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-1 H OMe. 2-Cli 4~Cl -0~
-2 H OMe 2-Me 4~Cl -0-
3 H OMe 2-MeO 4~Cl -0-
4 H OMe ~ 2-CN 4-Cl -0-
-5 H OMe H 4-Cl -0
16 H OMe 3-Cl 4Gl -0-
-7 H OMe 2~0CF, 4-Cl -0~
-8 H OMe 2-5F, 4-Cl -0-
-9 H OMe 3-CF, 4-Cl -0-
10 H OMe 3-F 4-Cl -0~
11 H OMe 3-Br 4~Cl -0-
12 H OMe 23-Cl, | 4=l -0~
13 H OMe 2,3-F, 4-cl -0-
14 H OMe . 25-Cl, 4-Cl -0~
15 . " H OMe 2,5-F, 4-Cl -0~
116 H OMe 2.6-Cl, 4-C| -0~
17 H OMe 2,6-F, 4-cl -0~
18 H OMe 2~Cl 4-MeO -0~
19 H OMe 2-Cl 2-Cl . -0~
1-20 H OMe 2-Cl 3-Cl -0~
121 H OMe 2-Cl 2,4-Cl, -0~
1-22 H OMe 2-Cl 4-0CF, -0~
1-23 H OMe 2-Cl 4~CF, -0~
I-24 H OMe 2-Cl 4~tBu -0~
1-25 H OMe 2-Cl 4-Br -0~
1-26 H OMe 2-Cl 4-F ~0-
27 H OMe 2-Cl 34-Cl, -0~
1-28 H OMe 2-Cl 3.4-F, ~0-
1-29 H OMe 2-Cl 3-F,4-Cl -0-
[-30 H OMe 2~Cl 3-Cl,4-F -0-
31 H OMe 2-Cl 2,4-F, -0-
1-32 H OMe 20l 2-F4-Cl -0-
1-33 H OMe 2-Cl - 4-SF, -0-
1-34 H OMe 2-Cl 4-Me -0-
1-35 H OMe 2-Cl 4-CN -0-
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136 H OMe 2-cl 3.4,5-Cl, -0~
1-37 H OMe 2-Cl 345-F, ~0=
1-38 H OMe 2-Cl 2,4,6-Cl -0-
-39 H OMe 2-Cl 2,4,6-F, -0~
40 H OMe 2-Cl 3-F4-Br -0~
I-41 H OMe 2-Cl ' 3-Brd-F -0~
1-42 H OMe 2-Cl 2 4-Br, -0-
1-43 H OMe 2-cl 2-F 4~Br -0~
44 H OMe 2-cl 3-Cl4-Br -0~
1-45 H OMe 2-Cl 3-Br4~C -0-
1-46 H OFt 2-Cl 4-cl -0~
1-47 H O-iPr 2-0l 4-Cl -0-
1-48 H OCH,(C4H5) 2-Cl 4~Cl -0-
I-49 H O-nPr 2-Cl 4-Cl -0~
1-50 H 0-nBu 2-Cl 4-Cl -0~
I-51 H 0-iBu 2-Cl 4-Cl -0~
I-52 H O-tBu 2-Cl 4-0l -0~
1-53 H 0-G;H,, 2-Cl 4-Cl -0-
1-54 H NHMe 2-Cl 4-Cl -0-
I-55 H NMe, 2-Cl 4-Cl -0~
1-56 H - NHEt 2-Cl 4-Ci -0-
I-57 H NEt, 2-C 4-Cl -0-
I-58 H NH-nPr 2-Cl 4-Cl -0~
1-59 H N(nPr), 2-Cl 4-Cl -0-
[-60 H Morphorino— 2-Ci 4-Cl -0~
[-61 H Piperidino— 2~Cl 4-C -0-
1-62 H Pyrrolidino— 2-0l 4-gl o |
1-63 Me OMe 2-Cl 4~Cl -0-
1-64 MeCO- OMe 2-Cl 4~Cl -0-
1-65 tBuCO- OMe 2-Cl 4-Cl -0~
I-66 PhCO~- OMe 2-Gl 4-Cl -0-
1-67 C,H,C0- OMe 2-Cl 4-Cl -0-
[~68 MeDCO- OMe 2-Cl 4-Cl -0~
1-69 Me,NCO- OMe 2-Cl 4-Cl -0-
I-70 H OMe 2-Cl 4-Ci -5
-7 H OMe 2-Cl 4-cl -S(0)>-
=72 H OMe 2-Cl 4-Cl -5(0)y-
-73 H OMe 2-Cl 4Gl ~NH-
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74 H OMe 2-Cl 4Gl ~NMe-
75 H OMe 2-Cl 4-¢l ~N(CH,Ph)~
76 H OMe 2-Gl 4-Cl ~CH,0~
77 H OMe 2-Cl 4~ -0CH,~
I-78 H OEt 2-Cl 4-Br -0-
179 H O~iPr 2-cl 4-Br -0~
I-80 H OCH,(C;Hs) 2-Cl 4-Br ~-0-
1-81 H 0-nPr 2-Cl 4-8r -0-
1-82 H OnBu | 2-CI 4-Br -0~
1-83 H 0-tBu 2-Cl 4-Br -0~
-84 H NMe, 2-Cl | 4-Br -0
1-85 H NEt, 2-Cl | 4-Br -0~
1-86 H Marphorino= 2-Cl 4-Br -0~
-87 H Piperidino— 2-Cl 4-Br . ~0-
1-88 Me OMe 2-Cl 4-Br -0~
1-89 MeCO- OMe 2-Cl 4-Br -0-
1-80 Me,NCO- OMe 2-Cl 4-Br -0-

" 191 H . OMe 2~Cl 4~Br ~GH,0~
92 H OMe 2-gl 4-Br —OCH,~
1-93 H OEt 2-Cl 4-CF, -0~
94 H O-iPr 2-Cl 4-CF, -0
1-95 H OCH,CHy) | 2~CI 4-CF, -0-
1-96 H O-nPr | 2-CI 4~CF, -0~
197 H 0-nBu 2-Cl 4-CF, -0-
1-98 H O-tBu 2-Cl 4-CF, -0~
-89 H NMe, 2-Cl 4-CF, -0
1-100 H NEt, 2-Cl 4-CF, -0~
[-101 H Morphorino— 2-Cl 4-CF, -0-
[-102 H Piperidino~ 2-Cl 4~CF, -0-
1-103 Me OMe 2-¢l 4-CF, -0-
104 MeCO- OMe 2-Cl 4-CF, -0-
I-105 Me,NCO- OMe 2-Cl | 4-CF, -0~
1-108 H OMe 2-Cl 4~CF, ~CH,0~
107 H OMe 2-Cl 4~CF, ~OCH,~
108 H OEt 2-Cl | 4-OCF, -0-
1-109 H O-iPr 2-Cl | 4-OCF, -0~
-110 H OCH{CHy) | 2-Gl | 4-OCF, -0-
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111 H O—nPr 2-GI | 4-OCF, -0-
=112 H O—nBu 2-Cl | 4-0CF, -0~
1-113 H O-tBu 2-Cl 4-0CF, -0~
114 H NMe, 2-Ci | 4-OCF, -0-
115 H NEt, 2-Gl | 4-0CF, -0~
116 H Marphorino~ | 2-GI | 4~OCF, -0-
117 H Piperidino~ | 2-CI | 4-OCF, -o-

118 Me OMe 2-0l | 4-OCF, -0-
119 MeCO- OMe 2-Cl | 4-OCF, -0-
L1120 Me,NCO- OMe 2-G! | 4-OCF, -0-
121 H OMe 2-Ci | 4-OCF, ~CH,0-
1-122a H OMe 2-¢l | 4-OCF, ~OGH,~
122 H OMe 2-CF, 4-CI ~0-
1-123 H OMe 2-CF, | 4-MeO -0-
1124 H OMe 2-CF, | 2-Cl -0~
1-125 H OMe 2-GF, 3-Cl -0~
1-126 H OMa 2-CF, | 24-C, -0-
1-127 H OMe 2-CF, | 4-OCF, -0~
1128 H " OMe 2-CF, | 4-CF, -o-
1-129 H OMe 2-CF, | 4~Bu -0~
130 H OMe 2-CF, |  4-Br -0-
1-131 H OMe 2-CF, 4F -0~
132 H OMe 2-CF, | 34-0, -0-
1-133 H OMe 2-CF, | 34-F, -0-
1-134 H OMe 2-CF, | 3-FA=Cl -o-
1-135 H OMe 2~CF, | 3-Cl4-F -0-
I-136 H OMe 2-CF, | 24-F, -o-
1-137 H OMe 2-CF, | 2-F4-C -0-
1-138 H OMe 2-CF, | 4-SF, -0-
139 H OMe 9-GF, |  4-Me -0-
140 H OMe 2-CF, 4-CN -0~
141 H OMe 2-CF, | 345-Cl, -0-
142 H OMe 2-CF, | 3.45-F, -0-
1143 H OMe 2-CF, | 246-Cl, -0-
144 H OMe 2-CF, | 246-F, -0-
1145 H OMe 2-CF, | 3-F4-Br -0-
1-146 H OMe 2-CF, | 3-Brd-F =0~
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147 H OMe 2-CF, 2,4-Br, -0-
[-148 H OMe 2-CF, 2-F 4-Br -0
1149 H OMe 2-CF, 3-Cl,4-Br -0~
1-150 H OMe 2-CF, 3~Br4-Cl -0-
I-151 H OEt 2-CF, 4-cl -0-
152 H O-iPr 2-CF, 4-ci . -0-
I-153 H OCH(C4H;) 2-CF, 4-cl -0-
~154 H O-nPr 2-CF, 4-Gl -0-
1-155 H O-nBu 2-CF, 4-l -0-
1-156 H 0-iBu 2-CF, 4Gt -0-
=157 H 0—tBu 2-CF, 4-Gl -0-
[~158 H 0-CsH,, 2-CF, 4-cl -0~
1~159 H NHMe 2-CF, 4-Cl -0~
1-160 H NMe, " 2-CF, 4-Cl -0-
161 H NHEt 2-CF, 4-Cl -0~
1-162 H NE, 2-CF, 4-cl -0-
1-163 H NH-nPr 2-GF, 4-cl -0~
1164 H N(nPr), 2-CF, 4-Cl -0~
165 H Morphorino— 2-CF,4 4-~Cl -0~
166 H Piperidino- 2-CF, 4-cl -0~
1167 H Pyrrolidino~ 2-CF, 4Gl - -0-
1168 Me OMe 2-CF, 4-Gl -0-
1169 MeCO— OMe 2-CF, 4-Gl -0-
170 " tBuCO- OMe 2-CF, 4-cl -0~
=171 PhCO- OMe 2-CF, 4Gl C —0-
172 | G3H,CO- OMe 2-CF, 4-Gl -0-
173 MeOCO- OMe 2-CF, 4-C -0~
174 Me,NGO- OMe 2-CF, 4-Cl -0
1-175 H OMe 2-CF, 4~cl -s-
178 H OMe 2-GF, 4-cl -S(0)-
177 H OMe 2-CF, 4-cl -8(0),-
178 - H OMe 2-CF, 4-0 ~NH-
179 H OMe . 2-CF, 4~ —NMe-
-180 H OMe 2-CF, 4-Cl -N(CH,Ph)~
i~181 H OMe 2-CF, 4-cl -GH,0-
182 H OMe 2-CF, - 4-cl ~OCH,~
1183 H OFt 2-CF, 4-Br -0~
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I-184 H O-iPr 2~CF, 4-Br " -0-
1-185 H OCH(C;H) 2~CF, 4-Br -0-
1-186 H O~-nPr 2-CF, 4-Br -0-
1-187 H 0-nBu 2-CF, 4~Br -0
1188 H 0-tBu 2-CF, 4-Br -0~
1-189 H NMe, 2-CF, 4-Br -0-
190 H NEt, 2-CF, 4-Br -0-
1-191 H Morphorino— 2-CF; 4-Br -0~
1192 H Piperidino- 2~CF, 4-Br -0~
193 Me OMe 2-CF, 4-Br -0-
1-194 MeGO- OMe 2-CF, 4-Br -0-
185 Me, NGO~ OMe 2-CF, 4-Br -0~
1196 H OMe 2-CF, 4By -CH,0~
197 H OMe 2-CF, 4-Br -OCH,~
1-198 H OEt 2-CF, 4-CF, -0~

. 1-199 H O-iPr 2-CF, 4~CF, -0~
1-200 H OCH,(CyHy) 2-CF, 4-0F, -0-
1-201 H O-nPr 2-CF, 4-CF, -0~
1~202 H 0-nBu 2-CF, 4-CF, -0
203 H O-tBu 2-CF, 4~CF, -0~
1~204 H NMe, 2-CF, 4-CF, -0~
205 H NEt, 2-CF, 4-CF, -0~
1-206 H Morphorino— 2-CF, 4-CF, -0~
-207 H Piperidino— 2-CF, 4-CF, -0-=
1-208 . Me OMe 2~CF, 4-CF, -0~
1209 MeCO- OMe 2-GF, 4-CF, ~0-
210 Me,NCO~ OMe 2-CF, 4~CF, -0-
211 H OMe 2-CF, 4-CFy -GH,0-
212 H OMe 2-CF, 4-CF, ~0CH,~
213 H OEt 2-CF, 4-Q0F3 -0-
214 H O-iPr 2-CF, 4~0CF, -0-
1-215 H OCHL{C,Hs) 2-CF, 4~0CF, -0~
216 H O-nPr  2-GF, 4-OCF, | -O-
217 H 0-nBu 2-GF, 4-0CF, -0~
218 H O-tBu 2-CF, 4~QCF, -0~
219 H Nie, 2-CF, 4-0CF, -0~
1-220 H NEt, 2-CF, 4-0CF, -0-
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[-221 H Morphorino- 2-CF; 4-0CF, -0- .
222 H Piperidino- 2-CF, 4-0CF, -0~
1-223 Me OMe 2-CF, 4-0CF, -0~
1224 MeCO- OMe 2-CF, 4-OCF, -0-
1225 Me,NCO- OMe 2-CF, 4-0CF, -0~
1226 H OMe 2-CF, 4~OCF, -CH,0~
1-227 H OMe 2-CF, 4-0OCF, -OCH,~
1-228 H OMe 2-Br 4-Cl -0-
1-229 H OMe 2-Br 4-MeQ -0~
1-230 H OMe 2-Br 2-Cl -0~
1-231 H OMe 2-Br 3-Cl -0-
1-232 H OMe 2~Br 2,4-Cl, -0-
1-233 H OMe 2-Br’ 4-OCF, ~0-
1-234 H OMe 2-Br 4-CF, - -0~
1-235 H OMe 2-Br 4By -0~
1-236 H OMe 2-Br 4-Br -0~
1-237 H OMe 2-Br 4-F -0
1-238 H OMe 2-Br 3.4-Cl, -0~
-239 H OMe 2-Br 3.4-F, -0~
1-240 H OMe 2-Br 3-F,4~Cl -0~
[~241 H OMe 2-Br 3-Cl4-F -0~
1-242 H OMe 2-Br 2,4-F2 ~0~
1-243 H OMe - 2-Br 2-F4~C| -0-
1-244 H OMe 2-Br 4-SF, -0-
1-245 H OMe 2-Br 4~Me -0~
[-246 H OMe 2-Br 4-CN -0~
1-247 H OMe 2-Br 3,4,5-Cly -0~
1-248 H OMe 2-Br 3,4.5-F, -0-
1-249 H OMe 2-Br 2,4,6=Cl, -0-
1-250 H OMe  2-Br 2,4,6-F, -0-
1-251 H OMe  2-Br 3-F 4-Br -0-
1-252 H OMe 2-Br 3-Br4-F -0~
1-253 H OMe 2-Br 2,4-Br, -0-
J-254 H OMe 2-Br 2-F,4-Br -0-
1-255 H OMe 2-Br 3-Cl4-Br -0-
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1-256 H OMe 2-Br 3-Br4-Cl o~
-257 H OEt 2-Br 4~Cl -0-
1-258 H O-iPr 2-Br 4-Cl -0~
1-259 H OCH4{(CyHy) 2-Br 4~Cl -0-
1-260 H O-nPr 2-Br 4-Cl -0~
1-261 H O-nBu 2-Br 4-Cl -0-
1-262 H 0-iBu 2-Br 4-Cl -0~
i~263 H O-tBu 2-Br 4~Cl -0-
1-264 H 0-C4Hy, 2-Br 4-Cl -0~
[~265 H NHMe 2-Br 4-Cl -0~
i~266 H NMe, 2-Br 4-Cl -0~
1-267 H NHEt 2-Br 4-Cl -0-
1~268 H NEt, 2-Br 4-0l -0~
1-269 H NH-nPr 2-Br 4-CJ ~0-
[-270 H N(nPr), 2-Br 4-Cl -0-
[~271 H Morphorino— 2-Br 4~Cl -0~
1-272 H Piperidino- 2-Br 4-cl -0-
[-273 H Pyrrolidino— 2-Br 4-Cl -0-
1-274 Me OCH, 2-Br 4-Cl -0-
275 MeGO- OCH, 2-Br ol | -o-
1~276 tBuCO- OCH, 2-Br 4-Cl -0~
[-277 PhCO- OCH, 2-Br 4~G -0~
278 C3HsCO~ OCH, 2-Br 4-Cl -0~
1279 MeOCO~ OCH, 2-Br 4~Cl -0~
1-280 Me,NCO- OCH;, 2-Br 4-CJ -0-
1281 H OMe 2-Br 4-Cl -5~
1-282 H OMe 2-Br 4-C -5(0)~
[-283 H OMe 2-Br 4-Cl ~5(0),-
284 H OMe 2-Br 4-Cl -NH-
[-285 H OMe 2-Br 4-Cl —NMe~
1~286 H OMe 2-Br 4-Cl ~N(CH,Ph)~
1-287 H OMe 2-Br 4-Cl —CH,0-
1-288 H OMe 2-Br 4-Cl ~QCH,~
1-289 H OEt 2-Br 4-Br -0~
1-290 H O-iPr 2-Br 4-Br -0-
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[-291 H OCH,{C,Hs) 2-Br 4~Br -0-
[-292 H O—-nPr 2-Br 4-Br ~QO=
[-293 H O-nBu 2-Br 4-Br -0-
1-294 H 0-tBu 2-Br 4-Br -o-
1-295 H NMe, 2-Br 4-Br -0-
[-296 H NEt, 2-Br 4-Br ~-0-
[-297 H Morphorino— 2-Br 4-Br -0~
[-258 H Piperidino— 2-Br 4-Br -0-
[-299 Me OMe 2-Br - 4-Br -0
1-300 MeCO- OMe 2-Br 4-Br -0~
=301 Me,NCO- | OMe 2-Br 4-Br -0~
1-302 H OMe 2-Br 4-Br ~-CH,0-
1-303 H OMe 2-Br 4-Br —0CH,~
1-304 H OEt 2-Br |  4-CF, -0~
I-308 H O-iPr 2-Br 4~CF, ~Q-
1-306 H OCH,(CHy) 2-Be 4-CF, -0
-307 H O-nPr 2-Br 4-CF, -0-
1-308 H O-nBu 2-Br 4-CF, —Q0-
I-309 H O~tBu 2-Br 4-CF, -0~
1-310 H NMe, 2-Br 4-CF, -0~
-311 H NEt, 2-Br 4~CF, -0~
-312 H Morphorino— 2-Br 4~CF, -0~
-313 H Piperidino- 2-Br 4~CF, ~0~
-314 Me OMe 2-Br 4~CF, -0~
1-315 MeCO- OMe 2-Br 4-CF, -0~
-316 Me,NCO- OMe 2-Br 4-CF, -0~
I-317 H OMe 2-Br 4-CF, ~CH,C-
=318 H OMe 2-Br 4-CF, ~QCH,~
[-319 H OEt 2-Br 4-0CF, -0~
1-320 H O-iPr 2-Br 4-0CF, -0-
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1321 H OCH,(C4Hs) 2-Br 4-OCF, -o-
1-322 H O-nPr - 2-Br 4-0CF, ~0-
=323 H O-nBu 2-Br 4~0CF, -0~
[-324 H O~tBu 2-Br 4-0CF, -0-
[-325 H NMe, 2-Br 4-0CF, -0-
[-326 H NEt, 2-Br 4-0CF, -0-
[-327 H Morphorino— 2-Br 4-0CF, -0-
1-328 H Piperidino— |  2-Br 4-OCF, -0~
I-329 Me OMe 2-Br . 4-0CF, ~~
I-330 MeCO- OMe 2-Br 4-0CF, ~0-
[-331 Me,NCO~ OMe 2-Br ‘ 4-0CF, -0~
332 H OMe 2-Br 4-OCF, ~CH,0-
(-333 H OMe 2-Br 4-0CF, ~OCH,-
[-334 H OMe 2-F 4-Cl =~
1-335 H OMe 2-F 4-MeQ -0~
1-336 H OMe 2-F , 2-Cl =
337 H OMe 2-F . 3Gl ~Q-
1-338 H OMe ‘ 2-F 2,4-Cl, -0~
339 H OMe 2~F 4-0CF, -0
1-340 H OMe 2-F 4-CF, ~Q-
~341 H OMe 2-F 4-tBu -0~
1-342 H OMe 2-F 4-Br -0~
-343 H OMe 2-F 4-F =0
[-344 H OMe 2~F . 3.4-Cl, -0~
1-345 H OMe 2-F 3.4-F, -0~
1~-346 H OMe 2-F 3-F,4~Cl -0-
1-347 H OMe 2-F 3-Cl4-F -0~
1-348 H OMe 2-F 2,4~F, -0-
-349 H OMe 2-F 2-F,4-Cl -0-
I-350 H OMe 2-F 4-3F; ~0-
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[-351 H OMe 2-F 4-Me -0-
1-352 H OMe 2-F 4-CN -0-
1-353 H OMe 2-F 3,4,5-Cl, -0-
1-354 H OMe 2-F 3,4,5-F, -0-
1-355 H OMe 2-F 24,6-Cly -0-
1-356 H OMe 2-F 2,4,6-F, -0-
1-357 H OMe 2-F 3-F4-Br -0-
1-358 H OMe 2-F 3-Br4-F -0-
1-359 H OMe 2-F 2,4-Br, -0-
1-360 H OMe 2-F 2-F4-Br -0-
I-361 H OMe 2-F 3-Cl,4-Br -0-
1-362 H OMe 2-F 3-Br.4-Cl -0-
1-363 H OEt ‘ 2-F 4-Cl -0-
1-364 H 0-iPr 2-F 4-Cl -0~
1365 H OCH,(C4Hy) 2-F 4-Cl -0~
1-366 H O-nPr | . 2-F 4-Cl -0-
1-367 H O-nBu 2-F 4-Cl -0~
[-368 H 0-iBu 2-F 4-Cl -0
1-369 H O-tBu 2~-F 4=l -0
1-370 H 0~CgH,, 2-F 4-Cl -0
1-371 H NHMe 2-F 4-cl ~0-
1-372 H NMe, 2-F 4~Cl ~0~
1-373 H NHEt 2-F 4-Cl -0~
1-374 H NEt, 2-F 4-Cl -0
-375 H NH-nPr 2-F 4Gl ~0-
1-376 H N(nPr), 2-F 4-cl -0-
1-377 H Morphoring— 2~F 4-Cl -0
I-378 H Piperidino- 2-F 4-Cl -0~
379 H Pyrrolidino— 2-F 4-Cl -0-
1-330 Me OCH, 2-F 4-Cl -0~
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1-381 MeCO- OCH, 2-F 4-CJ _ -0-
[-382 tBuCO- OCH;, 2-F 4-Ci -0-
1-383 PhCO- . OCH, 2-F 4l -0-
[-384 C,HsCO—~ OCH, 2-F 4-~Cl -0~
1-385 MeOCO— OCH; . 2-F 4-Cl -0-
[-336 Me,NCO- OCH, 2-F 4-Cl -0-
-387 H OMe 2-F 4-Cl -S-
1-388 H OMe ’ 2-F 4-Cl -S(0)-
1-389 H OMe 2-F 4-Cl -5(0),~
-390 H OMe 2-F 4~Cl ~NH-
I-391 H OMe 2-F 4-Cl —NMe~
-392 H OMe 2-F 4-Cl ~N(CH,Ph)-
-393 H OMe 2-F 4-Cl ~CH,0~
[~394 H OMe 2-F 4-G| ~OCH,~
1-395 H OEt 2~F 4-Br -0~
1-396 H O-iPr 2-F 4-Br -0
1-397 H OCH2(03H55 2-F 4-Br -0~
1-398 H O-nPr 2-F 4-Br —0-
[~392 H O—nBu 2-F 4-Br ~(—
400 H O-tBu 2-F 4-Br -0-
1-401 H NMe, 2-F 4-Br -0~
1-402 H NEt, 2-F 4-Br -0-
1-403 H Morphorino— 2-F 4~Br -0~
[-404 H Piperidino— 2-F 4-Br -0~
1-405 Me OMe 2-F 4-Br =0
[-4086 MeCO~ OMe 2-F . 4-Br ~0-
1-407 Me,NCO~ OMe 2-F 4-Br -0-
-408 H OMe 2-F 4-Br -CH,0-
1~-409 H OMe 2-F 4-Br -0OCH,-
~410 H OEt 2-F 4—CF, -0~
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1-411 H O-iPr 2-F 4~CF, -0-
1-412 H OCH,(C,H;,) 2-F 4-CF, -0-
1-413 H O-nPr 2-F 4-CF, -0-
1-414 H O-nBu 2-F 4-CF, -0-
1-415 H O-tBu 2-F 4-CF, -0-
1-416 H NMe, 2-F 4-CF, -0-
1-417 H NEt, 2-F 4~CF, -0-
1-418 H Morphorino— 2-F 4-CF, -0~
[-419 H Piperidino— 2-F 4-CF, -0-
1-420 Me OMe 2-F 4-CF, -0~
1-421 MeCO- OMe 2-F 4-CF, -0-
1-422 Me,NCO- OMe 2-F 4-CF, -0~
1-423 H OMe 2-F 4-CF, -CH,0-
1-424 H OMe 2-F 4-CF, -OCH,~
1-425 H OEt 2-F 4-OCF, -0~
1-426 H O-~iPr 2-F 4-OCF, -0~
1-427 H OCH,(C4Hs) 2-F 4-0CF, -0~
[-428 H O-nPr 2-F 4-OCF, -Qm
1-429 H O-nBu 2-F 4-0CF, -0~
1-430 H O-tBu 2-F 4-0CF, -0~
1431 H NMe, 2-F 4-OCF, -0~
1-432 Mo NEt, 2-F 4-0CF, -0~
1-433 H Morphorino- 2-F 4-OCF, -0~
I-434 H Piperidino— 2-F 4-0CF, -0-
1-435 Me OMe 2-F 4-0CF, -0~
1-436 MeCO- OMe 2-F 4-OCF, -0~
1-437 Me,NCO- OMe 2-F 4-OCF, -0~
1-438 H OMe 2-F 4-OCF, -CH,0-
1-439 H OMe 2-F 4-0OCF, —~OCH,~
1-440 H NHCH,Ph 2-Cl 4-Cl -0~
1-441 PhNHCO- OMe 2-Cl 4-Cl -0-
1-442 tBuOCO- OMe 2-Cl 4-Cl -0-

TEEx2DR', Rz, R3, R4RUVYREZEhETNhTELELERX (I
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a1 H OCH, 2-Cl 4-Cl -0-
lla—2 H OCH, 2-CF, 4~Cl -0-
lla-3 H OGH,; 2-Br 4-Cl -0-
Tla-4 H OCH, 2-F 4-Cl -0~
lla=5 H OCH, 2-Cl 3-Cl -0~
lla~8 H OCH, 2-Cl 4-Br -0-
la~7 H OCH, 2-Cl 4-CF, -0-
a8 H OCH, 2-Cl 3,4-Cl, -0-
lla~9 H OCH, 2-Cl 34-F, -0~
a-10 H OEt 2-Cl 4-Cl -0~
lla~11 H NMe, 2-Cl 4-Cl ~0-
Ib-12 H OCH, H 4-Cl -0-
b-13 H OCH, 4-Cl 4-Cl -0~
lb—14 H OCH, 4-CF, 4-Cl -0~
lb~15 H OCH, 4-Br 4~Cl O
1b-18 H OCH, 6~CF, 4-Cl -0~
1Ib-17 H OCH, H 4-Br -0
1b-18 H OCH, H 4-CF, -0~
1b~19 - H OCH, H 3.4-Cl, -0~
11620 H OCH, H 3-Cl -0~
1b-21 H OEt | 4-Cl 3~Cl -0~
11b-22 H NMe, 4-CF, 3-Cl -0-

TEEER3IMDRT, R2, R3, R4, Y, Z2, Z3RUVZ4EEFNETNTEL
SR (11 1la) DR, R2, R3, R4, Y., Z2, Z3RUVZ*ICHWIHNT 2

[0048] A d. RHEMZ2, Z3, RUOZ4ICOWTIE, BOERKE LT, R4pEHR
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Tia—1 H OCH; | 2-Cl -0- - N-H CH CH
Ma-2 H OCH, | 2-ClI -0- - N-Me CH CH
a—3 H OCH, | 2-Cl -0~ - o CH CH
llla—4 H OCH, | 2-CI -0- — 5 CH CH
Ma~5 H OCH; | 2-Cl -0- 4-Cl S CH CH
lla—6 H OCH, | 2-CI -0~ 5~Cl S CH CH
Ma~7 H OCH, | 2-CI -0- 5-Br S CH CH
Ma—8 H OCH, | 2-Ci -0~ | 5-CF, S CH CH
Mla~9 H OCH, | 2-CI | -0- | 45-C), S CH CH
Nla~10 H OCH, | 2-CF3 | -O- 5-Cl S CH CH
Ma-11 H OCH; | 2-Br -0- 5-Cl S CH CH
lla~12 H OCH, | 2-F -0- 5-Cl 8 CH CH
Ma—13 H OCH, | 2-Cl -0- - N-H N CH
Ma~14 H OCH, | 2-Cl -0~ - N-Me CH CH
lla~15 H OCH, | 2-Ci -0- 3-Cl | N-Me CH CH
Mla~16 H OCH, | 2-CI -0~ | 4-Cl | N-Me CH CH
Ma~17 H OCH, | 2-CI | -O- | 3-CF, | N-Me | CH CH
Ma-18 H OCH, | 2-Cl ~0- 3-Br | N-Me CH CH
Mla—19 H OCH, | 2-Cl -0~ | 3-CHF, | N-Me CH CH
[lla~20 H OCH, | 2-CF, | ~O- | 3-OMe | N-Me CH CH
Ma-21 H OCH, | 2-Br -0~ 3-F N-Me CH | CH
[lla~22 H OCH, | 2-F -0~ 4-F | N-Me CH CH
Ma—-23 H OCH, | 2-C -0- - N-H CH
lla—24 H OCH, | 2-Cl -0- 5-Cl N-H CH
Nla~25 H OCH, | 2-Cl -0~ 4-Cl N-H CH
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226 H OCH;, 2-Cl -0- — | N-Me CH N
Ma—27 H OCH, | 2-ClI -0- 5-Cl | N-Me CH N
lla—28 H OCH, | 2-ClI -0- 4-Cl | N-Me CH N
llla-29 H OCH, | 2-CI -0- - S CH N
1Ma-30 H OCH, | 2-CI -0- 5-Cl S CH N
Ma—31 H OoCH, | 2-Cl -0- 4-Cl s CH N
la-32 H QOCH, | 2-C -0- — o} CH N
a-33 H OCH, | 2-Cl -0- 5-ClI 0 CH N
llla-34 H OCH, | 2~Cl -0- 4-Cl 0 CH N
lMla-35 H OCH, | 2-Cl -0~ - N-Me CH 0
lla—36 H OCH, | 2-Cl -0- 5-CI | N-Me |. CH 0
lla~37 H OCH; | 2-Cl -0- 4-Cl | N-Me CH o}
Mla-38 H OCH, | 2-Cl ~0- - NH N N
1239 H OCH, | 2-Cl -0- 5-Cl NH N N
Ula—40 H oCH, | 2-Cl -0~ 4-Cl| NH N N
la-41 H OCH, | 2-Cl -0~ - N-Me N N
a—42 H OCH, | 2-Cl -0~ 5-Cl | N-Me N N
Wa~43 H OCH, | 2-CI | -O- 4-Cl | N-Me N N
llla-44 H OCH, | 2-Cl -0 - S N N
lla-45 H OCH, | 2-CI -0~ 5-Cl S N N
a-46 H OCH, | 2-CI -0-" | 4-Cl S N N

TERADR', Rz, RS, Y, R4 Z2, Z3 Z4 ZSRUZOWEZEN

EFnTatz®ExX (1 1 I b) ®R'. R2, R3 Y, R4, Z2 Z3 Z4,
ZSRUZSICRIRT %,
[0050] 7Adb, TRFMDZ2, Z3, Z4, ZSRKRUVZSICDOWTIE, ROENKE LT, R
CHBRINZRIOEEBROREZRLTEY., £FEX (11 1b) IZBWT
. RACE > TBBRINTWSRFESE CH] &XT,
[{&8]
N
R'O l\/:N)
24,_25\26 5 > COR?
el ),

n (1111



WO 2019/093522 30 PCT/JP2018/041971

[0051] [54]

