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7-(5-0 000 -2-000-4-(1H-1,2,4-000000-3-00)0000)-1-(0 00000
-2H-000-4-00)-3,4-00000000([2,3-b]000 0 -2(@H)-00 ;
7-(H-00000-4-00)-1-(2-(0 00000 -2H-000 -4-00)000 )-3,4-00 O
00000 [2,3-b]J00 00 -2(AH)-0 O ;

7-(5-0000-2-000 -4-(1H-1,2,4-000000-3-00)0000)-1-(0 000 -4-
00000000000 0)I00)-3,4-00000000 [2,3-b]0000-2AH)-00 ;
7-(6-(1H-1,2,4-0 00000 -3-00)0000-3-00)-1-((0UC0-4-00000000
00O00)I0O0)-3,4-00000000[2,3-b]0000-2(2H)-00 ;
7-(6-(1H-1,2,4-0 0 0000-3-00)0000-3-00)-1-(0000-4-0000000
00O000)-3,4-000000001([2,3-b]0000-2AH)-00 ;

7-(6-(1H-1,2,4-0 0 0000-3-00)0000-3-00)-1(0C000-4-0000000
0000)-3,4-00000000([2,3-b]0000-2(1H)-00 ;

7-(6-(1H-1,2,4-0 00000 -3-00)0000-3-00)-1-000000-3,4-000 0
0000 ([2,3-b]0 00 0 -2(@H)-0 0 ;

7-(5-0 0 0 O -2-0 -4-(1H-1,2,4-0 00000-3-00)0000)-1-(0 000 -4-
Doooooooao )-3,4-00000000[2,3-b]00 00 -2(AH)-0 O ;
7-(5-0 0 0 O -2-0 -4-(1H-1,2,4-0 00000-3-00)0000)-1-(0 000 -4-
Doooooooao 0)-3,4-00000000([2,3-b]000 0 -2@H)-0 0 ;

7-(5-0 0 0 O -2-0 -4-(1H-1,2,4-0 00000 -3-00)0000)-1-(2-00000
00)-3,4-0000 00 [2,3-b]0 000 -2(1H)-0 O ;

7-(5-0 0 0 O -2-0 -4-(1H-1,2,4-0 00000 -3-00)0000)-1-000000-
3,4-00000000[2,3-b]0 000 -2(@H)-0 0 ;

1-000-7-(5-0000-2-000 -4-(AH-1,2,4-0 00000 -3-00 )00 0 O )-3,4-0
00O00000O0[2,3-b]0 000 -2(AH)-0 0 ;
7-(2-000000000-4-00)-1-(2(000000-2H-000 -4-00)000)-3,4-
00O0000O00([2,3-b]000 0 -2@H)-00 ;

1-000000-7-(4-000 -6-(1H-1,2,4-0 00000 -3-00)00 00 -3-00)-3,4-
00000000 I([2,3-b]000 0 -2@H)-00 ;
5-(8-000000-7-000-5,6,7,8-0000000000T([2,3-b]J0000-2-00)-4
-00ooDoooooao;

7-(H-0 00000 -4-00)-1-(2-(C00000-2H-000-4-00)000 )-3,4-0 0
000000 [2,3-b]J0 000 -2(1H)-0 O ;
7-(2-00000000-5-00)-1-(2-(000000-2H-000 -4-00)0 00 )-3,4-0
00O00000O0[2,3-b]0000 -2(AH)-0 0 ;
7-(2-0000000-4-00)-1-(2-(000000-24-000-4-00)000)-3,4-00
000000 [2,3-b]0 000 -2(AH)-0 O ;

OOoo0ooood
OoOoo0ooood

7-(6-(000000)I000-3-00)-1-(2-(000000-2H-000 -4-00)000)-
3,4-00000000([2,3-b]J00 00 -2AH)-0 0 ;
7-(6-000000000-3-00)-1-(2-(0 00000 -2H-000 -4-00)000)-3,4-

