro 6-oxa-3-thia-1-aza-
benzofelazulen-2-y1}-[1,2,4}iriazol-1- -yh)-propan-1-ol,

2-(4-{ 21f2~(2~1\/[orp)}101im4»yl~ethyl)-21‘1-[1,2,4]tz'iazol~ —yi}~4,5wd.ihydro~6~oxa-3~thia~ I-aza-
benzo[elazuien-8-yl}-pyrazol-1-yl)-ethanol, /

1-(4-(2-(3-amino-1-isopropyl-1H-1 ,2,4-triazo] ~yi)-4,5—dihydrobenzo[b}thian0{2,3nd}oxepin~8-

yh)-1H-pyrazol-1-yl)-2-methylpropan-2-ol

2-Amino-1-{3-[2-(2-isopropyl-2H-[ | 4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-

benzo[e]azulen-8-yl}-azetidin-1-y /-2-methyl-propan-1-one,

N»Isdpropyl~2~{ 3-[2-(2-isoprghpy!-2H-[] ;2 4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia- 1 -aza-

benzo[e]azulen-8-yl]-azetidin-1 -yl}-acetamide,

2-{3-[2-(2-Isopropyl ZH-[1 2,4 Jtriazol-3-yl)-4, 5-dihydro-6-0xa-3-thia-| -aza-benzofelazulen-§-

yl}-azetidin-1-yl} -morpholin-4-yl-ethanone,

N-(2-Hydroyf-2-met 1yl-propyl)-2-{3-[2-(2-isopropy-2H-[ 1, 2,4}triazol-3-yl)-4,5-dihydro-6-oxa-

3-thia-1-g#a-benzolelazulen-8-yl]-azetidin- | ~yl}-acetamide,

4-{8/1- -(2-Hydroxy-2-methyl-propyl)-1H-pyrazol-4-yl}-4,5- -dihydro- 6-0xa-3-1} thia-1-aza-
bezo[elazulen-2-y1}-2,5- -dimethyl-2,4-dihydro-[1,2,4)triazol-3-one,
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4-{8-[1 ~(2-Hydroxy-2-methyl-propyl)-1 H«pyrazol-4-)'l]?4,5-d ihydro-6-oxa-3-thia-1-aza-
benzo[e]azuIen~2~y]}»2~isopr0pyl»5»methyl~2,4-dihydro»{l,2,4]triazol~3-0ne,

2-{4-[2-(2-Isopropyl-2H-[ 1,2 4 }triazol-3- y1)-4,5-dihydro-6-oxa-3-thia-]-aza- benzo[e]a !
yl}-piperidin-1- y[} ~acetamide,

2~(2-Isopropyl-2H-[1,2,4]triazol-3-y1)-8-[ 1 -(2- -methanesulfony}- elhyl)»plpend'-4-y1]-4,5-

dihydro-6-oxa-3-thia-1-aza-benzofe]azulene,

3~{2-(2-Isopmpyl~2H~[1,2,4]triazol~3~yi)-4,5~dihydro—6—oxa—3—thia~1 -gfa-benzolelazulen-9-yl]-1 -
(2-methoxy-ethyl)-1H-pyridin-2-one,
2-(2-isopro;$yl~2H-[I ,2,4]triazoi»3»yl)-9~[2-(2~methoxy~ethox -pyridin-3-yl]-4,5-dihydro-6-oxa-

3-thia-1-aza-benzo[eJazulene,
3~{‘8—[1—(2~hyd'roxy—Z*methylmpropyl)-1H-pyrazol—4~y —4,5~dih3fdro~6-o>5af3~t§1ia~1 ~aza-
benzo[elazulen-2-yi}-1,4,4-trimethyl-imidazolidin 2

1-(3-{4-[2-(2-isopropyl-5-methy}-2H-[ ] 12,4)tazol-3-yi)-4,5-dihydro-6-oxa-3-thia- 1 -aza-
benzo[elazulen-8-yl}-pyrazol-1-yl }-azetidif=1-y1)-2-methyl-propan-2-ol,
2-(2-isopropyl-2H-[1,2,4]triazol-3-yl ~(1-oxazol»Z—ylmethy!~azetidin-3~yl)—4,5~-dihydro—G-oxa~
3-thia-1-aza-benzo[e]azulene,
phosphoric acid mono-(2- {4} m(2~isopropyl~2H~{},2,4]t:‘iazol~3-yl)~4,5~dihydro-6~oxa-3—thia~1»
aza-benzo[elazulen-8-ylj-pfrazol-] -yl}-ethyl) ester,