Bl B T B e A I N NI NP P
BE
Mb-1 | H | OCH,| 2=l | -0~ | -~ N | CH | ¢H | CH | CH
b2 | H |OCH, | 2=¢l | <0= | - | ©oH| N | cH | cH | cH
Mb-3 | H |OCH, | 2=C1 | 0= | - | CH | cH | N | cH | cH
Mb-4 | H |OCH, | 2-Cl | -0- | - N | GH | OH | CH | N
Mb-5 | H | OCH, | 2-C1 | -0~ | - N | GH | N | CH | GH
m-6 | H |OCH | 20l | 0~ | - N | CH | cH | N | cH
M7 | H |OCH,| 2=l | -0~ | - N | N | CcH | cH | cH
M-8 | H |OCH, | 2=C1 | -0~ | - N | GH | N | CH | N
M9 | H |OCH, | 2=Cl | -0- | 4l | N | cH | ¢H | CH | CH |
M-10 | H | OCH,  2-¢l | -0- | 5-¢t | N | cH | cH | cH | cH
Mb-11 | H |OCH,| 2=Cl | -0~ | 6-CI | N | CH | CH | CH | CH
Mb-12 | H |OCH, | 2-Gl | -0- | 4-CF, | N | CH | CH | OH | CH
Mb-13 | H | OCH, | 2-Cl | -0~ | 5GF, | N | CH | GH | CH | CH
Mb-14 | H |OCH, | 2-Cl | -0~ | 6~CF, | N | CH | CH | CH | CH
Mb-15 | H | OCHy | 2=Cl | =O- | 4-Br | N | GH | CH | CH | cH
Mb-16 | H | OGH, | 2-G | =0~ | 5-Br | N | CH | CH | CH | CH
Mo-17 | H | OCH, | 2-Cl | <O~ | 6-Br | N | CH | CH | CH | CH
Mb-18 | H |OCH, | 2=GI | =0~ | 4-F | N | CH | OH | CH | cH
Mb-19 | H | OCHy | 2-GI | =0~ | 5F | N | CH | CH | cH | cH
Mb-20| H |OCH, | 2=¢1 | -0~ | 6~F | N | €H | CH | CH | CH
Mb-21 | H | OCHy | 2=GI | <O~ | 4-Cl | CH| N | CH | CH | cH
Mb-22 | H | OCHy | 2=l | =0~ | 5Cl | CH | N | CH | CH | CH
Wb-23 | H | OGH,| 2Cl | -0~ | 6CI | CH | N | CH | CH | cH
Mb-24 | H | OCH,| 2-Cl | —O- | 4CF, | CH | N | CH | cH | cH
Mb—25 | H | OGH,| 2-GI | ~O~ | 5-CF, , CH | N | CH | CH | CH
Mb-26 | H | OCH, | 2-Cl | O~ | 6-CF, | CH | N | CH | CH | CH
Mb-27 = H | OCH, | 2=Cl | =0- | 4Br | CH | N | CH | CH | cH
Mb-28 = H | OGH, | 2-Cl | -0- | 5Br | CH | N | CH | CH | CH
Mb-29 | H |OCH, | 2=Cl | =0- | 6-Br | CH | N | CH | CH | CH
Mb-30 | H |OCH,| 2=l | -0~ | 4F | cH | N | cH | cH | cH
Mb-31 | H | OCH, | 2=CI | -0- | 5-F | cH | N | cH | cH | cH
Mb-32 | H | OCH,| 2-C1 | -0- | 6F | GH | N | CH | CH | cH
Mb-33 | H | OCH, | 2=GI { -0- | 2-01 | cH | CH | N | CH | CH
Mb-34 | H | OCH, | 2-GI | -0~ | 5-Cl | CH | CH CH | CH
Mb-35 | H | OCH, | 2-Cl | =0~ | 6-Cl | CH | CH CH | CH
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lb-36 H | OCH, | 2-Cl | -O- | 2-CF, | CH | CH N CH CH
lb-37 H | OCH, | 2-CI | -O- | 5-CF, | CH | CH N CH CH
lb-38 H | OCH; | 2-CI | -O- | 6-CF, | CH | CH N CH CH
llb—39 H | OCHy | 2-CI | -O- | 2-Br | CH | CH N CH CH
b-40 H | OCH, | 2=CI | ~0- | 5Br | CH | CH N CH CH
Mb—-41 H | OCH, | 2-Ct | =O- | 6Br | CH | CH N CH CH
IMb-42 H | OCH, | 2-Cl | -0- | 2-F | .CH | CH N CH CH
1b-43 H | OCH, | 2-=Cl | -0- | 5F | CH | CH N CH CH
lb-44 H | OCH, | 2-=CI | -O0- | 6F | CH | CH N CH CH
1Mb-45 H | OCH, | 2-CI | -O- | 4-CI N CH CH CH N
Ilb-46 H | OCH, | 2-CI | -0- | 5-CI N CH CH CH N
Nlb-47 H | OCH, | 2-Cl | -0~ | 6-Cl N CH CH CH N
lb-48 H | OCH; | 2=Cl | ~O~ | 4CF, | N CH CH CH N
llb—49 H | OCH, | 2-Cl | -0~ | 5-CF, | N CH CH CH N
Mo-50 H | OCH, | 2-CI | -O- | 6~CF, | N CH CH CH N
llb-51 H | OCH, | 2-CI | -O- | 4-Br N CH CH CH N
Mb-52 H | OCH, | 2-CI | -0~ | 5-Br | N CH CH CH N
Mb-53 H | OCH, | 2-Cl | -0~ | 6-Br | N CH CH CH N
154 H | OCH, | 2-Cl | -0~ | 4-F N CH CH CH N
Ib—55 H | OCH, | 2-ClI | -0~ | 5-F N CH | CH CH N
1lb-56 H |ocCH, | 2-Cl | -0~ | 6-F N CH CH GH N
lb-57 H | OCH, | 2-CI | -0~ | 2-C N CH N CH CH
1b-58 H | OCHy| 2-CI | -0~ | 5-Cl N CH N CH CH
1lb-59 H | OCH, | 2-Cl { -O- | &-Cl N CH N CH CH
Mb—60 | H | OCH,{ 2=Cl | -O- | 2=CF, | N CH N CH CH
llb-61 H |OCH, | 2-Cl | -O- | 5-CF, | N CH N CH CH
h—62 | H | OCH,| 2-Cl | —~O0— | 6~CF, | N CH N CH CH
Ib-63 H |oCcH, | 2-cl | -O- | 2-Br N CH N CH CH
b-64 | H | OCH, | 2-C! | -O- { 5-Br N CH N CH CH
b-65 H | OCH, | 2-Ct | —-O- | 6-Br N CH N CH CH
1b-66 H OCH, | 2-¢! | -0~ | 2-F N CH N CH CH
llb-67 H | OCH, | 201 | -O0- | 5-F N CH N CH CH
Mb-68 | H | OCH,| 2-Cl | -0~ | 6-F N CH N CH CH
Ib—69 H | OCH, | 2-Cl | -O0- | 3-Cl N CH CH CH
b-70 | H | OCH,| 2-Cl | -O0- | 5-Cl N CH CH . CH
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Mb-71 | H |OCH, | 2=¢l | -o- | 601 | N | ©H | CH | N CH
mb-72 | H |OCH, | 2-G | -0- | 3-CF, | N | CH | CH N CH
M-73 | H | OCH, | 2=Cl | ~O- | 5-CF, | N | CH | CH N CH
mb-74 | H |OCH, | 2-CI | -0- | 6-CF, | N | CH | CH | N CH
Hb-75 | H | OCHy | 2-Cl | 0= | 3-Br | N | CH | CH | N CH
Mb-76 | H |OCH, | 2-Cl | -=O0- | 5-Br | N | CH | CH | N cH
mb-77 | H |OCH, | 2¢1 | -0~ | 6Br | N | CH | CH | N CH
Mb-78 | H | OCH, | 2-C1 | -0~ | 3-F | N | CH | CH | N CH
Mb-79 | H | OCH, 2l | -0~ | 5F { N | CH | CH N CH
Mo-80 | H | OCH, | 2-=Cl | 0= | 6-F | N | CH | CH N CH
Mb-81 | H | OCH, | 2=CI | -0- | 4-cl | N N cH | cH | CH
mb-82 | H | OCH, | 2-¢i | —-0- | 5-CI | N N CH | ¢H | cH
Mb-83 | H | OCH, | 2-CI | ~0- | 6-Cl | N N CH | CGH | CH
Mb-84 | H | OCH, | 2-c1 | -0~ | 4-CF, | N N CH | CH | CH
mb-85 | H | OCH, | 2-CI | -0~ | 5-CF, | N N CH | CH | CH
b-86 | M | OCH, | 2-Cl | -0~ | 6-0F, | N N CH | CH | CH
Mb-87 | H | OCH, | 2-CI | -0~ | 4-Br | N N CH | cH | oH
Mb-88 | H | OCH, | 2-¢i | -0- | 5Br | N N CH | CH | CH
Mh-89 | H | OCH, | 2~¢! | -0~ | 6-Br | N N CH | CH | ¢H
Mb-00 | H | OCH, | 2-C1 | -0- | 4F | N N CH | CH | CH
Mb-91 | H | OCHg | 2=Cl | =0- | 5-F | N N CH | CH | ©oH
Mh—92 | H |OCH, | 2=l | -0~ | 6F | N N CH | CH | CH
Mb-93 | H | OCH, | 2=CI | =0~ | 4l | N | CH N CH N
Mb-94 | H |[OCH, | 2= | -0- | 6-CI | N | CH N CH N
Mb-95 | H | OCH, = 2-Cl | O~ | 4~GF, | N | CH N CH N
Mb-96 | H | OCH, | 2-Cl | -O- | 6-CF, | N | CH N CH N
Mb-97 | H | OCH, | 2=l | -0- | 4-Br | N | CH N CH N
Wh-98 | H |OCH, | 2=Cl | -0~ | 6-Br | N | CH N CH N
Mmb-99 | H |[OCH, | 2-01 | -0- | 4-F | N | cH N CH N
Me-100 | H |ocH, | 2=l | -0- | 6-F | N | ‘CH N | CH N

TFiEXRS5DR2, R3, R4, Z2, Z3, Ze Z7, Z8, Z° RUZ'oi&
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Z8, Z9 RUGZ'OIIHINT %,
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780N

TW3KR=:E ICH] &KT,
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-1 | OCH, | 2-Ci - CH CH CH CH CH CH CH
-2 | OCH, | 2-Ci - CH N CH CH CH CH CH
Me-3 | OCH, | 2-CI - CH CH | N CH CH CH CH
lllc-4 | OCH, | 2-CI - CH CH | CH N CH CH | CH
-5 | OCH, | 2-Cl - CH CH | GH CH CH CH N
Mc-6 | OCH; | 2-ClI - CH CH | CH | N CH N | CH
Mc-7 | OCH, | 2-CI - | cH CH CH CH N CH
-8 | OCH, | 2-Cl - N CH N N CH CH
Mc-9 | OGH, | 2-Cl - CH N N N CH N CH

Mle—=10 | OCH, | 2-Cl 4-Cl CH CH CH CH CH CH CH

Ife-11 OCH; | 2-Cl 5—Cl CH CH CH CH CH CH CH

Mle=12 | OCH, | 2-Cl 6-Cl CH CH CH CH CH CH CH

Me~13 | OCH, | 2-Cl 4-Br GH CH CH CH CH CH CH

MNe—-14 ‘OCHS 2-Gl 5-Br CH CH CH CH CH CH CH

lle-15 | OCH; | 2-Gl 6-Br CH CH CH CH CH CH CH

Me-16 | OCH, | 2-Cl 4-F CH CH CH CH CH CH CH

Me-17 | OCH, | 2-Gl 5-F CH CH CH CH CH CH CH

Hlc—-18 | OCH, | 2-Cl 6-F CH CH CH CH CH CH CH

Nle-19 | OCH; | 2-Cl 4-Cl CH CH CH CH CH CH

Mle-20 | OCH; | 2-Cl 5~Cl CH CH CH CH CH CH

Mlle-21 CCH; | 2-ClI 6—Cl CH CH CH GH CH CH

Mle-22 | CCH, | 2-Cl 4-Br CH CH CH CH CH CH
Me-23 | OCH, | 2-Cl 5-Br CH CH CH CH CH CH

[le-24 | OCH, | 2-Cl 6-Br CH CH CH CH CH CH

lle-25 | QCH, | 2-Cl 4-F CH CH CH CH CH CH

Me-26 | OCH, | 2-CI | 5-F | CH CH CH CH CH CH

Z| 2212121221212 2

Me~27 | OCH, | 2-Ci 6-F CH GH CH .CH } CH CH
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) « A LFHEHE (Pyrenophora teres) . A A LFFHRHUYE (Fusarium g
raminearum, Microdochium nivale) . JAF* > EA 5K (Erysiphe gramini
s f. sp tritici) . ALFHRIVHE (Puccinia recondita) , JLFEHEIV
5% (Puccinia striiformis) . JAFBR#HUKE (Pseudocercosporella herpotr
ichoides) . AL FHEHNUHE (Fusarium graminearum, Microdochium nivale
) . OLF K% (Phaeosphaeria nodorum) . A FEAGHE (Zymoseptoria
tritici) . JALFHBERHE (Microdochium nivale) . JALFILFEHE (Ga
eumannomyces graminis) . dAF 255 (Epicoccum spp) . JALFEHFE
(Pyrenophora tritici-repentis) . JAF/NKEHHE (Typhula incarnate
. Typhula ishikariensis) . /"4 S5 —Rwv ;E (Sclerotinia homoeoca
rpa) . /85— /%y F5iE (Rhizoctonia solani) . 759 >/%v F%E (Rh
izoctonia solani) . > /ViiESE (Colletotrichum graminicola) . /3G
ray leaf Spot (Pyricularia grisea) . /ORI OF 14 v I )2V T ARy
N5% (Ophiosphaerella korrae) . < /SMRed thread (Laetisaria fuciform
is) . /8XWYE (Puccinia zoysiae) . ¥/ NDHY < —/3y F¥E (Magnaport
he poae) . < /S(MRoot decline of warm-season grasses (Gaeumannomyces
graminis) . /N T S5 ) 8y F (Waitea circinata) . /N7 T
71— > %% (Agaricus, Calvatia., Chlorophyllum, Clitocybe., Lepiota
. Lepista, Lycoperdon, Marasmius. Scleroderma, TricholomaZx &) . /8

HFEEER (Microdochium nivale) . Y/NNEFE/NNE®ZHB (Typhula incarn
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ate. Typhula ishikariensis) . /NA—75 ) PEHHE (Curvularia sp.

) . VINERLIEERE S (Ceratobasidium sp.) . S/NITHEE (Zoysia decline
) o bUEODERE (Ustilago maydis) . bV EOIVKER (Collet
otrichum graminicola) . MU EOI#EHE (Kabatiella zeae) . T E
O3> k&aimm (Cercospora zeae-maydis) . bV EAIL T IHUE (Set
osphaeria turcica) . FUELOITILASHE (Cochliobolus carbonum)

. FOEOOUBESE (Physoderma maydis) . b EOIL XIVYE (Puccin
ia spp) . hUERIAVTEEME (Bipolaris maydis) . FVEAATVE
& F B (Phyllosticta maydis) . M EOITHEMNUYE (Gibberella
zeae) . b FEIWE (Puccinia spp) . D UEED EA T (Sphaerot
heca fuliginea) . 7 Y%Ak/ESHE (Colletotrichum lagenarium, Glomerella
cingulata) . ¥ R&HE (Pseudoperonospora cubensis) . ¥

k%% (Phytophthora capsici) . ¥a27!) D5Zf% (Fusarium oxysporu
m f.sp.cucumerinum) . X4 HDBEfKE (Fusarium oxysporum f, sp.niveum
) . YOdHE AT (Podosphaera leucotricha) . V) > T2E% (Ventur
ia inaequalis) . YUY IJEYZ=F7% (Monilinia mali) . Vv IHEZER
(Alternaria alternata) . )V J&EELfF (Valsa mali) . 7 EHFE (Alt
ernaria kikuchiana) . 735 &A% (Phyllactinia pyri) . TV HRER
(Gymnosporangium asiaticum) . 7 2E%m (Venturia nashicola) . 4 F
05 EA IR (Sphaerotheca humuli) | HRIBREDIKERHR (Monilinia fr
ucticola) , AV FYEDE (Penicillium italicum) . T RIS EAZ

% (Uncinula necator) . 7 KO ~R&fF (Plasmopara viticola) . 7 RO
fE5% (Glomerella cingulata) . 7 RO DI VI (Phakopsora ampelopsidis
) . HIEER (U H MAHR%K)  (Mycosphaerella fijiensis, Mycosphaerella mu
sicola) . h< > EATZH (Erysiphe cichoracearum) . b~ hEgfm (A
lternaria solani) . 7 X5 EA %R (Erysiphe cichoracearum) ., ¥+ 5

1 EDEZEF (Alternaria solani) . Y+ HA ERER (Colletotrichum ¢
occodes) . v hHA EDEAIH (Erysiphe spp, Leveillula taurica) .
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[0097]

T v 4 EZHHF (Phytophthora infestans) . 4#/805 A Z9%E (Erysiphe
cichoracearum) . #/NO7RE% (Alternaria longipes) . &> A EHE
(Cercospora beticola) . 44 5 EAH (Erysiphe betae) . TV
1 EBEJ" (Thanatephorus cucumeris) . Y A 1REH (Thanatephorus cu
cumeris) . T A 2R (Aphanomyces cochlioides) . ¥4 OV EEF
(Fusarium oxysporum f.sp.raphani) . F+&xiE® (Discula theae-sinens
is) . F¥ 1t HBJE (Exobasidium vexans) . Fv+#8EEHESE (Pseudocercosp
ora ocellata, Cercospora chaae) . F v #g&u®E (Pestalotiopsis longiset
a. Pestalotiopsis theae) . Fv¥#8%t 545K (Exobasidium reticulatum) .
74 25 5KA lternaria leaf spot (Alternaria spp) . T4 xiES® (Glomere
Lla spp) . 7Y EHUE (Ascochyta gossypii) . 74 X% (Puccinia spp
. Phykopsora spp) . 74 MCercospora blight and leaf spot (Cercospora
spp) . 74 DDiplopia boll rot (Diplopia spp) . 74 MHard lock (Fus
arium spp) . 74 MPhoma blight (Phoma spp) . 74 MStemphyllium leaf
spot (Stemphyllium spp) . 5 v htzA4 2B (Cercosporidium personatu
m) . SvAhtAE885% (Cercospora arachidicola) . S v hHt4 BE&EHE (S
clerotium rolfsii) .\ v ht4 IVE (Puccinia arachidis) . &4 DE
MEENTIKENTNE (Botrytis cinerea) . YU ABBEOKE (Pythium
spp) BRU'E#HE (Sclerotinia sclerotiorum) %2 &, F/=. Aspergillus/@
. CochliobolusiE. CorticiumiE. Diplodia/g. Penicillium/E. FusariumE
. Gibberella/@. Mucor/&. Phoma/&. Phomopsis/E. Pyrenophora/E. Pythium
E. Rhizoctonia/&@. Rhizopus/&. Thielaviopsis@. TilletiaE. Trichoder
mafE. KUUstilagoBFICL > TEIZRBIINZ X BEHNOBEFERMERE
XIFEBAMHDHRE,

AERPREBICKRIEE=AEFIZ. REFRELTHVWSZENTES,
T, ARBEERBICRIBE=ARFIE. LR LAREOLHNTH., JLF
EMBRUA T LFFEICEEVSDELFERIOCHROBEICT L THICE
NEBRBREET S5, TDLH, REEZAERIE. LFEMBMRAE LTH
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ICAWLNZA, TNICREINZ HDTIEAL,

[0098] AERFEMEICEITZ2EEZAEFIE. ETOEDICHATSZIENTES
N, BREYOFIE LTUTZZEIFLIENTES, AR, JLF, X4
F. ZALF¥, TN, M)FH—b, boEODY, EOAY (VILAH
L) . URhUFRE VX RUNTFR, NZa—FT5R, 72 RAIRVT
SATSRABREDARBR, FA4 X, SvhtEaA. AVFU< A TVKRD
TAERUTIVIZILIFREDITARE, YA EREDEILHAF
#., bOHSY, E—<r, b3 b TR DYy HAERCHNDABRED T
ARE, VAREDHI TR, Ex T ) REDFIRE. Fav vy
VREQDIFRYE, FIR NIHA AT FRYRKYAAVRE
DT T7Z52FRE. TUoHAREDTHTRE, 792EDTAHAREE. I—
E—/FREOTHRBEE, AAhAREODTAFIRER., FraEDY N+
BEE. A4 H. XAV, Fa9)RCARFYREDD )RR, 47 xR+,
RFRP=ZVZIBREQIYRE 4 FT. V3 F—EV R U
DA AT U. AEE. BEERVGTIUREONSHREA, I ULREDE
URHE. Y M EREDY M ERME. v TI-REDVIIRE. /81 F
Y IWIREDIRA Ty TR, R4 TRED/IRATFRE, HFRED
AF/FRE TIL—RYV=—DQEDYVIREE RAVREDV I IR,
NFFREDNRYaIRE, 7 —TREODEI/ARE. IV RS
YAV REDVYIREE, DA LYY, TL—TTIL—YRVPLEV
MEDIAVEHER, TROREDT ROREE, EIE (Flowers and ornamenta
l plants) . REUAOELSCICETDOMMOEREREY., T/, FEED.
EYEHELE EERRE L REREREREDRROEDNEREICL ST
BONZENRCEYRERRE. ROCICEGFREICEL > TELNEER
FHRAMEZEDR OEDREREEB SN TE S, BELFHEAIMRIIE
MR OHEMREREE LTE, FlZiE, BREFIMMEED. RS VRV E
FEEFEMPAALERTMEEY. FREICH T 2IERMEFEMEELER
FatlMAARREMEEY. BRE LEY., NEM LEY. REERLE
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[0099]

[0100]

M., ROCRNEALEWGEEZZBEIFTEZIENTE S, B FHRARBYRE
RFES LTk, BEfRB1C. Roundup Ready. Liberty Link, B.t.. BXN, Poast

Compatible, AgriSure, Genuity, Optimum, Powercore., DroughtGard, Yiel
dGard, Herculex, WideStrike, Twinlink, VipCot, GlyTol, Newleaf& U'Bol
lgard @ EDEFREREZSLLDEEIFEIENTE S,

(3) IEMBHREDR

TSI, PY—IEEEK (1) &, ITEMPREZERTEANGEEHEDDLI S
ME%ZRETIEN-URERTIENLOTEMBUREMICEFRLE S,
IOBHMENDOEIE LTI, UTICRTHMEMEREIFE I ENTE S,

- SV THEBED (RS M LEEKEEZEE) THET7ARLFILZ (A
spergillus sp.) . MYOdFI< (Trichoderma sp.) . R=> ™4 (Peni
cillium sp.) . ¥ x4 MY HL (Geotrichum sp.) . & XL (Chaetomi
um sp.) . B K7K—> (Cadophora sp.) . 25 F XA M XS (Ceratostomella
sp.) « 25 RKRRAKRY L (Cladosporium sp.) . d—F 4 94 (Cortici
um sp.) . L>F 14 XA (Lentinus sp.) . L X157 R (Lenzites sp.)

. 7#—< (Phoma sp.) . RY X7 4 VR (Polysticus sp.) . FISUT

(Pullularia sp.) « A5 L 4L (Stereum sp.) . MY IJRRY S L (Tric
hosporium sp.) . 7T O/N42 4 — (Aerobacter sp.) . /SFJL R (Bacillus
sp.) . TRIKET Y (Desulfovibrio sp.) . ¥>a— REF+R (Pseudo
monas sp.) . ZS5mR/NY 5154 (Flavobacterium sp.) . T/ 0O03VAHR
(Micrococcus sp.) &, HEHLILMENTH S 7 ARILF )L X Aspergillu
s sp.) . RZU YL (Penicillium sp.) . & MX L (Chaetomium sp.
) . SOFY9 L (Myrothecium sp.) . i— 751 7 (Curvularia sp.) .
TVA<T AT 4 v X, (Gliomastix sp.) . X~ /=I5 (Memnoniella s
p.) . HIILART 4L (Sarcopodium sp.) . A& FAR KU R (Stschybotr
ys sp.) « ATLT 4oL (Stemphylium sp.) . ¥ 3Y >4 X (Zygorhyn
chus sp.) . /NFJL R (bacillus sp.) . X9 7403y HhHR (Staphylococ
cus sp.) ¥, AMEERE THDFFT X544 (Tyromyces palustris)
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[0101]

. 17548 % (Coriolus versicolor) . 7ANRJLFIJL R (Aspergillus sp.
) . R=2 YL (Penicillium sp.) « Y X (Rhizopus sp.) . #—L
Z /85 4 9L (Aureobasidium sp.) . VXU S5574 L (Gliocladum s
p.) . 75 KRARY L (Cladosporium sp.) « & X9 4 (Chaetomium sp
) . MYaFI< (Trichoderma sp.) B &, REDILMEDTH DT AR
JILFI A (Aspergillussp.) . R= 1)L (Penicillium sp.) . # b3
L (Chaetomium sp.) . 75 KRR D L(Cladosporium sp.) . L3d—Jb (
Mucor sp.) . /ST > O3t R (Paecilomycessp.) . EO 7 X (Pilobus sp.
) . FI>1Y) 7 (Pullularia sp.) . MY 3RARAY (Trichosporon sp.)
. MUTOFT9 L (Tricothecium sp.) &, T4 - TSRAF v ILEME
MTHDITARILFILZ (Aspergillus sp.) « =S4 (Penicillium
sp.) . YUY X (Rhizopus sp.) . MY IAFIJL< (Trichoderma sp.) . 4
N X)L (Chaetomium sp.) . SOF> L (Myrothecium sp.) . A KL T
<At RX (Streptomyces sp.) . ¥a— KEF X (Pseudomonas sp.) . /%
FILZA (Bacillus sp.) . T/ O3V AR (Micrococcus sp.) . TS5 F 7 (
Serratia sp.) . ¥IHY /<14 tRX (Margarinomyces sp.) . EF AU R
(Monascus sp.) R&, BRAEHEDNTH DT ARILFILZ (Aspergillus
sp.) « R=U YL (Penicillium sp.) . 75 KARY DL (Cladospori
um sp,) . F—L AN T 4L (Aureobasidium sp.) . FUF I ST 4D
L (Gliocladium sp.) . IRNU AT« FOF 147 (Botryodiplodia sp.) .
<Y OXRMRY L (Macrosporium sp.) . E=Y 7 (Monilia sp.) . 74—
< (Phoma sp.) . IS5V 7 ( (Pullularia sp.) . RROKMY #L (Spor
otrichum sp.) . MY dFJL~ (Trichoderma sp.) . /SR ( (bacillus
sp.) . 705 R (Proteus sp.) . >a— KEF R (Pseudomonas sp.)
. Z5F 7 (Serratia sp.)

AFERIF LR U ASEBFEEBICIREINZHOTIE AL, BREICRLE
FHETEADEENTRETHY . ELI2ERHEFERBICENETNERI NI
MFERZEEEASHOE TR/ONSERPREICOWVWTH AFEADORITAIEEE

i
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[0102]

[0103]

[0104]

Ic2EN 5,

(4) &F

BEEZARAIL. BURSTHE 7YV —LEEK (1) 2EFEBENILRE
wIRE (F]RE) . REEEFIR VT OMOEAREEIFE SRE L THHEL
KFF, WFRCHAFEOREZ DFHREICEEF L THERT %,

INSOANIEAMRDE LTTY—LEERE (1) % 0. 1~95
E8%. HELIE0. 5~90FE%. JYFFELIE2~80EE%E
FnaLDICEFT S, BFESEFE LTERT 2EHBF. BEFBRERY
REEMFZGARTNEE. 9. BEEAE L TR, HREERCRHRE R
mEELTHWLN, JL— Y., BELT., €54 M EVEYDS
4~ RYMFA M BEEL. EEEE. PyvSLTva b AEA.
N=3Fa54 b, RN=54  BR ERLEOHY ; REREDERE
KW REE DIV DL, REBF N) DL, BT N) DL, BAK, EEA
EDBE ; RTA MA—RVAEDEREY ) AP ZBIEF I VR EDERK
WY ; AEW, PYEOICE FE#) . /037 BRAR) . REX
EIAS. AAVRX ATE. RKEM. BERELO-X, FUTU. TH
ANYY, BELEOEMUERGE ; BB TV, AFF VI BRI
ZMEBIEBETTIMETZIESF Y., BERALEODKAERD TV, RUIER
ERYVIFLY, BRERY TOELY, RUEBEZL. RYEBLEEZL
IFLY-EREZIVLHESRK RE-TITEREELREOEZOES
THE, REEBIFBIENTE S,

AR E LTk, BBIRAR (R374 V58R) . BFEERBE (LY
CTIFARVEY PIVFLFTHILVAE) (RERE TH) . ¥
Vil (BEE#HAERxEKE) . PILVI—LE (T /-, 4V70
RN —=b, voandy/—iRE) | BET7ILI-VE (ZFLJYD
—, YIFLYYY)aA—, FOELYTYI— AFDLYY)O—
. RYTFLYFYIa—), R)FOELYTYI—-ILRE) . @7
O—LFEEE (FOELYRTVI—LI—FIRE) . T VE (7
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[0105]

foo voanxy/v, y=7FOZ7 MR E) . TRATIVER (BRAER
AFIIATFTIV (Y HBERBA FIIRTIV) . ABIFILAFIIL, K
B7OELY, ZBEBAFIIRTIL (ANTBIAFILIZZRTIVL. JIb
HIVBBIAFIVIZATIV, PTPEVEBOAFIIZTIV) ) . EBERIERK
£]IN=7IF)LEQ)Y RV | HhiEE (Yo, KEd. XEfaas)
 PIRRBANTAFUFRIVLLTIR, (N, N=IAFIFIH VT IR
N, N=UXFLFHY—1-TFIR, 5= (VXFILTIJ) —4—%
FI—5—FFY-—FTEBAFIIZRTIVL, N=TIIEILRY VRAE (
CAS No. 887947—-29-7R&) ). IAFILRIEKEFY R,
TERZNYII, KQEEBEIFBLIENTES,

FREEMRIE. FAFVHREESERIE LTE. BIZE. YILES VRERS
BBIZFI, RUAFVIFLYYILESY VISBBBT X5V, o 2 ¥EESRHEL
IZATN. RYFFIFLVERBIZATIIN. RUFFIITFL UEER
IZATN RUFFIFLUVEBRBSIIATIIL, RVFTFITFLUTIL
FII—FTI, RYUAFIFLYTILFILTIZNI—FTI, RUFTFD
IFLYITIFLTZZNI—FTIV, RUFFZIFLOTIFILTIZ
WI—FIHRILT) ViEEH. R)AF2IFLY /RYFF2FOEL Y
TOv ORIV — PILFILRVAF>IFLY  R)AF2TOELVT
Ay JR)I—I—FI)I, RUFFIIFLYTILFILTIV, RUAFY
IFLUVEEHEBRT7 IR RUAFIFLUVEBRBRER7zZILI—TI,
R)FFIIFLIURVIL TN (RE 727 2=)0) T—FIb,
R)AFPIFLVZAFILT7zZN (RE72=Z)07x2=)0) T—FIb,
RVAXRVIFLYI—FTARCIZAFILES ) ARV T vRRREENE
Bl RUAFRPIFLYETVH RUAFVIFLUBLLETVBERER
Bifohd, 7oA VEREESERE LTE, FILERLYILT—F RY
FERVIFLYTILFINI-—FIHLIZ—MN RUFTFZIFLVTIF
W7z I—FIHNTz—b RUFTFIIFLIRVIL (RIFRF
V) 7z (RiF7z=)b7z=)b) T—FIHioz—b RYFF
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[0106]

YIFLY, RUAF> oLy 7Oy IR)T—HIL7z— b aEDY
VW7 z—MNEDE., RS54 (FIAY) RIER—M a—FL 71V
ZIWRR—=b ITIVFIVAVRGF I R—b PILFILRVEY ZNFER
— M BE/XECTILEFLNFTITILYRIVER—F, TT7H LV RIER—
MR VEEEY. PILFLID T ZNI—FILIRIKRR—M VT
ZVANER—=PM RYUAFSIFLYTIFINITIIZNI—FTILRILER
— b RUFFRSIFLYTAFINI—FTIRIKRIANIBN—TD AT
MEDRIER— MNEDIE. BBEFEE. N— X FJIL—RBEsERH LS R— b,
BB /R & DEBRAERR DB, RVAF VI FL YT FII—FTIKRRA T x
— b RVAXRSIFLVE/ XD TPLFNTIZZNI—TFTIRAT T —
M RUFFRSIFLIUNRYIN (RIFZAFIIL) 7z (RiEF7x=
W7zZ)V) I—FIVKRR7z—h RYFFZIFLY/R)AF>TO
ELr7ovoRYT— RR77FIIINAYVVERAT77FIIIS /=)
AV (LYFV) . PILFILRR 72— MRERAT —ILEDOEGREN
Bifohd, hFFVHEREESEFHIELTE. PLFILNIAFILTVED
YA O54 R, AFILR)FFSIFLYFIAFLTVEZDLIO51
Re PLFIUN=—XFIEYIS L7014 R, B/ XETTILFILAFI
ICF7VEZDLIOSA R, FLFILRVIAFNLTIOEL VYO TIVDY
OS54 RREDTVEZDLBERUVOTIVEILIAFIRYYFIL DT LY
OS54 R RYEMNZDLIAOZAR (FIVFLT/FINFIIFN
TIAFIRVIWTVEZDLYIAZAR) BREDRVFIL A= LIRED
EiFfons,
ZOMOHEFIBREIFI & LT, p HEAMFIE LTOF M) D LKRTAY
D LREDEMIER TvRR. V) I-UROMEEE. BEASDKAM
DR, BHMEIE LTRAVWLND XY IV HL, JT7—HL, AILKRFI X
Filtzio—X, RYyEZ)LEO) Ry, ALKRFVEZLRYT—, 7V
DIWZRRY~—, RUEZLTNLA-I, TV TUHEEE, SHEELREDK
BMESF. TILFUVBRUZOE., RESSFHIELTRVWLONDEZTTY
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[0107]

[0108]

[0109]

[0110]

[0111]

VEBERR. NIRVYVEBY -, AFYXSY VY-S, TOM. B
BEl, BEF. BHER. LMRRINE., RUERERFIGLENEF SN
oy

BENCIE, TOEEFEAT 25D EKEOHFREITHEREICHFRLTE
AT2E0&DH2, FRMUTERTZEZOT7Y—ILFESEF (1) ORE
I£0. 001 ~1. O%MDEFEHEHNEZFE L L,

Tl TY—LESEK (1) OFRERE. M. H. REERTEESZOE
Ex=h1 habhicl). 20~50009. YFHELLIF50~2000¢g
Thd, CNODERRERGERAZIFIFE. ERKHE. ERAE. ERIE
FIRURRIEMEFICE >TEERD O, LEROHERICIEDD I ERIE
BT B ENAETH S,

ISHICAERBEICESIT2REEZRAERE. BNOMOBENHS EHA S
b, BEZARAFE LTOMREEOTHERTZIEETES, BMOM
DB E LTE, BEA. ZRBRF, BY=F. RiERFA. RUCEDER
REFICEFENIRHOBNM D ZZEITE I ENTES,

(6—1) REXBROBIINS

REFRRICFEAEMNARS E LTS, flZiE. RTFO—ILEEKEE
e, R4 IV —IREW. INTBEKRBEREZLEY (S
DH I R{tEW) . AMOELY VRIEEYW. 70T RRIEEH. ¥
ANKRFSAIRRIEEY. 7=/ EY) IV URIEY. ZERSLEY
 MEME., A A—FRIEEW. ¥/ ) RIEEY. BRY VREEY
« ROAWRFIOTI RRIEEYEIZET LN B,

AFO—)VEEBRBELLEME LTE, 7HFIFYV =, EFILSY /=
L 70aL3FV=i, Y7z /aFYV -0, T7AIFY N PZaFY
=, 727 aAFYV =, ZNFAFYV =), TIN)TER=I, ~NF
Ha+rV—ib, 41T YIL, 1IRYAFY =), X TFY =, 473
FY—=I. 2/OTYZN, RISV I—b RyaAFV—Jb, 7OV83
A, FaEarY—i. FaFAFaFV -, TRFLAFYV I, XD
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[0112]

[0113]

[0114]

[0115]

FYV—=, FT7AFV =, FESAFYV =, NITIRAKRY, NUTY
AJ—=be MYTWNEY =), NYFOFY =, TN FV =), FX
RAFV =i, X7z M) 703 FV—=l. 477z Y70V —
o 1=-((M1H-1,2,4- N Y 7V = b=-1-4JL) X FI)V)-5-(4-y OO I )L )-2-
(/00 XFIV)-2-AF)>oOARVEY -1-F—)b, AF) 2-((1H-1,2,4~

N7V —=I-1-4 L) X FIV)-3-(4-o OOV I))-2-E ROF-1-X F
o oarRVEIV-1-ALRFI L=~ 7z 7OEEILT, 770K
v, AOFHIv. NITFELD. TEYUXA=F TzFVEIL EY
T/ PARCGN)R) VERZEITFOLND,

RYZLZIH=LRIEEWE LTI, AMRIYEI L R, F7
RS —=)b, FAT7R—MAFILREIRY G VENEIFELN D,

OV BERRKERERBEWLEY (SDH I R1EEW) & LT, EXHD
TV, RYVEVYIIIVEI, RAAY R, ZIAES L ZILNS =),
JIFHFEOFY R, IFANEL AVTIHIIR AVESHL XT
A=), RYINTzV, RYFAES R, #FFH2, FIAYFIR, 7
WA VHFEI, ESTTILI R, EVIILARNT7TY RIFZ), AR
Fou,.ESTORSAY, AVELINIY L, AVINYTSLROLF
CHANKRFIUHREIFSN B,

ZhOEL) VREEMELTE, 7VYFRMOEY, YEFTZ MO
Ev., IXAhAEY, 7xFIZ2MAEY, ZL0FFH28AEY, L
YEIVLAFI, ARI/2bOEBY, A2 Oy, EdFT 280
Ev. ES2Q2hAEY, M)7AFYAMOEY, TYFXMAEY,
PURVALT, ESFHFoZ2 Ay, ESA MR MOAEY, 072/
FOAMOEY, T/FHAMOEY, JEFAMOEVRGNY)70E
) AINTELIZETF LN,

TP IRREEMELTE RFSFIIL, RFFFIVIMXUTF
S5F VI, AIGSFVIL, AIFTEVIMIUIA T ) FHLRCAFYH
TEVIWENEIFLN B,
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[0116]

[0117]

[0118]

[0119]

[0120]
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DICE>THEREL., ZEEREDLEa0. 973045 |BAERKIAE LTEE, INZE64. 6%
'H NMR (400MHz, CDCly) &: 8.00 (d, J=9.0Hz, 2H), 7.42 (dd, J= 8.5, 7.
6Hz, 2H), 7.26-7.21 (m, 1H), 7.08 (dd, J= 8.5, 7.5Hz, 2H), 7.02 (d, J
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4Hz, 2H), 7.15-7.10 (m, 1H), 7.04 (dd, J= 8.5, 1.0Hz, 2H), 6.98 (d, J
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H NMR (400MHz, CDCl,) &: 8.17 (s, 1H), 7.91 (s, 1H), 7.60 (d, J= 8.9
Hz, 2H), 7.39-7.34 (m, 2H), 7.17-7.12 (m, 1H), 7.04-6.99 (m, 2H), 7.0
1 (d, J=8.9Hz, 2H), 5.03 (d, J= 14.0Hz, 1H), 4.44 (d, J= 14.0Hz, 1H),
4,36 (s, 1H), 3.83 (s, 3H). .

<&HI2. {LEWI-SDER>

AFIN2-(4-(4-/007x/FV)722))-2-AFY 77— bDERK
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[0169]

[0170]

[0171]

BEREITDAFIN2-FFY-2-(4-T7 ) F>T7zZW)T7ET—bDERE
AFORETI-/OO0Y 7 T2 I—FI1. 21gh SEZBD{L A0, 9989 % £
BRAEE L TR, INZE58. 0%,

'H NMR(400MHz, CDCL;) §: 8.02 (d, J= 9.0Hz, 2H), 7.38 (d, J= 9.0Hz, 2H
), 7.06-7.00 (m, 4H), 3.97 (s, 3H).

AFN2-(4-(4-/ 0027/ FV) 7)) TFI YL —bDERK

BERBITDAFIN2-(4-0/F>72Z)V)T ) L— NDERERKRD
BETAFIN2-(4-(4-/007/F2)722)0)-2-AFY 77— 10.98
0gh SIEEE DL E10.4319% BERIE & L TR, X4, 3%,

'H NMR (400MHz, CDCl;) &: 7.39 (d, J= 8.8Hz, 2H), 7.30 (d, J= 9.0Hz,
2H), 6.99-6.94 (m, 4H), 3.83 (s, 3H).

XFN2-(4-(4-pO0m7x/FV) 72 =))-2-t ROF-3-(1H-1,2,4-
M) 7Y —=b-1-4)L) 7O/ T— ~I-5)DEM

a1 OFNBRIEEMBOERERKROEETA FIL2-(4-(4-/ 007 <
JF)7xZ)V) TV L— M. M3 SERE DL S0, 2769% BB E & &
LT/, IX=HK51. 6%,

'H NMR (400MHz, CDCly) &: 8.16 (s, 1H), 7.91 (s, 1H), 7.62 (d, J= 8.9
Hz, 2H), 7.31 (d, J= 8.9Hz, 2H), 6.99 (d, J= 8.9Hz, 2H), 6.96 (d, J=
8.9Hz, 2H), 5.02 (d, J= 14.0Hz, 1H), 4.44 (s, 1H), 4.43 (d, J= 14.0Hz
, TH), 3.83 (s, 3H). .

