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32+31+28+21.32+31+28+22+21,32+31+28+23+21.,32+31+28+23+22+21,32+31+28+24+21
32+31+428+24+22+421,32+431+28+24+423+21.32+431+28+24+23+22+21,32+31+28+25+21,
32+31+28+256+22+21.32+31+28+25+23+21.32+31+28+25+23+22+21.32+31+28+26+21,
32+31+429+21.33+431+21.33+31+22+421,33+31+23+21,33+31+23+22+21,33+31+24+21,
33+31+24+22+21.33+31+24+23+21,33+31+24+23+22+21,33+31+25+21,33+31+25+22+21
33+31+25+23+21.33+31+25+23+22+21,33+31+26+21.33+31+27+21,33+31+27+22+21,
33+31+27+23+21.33+31+27+23+22+21,33+31+27+24+21,33+31+27+24+22+21,
33+31+27+24+23+21,33+31+27+24+23+22+21.33+31+27+25+21.33+31+27+25+22+21,
33+31+27+25+23+21.33+31+27+25+23+22+21.,33+31+27+26+21.33+31+28+21,
33+31+28+22+21.33+31+28+23+21.33+31+28+23+22+21.33+31+28+24+21,
33+31+28+24+22+21.33+31+28+24+23+21,33+31+28+24+23+22+21,33+31+28+25+21,
33+31+28+256+22+21.33+31+28+25+23+21.33+31+28+25+23+22+21.33+31+28+26+21,
33+31+29+21.34+31+21.34+31+22+21.34+31+23+21.34+31+23+22+21.34+31+24+21,
34+31+24+22+21.34+31+24+23+21,34+31+24+23+22+21,34+31+25+21,34+31+25+22+21,
34+31+25+23+21.34+31+25+23+22+21.34+31+26+21.34+31+27+21.34+31+27+22+21,
34+31+27+23+21.34+31+27+23+22+21.34+31+27+24+21.,34+31+27+24+22+21,
34+31+27+24+23+21,34+31+27+24+23+22+21 . 34+31+27+25+21.34+31+27+25+22+21
34+31+27+25+23+21.34+31+27+25+23+22+21.34+31+27+26+21.34+31+28+21
34+31+28+22+21.34+31+28+23+21.34+31+28+23+22+21.34+31+28+24+21,
34+31+428+24+22+421,34+31+28+24+423+21,34+31+28+24+23+22+21,34+31+28+25+21,
34+31+28+25+22+421,34+31+28+25+23+21,34+31+28+25+23+22+21,34+31+28+26+21,
34+31+29+421.35+21.35+22+21.35+26+21.35+29+21,35+31+21.35+31+22+21,
35+31+23+21.35+31+23+22+21.35+31+24+21,35+31+24+22+21.35+31+24+23+21,
356+31+24+23+22+21.35+31+25+21.,356+31+25+22+21.,35+31+25+23+21,
30+31+25+23+22+21,35+31+26+21,35+31+27+21,35+31+27+22+21,35+31+27+23+21,
35+31+427+23+22+21.35+31+27+24+21,35+31+27+24+22+21,35+31+27+24+23+21,
35+31+27+24+23+22+21,35+31+27+25+21,35+31+27+25+22+21,35+31+27+25+23+21,
3b+31+27+25+23+22+21.35+31+27+26+21.35+31+28+21.35+31+28+22+21,
35+31+28+23+21.35+31+28+23+22+21,35+31+28+24+21,35+31+28+24+22+21,
35+31+28+24+23+21,35+31+28+24+23+22+21.35+31+28+25+21.35+31+28+25+22+21,
30+31+28+25+23+21,35+31+28+25+23+22+21,35+31+28+26+21.35+31+29+21.36+21,
36+22+21.36+26+21.36+29+21.36+31+21,36+31+22+21,36+31+23+21.36+31+23+22+21,
36+31+24+21.36+31+24+22+21.36+31+24+23+21.36+31+24+23+22+21.36+31+25+21,
36+31+25+22+21.36+31+25+23+21.36+31+25+23+22+21,36+31+26+21.36+31+27+21,
36+31+27+22+21.36+31+27+23+21.36+31+27+23+22+21.36+31+27+24+21,
36+31+27+24+22+21.36+31+27+24+23+21.36+31+27+24+23+22+21.36+31+27+25+21,
36+31+27+25+22+21.36+31+27+25+23+21.36+31+27+25+23+22+21.36+31+27+26+21,