00000000 ([2,3-b]000 0 -20@H)-00 ;
7-(4-(AH-0000D0-3-00)I000)-1-(2-0000000)-3,4-00000000]([2
,3-b]0 00 O -2(AH)-0 O ;
7-(0000-3-00)-1-(2-(000000-2H-000-4-00)000)-3,4-000000
00 [2,3-b]0 000 -2(1H)-0 O ;
7-(H--000000-4-00)-1-(2-0000000)-3,4-00000000 [2.3-b]0 O
00 -2(1H)-0 O ;
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7-(H-000000-6-00)-1-(2-0000000)-3,4-00000000 [2,3-b]0 O
00 -2(1H)-0 O ;
7-(00000-5-00)-1-(2-(000000-2H-000-4-00)000)-3,4-00000
00 0[2,3-b]0 000 -2(AH)-0 O ;
7(6-00000000-3-00)-1-(2-(000000-2H-000 -4-00)0 00 )-3,4-0
00O00000O0[2,3-b]0000 -2(1H)-0 0 ;

1-(2-0000000)-7-(1H-0 00 [2,3-b]0 000 -5-00)-3,4-0 0000000 [2,
3-b]0 00 O -2(AH)-0 O ;

1-000-7-(H-0 00 [2,3-b]0000-5-00)-3,4-000000001([2,3-b]J0 000
-2(1H)-0 O ;
1-000-7-(H-000000-4-00)-3,4-00000000[2,3-b]000 0 -2(1H)-0
U ;
7-(0000-4-00)-1-(2-(000000-2H-000-4-00)000)-3,4-000000
00 [2,3-b]0 000 -2(1H)-0 O ;
7-(6-0000000-3-00)-1-(2-(000000-2H-000-4-00)000)-3,4-00
000000 [2,3-b]0 000 -2(1H)-0 O ;

1-0 00 -7-(2-0 00 -6-(4H-1,2,4-0 0 0000 -3-00)0 000 -3-00)-3,4-00 O
00O000I[2,3-b]J0 0 00 -2(AH)-0 O ;
2-(2-000000000-2-00)5-(8(0000-4-00000000000)-7-00
0-5,6,7,8-0000000000[2,3-b]0000-2-00)00001-0000 ;
4-000-5-(7-000-8-((O000O00-2H-000-4-00)000)-5,6,7,8-00 00
000000 [2.3-b]0000-2-00)0000000 ;
5-(8-((00-4-0000000000O0)I00)-7-000-5,6,7,8-000000000
0[2,3-b]0000-2-00)4-0000000000 ;
7-(H-00000-4-00)-1-(2-(000000-2H-000-4-00)000 )-3,4-00 O
00000 [2,3-b]0 0 00 -2(AH)-0 O ;
1-(0000-4-00000000000)-7-(4-000 -6-(AH-1,2,4-00 000 O -3-0
0)DO0D0O0-3-00)-3,4-000000001([2,3-b]0000-2(AH)-00 ;

3-((7-(2-0 00 -6-(4H-1,2,4-0 00000 -3-00)0000-3-00)-2-000 -3,4-0
000000O0[2,3-b]0000-1(2H)-00)000)0 000000 ;
1-((0000-4-00000000000)J100)-7-(4-000 -6-(1H-1,2,4-0000 O
0-3-00)0000-3-00)-3,4-00000000[2,3-b]0000-2(1H)-00 ;
3-(7-000-8-(2-(0000O00-2H-000-4-00)000)-5,6,7,8-00000000
00[2,3-b]0000-2-00)000000;
5-(8-((000D0-4-00000000000)O00)-7-000-5,6,7,8-0000000
00O0[2,3-b]0000-2-00)-4-0000000000 ;

3-((7-(6-(2-0 00000000 -2-00)0000-3-00)2-000-3,4-000000
00[2,3-b]000D0-1(2H)-00)000)I 000000 ;