<&EKBI3. {LEWI-21DEK>

1-(2-/00-4-(2,4-> 007z /FV)7 2TV V-1-FVDERK

2-s00-4-7)40F7t k7 v1.549%DNF 16mlIBREL. 2,4-T %
OO07x/—)LL4TgRUREAN ) 9 A1.48g% A, 100°C T0. 75K L
oo WZGEAEI20CICER L, ISIC2EBEE®R L, 2,4-Y7007 2/ —
WO 44BN L. I SIC2RREER LA, RIBKTHR., MLIVEMAERH
B KR URENRIBKTHES, EBKRESN)DLTRZELE, BEZES
L. BEEZHSL7OTNTZT4—(2) AT 159, NFHV/EBERTF
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[0172]

[0173]

=10/ L > THE L, ZERDbEM. 9229 BEMBRE S L THL,
V=68, 3%,
H NMR (400MHz, CDCl;) &: 7.64 (d, J= 8.7Hz, 1H), 7.51 (d, J= 2,5Hz,
1H), 7.29 (dd, J= 8.7, 2.5Hz, 1H), 7.06 (d, J= 8.7Hz, TH), 6.92 (d, J
= 2,5Hz, 1H), 6.83 (dd, J= 8.7, 2.5Hz, 1H), 2.65 (s, 3H).
AFI-2-(2-/008-4-(2,4->/7007x/FV)7x))-2-FFVY T+
F— hDER
100mlF R 7S AOICHIBETER LA1-(2-y00-4-(2,4-¥ 007z /
FI)7ZZIV)IYV-1-F1.869%FFE L. DMSO 24mlZ N Z THAEL 1=
ZZICAUFRE T69%=MA100CT DA A /S ATOSEFEIES Lz, RISKRTHR
. QT ETAEL%, KEEH Y A5.699% 1%, 100°C 0. SEFRIIER L /=
o INAEDBCETAHAIL., TTICI—RKXH V1. 1Tml%&EM L. 35CT1. 565
ARG L, RIGKRTE. SEMNERET N D LKARONITEEIVRE
JIVF L. MLIvemlZMA, HELAEBREZEESMA 5B LE, BE
LicBE@EE MLIVTTFAYT—Ya vy L. BOBRICMA 1z, BBROEH
BaDBLTKEBZ MLIYTHIE Lz, BB HE TKRUREINRIEK
THE LT, ThERKMEETNYDLERL. BEE8BE L, BEEH
SLYPARNTS T4 — () AHI 609, NFH /BRI FIL=T/1)ICL>
THRE L. ER0bEM. 27869 % K EBEEBRE E L TR, INFE60.5%,
H NMR (400MHz, CDCl;) &: 7.82 (d, J= 8.7Hz, 1H), 7.53 (d, J= 2,5Hz,
1H), 7.32 (dd, J= 8.7, 2.5Hz, 1H), 7.10 (d, J= 8.7Hz, TH), 6.92 (d, J
= 2,5Hz, 1H), 6.89 (dd, J= 8.7, 2.5Hz, 1H), 3.95 (s, 3H).
AFI-2-(2-/00-4-(2,4- /007 /F)T7x2))-2- KOF>
-3-(1H-1,2,4- 8 ) 7YV —=-1-4 ) TO/8 ) T— ~(I-21) DEK
MIETELNIXFI-2-2-y08-4-2,4-Yy0O07x /)7 =)L
)-2-F XY T ET—h0.525g& A FII Tt b7 X K(DMAc) 3mLICEHRE L.
MUXFIANEKRFIZoLI—44 K(TMS0I) 0.3879. RN 7YV —IL
F MU L0.174g% A0 X, 40°CTO. 755, 50°C T2REEIEM Lk, RINKRT
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[0174]

[0175]

%, BIBLTVEZVLKBREMA, MBI FILTHE L, AHE%
KTIEHEE L% BMBRKTHESE L, BREBZEKRES N) DL
BLRICAEEBEL, BEEHSL7AOT NI 74 —(2 )AL 15
CAFYYV/EBIFI=/A)ICE > TREE L. ZERRDO(LEY0.235g% KB E
Bk & L TR, INEK36.3%.,
'H NMR (400MHz, CDCl;) &: 8.00 (s, 1H), 7.88 (s, 1H), 7.49 (d, J= 2.5
Hz, 1H), 7.41 (d, J= 8.8Hz, 1H), 7.26 (dd, J= 8.7, 2.5Hz, 1H), 7.00 (
d, J= 8.7Hz, 1H), 6.94 (d, J= 2.5Hz, 1H), 6.76 (dd, J= 8.8, 2.5Hz, 1H
), 5.02 (d, J= 14.3Hz, 1H), 4.92 (d, J= 14.3Hz, 1H), 4.90 (br s, 1H),
3.79 (s, 3H).

<&mHI4. (LEWI-18DEK>

1-(2-/00-4-4- A MF2 T2/ FV)T72ZN)IIV-1-FVDERK

2-o00-4-7)LAaF7E b7/ v2.0159%DMF 21mUCARE L. 4-X ~F
27/ =)L 4629RVKEEA ") 7 L1.935g% 1A, 80°C T3.5EFEHE#HL /=
o A NFTT T/ —)V0.43bgRVKEED ) U L0.484g% B L. T HIC2.5
BRI Lc, RIGRT. ML IV EMABKE &= KR UBEMEBEKTHE
. KRBT M) D LTRELL, BAEEZEEL. BEEHSL707 b
T2574—(VATIL 753, ~NFHV/EBITFIL=10/1)ICL> THEEL.
ZEEDbEM2. 3679 MEMFARE &S L THL, INEET3. 3%,
'H NMR (400MHz, CDCl;) &: 7.62 ( d, J= 8.7Hz, 1H), 7.00 ( d, J= 9.2Hz
, 2H), 6.94-6.91( m, 3H), 6.84 ( dd, J= 8.7, 2.4Hz, 1H), 3.83 (s, 3H
), 2.64 (s, 3H).

AFN2-(2-700-4-4- A MNF2 T/ FI)T72I)-2-AFVYTET
— hDERK

100mlF+ 275 ZOICRIETERLAI-2-700-4-(-X hF2 T/ F
D)7 T ZIIV)THU-1-F22.08799%FFE L. DMSO 30mlz= Nz TAME L /=
Z ZICAUFR6.151g& N Z100C DA 4 JL/NZXTO, SRFEIRIFIESR Lz, KIS
BT, 60CCETHRELIR. T ICKEEDY) D L7.35g% 04, 100°CT0.5
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[0176]

[0177]

IR Lce ThESBCHTHAL, ZZIKI—RKXF1.50mlZEML
. BCTIOIFERE® L, RIGKT &, SIFEMEES M) D LKBR6E0ML,
MlTrvelmlzmAi, ELEBREZESM M5B LA, BERLEZBEAZ b
WIVTThAYT—2avl, ZOBRICNA T, BBROEREZDEEL T
KEZMVLIVTHE L, BREZHE TKRUTBENRIEKTHESEL .
INEEKBEBFT M)V LEIEL. PEZEE L, BREZHZ L7707 N
T274—=(VATFIL 60, NFHV/BBEIFIL=T/DICL>THEEL., &
DL, 69229% MEEFE L TRL, INE69. 9%,
'H NMR (400MHz, CDCl;) & : 7.81 ( d, J=9.0Hz, 1H), 7.02 ( d, J= 9.2Hz
, 2H), 6.97-6.89( m, 4H), 3.94 (s, 3H), 3.83 (s, 3H). .

AFN2-(2-700-4-4-A NF2 7z /F)7z2ZI)T7V)L—MDAE
1573

25ml=A7 5 ROICKF{F M) D L210mg%EFFE L. DMSO 8mlz N & 7=,
R T205 R D%, KA L. MTPB 1.91g5 L EFT Dix . ERICEL
. 0 EEHO®. RIETAER LA FI2-2-700-4-(4-X bF> Tz )
)7 zZ))-2-FFY T T — 1.34g%DMSO 2mlITAEE L T2 B TR T
L. ERTIREE®R L, RIGKT#, KEmA, ML THElLE, B
BE % KR UREMEIRKTHE UEKEES M) DL TRELL, AEEE
EL. BEZHZL0OXNTZT74—=( ) AT 309, ~NFH /BT
FI=T/NICL>TRE L. ZELRDLEY!. 05g% |MEMTRIEE L THEL,
IN=R79. 1%,
'H NMR (400MHz, CDCl;) & : 7.16 ( d, J=8.5Hz, 1H), 7.02 ( d, J= 9.0Hz
, 2H), 6.91 (d, J= 9.0Hz, 2H), 6.94-6.81( m, 1H),6.83 ( dd, J= 8.5,
2.5Hz, 1H), 6.48 ( d, J= 1.5Hz, 1H), 5.76 ( d, J= 1.5Hz, 1H), 3.82 (
s, 3H), 3.78 (s, 3H). .

AFN2-(2-700-4-(4-r007xc/FV) 7 ZIW)AFTSU-2-H)
REL— DA

BIETER LA FI2-(2-708-4-4-A MNF2 72 /F2)T72 )T
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[0178]

[0179]

Z)L—1r0.8681gF 7 = KYITnl, RUX 4/ —)L9. 4mlLICEERE LOC
IR LT, Z ZICRF-EERILKFMNIN0.898g9, KU REESD ) D 40,3839
EMZ. ERTE.OBEE®R Uiz, kEEHY D L0.388gEBML. ISICER
TIRER®S U, RIGKTHR, KEmAz#E, MLIYTHE LAEREZK
RUBMBIEKTHESE, |BKWBFN) VLATERE L, BEELELL.
¥ 5V OMIF0.8279% |METRE & L TH,

AFII-2-(2-700-4-4- A F2 T2 /F2)T722)V)-2-EROF-3
-(1H-1,2,4- 8 ) 7V = )b-1-4 ) 7O/ ) T— M (I-18) DERK

MIETERLAEXFIL2-(2-s00-4-4-saA7z/FV)7z2))FF
USU-2-AIRFIL— N 0.7969%DMF 9.5mUITSBBEL, MY 7YV —)IL0.16
79. RN 7YV —=IbF YD L£0.2229% 11 X TH50°C T OBFEIHER L. K
T BFIRILT YV EZVLKBERENMA, BRI FITHE L, B
WE 2K TIEEE Lok, SBNBIRKTHESE L, ARBLZEKMES MY
VLR LERICBEEAEEL. BBEEHASLVARNIS D4 —(P U AY
e ~NFH Y /BRI FIL=1/A>EBIFI > O0KRILLAEY J—IL20/1)
ICk > THREL, BREDOIEEH0.693g% HEERKE L THEk, IXE63.0%,
'H NMR (400MHz, CDCl)) &: 7.99 (s, 1H), 7.88 (s, 1H), 7.35 ( d, J=8
.8Hz, 1H), 6.98 ( d, J= 9.2Hz, 2H), 6.93-6.89( m, 3H), 6.76 ( dd, J=
8.8, 2.5Hz, 1H), 5.01 ( d, J= 14.3Hz, TH), 4.92 ( d, J= 14.3Hz, 1H),
4.83 (s, 1H), 3.82 (s, 3H), 3.79 (s, 3H).

<&KBIS. {LEWI-1DEH>

2-(2-700-4-(4-/007x/FV)7x2)V)-2-F XV HFEEOER

miRD1-(2-/00-4-(4-/ 007/ F2) 72 Z))-T4 V-1-7 761
mg, DMSO 10.8 mL%&100 mLF R 7S R ICMA TAMML /%K. I U3+R2.21 g
ZIATI00 CICER LIER L, RISEB, S3RERE. famMEmier ~ Y
D LKBREMATRIGEEIEL, MLIYTIEHH L, 2hE3mEKE
L. 1EREFMEBRKTEE L, BKREBFT N U LTRER. BEEZEEL
. BEREREY8Ing BN EMNYIEEEN TWARN 57, KEIZIN HCL



WO 2019/093522 76 PCT/JP2018/041971

KBBREMA TEMIC L2k, BFEETF)L C3aHE L. 1C8EFEIEKTHE
B Ule, MKREES MY U LTEIBE, BELZBEL. ER0bEMEEE
EiAREE 551.1 mg (UNZR65.4%) & L TH~,
'H NMR (400MHz, DMSO-d;) &: 7.78 (d, J = 8.4 Hz, 1H), 7.50 (d, J = 8.
8 Hz, 2H), 7.18 (d, J = 8.8 Hz, 2H), 7.05 (d, J = 2.4 Hz, TH), 7.00 (
dd, J = 8.4, 2.4 Hz, TH).

[0180] XFi2-(2-/00-4-(4-/007x/FV)T7xI)-2-FFYT7ET—
N DERK

2-(2-708-4-4-yo07x/F2) 7 2)V)-2-F FVEEEE 177 mg, DM

F 1.1 nlZE100 kX7 35X OICIA TR L%, KBt D L223 mg,
AVEAFIVET ulzMA TER L, RISEENSI1GEE. BFE1LT7 >
EZVLKBREMATRGZELL, MLTYTIEMHELE, Ih%E3D
KFEL, 1OEEMEBIRKTHEE L, BB M) D LA TRER. BiE%E
EL. a7 FIZAFIOEGREHEEWIT.0 gEF, AZL00%NT
74— (VAT 59, ANFYUVFREIFIL=0:1)ICTHERL. FERD1b
B e EEMTERAELESYI161.4 ng (UNE87.1%) & LTHBE,
'H NMR (400MHz, CDCly) &: 7.87 (d, J = 8.7 Hz, 1H), 7.36 (d, J = 8.9
Hz, 2H), 7.03-6.97 (m, 3H), 6.87 (dd, J = 8.7, 2.5 Hz, 1H), 3.91 (s,
3H). °C NMR (100 MHz, CDCl,) & : 165.3, 160.5, 153.6, 135.8, 133.4, 1
30.2, 129.7, 124.0, 121.5, 120.2, 119.8, 115.5, 52.3,

[0181] X FN2-(2-/D00-4-4-/007c/F)7x)V)FF>S5V-2-A)L
R¥oL—bOER

AFN2-(2-700-4-4-/007x/F) 72 Z))-2-FFVTET—

N130.4mg, I — KX & 68ul, THF 1.0 nL%&50 L+ X752 TICMA T
BRELUIEE. RSATARATENYNRRBTHAHL, 41V OBV TRY
L0 R0.68 mLAMA TEBRER T, RIGFEELS0.565E%. 840
BT VEZVLKBREMATRIGZEIE L, BT F )L TIEHEH L.
INZEILKE L. 1E8HMEIRKTHRE L, BAKREST MY D LTEIEE
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[0182]

[0183]

BEABEL. XFL2-2-/00-4-(4-y007/FV) T ZN)FF
USU-2-ANRF L — SOEGREERY 187.1 ng%F, h7L70
TRTST4—=(VATIL 69, ANFYUFRETFIL=0:1)ICTHERL. &
DL EMDOECMPIREESHI.6 ngZ1F/,

AFN2-b ROFI-2-(2-700-4-(4-7007x/F2)7x=)b)-3-(1
H-1,2,4- b ) 7V —=b-1-4 ) 7O/ T— MI-1)DEK

AFN2-(2-700-4-(4-r007xc/FV) 7 ZIW)AFTSU-2-H)
RESL—MNDOESY 91.6 mg. DMF 1.2 nLA&100 mLF+ X 7S X OICMAT
BELK. MUTY—=ILF M) D LEA3 T ngEIATA CICHE LIER
Lo RISIBBEEY Y ) v T %ITWHPLCIC & YIBHF L £, RSB 5455
F&. B LET7 VY EZVLKBREZMATRLEZELEL. ML T3[EH
H L7, ShZE3CKEL. 1EREMRIEKTHRE L, BKREFN) VA
TEIRE, BEZBEL. BEKRAEHEEY 187 %87k, h5L00% T
74— (VAT 29, ANFEYUVFBEIFIL=1:)ICTHERL. BEGHHRE
AR SW27.0 mg&EB, INE MLIVICTEN L. Bt (I-1)
DOBHBEE12.8 mgaBi-,
'H NMR (400MHz, CDCly) &: 8.00 (s, 1H), 7.88 (s, 1H), 7.40 (d, J = 8.
8 Hz, 1H), 7.34 (d, J = 8.7 Hz, 2H), 6.99-6.95 (m, 3H), 6.81 (dd, J =
8.8 Hz, TH), 5.0 (d, J = 14.3 Hz, 1H), 4.93 (d, J = 14.3 Hz, 1H), 4.
88 (br, 1H), 3.80 (s, 3H). .

<&EmKHI6. {LEWI-46DEK>

IFI-2-2-/n00-4-4-/0B7x/F2)7x)b)-2- ROF-3-(
H-1,2,4- b ) 7V —=Ib-1-4 L) T O/ T—k (I-46) DEK

A5 TEMR LI EY (I-1) 46, dmgABEER T FIL2mLIRMR L2, T
ZAZ20%F M) O LI MFY A R/ITH / —ILAK9. Omg % 1N X T =R T285ME
B L, TZICFH MY T Ltert-T hF 2 K(STB) 11.6 mg& A TERTI
B, T4/ —I2 mlAENA TR Lz, RIGKRT %, BRICHEFNEL
TYVEZDLKBBRENAT7OOKRIVATHE L, BBELZKTESRE
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[0184]

[0185]

. BOKBRBES MY DL TERR L, BEAEE, BEERRTIRICLYER
DILEW45. dngx HEEF & L THEE, IXEKNA. 6%,
'H NMR (400MHz, CDCl,) &: 8.00 (s, 1H), 7.87 (s, 1H), 7.40 (d, J = 8.
8 Hz, 1H), 7.34 (d, J = 9.0 Hz, 2H), 6.98-6.94 (m, 3H), 6.80 (dd, J =
8.8, 2.6Hz, 1H), 5.02 (d, J = 14.3 Hz, 1H), 4.97 (d, J = 14.3 Hz, TH
), 4.76 (s, TH), 4.25-4.19 (m, 2H), 1.27 (t, J= 7.5Hz, 3H).
<&EXBI 7. \LEWI-220E/K>
1-(2-700-4-(4-(h)Z)0F0X X)) T2/ F2) 7)) T V-1
-V DERK
2-y00-4-7)40F7t k7 v1.500%DMF 16mlIAREL. 4-b U D
WAOXANFES T/ =L TOAIR T KEED ) V7 Ln1.449% N A, 120CT2.5
BRI Lc, RIGRT. ML IV EMABKE &= KR UBEMEBEKTHE
. KRBT MU D LTER L, BEEEEL. BBEEHS L0070
T2574—(VATIL 753, ~NFHV/EBITFIL=10/1)ICL> THEEL.
SO a2, 6279% MEMTARE & L THL, NI, 3%,
'H NMR (400MHz, CDCl;) &: 7.65 (d, J= 8.6Hz, 1H), 7.26 (d, J= 9.0Hz,
2H), 7.08 (d, J= 9.0Hz, 2H), 7.01 (d, J= 2.4Hz, 1H), 6.90 (dd, J= 8.6
, 2.5Hz, 1H), 2.66 (s, 3H).
AFII2-2-700-4-4-(R) Z)A0XMEI) T2/ F2)T722)0)-2
XXV TFET—MDEK
100ml+ R 75 ROICAIETEK L1-(2-700-4-4-(MY 740X b
FI)T7T/FV)TTZIIN)IHV-1-F22.61g%FFE L. DMSO 25ml %0 2
TAfR LT, TZICTAVR6.4189% M Z100C DA 1 JL/SRTO. SEEFEIE TR
BlLik, RISTHER, 0CETHH LB, JZITKEBAY U LT.65g% MM A
. 100C 0. 5B5RIEH Lc, TNEBTETAML, TTICI—RAH V1B
8ml%BN L. 35CTI.OBFERE Lic, RIGKR T &, SAMEMET ) VA
KBEKR., MLIVEMZ. B LEBREES4 28 L, B LU AERK
EMVIVTTAVYT—Y3a v L. ZOBBRICMA Tz, BROBEEZ 98
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[0186]

[0187]

LTKEZ MLZTVTHE L, BEREBZHE TKRVBEMEBIRKTHREL
oo TNZEEKMEEST N DLRIRL, BEZEELE, BEZHZ L0
RENTST4—=()ATIL 609, NFH /BRI FIL=T/1)ICE > THEHEL

ZELDLEW. 879 KEmBREE L TH, IXEFE63. 5%,

'H NMR (400MHz, CDCl;) &: 7.82 (d, J= 8.7Hz, 1H), 7.28 (d, J= 9. 1Hz,
2H), 7.12 (d, J= 9.1Hz, 2H), 7.00 (d, J= 2.4Hz, TH), 6.95 (dd, J= 8.7
, 2.4Hz, TH), 3.95 (s, 3H). .

AFII2-2-700-4-4-(R) Z)A0XMEI) T2/ F2)T722)0)-2
- FOF2-3-(1H-1,2,4- K 7YV —I-1-4 L) 7O/ T—  NI-22) D&
57

METELONEAFIL2-(2-/00-4-4-(MY A OX b F2)T /%
)Tz Z))-2-FFY T 5 — 10.563g%DMF 3mUITIABEL. KU XFILR
WRFIZoLT7O%A K(TMSOB) 0.3209, RORY 7YV —I)LF MY D L0.1
T7g%& N %, 50°C T2.5B5RIEE Lz, RIGKT#H. SFMRLET Y EZ D LK
BREMZ., BRI FIILTHE LA, BREZKTIEEELLE. WNRE
KTHEE LI, BHBERKTES N VLLBLABICAEELEEL. &
BEAZL00XNTS3T74—(2) ATV 169, NFH 2 /BFEET FIL=1/4)
Lk > THREL., BEEDEa(1-22) 017295 BEaEAE L TEk, INK25
1%,

'H NMR (400MHz, CDCl,) &: 8.00 (s, 1H), 7.88 (s, 1H), 7.41 (d, J= 8.8
Hz, 1H), 7.23 (br d, J= 9.1Hz, 2H), 7.03 (d, J= 9.1Hz, 2H), 7.00 (d,
J= 2.5Hz, 1H), 6.81 (dd, J= 8.8, 2.5Hz, 1H), 5.02 (d, J= 14.3Hz, TH),
4.94 (d, J= 14.3Hz, 1H), 4.89 (br s, TH), 3.80 (s, 3H). .
<&EKHI8. {LEWI-23DEK>
1-(2-700-4-4-(h)Z)xa0XFIV) 7/ F2)T72Z))THV-1-
F v DERK

2-/00-4-704a7t 71/ U1.53g&N-X FJL-2-¥0"1) K (NWP)

16mUTBBE L, 4&-b) A 0XAFIVT =/ =2 15gR TR D £4.99
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[0188]

[0189]

g& A, 140CTIRREER L, REKTER, MLIVEMABERBEEZKR
VRINIRIBK TS, EBKRE S N ) O LTEE L, BEZESEL. BE
ZAZL9AXKNTST 14— () ATV 159, NFH /BT FIL=10/1)
ICE > THRE L., EROLEM. 58g% MEMTRAE L L THBL, INEKD56.6%
'H NMR (400MHz, CDCl;) &: 7.68-7.62 (m, 3H), 7.13 (d, J= 8.4Hz, 2H),
7.06 (d, J= 2.4Hz, 2H), 6.95 (dd, J= 8.6, 2.5Hz, 1H), 2.67 (s, 3H).
AFII2-2-/00-4-4-(R) Z)A0XFIV) 7/ F2)T7 2 =)b)-2-
FTXxYTET—MDEK
100ml+R 7S AOICFIETEK LA1-(2-200-4-(4-(MY) A O X F
W72 /)F)T72ZN)TH-1-F 1. 569%FFE L. DMSO 20ml D1 & T
B L, TTICAVERL0MgEMZ100C DA 1 /S A TO. SEEREFEBIER L
foo RIGETH. 60CETHRALBE. TIITREEH Y U L4 T69% M Z. 10
0'CTO.5BFERIE L, A CEHETAAL, ZZICI—FAF 1. 0ml%
BANL., 35CTI.EREH L, RIS T, SANERET MY D LAKSER
MLIVEMA, B LEBAREZESM4 28U, BERULLZEEZ ML
IVTTAYF—yavl., OBRICMA T, BROBHEES S8 L TK
Bz MLITYTHIE L, BREZHE TKRUBMRIEKTHER L, &
NEZHEKREFT M) D LRBEL, REEZEE L, BEEZHS LAY NS
ST74—(YRTI 319, ANFHU/ERRTFIL=10/)ICL>THEREL., &
EEDLEW. 064g% KB ERAE & L THR, INEK60.0%.,
'H NMR (400MHz, CDCl,) &: 7.84 (d, J= 8.6Hz, 1H), 7.69 (d, J= 8.5Hz,
2H), 7.19 (d, J= 8.4Hz, 2H), 7.04 (d, J= 2.4Hz, 1H), 7.00 (dd, J= 8.6
, 2.4Hz, TH), 3.96 (s, 3H). .,
AFII2-2-/00-4-4-(R) Z)A0XFIV) 7/ F2)T7 2 =)b)-2-
EROF2-3-(1H-1,2,4- Y 7V —=)b-1-4 L) TO/8 ) T— p(I-23) DERK
METELOhEXAFL2-(2-700-4-G-(hYTAOQXFL)T /£
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[0190]

[0191]

)7 T Z))-2-FFY 75— h0.508g%DMF 2.6ml (3AAE L. TMSOB 0.270g
 BRONYTYV—=IF M) D L0.170g% 0 2. 50°C T2REEEH L, RIGHK
T, BENRET7 YV EZVLKBRENA, BFERT FI THIE L, BHRE
ZKT3EEE L E. BANRIBKTES L, BREBZEKRES N DA
HRLEBIOBAEEZBEL, BEZHZL7OXNITZT74—( VAT 1
5g. NFHU/EBIFIL=1/3)ICL > THRE L. ZLRDLEW0. 1609% % H
B~geBEFE LTHEE, IXE25.5%,
'H NMR (400MHz, CDCly) &: 8.01 (s, 1H), 7.89 (s, 1H), 7.63 (d, J= 8.6
Hz, 2H), 7.46 (d, J= 8.8Hz, 1H), 7.08 (d, J= 8.6Hz, 2H), 7.05 (d, J=
2.5Hz, 1H), 6.88 (dd, J= 8.8, 2.5Hz, 1H), 5.03 (d, J= 14.3Hz, 1H), 4.
95 (d, J= 14.3Hz, 1H), 4.90 (br s, 1H), 3.81 (s, 3H). .,

<E&EKBIO. {LEWI-24DERK>

1-(4-(4-(tert-TFI) T /F)-2-yOQ7 )TV V-1-F VD&
1573

2-y00-4-7)L4aF7+ 7/ 1.51g%DMF 16mLUICARE L. 4-tert-7
FIT /=1, 459K O REEH 1) D L1, 45g% N A, 110°C T2, 5BEREHEH L
Teo RIGKETH. MULIVEMABREZKRUCHENBIREKTES. B|KR
BFN)OLTRE L, BAEZBEL. BBZHZL7OYMNT ST 14 —(
YA 759, ANFHU/EBEIFIL=10/1)ICk > THRE L. BROILEY
1.60g% \EMTAREE L TR, INZK60.4%,
'H NMR (400MHz, CDCl;) &: 7.63 (d, J= 8.7Hz, 1H), 7.40 (d, J= 8.8Hz,
2H), 6.99 (d, J= 8.8Hz, 2H), 6.99 (d, J= 2.4Hz, 2H), 6.89 (dd, J= 8.7
, 2.5Hz, 1H), 2.65 (s, 3H), 1.34 (s, 9H). .,

AFIN2-(4-(4-(tert-TFII) T/ F)-2-/O007zZ))-2-FAFY7T
tF— MDA

100ml+ R 7S ZAOICEIIETERK L21-(4-(4-(tert-TFI) Tz / F3)-2
-/007 T Z))TH v-1-4>1.5869%F & L. DMSO 18ml%INA THAEL
foo TTICTAYFRA219%MAN00CTDA A JL/NZTOSEEEHERIER Lz, K
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[0192]

[0193]

ISR T . 60CETAMULAK. TTITKEEHY D L5.07g% A, 100°CTO
DOEFEE#H L, INEBDBCTITHEINL, TTICI— KA S 1.05ml %5810
L. 35CTI.oRRR® L, RIGKT#, SAMEME S M) D LKBKRTE
FIAVREIVTIVFL. MLIVENMA, fELEBREZESA4A M58BLE
o BIRULEEHEZ MVIVTTAYT—Yav L. EOBRICNA T, BK
DEMBEZDBEL TKEE MLIYTHE L, BEE %/t TKERUEEM
BIEKTHSE L, ThEZBKMEBFN)VLEEBL, BEEBE L, &
BEHZL0AXNTZT74—(2) AT 319, NFH /BRI FIL=10/1
NSk > THRE L., BEDILEY. 205 KB EBHEE L THEL, INFK62.3%
'H NMR (400MHz, CDCl;) &: 7.80 (d, J= 8.7Hz, 1H), 7.43 (d, J= 8.8Hz,
2H), 7.00 (d, J= 8.8Hz, 2H), 6.97 (d, J= 2.4Hz, 1H), 6.94 (dd, J= 8.7
, 2.4Hz, 1H), 3.94 (s, 3H), 1.35 (s, 9H).
AFI2-(4-(4-(tert-TFI) 7/ F2)-2-/007 )V FF2 5~
2-ANRFTL— MDA

AMIETESONI X FIIN2-(4-(4-(tert-TF )7z /F¥)-2-yOQ07 =
W)-2-FFY Pt 55— ~0.465g%DMF 2,5ml (AR L. TMSOB 0.280g, KU
F MUY Ltert-T M F 2 R0.135g% 1%, =R TO. SBFEE#E, 50CTO0.5
BEREIES L, RIGKETH. SMMELET7 Y E-V LKBHREMA. BBBTF
IWTHIE Le, BBEZKTIENE LK. SBEMRIEKTHESELL, BHRE
HEKME ST N D LR LAERICAEZEEL. BREEZHSL/AT NS
574 — (AT 16g, ANFH /BT FIL=T/ICEL>THEL. &5
DiLEY0. 09059 % KEB~HBREE L THE, IXE8.7%,
'H NMR (400MHz, CDCl;) &: 7.38 (d, J= 8.6Hz, 1H), 7.36 (d, J= 8.8Hz,
2H), 6.99 (d, J= 2.4Hz, 1H), 6.97 (d, J= 8.8Hz, 2H), 6.89 (dd, J= 8.6
, 2.4Hz, 1H), 3.77 (s, 3H), 3.57 (d, J= 6.4Hz, 1H), 3.03 (d, J= 6.4Hz
, TH), 1.33 (s, 9H). .

AFI2-(4-(4-(tert-TFI) 7z /F)-2-/007xz=)L)-2- ROF*
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[0194]

v-3-(1H-1,2,4- Y 7V —=)L-1-4)L) 7O/ ) T— h(I-24) DERK
AMIETESONI X FIIN2-(4-(4-(tert-TF )7z /F¥)-2-yOQ07 =
WA F2S50-2-h)LRF2 L — 189.5mgADMF TmUTEBE L., M) TV —I
17.4mg, BRONY 7YV —ILF N5 £L23,0mg% 1% THOC TIRFRIEHE L /=,
RIGKT#%. SBFRET VY EZDLKARZMA. FFBETFI)L THE L,
BHEEZKTIESRF L%, RBIUREKTRELL, BREZBEKMET b
VO LERLIERICBEEEEL. BBEZASLIARNIS74—(2 YA
T 390 NFHV/EBEITFIL=1/3)IC& > TRELL. BRED1EEH78. Smg%
BEEEE L THEk, INKTS. 4%,
'H NMR (400MHz, CDCl;) &: 8.00 (s, 1H), 7.89 (s, 1H), 7.38 (d, J= 8.8
Hz, 2H), 7.37 (d, J= 8.8Hz, 1H), 6.98 (d, J= 2.5Hz, 1H), 6.95 (d, J=
8.8Hz, 2H), 6.82 (dd, J= 8.8, 2.5Hz, 1H), 5.02 (d, J= 14.2Hz, 1H), 4.
92 (d, J= 14.2Hz, 1H), 4.79 (br s, 1H), 3.79 (s, 3H), 1.33 (s, 9H).
<&mHIT1 0. {LEMI-80DERK>
tert-7FI 2-(4-(4-JOE7x/F¥)-2-/0O07xz=)V)-2- RKOF
2=3-(1H-1,2,4- K Y 7/ —=IL-1-14 ) TO/¥J T— h(I-80) DERK
tert-7FIL2-(2-700-4-(4-7OARVY IV F V)T T Z)-2-F %
Y77 — ~37.6mg%DMF 0.5mUTIARR L. M) TV —ILF MU D LI 3mg,
BN 7Y —IL8. Ing% il Z50°C CORFAIRIP L, RIGIK T, BFEATF
W MZBHE = KR CEEMBIREKTHESE, HKWEF N D LTEELE
o BIEAEEEL. BWEEZHZLAOXKNT S 74 —( ) AT 3g. ~NFH
V/BEBIFI=1/)ICL > THEREL, ZER0LEW 36.5mg% BBEHRE LT
197, INZE82.7%,
'H NMR (400MHz, CDCl,) &: 8.04 (s, 1H), 7.85 (s, 1H), 7.48 (d, J= 9.0
Hz, 2H), 7.37 (d, J= 8.8Hz, 1H), 6.99 (d, J= 2.5Hz, 1H), 6.90 (d, J=
9.0Hz, 2H), 6.80 (dd, J= 8.8, 2.5Hz, 1H), 4.99 (d, J= 14.3Hz, 1H), 4.
95 (d, J= 14.3Hz, 1H), 4.53 (s, TH), 1.46 (s, 9H).
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[0195]

[0196]

[0197]

<&BIT 1. LEMI-4TOERHR>
2-(2-700-4-4-/on27x/F2)7x=)b) 2-8 RAF-3-(1H-1, 2,
4-N) TV =I=-1-4 L) TONRVEBOERK
EEEI5 TERLEEY (I-1) 135mg%E A% J —JLImlUEERE L. 2mol/
LKER{EF M) D LKBE2n ZNA TERTO.OEEER LA, RIGKTHE
. Tmol/LIBFE TpH3-4IC R 2 LD ICAR LEF T FIL THE Lz, BB %8
MBEKTHESE EBKREBFN)VLTHEERELL, BAEsEE BEREGEY
BZEICLYERDLAY I5SmgEBBEEKE LTEE,
4v7aoElL2-2-s00-4-(4-7007x/F¥)7x=)V)-2- ROF
v-3-(1H-1,2,4-h Y 7V —=)L-1-q4)L) 7O /) T— k (I-47) DEKR
AIETCREONE2-(2-700-4-(4-7 007/ F2)7x2)b) 2-B RO
F2-3-(1H-1,2,4- 8 ) 7V —)b=-1-4)L) 7O/ 2V EEA49,. Omg ZDMF Tm LI iARE
L. REBZI D L58. TmgaE ATz, T 2IC2-3— K7 0O/826. 1mg% A1 %50
CC2EE#HR L, 2-3—RK7O/8 17, 0mg %80 L X 5ICRERE T3, 58F
BRI Lz, RIGKRT R, BRI FIL A NMAEHE A KR UEMBIEKTHE
B, EKIREEF M) DU LTEELE, BEEZEEL. BEEHSLVOT b
T274—=( VAT 259, NFH /BT FIL=1/3)ICEL>THEAEL.
ZEEDIEEM5]. bngax HBEEERE L THL, XIS, 4%,
'H NMR (400MHz, CDCl;) &: 8.02 (s, 1H), 7.86 (s, 1H), 7.39 (d, J= 8.8
Hz, 1H), 7.34 (d, J= 9.0Hz, 2H), 6.98 (d, J= 2.5Hz, 1H), 6.96 (d, J=
9.0Hz, 2H), 6.80 (dd, J= 8.8, 2.5Hz, 1H), 5.10 (sept, J= 6.3Hz, 1H),
5.01 (d, J= 14.3Hz, 1H), 4.94 (d, J= 14.3Hz, TH), 4.74 (s, TH), 1.26
(d, J=6.3Hz, 3H), 1.23 (d, J= 6.3Hz, 3H). .,
<&BIT 2. LEMI-48DER>
voo7aEXAFI2-(2-00-4-(4-y007x/FV)T7 T 2)b)-2-
EROF2-3-(1H-1,2,4-8Y 7V —)L-1-4 L) FO/ ) T— p(I-48) DERK
AIETCREONE2-(2-700-4-(4-7 007/ F2)7x2)b) 2-B RO
F2-3-(1H-1,2,4- 8 ) 7V —)b-1-4)L) 7O/ E£54, 5mg ZDMF 1mLICARE
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[0198]

[0199]

L. KEBtE> D L68.TmgaMA T, I/ O70EILXAFIITOZ N6
wlZEINZ50CTIFEMEH LA, 7070 AFIITOZ R16uL%EM
LISICRBE CHFEER L. RIGKTHER, BT FILEMAEHRE %K
ROSMBIEK TS, JKMEBST N IALATER UL, BEEAEEL. &
BEAZLIVARKNTZ 74— (VAT 390 NFHV /BT FI=1/2)
ICE > THREL., BEEDLEY38. 2ngx BHEEKRE L TEA, INXK61.6%,
'H NMR (400MHz, CDCly) &: 8.02 (s, 1H), 7.87 (s, 1H), 7.41 (d, J= 8.8
Hz, 1H), 7.34 (d, J= 9.0Hz, 2H), 6.98 (d, J= 2.5Hz, 1H), 6.96 (d, J=
9.0Hz, 2H), 6.81 (dd, J= 8.8, 2.5Hz, 1H), 5.02 (d, J= 14.3Hz, 1H), 4.
96 (d, J= 14.3Hz, 1H), 4.76 (s, 1H), 4.03 (d, J= 7.4Hz, 2H), 1.17-1.0
8 (m, 1H), 0.58-0.53 (m, 1H), 0.31-0.24 (m, 1H).