2-{4-[2-(2-isopropylZH-[1 2,4 Jiriazol-3-y1)-4,5-dihydro-6-0xa-3-thia-1 -aza-benzofe]azulen-8-
yl}-piperidin-1-ylJAsobutyramide,

diethyl-[2-(4A4 2—{2»(2,25.,24:‘1' fluoro-ethy!)-2H-[1 »2,4]triazol-3-yl]-4,5-dihydro-G-oxa-3-thia-1 -aza-

by 1zo[e]azu!en»?_-yl}~5,5~dimethyl~imidazoﬁdine«2,4»dione,
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"'I am»benao[e]azuien -8-yll-azetidin-1-yl}-propan-1-one, /

2—(2—Isopropyl-5~methyi-2H—[l,2,4]triazol~3-yl)»8—[l ;

- 1-{8-[1-(2-Hydroxy-2-methyl-propyl)-1H-p

PCT/EP2010/064222 -399.
2-{4-[2-(2-Isopropyl-2H-[1,2,4)triazol-3-y1)-4,5-di hydro-6-0xa-3-thia-1 -aza-benzo[e}azulen-8-/
yl]~imidazol~i—yf}-ethan(}l, '

8-(2-Fluoro-pyridin-3-yl)-2-(2-isopropyl-2H-[1,2 »4]triazol-3-yl)-4,5-dihydro-6-oxa- 3- fia-1-aza-

benzo[e]azulene,

3-[2-(2-Isopropyl-2H-[ 1,2 4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-] -aza- bcn plelazulen-8-yi]-
1H-pyridin-2-one,

I-Isopropyl-3-{2-(2-isopropyl-2H-[1,2,4]triazo]-3-y1)-4,5-dihydro-6-ga-3-thia-1-aza-
benzo[elazulen-9-yl]-1H-pyridin-2-one,

(5)-2- Hydroxy~ {3 [2-(2-isopropyi-5- methy -2H- [1 2,4]triaghl-3-yl)-4,5- dnhydm 6-oxa-3-thia-

-methanesulfonyl-ethyij-azetidin-3-y]-
4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e]azulene,
azol-4-yl}-4,5-dihydro-6-oxa-3-thia-1 -aza-
benzo[elazulen-2-yl}-3,5,5-trimethyi-imig

1-(4,5-Dihydro-6-oxa-3-thia-1-aza-bénzo[elazuien-2-yl)-5,5- -dimethyl-imidazolidine-2,4-dione,

(8)-3-{3-{2-(2-Isopropyl-5-megfyl-21-{1,2,4]triazol-3-y1)-4,5- -dihydro-6-oxa-3-thia-1-aza-

benzo[elazulen-8-yil-azetidi-1-yl}-propane-1,2-diol,

9-(6-Fluoro-pyridin-3-y0)-2-(2-isopropyl-2H-[1,2,4)triazol- ~y} 4,5-dihydro-6-oxa-3-thia-1 -aza-
benzo[e]azulene,

5-[2-(2-1soprop yI-2H-[1,2,4]triazol-3-yl)-4,5-dihydro-6-oxa-3-thia-| ~aza-benzo[elazulen-9-yl]-

impdazolidine-2,4-dione,

" 3-[2-(2-Isopropyl-2H-[1,2 4}trrazo! -3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza- -benzofelazulen- 9 -yl}-1

(2-morpholin-4-yl-ethyl)-1H-pyridin-2-one,

39
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2-{4-[2-(2-Isopropyl-2H-[1,2 4]triazol-3- -yb)-4,5-dihydro-6-oxa-3-thia-1-aza- benzo[e]azulen~-
yl}-piperidin-1-yl}-ethanesulfonic ac;d dimethylamide,

8-(1H»Pyrazol«4—yl)~4,5-dihydro-6~oxa—3~thia«1~aza-benzo[g]azuIene--z-carboxylic acil

dimethylamide,

{3-[2-(2-Isopropyl-2H-{1 :2,4)triazol-3-y1)-4,5-dihydro-6-0xa-3-thia- | -aza-bef ol[elazulen-9-yl]-