7-(6-(2-0 0 0000000-2-00)0000-3-00)-1-(@R,3R)-3-0 0000000
000)-3,4-00000000 [2,3-b]00 00 -2(AH)-0 O ;
7-(6-(2-000000000-2-00)0000-3-00)-1-(AS,3R)-3-0 0000000
000)-3,4-00000000[2,3-b]J00 00 -2(1H)-00 ;
7-(6-(2-000000000-2-00)0000-3-00)-1-((1S,38)-3-0 0000000
000)3,4-00000000[2,3-b]00 00 -2AH)-00 ;
7-(6-(2-000000000-2-00)0000-3-00)-1-((1R,3S)-3-0 0000000
000)-3,4-00000000[2,3-b]J00 00 -2(1H)-00 ;

7-(1H-000000-6-00)-1-(2-(0 00000 -2H-000 -4-00)000)-3,4-00
000000 [2,3-b]0 000 -2(1H)-0 O ;

7-(2-0 00 -6-(4H-1,2,4-0 00000 -3-00)0000-3-00)-1-(2-0 000000
0)-3,4-00000000([2,3-b]J0000-2AH)-0 0 ;
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1-(0000-4-000000000000)-7-(2-000 -6-(4H-1,2,4-0000 00 -3-
00)0O0O00-3-00)-3,4-00000000 [2,3-b]0 000 -2(1H)-0 0 ;
1-(00-4-000000000000)-7-(2-000-6-(4H-1,2,4-000000 -3-00)
0000-3-00)-3,4-00000000[2,3-b]0000-2(1H)-00 ;

7-(6-(2-0 0 0000000-2-00)0000-3-00)-1-(2-00000000)-3,4-0
00O00000O0[2,3-b]0000 -2(1H)-0 0 ;

1-000000-7-(2-000 -6-(4H-1,2,4-0 00000 -3-00)00 00 -3-00)-3,4-
00O0000O00I([2,3-b]000 0 -2(@H)-0 0 ;

7-(H-0 000 [4,5-b]0000-6-00)-1-(2-(000000-2H-000-4-00)000
)-3,4-0 0000000 [2,3-b]0 0 00 -2AH)-0 O ;

1-((00-4-00000000000)000)-7-(2-000 -6-(1H-1,2,4-000000 -3
-00)00O0O0-3-00)-3,4-00000000[2,3-b]J0000-2(1H)-00 ;
1-(0000-4-000000000000)-7(6-(R2-000000000-2-00)000O
0-3-00)-3,4-00000000([2,3-b]0 000 -2(1H)-0 0 ;
1-(00-4-000000000000)-7-(6-(2-000000000-2-00)0000C
-00)-3,4-00000000[2,3-b]0 000 -2(1H)-00 ;
4-(7-000-8-(2-(000O000-2H-000-4-00)000)-5,6,7,8-00 000000
00[2,3-b]0000-2-00)000000O;
7-(H--000000-5-00)-1-(2-(000000-2H-000-4-00)000 )-3,4-0 O
000000 [2,3-b]0 000 -2(AH)-0 O ;

7-(1H-0 00 [2,3-b]0 000 -5-00)-1-(2-(0 00000 -2H-000 -4-00)00 0 )-
3,4-00000000([2,3-b]0 000 -2(@H)-0 0 ;

7-(2-0 0 0 -6-(4H-1,2,4-000000-3-00)0000-3-00)-1-(0 00000 -2H-
000-4-00)-3,4-00000000[2,3-b]00 00 -2(AH)-0 O ;

1-((1S,3R)-3-0 0 000000 000)-7-(2-00 0 -6-(4H-1,2,4-0 0000 0 -3-0 O
Y1 OOO-3-00)-3,4-00000000([2,3-b]0000-2AH)-00 ;

1-((1R,3R)-3-0 0 000000 000)-7-(2-00 0 -6-(4H-1,2,4-0 0000 0 -3-0 O
Y1 OOO-3-00)-3,4-00000000([2,3-b]0000-2(AH)-00 ;

1-((1R,3S)-3-0 0 000000 000)-7-(2-00 0 -6-(4H-1,2,4-0 0000 0 -3-0 O
YD OOO-3-00)-3,4-00000000[2,3-b]0000-2@H)-00 ;