<&mBIT 3. LEMI-2TOER>

1-(2-/00-4-3,4->/007x/FV) 7)) TV V-1-F VDERK

2-s00-4-7)A0F7t k7 /> 1.5609%DMF 16mLICSABE L., 3,4-Y
sa07zx/—)b 1.615gRUKEAD ) U L1.610g% 1%, 90°C TOERFREIER
L. RIGET#H. MLIVENMZAERE S KRUCBIERKTESE 8K
M MN)DLTEELL, REZEEL. BREZHZLIVAOX NI ST 4
— (VAT 60, NFH /BT FIL=10/1)ICL > THEL. ZEDL
BN 1019 & |MEKTRE S L TR, IXE62.1%,

AFIN2-(2-700-4-3,4->/007x/F2) 7z Z)-2-FFVTE
75— MDA

100mlF+ 275 ZOICRIETER LAE1-(2-/00-4-(3,4-vs0@ 7z /
FL)TTZII)THU-1-F 1. 709%FFE L. DMSO 20mlZ= N % TAME L /=
T ICTIRA.IT9EMAN00C DA 1 JL/N A TO. SRERFESRIER L, RIGK
T, 60CE TR, T ZICREEAD ) D L5.2129% 1%, 100CT0.5
IR Lce ThESBCTHTHAL, ZZIKI—FX &1 ImlZzEML.
35C 1. 5BERIER L, RIGKRT . SEFEMEET MY D LKER TRR T
DREJVIVFL., MLIVENMA, fIELEBREZESA M5B LE, B
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[0200]

[0201]

BLABGEE MVIVTTAYT—23a v L. ZOBBRICINA T, BROB
BEEDBL TKEBE M IV THE L, BELZHE TKRUBEIERIE
KTHEE LI, ThEBKREST M) OLEEREL, AEEBE L, BEE
AZL7ARNTZ 74— (AT
U 609, NFH U /EEET FIL=10/1)ICk > THEEL. ZRRDLEW. 175g%
MEBRAE LTHk, INZE60.6%.,
'H NMR (400MHz, CDCly) &: 7.82 (d, J= 8.6Hz, 1H), 7.49 (d, J= 8.8Hz,
H), 7.22 (d, J= 2.8Hz, 1H), 7.00 (d, J= 2.4Hz, 1H), 6.97 (dd, J= 8.6
, 2.4Hz, 1H), 6.96 (dd, J= 8.8, 2.8Hz, TH), 3.96 (s, 3H).
AFN2-(2-700-4-3,4-r/00O7x/F2)7xZ))-2-E ROF -
3-(1H-1,2,4- R Y 7YV —=Ib=-1-4)L) 7O/} ) T— MI-2T) DERK
METELONEXFI 2-(2-y00-4-3,4-ry 007z /F2)7x=)
)-2-FFY 757 — ~0.813g%DMF 4.5ml ITBMEL. MU AXAFILRIEKEFY
—L3—44 K(TMSOI) 0.5489. KU NY 7V —ILF 1) 7 L150.2479%0
CTHMA. BRIFTRLANSI09EH Lz, ThZE50CD/RRICAN2ERE
B L, RISGRTHR, BIFEET7 VY EZILKEBRENAZ,. BRI FILT
HH U7, BREZKTIEES LK, ANREKTERELL, BREEZE
KRBT M) D LERELARICAEZEEL, BEZHZ LY NIST
14— (Y )AHI 159, NEH /BRI FIL=1/3)ICL > THEE L. B0t
B0. 2429 BBERH E L THEL, INFK24.2%,
H NMR (400MHz, CDCl,) &: 8.01 (s, 1H), 7.88 (s, 1H), 7.43 (d, J= 8.8
Hz, 2H), 7.13 (d, J= 2.8Hz, 1H), 7.00 (d, J= 2.5Hz, 1H), 6.89 (dd, J=
8.8, 2.8Hz, 1H), 6.83 (dd, J= 8.8, 2.5Hz, 1H), 5.02 (d, J= 14.3Hz, 1
H), 4.98 (s, 1H), 4.93 (d, J= 14,3Hz, 1H), 3.80 (s, 3H).
<&BBI1 4. LEMI-TOEK>
1-(4-20a7z/F2)3-(MN)7LAOX NFIIRVEVDER
-RYTZNAAARNFYTIAORYE Y2, 6TgENP 18mUTEBEL. 22
IC4-7 003 — KRRV HE 2,399, kBt D £6.569, 3V 1{LEH0. 2059, &
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[0202]

[0203]

VCIAFINTY) S VIGELIE (DMG) 0.4019% N2 90°C TORSREE# L /=, RIDI&E
T#H., NIV ENMAEHMBEZ KR UCRENRIBEKTES. BKMBFL)D
LTHELE, BEZBEL. BEZHAZL7OTKNTIZT74—(2 VAT
759, ~NFY U /EEETFIL=10/1)ICk > TRE L. ZLZDEW!. 1T19% &
BHIERAEE L TR, IXNEF40. 6%,
'H NMR (400MHz, CDCl;) &: 7.35-7.28 (m, 3H), 7.00-6.94 (m, 3H), 6.93-
6.88 (m, TH), 6.86-6.84 (m, TH).
AFN2-(4-(4-7 007z /FV)-2-(K)T7NAAXMFL)TTZI)-2
XXV TFET—MDEK
100ml+ R 7S RAICFIETER LAI-G-s007c/F)-3-(M) 7L
ZOXBMEFIRVEVINTgEFELBEAFL 5. MUSARE L, Ihi
—20CICAFI L. BT I =9 L0.523g%MA =, BIC-40CETAHARLT
T TICAFINT ) A 545 JLERIE(LH0. 48795 181E X F L V5mlITIARE L 1238
REIDEITHET Lz, ThZa-5CETIREANMNITRELE, RIGKRTE.
KEBIERZMAFBE T FILTHE Lk, KRUCHEMEEKTHRSEER. HKR
BFrh)OLTRE L, BAEABELALRELZBE. BLEXFL U5 Ml
B LT, ThE-BCITHEL. BT I =T L0.548g% A Tcs T TIC
AXFIIT ) FFH) IJVERIREEM0. 4999 % 1B X F L UmlIlARE L /2AKR % 1
APETHET LI, ChEERITHRELANO2EREIR L, RIDKTE.
KEBIERZMAFBE T FILTHE Lk, KRUCHEMEEKTHRSEER. HKR
BFN)OLTRE L, BAEZBEL. BBZHZL7OYMNT ST 14 —(
YA 309, ANFHYV/EBEIFIL=10/1)ICk > THRE L, BREOILEY
0.287g% MEMTAREE L THRE, INEK22. 1%,
'H NMR (400MHz, CDCly) &: 7.94 (d, J= 9.3Hz, 1H), 7.41 (d, J= 8.9Hz,
2H), 7.04(d, J= 8.9Hz, 2H), 6.93-6.89(m, 2H), 3.94(s, 3H). .,
AFN2-(4-(4-7 007z /FV)-2-(K)T7NAAXMFL)TTZI)-2
- ROF2-3-(1H-1,2,4- ) 7V —=)-1-4 L) 7O/ ) T— MNI-T)DERK
AIETELONEXAFIL 2-(4-4-y007z/F2)-2-(MY 740X b
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[0204]

[0205]

FU)TTZN)-2-FFY T 55— 10.2599%DMAc 1.5ml (TIAFE L. TMSOI 0
719 ROMNY PV —ILF Ry A0.076g% A, =R TO. 505, 50C T2
BEEIER Lo, RIGR TR, BB T7 VY EZ D LKAREMA. BT F
IVTHIE Lz, BB K TIEMESE LR, SBNRIBKTHELL, BRE
KRBT N D LRBELERICAEEZEEAL. BExHZL7OT NS
ST74—(URTIV 990 ANFHU/ERERITFI=1/3)ICL > THERL., FiE
Db &EH0.108g% HEBEIFR & L THL, INE34L 2%,
'H NMR (400MHz, CDCl;) &: 8.06 (s, 1H), 7.88 (s, 1H), 7.45 (d, J= 8.8
Hz, 1H), 7.35 (d, J= 8.9Hz, 2H), 6.98 (d, J= 8.9Hz, 2H), 6.98-6.93 (m
, 1H), 6.77 (dd, J= 8.8, 2.4Hz, 1H), 5.01 (d, J= 14.2Hz, 1H), 4.76 (d
, J= 14,2Hz, 1H), 4.70 (s, TH), 3.79 (s, 3H). .

<&mBI1 5. LEMI-4OER>
1-70F-4-(4-2 007/ F2)2-2F7 ) RVEVDER
BRFHEKT. 1-70F-2-v7/-4-7)0A0RVE1 0,494 g £4-9
OB7x/—J0.337 g ZNWP 4.5 mLISAE L. REEN Y DA 0.420 g5 =
BT TIA. 100 CICHIR L23B5EIRE L2k, 160 CICTIREE®R L,
ZOH. KEMATRIGZELL, BFBETFI)ILTHIE L. BEEZK &85
BIEKTHES LB, BKBEBS N VLICTEREBELE, BEEEEL, 8
HNME0.845 g HS L VO NITZ 74— () AFIN209, NFH2/
FER T FIL=19/1) ICTHEE L. ELRDLEMETERME T2 REYMEE
BRI & L T0.656 987z,
'H NMR (400MHz, CDCl;) &: 7.60 (d, J = 8.8 Hz, 1H), 7.39-7.36 (m, 2H)
, 7.21 (d, J = 2.8 Hz, TH), 7.08 (dd, J = 8.8, 2.8 Hz, 1H), 6.98-6.95
(m, 2H).

AFII3-TOFE-2-(4-4-/00Q7x/FV)-2->F7/)7x=)L)-2- RO
Fo O/ T —-bOERK

EXRFTHEHLST. FETELNI-TOE-4-4-y007 /) F2)-2-7F
IRVEV0.195 gOF S ROT SV (THF) 3 aligik%0 CITRE L. iP
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[0206]

[0207]

rMgCL - LiCLOTHFAR 0.5 mlAZMA /=%, ERF CTHIE L205EFE®R L,
RIS, —HO CITREL, 3-7OEENLEVEEXFIL 0.08 nl OTHRAKR %
MA%R ERFITHRELUIRGERELL, TO®. 1TNBBRKAREZMZT
Rit#ELEL, BRI FIILCTHE L. BREZHEMEEKEENBIEKTHE
B LTtk BKRREE T MY D LICTRE L, BEEEEL. B5NMHEEK0
23 9 ALy NTZT4a— (Y ASIVI0 g0 ANFHYV/EFBITF
L=9/1) ICTHEL. EEDI/ILEY0.055 g% REEMRAE LTHEE, X
%21, 0%,
'H NMR (400MHz, CDCl;) &: 7.63 (brs, 1H), 7.50 (d, J = 8.4 Hz, 1H), 7
.36-7.34 (m, 3H), 7.26 (dd, J = 8.0, 2.0 Hz, 1H), 7.00 (d, J = 8.8 Hz
, 2H), 4,12 (d, J =12.0 Hz, TH), 3.83 (s, 3H), 3.72 (d, J = 11.6 Hz,
H).

XFN2-(4-(4-o 00T/ F2)-2-0T7 )7 x2)L)-2-k ROF-3-(1
H-1,2,4- 8 ) 7V —=b-1-4 L) 7O/ T— MI-4)DERK

BRFEKT. 7OTERY 0,039 g OMF 2 mLiF&IC. MY TV —IL
FRUDL0.01 gxEIIAT=E. 40 CITIGE L TIEEERL. £0D%50 C
ICC2BFEER L, —BERFTHRALEE. MUTY—ILF MY T L 0.0
04 gZINZ. 50 CICIVE L CIEERE#H L, TO%, AMNELT7VEZD
LKBRENMATRIGEEILEL, 700K/ ALATHE L. BEEABENRIE
KTHESE LB, BB M) DLICTHERELEL, BEEEEL. B850
7=#E1K0.052 g% A5 LA NITST4— (XY AFI6.3 g0 NFHU/EE
BIFIL=1/1->1/4-0/1) ICTHHL. BREDILEY 0.005 g% XEEENRK
& LTH/RE, IXE10.4%,

'H NMR (400MHz, CDCl,) 8 : 8.08 (s, 1H), 7.83 (s, 1H), 7.57 (d, J = 9.2
Hz, 2H), 7.36-7.34 (m, 3H), 7.29-7.25 (m, 1H), 6.98 (d, J = 8.8 Hz,
1H), 5.04 (d, J = 14.4 Hz, 1H), 4.78 (d, J = 14.4 Hz, 1H), 3.81 (s, 3

H).
<&mBIT1 6. LEMI-1220E/K>
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[0208]

[0209]

1-(4-(4-70n7x/F2)-2-(M)Z)FOAFII) 7z ZIV)TH V-1-
F v DERK

-7)A0O-2-(~) 740 XFI)) PEMT /2825 mg, DMF 7,2 mL
25 mLF R TS RICMATAE L%, 4-v007 =/ —JU567 mg, jKEE
7Y 95663 mgEAZTI20 CTOA A JL/SRATMEFER Lz, RIGEBEAN DT
DEFER. KEMATRBZELEL, MLV T3EME L, 2hz3@EK
B L. SAMRIBKTIENEE L, |AKMEBT M) D A TRER, BEE2EE
L. BREOLEYMOBEIRAE. 339% 51,

AFN2-(4-(4-7B0O7x/FV)-2-(R)T7NA4QXFII)T zZ)V)-2-
FTXxYTET—MDEK

£5E1-4-(4-70B 7z /F2)-2-(M)7)AQXFIV) T zZI)TH Y
~1-7/1,3257 g, DMSO 16 mL%A100 mLF+ X 7S XA ICHIA CTBME L 1=1%. I
7 523.2500 g&NNA TI100 COA AL/ TMEIEH L, RIGEHED 50.5
FEEIR. RINVRZZERFTRIMULARICKREA ) D L3.8714 g=MA T, B
TG00 COF A IJL/NZTMEURH L7z, EICO.55ER. RISKZERITH
HMLBRICIVIEAFING 8O nLENX THLZ T2, 3.58FE%KIC35 TO
D —8 — /N A TIBIEI L, 105M%. MBS b D LKERE N
ATRBEELEL. 2BLEE. KEemMx., ML T3E|ELE, %
3EIKHEL. BMEBIEKTIEN.S L, |AKREST N D LTEIRE. BE
EBEL. FNIZRFIOBERAEEEY 1.3677 9518/, h5L70<TH
TZ274—=(VATFIL 50 g, NFH VBT FIL=0:1)ICTHERL. ZELD
£ &H1840.2 m% B ERAFILEYE LTRL,
'H NMR (400MHz, CDCly) &: 7.66 (d, J = 8.6 Hz, TH), 7.41 (d, J = 9.0
Hz, 2H), 7.34 (d, J = 2.4 Hz, 1H), 7.14 (dd, J = 8.6, 2.4 Hz, 1H), 7.
04 (d, J = 9.0 Hz, 2H), 3.94 (s, 3H).

AFN2-(4-(4-7B0O7x/FV)-2-(R)T7NA4QXFII)T zZ)V)-2-
ERkOF> 7O/ I—-bOER

AFN2-(4-(4-7B0O7x/FV)-2-(R)T7NA4QXFII)T zZ)V)-2-
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[0210]

AFYF7EF— 1840 mg, THF 12.2 mLA50 nL=A7 SR CHMATT & k
VISZAT-18 CITAHM LR, XFITxoL703 K 311 alz@T
LI aimiT 7z, MTRT M O265/M%. INBEES nlzmnA., KEZDREL.
EMEBOTHF2BE Lz, KEBHMS MLV C2EHHE L. THF2 B X LB
BeabtTIEAKEL. BNRIEKTIONE L, BKREBFN) LT
BiRE, AMAEEL, E ROFYIRFIOEGKEMEEY 900 mgi B/
o AZLIOXKNTST4—(2URTIL 30 g, NFH U EERITFIL=4:1)
ICTHREE L. ER0tEWe8mgz BERAILEDE L TR/, IXEETS. 5%,
'H NMR (400MHz, CDCly) &: 7.60 (d, J = 8.8 Hz, 1H), 7.37 (d, J = 2.7
Hz, 1H), 7.34 (d, J = 9.0 Hz, 2H), 7.09 (dd, J = 8.8, 2.7 Hz, 1H), 6.
98 (d, J = 9.0 Hz, 2H), 3.74 (s, 3H), 3.66 (s, 1H), 1.87 (s, 3H).
AFN2-(4-(4-7B0O7x/FV)-2-(MN)TNAQAXFI)TZZIV)T Y
)L —hDERK
AFN2-(4-(4-7B0O7x/FV)-2-(R)T7NA4QXFII)T zZ)V)-2-
EROF> 7O/ T—Kk651 mg, MLIT 13,0 mL%A&50 mLF R 75 X3
MABME L%, N IVBR—KRMI65 mgEINX T, T4 —VARI—VE%
Feft U THRAGRR U fe, 1. SRSRER ICRARRERKER S MY 7 LKBREMA.
MlLTre3mit L, halEKiil, SBRMSIRKTIESS L, 8K
BT )DL TRER BAEELEEL. BEREREEY 669 ngxiFl, &
NICTMLI V8.7 mL&50 mLF 275 R OCMATARE L%, BFEE0 ul%
MAT. TA—VYRY—VEEEGL TRKER L, 185E%RICEMREEK
RTTNUDLKBEREMA, ML T3EHEHE LA, hE1EKEL. &2
MBEKTIERE L, BKREST MY YL TEERE BELEEL. E6
BARREWS2Ng &S, LA NI T4 — (2 )AL 20 g, ~F
HUEBE I FIL=9:)ICTHRE L. EROLEEW8IgZzHZBRALLEYE L
T187z, INZR94. 4%,
'H NMR (400MHz, CDCly) &: 7.35 (d, J = 8.9 Hz, 2H), 7.28 (d, J = 2.4
Hz, TH), 7.22 (d, J = 8.4 Hz, 1H), 7.10 (dd, J = 8.4, 2.4 Hz, 1H), 7.
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[0211]

[0212]

01 (d, J =8.9 Hz, 2H), 6.60 (d, J = 1.1 Hz, 1H), 5.76 (d, J = 1.1 Hz
, TH), 3.74 (s, 3H).
AFN2-(4-(4-7807z/FV)-2-(M)TN4QXF)TzZ)V)FF
VSU-2-hAINRFIL—MDER
AFN2-(4-(4-7B0O7x/FV)-2-(MN)TNAQAXFI)TZZIV)T Y
JL—K~(9) 570.0 mg. ZEr=FJJLA0 nLE100 nLF XTS5 ZIICHIA
AR L&, REEH ) D L452 mg, MBEEILKIRERFRA52 mg. A&/ —IJL4A. 0 m
LZMA TR Lic, 205ERICEIFBMREE T M) U LKEKR, INEEEZ N A
MLTYC3E|E Lie, ThZEIEK%EL. SaMBRKTIEGE L, &
KEREES b U LTEIRE, BEEZBEL. FF2 5V OEBKRAEEEY 59
0 mg%1F7ze NZLVOXNIST4— (VAT 15 g, NFHV BT
FIL=9:DICTHEE L., EEDILEWAS9.5 ms BEEKRE LAY E LTEE,
UNET7. 2%,
'H NMR (400MHz, CDCly) &: 7.58 (d, J = 8.6 Hz, 1H), 7.36 (d, J = 9.0
Hz, 2H), 7.26 (d, J = 2.2 Hz, 1H), 7.12 (dd, J = 8.6, 2.2 Hz, 1H), 7.
01 (d, J = 9.0 Hz, 2H), 3.74 (s, 3H), 3.64 (d, J = 6.2 Hz, 1H), 3.05
(d, J =6.2Hz, H). ,
AFN2-(4-(4-7B0O7x/FV)-2-(R)T7NA4QXFII)T zZ)V)-2-
EROF>-3-(1H-1,2,4-b ) 7V —=I-1-4)L) 7O/ /) T— +(I-122) D&
1573
AFN2-(4-(4-7807z/FV)-2-(M)TN4QXF)TzZ)V)FF
S5 v-2-AIRFS L — ~454.6 mg, DMF 1,22 mL%&100 nL+ 275 2 3IC
MABME L. MY TV —IL101.6 mg, KEEF )5 426.0 mg% NA T60
COFANNZATMERLIER L, 283/8%. M)T7YV—ILF YD 4L22.3
mg% AN A CTIRB AT 7o, FIC1. SBFMEE, REEF MY D £L103.5 mg&EIIZ T
B EGIT /<, BIC2ERE®%K. MY TFY—ILF MY 74558 ngEIlA THERE
Eiultic, ARMERICHEMEBLET Y EZVLKBR., NIV T3EHHLE
o CNMZ2[BIKHE L. 1EEMBIRKTHEE L, HKRES MY D LTEIE
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[0214]

% BEEZEBEEL. PY-INOERGREEREY 474 %S, hZL00O7
NTST4—()ATIN 169, AFH VBRI FI=1:1>9 00K L:
FEE T FIL=1:1DICTHER L. BELDOLEW(I-122) 314 mgz BHBEKILEY
& LT/, IXEE58. 2%,

'H NMR (400MHz, CDCL;) &: 8.11 (s, 1H), 7.89 (s, 1H), 7.62 (d, J = 8.
9 Hz, 1H), 7.38 (d, J = 2.7 Hz, TH), 7.36 (d, J = 9.0 Hz, 2H), 7.06 (
dd, J =8.9, 2.7 Hz, 1H), 6.98 (d, J

9.0 Hz, 2H), 5.08 (d, J = 14,1
Hz, 1H), 4.70 (d, J = 14.1 Hz, 1H), 4.67 (s, 1H), 3.80 (s, 3H).
<&ERBIT 7. LEMI-2280 &>
1-(2-70%-4-4-/007x/FI) T2 W) TIV-1-AVDERK
-7OF-4-7040 7t 71 /869 mg, DMF 7.2 mL%25 nLF R TS
ZOICIMATAB L%, p-/ 007/ —IL567 mg, KEEN Y U 1665 mg
ZMATI20 COF A II/INATHRFTEHR L, RISEBN 52, 585E%. Kz
MATRIGZELEL, MLy TIEME LE, IhZE3EK%EL. BERRIE
KTIENE%E Uiz, SAKMBEEFT b Y ATRIRE, REEAEEL. EZOLE
M DB|EIRIE. 33 9% 157,
'H NMR (400MHz, CDCl;) &: 7.55 (d, J = 8.6 Hz, 1H), 7.36 (d, J = 8.8
Hz, 2H), 7.20 (d, J = 2.4 Hz, 1H), 7.00 (d, J = 8.8 Hz, 2H), 6.94 (dd
, J =8.6, 2.4 Hz, H), 2.64 (s, 3H).
AFN2-(2-70F-4-4-/007x/F2) 72 2))-2-FFVTET—
k(6) DERK
FE1-2-70F-4-4-/007x /FV) T ZI)T I U-1-41.33 g
. DMSO 16 mL%& 100 mL+ 275 R IICIMA TAREL /=%, 3 UR3.25 g%
ZTI00 CTOF A JV/NATHERER U, RIGEED 50,585 %. RINEE
FRFETARIMULARICKEEA ) D L3.87 9= A THEM =T /-, FIZ0. 505
B, RIGREERBIETHAIMLAZRICI TEAFI0.80 nLEHNZ T35 CTO
D —8 — /N A TIBIEI L, 105M%. MBS b D LKERE N
ATRBEELEL. 2BLEE. KEemMx., ML T3E|ELE, %
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[0216]

3K L. SEMBIRKTIENES L., BKREBT N UL TERIER. BE
EBEL. FNIZFTNORERAMEEY 1.49 958/, AZLOT KT
S74—=(YVAFIL 50 g, ~NFH U EBERTFIL=0:1)ICTHREL. ZLO
EE¥1.056 g B ERIALEME L THEL, INEET. 2%,
'H NMR (400MHz, CDCl,) &: 7.82 (d, J = 8.7 Hz, TH), 7.52 (dd, J = 8.0
, 1.6 Hz, 1H), 7.35 (td, J =7.9, 1.6 Hz, 1H), 7.25 (td, J = 7.9, 1.6
Hz, 1H), 7.16 (dd, J= 8.0, 1.6 Hz, TH), 6.92 (d, J = 2.4 Hz, 1H), 6.
89 (dd, J = 8.7, 2.4 Hz, 1H), 3.95 (s, 3H). .
AFN2-2-7OFE4-4-7007z/FV)7x))-2-EROFx> 70O
N I—MDERK
AFN2-(2-70F-4-4-/007x/F2) 72 2))-2-FFVTET—
N1.0149 g, THF 14,3 mL%&50 nL=O7 SR JICMATT7 = bV /SXT-78
CITHE LR, AFIRITRI0L7OZINR 364 nLEET LERERKET
Too TETRRTHS2BERE%. 2NERS nLENA. KEELEH L. BB DTHF
ZBELR, KEMOMLIVT2EHE L, THFZEBELAEREBEE GO
TIEKSE L. BBFMBEKTIERE L. \BKREST MY Y LTERE &
WABLEL, EROFSIZXTIOEBRAFEEED 1.04 9587, hF LY
O hTS74—=()AFIL 35 9, AFH UV EBET FIL=4:1)ICTHEEL
. BEDILEWTS. T gz \EERAK(LEDE L TR, IXE67. 9%,
'H NMR (400MHz, CDCly) &: 7.55 (d, J = 8.7 Hz, 1H), 7.33 (d, J = 9.0
Hz, 2H), 7.19 (d, J = 2.6 Hz, 1H), 6.97 (d, J = 9.0 Hz, 2H), 6.94 (dd
, J =8.7, 2.6 Hz, TH), 3.79 (s, 3H), 3.70 (s, 1H), 1.85 (s, 3H).
AFN2-(2-7O0FE-4-(4-/007/FV)T7ZW)TFI YL —bOERK
AFN2-2-7OFE4-4-7007z/FV)7x))-2-EROFx> 70O
/X IT—K(8) 701 mg, MILT13.6 mLAESD nLF R 7S A IICIATAREL
7otk NIVEE—KFIMITA mgEMMA T, T4 —VRY—VEEEHELTH
KEBER U, 1. 5BFERICEARREEKET M) D LKBEREZMZ., MLITVT
3t Lz, Tha1EKE L. SEMSRAKTIENES L, EAKmES Y
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[0218]

D LTRIRE. BEEEBEL. TRENIRTIOEEHREHEEE56 ng% 3
oo AZL7AXTRTZT4—(2UATFIL 20 g, NFH 2V BRI FIL=9:1
NCTHRE L, ER0LEM634 gz EHEREBEEME L THER, XA, 4%
H NMR (400MHz, CDCl,) &: 7.34 (d, J = 9.0 Hz, 2H), 7.21 (d, J = 8.4
Hz, 1H), 7.19 (d, J = 2.5 Hz, 1H), 7.00 (d, J = 9.0 Hz, 2H), 6.93 (dd
1.3 Hz, TH), 5.77 (d, J = 1.3 Hz

, J =8.4, 2.5 Hz, 1H), 6.51 (d, J
, TH), 3.79 (s, 3H).
AFIIN2-(2-70F-4-4-/007/FV)7xZII)AFTSU-2-A)
REIL—FDER
AFN2-(2-TOFE-4-(4-/007c/FV)T7ZN)FH Y L— 1596.0
mg, 7 h=K1J3.88 nLAE100 nLF+ R 7S A JICINABEL %, KA
') 15666 mg, EAER{LKZRFRFRA4! mg, X &/ —)L3.88 nLEMX TEH L L
o 2BFFEIRICEEFNEEE T M) U LKEKR, NEEEZMA. ML T3OH
HU%&, IhziEKELl, SBNREKTIENRE LA, BKREFN DL
THIR%, BAEEZBEL. ¥V S VOERRKHEEY 465mga Bz, S
LA KNTZT74—=(VAHFIL 15 g, ANFH U BRI FIL=0:1)ICTHE
L. BLROLEWA ngx \EREEEME LT/, IXZET0. 6%,
H NMR (400MHz, CDCl;) &: 7.38 (d, J = 8.5 Hz, 1H), 7.34 (d, J = 8.8
Hz, 2H), 7.18 (d, J = 2.4 Hz, 1H), 6.99 (d, J = 8.8 Hz, 2H), 6.94 (dd
, J =8.5 2.4Hz, 1H), 3.78 (s, 3H), 3.62 (d, J = 6.3 Hz, 1H), 3.01
(d, J =6.3Hz, TH). .
AFII2-(2-70OF-4-4-/007x/FV)7x=)L)-2-E ROF-3-(1
H-1,2,4- Y 7V —=)b-1-4 L) 7O/ T— b (I-228) DERK
AFIIN2-(2-70F-4-4-/007/FV)7xZII)AFTSU-2-A)
IRF L — 455 mg, DMF 1.22 L% 100 mL+ R 7S5 R JICHIA AR L =14,
)TV —IbF N D 5223 mgEIIATE0 CDAAIL/SZATNRLFERL
foo 1.5RERICRANEBILT VY EZDLKEBR, MLV LE, &
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[0220]

hza3EK%E L. BANRIEKTIENESE L, KT N D L TRIRE,
BEABEL., TY-ILOBEEREMEEY 474 gaFle, AZL7OTNYT
74— (VAT 129, 7O00FRNNL BRI FIL=1:1)ICTHEEL., &
DL EaY(1-228) 292 ngx BEBEFIEEME L THE, INERST. 2%,
'H NMR (400MHz, CDCl,) &: 7.97 (s, 1H), 7.88 (s, 1H), 7.40 (d, J = 8.
8 Hz, 1H), 7.34 (d, J = 8.9 Hz, 2H), 7.18 (d, J = 2.5 Hz, 1H), 6.96 (
d, J =8.9Hz, 2H), 6.85 (dd, J = 8.8, 2.5 Hz, 1H), 5.02 (s, 2H), 4.8
6 (s, 1H), 3.80 (s, 3H). .

<& 8. {LEWI-3BADEH>

1-(4-y007z/F2)-3-7)0FdORVEVDERK

m-7)A07 /=674 mg, p-/OAT—RKRVE(3) 954.0 mg. NMP
6.0 mL&25mLF 275X IICHIA TR L 2%, 3 V165R76.5 mg, KEEtT
2,61 g=EIMMATIO0 COAAIIL/SATMERER L, RINEREHNS54.5
i, BRI 7 VY EZ DV LAKBREMATRIEZEEL, MLITYT3E
HMH L, IhaE3EkEl., BNRRKTIOEE L, |BKEEFNY D
LTEIR%, BEAEEZEEL. PPV -LI-FIOESEREEE 1.39 9%
Bl BZL0OXMTZT74—( VAT 70 g, NFHUNTTERL.
ZEEDbEY 355 ng& MEREEEME L TEL, INEE39. 8%,
'H NMR (400MHz, CDCl;) &: 7.32 (d, J = 9.0 Hz, 2H), 7.28 (d, J = 6.6
Hz, 1H), 6.97 (d, J = 9.0 Hz, 2H), 6.81 (tdd, J = 8.3, 2.4, 0.8 Hz, 1

H), 6.76 (dd, J = 8.3, 2.3 Hz, 1H), 6.69 (td, J = 10.1, 2.4 Hz, 1H).

1-(4-(4-/ 007/ F2)2-7)0A07 W) THV-1-FVDEK
1-(4-o007zx/F2)-3-7)bA0RVE11T mg, /00X % 0.5
mLZ10 mLF X7 5 ZICIA TAFE L&, |BIET7EFILE2 pwl. BET7IL
I L80.6 mgE A TIR® Lk, RIGFBH 1. 585E%. 2B Z A
TRIGZELEL, 700X TC3EBE L, 72/ F2 7 MV OEBR
AR 129 g% B, A LVOX RIS T4—(Y AT 6.5 9, ~
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[0222]

FHUEBIFIL=19:1)ICTRERRE L, EROLEMIT. T g BREREFLLE
WM& LT/, INEES6. 7%,
'H NMR (40@MHz, CDCl;) &: 7.89(t, J = 8.7 Hz, 1H), 7.38 (d, J = 9.0 H
z, 2H), 7.03 (d, J = 9.0 Hz, 2H), 6.79 (dd, J = 8.7, 2.3 Hz, TH), 6.6
6 (dd, J = 12.3, 2.3 Hz, 1H), 2.61 (d, J = 5.1 Hz, 3H).
AFIN2-(4-(4-7 007/ F2)-2-7)0A0TzZN)-2-FFVYTET
— hDERK
1-(4-(4-2007zx/F)-2-7)074d07x=)L)TH -1-#>289mg, DM
SO 4.4 mL&DBO nLF R TS RAIICIA TARE L%, I 3R888mg% A T10
0 COFAINZATHMEREFTER Lz, RISEBENS0.585HE%. RINKEZZER
THRIMULRICKEA Y D L1.0597 gZ2NZ T, B0 TODAFAII/INAT
MERIER Ufe, BICO.5BEREH%. RIEREEREITRAMULARICI VAT
218 ulZzMNZA T35 CTOT+—4—/NATHREHR LA, 165EEZ. SBAHER
B M) LKBREMATRIGEELEL, 2BLEE. KeMx., bMLI
Y C3EME L, ChZE3EKEE L. RAFMRIBKTIENESE L, EKRE S
MUY LTERE BEEZEEL. ¥ NIZRFILOBERAHEEN 266.7 ng
BB, AZL0AINITZT4—(UATIL 13 g, NFH U EBIFIL
=9: 1) IC TR L. ZEREDILEMI76.3 g BEKRALEYE LTHEE, INE
52. 3%
'H NMR (400MHz, CDCl;) &: 7.92 (d, J = 8.7 Hz, 1H), 7.41 (d, J = 9.0
Hz, 2H), 7.04 (d, J = 9.0 Hz, 2H), 6.85 (ddd, J = 8.7, 2.3, 0.6 Hz, I
H), 6.65 (dd, J = 12,1, 2,3 Hz, 1H), 3.95 (s, 3H).
AFN2-(4-(4-/ 007/ FV)-2-7)FAT7z=))2-eROF> T
O/ I—hDERK
AFIN2-(4-(4-7 007/ F2)-2-7)0A0TzZN)-2-FFVYTET
— N176 mg, THF 3.0 mL&25 nL=07 S5 RCMATT bV /ART-78 C
TAEI L 729, MeMgBr 0.76 nL% & T LIEH AT /2. E T T H 51, 585
%, NERRZ A, BT FILT3EHME L, ChZEILKEL. SBERE
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KTIEES Uiz, KBRS MY v ATEBRE FEEAEEL. EROFY
IZTIOBEBREAEY 18ng% 15/, AZLIVARKNTSZT74—(2 )N
FIL 30 g, NFHV BRI FIL=4:1)ICTHRE L, ERXRDbE119.4 mg%
M|ARKILEEYE LTEL, INFK64. 4%,
'H NMR (400MHz, CDCly) &: 7.47 (t, J = 8.8 Hz, 1H), 7.33 (d, J = 9.0
Hz, 2H), 6.98 (d, J = 9.0 Hz, 2H), 6.76 (ddd, J = 8.7, 2.5, 0.9 Hz, 1
H), 6.66 (dd, J = 12.4, 2.5 Hz, 1H), 3.79 (s, 3H), 3.70 (d, J = 1.2 H
z, H), 2.04 (s, 3H). .

AFIN2-(4-(4-7 007/ F2)-2-7)407z=)L) 77 ) L—bDE
1573

AFN2-(4-(4-/ 007/ FV)-2-7)FAT7z=))2-eROF> T
O/8/T—hk119mg, MILT 2.8 mL%50 mLF 2T SR ICIMAARE L &
o MUVEE—KFIH35.4 mgEMA T, T4 —VRY—VE&EE L THKE
M U7 1. 25B5R%RICAITREEKE TS MY U LAKBBRENMA. MLIY 3G
HMH L, Cha1EkEL., SBNRRKTIONESE L, \BKEEFNY D
LTERE. BEEEEL. EROLEMOBERAE0.7 g% B,
'H NMR (400MHz, CDCly) &: 7.34 (d, J = 8.9 Hz, 2H), 7.23 (t, J = 8.4
Hz, 1H), 7.00 (d, J = 8.9 Hz, 2H), 6.76 (ddd, J

8,4, 2.4, 0.7 Hz, 1
H), 6.69 (dd, J = 11,1, 2.4 Hz, 1H), 6.49 (d, J
d, J =1.1Hz, 1H), 3.81 (s, 3H).