2-ox0-2H-pyridin-1-y!}-acetic acid,

3-[2-(2-Isopropyl-2H-[ ] ,é,4]triazoi~3-yl)—4,5—dihydro»G—-oxa-B-thia»i v, ~bcnzo[e]azuien-9~yf]-l~

methyl-1H-pyridin-2-one,

2-{3~[2»(2-Isopropyf~2H~[1,2,4]triazo!w3~yl)-4,5~dihydro—6*o , —3-»thia-I-aza—bgnzo{e]azulem%

yi]-2-0x0-2H-pyridin-1-y1} ~-N,N-dimethyl-acetamide,

2-{3-[2-(2-Isopropyl-2H-[1 ,2,‘4]triazo!~3~yl)~4,5~di hyfro-6-oxa-3-thia-1 -aza~benzo{e]a2\ulen~9~

y1]-2-0x0-2H-pyridin-1-yl }-acetamide, /

4-{2—(2-Isopr6py]-21-l«{ 1,2,4}triazol-3-y1)-4,5Mihydro-6-oxa-3-thia-1 -aza-benzo[cJazulen-9-yl]-

1H-pyridin-2-one,

5-[2-(2-Isopropyl-2H-[1,2,4)triazol-3, [)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzo[c]azulen-9-yl]-

IH-pyrimidine-2,4-dione,

2-{3-[2-(2-Isopropyl-2H-[1, ,4}triazol~3~y])-4,5-dihydro-(i-oxa—B-thia-*l'e-aza-benzo{e]azulen-%

y1]-2-0x0-2H-pyri din-1-yJf-N-methyl-acetamide,

2-{4-[2-(2-Isopropyl; H-[l,2,4]triazol~3~yl)~4,5~dihydro—é-oxaﬁ-thiawI -aza-benzo[e]azulen-§-

yl]-piperidin-1-yl ) N-methyl-acetamide, ‘

2-{4-[2-(2-I5Bpropyl-2H-[1 ,2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1 —aza-benzo[e}ézufen—&
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2- (2-1sopropyl-2H-{1,2,4]triazol-3-yi)-8-[ 1 -(2-methoxy-ethyl)-piperidin-4- -y11-4,5- dlhydro -6-0xay

3-thia-1-aza-benzo[elazulene, and

2-{4-[2- (7 -Isopropyl-2H-{1,2,4]triazol-3-yl)-4,5-dihydro-6-oxa-3-thia-1-aza-benzo[e)az fen-8-
yi}- p!pendm 1-yi}-ethanol, /

11, The compound of claim 1 selected from:

2-(2-Isopropyl-2H-5-amino[1,2,4]triazol-3-yl)-8-fluoro-4,5-dihydro-G-oxa {-thia-1-aza-

benzo[elazulens,
1-(8-Piperidin-4-yl-4,5-dihydrothiazolo[4,5-d]benzo[bJoxepin-2-y )5, 5-dimethylimidazolidin-
2,4-dione,

5-[2-(2-Isopropyl-2H-{1,2 A]triazol-3-yl)-4,5-dihydro-6-0xg43-thia-] -aza-benzo[e]azulen-9-yi}-
TH-N-methylpyridin-2-one, ‘
2-(2-Isopropyl-2H-5-amino[1,2,4]triazol-3-y1)-9-flydro-4,5-dihydro-6-oxa-3-thia-1-aza-
benzo[s}azulen’c,
4-[2-(2-Isopropyl-2H-[1,2 4]triazol-3-y1)-4,5 dihydro-6-oxa-3-thia-1-aza-benzo[e]azulen-8-yl]-
piperidin-4-ol hydrochloride,
2-(2-Isopropyl-S-methyl-2H-[1,2,4}tfazol-3-y1)-8-[ 1-(2-methoxy-cthyl}-azetidin-3-yl}-4,5-
dihydro-6-oxa-3-thia-1-aza-benzofe]a:

2-{3-[2-(2-Isopropyl ~‘5~meth “2H-[1,2,4}riazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1 -aza-
benzo[e}azulen-8-yl]-azetiin-1-yl}-ethanol,
1-{3-[2-(2-Isopropyl-# /meth yi-2H-[1,2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1 -aza-
benzo[elazulen-8-y}-azetidin-1-y1}-3-methoxy-propan-2-ol,

8-[1-(2-Fluorgfethyl)-azetidin-3-yl}-2-(2-isopropyl-5-methyl-2H-[ 1,2,4 }triazol-3-yl)-4,5-dih ydro-

yll-fhenyi}-acetamide,
/2-{4-Fluoro-4-[2-(2-isopropyl-2H-{1,2,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia-1-aza-
benzo[elazulen-8-yl]-piperidin-1-yt}-N,N-dimethyl-acetamide,
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{ I-[2-(2*Isopr0pyl»5-methyl»2H~[I,2,4]triazof~-3~yl)-4,54dihydro-&oxa-B-thiwl~aza-
benzolelazulen-8-yl}-methyl}-urea, '