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36+31+28+21.36+31+28+22+21,36+31+28+23+21,36+31+28+23+22+21,36+31+28+24+21,
36+31+28+24+22+21.36+31+28+24+23+21.36+31+28+24+23+22+21.36+31+28+25+21,
36+31+28+25+22+21.36+31+28+25+23+21.36+31+28+25+23+22+21.,36+31+28+26+21,
36+31+29+21.37+21.37+22+21.37+26+21.37+29+21.37+31+21.37+31+22+21,
3T+31+23+21.37+31+23+22+21.37+31+24+421.37+31+24+22+21.37+31+24+23+21,
37+31+24+23+22+21.37+31+256+21.37+31+26+22+21.37+31+25+23+21,
ST+31+25+23+22+21.37+31+26+21 . 37+31+27+21 . 37+31+27+22+21.37+31+27+23+21,
3T+31+27+23+22+421.37+31+27+24+21,37+31+27+24+22+21.37+31+27+24+23+21
STH31+2T+24+23+22+21 37T+31+27+25+21 \ 37+31+27+25+22+21,37+31+27+25+23+21,
S3T+31+27+25+23+22+21.37+31+27+26+21.37+31+28+21.37+31+28+22+21,
37T+31+28+23+21.37+31+28+23+22+21.,37+31+28+24+21.37+31+28+24+22+21,
37+31+28+24+23+21,37+31+28+24+23+22+21.37+31+28+25+21.37+31+28+25+22+21,
3T+31+28+25+23+21,37+31+28+25+23+22+21,37+31+28+26+21.37+31+29+21.38+21,
39+21.40+39+21.41+21.41+22+21.,41+26+21.41+29+21.41+31+21.41+31+22+21,
41+31+23+21.41+31+23+22+21.41+31+24+21.41+31+24+22+21.41+31+24+23+21,
41+31+24+23+22+21.41+31+256+21.41+31+25+22+21.41+31+25+23+21,
41+31+25+23+22+21.41+31+26+21.41+31+27+21.41+31+27+22+21.41+31+27+23+21,
A1+31+27+23+22+21.41+31+27+24+21.41+31+27+24+22+21.41+31+27+24+23+21
A1+31+27+24+23+22+21 41+31+27+26+21 4 1+31+27+25+22+21 41+31+27+25+23+21
A1+31+27+25+23+22+21.41+31+27+26+21.41+31+28+21.41+31+28+22+21,
41+31+28+23+21.41+31+28+23+22+21.41+31+28+24+21.41+31+28+24+22+21,
41+31+28+24+23+21.41+31+28+24+23+22+21 41+31+28+25+21,41+31+28+25+22+21,
41+31+28+25+23+21 . 41+31+28+25+23+22+21,41+31+28+26+21.41+31+29+21,41+38+21,
41+439+21.41+40+39+21.42+41+21.42+41+22+421.,42+41+26+21.42+41+29+21,
A2+41+31+21.42+44 1431422421, 42+41+431+23421.42+41+31+23+22+21.42+41+31+24+21 |
42+41+31+24+22+21.42+41+31+24+23+21,42+41+31+24+23+22+21.,42+41+31+25+21
42+41+31+25+22+21.42+41+31+25+23+21,42+41+31+25+23+22+21.,42+41+31+26+21
A2441+31+27+21.42+41+31+27+22+21  42+41+31+27+23+21.42+41+31+27+23+22+21
A42+41+431+27+24+21.42+41+31+27+24+22+21.42+41+31+27+24+23+21,
42+41+31+27+24+423+22+421.42+41+31+27+25+21.42+41+31+27+25+22+21,
42+41+31+27+25+23+21.42+41+31+27+256+23+22+21.,42+41+31+27+26+21,
42+41+31+28+21.42+41+31+28+22+21,42+41+31+28+23+21.42+41+31+28+23+22+21,
42+41+31+28+24+21.42+41+31+28+24+22+21.42+41+31+28+24+23+21,
42+41+31+28+24+23+22+21.42+41+31+28+25+21.42+41+31+28+25+22+21,
42+41+31+28+25+23+21.42+41+31+28+256+23+22+21.42+41+31+28+26+21,
42+41+31+29+21.,42+41+38+21.42+41+39+21.42+41+40+39+21.43+41+21.43+41+22+21
43+41+26+21.43+41+29+21.43+41+31+21.43+41+31+22+21.43+41+31+23+21,