AFIN2-(4-(4-/ 007/ F2)-2-7)0A07 2 Z))FFTS50-2-5
WRFY L — DA

AFN2-(4-(4-7 007/ F2)-2-7)0407z=)F70) L— K110
mg, 7t hZhUYJL0.92 nL%E100 ML+ R 7S5 R IICMAARE L&, KEAH
') 1158 mg, EERILKFRIRFR104 mg, A& J —)L0.92 nLZ R TIR# L
o 2BFERICREMBME T M) U LAKBREZMA, FFEET FI/LC3EHME L
o THZEILOIKHEL., EMBRKTIONSE L, EKRES M) D LATEIE
%, BEEBEL. AFPSVORBREEEMI24 nga B, L0

1.1 Hz, 1H), 5.87 (
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RENTST4—=(VATI 69, NFHUFREIFIL=0:)ICTHREL. &
EBDIEEH68.3 mga MERAEIEEYE LTH, INEK54. 4%,
H NMR (400MHz, CDCl,) &: 7.34 (t, J = 8.4 Hz, 1H), 7.34 (d, J = 8.9
Hz, 2H), 6.99 (d, J = 8.9 Hz, 2H), 6.76 (ddd, J = 8.4, 2.4, 0.8 Hz, 1
H), 6.70 (dd, J = 10.9, 2.4 Hz, 1H), 3.78 (s, 3H), 3.51 (d, J = 6.4 H
z, 1H), 3.05 (d, J = 6.4 Hz, 1H). .

AFN2-(4-(4-7007x/FV)-2-7,0407x=)L)-2- ROF-3-
(1H-1,2,4- 8 ) 7/ —=b-1-4J)L) 7O/ T— b+ (I-334) DERK

AFIIN2-(4-(4-y0O07x/F)2-70A07 ) FF50-2-5
JIRFS L —168.3 mg, DMF 0.63 mL%&50 nLF R 7S5 A ICHIAAMR L /1%
NUTYV=bF MU D L2410 mgEMNZTH0 CTDF A JL/NZA TR LIRS
L7z, 1BSRBERICEEMBLET Y EZVLKBBREZMA. MLV T3EHEL
foo THE3MKSE L., 1EREFMEEKTHRE L, B|BKREFT M) D LTE
1Bk, BEAZEEL. 7Y I OEGEREHEEY 46.9 958k, hF L7
AY TS5 74—( VATV 259, 708RINLEBEIFIIL=1:1)ICTHE
B, BREOIEEY(I-334) 25.4 mgx AEEFEEYE L THEL, IXEK30.6
%o
'H NMR (400MHz, CDCl;) &: 8.13 (s, TH), 7.89 (s, 1H), 7.47 (1, J = 8.
8 Hz, 1H), 7.35 (d, J = 8.9 Hz, 2H), 6.98 (d, J = 8.9 Hz, 2H), 6.74 (
dd, J = 8.8, 2.5 Hz, 1H), 6.68 (dd, J = 12.7, 2.5 Hz, 1H), 5.11 (d, J
= 14.1 Hz, TH), 4.74 (d, J = 14.1 Hz, 1H), 4,61 (s, TH), 3.82 (s, 3H
). o

<& 9. LEMI-20EHK>

1-(4-/007 /) FV)-3-AFARVEVDERK

m-% LY —)U541 mg. DMF 7.5 mL%AE25 mLF+ X 7S5 A JICHINA TRRL /1%
P70 3—RRVEVILT9 g9, ®REEtED D AL3.26 g0 I VABERE(I) 95.6
mgZ N Z TI0 COF A IJL/NZATMBIRH Lz, RIGFAB, SO0BFER, £
BT VEZVLKBAREMATRIGERBLEL, AFH U T3EMHELE, &
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hz2EK%E L. BARIEKTIENESE L, KR N D L TRIRE.
BEEZEL, YT I—FIILOBEREREY 1.61 958, h5 A
JATRNTST4—(C VAT 50 g, NFHU)ICTHEEL., BEDILEY
314.4 g & |ERAFLEME L TR/, INE28.7%,
'H NMR (400MHz, CDCly) &: 7.28 (d, J = 8.8 Hz, 2H), 7.22 (t, J = 7.8
Hz, 1H), 6.94-6,90 (m, 3H), 6.82-6.78 (m, 2H), 2.33 (s, 3H). .
AXFIN2-(4-(4-o 007/ FV)-2-AFN Tz ZIV)-2-FFY T T —
hDERK

1-(4-/ 007/ FV)-3-AFIRVEU34 mg, P/7OO0X51.44
LA50 nLF+ R 7S ZAICMATRE L%, 7007 )AFIILEEX FIL158
wl, BIETIVZT =D L2310 mgZIIATER L, RISEB» S15E%. K
EMATRIGZEELEL, 700FRLVLTIEHMELE, ¥ FIRTFTILOEBR
AR 436 mgEiSic, AZLIATNIZT4—( VAT 6.5 9, ~
FHUIHBIFI=0:1)ICTHERL. ER0OLEY32ng%a |EREE L TE
foo UNZET3. 7%,
'H NMR (400MHz, CDCl;) &: 7.88 (d, J = 8.0 Hz, 1H), 7.35 (d, J = 8.9
Hz, 2H), 7.00 (d, J = 8.9 Hz, 2H), 6.85-6.81 (m, 1H), 6.64 (s, TH), 3
.70 (s, 3H), 2.34 (s, 3H). .
AFIN-2-(4-(4-/ 007/ FV)-2-AFNT7zZII)T7I)L—bDE
1573

55% Kb+ N1 9 £53.7 mg, DMSO 1.8 mLA25 mL+ R 7SR IICMAT
KABTHIMLUEE, XFILMN) Tz ZIRRAR=ZT LT O K(MTPB)492 mg
EMATERICEREL TER LA, 309%RICAFL2-(4-(4-yO00 7/ F
)2 AFIINT T ZIV)-2-F ¥V T 5 — ~323mgDDMS0 (0.5 ml) AR % H
TLIEREZRIT 2, 1BERICEMEBLET Y EZJLKBEREMA. MLV
T3EHE Lie, Iha3mKE L. SERNBIEKTIENES L, EKRES ~
) LTERE, BEEZBEL. TREMNIZTIILOEEEREEY 636 ng%
"o AL 00XMTZT74— (VAT 30 g, NFH VBRI FIL=9
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DICTRRE L., ZBROEEW240 gz \EBRELEY & L TRk, IXEKTLT
%o
H NMR (400MHz, CDCl,) &: 7.31-7.20 (m, 2H), 6.89-6.93 (m, 2H), 6.90
(d, J =9.0 Hz, 2H), 6.68 (s, 1H), 6.30 (d, J = 1.4 Hz, 1H), 5.77 (d,
J=1.,4Hz, 1H), 3.62 (s, 3H), 2.30 (s, 3H).

AFIIN2-(4-(4-/ 0072/ FV)-2-XAFNTZI)FFS50-2-H)
REL— DA

AFIN-2-(4-(4-/00T7 /) FV)2-AFNT7ZZIW)T V") L—K239.7
mg, 7EhZKUJL1.98nl, X%/ —)L1,98 mL%E100 nLF R 7S5 X T4THN
ZHBTAR UM%, REEHY T L6110 mg, BERILKFEIRFE232 mg& A T
ERICFE L TER L, 225E%RICEMBMEET M) 7 LKBBREIMA.
MLTYC3EE Lie, ThEILCIKE L., SEMBRKTIERS L, K
WEES b D LTEIRER BEEEEL. EROLEYMOEERIEKITINE S
720

AFN2-(4-(4-o 007/ FV)-2-XAFIT7zZ)b)-2- FOF>-3-(1
H-1,2,4- b ) 7V —=ib-1-4 L) 7O/ T— MI-2)DERK

EFEEAFIN2-(4-(4-7007 2/ F2)2-AFI T2V AFFI S5 U-2
~HILRFS L — 179 mg, DMF 2,25 nL%A100 mLF R 7S5 X ICMAEEEL
=, M) TFYV—38.8mg. N)TYV—IF YT LELE ngEINAT50 C
DA AIVNZTME LTS LU, 2. 50ERICATIELT Y EZ D LKBEKRE
A, LIV T3EHE Lz, Ina3EKEL. 1ERARIEKTERELL
o BKWRBES MY D LTEIRE, BEEBEL. 7Y - ORGHREERY
212 mg%&EBrfz, AZL70XMNIST74—() A4S 109, 700K L
S T FIL=1:1)ICTHRE L. ZLRDEa¥(1-2) 25.4 mgs HEEF(LEY
&L TR/, 2T INEK23, 8%,
'H NMR (400MHz, CDCl;) &: 8.06 (s, 1H), 7.87 (s, 1H), 7.33-7.27 (m, 3
H), 6.94-6.88 (m, 3H), 6.66 (s, 1H), 5.01 (d, J = 14.1 Hz, 1H), 4.85
(d, J =14.1 Hz, 1H), 4.42 (s, TH), 3.55 (s, 3H), 2.27 (s, 3H). .
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[0233]

<&mHI2 0. LEMI-3DEK>

1-(4-/0Q7z/FV)-3-X NFIRVEVDER

m-X N¥> 7T/ —)62Img, DMF 7.5 nL%A25 L+ R 75 R JIMA TA
fEL7=%. p-/ 003 — KRRV HE 21,7888 9, REETZS 43,27 g0 391k
$A(I) 95.6 mgZHNZ TI0 CDF A /N2 TMBEIEH U, RSB 5665
E&. B LET7 Y EZVLKBREZMATRLEZEL L. ANFH 2 T3OH
HU%&, Ihz2EKELl., SBRIEKTIENRE LA, \BKREFNY DL
TEIR%, BAEEZEEL. V7Y —LI—FTILOBEKEBEEY 1.58 9418
feo NZL2AOINTST74—(YRTIL 50 g, NFHV)ICTHREL, &
EEDILEM303 ng%x |MERAFLEME L TR, INZK25. 8%,
'H NMR (400MHz, CDCl;) &: 7.29 (d, J = 9.0 Hz, 2H), 7.23 (t, J = 8.3
Hz, 1H), 6.95 (d, J = 9.0 Hz, 2H), 6.67 (ddd, J = 8.3, 2.4, 0.8 Hz, 1
H), 6.59-6.54 (m, 2H), 3.78 (s, 3H).

XFN2-(4-(4-/ 007/ FV)-2-X "FV T2 Z))-2-FF YT ET
— hDERK

1-(4-/ 007z /FV)-3-AMFIRYEVIO3 mg, ¥/OO0X% 1,29
mL%50 ML+ X7 S ZAICIMATARFELLE, 7007 ) FF2IVEAFIVI
42 pl. |IET7IVI =D L2311 gzl A TEBF L, RIBEB O 185EE.
KEMATRBEELEL, 700FR)LALTIEHE L, ¥ NIXAFILOER
IR EA24 g% BTlc, AZL7OTNTZT74—(2UASIL 21 g, ~
FHUIHBIFI=T:)ICTHERL, EROLEY206ng % EERELEY &
L TE7, INZEA49. 8%,
'H NMR (400MHz, CDCly) &: 7.98 (d, J = 8.9 Hz, 1H), 7.35 (d, J = 9.0
Hz, 2H), 7.02 (d, J = 9.0 Hz, 2H), 6.76 (dd, J = 8.9, 2.3 Hz, 1H), 6.
27 (d, J = 2.3 Hz, TH), 3.78 (s, 3H), 3.70 (s, 3H). .

AFIN2-(4-(4-/ 007/ FV)-2-AMF2T7xZ) TV L —bhDE
57

55%KF LT N1y £432.8 mg, DMSO 1.1 mLA10 mLF+ R 7S5 X JICHIA T
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HBTAML %, MTPB 299mg% Al 2 CERBICHER L THIE L, 3007%IC
XFN2-(4-(4-/ 007/ FV)-2-X "NFV T Z))-2-FFY T EFT—
206mgDDMSO (0.3 mL)/AK =i & LiRIe 2 #w i) /=, 1B5ERICRIFIRIL 77 >
EZULKAREMAZ., MLIUTIEHE L, IhE3EKEL. BENE
BAKTIEHE Lo, BAKREES MY VL TERRE BEEEEAL. TREMT
2T OBEEFRESRY 411 gaBle, AZLI7OTRNTZ 74— (2R
I 200 g, ANFYVEFBIFIL-T:DICTRERREL. ZED(ILEYI39 ng% &
BRE e s LTEk, INE68. 1%,
'H NMR (400MHz, CDCl;) &: 7.30-7.24 (m, 3H), 6.92 (d, J = 9.0 Hz, 2H)
, 6.69 (dd, J = 8,5, 2.5 Hz, TH), 6.40 (d, J = 2.5 Hz, 1H), 6.28 (d,
J=1.4Hz, 1H), 5.87 (d, J = 1.4 Hz, 1H), 3.75 (s, 3H), 3.62 (s, 3H)
AXFIN2-(4-(4-/ 007/ FV)-2-AMF2 Tz ZI)FFOSU-2-5
WRFY L — DA
2-(4-(4-o o007z /FV)-2-AMF T ZW) TV Y L— 11394 ng,
FENZRYL1.09 0k, X &/ —)L1,09 mLAES0 nLF R 7S5 2T A KA
TR L%, KEEHDY D L60.9 ng, BELILKFEIRFR128 mg%& A TEIRIC
FRLUTER Uk, 2205 ICARMEBMEET M) D LKBREMA, ML
YC3EME L, CThZEIEIKEE L. BRAFMRIGKTIEESE L, KRR S
MUY LTERE BEEBEL. EROLEYOEERIFI04 ngZSi,
AFN2-(4-(4-vOO7x/F)-2-A X7z )V)-2-E ROF-3-
(1H-1,2,4-b ) 7YV —-1-4 L) 7O/ T—k (I-3) DERK
FEXFL2-(4-(4-/ 00T/ FV)-2-A MFV T D)) FIS5U-2
~HILRFS L — 104 mg, DMF 1.24 nL%E100 mLF+ R 7S5 X ICMAEEEL
=&, NYTFY—21.5mg, YTV —ILF MY L28.3 mgEHNZT50 C
DA AIVNZTME LTS LU, 2. 50ERICATIELT Y EZ D LKBEKRE
A, LIV T3EHE Lz, Ina3EKEL. 1ERARIEKTERELL
o BKWRBES MY D LTEIRE, BEEBEL. 7Y - ORGHREERY
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M9 mg%Brz, A5L7OXNITZT74—()A5IL 109, JO00KRIMLA:
FEER T FIL=1:1)ICTHHE L. ZRO/EW(I-3) 101 ng% \BEHMERALS
e LB, 2TF2INEKS9. 8%,

'H NMR (400MHz, CDCl,) &: 8.07 (s, 1H), 7.87 (s, 1H), 7.35 (d, J = 8.
8 Hz, 1H), 7.31 (d, J = 9.0 Hz, 2H), 6.92 (d, J = 9.0 Hz, 2H), 6.64 (
dd, J =8.8, 2.5 Hz, 1H), 6.37 (d, J = 2.5 Hz, TH), 5.00 (d, J = 14.1
Hz, 1H), 4.84 (d, J = 14.1 Hz, 1H), 4.40 (s, 1H), 3.71 (s, 3H), 3.56

(s, 3H). .

<&mBHI2 1. LEMI-19DEH>

1-(2-/00-4-2-7007x/FV) 722V TV V-1-F VDERK

-/ 00-4-7)0407t 71/ 2692 mg, DMF 7.2 mL%25 nLF 27 S
AOWCMATABR L%, 2-/007 ./ —)L568 mg, REEN ') 7 £664 mg
ZMNZTI20 COF AW /NATHEER U, RIGEBAD 51, 585H%. K%
MATRBZEELEL, MLIYTIEHEE L, Iha3Ekikl. BFER
KTIE%EE Lic, B|AKREET N D L TERER, BEE8EEL. EROLS
M DBEIRET. 1159 g5 B,
'H NMR (400MHz, CDCl;) &: 7.65 (d, J = 8.7 Hz, 1H), 7.51 (dd, J = 8.0
, 1.6 Hz, TH), 7.32 (td, J = 7.5, 1.6 Hz, 1H), 7.22 (td, J = 7.5, 1.6
Hz, 1H), 7.12 (dd, J= 8.0, 1.6 Hz, 1H), 6.93 (d, J = 2.4 Hz, 1H), 6.
83 (dd, J = 8.7, 2.4 Hz, 1H), 2.65 (s, 3H).

AFIN2-(2-/00-4-(2-/007x/FV)7xZ))-2-FFVT7ET—
NDERK

rFEE1-(2-/n00-4-2-7007x /%) 7)) THU-1-F 112 g
. DMSO 16 mL%&100 mL+ R 75 X OICIMA TAM L /=%. 23U R3.25 g%l
ZTI00 COA A N/INZTMEER Lz, RISEE,NS0.505E%. RIGK%E
ERFTHIMLARICKEEANY D 43.87 g% MA T, B0 COA AL/
A TMEER L, EICO. 5%, RIBDREZERI TAMLARICTI VX
FIL0.80 mLAENA T35 CODV A+ —4—/NATHEER L7z, 165[E%. 885
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BB MY U LKBREMATRIGZEEL, 28BLEE. KEMNZ. b
IV TIEE Lz, Thha3EKEL., SEFRIRKTIENGE L, JKAR
B~ D LTRER BEEEEL. 7 NI XAFILOBEREHERM46 n
9%/ l. 7L 0OXMTZT74—(2 AT 45 g, NFHY v HEETF
L= DICTHEE L, EEDOIAWATL.9 gEBEREE LTERE, 212X
336. 5%
'H NMR (400 MHz, CDCl,) &: 7.82 (d, J = 8.7 Hz, 1H), 7.52 (dd, J = 8.
0, 1.6 Hz, 1H), 7.35 (td, J = 7.9, 1.6 Hz, 1H), 7.25 (td, J = 7.9, 1.
6 Hz, 1H), 7.16 (dd, J = 8.0, 1.6 Hz, TH), 6.92 (d, J = 2.4 Hz, 1H),
6.89 (dd, J = 8.7, 2.4 Hz, TH), 3.95 (s, 3H). .
AFN2-(2-700-4-2-7007xc/FV)T7xZIW)AFTSV-2-H)
R¥oL—bOER
55% KR\ F M) 5 £26.9 mg, DMSO 1.0 mL, MY AFIRIKFY =D LA
3—Y R133mg%&25 mLF R 7S AICIMA TKBATEL LE. XFIL2-(
2-700-4-2-7007x/F2)7x2))-2-FF Y 7 ET— K164 mgDDM
SO 1.5 mLiZEZMA CERTIEREHKIT L, 1.505EE. BFELT7VE=
D LKBREMATRIGEEIEL, MLIYTIEHH L, 2hE3mEKE
L. 1EREFMEBRKTEE L, BKREBFT N U LTRER. BEEZEEL
CAFVSVOREREEREY 208 ngERFlc, ATLIATMNITST 14—
SURATIL 10 g, ANFEH VBRI FIL=1)ICTHREL. ZERDLEW59.2
mg% MEBF L EYE L THEL, INFK34. 5%,
'H NMR (400MHz, CDCl;) &: 7.49 (dd, J = 8.0, 1.6 Hz, 1H), 7.38 (d, J
= 8.5 Hz, 1H), 7.29 (td, J = 7.6, 1.5 Hz, 1H), 7.18 (td, J = 7.6, 1.6
Hz, 1H), 7.09 (dd, J= 8.0, 1.5 Hz, TH), 6.96 (d, J = 2.5 Hz, 1H), 6.
84 (dd, J
3.05 (d, J = 6.4 Hz, TH).

8.5, 2.5 Hz, 1H), 3.77 (s, 3H), 3.51 (d, J = 6.4 Hz, 1H),

XFII2-(2-/0O-4-2-vO007xc/F2)7x=J)L)-2- ROoF-3-(1
H-1,2,4- ) 7 —)L-1-4 ) 7FO/8 ) T— r(I-19) DERKR
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AFII2-(2-/00-4-2-/007/F2)7xZIIV)AFTSU-2-A)
RFSL—NR59.2 mg, DMF 0.70 mLAE100 nLF+ R 7S A OICHIAARE L /=1
. MUTY—=12.8 mg. MY TV —IILF MY D L16.0 mgEHIZTE50 THA
AIWNZATHMERLUBER Uz, 2EEA M I/ %60 CICFER L TIRR %
(F7e, 1BEEERICEMELET7 VEZVLKARZMA., MLI Y T3EHEL
oo TNZEIEKE L, 1ESRMEBEKTRE UL, KRBT M) DU LTR
1Bk, BEAEEL. 7Y I OEEREHEEY 64.3 958k, ho L7
OY cJIS574—(YAFI 39, 700KV LEBITFIL=1:1)ICTHER
L. ZEDOE¥(I-19) 59.0 mgx ABEHREEYE L TR, IXERS2. 8%,
'H NMR (400MHz, CDCl;) &: 8.00 (s, 1H), 7.88 (s, 1H), 7.48 (dd, J = 8
.0, 1.6 Hz, 1H), 7.40 (d, J = 8.8 Hz, 1H), 7.29 (td, J = 8.1, 1.7 Hz,

1H), 7.18 (td, J = 8.0, 1.5 Hz, 1H), 7.07 (dd, J = 8.1, 1.5 Hz, 1H),
6.94 (d, J =2.6 Hz, 1H), 6.77 (dd, J = 8.8, 2.6 Hz, 1H), 5.03 (d, J
= 14,3 Hz, 1H), 4.92 (d, J = 14,3 Hz, TH), 4.83 (s, TH), 3.79 (s, 3H
). o

<&mBHI2 2. LEWMI-2005>

1-(2-/00-4-3-7007x/FV) 72TV V-1-F VDERK

-/ 00-4-7)0407t 7/ 691mg, DMF 7.2 mL%E25 mLF R 7S5

CMATAB L%, 3-/007 ./ —I568 mg, mREEN Y ™ L1665 mg%
MATI20 COA A I/ ZATIMEER L, RISFREDL 1. 585E%. K%
ZTRBZEELL, Mo T3EEE Lk, IhE3EKEL. BMERK
TIEES Lz, EAKREES N D ATHIRE, AEE2EEL. BROLEY
DBERIE. 18 958/,
'H NMR (400MHz, CDCl;) &: 7.65 (d, J = 8.6 Hz, 1H), 7.33 (t, J = 8.1
Hz, 1H), 7.20 (ddd, J = 8.1, 2.2, 1.0 Hz, TH), 7.06 (t, J = 2,2 Hz, 1
H), 7.02 (d, J = 2.4 Hz, 1H), 6.95 (ddd, J = 8.1, 2.2, 1.0 Hz, 1H), 6
.92 (dd, J = 8.7, 2.4 Hz, 1H), 2.66 (s, 3H).

AFII2-(2-/00-4-3-/007x/FV)7xZ))-2-FFV 77—



WO 2019/093522 107 PCT/JP2018/041971

[0242]

hDERK

+FEE1-(2-/00-4-3-7007x /%) 7)) THU-1-21.18 g
. DMSO 16 mL%& 100 mL+ 275 R IICIMA TAREL /=%, 3 UR3.25 g%
ZT100 COF A JV/NZTMEIER U, RIGEHAD 50, 505E %, RIGKR%
ERFTAHAMULABICKENY 743,87 g5 AT, BUI00 COA AL/
A TR L, EICO.505E%. RINREERF TRAANLALRICI VA
FIL0.80 mLAEMNA T35 CDV+—4—/NATHERER L, 165E%E. 88
BT M) U LKBREMATRIGZELEL, 28LLE. KEMA. b
IWIVTIEME Lz, Tha3mKEL, SEMRIEKTIENES Lz, B|KE
B N LTRRE BEEELEL. ¥ NIRFIOBEREEESE 1.13
918, AZL00XNTST4—( VAT 45 g, NFH U FRETF
=0T THE L, ERDLAYL2T. 6 ngaBaRiEteaws LTEE, I
232, 8%,
'H NMR(400MHz, CDCl;) &: 7.83 (d, J = 8.6 Hz, 1H), 7.36 (t, J =8.1 H
z, 1H), 7.24 (ddd, J = 8.1, 2.0, 0.9 Hz, 1H), 7.11 (¢, J = 2.0 Hz, 1H
), 7.01-6.95 (m, 3H), 3.96 (s, 3H).

AFIN2-(2-700-4-3-7007x/FV)7xZ)b)-2-E RFOF>-3-(1
H-1,2,4-8 ) 7V —=Ib-1-4 L) TO/RJ T— ~(I-20) DERR

AFN2-(2-/00-4-3-/007x/F2) 72 Z)-2-FFVTET—
N261 mg, DMAc 1.20 mL%&50 mL3 R 7SR JICMATHERLAEE. N)TY
—IF bYDL95.5mg, MY XFINZAIVKRFY ZDLI—T R212.5 mg% AN
ZT50 COA A IV/NZATINERIRE L7z, 2.505E%. BAMBLET7VEZTV A
KBREMATRIGEEFELEL, MLIZYT3E#EHE LA, ChEIEKEL, |
CRIMRIEKTHRE L, |AKHEEF M) D L THRRE, BAEEEEL. 7
VL ORBEREREY 331 gaER, AL/ ST74—(2)A
FIV 14 g, 700KV LEFEETFIL=1:1)ICTHEEL. ELRDbEa¥(1-20)
146.9 mg% MEMTARALEME L TR, X449,
'H NMR (400MHz, CDCly) &: 8.01 (s, 1H), 7.89 (s, 1H), 7.43 (d, J = 8.
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8 Hz, 1H), 7.30 (t, J = 8.2 Hz, 1H), 7.16 (ddd, J = 8.2, 2.3, 0.9 Hz,
1H), 7.03 (t, J = 2.3 Hz, TH), 7.01 (d, J = 2.5 Hz, 1TH), 6.91 (ddd,
J=8.2, 2.3, 0.9 Hz, 1H), 6.85 (dd, J = 8.8, 2.5 Hz, 1H), 5.03 (d, J
= 14.3 Hz, 1H), 4.93 (d, J = 14.3 Hz, 1H), 4.85 (s, 1H), 3.80 (s, 3H

). o

<&mHI2 3. LEWMI-6DEK>

1-/008-2-(4-7007c/FI)RVEVDERK

p-3—RKo7O0AxRYEV1.20 g, o-2/B8OA7 ./ —)L965 mg, DMF 10,0 mL
Z25 LR 7S ZAICMATARE L%, RKEED D L3.26 g VBRI
) 95.7 mg. N,N-I A FILTY) S VIRFEIR210 mgZ XTI CTDA A JL/NR
TMEER L, RISEBHSI1BFE®%. 1L/ %136 CICHFR LK, 5
%R, BERICRELTYa—MASAIGEBL2EKE L, KRB M) D
LTER%, BEEZEEL, V7L I—FILOEGKEHEEY 674 ng%
Bl AZL0AXNTZT4—(URTIL 20 g, NFHU)TTHRHEL.
ZEEDIEE392.4 mgx |MER K (LEME LTHEL, INZE32. 7%,
'H NMR (400MHz, CDCl;) &: 7.47 (dd, J = 8.0, 1.6 Hz, 1H), 7.28 (d, J
= 9.0 Hz, 2H), 7.24 (td, J = 8.0, 1.6 Hz, 1H), 7.12 (td, J = 7.7, 1.5
Hz, 1H), 7.00 (dd, J= 8.1, 1.5 Hz, 1H), 6.89 (d, J = 9.0 Hz, 2H).

AFN2-(3-/00-4-4-/007x/F2) 72 2)I)-2-FFVTET—
hDERK
1-/00-2-4-7007xc/F2)RVE32 mg, ¥/0O0XA%>1.64n
L&100 nlF X7 S RAJICMATARLLE. 7007 ) FF2IVEBEXFIL18
1 ul, BIETILI =7 1266 ngxMNA THEE Lo, RIS, 565E%
. NEBAEMATRIGEELEL, BEXAFL Y TEME Lk, BEKHEEBT ~
) LTERE, BEABEL. ¥ NI ZFILOESKREHEEY534 ng%k B
feo BZL7ATNTIZT4—(2 AT 21 g, NFHF U BRI FIL=9:1
IICTHEHE L, ZERDILEWA460.8 gz \BERAELEDE L TR, INEES6.4
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%o
'H NMR (400MHz, CDCLl;) &: 8.19 (d, J = 2.1 Hz, 1H), 7.89 (dd, J = 8.7
, 2.1 Hz, TH), 7.39 (d, J = 9.0 Hz, 2H), 7.02 (d, J = 9.0 Hz, 2H), 6.
90 (d, J = 8.7 Hz, 1H), 3.98 (s, 3H).
AFII2-(3-/00-4-(4-/007x/FV)7xZIIV)AFTSU-2-A)
RETL—bOER
AFII2-(3-/00-4-4-/007x/FV)7xZ))-2-FFVT7ET—
h461 mg, DMAc 2.1 mL%&100 LR 7 5 R JITMA THAR L =%, &t
D 4558 mg, MU XFILRIKRFYZ LT O R295 ngEMATHERLE
o 2B5M[E1%. 50 CTOA A IIN/ANATMEL ., 105[E%. BB LET7VEZD L
KBABREMATRIGEFELEL, MLy TIEMELE, ThzE3EKEL, 1
CRAFIRIBK THE L, MKMEB S MY D LTHRER, BAEEEEL. £
FOSUOEBKRGEHEY 4747 guEB, A5 LAY MNTZT74—(¥
ATV, ANFH VBT FIL=9:1>T3)ICTHREL., ER0ai75.2 m
9% B|ERAEILEME LTHER, INZFKI15.6%
H NMR (400MHz, CDCl;) &: 7.64 (d, J = 2.2 Hz, 1H), 7.39 (dd, J = 8.5
, 2.2 Hz, 1H), 7.30 (d, J = 9.0 Hz, 2H), 6.95 (d, J = 8.5 Hz, TH), 6.
91 (d, J = 9.0 Hz, 2H), 3.81 (s, 3H), 3.45 (d, J = 6.3 Hz, 1H), 2.96
(d, J =6.3Hz, TH). .
AFII2-(3-/00-4-(4-/0O07x/FV)7x=)L)-2-E ROF-3-(1
H-1,2,4- ) 7YV —=)b-1-4 L) 7O/ ) T— N (I-6) DERK
AFII2-(3-/00-4-(4-/007x/FV)7xZIIV)AFTSU-2-A)
RF¥SL—K75.2 mg, DMF 0.70 mL%50 mLF+ 27 5 X JITHIABREE L 718,
MUY =157 mg, MUFTYV—IbF M) DL520.6 mgaEINZT60 CDAA
JWINZTMRLER L, 1ERICEMELT Y EZVLKBREZMZ. b
IWIVTIEME Lie, Sha1EkKEL. 1CIfRMEIRKTHEE L, HKER
BEF N D LTRER AELELEL. 7VY-ILOEEKAHESY 65.8 ng
/e, hoL70%NIZT74—(UASIV 39, 7OOFRIML BT
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F=1:1)ICTHEE L. ZEROIEW(I-6) 55.2 ng%x |EMTRAILED &
LT/, INZK61. 0%
'H NMR (400MHz, CDCl,) &: 8.17 (s, 1H), 7.92 (s, 1H), 7.80 (d, J = 2.
3 Hz, TH), 7.52 (dd, J = 8.7, 2.3 Hz, TH), 7.31 (d, J = 9.0 Hz, 2H),
6.97 (d, J = 8.7 Hz, TH), 6.91 (d, J = 9.0 Hz, 2H), 5.01 (d, J = 14.0
Hz, 1H), 4.42 (d, J = 14.0 Hz, 1H), 4.40 (s, 1H), 3.85 (s, 3H).
<&HHI2 4. LEWYIIa-1DEHR>
2-70%-1-/00-4-(4-y007zc/FI)RVEVDER
2-70F-1-/00-4-7)bA8~R>+E21.05 g, NMP 9.0 mL%25 mLF+ 2R 7
SRAOIKMATAR L%, 40007/ —)L706 mg. KEEH ' ™D £829 m
9% MATI60 CTDF A II/INZATMBIRR Lz, RIGFABN 56, bEFER. K
EMATCRBZEELEL, MLZUTIEHE L, Iha3EK%EL. 1EEEM
BIEKTHSE L, BAKMEES M) U LTEIRER. AEEEEL. RIETY
— L ORERAEMED 1.93 9587, hZL7OIMNIS5T74—( VAT
U 55 g, ANFHU)ITRE L., ZROLEWNs g% \EHFFLELEME L
TR/, IXEES56. 8%,
'H NMR (400MHz, CDCly) &: 7.39 (d, J = 8.8 Hz, 1H), 7.33 (d, J = 9.0
Hz, 2H), 7.23 (d, J = 2.8 Hz, 1H), 6.95 (d, J = 9.0 Hz, 2H), 6.89 (dd
, J =8.8, 2.8 Hz, H). ,
AFN2-(2-700-5-4-/007x/F2) 7 Z))-2-FFVTET—
hDERK
2-70%-1-/00-4-(4-y007zxc/FV)RVHE 897 mg, P avigEy
AFIA02 mg, T RSERATZSVIAT L&x25 alF R 7S RAIICMATA
RLE®B. RSATARATEMNYANRT-T8 CITARML. n-TFILY FI LI
16 mLAEMA THESE U, RIGEBD, S1EE%. 2MEEE M2 TR AL
L. 780KV ALATIOME L, BKREBF N D LATRER BELEE
L. ¥ NIZAFIOEEKREESY 1.11 95884, h5L9OIMNITS5T 4
— (VAT ) ATV, ANFH U FBET FIL=02:8—->71:29)ICTHEHR L.



WO 2019/093522 111 PCT/JP2018/041971

[0249]

[0250]

ZEL DL EM625my % MERAILEM & L TR, INZF68. 1%,
'H NMR (400MHz, CDCl,) &: 7.40 (d, J = 8.8 Hz, 1H), 7.35 (d, J = 8.9
Hz, 2H), 7.33 (d, J = 3.0 Hz, 1H), 7.15 (dd, J = 8.8, 3.0 Hz, 1H), 6.
98 (d, J = 8.9 Hz, 2H), 3.96 (s, 3H).
AFN2-(2-700-5-(4-r007xc/FV)T7 I AFTSU-2-H)
REL— DA
AFN2-(2-700-5-4-/007x/F2) 7 Z))-2-FFVTET—
K621 mg, ¥/ O0XFY 2,86 nLAE25 mLF R 7S A TICMA TAR L=
c MUXFIZIEFY Z LT OI R398 ng, KFR\EF MY D L100 mg%
MATHER U, 1%, SNELET Y EZ Y LKBRENATRINEEL
L. 2700X4% > T3EE L, EKREST MY D LTEIEER. BEEE
HEL. 7FOSUOBEEKBEEEY 716 mEBf, h5L7AXNTS5T 4
— (AT, ANFH VBB T FIL=97:3-76:24) ICTRE L. BROLE
#1243 ng%& |ERAFLEME L TR/, INE3T. 5%,
'H NMR (400MHz, CDCly) &: 7.33 (d, J = 8.8 Hz, 1H), 7.32 (d, J = 8.9
Hz, 2H), 7.09 (d, J = 2.9 Hz, 1H), 6.97-6.92 (m, 3H), 3.78 (s, 3H), 3
.61 (d, J =6.3 Hz, 1H), 2,99 (d, J = 6.3 Hz, TH).
AFIN2-(2-700-5-(4-r007x/F2)7xZ)b)-2- FOF>-3-(1
H-1,2,4- K 7YV —=)b-1-4 ) 7O T— hDEK
AFN2-(2-700-5-(4-r007xc/FV)T7 I AFTSU-2-H)
RFSL— 223 mg, DMF 2.63 nL%100 mLF+ X7 S5 A IICHIABER L =14,
MUY =457 mg, MUTYV—IbF M) D L460.3 mg&EINZT60 CDAA
JWISZATME LB Uz, 2IFERICAENIBI T Y EZ D LKBERZMA. b
I TIEMH L, IhE3EK%EL, 1EREMEIRAKTHRE LU, KR
Br N LTRER BEEEEL. 7Y OEGHRIFHEEY 267 ngk
Bl AZL00XKMTZT74—(YAFI 89, 7OORIL:EFBRIF
=1 DICTRAE L, BEOEEY(II-1) 205 gz BEBEEFH bEYE L TE
foo INZT6. 3%,
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'H NMR (400MHz, CDCl,) &: 7.92 (s, 1H), 7.86 (s, 1H), 7.32 (d, J = 8.
6 Hz, 1H), 7.30 (d, J = 8.9 Hz, 2H), 7.07 (d, J = 2.9 Hz, 1H), 6.88 (
dd, J = 8.6, 2.9 Hz, TH), 6.80 (d, J = 8.9 Hz, 2H), 4.99 (s, H), 4.9
8 (s, TH), 4.94 (s, 1H), 3.80(s, 3H).

<&mHI25. LEMI-26DEHK>

AFN2-2-700-4-4- 0407/ F2)T722)-2-AFVYTET
— hDERK

-/ 00-4-7)040 7t 71 /0,54 nl, BHKDMF 7.2 mL%25 mLF+ X
DJSROUCIMATABLEE, p-7)407x/—J)L(1) 0.448 g, xEEH ")
5 [»0.663 g&MNZ TI120 TOA A I /SATHEFER L, RISBEBMNS1.5
FEREI%. KEMATREEEIEL, MLIYTIEMH Lk, IhE2mKsk
L. SEMSIRKTIENESE Lc, BAKMEBT N U ATRER. BEEZEEL
VTN I—TINEOMERYER ., MIT ) =T —TIUEERBKD
MSO 16 mL%100 mL>+ X7 S X ICIMATAMELE, I VR325 gZ2MAT
100 COF AL/ XTMRIEI LU, RIGFEHRD 50.56[E1%. RbKRE =R
ETHEUABRICKEES ) U L3.87 g&2ilx. BUI00 CTOA A IL/SZTH
BRH L7, EICO.585E%. RISREZERITHELALZICI VX FIL0.
80 mLAEMA T35 CTDU#+—4—/SATMEIEH L7, 0.56FE%. SIFIHER
Brh)DLKBEREMATRGAEELEL, 2BLAEER. KEmMA, ML
Y C3EME L, ChZE3EKEE L. RAFMRIBKTIENESE L, EKRE S
MUY LTERE BEEABEL. ¥ NIZAFIVIEG) OBEBKREHEERY 1
Nd g &5z, AL 0OXKNTZ 74—V AT 50 g, ~NFH 2 EFER
ITFI=9:DICTHERL., ZLDLEH0.506 9 #EFHBRIEILENE LTEL
o 2T RZUNEEATY,
'H NMR (400MHz, CDCly) &: 7.81(d, J = 8.9 Hz, 1H), 7.16-7.04(m, 4H),
6.95-6.91(m, 2H), 3.95(s, 3H).