J fethy!~3—{2-(2~~isopropy!—5~meihyi—2H-[],2,4]triazo!-3-y1)~4,5»dihydro-6~oxa—3~thia~ | -4
benzofelazulen-8-ylmethyl]-urea, '
3u{3»{2—(2~Isopropy1»5~methyl~2H~[1,2,4]tria:zolw3~yl)~4,5—dihydro-6~0xa~3«thia ~aza-
benzo[eJazulen-8-yl]-azetidin-1-yl}-propan-1-ol,
N-Isopropyl-2-{3-[2-(2-isopropy}-5-methyl-2H-[ 1 ,2,4]triazol-3-y)-4,5-dj dm«é-oka&-thia-} -
aza-benzo[elazu len—S—yi}nazetid in»l -yl}-acetamide,
4-[2-(2-Isopropyl-2H-[1,2,d]triazol- 3-yl} 4 5~d1hydro 6-oxa-3-th 1igfl-aza-benzo[elazulen-9-yl}-
TH-N- methy pyridin-2Z-one, )

2-(2-Isopropyi- 5~me!hy -2H-[1,2,4]triazol-3-y1)-8-oxetan-#yl-4,5- -dihydro-6-oxa-3-thia-1-aza-~
benzo[elazulene, »
4-[2-(2-Isopropyl-2H~[1,2,4]triazol-3-y1)-4,5-dihy f0-6-0xa-3-thia-] -aza-benzo[e]azulen-8-yl}-
FH-pyridin-2-one,
2-(2-Isopropyl-2H-5-methoxymethyl[ 1,2, 4]yffazol- ~y})-4,5-dihydro-6-oxa-3-thia-1-aza-
benzofe]azulene,
triazol-3-yl)-4,5-dihydro-6-oxa-3-thia- 1-aza-
benzofe]azulen-8-yi]-methylami )2
N-[2-(2-isopropyl-5-methyl- ; «[ 1,2 ,4]triazol-3-y1)-4,5-dihydro-6-oxa-3-thia- ] -aza-
benzo[e]azulen-8-yimethy/-methanesulfonamide,

2-(2-Isopropyl-2H-5- roxymcthyi[l,2,4}triazolu3~yI}»¢,5~dihydro-6~0xa-3~thia—1~aza*

benzofelazulene,

2-(2-1sopropyl ~mcthy{~2H~{i,2,4}triazo§-3-yr)-8~piperidin~3$~y1—4,5-dEhydro—G-oxa~3»thia—I~

aza-benzo[gfazulene,
2-(2- }s propyl-5-methyl-2H-[1,2,4]triazol-3-y1)-8-piperidin-3R- -yi-4,5-dihydro-6-oxa-3-thia-1-~
aZﬂ"GﬂZO{tJdZUIBHC,

#-(2-1sopropyl-2H-[1,2,4)triazol-3-y1)-§- -pyrrolidin-2- y! 4,5-dihydro-6-oxa-3-thia-1-aza-

/ bcnzo[e]z.zulene
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MemBuinted: 24/08/2011 CLMSPAMD PCT/EP 2010/064 22 EP2010064222;

PCT/EP2010/064222 -403-

4-[2-(2-Isopropyl-2H-[1 ,2,4}triazot—3»yl)—4,5~d%hydro-é-dxa-3—£hia—1 -aza-benzo[elazulen-9-yl]-

IH-N-2-methoxyethylpyridin-2-one,

4»[2»(2-Isopropyl-2H~[1,~,4]tr|azo! 3-yl)-4,5-dihydro-6-oxa-3-thia-1 -aza-benzo[e eJazulen yI]»

IH-N-isopropylpyridin-2-one, -/
4-[2-(2-1sopropyl-2H-[ 1,2,4)triazol-3-y1)-4,5- dlhydro 6-oxa-3-thia-|-aza- benzo[e hzuien-9- -yl}-

(2-isopropoxy)pyridine,

5-{2~(2-Isopropyl-2H-{ 1,2 4}triazol-3-yl)-4,5-dihydro-6-0xa-3-thia- 1 -aza-Js enzo[e]azulen-8-yl]-