43+41+31+23+22+21.43+41+31+24+21.43+41+31+24+22+21.43+41+31+24+23+21,
43+41+31+24+23+22+21.43+41+31+25+21,43+41+31+25+22+21.43+41+31+25+23+21,
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43+41+31+25+23+22+21.43+41+31+26+21.43+41+31+27+21.43+41+31+27+22+21
43+41+31+27+23+21.43+41+31+27+23+22+21.43+41+31+27+24+21,
43+41+31+27+24+22+21.43+41+31+27+24+23+21.43+41+31+27+24+23+22+21,
A43+41+31+27+25+21.43+41+31+27+26+22+21.,43+41+31+27+25+23+21,
A3+41+31+27+25+23+22+21,43+41+31+27+26+21.43+41+31+28+21,43+41+31+28+22+21
43+41+31+28+23+21.43+41+31+28+23+22+21.43+41+31+28+24+21,
43+41+31+28+24+22+21.43+41+31+28+24+23+21.43+41+31+28+24+23+22+21,
43+41+31+28+25+21.43+41+31+28+26+22+21.43+41+31+28+25+23+21,
43+41+31+28+25+23+22+21.,43+41+31+28+26+21.,43+41+31+29+21.43+41+38+21,
43+41+39+21.43+41+40+39+21.44+43+41+21.44+43+41+22+21.44+43+41+26+21,
44+43+41+429+21.44+43+41+31+21.44+43+41+31+22+21,44+43+41+31+23+21,
44+43+41+31+23+22+21.44+43+41+31+24+21.44+43+41+31+24+22+21,
44+43+41+31+24+23+21.44+43+41+31+24+23+22+21.,44+43+41+31+25+21,
44+43+41+31+26+22+21.44+43+41+31+25+23+21.44+43+41+31+25+23+22+21,
44+43+41+31+26+21.44+43+41+31+27+21.44+43+41+31+27+22+21,
44+43+41+31+27+23+21.44+43+41+31+27+23+22+21.44+43+41+31+27+24+21,
A4+43+41+31+27+24+22+21,44+43+41+31+27+24+23+21,44+43+41+31+27+24+23+22+21
44+43+41+31+27+256+21.44+43+41+31+27+256+22+21,44+43+41+31+27+25+23+21
44+43+41+31+27+25+23+22+21.44+43+41+31+27+26+21.,44+43+41+31+28+21,
44+43+41+31+28+22+21.44+43+41+31+28+23+21.44+43+41+31+28+23+22+21,
44+43+41+31+28+24+21.44+43+41+31+28+24+22+21,44+43+41+31+28+24+23+21,
44+43+41+31+28+24+23+22+21,44+43+41+31+28+25+21.,44+43+41+31+28+25+22+21
44+43+41+31+28+25+23+21.44+43+41+31+28+25+23+22+21,44+43+41+31+28+26+21,
44+43+41+31+29+21.,44+43+41+38+21.44+43+41+39+21.44+43+41+40+39+21,
A45+43+41+21.45+43+41+22+21,45+43+41+26+21.45+43+41+29+21.45+43+41+31+21,
A5+43+41+31+22+21.45+43+41+31+23+21,45+43+41+31+23+22+21,45+43+41+31+24+21,
45+43+41+31+24+22+21.45+43+41+31+24+23+21.45+43+41+31+24+23+22+21,
45+43+41+31+25+21.45+43+41+31+26+22+21.45+43+41+31+25+23+21,
45+43+41+31+25+23+22+21.45+43+41+31+26+21.45+43+41+31+27+21,
45+43+41+31+27+22+21.45+43+41+31+27+23+21.45+43+41+31+27+23+22+21,
A5+43+41+31+27+24+21.,45+43+41+31+27+24+22+21,45+43+41+31+27+24+23+21
45+43+41+31+27+24+23+22+21,45+43+41+31+27+25+21.45+43+41+31+27+25+22+21
45+43+41+31+27+25+23+21,45+43+41+31+27+25+23+22+21.,45+43+41+31+27+26+21,
45+43+41+31+28+21.45+43+41+31+28+22+21.45+43+41+31+28+23+21,
45+43+41+31+28+23+22+21.45+43+41+31+28+24+21.45+43+41+31+28+24+22+21,
45+43+41+31+28+24+23+21,45+43+41+31+28+24+23+22+21.,45+43+41+31+28+25+21,
45+43+41+31+28+25+22+21.45+43+41+31+28+25+23+21,45+43+41+31+28+25+23+22+21,