AFN2-2-/00-4-4-o4A07z/FV)7x2=)b)-2-E FOF-3-
(1H-1,2,4- b)Y 7YV —L-1-4 L) 7O/ T— b (I-26) DERK
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FITVEBEST. AFL2-2-y00-4-4-7)407x/FV)7x=
W)-2-F %Y 7t 57— 10.506 g&BiKDMAC 3.0 mL%E50 nL+ R 7S5 2 3TN
ZTHMEL, t-BuONa 0.189 g. MY XFIZIFKRFY =DV LT OI KNO.302
mg% A CERTIRH L, 0.505E %, ML T7 Y EZ DV LKBREMX
TRIGEELEL. MLIYT3EME L, IhhaE3EKikLl. 1E8EFMEEK
THE U, BAKREF M) D LTREE, BAEELEEL. ERREEER
Y1 0.239 g =87, hobLA~x N> 74— (cica YAHFIL 109, N
FHUEBIFIL=9:1)ICTHEE%ZIT\.064 g 2\EBBRALLEME LTE
foo TN%, BRKDMF 0.47 mL%50 mLF R 7SR IICMABRR L%, NY
7Y—=0.011 g, N)FY—ILF )T 10.015 g&N1ZTE0 TDA A JL/N
ATMELE®R L, 2.05BERICHEIRLCT Y EZVLKBREZMZ. ML
T CIEHEH L, ThE3EKEL. 1DfEMEBIRK TSR L, BAKEE
T hYDLTERE BEEAEEL. 7Y —ILFORGHREHEERY 0.077
g 18k, hZL70OXNITZT74—(2) ATV 109, 700K LB
ITFI=1:ICTHEELERDEY (1-26) 0.022 g #HEREEEME L
Bk,

'H NMR (400MHz, CDCl;) &: 8.00(s, 1H), 7.88(s, 1H), 7.38(d, J = 8.8 H
z, 1H), 7.08(t, J = 9.2 Hz, 2H), 7.00(dd, J = 9.2, 4.5 Hz, 2H), 6.94(
d, J =2.5Hz, 1H), 6.78(dd, J = 8.8, 2.5 Hz, 1H), 5.02(d, J = 14.3 H
z, 1H), 4.93(d, J = 14.3 Hz, 1H), 4.87(s, 1H), 3.78(s, 3H).
<&mHI2 6. ILEMI-26DEHK>
1-(4-(4-70FE7x/F2)-2-7007cZ)V)TH V-1-F VDERK

2-700-4-7)A0F7t k7 /> 691 mg, FH/KDMF 7.2 mL%&25 mL+ X
JS5ACMATAB LK. p-7OT7/ —ILT67 mg, REEAN ) D 1n666
mg% AN A T120 COA A JL/SZATIMBIEI L, RIGFEEAN 51, bBFRHE.
KIO nLE ANTRGEEFELEIHE., ML VTHE LA, B#EEZK. B8
WK THORSGSE. BKREST N VLTERIELL, BEZEEL. EElL
EYOBEREEERY 1330 ngx 157,
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'H NMR (400MHz, CDCl,) &: 7.65(d, J = 8.6 Hz, 1H), 7.52(d, J = 8.9 Hz
, 2H), 6.99(d, J = 2.4 Hz, TH), 6.95(d, J = 8.9 Hz, 2H), 6.90(dd, J =
8.6, 2.4 Hz, 1H), 2.65(s, 3H).

AFIN2-(4-(4-7OaE7z/FV)-2-/0Q7 2 ))-2-FFYT7E5F—
hDERK

1-(4-(4-7O0FE7z/F)-2-/007 2 Z)) T8 v-1-4 1330 mg. fix
JKDMSO 16 mL%& 100 mLF+ 275 X UCIA TAE L 7=%,. I VKI1657 mg %
MATI0 CTOAAIL/NZATHIEER Lz, RISEEN 50, 585E%. RISK
HEEF TARAINE, KEENY Y L3870 mgEIA T, BUI00 COA A ISR
TR L, BICO.565/E%. RINREERF TOEE. 37X FIL0.
80 mLAZMZA T35 CDYU#+—4—/NATMEIE®R L, 479%. RBMNERE
FTRYDLIKBER 10 Lz A TRIGZELEL. 5BLAEK. MLIT Y TH
H U7, Ko SEMRIEK THORESE. BAKRES N VLTEEBELE, B
WEeBEL, ThIRATIOBEBREFEENRY 1.24 2B, A5 L7007
NTST4—()ATIL 50 g, ~NFHU BT FIL=9:1)ICTHEL., Z
EEDLEMT00.9 g FEREFLENE L TR, 2TFRINE4S. 0%,
'H NMR(400MHz, CDCl;) §: 7.81 (d, J = 8.5 Hz, 1H), 7.55 (d, J = 8.9 Hz
, 2H), 7.01-6.93 (m, 4H), 3.95 (s, 3H). .,

AFIN2-(4-4-TOFE7z/F2)-2-/007xZ)V)AFTSU-2-A)
REPL—bMRUtert-TFI2-(4-4-7JOE7z/F¥)-2-/y007xz =)
VA XS U-2-HIERFIL— NDERK

25 L+ R 7SRO, XFN2-(4-4-7OE7x/FV)-2-/007x=
W)-2-FFY 717 — 1700.9 mgDREKDMAC 2.0 mLREZMA, FILIVFE
ESib. CCTHEB L, ZFIICMN)AFIVRIVEFY =0 L3 —2 R507.6
mg, STB 218.8 mgDIRICHN A, B L7, 1294, BFELT VY EZV LK
ARI0 nLEMA TRGZFE L, BBE%S MLT Y THE L, BMELET
VEZDLKER K. BHREKTORESR. CHEZEBLE, BEEZS
EL. F S VOBBREBERY 691.0 g%B/, h5L70X KIS
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74— (cica YUATIL 30 g, ~NFYV BRI FIL=5:1) ICTHEL, &E
SBDEEAFIN2-(4-4-TOET7z/FV)-2-y007 W) FF> 5V
“2-AIRFES L — M29.4 gEBEERFLEME LTHERL, NFEIT. 8% F
. BI75 9 aviYtert-JFI2-(4-(4-TJOET7 ./ F¥)-2-y007
IZIFFOSU-2-HANRFT L — 2.3 mg% B, INK5. 2%,
AFN2-(4-(4-70E7x/F2)2-y007 2 2)L)AF S5 0-2-AIR
FoL—h

'H NMR (400MHz, CDCl,) &: 7.49(d, J = 9.0 Hz, 2H), 7.40(d, J = 8.5 Hz
9.0 Hz, 2H), 6.89(dd, J =
6.3 Hz, 1H), 3.02(d, J =

, 1H), 7.00(d, J = 2.4 Hz, TH), 6.94(d, J

8.5, 2.4 Hz, 1H), 3.78(s, 3H), 3.59(d, J

6.3 Hz, 1H).
tert-7FI2-(4-(4-7OFET7x/FV)-2-/007 2 IV)FAFT50-2-5
IWRFSL—b
H NMR (400MHz, CDCLl;) &: 7.50(d, J = 9.0 Hz, 2H), 7.39(d, J = 8.5 Hz
, 1H), 7.01(d, J = 2.4 Hz, TH), 6.94(d, J = 9.0 Hz, 2H), 6.89(dd, J =
8.5, 2.4 Hz, 1H), 3.52(d, J = 6.3 Hz, TH), 2.95(d, J = 6.3 Hz, 1H),
1.44(s, 9H).
AFII2-(2-/00-4-4-7OFE7x/FV)7xZ)L)-2-E ROF-3-(1
H-1,2,4- Y 7V —=)b-1-4 ) 7O/} ) T— h(I-25) DERK
AFIN2-(4-4-7AE7z/FV)-2-/0Q7 )V AFPF0-2-h)
RE¥ESL—R129.4 mg, BE/KDMF 1.3 mL%E25 L+ R 7S5 R IICHIA TREL
=&, NUTYV—23.5mg, b TV—=ILF MY D LIRS 2 mg%&HN X T60
COFANINZATMRLUIER LU, 285E%E. EFNELET7 YTV LAKBKI0
mLZANA, MULIYTHIE Lk, K SENRIRKTORESE, BEKRES
N)DLTER U, BREBEL. 7Y —ILOEBKREHEERY 114.6 mg
8l hoL70%MNIZT74—(UASI bg, vO0OKRIML BT
FI=T:DICTHEEL., 82.2 gz REEHKE LTHL, Boh/EF%80T
DOMLIV0nLICEREL., ERTHERBRIE,. BO6NERE0CO ML
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IVTHELE, TOREIEETV. BEREO/ILEW (I-25) % HEEHE5E60.1
mg& L THE -,
H NMR (400MHz, CDCLl;) &: 8.00(s, 1H), 7.88(s, 1H), 7.49(d, J = 8.9 H
z, 2H), 7.41(d, J = 8.8 Hz, 1H), 6.98(d, J = 2.5 Hz, TH), 6.91(d, J =
8.9 Hz, 2H), 6.82(dd, J = 8.8, 2.5 Hz, 1H), 5.02(d, J = 14.3 Hz, 1H)
, 4.94(d, J = 14.3 Hz, TH), 4.87(s, 1H), 3.80(s, 3H).
<&mBBI2 7. LEWMI-2805H>
1-(2-/00-4-B,4-U 70407z /FV) 7 Z)) TV V-1-F VD&
B
2-y00-4-7)4aF7t 7/ 1.359%DMF 10mlITEfR L, 3,4-T 7
AL 7x/—I)b 1LI3gRKREED ) 7 L1.31g%& 1A, 90°C TORFEIIRIE L
oo RIGKETTR. ML IVEMABREZKRUHEFMBIRKTHRE. EKR
BN DLTRELE BAEEZEBEEL. BEZHZL70%NTZ5714—(
Y AT 60g, NFYU/EBETFIL=10/)ICE > THRE L. BEEDEEY
1.528g % EEMTHEE & U THEL, N9, 0%,
'H NMR(400MHz, CDCl;) &: 7.65 (d, J= 8.8Hz, TH), 7.24-7.16 (m, 1H), 6
.99 (d, J=2.4Hz, 1H), 6.94-6.88 (m, 1H), 6.90 (dd, J= 8.8, 2.4Hz, 1H)
, 6.83-6.78 (m, 1H), 2.65 (s, 3H).
AFIIN2-(2-/00-4-3,4-7)WAQ 7T/ FV) 7 Z))-2-FFVT
25— FDEK
100ml+ R 75 XOICRIETER LE1-(2-200-4-3,4-Y7)bA07 =
JXU)TTZIV)ITH V-1-F > 1.453g%FFE L, DMSO 20mlZ&IN X TAMEL
foo TZICADFEANQGEMAN00CTDF A /SR TOSEEHERER LA, K
MR TR, B0CETHRELAE. T TICKEENY 9 L4.9679% 1%, 100CT
0.50FEIRH Ll IN%EBCTHTHREAL., JZICA—RXH1.05ml%zEM
L. 35CTILOBEERI L, RN T, SEFEMEET N U LAKBKRTE
FOIVREVIVFL., MLIVENA. fiBLEBREEZM4 M5B L
oo BELIZBEHAEE NLIVTTHAYTF—2av L, £OBRICNMA T, B
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ROBEKEA DB L CTKBAEZ MLITYTHE L, BB TKRUEE
MBRIEBEKTHE L, ThEBKBEBTN)DLREL., REEZEELE,
BBENASLIOAXNTZ 74— () AT 30g. ~NFH /BT FIL=10
/MICE > THEE L. BRDILEY 0.9629% E@ikikE L TEL, XK. 3
%
'H NMR(400MHz, CDCl;) &: 7.82 (d, J= 8.8Hz, TH), 7.27-7.19 (m, 1H), 6
.99-6.93 (m, 3H), 6.87-6.82 (m, 1H), 3.96 (s, 3H). .

AXFII 2-(2-y00-4-GB,4-¥7)A07z/F)T72)L)-2-EROF
2=3-(1H-1,2,4-h U 7V —=ib-1-4J)V) TO/NJ T—h(I-28)DERK
METESONAEXFI 2-(2-y00-4-(,4-U 7407/ F¥)7 =
W)-2-FF*YF7tF— bk 0.6109%DMF 3, 5mLITAAE L. TMSOB 0.3559, R
NUTZYV—ILF R 460.2079%-20CTHlx. EREE TR LA SIEREE
Lz, TNESCONRICANIFEER L2, RIGKTH%, BBt 7 >
EZULKBREZMA. BRI FILTHE L, BEEZKTIEMNEF LK
. BMBEKTHES L, BEBEAEKREST N VLR LABICAES
BEL. BBEASLIOTKNTZ 74— (Y ATV 169, ~NFH v /HeEg
ITFI=1/ICL>THREL., BEDILEY0. 18097 ABEEKE LTHRL, X
24, 4%,
'H NMR(400MHz, CDCl;) &: 8.00 (s, 1H), 7.88 (s, 1H), 7.43 (d, J= 8.8H
z, H), 7.17 (dt, J= 9.7, 9.0Hz, 1H), 6.97 (d, J= 2.5Hz, 1H), 6.87 (d
dd, J= 10.8, 6.6, 2.9Hz, 1H), 6.81 (dd, J= 8.8, 2.5Hz, 1H), 6.74-6.79
(m, TH), 5.02 (d, J= 14.3Hz, TH), 4.94 (d, J= 14.3Hz, 1H), 4.89 (s,
H), 3.80 (s, 3H). .

<&mHI2 8. ILEMI-T6DERK>

1-70F-2-/00-4-(4-70aRyI)V)AF )RV EVDERK
4-7OF-3-/007x/—J)L1.156g%DMF 10mlICSBAE L., p-7OORY Y
oS4 K 0.924gR URBEN ) 2 £0.9379% 11 2.80°C TIBSEIHEM L 72,
R THE, MLIVENAERBEKRUBENERIEKTRE BKHRES
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M)DLTEE L, BREZEEL. HEOZFR(LEW. 808g% K mBMT
iR & L T8, IXEIT. 7%,
'H NMR(400MHz, CDCl;) &: 7.47 (d, J= 8.9Hz, TH), 7.36 (d, J= 8.6Hz, 2
H), 7.32 (d, J= 8.6Hz, 2H), 7.06 (d, J= 2.9Hz, 1H), 6.73 (dd, J= 8.9,
2.4Hz), 4,98 (s, 2H).

AFII 2-(2-700-4-(4-20ORVIIVFFI) T ZIIV)-2-FFVY T
tF— MDA

25ml@ 2D O7 S AOIRIETER LAZ1-70E-2-700-4-((4-2 0N
VIIAFU)RVEY 1.0009%FFE LTHF 6. 0mUTAE L/, ThEaWE-
T0CITAREI L. 2.67M / n-TFI ) F O L/ANFH VAR 25ml %2453 E THE
Tl BEIRETONERE LR, 29T X FI10.4279% THF 3nlIA
RLEAREIDBETET L, 0. 7oREEH L, RIGKT %, BEREMX
HEER T F )L CHIE Lo KR URBIRNRIEK THESER, BEKRE S MY D LT
HIEL, BEEZBEL. WEEHZL7OXNITZ 74— A5 309
CAFYH VBRI FILT/NDICE > TRE L. ZEROEE10. 6359 % A
MREE LT/, IXEE62. 2%,
'H NMR(400MHz, CDCl;) & : 7.82 (d, J= 8.8Hz, 1H), 7.38 (d, J= 8.6Hz,
2H), 7.34 (d, J= 8.6Hz, 2H), 7.02 (d, J= 2.4Hz, 1H), 6.95 (dd, J= 8.8
, 2.4Hz, 1H), 5.10 (s, 2H), 3.95(s, 3H),

AFII 2-2-700-4-(4-7O0ORVIII)FF2) 7 Z)L)-2- ROF
2=3-(1H-1,2,4-h U 7V —=Ib-1-4J)V) 7FO/8) T— ~(I-76) DEK

RIETELONEAFI 2-2-700-4-(4-7O0axRyI)FF2) 7=
W)-2-F %Y 7t 57— 10.604g%DMAc 3.5mLICIEAZ L., TMSOB 0.336g9. R O*
N)TZY—=IbF K)o L0.195g%& M0 A, ERTO.565/. 50°C T2RFRERIE L
oo RIGKETH. BFMIBLET7T VY EZDLKAREZNA. BFEEITFILTHEL
oo BEZKTIEMEER LR, BNRIBKTHRE L, BEEZ HEKREE
FR)DLBIRLRICAEEZBEL, BBEZHZLI7AT NI ST 14 —(
JASI 159, NFHV/EBETFIL=1/)ICL > THRE L. BRDI1LEH0.1
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[0264]

29z BEAEE LTHE, INE25.5%,
'H NMR(400MHz, CDCLl,) &: 7.97 (s, 1H), 7.86 (s, 1H), 7.38-7.31 (m, 5H
), 6.98 (d, J= 2.6Hz, 1H), 6.77 (dd, J= 8.8, 2.5Hz, 1H), 4.99 (d, J=
14,24z, 1H), 4.98 (s, 2H), 4.93 (d, J= 14.2Hz, 1H), 4.85 (s, 1H), 3.7
8 (s, 3H).

<&mHHI2 9. LEWIIIc-1DERKR>

1-(2-900-4-(F789 L V24 VA F) T2 ZIV) T I V-1-F VDERK

2-sO0-4-7)A0F7t b7/ 1.23g%DMF 11InlISBEEL. 2-F 7 b
= LI29RCREED ) D L1, 18g%& N A. 90C TARFEIRE L, RIGKT
%, MLIVEMAEBREZKRCEMBIRKTHES BKREFN) DL
T L, REZEBEL. BBEHSL7OXMNITZT74—(2 AT 4
0g. NFHV/BEEBTFIL=10/1)IC&L > THEE L. ZERDILEY0.9689% B
FERERIA S L T8k, INXR4L5. 9%,
'H NMR(400MHz, CDCl;) &: 7.89 (d, J= 8.9Hz, 1H), 7.86 (d, J=8.8Hz, 1H
), 7.77 (d, J= 8.0Hz, 1H), 7.65 (d, J= 8.6Hz, 1H), 7.54-7.45 (m, 3H),
7.23 (dd, J=8.9, 2.4Hz, 1H), 7.04 (d, J= 2.4Hz, 1H), 6.95 (dd, J= 8.
6, 2.4Hz, 1H), 2.66 (s, 3H).

AFN2-(2-700-4-4-F 789 L -2-ANFFI) Tz ZIIV)-2-FFVY T
tF— MDA

100ml+ 275 ROICFPIETEK LA1-2-200-4-(F 7% L -2-1 L7
F)TIZN)THV-1-F20.9529%FFE L. DMSO 10mlEMNA TEMRL
o TTITIAVFR2.609%MZ100C DA A JL/NRATO. SEEEEHRER L, Rib
BT, 0CETAMULAK. T ZICREEHNY D L3.11g%&MA. 100CT0.5
IR Lce TESBCHTHAL, ZZICI— KX & 20.65mlZEML
. BCTILOFERH L, RIS TR, BFMEMRES M) D AKBSKRTER
OAVRZYVIVFL., MLIVZEMA. FIELEBERZESM4 M2BLE
o BIRULEEHEZ MVIVTTAYT—Yav L. EOBRICNA T, BK
DEMBEZDBEL TKEE MLIYTHE L, BEE %/t TKERUEEM
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[0266]

BIBKTHE L, ChEBKMEBT N VLEBRL, BEEEE L, &
BEAZL7OTNTST74—(2 ATV 309, NFH5 /BT FIL=10/1
NSk > THEL., ERDILEY 0.579% MERIEA S L TEBE, INE53.0%
'H NMR(400MHz, CDCl;,) &: 7.91 (d, J= 8.9Hz, 1H), 7.87 (d, J=8.9Hz, 1H
), 7.81 (dd, J= 8.4, 0.5Hz, 1H), 7.79 (d, J= 7.8Hz, 1H), 7.56-7.47 (m
, 3H), 7.23 (dd, J=8. 9, 2.4Hz, 1H), 7.03-6.98 (m, 2H), 3.95 (s, 3H).
AFI 2-(2-y00-4-(F79Lv-2-4)LFF2)T7xZ)V)-2-£ ROF
2=3-(1H-1,2,4-~ U 7V —=Ib-1-4J)V) 7a/X /) T— b (I1Ic-1) DERK
METELONEAFI 2-(2-y00-4-4-F 79 L v-2-( LFF2)Tx
Z)-2-FFY 75— 10.5309%DMF 3mLITSAAE L. TMSOI 0.3459, KUk
7V = M) L0 15795 A, ERTOREIRE® Lz, TN%EL0CTO
INZITANZBSRERE Uic, RIGRT %, BAFIGRIET v EZ D LKBKREMA
BT FINTHIH L, BREZKTIEEF LR, SHMBERKTHREL
Teo BMBEEKRET N DLRELLRICAEEZEZEEL, BEBEEZHS L
oA NTS 74— (2 VATIV 990 ANFHU/EBRIFIL=1/3)ICL > THE
L. FEDEEW0.4029z BEEGRE L THL, IXEE28. 4%,
'H NMR(400MHz, CDCl;) &: 8.01 (s, 1H), 7.89 (s, 1H),7.89-7.84 (m, 2H)
, 7.76 (d, J= 8.0Hz, 1H), 7.53-7.40 (m, 4H), 7.21 (dd, J=8.9, 2.4Hz,
1H), 7.03 (d, J= 2.5Hz, 1H), 6.88 (dd, J= 8.7, 2.5Hz, 1H), 5.04 (d, J
= 14,3Hz, 1H), 4.95 (d, J= 14,3Hz, 1H), 4.90 (s, 1H), 3.80 (s, 3H).
<&mHI3 0. ILEMI-3bDEH>
1-(2-/00-4-4->T7 /) 72/ F V)T THV-1-A VDERK
2-/00-4-704a7tE 71/ 1. 21gaN-X FJL-2-¥0"1) K (NWP)
15mUTAREL, 47/ 7/ =1, 260V REE S D £3.89g% N4, 130
CTIBEEE L, RIBETHE., ML IVAENAARE A KR UBEMEREK
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T, BAKMEBFI M) VLTER L, BEEEEL. BBEEHSL00
Y hTST7 4= (2 YATI Tbg, ANFHU/EREET FIL=10/1)IC & > THEH
L. ZBEDILEY 1.4669% |MEMTAREE L TR, INZEKT3. 9%,
'H NMR (400MHz, CDCl;) &: 7.70-7.67 (m, 3H), 7.12-7.09 (m, 3H), 6.99
(dd, J= 8.5, 2.4Hz, 1H), 2.67 (s, 3H).

AFN2-(2-000-4-4->T7 /)72 /)F) 72 ZI)-2-FFV T T —
hDERK

100l 275 AIICHIETARLAEI-(2-700-4-(4->F7 /) 72/ %)
7TV T U-1-F 1,439 FE L. DMSO 20ml%=MA TER LA, 2
1239 5R3.8%4g% M2 100C DA 1 JL/N R TO, SEEEIHEIRIER Lz, RIGKT
%, 0CETAR L. TTITKREBHY 7 L4.66g%INZ. 100°C TO. 5EFE]
B LA, ChE3BCETHHNL, CICI—KXxH 1. ml%EEML., 35C
TO0EIREH Lic, RIS TR, BNEWMET M) D LKBARTREIVR
ZOTVFL. MLIVEMZ. FIHLAEBERZES A M5B LA, BEXL
FEEEMIZIVTTAYT—2a v L. BOBRICNMA =, BBROEEE
EREELTKEZ MLIUTHE Lz, BRBZHE TKRUBEMEEKT
L, INEEKREEF M) DLERL, AEEsEELL, BEEHS
L7AXNTST74—(2 ) AT 359, MILITV/BEBETFIL=5/1)ICL>T
BELBIIATY Y /ERBRIFILLUBERETV. ZER0LEH0.6439%
MOEKE LTHL, INK38.8%.,
'H NMR (400MHz, CDCl;) &: 7.85 (d, J= 8.6Hz, 1H), 7.48 (d, J= 8.9Hz,
2H), 7.16 (d, J= 8.9Hz, 2H), 7.08 (d, J= 2.3Hz, TH), 7.03 (dd, J= 8.6
, 2.3Hz, TH), 3.97 (s, 3H). .

AFN2-(2-700-4-4->T7 /7 /F2)7 )2~ FOF>-3-(1
H-1,2,4- b)) 7V —=Ib-1-4 L) TO/R ) T— ~(I-35) DEER

METELONEAFN2-(2-/00-4-4->F7 /) 7/ FV)T T Z)b)-2-
FFY 77— b0.620g%DMF 4,5ml (AR L. TMSOB 0.374g, KU MY 7
V=T MY L0.216g% 00 A, =R TO.5EFEEH DK, 50C T, 505EE
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[0270]

Bl RIGRTH., SIELET7 Y EZYLKBRENMA. BRI FIL CH
U7, BREEZKTIERES LR, BNRRKTESRLL, AREZEK
M MO LRRLAERICAEZEEL. BREZHSL/AOX NI ST 4
— () AHI 159, NFHU/EBETFIL=1/4) Ik > THE L., EZLZDLE
#10.2029% HEEHF & L THEE, INEK25.8%,
H NMR (400MHz, CDCly) &: 8.01 (s, 1H), 7.88 (s, 1H), 7.66 (d, J= 8.9
Hz, 2H), 7.48 (d, J= 8.7Hz, 1H), 7.08 (d, J= 2.5Hz, 1H), 7.05 (d, J=
8.9Hz, 2H), 6.90 (dd, J= 8.7, 2.5Hz, 1H), 5.03 (d, J= 14,3Hz, TH), 5.
00 (s, 1H), 4.96 (d, J= 14.3Hz, 1H), 3.81 (s, 3H).

<&EBI3 1. LEMI-290EH>

1-(2-700-4-(4-/00-3-7)bA07x/F2) 7)) TYV-1-F Y
DE X

2-sO0-4-7)0A0F7t b7/ 1.43g%DMF 15mlICBEE L. 4-0 00
=3-7)0FB 7/ —)b 1.50gR VRN ) D L1.62g% 1A, 100°C TIEFHE
WL, RIGKRTE. MLIVZEMZAERE Z KR UTHEMEBIRK TSR,
BB N) VLTERE L, BEEEEL. BEEHSL/OT NI
74 —=(ZUBTI 609, ANFHU/EREETFIL=10/1)ICL > THERL., &5
DiLEW2. 2229 % |BEMTARE E L TR, NS89, 4%,
'H NMR (400MHz, CDCly) &: 7.65 (d, J= 8.6Hz, 1H), 7.41 (t, J= 8.7Hz,
1H), 7.02 (d, J=2.4Hz, TH), 6.93 (dd, J= 8.6, 2.4Hz, 1H), 6.88 (dd, J
= 9.6, 2.7Hz, 1H), 6.83 (ddd, J= 8.7, 2.7, 1.3Hz), 2.66 (s, 3H).

AFN2-(2-/00-4-(4-/00-3-7)04a07x/F2) 7 2I)V)-2-FF
YT7tTF— MDA

100mlF 273 AOICRIETERK LE1-(2-700-4-(4-/00-3-7)b4 0
JI/FV)T7TZI)IT S V-1-41.5089%FFE L. DMSO 20ml A1 X TA
L7, TTICT A 099%MA100C DA A JL/NZTO. SBEREH#AER L
o RINIRTT. 0CETARM UK. T ITKEEHNY 7 L4.859% M. 100
CTTO.5B5E B Lz, Tha3BTETAHAEL, 2T —FKX45U1.0nl%
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EBML. 3BT TIREFER L, RDETER., SBMERERS NV LKAK
TREIVFREIVIVFL., MVIVEMA. B LEBHEEZEZSM K58
L7ce IBELEZE®HE NVIYTTFAYT—2av L, ZOBRICIA .
BROBEMBAEDE L TKBAE NLITYTHE L, BEBEHE TKRT
BFIRIBEKTHE L, ThEBEBKBEBFTN) VLAELEL, REEZEBELE
o BMBEAZLVOATNTISZ T4 —( VAT 339, ANFHV/BFBITFIL=
6/NICEL > THEL., ERDILEW. 06495 KB RRIKE L THER, INEK61,
5%
'H NMR (400MHz, CDCl;) &: 7.83 (d, J= 8.6Hz, 1H), 7.45 (t, J= 8.7Hz,
1H), 7.02 (d, J=2.4Hz, TH), 6.98 (dd, J= 8.6, 2.4Hz, 1H), 6.92 (dd, J
= 9.4, 2,7Hz, TH), 6.86 (ddd, J= 8.7, 2.7, 1.3Hz), 3.96 (s, 3H). .

AFN2-(2-/00-4-(4-/00-3-7)0407x/F2)T7x=)L)-2-ER
OF>-3-(1H-1,2,4- b Y 7V —J)L-1-41)L) 7O/ J T— M(I-29) DERK

RMIETELOLNAXFI 2-2-y00-4-4-oyo0-3-7/)L.407x /%)
JxZ)-2-FFY T EF— M. 05g%DMF 6ml (T3EME L. TMSOB 0.5799, R
CRYFPY—IF M) £0.335g%0CTMA. EREFTRLAHNSI0DER
L7ce INZSOCD/NZTOERE®H L, RIGK TR, AFELT7 VE=
U LKABRENMA. FFEETFILTHE L, BREBZKTIENELE. &
MRIBKTHE L, BMBEEEKRET N U LRELLRICAEEEE
L. BEZHZL0OXMTZT74—(2)ATIL 209, NFH /BT F
W=1/0IC& > THEE L. ZERDba. 38095 XBHBE RS L TEL, XX
29.3%, 'H NMR (400MHz, CDCl;) &: 8.01 (s, TH), 7.87 (s, 1H), 7.43 (d
, J=8.8Hz, 1H), 7.38 (t, J= 8.7Hz, 1H), 7.02 (d, J= 2.5Hz, 1H), 6.87
-6.82 (m, 2H), 6.76 (ddd, J= 8.7, 2.7, 1.3Hz), 5.02 (d, J= 14.3Hz, 1H
), 5.01 (s, 1H), 4.94 (d, J= 14.3Hz, 1H), 3.80 (s, 3H).

<&mHHI3 2. LEWIIb-120 &>

1-(2-(4-v 007 /FV) 72T V-1-FVDERK

2-7)AaFtE T/ 1,24g%DNF 15mUTBEEL, 4-7 007/ —
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[0274]

V12699 R U RBE 2 D £13.82g& N A, 100°C Th. SESEIHES L. RIGHE
T#H., NIV ENMAEHMBEZ KR UCRENRIBEKTES. BKMBFL)D
LTHELE, BEZBEL. BEZHAZL7OTKNTIZT74—(2 VAT
30g. NFHY/EBITFIL=T/DICL>THEEL. ZERRDILEY.30g% EE
FERERIA S L T8, INK58.7%,
'H NMR (400MHz, CDCl;) &: 7.83 (dd, J= 7.8, 1.8Hz, 1H), 7.45 (ddd, J=
8.3, 7.3, 1.8Hz, 1H), 7.32 (d, J= 9.0Hz, 2H), 7.20 (ddd, J= 7.8, 7.3
, 1.1Hz, 1H), 6.95 (d, J= 9.0Hz, 2H), 6.90 (dd, J= 8.3, 1.1Hz, TH), 2
.61 (s, 3H). .

AFN2-(2-(4-/ 007/ FV)T2ZN)-2-AFYTET—bDOEK

100ml+ R 75 XOICRIETER LE1-2-(4-ry007c/F¥)7 =)L)
THV-1-F1,289%FFE L. DMSO 20mlAEHIZ TEME L=, T TICAHEL
209%MNA100C DA A JL/SX TO.SEFEIR#IREI L, RISK T, 60CET
AR L%, TTICREA Y 9 A5.00g% A, 100°C T, SEEE#R L, &
NEBCETHHAML., TZICI—RKXH1.05ml%BM L. 35C T2EEFEI
L. RIGKET &, SEFBEMER S M) D LKAEKR., MLIVZMA. L
AR EtESM4 MABLE, BERRULAEZEFEZ MLV TTAYT—2av 0L
. SEDOBRICNA T2 BBROEREEDEEL TKEBZ ML TV THELL,
EREZHE TKRURNRIEKTHEE L, CTNEEKREFN) D LR
BL., BEEEE L, BEEZHSL2OXNTS74—( ) AT 329,
AFY VBRI FIL=T/DICE > THRE L. ZEROEEY. 01195 KEBK
& LT/, IXE67. 2%,
'H NMR (400MHz, CDCl;) &: 7.96 (dd, J= 7.8, 1.8Hz, 1H), 7.55 (ddd, J=
8.5, 7.3, 1.8Hz, 1H), 7.35 (d, J= 8.9Hz, 2H), 7.26-7.22 (m, 1H), 7.0
0 (d, J= 8.9Hz, 2H), 6.86 (d, J= 8.3Hz, TH), 3.72 (s, 3H). ,

XFN2-(2-(4-yO0m7z/FV)7x=))-2-t ROF-3-(1H-1,2,4-
) 7Y —b-1-4)L) 7O/ T— h(1Ib-12) DERK

AETELONEXFI 2-2-4-700 7z /F) 72 2))-2-FFVY 7T
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[0275]

[0276]

25— ~1.01g%DMF 7ml (3AAE L. TMSOB 0.6609. RU'KY 7YV —ILF+ 1Y)
D £,0.381g%0CTHA. ERFTRELANSI0ER L, ThE50CTHON
A T25B5EER Lz, RIGKTHR. SAMRLET VTV LKAREMA. B
BIFITHE UL, AREZKTIORS LK. SENSEKTHERELE,
EMBAEKREET M) VLR LBIAEEEEL. BEENSL00
RENTST4—=()ATI 209, NFH2V/BEEITFIL=1/3)ICL > THREL
. EROEEY0. 27335 AEER E L TRk, INE21.0%,
'H NMR (400MHz, CDCl;) &: 8.05 (s, 1H), 7.85 (s, 1H), 7.44 (dd, J= 7.
8, 1.6Hz, 1H), 7.32-7.27 (m, 1H), 7.30 (d, J= 9.0Hz, 2H), 7.20 (ddd,
J=8.6, 7.3, 1.1Hz, 1H), 6.90 (d, J= 9.0Hz, 2H), 6.86 (dd, J= 8.1, 1.
OHz, 1H), 5.03 (d, J= 14,1Hz, 1H), 4.87 (d, J= 14.1Hz, 1H), 4.59 (s,
1H), 3.55 (s, 3H). .

<&GHHI3 3. LEWIIIb-10D &>

2-(4-70%-3-7007x/F2)-5-y00E) D VDER

2,5- 00 Y741.3 mg, N-AF)LEOY R29.0 mL%E25 mLF R 7
SAOICMATAR L%, 4-70F-3-7007x/—)L1.14 g, kBB
D 1,96 g&ENATIBOC DA A LS TIEIER L, SBIEEI%. BTV
EoDLKBEBREMA., MLIYT3OMEE Lz, Ih%E3EKEL. SBHE
BKTIENES Lz, |AKREEF N U L TEER. BEEEEL. V7Y —
WI—FTIVOBEREHEEY 1.9 92Tk, h>53L707MT5T74—(¥
AT, NFH VBRI FIL=100:0—95:5) IC THEE L. ZRLEa2-(4-
JOE-3-/007zx/FY)-5-700F) UU1.53 gaEEKKEEHE L
TiF7, INZ95. 9%,
H NMR (400 MHz, CDCl,) &: 8.12 (dd, J = 2.7, 0.6 Hz, 1H), 7.68 (dd,
J=8.7, 2.7 Hz, TH), 7.62 (d, J = 8.7 Hz, TH), 7.27 (d, J = 2.7 Hz,
1H), 6.94 (dd, J = 8.7, 2.7 Hz, 1H), 6.93 (dd, J = 8.7, 0.6 Hz, TH).