IH-pyridin-2-one,

{1-[2~(2-Isopropyl-5-methyl-2H-[1,2,4]triazol-3-y1)-4,5-dih ydro-G/bxa-3-thia-1-aza-

benzofe]azulen-8-yl}-ethyl}-urea, ’

-[2- (2 Isopropyl-2H-[1,2 4]triazol-3-yl)-4,5- dihydro 6 -oxg3-thia-1-aza- benzo[e}azuicn -8-yl}-1-
ethyl-pyridin-2-one,
5-[2-(2-1sopropyl-2H-[1,2,4)triazol-3-y1)-4,5-dihydpé-6-oxa-3-thia-1 -aza-benzo[e]azulen-8-yl]-1-
(2-methoxyethy!)-pyridin-2-one, |
2-{2-(2-Isopropyl-5-methyl-2H-[1,2 4}trmz -3-y1}-4,5-dihydro-6-oxa-3-thia-1.aza-
benzo[elazulen-§-yl]-benzenesulfonamidé
(S)-1-[2-(2-Isopropyl-2H-{1,2,4]triagh i»3~y1)~4,5~dihydro-Saoxa—B—thia-1 ~-aza-benzo[elazulen-§-
ylmethyll-pyrrolidine-2-carboxylj€ acid amide,

(R)-2-(2-Isopropyl-2H-{1,2,4friazo1-3-y1)-8-(1 -amino-1 -oxopropan-2-yloxy)-4,5-dihydro-6-oxa-

3-thia-1-aza-benzo[e]azulghe, and

fent for treating hver disease, an anti-viral agent, an agent for treating blood d:sorders an agent

" for treating diabetes, and an agent for treating immunodeficiency disorders.,
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13. The use of a compound according to claim 1 in the manufacture of a medicament
for treating cancer selected from breast, ovary, cervix, prostate, testis, genitourinary/

tract, esophagus, larynx, glioblastoma, neuroblastoma, stomach,

nervous system, Hodgkin's and leukemia.

14. The use of a compound according to claim 1 i the manufacture of a medicament
for the prophylactic or therapeutic treatment of cancer.
15. A compound according to any one #f claims 1 to 11 for use in the prophylactic or
therapeutic treatment of cancer.
16. A kit for treating a PI3K #hediated condition, comprising: a) a first pharmaceutical
composition comprising # compound according to any one of claims 1 to 11; and b)

instructions for use.




-361-

Claims

1. The compound 2-(3-amino-1-(2,4-diflucrophenyl)-1H-1,2,4-triazol-5-yl)-N-methyl-4,5-

dihydrobenzo[b]thieno[2,3-dJoxepine-8-carboxamide,

2. A pharmaceutical composition comprised of the compound of claim 1 and a pharmaceutically
acceptable carrier, glidant, diluent, or excipient, optionally further comprising an additional
therapeutic agent selected from a chemotherapeutic agent, an anti-inflammatory agent, an
immunomodulatory agent, a neurotropic factor, an agent for treating cardiovascular disease, an
agent for treating liver disease, an anti-viral agent, an agent for treating blood disorders, an agent

for treating diabetes, and an agent for treating immunodeficiency disorders.

3. The use of the compound according to claim 1 in the manufacture of a medicament for treating
cancer selected from breast, ovary, cervix, prostate, testis, genitourinary tract, esophagus, larynx,
glioblastoma, neuroblastoma, stomach, skin, keratoacanthoma, lung, epidermoid carcinoma, large
cell carcinoma, non-small cell lung carcinoma (NSCLC), small cell carcinoma, lung
adenocarcinoma, bone, colon, adenoma, pancreas, adenocarcinoma, thyroid, follicular carcinoma,
undifferentiated carcinoma, papillary carcinoma, seminoma, melanoma, sarcoma, bladder
carcinoma, liver carcinoma and biliary passages, kidney carcinoma, pancreatic, myeloid
disorders, lymphoma, hairy cells, buccal cavity, naso-pharyngeal, pharynx, lip, tongue, mouth,
small intestine, colon-rectum, large intestine, rectum, brain and central nervous system,

Hodgkin’s and leukemia.

4. The use of the compound according to claim | in the manufacture of a medicament for the

prophylactic or therapeutic treatment of cancer.,

5. The compound according to claim 1 for use in the prophylactic or therapeutic treatment of

cancer.

6. A kit for treating a PI3K-mediated condition, comprising: a} a first pharmaceutical composi-

tion comprising the compound according to claim 1; and b} instructions for use,