45+43+41+31+28+26+21.45+43+41+31+29+21.45+43+41+38+21.45+43+41+39+21,
45+43+41+40+39+21.45+44+43+41+21.45+44+43+41+22+21.45+44+43+41+26+21
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45+44+43+41+29+21.45+44+43+41+31+21.45+44+43+41+31+22+21,
45+44+43+41+31+23+21.45+44+43+41+31+23+22+21.45+44+43+41+31+24+21,
45+44+43+41+31+24+22+21.45+44+43+41+31+24+23+21,45+44+43+41+31+24+23+22+21
45+44+43+41+31+25+21.,45+44+43+41+431+25+22+21,45+44+43+41+31+25+23+21,
45+44+43+41+31+25+23+22+21,45+44+43+41+31+26+21.45+44+43+41+31+27+21,
A5+44+43+4 1+31+27T+22+21,45+44+43+41+31+27+23+21,45+44+43+41+31+27+23+22+21,
45+44+43+41+31+27+24+21.45+44+43+41+31+27+24+22+21,
45+44+43+41+31+27+24+23+21.45+44+43+41+31+27+24+23+22+21,
45+44+43+41+31+27+25+21.45+44+43+41+31+27+25+22+21,
45+44+43+41+31+27+25+23+21.45+44+43+41+31+27+25+23+22+21,
45+44+43+41+31+27+26+21.,45+44+43+41+31+28+21.45+44+43+41+31+28+22+21,
45+44+43+41+31+28+23+21.45+44+43+41+31+28+23+22+21.,45+44+43+41+31+28+24+21
45+44+43+41+31+28+24+22+21.45+44+43+41+31+28+24+23+21,
45+44+43+41+31+28+24+23+22+21.45+44+43+41+31+28+25+21,
45+44+43+41+31+28+25+22+21.45+44+43+41+31+28+25+23+21,
45+44+43+41+31+28+25+23+22+21,45+44+43+41+31+28+26+21.45+44+43+41+31+29+21
45+44+43+41+38+21.45+44+43+41+39+21,45+44+43+41+40+39+21.,46+45+43+41+21
46+45+43+41+22+21.46+45+43+41+26+21.,46+45+43+41+29+21,46+45+43+41+31+21.
46+45+43+41+31+22+21.46+45+43+41+31+23+21.46+45+43+41+31+23+22+21,
46+45+43+41+31+24+21.46+45+43+41+31+24+22+21.,46+45+43+41+31+24+23+21,
46+45+43+41+31+24+23+22+21,46+45+43+41+31+25+21.46+45+43+41+31+25+22+21
46+45+43+41+31+25+23+21.46+45+43+41+31+25+23+22+21,46+45+43+41+31+26+21 .
46+45+43+41+31+27+21,46+45+43+41+431+27+22+21,46+45+43+41+31+27+23+21,
46+45+43+41+31+27+23+22+21.46+45+43+41+31+27+24+21,
46+45+43+41+31+27+24+22+21.,46+45+43+41+31+27+24+23+21,
46+45+43+41+31+27+24+23+22+21.46+45+43+41+31+27+25+21,
46+45+43+41+31+27+25+22+21.,46+45+43+41+31+27+25+23+21,
46+45+43+41+31+27+25+23+422+21,46+45+43+41+31+27+26+21,46+45+43+41+31+28+21,
46+45+43+41+31+28+22+21.,46+45+43+41+31+28+23+21,46+45+43+41+31+28+23+22+21,
46+45+43+41+31+28+24+21.46+45+43+41+31+28+24+22+21,
46+45+43+41+31+28+24+23+21.46+45+43+41+31+28+24+23+22+21,
46+45+43+41+31+28+25+21.46+45+43+41+31+28+25+22+21,
46+45+43+41+31+28+25+23+21.46+45+43+41+31+28+25+23+22+21,
46+45+43+41+31+28+26+21.46+45+43+41+31+29+21.,46+45+43+41+38+21,
46+45+43+41+39+21.46+45+43+41+40+39+21.46+45+44+43+41+21,
46+45+44+43+41+22+21.46+45+44+43+41+26+21.46+45+44+43+41+29+21,
46+45+44+43+41+31+21.46+45+44+43+41+31+22+21.,46+45+44+43+41+31+23+21,
46+45+44+43+41+31+23+22+21.46+45+44+43+41+31+24+21,
46+45+44+43+41+31+24+22+21.46+45+44+43+41+31+24+23+21,