(o)

AFIN2-(2-700-4-((5-7 00K D V-2-4)V)FF2) T 2 =)V)-2-F



WO 2019/093522 126 PCT/JP2018/041971

[0277]

FYTHET—MOERK

AETELONE2-4-70E-3-/7087x/F>)-5-700E) 2640 m
9. YaAUBYAFI2284 g, TRSEROTS5.0 mLAE25 nLF R TSR
A TEBELUIEE. RSAT7ARAT7ERNYINRT-78 CTITHEL, -7
FIYF240.82 nk (2.67 MEMATEHEER L, RIGEHED S1. 5EEEIE.
NIEER AN A TRISZEFIEL., 700KV ALTIOHE Lz, B|KWRES MY
D LTERE, BEABEL. ¥ NIZAFILORBREREEENTI8 ngx BT
o AZLIAXKNTST4— () ATIV, NFH U FHBET FIL=88:12H 56
7:33)ICTHEL. ERDibaAFIL2-(2-y00-4-((b-y oKy v v-2
A FFV)TTZI)-2-FFY TtF— 1338 ngx E\EEFHELEME LT
1§7=, INZE51. 6%,
'H NMR (400 MHz, CDCl,) &: 8.17 (dd, J = 2.7, 0.6 Hz, TH), 7.87 (d, J
= 8.6 Hz, 1H), 7.74 (dd, J = 8.7, 2.7 Hz, 1H), 7.25 (d, J = 2.2 Hg,
1H), 7.17 (dd, J = 8.6, 2.2 Hz, 1H), 7.00 (dd, J = 8.7, 0.6 Hz, TH),
3.96 (s, 3H). ,

2-(2-7o0-4-(5-7opEyYvy-2-4)L)FFv)7x=)V)-2-e KOF
2-3-(1H-1,2,4- KUY 7/ —=iL-1-4 ) TO/N ) T— M (L EWIIIb-10) D&
1573

METESONEXFIIL2-(2-y00-4-(5-y0aByY I v-2-1 L)Xt )
JIZ))-2-FFVTFETF— b 313 mg, NN-UAFIT7H N7 I RI,44 L
B0 mLF RS RUCMATABELEZE. M) 7Y —ILF YT L114 mg,
TMSOB 200 mg% 1A T50 THA A JL/NZA THEEH Lz, RIGBIEAD 53
B, BIET7VEZVLKBREZMA. MLITUTIEHMEHLE, IhzlE
KFEL. SEMRIBKTIENEE L, BB M) D A TRER, BiE%E
EL. PY—ILOEBKEEEY 338 mg%8f, h5L7OXNTS5T4—
(P YUASFIL, 200K L BEEET F)1=47:53-0:100) ICTHEHE L. ZELOD
ftae-(2-onn-4-(-y 00y I v-2-4 L) FF>) 7z Z))-2- R
OF-3-(1H-1,2,4-F Y 7V —JLb-1-4J)L) FO/XJ T— | 166 mg% fREHL
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TR E L TR, IR42, 3%,

'H NMR (400 MHz, CDCl;) &: 8.14 (d, J = 2.7 Hz, 1H), 8.03 (s, H), 7.
89 (s, 1H), 7.69 (dd, J = 8.6, 2.7 Hz, 1H), 7.50 (d, J = 8.7 Hz, 1H),
7.20 (d, J = 2.4 Hz, 1H), 7.02 (dd, J = 8.7, 2.4 Hz, 1H), 6.92 (d, J

8.6 Hz, 1H), 5.06 (d, J = 14.2 Hz, 1H), 4.91 (d, J = 14.2 Hz, 1H),

N

.89 (s, T1H), 3.79 (s, 3H).
<&BI3 4. LEMI-3B3DEH>
(4-(4-70F-3-7007x/FV)T7xZNIRVETILAO-AS-H)LT
7 VDER

ATNAQT TP T 7—_UHT)LA 1) K890.8 mg. DMF 7.2 nL%3
0 MLEEEICHMATARLALZ, 4-70F-3-y007 ./ —)L914.8 mg, [k
Btz [51.5680 g% MNAT120 COA A /SR TMEIER L. RIGEHA
M OARFEER. SBMAELET7 VYV EZVLAKBREMATRIGEZELEL, ANFFY
T3EHE Lie, IhZ2EK%E L. 1CfEMRIEKTHESE L, EKRES -
)0 LTERE, BEEZBEL. 27 —IILOBERAEREY 1.5400 g%
Blee AZLVAINTZT4—(2VATIN, NFH)ICTHERL., E5C
DIEEHM(E-(4-70F-3-/007c/FV) T2 2)V)RVY T )LF O-A5-H
W7 71,3452 g BEBRELEME L TR, IXK81. 9%,
'H NMR (400 MHz, CDCly) & : 7.74 (d, J = 9.1 Hz, 2H), 7.62 (d, J = 8,
8 Hz, 1H), 7.18 (d, J = 2.8 Hz, 1H), 7.03 (d, J = 9.1 Hz, 2H), 6.85 (
dd, J = 8.8, 2.8 Hz, 1H). .,

2-(2-700-4-4- RV INAO-A-RNT 7)) 7/ F2)7 =)
)-2-F X VERA FIOEK

METEONA@G-4-70E-3-/007c/F) T ZW)RVY T )T
O-As-HJIL77409.9mg, FhSERATSV1.5mAE25 nlF X 7523
WA TERBRLERKA L, 4V 7O ITRY U0 R - 186 F
D LA I8 mL (1,27 MZMA TE#H L, 309%. s007)FF2)L
BEXFIL0. 15 Lzl A, BB EEIT 2, 165E%. NEBEZNA TRIGEZE
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IEL. 200FRILALTIEMEE U, KRBT N D LTRIER, BELE
= L. BEREREY 524.6 gEBl, h5L7O0X TS5 T74—(2 YN
TFIb. NEYV/EREETFIL=91/9->70/30) ICTHERE L. BEROILEW2-(2-
O0-4-(4-RY&T7)A0-A-RJ)T77=IV) 72/ F2)T7 2 2))-2-FF
VEFER A FIL59.2 mgE MERIKIEEME LTRL, INFK14.2,
'H NMR (400 MHz, CDCl;) & : 7.85 (d, J = 8.6 Hz, 1H), 7.82 (d, J = 9.
1 Hz, 2H), 7.14 (d, J = 9.1 Hz, 2H), 7.07 (d, J = 2.3 Hz, 1H), 7.03 (
dd, J = 8.6, 2.3 Hz, 1H), 3.97 (s, 3H).

2-(2-700-4-4-(RyH7)A0-A-ZNT77=I))T7x/FV)7x=
V)-2-E ROF2-3-(1H-1,2,4- KN Y 7V —-1-1)L) 7OEZF VEE X FIL(
IE&¥I1-33) DERK

FIETELONE2-(2-700-4-(4-RY 4 7)A0-A-2 )7 7=)IL) T T
JXV)T T ZIV)-2-F FVBEEE X FIL59.2 mg, DMAc 0.2 mL%A50 mLF R 7
FRAAUTMATABELE. M) TPY—ILF YT L16.9 mg, TMSOB 29.5 m
9% A T50 COF A JL/INATHERFEH L, ER. BLELT7VEZV LK
BREMA. MLIUTIEHE L, Cha1EKEL,. SBFRRIEKTIESE
B Ule, MBKEREES MY U LTEIRE, BELZEEL. BEGKREHERY 59,1
mg%=1Src, AZLVATNITZT74—(2 ) ATV, 700FRIVL/EBRIF
=1/ DICTHERE L., BEDEEW2-(2-/00-4-(4-(RV & 7)F0O-A5-R
W77ZI)7xc/F2)7x2))-2- ROF2-3-(1H-1,2,4-b ) 7/ =)
1= ) 7OEF VEE X FIL(IEEHI-33) 25.1 moE B|ERELEYE LT
1§7=, UNEE35. 3%,
'H NMR (400 MHz, CDCl;) & : 8.00 (s, TH), 7.89 (s, 1H), 7.76 (d,
9.1 Hz, 2H), 7.48 (d, J = 8.8 Hz, 1H), 7.07 (d, J = 2.5 Hz, 1H), 7.03
(d, J =9.1Hz, 2H), 6.90 (dd, J = 8.8, 2.5 Hz, TH), 5.03 (d, J = 14
.3 Hz, 1H), 4.96 (d, J = 14.3 Hz, 1H), 4.87 (s, 1H), 3.81 (s, 3H).

[
1l

(o)

<&mHI3 5. ILEWI-31DERH>
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1-(2-/00-4-(2,4-Y 70407z /%) 7)) THV-1-F VD&
1573

2-700-4-7)0A07t b7/ 1.31 g%NMP 14 mLICABRE L, 2,4-Y
JhAOT7 T/ —IL1.02 gRKEEH Y D L1.27 g&ANA. 100 CT5. 5B
WL, RIGKRTE. MLIVZEMZAERE Z KR UTHEMEBIRK TSR,
BB N) VLTERE L, BEEEEL. BEEHSL/OT NI
T4 —(VATIN, ANFHV/BBRIFIL=9/DICL>THREL, ERLRDLEE
#11.65 g& MEMTAREE L TR, IXNKTT. 3%,
'H NMR(400 MHz, CDCly) & : 7.64 (d, J = 8.7 Hz, 1H), 7.16 (td, J = 8.
9, 5.5 Hz, 1H), 7.02-6.90 (m, 3H), 7.01 (dd, J = 8.7, 2.5 Hz, 1H), 2.
64 (s, 3H).

2-(2-y00-4-(2,4- 70407/ FV) Tz ZI)-2-F FVEBEA F
IWDERK

METELONAEI-(2-700-4-(2,4-Y 7407 /F2)T7 2 Z))ITH
v-1-7 1,652 g, DMSO 20 mL%&100 mLF+ R 7S XA JICMA TAR L, &
ZICTU3R5.70 g% 12100 COA A JL/NZATO.SRRERER L, RGK
TH. 60 CETAEILAE., T TITKREEAD'Y) D 45,76 g&iNZ. 100 CTTO.
bEFEIREM Lce TN%3b CETHAL, JZIKI—KX4 1.2 nLzB
L. 35 CT2585MRIr L, R T, SAMEMERS N VU LKAKT
BEOIATREZIVIVFL. MVIVENA, B LEBREESM4 M58
L7ce IBELEZE®HE NVIYTTFAYT—2av L, ZOBRICIA .
BROBEMBAEDE L TKBAE NLITYTHE L, BEBEHE TKRT
BFIRIBEKTHE L, ThEBEBKBEBFTN) VLAELEL, REEZEBELE
o BBEAZLIVOATNIS 74— (Y ATI. ~NFH Y /EBETFIL=5/1)
ICk > THREL, BREOEEW.20 g5 EEKREE L THELk, IXEX62.7%,
'H NMR(400 MHz, CDCly) & : 7.81 (d, J = 8.7 Hz, 1H), 7.17 (td, J = 8.
9, 5.4 Hz, 1H), 7.04-6.90 (m, 4H), 3.95 (s, 3H). .,

2-(2-7n00-4-2,4-U7)A07x/FV)7 V)2~ FOF>-3-(1
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H-1,2,4-8 ) 7V —=I-1-4 L) TOEF VEEA FIL(EEWI-31) DER

AETELONE2-(2-700-4-(2,4-2 70407 /%) 7 2 Z)b)-2-
ZFVHEEEE A FIL1.20 g%&DMAC 5.5 mLIZARR L. TMSOB 0.757 9. R TF7Y
—IF MU DL0.434 g%l A. ERTO.5EER Lz, In%b0 CTD/RR
ICANARREIER L, RIGK TR, BRERLET7 VY EZVLKAEREMA., B
BMITFILTHE L, BEEZ/KTIESESL LK. BARIBKTESELL,
EMEAEKREET N VAR LARICAREABEEL. BEEHSL50
RNTST74—=( VAT, ANFHY/EBIFIL=1/)ICL>THREL, &
EEDEEY0.402 gz HEBERE L THEL, INE24. 0%,
'H NMR(400 MHz, CDCly) & : 7.99 (1H, s), 7.88 (1H, s), 7.39 (d, J = 8
.8 Hz, TH), 7.11 (td, J = 8.9, 5.5 Hz, TH), 7.00-6.90 (m, 3H), 6.76 (
dd, J = 8.8, 2.6 Hz, 1H), 5.02 (d, J = 14.3 Hz, 1H), 4.90 (d, J = 14,
3 Hz, 1H), 4.83 (s, 1H), 3.79 (s, 3H). .

<&mHI3 6. ILEMI-236DEMK>

1-(2-70%-4-4-7OFE7z/FI) T2 ITIV-1-AVDERK

2-7OF-4-7)0A0F7t T/ 1,26 g0 DIF 10 mLITABE L., 4-70
E7x /) 111 g REEEY D L2.46 g&INA, 100 CTIREE#RLL
o RIGKET#H., NMLIVEMABERBEZKRUHENMEIEKTES. BKRE
FR)DLTRE L, BEZBEL. BBEZHZLI7ATNTZT714—(
ATV, NFHU/EBIFIL=9/DICL>THREL., ZEEDEEW.93 g
EEOMTERE S L TB . IX89. 2%,
H NMR (400 MHz, CDCly) & : 7.57-7.49 (m, 3H), 7.20 (d, J = 2.4 Hz, 1
H), 7.10-6.93 (m, 3H), 2.64 (s, 3H).

2-(2-70F4-4-7JOE7z/FV) T oI)2-FFVHBEAFILOE
1573

AIETHELONEI-2-70%-4-4-7O0E7z/F2) 7z ZN)TH U-1-
ZA1.91 g, DMSO 20mLA&100mL >R 7 S R JICMA TAMB Lz, 2 ZIc3aA Y
324,20 g% NN A 100 CDF A /N TO. R EM Lz, RINKT %, 60
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CTETRAMLIK. T TITRBEEHY 7 £5.00 g&I0%. 100 CT0. 565
BLA, ch%35 CETARL, TZICA—RKAH 21,05 nLzEMML. 35
CTI.5M5EEH L, RIGKTHE, SENERES MY D LKAEKRTEREID
ReVIVFL. MLIVEMZ. IHLEBEREZES A M2BLE, KX
LEBEEE MLIVTTAYT—Ya v L, ZOBBRICNA 2, BROBEE
BaDBLTKEBZ MLIYTHIE Lz, BB HE TKRUREINRIEK
THEL, ThESEKREBT N VLERL, BAEEABE L, BEEH
SL7AXMTZT74— (D YATIV ANFHV/BBIFIL=T/1)ICL>THE
L. BEOLEY. I8 g REBREE L TR, INZFK64 7%
'H NMR (400 MHz, CDCl;) & : 7.73 (d, J = 8.7 Hz, 1H), 7.54 (d, J = 8.
9 Hz, 2H), 7.18 (d, J = 2.4 Hz, 1H), 7.01-6.96 (m, 3H), 3.95 (s, 3H).
2-(2-70F-4-(7OFE7x/FV)7x=)V)-2-k KOF-3-(1H-1, 2, 4-
N7V —=-1-4 L) TOEX VEEXFIL(IEEYI-236) DERKR
AIIETHELONE2-(2-70F-4-4-JOE7z/F2) 7z Z)-2-FFY
Bef& A F)U1.38 g% DMF 5Sml (C3EAZ L. TMSOB 0.696 g. k7Y —ILF+ kY
7 £0.397 g&PIA. ERFEFTRLANLIDEHR LA, ChEbd TD/NR
TIFRIRIL L, RINR T, BB T Y E- D LKBREMA, BT
FILTHIE Ue, BB ZKTIEE%E LK. BNRBKTESELL, A%
BaKmEB T N) DALRRELARICAEZEERL, BEEZH>L70%b
T374—( VAT AFYV/EBRIFIV=1/)ICE>THRL. FELOD
E&#0.335 g& RBEBEGE L TRk, IXE20. 2%,
'H NMR (400 MHz, CDCl,) & : 7.97 (s, 1H), 7.87 (s, TH), 7.48 (d, J =
8.9 Hz, 2H), 7.39 (d, J = 8.8 Hz, 1H), 7.18 (d, J = 2.5 Hz, 1H), 6.91
(d, J = 8.9 Hz, 2H), 6.85 (dd, J = 8.8, 2.5 Hz, TH), 5.02 (s, 2H), 4
.98 (s, 1H), 3.80 (s, 3H). .
<&EXBI3 7. LEMI-130DEK>
1-(4-(4-70E7x/F2)-2-(M) 7)FOAFII) 7z ZIV)TH V-1-
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F v DERK
-N)7AaXFL-4-TFAaTENT T/ 01,61 g%DNF 10mLICARR
L. &-70F7x/—J) 1.48 9. kBt D L3.27 g%pnx. 100 CTIR
BE#R L, RIGRTH., M IVENZBHEEE KR UBEIRIEK THE
. BKBRBES N DL TEBELE, BAEAEEL. EREBRTIEICLY,
ZERDIEEH2.50 g% MEMFARE S L THL, INEES89. 3%,
'H NMR (400 MHz, CDCly) & : 7.55-7.49 (m, 3H), 7.31 (d, J = 2.4 Hz, 1
H), 7.12 (dd, J = 8.5, 2.4 Hz, 1H), 6.95 (d, J = 8,9Hz, 2H), 2.58 (s,
3H).
2-(4-(4-70FE7x/FV)-2-(MN)ZIAOAFIV) T ZI)-2-FF Y
HEER X FILDERK
AETELNEI-G-G-7OE7z/FV)-2-(KN) 740X FI) 7 T
ZIV)ITHv-1-42.48 g, DNSO 15 mLA100 mLF+ R 7 S5 X ICHI A TBER
L7z TZIC393R5.61 g&INZ100 COHA A IJL/NZTO. SEERIEMIE# L
o RIGHET#H, 60 CETAELAE. TTITKEHDY D L66.70 g%z, 10
0 CTOGBEEEHR LA, TNEBCETAHAIL., TTICI—RKA4H21.06m
L& L. 35 ‘CTI.oBMIER L, RIGIKRT#R, SEMBEREST ~Y YLK
AR, MLIVEMA, B LAEBREZESA 2B LE, BROBHRE%
DEELTKEBZ LT THE L, BREZHE TKRUEMEBIEKTHE
Bl ChERKBRES N DLREL, BEEEELE, BBEHS L
AR NTST4— (VAT AFHU/EBIFIL=T/1)ICL > THREL
. BREDILEM. 3B g&REmBREAE LT/, IXZE49. 5%,
'H NMR (400 MHz, CDCl,) & : 7.66 (d, J = 8.6 Hz, 1H), 7.55 (d, J = 8.
9 Hz, 2H), 7.34 (d, J = 2.4 Hz, 1H), 7.14 (dd, J = 8.6, 2.4 Hz, 1H),
6.99 (d, J = 8.9 Hz, 2H), 3.94 (s, 3H).
2-(4-(4-7O0E7x/FV)-2-(MN)T7ABXFIV) 7 Z))-2- FO
F-3-(1H-1,2,4- 8 Y 7V —=)b-1-4 L) TOEA VEE A F)L ({b &HI-130)
DE X
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AETELONE2-(4-G-7OE7z/FV)-2-(KN) 740X FI) 7 T
ZIV)-2-F FVBEEE A F I 1.38 g&DMF 5 mL (TAFE L. TMSOB 0.707 g, k
DTV =L MU L0.406 gZMNA. BRI TRLANLI0SRE L, &
N%50 CONZTHREER L, RIGK TR, SBMIRLT7 Y E=Y LKEB
WA, BFEET FIL T Lc, BMEZKTIONE L&, fBEMEBIEK
THh&E Llc, BRBEERKMEBT N VLB ULARICAEEEEL. BE
ZAZLIOXKNTST4— (VAT AFTFU/EBRIFIL=1/3)ICL >
THREL., BER0/bEa0.147 g& RBRERKE L THEE, N4 3,

'H NMR (400 MHz, CDCl;) & : 8.11 (s, 1H), 7.89 (s, 1H), 7.62 (d, J =
8.9 Hz, 1H), 7.50 (d, J = 8.8 Hz, 2H), 7.39 (d, J = 2.7 Hz, 1H), 7.06

(dd, J = 8.9, 2.8 Hz), 6.93 (d, J = 8.8 Hz), 5.08 (d, J = 14.1 Hz, 1
H), 4.72 (d, J = 14.1 Hz, 1H), 4.68 (s, TH), 3.80 (s, 3H). .

<&E[HHI3 8. {LEWI-234DEH>

1-(2-70F-4-@G- (M)A OXFL) T/ F2) 7)) T Y V-1-
F v DERK

2-7OF-4-70AOF7E T/ 1.24 g&NWP 10 nLISARBE L. 4-K V)
A0z /=)L 1.10 g, REBE I U L2.46 g% IZ. 100 CTO. 5B5MRE]
. 120 CTI1B5MA. 140 CT1OBSEIHEM Lz, RIS THR. MLIVEMA
EHE A KR UBNBIEKTHESE. BKMBF N IALATER L, B
BEL. BBEASLIVORKNTZ 74— (2 VAT, ANFHV/EBIF
W=9/NICL > THEE L. ZERDLEW. 04 o5 |MEMIEREE L TEL, IX
50, 9%,

'H NMR (400 MHz, CDCl,) & : 7.65 (d, J = 8.6 Hz, 2H), 7.58 (d, J = 8.
5 Hz, 1H), 7.27 (d, J = 2.4 Hz, 1H), 7.12 (d, J = 8.6 Hz, 2H), 7.01 (
dd, J = 8.5, 2.4 Hz, 1H), 2.65 (s, 3H).
2-(2-70F-4-G- (M) ZFA0AFIV) T/ F) T Z)-2-FFY
HEER X FILDERK
AIETELNAI-Q2-TOFE-4-G- (M) 704X FIV) 72/ F2) 7
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ZIVITHU-1-F1.02 g%FFE L. DMSO 1.5 nLAE100 nLF+ R 7S X 2IC
MATAB L, TZICTD5R2.33 g&11Z100 CODA A /N2 TO. 5EEREE
BULA, RIGKETH. 60 CETAR LK. TTITKBHY 7 £62.76 g%
Z. 100 CTO.5BREIEM LA, Th%E35 CETARIML, TTICI—KX%
>0.60 nLZBM L. 35 CTIFMEIEH L, RIGKTHE, SafBmES ~Y
VLAKBRTBEIVREIVIVFL, MLIVZENA, fiBLEEBRE &
SAM3BLE, BERLULEBEGKE MLIVTTAYT—Yav L, £OBK
IKINZ Tz BROBEEZDBL TKEZ ML THE L, BEEEMH
HCKRUBEMBEKTESE L, ThERKIEFT N DLERL, B
EBEL, BBEASLIVORNIZ74—(2 ) AT, ~NFH 2 /BEEE
TFI=T/DICE>THEL, FEEDILEW.677 9= Rk|mEBEREE LTHEL
o IX=58. 9%,
'H NMR (400 MHz, CDCly) & : 7.76 (d, J = 8.6 Hz, 1H), 7.69 (d, J = 8,
9 Hz, 2H), 7.25 (d. J = 2.4 Hz, 1H), 7.18 (d, J = 8.9 Hz, 2H), 7.05 (
dd, J = 8.6, 2.4 Hz, 1H), 3.96 (s, 3H).

2-(2-70F-4-G- (M) ZFOAFIV) 7/ F2)T72Z))-2-E RO
F-3-(1H-1,2,4- 8 Y 7V —=)b-1-4 L) TOEA VEE A F)L ({b &H#1-234)
DE X

AIETCHEON2-2-70F-4-G-(M) 2048 AFV) T/ F2)T T
ZIV)-2-F FVBEEE A FJL 0.663 g%&DMF 4.5 mLITSEEE L. TMSOB 0,344 g,
N)TZY—=IbF RY DT L0.195 g&ilA, BERFEFTRLASSISFER L,
INES0 CO//NZ TR Lic, RIGKRTH, SBMBLETYEZD LK
BREMZ., BRI FIILTHE LA, BREZKTIEEELLE. WNRE
KTHEE LI, BHBERKTES N VLLBLABICAEELEEL. &
BEAZL7OR NS 74— (2 VAT, ~NFHV/EBIFIL=1/3)IC&
STHREL. BEDILEY0.142 g RBRERE L TEL, IXFEI1T.8%,
'H NMR (400 MHz, CDCl,) & : 7.98 (s, 1H), 7.88 (s, 1H), 7.63 (d, J =
8.6 Hz, 2H), 7.45 (d, J = 8.8 Hz, 1H), 7.25 (d, J = 2.5 Hz, 1H), 7.07
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(d, J = 8.6 Hz, 2H), 6.91 (dd, J = 8.8, 2.5 Hz, TH), 5.04 (s, 2H), 5
.00 (s, 1H), 3.81 (s, 3H).

<&mHI3 9. LEMI-128D &>

1-2-(hY 770X FIL)-4-G- (MY T7FAXAFIL) 7T/ F)T
ST -1-F v DEK

2-N)ZNAAXAFL-4-TNFAATENT T/ 01,20 g%NWP 10 nLITE
L. &-MN)70AOXFI T/ —IL1.16 g, REEEI D L2.48 g5 INA
. 120 CTI5AREH L, RIGRTE., ML IVEMABREZ KRV
MBIEK TS, KRB N) DAL TEZE L, BEEBEL. BEEAH
SL7AXMTZT74— (D YATIV ANFHV/BBIFIL=T/1)ICL>THE
HIDEICLY., ERDLEM. 3 g2 EBEMTREAEE L THEL, INZK64, 5%
'H NMR (400 MHz, CDCl;) & : 7.66 (d, J = 8.7 Hz, 2H), 7.53 (d, J = 8.
BHz, 1H), 7.38 (d, J = 2.4Hz, 1H), 7.20 (dd, J = 8.5, 2.4 Hz, 1H), 7.
13 (d, J = 8.7Hz, 2H), 2.59 (s, 3H).

2-(2-(NY A AF)-4-G-(M)TNABAFV)TT/F2)T T
Z)-2-F FVEEEE A FILDERK

AIETHELONALI-2-(M) Z0A 0 X FIL)-4-(4-(M) A0 X FIV) T
T/FV)TIZI)ITHV-1-4 1,30 g%FFE L. DMSO 15 L% 100 L+ R
JSRATICMATARE L, TTICTV3R3.03 g&MA100 CDA A IJL/NR
TO.CRERIEH L, RIGIRTR. 60 CETAIULAE. TTICKEAY Y
£:3.61 g&fNZ. 100 ‘CTO.5B5EHEM L, Th%E3D CETHAL, 2
ICI—RX 420,75 L& L, 35 CT2REEIHE# L, RINKRTH., 85
BB N ULKAR MLIVEMA, IHLEBAREZESA N38L
feo BBDEMBEEDEL TKBE NV Y THE LA, BEEEHETK
RUBMBEKTEE L. INEEKREEF MY VAR, BEEAEL
Lice BBEASLIVORNITIZ 74— () AT ANFHV/EBEIFIL=
T/NICE > THEE L, ZERDILEW0.755 ga kB BkAE LTHRE, INEES]
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. 6%
'H NMR (400 MHz, CDCly) & : 7.70 (d, J = 8.9 Hz, 2H), 7.69 (d, J = 8,
7 Hz, 1H), 7.40 (d, J = 2.3 Hz, 1H), 7.23-7.17 (m, 3H), 3.95 (s, 3H).

- ROF-2-2-(M) Z0FBAFI)-4-(4-(M) A0 XFIV) T
T/FV)T7ZN)TOEFVEAFILOER

AIETHEON2-2-(M) Z)0A 0 X FIV)-4-(4-(M) A0 X FIV) T
I/FV)TIZN)-2-FFVEEEA FIN0.386 92T/ OO TH 4 aliliA
BEL. 15 CIIREMULARICMNY XAFILTII =D L-~FH VBRI 4 nL (
1.4 MZE10DETET L, BRETIONEFE R L 2%, BRKKERENA
T/OORILLTHE L, BREZIRRE. K SBINRIEKTHESLLE.
BAKHEST MY VLTRRLTCAEEEE L, BERHBRT2EICLYER
DILEW0.392 g% |EHEE S L TR,

2-(2-(NY A AF)-4-G-(M)TNABAFV)TT/F2)T T
ZIVT I INEAFILDERK

AIET/EON2-E ROF2-2-2-(~) Z)bA 0 X FIL)-4-(4-(~Y) 7L
AOXFIV) 7/ F2)7x2))7OEF VEEXFIL0.392 g& ML 5 m
LICEfRE L. p- MLI Y RIVRVEE—KFNY94.8 mgZ MABRERR L, &
ZICp- MILIT Y RN ERVEE—KFNH91.8 mgAEMA TIBRE, ELF¥a5—
— 7 Z4A 0.5 g&E A T30, I S5ICp- MLI Y ZRIRVEE—KFAH109 mg
EMATIREER LA, REKTH, 28ICLYERMERE L. KREBKE
F M) D LKBR, K. BNRIBEKTHRF L, BREBZEKRESFN)D
LTEBRLULARICAEEELL, BEEHS LA NS T74— () hY
o ANEHV/BBBIFIL=10/1)IC& > THREL., ZERDLEH0.258 g% &
BRAE L TR, INZ68. 8%,
'H NMR (400 MHz, CDCly) & : 7.64 (d, J = 8.8 Hz, 2H), 7.35 (d, J = 2,
5 Hz, 1H), 7.27 (d, J = 8.4 Hz, TH), 7.17 (dd, J = 8.4, 2.5 Hz, 1H),
7.12 (d, J = 8.8 Hz, 2H), 6.62 (s, 1H), 5.79 (s, 1H), 3.77 (s, 1H).
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[0297]

[0298]

2-(2-(NY A AF)-4-G-(M)TNABAFV)TT/F2)T T
ZIVAXRTSU-2-HIVKRVEBAFILOERK

AIETCTERL2-2-(M) Z0A 0 X FIL)-4-(4-(M) A0 X FIV) T
T/FEV)TIZI)TIVIEEAFILG.250 g% 7 b= KU JL1.6 mL, X%
J—IL1.6 nLICIARE L. KA THREL &, BERLKFE-FRENMINY184 mg,
REEH ) Y £89.2 mgAE NI A, EET6.OEREEN L, RIGIETE, 2NER
EMARBICEHRIFIILTHE L, BREZK. SHMBIERKTHREE. &
WEBEL, BBEHSL7AOXNIS T4 — (V) AT, ~NFHV/EE
BIFIL=T/)ICL>THREL. ZRDLEW.239 g2 J|EKEE LTHE
o INEIN, 7%,

'H NMR (400 MHz, CDCl;) & : 7.64 (d, J = 8.6 Hz, 2H), 7.63 (d, J = 8.
6 Hz, 1H), 7.33 (d, J = 2.5 Hz, 1H), 7.20 (dd, J = 8.6, 2.5 Hz, 1H),
7.12 (d, J = 8.6 Hz, 2H), 3.76 (s, 3H), 3.66 (d, J = 6.2 Hz, 1H), 3.0
6 (d, J =6.2 Hz, TH). .,

- ROF-3-(1H-1,2,4- U 7V —IL-1-14JL)-2-(2-( b ) Z)LA O X
FIL)-4-(4-(M) ZWFAOXFIV) 7/ F2) 7)) TOEA VB AFIL
(b &5HI-128) DERK

AIETHEON2-2-(M) Z)0A 0 X FIV)-4-(4-(M) A0 X FIV) T
T/FV)TIZN)AFTSU-2-hIIRVEE X FIL0.230 g%DMF 2 mLIZiA
fEL. NYFY—I51.Tmg. MYTFTYV—IbF )T £639.4 mg %H0Z TH0
CT3FME. 60CTIFMMIRIE L, RIGKR TR, BRI T VY EZD LKA
WaMA, BT FIITHIE L, BREZK, fBEMEBRIEKTHESRLLEIC
BAKHEST MY OLRE L, BEEZEEL. BBEEHSLIOXKNIST
14— (VAT ANFHY/EBIFIL=1/)ICL>THEEL. EZDLEY
0.187 g=HBEHAH & L THRL, INZFE69. 5%,

'H NMR (400 MHz, CDCl;) & : 8.12 (s, 1H), 7.89 (s, 1H), 7.70-7.64 (m,

3H), 7.45 (d, J = 2.7 Hz, TH), 7.13 (dd, J = 9.0, 2.7 Hz, TH), 7.10
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[0299]

[0300]

(d, J =9.0 Hz, 2H), 5.09 (d, J = 14.1 Hz, 1H), 4.74 (s, 1H), 4.73 (d
, J =141 Hz, H), 3.81 (s, 3H).

<&mHI4 0. {LEMI-40DERK>

1-(4-(4-70F-3-7)0407x/F)-2-7007 V) TS V-1-F4V
DE X

2-s00-4-7)A07th7x/ 1,30 g&DMF 10 mLITAME L., 4-70
E-3-70407x/—I)L1.60 9. REEtEIDL31T g&NZ. 80 CT3E
WL, RIGKRTE. MLIVZEMZAERE Z KR UTHEMEBIRK TSR,
BB N) VLTERE L, BEEEEL. BEEHSL/OT NI
T4 —(VATIN, ANFHV/BBRIFIL=9/DICL>THREL, ERLRDLEE
#12.03 g%& \EMTAREE L TR, INKTS. 3%,
'H NMR (400 MHz, CDCl;) & : 7.65 (d, J = 8.6 Hz, TH), 7.56 (dd, J = 8
.8, 8.0 Hz, 1H), 7.03 (d, J = 2.4 Hz, 1H), 6.94 (dd, J = 8.6, 2.4 Hz,
1H), 6.84 (dd, J = 9.2, 2.7 Hz, 1H), 6.77 (ddd, J = 8.8, 2.7, 0.9 Hz
, TH), 2.66 (s, 3H).

2-(4-(4-7OE-3-7/407x/F¥)-2-/ 007 Z)b)-2-7 F VEFER
AFILDERK

AIEETHELONEI-(4-4-70E-3-7/)407x/F)-2-/007 =)L
YIH V-1-7>2.01 g&DMSO 1.5 L&A TAR LK, T TICI R T4
9% NZ100 CDA A JL/AZXTO.SBFEIRA L/c, RIGK TR, 60 CTHTai0
L7itk. TTICRBEH Y D 156.8 g&MNx. 100 TTO.5BEEH LA, Th
%35 CETAHAML. TZIKI—RKX4H 1.2 nL%EML. 35 ‘CT2 585HEE
BLk, RIGTHR, BAEWMET N VALAKSRTERIAVEREZIIVF
L. MLIvEma, LB REE54 38 L, BELULAZBEEZ b
WIVTThAYT—2avl, ZOBRICNA T, BBROEREZDEEL T
KB%E ML IV THIE L, BEELZHE TKRUBIHMBIEKTES L,
NEEKBEBFTN)VLTRZEL, REZEELL, BEEZHS L7707
NTST4—=( VAT, ANFEYV/EBRIFIL=T/NICL>THRL., &
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[0301]

[0302]

DILEW.36 g XREBERAEE LTHL, IXHKS59. 8%,
'H NMR (400 MHz, CDCl,) & : 7.83 (d, J = 8.6 Hz, 1H), 7.59 (dd, J = 8
.7, 7.8 Hz, 1H), 7.02 (d, J = 2.3 Hz, 1H), 6.99 (dd, J = 8.6, 2.3 Hz,
1H), 6.90 (dd, J = 9.0, 2.7 Hz, 1H), 6.80 (ddd, J = 8.7, 2.7, 1.2 Hz
, TH), 3.96 (s, 3H). .
2-(4-(4-70E-3-7/N07407x/FY)-2-/007c=)b)-2-E ROFY
-3-(1H-1,2,4- M) 7YV —L-1-4 L) 7O S VB X FIL (L EWI-40) DERK
AIETHELNE2-(4-4-70E-3- 7407/ F¥)-2-/007z =)L
)-2-F £V EEE A FIL1.11 g&DMAc 6 mL (CiSAE L. TMSOB 0.603 g, K 7
V=L M) £0.345 gEIIA. ERTIOHER L, IhE50 CTD/RR
TR L, RIGRTR, SBNBLET7 Y EZDLKBREMA., BT
FILTHE U, BREZKTIEESE LR, BNBEKTESE L, B
BaBKRE T N VLR LARICAREZEBEL. BEEAHZL707 K
T374—( VATV ANFHV/EBITFIL=1/3)ICL>TIREL, FED
£ &40.365 g& KRB RERE LTHEE, INZE27. 2%,
'H NMR (400 MHz, CDCl,) & : 8.01 (s, 1H), 7.88 (s, 1H), 7.52 (dd, J =
8.7, 7.9 Hz, 1H), 7.45 (d, J = 8.8 Hz, 1H), 7.02 (d, J = 2.5 Hz, 1H)
, 6.86 (dd, J = 8.8, 2.5 Hz, 1H), 6.81 (dd, J

9.3, 2.7 Hz, 1H), 6.7
2 (ddd, J =8.7, 2.7, 1.1 Hz, 1H), 5.03 (d, J = 14.3 Hz, 1H), 4.94 (d
, J =143 Hz, 1H), 4.88 (s, 3H), 3.80 (s, 3H). .