1-((1S,38)-3-0 0 000000 000)-7-(2-00 0 -6-(4H-1,2,4-0 0000 0 -3-0 O
I OOO-3-00)-3,4-00000000([2,3-b]0000-2@H)-00 ;
7-(H-00000-5-00)-1-(2-(000000-2H-000-4-00)000 )-3,4-00 O
00O000[2,3-b]J00 00 -2AH)-0 O ;

1-000 -7-(2-0 00 -6-(4H-1,2,4-0 00000 -3-00)0 000 -3-00)-3,4-00 O
00O000[2,3-b]0 0 00 -2(AH)-0 O ;

7-(H-0 00 00-6-00)-1-(2-(0 00000 -2H-00 0 -4-00 )00 0 )-3,4-00 O
00O000[2,3-b]J0 0 00 -2(AH)-0 O ;
7-(4-(2-000000000-2-00)0000)-1(0000-4-00000000000
)-3,4-00000000[2,3-b]0 0 00 -2(AH)-0 O ;

7-(6-(2-0 0 0000000-2-00)I1000-3-00)-1(000000-2H-000 -4-
00)-3,4-00000000([2,3-b]0000-2(@H)-00 ;
1-((0000-4-00000000000)3100)-7-(2-000-6-(1H-1,2,4-0000 O
0-3-00)0000-3-00)-3,4-00000000([2,3-b]0000-2(1H)-0 0 ;
7-(6-(2-0 0 0000000-2-00)I000-3-00)-1-(0U0-4-000000000
00)IOD)-3,4-000000001([2,3-b]0000-2@H)-00 ;
1-(2-0000000)-7-4-000-2-(000000)-1H-000[d]0 0000 0-6-0
0)-3,4-00000000([2,3-b]000 0 -2(AH)-0 0 ;
7-(7-000-2-000-2,3-0000-1H-000[d]00C0O000-5-00)-1-(0 000
00-2H-000-4-00)000)-3,4-00000000([2,3-b]0000-2@H)-00 ;
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7-(2-0 00 -4-(4H-1,2,4-0 00000 -3-00)0000)-3,4-00000000[2,3-b
10000 -20AH)-0 0 ;

1-(2-0000000)-7-(4-0 00 -6-(1H-1,2,4-0 00000 -3-00)000 0 -3-00
)-3,4-0 0000000 ([2,3-b]0 0 00 -2(AH)-0 O ;

1-0000-7-(2-000 -4-(4H-1,2,4-0 00000 -3-00)0000)-3,4-00000
00 0[2,3-b]0 000 -2(AH)-0 O ;

7-(3-0 000 -4-(4H-1,2,4-0 00000 -3-00)0000)-1-(2-0000000)-3,4
-00000000([2,3-b]J00 00 -2(AH)-00 ;

7-(3-0 000 -4-(4H-1,2,4-0 00000 -3-00)0000)-1-(2-(0 00000 -2H-0
00-4-00)000)-3,4-000000001([2,3-b]000 0 -2(2AH)-00 ;

7-(3-0 000 -2-000-4-(1H-1,2,4-000000-3-00)0000)-1-(2-00000
00)-3,4-00000000([2,3-b]0000-2(AH)-00 ;
1-(0000-4-00000000000)-7-(2-00 0 -6-(4H-1,2,4-00 000 0 -3-0
0)JO0D0O0-3-00)-3,4-000000001([2,3-b]000 0 -2(AH)-0 0 ;

7-(6-(2-0 0 0000000-2-00)J000-3-00)-1-(0000-4-00000001
0000)-3,4-00000000([2,3-b]0000-2(1H)-00 ;