18



CN 105073716 A w B P 15/20 Tt

46+45+44+43+41+31+24+23+22+21.46+45+44+43+41+31+25+21,
46+45+44+43+41+31+25+22+21.46+45+44+43+41+31+25+23+21,
46+45+44+43+41+31+25+23+22+21.46+45+44+43+41+31+26+21,
46+45+44+43+41+31+27+21.46+45+44+43+41+31+27+22+21,
46+45+44+43+41+31+27+23+21.46+45+44+43+41+31+27+23+22+21,
46+45+44+43+41+31+27+24+21.46+45+44+43+41+31+27+24+22+21,
46+45+44+43+41+31+27+24+23+21.46+45+44+43+41+31+27+24+23+22+21
46+45+44+43+41+31+27+25+21.46+45+44+43+41+31+27+25+22+21,
46+45+44+43+41+31+27+25+23+21.46+45+44+43+41+31+27+25+23+22+21
46+45+44+43+41+31+27+26+21.46+45+44+43+41+31+28+21,
46+45+44+43+41+31+28+22+21.46+45+44+43+41+31+28+23+21,
46+45+44+43+41+31+28+23+22+21.46+45+44+43+41+31+28+24+21,
46+45+44+43+4 1+31+28+24+22+21 , 46+45+44+43+41+31+28+24+23+21 , 46+45+44+43+4 1+31
+28+24+23+22+21 ,46+45+44+43+41+31+28+25+21 . 46+45+44+43+41+31+28+25+22+21 .
46+45+44+43+41+31+28+25+23+21.,46+45+44+43+41+31+28+25+23+22+21,
46+45+44+43+41+31+28+26+21.,46+45+44+43+41+31+29+21,46+45+44+43+41+38+21
46+45+44+43+41+39+21,46+45+44+43+41+40+39+21 J% 47,

[0103]  7ELA BFR Y, F 2 fER IR UL B4 i pt =g 5 i St 9], 1 “+7 s 5 5y — SEit
BB P o AR A S s S 5 T #rE 2, i, “5+3+2” 2R L 5) ,
AW&?%%W3%AXH%$%mW2)%jmmﬂ%%ﬂ”ﬁf$%@w2%ﬂ —b
2SR 3)+5) HUERAERR A, [FIREH, “19+15+14+127 JEFRSEHif 19) , Hsehr kT 52
i 16) J 14) e, e TSt 12) , B, SEaf] « 19+15+14+127 X BT S it 4]
12) , et — 052 5afs) 14) BURFAE PR ], ok — 2052 SEitatsl] 15) +19) BIRFE PR il o

[0104] DL F 5 “EAEM0 B 1)l 24 " B0R i & i a4k &4 (RISt 2) H e LRt I-1
LAY ) 7735 AR ET R -3 LA I&” SUR WSEREH] 12) H FrE Xt
1-3 KL & Y03R1S 5 v & 1 1 T

[0105]  ZLHEA) BT il 2%

[0106]  FJ#Z4E WO 02/053557 HEL ST Bolli % A, J. Med. Chem. (2012), 55, 7849-7861 FIf
)77 AT L5 2) R E R I-1 B S 4

[0107]  HFEM T, AIHEE T L7 (S WA= hl&”) rkp 7 T 1-1 s
Y24 o

[o108] =0 1-3 KL AR &

[0109]  FJ#Z4E WO 02/053557 HEL S T Bolli % A, J. Med. Chem. (2012), 55, 7849-7861 FIf
77 R EE] 12) H T E XA T-3 BALA YT a6 10 5 04 B 38 1 i & . EMR 4R S8 i
% 39) & 43) H T — T — 8RS -3 AL A WIIIBTE T, iZ— vk nl A Al i i
IS A G KOtBu 2 5— ¥R —2— S mEng 47 DL B b .,

[0110]  HFEM S, AL L7 (S W=7 “dil”) pridpg77 UHl 1-3 &4
AR EAII IR YRS E

[0111]  ASCHT 485 RARE
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[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]

L

FEVLIN P RS2 LA T 4685 -
Ac NS

approx. 2]

aq. IRV

CHex ke

DCM — SR

DMAC T 2
DME 1,2- “HEELLE
DMF R R
DMSO AR,
d6-DMSO A jifb — LA
EA LR I

eq. HE

Hept Bk

Hex O

iPrOH SN B
iPrOAc LR T B
LC-MS AR EHTIE - Bk

MS Fig i

MeCHex FRALIR Ot

MeCN 25

MeOH FH i

NMP N— F R ILE s i
org. AHHL

Pd/C TREAL

% a/a T AR LRI 2 B A b
rt =&

TBME BT R Lk
TFA =HOE

THF IR

TMST = FA LA e
TMSC1 =R AR
ty i B ()
ASCHTH R ARER B X -

LR BUE 5200 TR A B A 159 v B0 25 R A 2 47 AR AR SR F I Atk

R 52 IR A (0 78 SR B 5 1 Wt ] 10 5 SCAR (A AR B8 T O BB 7 1) 5 30 75 I HL Ak e
— MU AE 2 A SRR EESR A R

[0148]

o RIE “RIR” AR A IR B, BT S B
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[0149] < HIFE “HERFHIEN” e A R ARMEERER . JE5FMEE R R AR 5]
£9.4% DCM. MeCN, EA, iPrOAc. THF, 2— FEJ — USRS . DMAC, DME ., DMF ., DMSO, — bt — £ 5k
Tk - NMP TBME \ 24 )3 32 FF Lok L B 2%, - HH 2K Hex. Hept. CHex J¢ MeCHex.

[0150] < FHI&E “HEBFPRyE A BR A7 iR T 2 WAEm FHEEFIRIE &Y. 4R
FYEVEFIR SRR PR S B FE AN IR T, 3% B HR 30 4 5 BB B VA R VR 540
DCM. MeCN, EA. iPrOAc. THF.2- & — PYZIRIR . DMAC, DME. DMF., DMSO, Wb, — Z Tk
NMP. TBME. ¥F [ 5 FF Lk . FF 2% . — %, Hex. Hept. CHex S MeCHex ;B FF 25, DCM ¢ 3%
MeCN, EA. iPrOAc. THF.2- F& — PUS RN . DMAC. DME. DMF. DMSO. — %45, — Z JEfk . NMP.,
TBME , ¥ /38 FF 2 ik | Hex . Hept . CHex J MeCHex [H¥AFIIVE A

[0151] < ST TR & “=E” §5 20 2 30 CHOIRE, BEmE 25C.

[0152] < BRAEWUE M S0, SR “X” AT ARTE “4)7 FEARFPIE R Z45H X
X 1 10% 2 X A0 X B9 10 % X i), R3S 2 H X X 19 5% 2 X X 19 5% X (i)
TEEE R EEIE T, REECY” ZATMARE L ARG b &4 HEE Y 98 10°CE Y i
10°CHIIXTE], MEAEM S H Y 5 CE Y In 5 CRIXIE,

[0153] DA SEAI AUA A % BH 14 e St 5], e FH T B 1 4 kb 10 BH A% % B i AS BAAEAAT 77 28
PRt HL S )

[0154]  SE4

[0155] Fr A 4w WE B A/ E S H L CRR. LA & 0ok~ R AE
'H-NMR (400MHz) B "C-NMR (100MHz) (Bruker ;fb2%07 %5 & f&AHXS FT FH A 771 LA ppm 32K
ZHME s =PI d =Xt = ZHIE 5p = AL HEIE hex =/NH I hept =LHKE.n =%
HIE br. =75, 5 HEGE Hz #Ix ) LC-MS (BLA Agilent 1200Binary Pump Az DAD F
Agilent MS il #F G1956B) o

[0156]  LC-MS ¥EMISHL -

[0157]
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TE AR 2 uL

A Kinetex C18, 2.6 um, 2.1 x 50 mm
AR R 1 mL/min

2k BB A PRBLAIA: K+ 0.08% TFA

HPLA B: MeCN + 0.012% TFA

B 2.0 min 95% B
2.8 min 95% B
3.0 min 5% B

=g 40°C

A M B Rk 210 nm

[0158] il 4% A :N-(5—(4— BORHE ) —6- SUHENE —4- J& ) T8 —1- Tt — i -
[0159]  A.i. A —1- Hfifi — % -
[0160] [ 30min 5 LA BE 5 SR S (12. 3mL ;0. 14mol ;1. Oeq.) ZEBHAHINE & T
DCM (130mL) FZR A EES (=35°C ) ¥ (14. Tml ;0. 14mol ;1. Oeq.) Ho £ —50°C G212 H i
& F DM (35mL) FIETA % (14mL, 0. 17mol ;1. 2eq. ) M =2 (29. 5mL ;0. 21mo1 ;1. 5eq. )
TR I 2h IR HE R 20°C . MK, B IS 33% HCL KB AOK TSR . KRG
MFHEZE 30°C I8 2485, FIF Et,N(20mL ;0. 14mol ;leq.) K&K (50mL) VRS YITEIEH
B AT pH>5. #50 THE (85mL) , SR G sl 10% Pd/C(1g) » 7E 6 VAL R, 7E 25°CAfL
RMIRAY) 6he FEREEE L Bakyfe BREFERY) . @0 DMSO (120mL) o QHIRIFHITA —1- ik
Bl (100% FRIE =2 ) T DMSO W VAW mT R RE R T R —b .
[0161]  A.ii.N-(5—(4— JRIEJHE ) -6 GMEnE —4- JL ) T —1- Tl g -
[0162] % tBuOK (16. 0g ;0. 14mol sleq.) ¥ N A LA Bl & (W A1) A. i & T DMSO 19+
(5°C) VB WP S BIEBUMAZE 20°C HHEH: 30min. UM 5-(4- 387K ) -4, 6- —
FELE (10. 7g 0. 035mol 0. 25eq. ) AN th FRAWIM#AE 50°C. @K, FH 33%
HCL /K VB AW R pH PR 2 45, BRIF A A2 0°C HAH: 30min. 1L3E, FIH K %
MeOH [P e B s 18 LA = AR & (AR AR S 54 (12. 6g, AHXS T 5- (4 IRK
) -4, 6- ~EBENER 89% [ ),
[0163]  ffil] & B :N-[5—(4- IR KL ) -6-[2-[ (5- IR —2— mgmg Bt ) L ] 2 AL 1-4- Mg
BN - AR i (ST EE )
[0164] 5 N-(5-(4— RAHE ) —6- (2- FLFELHIEL ) wsng —4- 38 ) 7 —1- Tl f% (200g ;
0. 46mol ;2 W.SEH 2 BY 3) J& 5- R —2— & Mg (117g ;0. 60mol ;1. 3eq) T H A (3L) K&
DMF (400mL) H o 4 e BV A PR 22 50°C S il = #8082 (approx. 400mL) o ¥ VR-A 7% 2
2 0°C RN tBuOK (156g, 3eq, 1. 38mol) « £ 20°CHEHE 1he Whnsk (1L) KHFIF 33%
HCL 7KK ) pH PR 22 350 MEIRAMIINIAE 50°C S 28 . AE 50°C R H V&M
22