7-(5-0 000 -2-000 -4-(4H-1,2,4-0 00000 -3-00)0000)-1-(2-(0 00O
00-2H-000-4-00)000)-3,4-00000000([2,3-b]J0000-2@H)-00 ;
7-(3-0 000 -2-000 -4-(1H-1,2,4-000000-3-00)0000)-1-(2-(0 0001
00-2H-000-4-00)000)-3,4-00000000([2,3-b]0000-21H)-00 ;
1-(2-0000000)-7-(2-0 00 -6-(4H-1,2,4-0 00000 -3-00)000 0 -3-00O
)-3,4-0 0000000 [2,3-b]0 0 00 -2(AH)-0 O ;
7-(6-(2-000000000-2-00)I000-3-00)-1-(0000-4-0000000
00O00)IO00)3,4-00000000([2,3-b]0000-2(1H)-00 ;
1-(0000000000)-7-(6-(2-000000000-2-00)0000-3-00)-3,4-
00000000 ([2,3-b]000 0 -2@H)-00 ;
7-(4-(2-000000000-2-00)0000)-1-(2-0000000)-3,4-00000
00 0[2,3-b]0 000 -2(AH)-0 O ;
(S)-7-(6-(1-00000000)O000-3-00)-1-(2-(000000-2H-000 -4-0
0)J00)-3,4-00000000([2,3-b]0000-2(1H)-00 ;

(R)-7-(6-(1-0 00 00000)IO000-3-00)-1-(2-(000000-2H-000 -4-0
0)J00)-3,4-00000000([2,3-b]0000-2(1H)-00 ;

7-(2-0 00 -6-(4H-1,2,4-000000-3-00)0000-3-00)-1-(CO0O0000O0-2H
-000-4-00)000)-3,4-00000000[2,3-b]J00 00 -2AH)-00 ;

7-(4-(2-000000000-2-00)0000)-1-(2-(000000-24-000 -4-00)
000)-3,4-00000000[2,3-b]00 00 -2(1H)-00 ;

7-(6-(2-0 0 0000000-2-00)1000-3-00)-1-4-(COO000CO0O000)YIDO
00)-3,4-00000000([2,3-b]J0000-2(@H)-00 ;

7-(6-(2-0 0 0000000-2-00)I000-3-00)-1-(3-(CO0O000O0000)0O
00)-3,4-00000000[2,3-b]00 00 -2(AH)-0 0 ;
7-(6-(2-000000000-2-00)1000-3-00)-1-(3-00000000)-3,4-0

00O00000O0[2,3-b]0 000 -2(AH)-0 0 ;

7-(4-0 0 0 -6-(1H-1,2,4-000000-3-00)0000-3-00)-1-2-(0O00000-
2H-0 00 -4-00)000)-3,4-000000001[2,3-b]0 000 -2AH)-0 0 ;
7-(6-(2-000000000-2-00)I000-3-00)-1-(2-0000000)-3,4-00
000000 [2,3-b]0 000 -2(AH)-0 O ;
7-(6-(2-000000000-2-00)J000-3-00)-1-(000000-2H-000 -4-
00)IODD)-3,4-000000001([2,3-b]0000-2AH)-00 ;
7-(4-000-2-(000000)1H-000[d]00000O0-6-00)-1-(QO0O0000O0-2
H-O0ODO-4-00)000)-3,4-00000000 [2,3-b]0000-2(1H)-00 ;
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7-(2-0 00 -4-000-1H-000[d]000000-6-00)-1-((CO00000O0-24-000
-4-00)000)-3,4-00000000 [2,3-b]0000-2(1H)-00 ;

7-(2-0 0 0 -6-(4H-1,2,4-0 0 0000-3-00)0000-3-00)-1-2-(0O00000O0-
2H-0 00 -4-00)000)-3,4-00000000[2,3-b]0 000 -2(AH)-0 0 ;

(R)-7-(6-(2-0 0 0000000-2-00)0000-3-00)-3-000-1-(2-(CO0O000O0
0-2H-000-4-00)000)-3,4-000000007([2,3-b]0000-21H)-00 ;
(S)-7-(6-(2-0 00 000000-2-00)J000-3-00)-3-000-1-(2-(CO0O000
0-2H-000-4-00)000)-3,4-000000001[2,3-b]0000-2(AH)-00 ;
7-(6-(2-0 0 0000000-2-00)0000-3-00)-3,3-0000-1-(2-(00000
0-2H-000-4-00)000)-3,4-000000001[2,3-b]0000-2(1H)-00 ;