T
;
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RALIBA WA S AERE#E = B gE. I B 2R g, 78 50°C, KK (L) dimEAHE.
BESE. WIEREAIVER 1L FSEEHANE 0°C, WEFEARE A, R PR
MeOH 356 o AL 2 VF T EA (1L) P R in#iE 50°C . 248 300mL EA A2 #8J1 MeOH (400mL) o
W EFRAHIE 0C. JEHEA, R MeOH it Aoy & T4 DRt 2 (At AR bR AL &
) (225 :83% 77 ) .

[0165]  SEfF] 1 :N-(5-(4- JRIRIE ) —6- (- (B =T 4L ) L5 ) wrmg —4- 2L ) 7 -1- 1§
M i

[0166] 4B 1 :

[0167] ¥4 2-(E="T43) ZE (38.9nL,296mol,6. 0cq. ) FHA NaOH (7. 9g, 197mmo] ,
4. 0eq. ) ININZE N-(5— (4 JRAFHE ) —6- EMENE —4- 3£ ) A -1-TEEE % (20g, 1. Oeq. ;S I
Hil4% A) S TFHZE (200mL) FEFWRF . Pl shoBR SR E R, BEE rt LN
7K (200mL) « FEERIN 25% HC1 AKVEH LIS E] pH 2-4 Z 5, B A VLE 23, FIAHK (200mL)
VR PIR SORAE T 3RS 2XR A R TR =4, A F B R A 1L (20. 6g ;86 % 7=
o :85% a/a LO) o MR EFET A MR — D 4lift. #EHM iPrOAc/Hept &5
il %A AT LA REAR

[0168]  'H-NMR (d6-DMSO) & :9.82(s, 1H) ;8. 48(s, 1H) ;7. 62(d, J = 8. 4Hz, 2H) ;7. 24(d, J
= 8. 4Hz, 3H) ;4. 33-4. 30 (m, 2H) ;3. 51-3. 48 (m, 2H) ;2. 82-2. 77 (m, 2H) ;1. 42 (hept, ] =
7. 4Hz, 2H) ;1. 03 (s, 9H) ;0. 80 (t, J = 7. 4Hz, 3H)

[0169]  LC-MS :ty= 1. 77min ; [M+1] "= 487 }% 489,

[0170]  AF5( 2 .

[0171] g N-(5—(4- JRIHE ) —6- @MsnE —4- &) § —1- it & (1000g, 2. 30mol ;L
il & A) JHr K NaOH (394g,9. 9mol, 4. Oeq. ) #E A 30L Bichi B#s+ . WIMFZE (10L) .
7 20°CHHEFT1S2FW dmin. N 2- (SE="T 5L ) 4 (1.95L,14. 8mol,6. Oeq. ) » 1E
SERININZ 5, FRE 16h K SN IR A PINAE 85°C o R AR EIZE 20°C . ¥k (10L),
SRIGUNIN 25% aq. HC1 (1. 5L, 12. 3mol,5eq. ) o RE7ES . FIHK (10L) HFANAH. EE
ZEEEPIIR . 1EWE (50°C, 100 22 ) NG %A VA 2 T AER AL S ARAR (g I Uk
), HAF B ML (1038g 586 %72 ;4% (LC-MS) :90% a/a) » ZMRIEHEHT F—
AT DAtk . Err AR ST E AR P TR AR R AL NUR Bk
[0172] 4B 3.