7-2-00D0-4-000-1H-OO0O MO0 O0Q0ooQg-6-00)-1-(2-(0O00000O-=-2H-00O
0O-4-00)H)000)-3,4-00000000([2,3-b]J0OCOO-21H)-0 0O ;
7-(6-(2-00DO0O0ODO0OO0O0O0-2-0D00)00O0O0-83-00)-1-2-(00D000O0DO-=-2H-000 -
4-00)H)000)-3,4-0 00 0000D0OI[2,3-bJ OO0 -2(1H)-0 0O ;

7-(2-0 00 -4-(1H-1,2,4-0 00000 -3-00)H)0000)-1-2-(00000D0O-2H-00
0O-4-00)H)000)-3,4-00000000([2,3-b]J0CDOO-201H)-0 0O ;
7-(4-(1H-1,2,4-0 00 000 -5-00)0000)-1-2-(00000og-24-0 00 -4-0 0
YO oo)-3,4-00000000I[2,3-b]0 000 -2AH)-0O O ;
l1-1-00oo0oooooo-2-00)-7-(2-000 -6-(1H-1,2,4-00 0000 -3-00)0O0O
0O0-3-00)-3,4-0 0000000 [2,3-b]J0OO0OCO-21H)-00 ;00
1-(2-00g0ogoooo)-7-(2-000 -6-(1H-1,2,4-0 0 0000 -3-00)0 000 -3-0
0)-3,4-0 0000000 [2,3-b]JO000CO-21H)-000O
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO
00000000 ooDoooDooooooooo
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eRuxi b 7h
T
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0
AST-1306 750 | 443 | 434 | 3.02 | 527 | 437 | 2.08 | 12.00 | 5.65
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AT7867 428 | 524 | 139 | 319 | 356 | 3.58 | 1.95 | 4.44 3.60
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0
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0
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SP 600125 349 | 097 | 075 | 1.18 | 451 | 0.65 | 0.79 | 0.81 2.55
VydgA=F=7 | 239 | 083 | 060 | 1.30 | 1.76 | 0.09 | 092 | 0.82 1.16
I 222 | 273 | 196 | 248 1299 | 029 | 0.72 | 1.09 1.20
REXIV T2V

10

20

30

40



(55) JP 2017-514806 A 2017.6.8

UNC0646 203 | 220 | 3.27 | 1.05 10.03 | 049 | 0.66 | 0.09 | 2.08
Wil 693 | 526 | 632 | 5.19 | 251 | 258 | 337 | 1.83 | 7.24
EYTIRFv

XL147 009 | 077 | 0.18 | 199 [ 070 | 0.57 | 0.67 | 0.54 | 0.34
XL184 1.47 | 319 | 434 | 513 | 220 ] 1.08 | 090 | 0.32 1.84
YM155 401 | 336 | 177 | 542 | 197 | 254 | 279 | 136 | 024
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of formula {I) in comblnation with an affective amount of ’

-a receptor tyrosine kinase inhiblter,
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-a sarinefthreonine-protein kinase and mitogen-activated protein kinase/extraceliufar signal-regulated protein kinasa kinase pathway
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-a DNA damaging agent,

-8 DNA damage response agant,

-a cytoskeleton perturbagen,

-a protein siability inhibitor,

-a Bruton’s tyrosine kinase inhibitor, or
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The method of treating cancer will be searched to the axtent that it encompasses administering an effectiva amount of a TOR kinase
inhibltor of formula {1} in combination with an effactiva amount of a recaptor tyrosine kinase inhibitor. It is believed that claims 1-9
encompass this first namad invention, end thus these claims will be searched without fee to the extent that they encompasa the mathed
of treating cancer specified above.

Applicant is invited to elect additional methods of treating cancer, comprising administering comblnations of formula (1) with other second
active agents, wherein each additional method elected will require one edditional invention fee. Applicants must specify the claims that
encompass any additionally elected method. Applicants must further indicate, if applicable, the tlalms which encompass the first named
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