[0173]  #F N-(5—(4— JRIRIEL ) -6 @ MEnE —4- & ) T —1- hElE % (35g,86mmol ;5 WLl
#% A) % KOtBu(38. 7g,0. 35mol, 4. Oeq. ) ZENE R BINF AR (350mL) . 7E 20°CHiL
PRS2 Smin. N 2- (5B ="T%3E ) 48 (34.0mL, 0. 26mol, 3. Oeq. ) » 7L 58 AN
Z ), Bl 2h B R BEIRA IR 85°C . KHRAWR A A 20°C . WK (0.5L) , SR
N 10 %A AKIE (0.5L) o 228 R ERKBEHEANAE 3 Ik (B:K 0.5L) Jik4d
2T DR 2R AR TUR AR (37. 8g,90% 7% ) .

[0174]  ZPWHEAZETE AR 1 =P 3R1F 1 HEE NMR BTk}

[0175]  SEf] 2 :N- (65— (4- JRIRHE ) —6- (2 R 250, ) mene —4- &) T —1- ik —Ji
[0176]  AFs{ 1 .

[0177] &5k | A &4 (100g 0. 20mol sARHESEHE] 1,485 2 3897 ) & T DCM(1L) 1
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VA HIE 0°C. N TICL & T DOV 0 M I (309mL 309mmol :1. Beq. ) o ZE55 A
25 FE 20 CHEER LR A 15h, BRI (IL) o 25 B KH R IRAIFL) 500nL.
IR (400mL) B FH AR TR 22 AR B DCM. #8111 MeOH (200mL) S i Z Hb 43 H: i 45 B 77k
Lho I8t [l 4 BRI FH ¥ 7K Jere B E o R LR 21 TR AR A 52 R €6 [T (¥ el A
4 (86g :97T% 2 ),

[0178]  iZ"WHA% T Bolli % A, J. Med. Chem. (2012), 55, 7849-7861 1 FIT it 3% (1 S 44
NMR 4 o

[0179]  LC-MS :t,= 1. 46min ; [M+1] "= 431 } 433,

[o180] A2 2 :

[0181] KM 1 ML A (28, 4. Inmol ARHESEA] 1. 1 3R43 ) & T HZE (20mL) 1Y
VA HIZE 0°C o TN TiCL & T KA IMIE (6. 15mL,6. 15mmol, 1. 5eq. ) o £E 58 RA
s 4E 20 CHEFE B A 150 BRI, BN TiCLy% T K IMPAR (1. OmL, 1. Ommol,
0.25eq.) o 4h ZJ&, @K BEHHEPIRETFH 4he JEH KAIA] iPrOH phit AR 2
A ERERBREL S (1. 5g 85% 7% )

[0182] ™ MHASET Bolli 25N, J. Med. Chem. (2012), 55, 7849-7861 1 ic KA LE

NMR 4 o
[0183] S5 3 :N-(5- (4- JRIKHL ) —6- (2 FRHAE 56 ) e —4- %) T -1 - T — i (—
il %) -

[0184] ¥4 N- (5 (4— JEI2E 5L ) —6— GUmENE —4— 5L ) T —1- il — % (100g :0. 246mol :5 11,
il % A) B2 KOtBu (110g ;0. 99mol ;4. Oeq.) FEN 2L Mg H . WANF K (1L) o« 7E 20°CHi
PEPTAF B Smin. AN 2- (=T %) 48 (97mL ;0. T4mol ;3. Oeq. ) o £E 58 BHAN N
ZJ5 il 2h R S REIR A IR ES 85°C o £E R SE L I, KR AR HI 2 20°C . ERINIK
(0.5L) , SATG TN 10% FP BRI (0. 5L) o MM . IR ERKPEHAT AL 3 2 (R
0.5L) BAIHFZE (IL) Jeib TR 2L IL AR I RLR AP INAE 50°C o FERALHbER
RN TiC1A T 2L IM VAW (420mL, 0. 42mol ;1. 7eq. ) o 7ETERMARINZ )G, 7E 35°C
BEHIE 20, BRI (0. 75L) BB LT JehR G gR 0 15, 4% Sk, FUAI R (300mL)
M A TR AR M 2 A L EHA IR L 54 (91g 586 %772 4l (LC-MS) :100% a/a) .
[0185] P MIE A% T Bolli 25 A, J. Med. Chem. (2012), 55, 7849-7861 1 i it 3 [ s 1
NMR 0 45 -
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