<&mHI4 1. LEMI-133DEK>

1-(4-3,4-2 70407/ F2)-2-(M)T)WVAAXAFIV)TTZN)TH
v-1-F Y DER

2-N)7NAAXAFIL-4-TFAATENT T/ 1.85 g%&DMAC 15 mLICA
L. 3,4-UyoA07x/—)L1.40 9. kBBt D L3.81 gz, 90 C
TIRREELR L, RINRTHE, ML IVENABEES KRUBEIEIEKT
ok, MKWMERFT MY ULTERRLE, BEEAEETIEICLY. EROIL
BY2.75 g& MEMTRAEE L TRL, INZFK6. 6%,
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[0303]

[0304]

'H NMR (400 MHz, CDCly) & : 7.51 (d, J = 8.5 Hz, 1H), 7.31 (d, J = 2,
5 Hz, 1H), 7.25-7.15 (m, 1H), 7.13 (dd, J = 8.5, 2.5 Hz, 1H), 6.92 (d
dd, J = 10.7, 6.6, 2.9 Hz, 1H), 6.83-6.77 (m, 1H), 2.58 (s, 3H).
2-(4-GB,4-rv77407xz/FV)-2-(M)7N4AXFII)T z=Z)V)-2-
THFYVEBA FILDOEMK
AIETEKLEI-(4-GB,4-Y o407/ F)-2-(MN) Z)LA0XFIL
)7 TZI)THV-1-F2.73 g%=FE L. DMSO 35 nLZiMA THAME L, &
ZICIAVFHR6.91 gZ&MNZ100 TDA A ISR TOFEIRS Lic, RIGKT %
. 60 CETRALAK. T TICRBEEHY 7 18.35 g&NA. 100 ‘CTO.56F
BiE®E L, Th%3b CETARAL., TZIKI—RKX4 1.7 alzEML.
36 CT2EE®H L, RISTHER., RANEMES M) D LKEER, LT
VEMZ. MBLEBARZESM4 F2BLE, BROBEBZDBEL TKE
MNIVIVTHHLE, BERBEZHE TKRUREMNREKTRSELE, N
EHEKMEE ST N D LRREL, BEEZEELE, BEZHAZL/ATNTS
T14— (VAT NFHV/EBEIFIN=T/DICL>TREEL. EEDLLE
11.60 g% RKEFEBMRIFE L TH, INZK51. 3%,
'H NMR (400 MHz, CDCly) & : 7.67 (d, J = 8.6 Hz, 1H), 7.34 (d, J = 2,
5 Hz, 1H), 7.28-7.20 (m, 1H), 7.15 (dd, J = 8.6, 2.5 Hz), 6.96 (ddd,
J =10.5, 6.6, 2.9 Hz, 1H), 6.87-6.82 (m, 1H), 3.95 (s, 3H).
2-(4-B,4-T7NAd0 7z /FV)2-(MYIZNAQXFI)T )T Y
JIVEEX FILDERK
AIETELONE2-(4-GB,4-U 7407/ FV)-2-(MN) Z)LA0XFIL
)7 T ZIV)-2-F FVERBEA FIL1.59 9g& T/ 00T H V17,6 mLISEBEL. -
15 CITHRELZBRICNY AFILTILI Z D L-~NFHUBERKSE. 3 mL (1.4 M)
Z6RETHET L, FEIRE T304EER LK, BR/KARZMA T/ OO0
RIVLATHE L, AREZIRER. K. SEMEBIRKTHESE L% HKRE
FTRIDLTHBELTREZEE L, ThZE LT VI15 mLITEEL. 98%
WiB£426 mg% AN A 0. SEFAIER Lic, RIGKRT . ZOBRERBAMRKEBAKRS
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[0305]

MO LKBRISET L. K, SEMBIRKTHESE L, BRE % EKRE T
NUDLTEBLERBRICBEEZEERL, BAEEHSL/O0YNIST74— (¥
VATV, NFHU/EBIFIL=10/1)IC& > THEE L. ERO{L&0.757
9E B|ERAEE L TER, INEKTT. W%,
'H NMR (400 MHz, CDCl,) & : 7.28 (d, J = 2.5 Hz, 1H), 7.23 (d, J = 8.
4 Hz, TH), 7.22-7.14 (m, 1H), 7.10 (dd, J = 8.4, 2.5 Hz, TH), 6.91 (d
dd, J =10.9, 6.6, 2.9 Hz, 1H), 6.83-6.77 (m, 1H), 6.60 (d, J = 1.0 H
z, M), 5.77 (d, J = 1.0 Hz, TH), 3.76 (s, 3H). .
2-(4-GB,4-rv77407xz/FV)-2-(M)7N4AXFII)T z=Z)V)-2-
EROF>-3-(1H-1,2,4- MY 7YV —=I-1-4)L) 7OEA VEE X FIL (L &I
-133) DERK
AIETEKL72-(4-B,4-U o407/ FV)-2-(MN) Z)LA0XFIL
)7 TZIV)T O )IVEEXA FIV0.726 g=Tt = b4 6 ml, X4/ —)L4,
6 mLIAEE L. KABTHRIL %, BERIL/KFR-RFRNMINYS32 mg., mEESH Y
7 15258 mg&EANA. ERTIREER Lo, RINET %, NEBE M %IC
HFER T FILCHIE L, BB ZK, SAMRIRKTHESEER, EKRES M)
DLTEEL CAREZE L, THAEDMF 5 LI L. M) 7Y —IL130
mg, BYTV—ILFKNYDLIT0 ng%plZ T60 CTORFEIRIE Lz, RN
T, BENRET7 YV EZVLKBRENA, BFERT FI THIE L, BHRE
K, BEMIBIBK TS LBICEKRE S N DLTRELE, BREEZE
EL. BEZAHAZLIOATNTSZ T4 = VAT, AFH /BRI FIV=
1/3)ICk>THE L, ERDLA10.187 g2 BEEKE LTHk, INET9.4
%o
'H NMR (400 MHz, CDCl,) & : 8.11 (s, 1H), 7.88 (s, 1H), 7.64 (d, J =
8.9Hz, 1H), 7.38 (d, J = 2.7Hz, 1H), 7.22-7.15 (m, 1H), 7.06 (dd, J =
8.9, 2.7 Hz, 1H), 6.89 (ddd, J = 10.7, 6.6, 2.9 Hz, 1H), 5.08 (d, J
= 14.1 Hz, 1H), 4.76 (s, 1H), 4.72 (d, J = 14.1 Hz, 1H), 3.79 (s, 3H)

(o)
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[0306] <&mHI4 2. (LEWILIc-ADERK>
1-(2-708-4-(F/ )V U-6-AINAFFI)T2ZIV)THV-1-F VDEK
2-s00-4-7)0A07t b7/ 1,01 g%NMP 10 mLICABE L. 6-F/
)/ —I1.02 g, kBBt D £L2.46 g% A, 80 CTI.EFEER L. K
ISR TR, MVIVEMABEBE Z20KER LT MY U LKBR, KEUEEH
BISKTHER. BKREF M) VLATERELE, BEEZEEL. BEEZHD
L7ATNTST4—(C VAT ANFH /BRI FIN=2/3)ICL > THEH
L. ZBEOEEY. 19 g2 B|EMTERE S L TEL, IXE68. 1%,
'H NMR(400 MHz, CDCl;) & : 8.91 (dd, J = 4.2, 1.7 Hz, 1H), 8.16 (d, J
= 9.1 Hz, 1H), 8.09 (dd, J = 8.4, 1.7 Hz, 1H), 7.68 (d, J = 8.6 Hz,
H), 7.48 (dd, J = 9.1, 2.7 Hz, 1H), 7.43 (dd, J = 8.4, 4.2 Hz, 1H),

7.39 (d, J =2.7 Hz, 1H), 7.08 (d, J = 2.4 Hz, 1H), 6.99 (dd, J = 8.6

, 2.4 Hz, TH), 2.67 (s, 3H).

[0307] 2-(2-/0O0-4-(F /Y U-6-AINAFI) T2 Z)V)-2-FAFVEFEEA FILOD
am

RMETELONAI-2-/700-4-(F /) ) U-b-MLFFI) Tz ZN)ITH V-

1-2 21,18 gICDMSO 15 mL&EMIA TABR L/, T TITTI DR324 g%&ANZ 100
COFAIN/INZATOSBFEREH L, RIS TH, 60 CETARALELER, Z
TICHREED Y 9 L3.84 g&MNx. 100 CTO.5REREIHE®R L=, Th%E35 CH
TREL, TTIKI—KRAF 0.8 nLEEBIL. 35 CTIHEHERLL, K
ISR T . BANIEMER S N D LKBKRTREEIVREZIIVFL, MLT
vEmMZ. MBELEBERZESM4 28U, BRULEEGHZ NLZYTT
AvF—2avl. KOBRICNA Tz, BROBEEZDBEL TKEZ ML
IVTHE L, BREZHE TKRUEMBIBKTEE L, IhaEK
M M) LTEEL. BEEZBELE, BREZHSLI/AOXNI ST 4
— (VAT AFHV/EBRIFIL=1/3)ICE > TRE L. BREOEEH24
2 mg%& I BRI S L TRk, INEI1T. 8%,

[0308] 2-(2-/OA-4-(F/YV-6-4IAF¥)Txz=)l)-2-& ROF-3-(1H-1
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[0309]

[0310]

2, 4-N YT =-1-4)L) TOESF VEE X FIL (L EWIIIIc-4) DERR
AITRETHELNL2-(2-700-4-(F/ ) U-6-MILFF2)T T Z)V)-2-F

FYHEEBE X FIL239 mg%DMAc 2.1 mLIC;AAE L. TMSOB 148 mg, N 7YV —JL
FhUDLB3T mgzlA. ERTIODER L, %50 CTO/NZToRF[E

B L, RIGKRTE, BMEBLE7VEZVLKBREMA, BFRTFILT

HE L, BREBZKTIEESE LK. BNBBKTESELL, AREZE

KRBT M) D LERELARICAEZEEL, BEZHZ LY NIST
4= )AFI, sa0aRIVL/ A T —IL=20/1)IT& > THRRE L - REFE

IFILDLERREZITVW. ZERDOE%W37.4 mzaBEAEE LTHE, N
12. 6%,

'H NMR(400 MHz, CDCl;) & : 8.89 (dd, J = 4.2, 1.7 Hz, 1H), 8.13 (d, J
= 9.1 Hz, 1H), 8.08 (d, J = 8.3 Hz, 1H), 8.02 (s, 1H), 7.90 (s, 1H),
7.46 (dd, J = 9.1, 2.7 Hz, 1H), 7.45 (d, J = 8.8 Hz, 1H), 7.42 (dd,

J=8.3 4.2Hz, 1H), 7.33 (d, J =2.7 Hz, TH), 7.07 (d, J = 2.5 Hg,

1H), 6.91 (dd, J = 8.8, 2.5 Hz, 1H), 5.04 (d, J = 14.1 Hz, 1H), 4.97
(s, H), 4.97 (d, J = 14.3 Hz, TH), 3.81 (s, 3H). .
<&GHHI4 3. LEMIII-1DERNK>
1-(2-700-4-(F29LV-1-A)VFFI) T ZN)THV-1-FVDERK
2-NYZNAAXFILN-4-T)FAATFTERT T/ 1,20 g%NIP 10 nLITAE
L., 1-+7 h—=JL1.21 g, REEES D AL2,96 gxfNA, 100 'CTIREREH
L7ce RIGETH. MLIVEMABRBEKRUBEMEIEKTES. &K
W MY LTRIE L, BEEABETZ2EICLY. ZEROEW.37 g
ERBEEERE LTHER, IXE58. 7%
'H NMR(400 MHz, CDCl,) & : 7.99 (d, J = 8.3 Hz, 1H), 7.92 (d, J = 8.2
Hz, 1H), 7.75 (d, J = 8.3 Hz, 1H), 7.63 (d, J = 8.7 Hz, 1H), 7.57-7,
44 (m, 3H), 7.14 (dd, J = 7.5, 0.8 Hz, 1H), 7.01 (d, J = 2.4 Hz), 6.8
9 (dd, J =8.7, 2.4 Hz), 2.64 (s, 3H).

2-(2-y00-4-(F74%Lv-1-4 A X)) 72 Z))-2-F FVBEEE X FIL
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[0311]

DE X
ARIETELONEI-Q2-7800-4-(F79L-1-1ILFF2)TTZI)ITH
V-1-7421.36 g&FFE L. DMSO 15 mLAEMA TEMR L, S TICI9R3.48
9% MA100 TDF A IJL/NZATO.B5ETFERH Lc, RIGK TR, 60 CETH
KL/, TTITKREEAN Y D 64.09 g% A, 100 CTTO.5BREERR LA, &
N%3 CTETHEL., TTICIA—KFA4H20.95 nL&EML. 35 ‘CTIHFA
WL, RIGKR TR, SENEREBT MY JLKBR, MLIVENMA, A
HBLEBREZEZM4 2B LE, BROBEEZDBEL TKEZ MLV T
L, BRBEAHE CKRURBEMEBRKTHEE L, CThEBKRES
MUDLERL, BEEZEBELE, BBEZHSLIA NS 74—(2 YA
b, NFH /BRI FIL=T/1)ICL > THRE L. BEEOEEW. 07 g%

BHEEEE L TEL, INEE69. 0%,
'H NMR(400 MHz, CDCl;) & : 7.92 (d, J = 8.3 Hz, 2H), 7.80 (d, J = 8.7
Hz, 1H), 7.79 (d, J = 8.3 Hz, 1H), 7.58-7.47 (m, 3H), 7.18 (d, J =7
.5 Hz, 1H), 6.99 (d, J = 2.4Hz, 1H), 6.95 (dd, J= 8.7, 2.4Hz, 1H), 3.
94 (s, 3H).
2-(2-700-4-(F249L-1-4 )b F>) 7z =)l)-2-& ROF 2 -3-(TH
-1,2,4-N Y 7= I-1-4)L) O EF VXA FIL({LEHIIId-1) DERK
RIETHELONL2-(2-700-4-(F79 L V-1-1 X F2) T2 Z))-2-F
FYHEEE A FIU%EDMAC 6 mL (AR L. TMSOB 0.641 g, MU TYV—ILF KV
7 150.368 g& A, ERETONEHLR LA, Th%E50 CO/NRTIHFREERL
oo RIGKETH. BFMIBLET7T VY EZDLKAREZNA. BFEEITFILTHEL
oo BEZKTIEMEER LR, BNRIBKTHRE L, BEEZ HEKREE
FR)DLBIRLRICAEEZBEL, BBEZHZLI7AT NI ST 14 —(
AT I, NEH /BRI FIL=1/3)IC& > TREL. BREDILEH0.368 g
EEBEFE LTHER, INE27. 9%,
'H NMR(400 MHz, CDCl;) & : 8.02 (brd, J = 8.0 Hz, 1H), 8.01 (s, TH),
7.99 (brd, J = 9.3 Hz, 1H), 7.88 (s, 1H), 7.70 (d, J = 8.3 Hz, 1H), 7
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.57-7.47 (m, 2H), 7.44 (dd, J = 8.1, 7.7 Hz, 1H), 7.39 (d, J = 8.8 Hz
, MH), 7.01 (d, J = 2.5 Hz, 1H), 6.86 (dd, J = 8.8, 2.5 Hz, 1H), 5.02
(d, J =142 Hz, TH), 4.92 (d, J = 14.2 Hz, 1H), 4.86 (s, TH), 3.79
(s, 3H).
[0312] <&mHI4 4. LEMIIIT-20E/K>
1-(6-(4-/ 007z /F)EY D U-3-M )T I V-1-FVDERK
mikD2-/ O00-5-7EFILE) 20,998 g%DNF 13 nLIZA#EL. 4-40
O07x/—)L0.908 gRUREEtz S D £2.51 g&lAx. 80 COA A /SR TI
OBSRIEI Lic, RIGRTHR. BRI F L ZMABEMBEZKEES MY DL
KB, KRUBMBEKTHES. BKMEBFT NI LATER L, B
BEL. BBEAS L0 KNI 74— (Y AFI. 00K L/EEE
ITFI=50/DICL > THETZEICLY., BEOLEW!. 33 g B\EKEE
LT/, IN=k83. 9%,
'H NMR (400 MHz, CDCl,) &: 8.74 (d, J = 2.3 Hz, 1H), 8.29 (dd, J = 8.
7, 2.3 Hz, 1H), 7.40 (d, J = 8.8 Hz, 2H), 7.10 (d, J = 8.8 Hz, 2H), 7
.00 (d, J = 8.7Hz, 1H), 2.57 (s, 3H).
[0313] 2-(6-(4- /OO 7x/FI)E) T U-3-AI)-2-F F VBB X FILDERK
AETEKLEI-(6-(4-v007c/FI)EY I U-3-1)L)T ¥ V-1-F
>1.00 g%FFE L. DMSO 16 nLaEMA TR Lz, T TICT 0 5R3.26 g%l
Z100 CTOA A /SR TOBRERIE Lc, RIGKET#H, 60 CETHALE
TTICHREEN ) 9 £3.93 g& A, 100 CTO.GREEHEH LA, Th%ESD
CTETAHAFL, TTICT—RA#20.303 nLE5EML. 35 CT2. 5BEE1EH:
L. RIGKET &, SEFBEMER S M) D LKAEKR., MLIVZMA. L
Rt 14 N2B LA, BROGBHEEZDEEL TKE% MLI Y THiH
Lz BEEBEHE TKRUBMBIEKTHRE L. INEEKHREEST MY
TLEREL. BEEZBE L, BEEHTL/ANIZ 74— () AT
CAFYYV/EBIFILS/MNICEL > THERE L. ZERRDOEEY0.156 g% KkEmR
Bk & L TR, IXEKR51. 3%,

N
A



WO 2019/093522 146 PCT/JP2018/041971

[0314]

[0315]

'H NMR (400 MHz, CDCl,) &: 8.88 (dd, J = 2.4, 0.7 Hz, 1H), 8.38 (dd,
J =187, 2.4 Hz, M), 7.39 (d, J = 8.9 Hz, 2H), 7.11 (d, J = 8.9 Hz),
7.04 (dd, J = 8.7, 0.7 Hz, 1H), 3.97 (s, 3H).

2-(6-(4-yOO7zx/FV)EYTIU-3-4IL)T I Y ILBEBAFILOERK

KFRIEF MY D L2477 mg%&20 L+ R 7S RUCFEL. AFHUTTH
vF—=YavL®E DMSO 1 nliIlRB L, TTIKXFIMYTZZILRR
74 v3—TR0.270 g A, ERTODEIREDE. FIETERK L 722-(
6-(4-vO07x/F2)EY I U-3-4)L)-2-F F VY EEE A F)L0.148 g% DMS
0 1.5 mLICARR L C2HBTHET L., ERTIFEER L, RIETH. 1T
ol/LIEBEEZMA. FEEET FILCTHIE L, BRE 2 KR UREMERIEK THRE
LHEKIREEF M) D LTRE L, REZEBEL. BEZzHZ L7707 KT
Z74— (VAT NFHV/EBIFIL=5/DICE > THEE L., R0t
A5, 1 mg% MERE & L TR, INE3T. 6%,
'H NMR (400 MHz, CDCl;) &: 8.20 (d, J = 2.5 Hz, 1H), 7.79 (dd, J = 8.
6, 2.5 Hz, 1H), 7.36 (d, J = 8.7 Hz, 2H), 7.09 (d, J = 8.7 Hz, 2H), 6
.92 (d, J =8.6Hz, TH), 6.43 (d, J = 0.6 Hz, 1H), 5.92 (d, J = 0.6 H
z, 1H), 3.83 (s, 3H).

2-(6-(4-/0O 7/ F)EYTU-3-MII)A XIS U-2-HILRVEE A
FILDERK

FIETER LE2-(6-(4-/00 7/ F2)EY I U-3-4 L) 7V ) JLEE X
FIL55.1 mg&x 7 =M UYJL0.5 nL BRTA S/ —)L0.5 nLIZAE L. KB
BENT TBE KR IRBA I (UHP) 56.7 mgR G REEH ') U £25.9 mgZ% I
Z. BRTIHFEBER LA, RIBETHR. BETYEZDLKBREMA 1%
ICEFBR T FILCTHIE L, BREZK. REMRIREKTHSRE. HEKRES ~
VO LTEBLTAEEZBE L, BEEZEEL. BAEHS L0
Z74— (VAT NFHV/EBIFIL=3/DICL> THEEL. ZEE0D1b
B28.7 mg% MEFRE & L TR, INER49. 4%,
'H NMR (400 MHz, CDCl,) &: 8.31 (d, J = 2.5, 0.7 Hz, 1H), 7.85 (dd, J
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[0316]

[0317]

= 8.6, 2.5 Hz, 1H), 7.36 (d, J = 8.9 Hz, 2H), 7.09 (d, J = 8.9Hz, 2H
), 6.93 (dd, J = 8.6, 0.7 Hz, 1H), 3.80 (s, 3H), 3.46 (d, J = 6.3 Hz,
H), 2.97 (d, J = 6.3 Hz, TH). .,

2-(6-(4-von7zx/FI)EYTU-3-14)L)-2-& FOF-3-(1H-1, 2, 4-
M) 7YV —b-1-4)L) FOEL VEEX FIL(ILEWIIIF-2) DERK

AIETEKL2-(6-(4-y 007/ FI)EY D U-3-1 L) FFL 5 -2
-HIVR VBB X F)L28.7 mgADMF 0.5 mLICSAREL. MY TFY—IT.4 mg. &
CRY)T7Y—=IF RY DT L9.6 mgalA T50 CTANEIRE L, RIGKET
%, BIBLTVEZVLKBREMA, MBI FILTHE L, AHE%
K, BANBIEKTHEE LCRICEKTET M) D LTRE L, BAEEEE
L. BBZHSLIATNITSZT4— () AT NFH /BRI FIL=1/
Bk > THEE L. ERDILEW23.7 ngs BEERE LTEE, INZE6T. 4%
'H NMR (400 MHz, CDCl,) &: 8.47 (d, J = 2.5, 0.6 Hz, 1H), 8.18 (s, TH
), 8.01 (dd, J =8.7, 2.5 Hz, 1H), 7.91 (s, TH), 7.37 (d, J = 8.9 Hz,
2H), 7.08 (d, J = 8.9 Hz, 2H), 6.96 (dd, J = 8.7, 0.6 Hz, TH), 4.99
(d, J = 14,0 Hz, 1H), 4.45 (s, TH), 4.40 (d, J = 14.0 Hz, 1H), 3.84 (
s, 3H).

<&mHI4 5. LEMI-63DEH>

AFN2-(2-700-4-4-r00O07x/F2)7 2 Z)b)-2-X MF2-3-(1H-
1,2,4- K1) 7Y =b-1-4J)L) TR EF x— MMI-63) DERK

BB 1 TAERLE2-(2-/00-4-4-y 07/ FV)T T Z)) 2-
EROF2-3-(1H-1,2,4- Y 7V —)L-1-4 L) TOEAF VEE%DNFIRAR L
g, KBt O L, I—RFASVEMATRE L, 305K, SEMIE(LLT
VEZDLKAREMA, 7O00KRKLLTHELE, ThakEL, 8BNS
BKTHSE LT, BAKMERT M) D ATRIEE. BEEEEL. 7V—LO
BEREBENE B, hSL7AINTST4— (Y UAT L, AFHY/
FERE T FI)L=9/1-0/)ICTHEEL. ZERDILED=ET,
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[0318]

[0319]

'H NMR (400MHz, CDCl,) &: 7.71 (s, 1H), 7.67 (s, 1H), 7.33 (d, J = 9.
2 Hz, 2H), 7.10 (d, J = 8.8 Hz, 1H), 6.99-6.94 (m, 3H), 6.71 (dd, J =
8.8, 2.8 Hz, 1H), 5.03 (d, J = 15.2 Hz, TH), 4.99 (d, J = 14,8 Hz, 1
H), 3.85 (s, 3H), 3.53 (s, 3H). .

<&mBI4 6. LEWI-A40DERK>

N-R>)-2-(2-/00-4-(4-/0O007x/FV)7x =)L)~ RO*xY
-3-(1H-1,2,4- 8 ) 7V —b=-1-4 JL) FTO/82 7 T R(1-440) DERK

B 5 TER LS (I-1) 91 mg%&DMF 1 nLIARR L2, RV I

73Iv30 mg, 4-(4,6-F X NF-1,3,5-N) P U-2-4 JL)-4-X FILEI
RYZOL78Z4 RKFMYOMT-MM) 77 mgZ X TERT CI2RERE L
etg. 1285MEIR® L. BICI2GEARE L, BEBELLEDOL, KEMA Y
OORIVATHE L, KRBT M) DLRRELARIAEZELTELSN
MRENEDZLIARNITZT4— (VAT IN, J00KIVLXS )
—Jb =39:1) THRETDIIEILLYZERDOLEN2.2 gEBEEEHFE LT
B/ INZFE12%,
'H NMR (400MHz, CDCl,) &:8.24 (s, 1H), 7.95 (t, J = 6 Hz, 1H), 7.73 (
s, 1H), 7.48 (d, J = 2.2 Hz, 2H), 7.44 (d, J = 8.8 Hz, TH), 7.28 (t,
J=7.0Hz, 2H), 7.22 (d, J = 7.4 Hz, 2H), 7.21 (t, J = 9.3 Hz, 1H),
8.9 Hz, 2H), 6.86 (dd, J = 8.8
14.3 Hz, 1H), 4.91 (d, J = 14.

7.08 (d, J = 2.5 Hz, 1H), 7.04 (d, J
, 2.5 Hz, 1H), 6.80 (s, 1H), 5 (d, J
4 Hz, 1H), 4.28 (dd, J = 14.9, 6.3 Hz, 1H), 4.20 (dd, J = 15, 5.9 Hz,

H). .
<&mBBI4 7. LEWMI-6ADEE>
AFN2-TEMNFI-2-(2-/700-4-4-7007x/F2)7x=)L)-3-(1
H-1,2,4- 8 ) 7V —=Ib-1-4 L) 7RI I—MDERK
BEBISTEARL7IbEa(I-1) 83.0mg ., )T 20.2 nLE10 nLF 27
SZATCMATAB L%, BETEFIL28 ul 2MATHER LA, 685/
B NN-UAFITI/IEYT V2.8 g A THEREEIT/, SEEE%. £



WO 2019/093522 149 PCT/JP2018/041971

[0320]

[0321]

BT VEZVLKABREMATRIGZELEL, MLy T3EHE L,

INZEILKEE L. SAMBIRK TIENE L, BAKMEST Y D L TEIEE

. AEAEEE L. SEREEEMI0IgESL, A5L70XMTS5T7 4 —(

TYAFI, sO0ORIL L EEBET FIL=72:28-21:79)ICTHEE L. BRD1t
EW1.7 gz QBEHRHE L THE, IS5 6%,

'H NMR (400MHz, CDCl;) &:7.81 (s, 1H), 7.54 (s, 1H), 7.34 (d, J = 8.9
Hz, 2H), 7.28 (d, J = 9.0 Hz, 1H), 7.00-6.94 (m, 3H), 6.77 (dd, J =
9.0, 2.6 Hz, 1H), 5.38 (d, J = 15.1 Hz, 1H), 5.28 (d, J = 15.1 Hz, 1H

), 3.84 (s, 3H), 2.24 (s, 3H).,

<&mHI4 8. ILEMI-4ADERK>

AFN2-(2-700-4-(4-r0O07zc/F)7xZ)-2-((7z =LA
NEAIVAF2)-3-(1H-1,2,4- K Y 7V —=Ib-1-4 L) FaNR/I—r{EE
YI1-441) DE K

BB TER L aY(I-1) 82.2 mg. N,N- A F IR LT I RO.2
mLZ10 mLF X7 S ZAICIMATARFE LR, AVITPUBT7IZIL26 wlz
MATERTER U, 7.55E%. MBI TVEZILKBREZMA TR
el L. LIV T3OHEE Lz, 2hZEIOIKE L. SafMEIRKTIE%
B UTe, MKEREES MY U LTERIBE, BAELZZEEL. ABEFEREYI4 n
9%187, h5L00% IS5 T74—(/ 00NV L FFEET F)L=100:0—-70:3
O)ICTHREL, BREDLEEWI6. 1 ngxBREERE L TEL, INEI5%,
'H NMR (40@MHz, CDCl;) &: 7.79 (s, 1H), 7.77 (s, 1H), 7.44-7.31 (m, 7
H), 7.16-7.10 (m, 2H), 7.00-6.94 (m, 3H), 6.78 (br, 1H), 5.50 (d, J =
15.1 Hz, 1H), 5.42 (d, J = 15,1 Hz, 1H), 3.87 (s, 3H). .,

<&mHI4 9. {LEMI-4420DE/K>

AFII2-((tert-T hF S HIRZN)FF2)-2-(2-y00-4-(4-y 00>
T/ F2)7x=0)-3-(1H-1,2,4- ) 7YV —=-1-4 ) FO/{ /) T— (1t
AI-442) DEFR

ABRBISTEMR L Ea(I-1) 81.6mg%&N,N-2 X F LRIV LT I RO, 2mL
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[0322]

[0323]

(B L, KREF MY DL, 0mg, ZRBI-tert-TFILR2uL, VXFI
TI/EYT b bmgeiNi. ERTOSFEEHRL L, RIGKTHER., 88/
CT7VEZDLKBBREMA MLI Y THE L. KERUBENBEKTHESEL
T=o BEBEZEKMEST N) U LTERIEE BEEZEELCREZY VAT
WAS LA NS 74— (V00FRIVA/EBIFIL)ICL > THEEL, Z
DL EM05mgZ |MEFTRAE S LTHL, IXE100%,
'H NMR (400MHz, CDCl,) &:7.77 (s, 1H), 7.69 (s, 1H), 7.35 (d, J= 9.0H
z, MH), 7.33 (d, J= 8,9Hz, 2H), 6.98-6.94 (m, 1H), 6.96 (d, J= 8.9Hz,
2H), 6.77 (dd, J= 9.0, 2.6Hz, 1H), 5.39 (d, J= 15.1Hz, 1H), 5.34 (d,
J=15.1Hz, 1H), 3.84 (s, 3H), 1.54 (s, 9H).

<&mBHI5 0. {LEYI-B4DE/K>

AFL2-((tert-F b X2 AR A F)-2-2-y00-4-(4-y0O00 7
T/ F2)7x=0)-3-(1H-1,2,4- ) 7YV —=-1-4 ) FO/{ /) T— (1t
EHI-54) DERR

BB TERLZItE(I-1) 75.0mgx TERBERICER L, T ZI2m
ol/LAFIT7 I UTHRARML AN X, 80C CIRRERU=EC8EBRM L
o RIGIET#R. AEELBREOT7IVEREEEL. BBEESVATIVAT L
7O NS 74— (£ 00KRIVL/TH J—)b=15/1)ITk > THEET BEIC
&Y. BEOEEYI. IngZ EBEMBRAE S LTEL, INE12%,
'H NMR (400MHz, CDCl,) &:8.10 (s, 1H), 7.93 (s, 1H), 7.49 (d, J= 8.8H
z, H), 7.34 (d, J= 8.9Hz, 2H), 7.00 (d, J= 2.6Hz, 1H), 6.96 (d, J= 8
.9Hz, 2H), 6.82 (dd, J= 8.8, 2.6Hz, 1H), 6.56 (br q, J= 5.0Hz, TH), 5
.38 (s, 1H), 5.12 (d, J= 14.1Hz, 1H), 5.04 (d, J= 14.1Hz, 1H), 2.78 (
d, J= 5.0Hz, 3H). .

<&FIBI>
B LERNRFHCHOERDT YV —VFEFZAVWTUTO L D ICKFY
RORFEHH L 1,

SFBH1 KFIFD)
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[0324]

7YV = FEEE 21. 4
il

SO IVIEREF N D LA

280

TIVEILFTHIL Y RIVKRVEERIVT ) ViEEWMDF M) D LR

5 %8

AT 7 VEREEA 0.
280

R7A4 MA—KRY

3R

A 68.
4 &8

MR E L COKMBEIE L. KTHRLUTEAR L,

HEBI2 (ZLF)

7YV = FEEE 5

. 4%

RYVAFIOTFNFLYTLFILI—FTIV - TILFILRVEY IRV

ERIE - TILFIIRVEVEEY 3
7 &R

R)AFTIFLYTILFILI—FTIL 11
280
N,N-IXFLAVHIVT

. 8%p

REEHRBAFIITRATIV 31
9 %R

ZH—ICREBREL TAFE L,

<HEHI1 : EYRERBICH T ZREEEER>
Yy —LERICLY. AREBICEZ LEMOREBIBERERERREICH T

i

K-N,N-IAXAFLTHAVYFIFR 47
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[0325]

[0326]

[0327]

2MEMEZER L, NREME L THRIEEWARVT LEBREF TERL
e BRIEEWB AW, WRIEEWA IR 1 ICRBEHINZLEYT
HY. TERIEFEX (A) TRINDS, T, SRICEYBIZFFEFXE 2 IC5
HINnsLEMTHY., TEFER (B) TRIND,

[1623]

. HO, N/N\
Ci@\ f\\f(\ \lﬁt\?

_ # o N e, (A)
[1624]

N=\
Ho NN
sNeas
o)
o (B)

AZ—hoL—T@E%E. 6 0CHIEBETAILAPDALEM (RFbh—F
FRAMO—X—-FH—EM) II. MEOCRFIREICES LD ICARBILEY
EIAFIAINEFY RIGEEL., PDABMICT1% (V./V) HRML7k,
PDAZHAOREFRENAI—ICADZEIDIICEREL, v —LICHEH%E
TLAA AERILEDZSOERIBHEZER L .

—%, FOHOPDAEM ETCEE L ALSBEMRREOCEEZLZ, ER4mm
DI R—7—TiHBKRE, LEOXRFNSEFERIBEMICBEE L, R2IC
RVWATEDHRE, BE THER. EANEERLOBEEREZAE L, ¥
HE2FoWELBETR FOREERE R L T, TEAICEL Y ERMARID
HE (%) 28H Lk,

R=100 (dec—dt) /dc

(XF, R=BERHBERIEIER (%) , dc=BNEER-OEEER, d
t =RFNIBEIR FOERERE=ETNTNISRT, )

BONBERE, ROISRTEEIC LA > TS5 BBTML 2, HENE
EHAREWEE, IBEICBNhTWE ZEE2RT,
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[0328] [5R9]

[0329]

[0330]

[0331]

B A e R A 32 P EEE
8O%ELE
8 0%:KiH6 0%Lit
6 0%:KiH4 0%l E
4 0%kKHE2 0% L
2 0%k

= NI G

HERFIA : O LFHRHORE (Fusarium graminearum)

B D AIEIC & Y Fusarium graminearumz BW CIHERR 21T o /-, 5
MESmg LICBWTILEYI-1, 1-122, 1-228, I-334, I-20, I-21, I-2
3. I-25, I-24, I-47, 1-48, I-7. I-29, I-236, I-130, I-234, I-128, I-4
0. I-133, IIId-TEWFhLMEERS 2R Lk, ThICH L. HRIEEY
BIMEERHMI ThHo/, /o 1. 25mg LICBVWTIERBILEMA
DNIEEH4A THAHDICH L TEEWI-1, I-25, I-122, I-130I3ImEEH5
=L,

SERBIB : A X HHILEE (Pyrenophora teres)

B D FTIEIC & YPyrenophora teresz W THERREZIT o, KEBRME
Emg /LICBVWTHBRIEEMANMERE2 THHDIIH L TEEMI-1.
I-228, I-3, I-27, I-29, I-236, I-130IEMEEMS # L, T DB =t
KILEYBIIMEEHR2 TH -,

AEERBIC : 1 xFWEEEE (Pyricularia oryzae)

BIRDITEIC K YPyricularia oryzaez BWTHERR 1T o 7c, WRY
BSmg / LICBWTIEEYI-1, 1-122, 1-228, I-334, I-20, I-21, I-23
. I-25, I-26, I-52, I-27, I-28, I-47, I-48, I-7. I-29, I-31, I-236, I
-130, II-1, Illc-TIEWIhbHMERBS 2R Lk, JOR. SR1EEWB
ISMBEH2 ThHho7/z, /. 0. 63mg LIZBVWTIIRRIEEMAD
MERHI THDIOICH L TEEMI-1, 1-122, I-228I3EHRES =R~ L.

(o)

HERFID : A FIFLFEE (Gaeumannomyces graminis)
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[0332]

[0333]

[0334]

[0335]

BISR D H53E1C & Y Gaeumannomyces graminis% W THRERR AT /-, &
B¥MESmg LICBWTEEWI-1, I-122, 1-228, I-334, I-2, I-5, I-1
8. I-19, I-20, I-21, I-23. I-24, I-25, I-26, I-52, I-27, I-28. I-47,
I-48, I-7, I-29, I-3b, I-33, I-31, I-236, I-130, II-1, IIIb-9, IIIc-1
BRWINERBEERS 2Rk, £/, 0. 08mg /LICBWVWTIIREL
EMANEREI. IRIEEWBN1 THZDIIH L TIEEYI-1, [-23,
I-25, I-122, I-228, I-27, I-29, I-236, I-130I&IAEEH 5 AL 7

ABRBIE : L FBEERBE (Ustilago nuda)

AIRDFIEICEL YUstilago nudaz AW THERRZIT o/, HBRYWESL m
g/ LiIcEWTIEEYI-1, 1-122, 1-228, I1-334, I-19, I-20, I-21, I-25
 I-270 I-70 1-29, I-236, I-130RRWThBMERBE 2R Lk, ZOR.
NRIEEDBIIMEER 1 THo/, T 1. 25mg /LICBEVWTRN
BRIEEMAIMERBHRIS THZOICH L TEEWI-1, I-122, 1-228, 1-334
. 1-236, I-130IXMEHRES 2R LT,

ERERBIF : 4 RkEEE (Rhizoctonia solani)

AR AEIC L YRhizoctonia solaniZ W TIHERRAZIT o . WBRY
BS5mg / LIZBWTIEEYI-5, 1-6, I-22, 1-334, I-27, I-236, I-130i%
WINEMEEHRS 2R L, OB, SREEMBIEREEHR2 TH-

SRERBIG : B#JEE (Sclerotinia sclerotiorum)

B AEIC L YUSclerotinia sclerotioruma W THERERE1T-7-.
WERME S mg /LICBWTILEMI-1, 1-122, 1-228, I-334, I-18, I-20
. I-21, I-23, I-25, I-26, I-27, I-47, I-48, I-7, I-29, I-33, I-31, I-
236, I-130, Illc-TEWINEMEERS 2Rk, D, WRIEEHB
IEIMERHN 2 TH o .

HERBIH : AFXHEZEEHRE (Microdochium nivale)

AR D EIC L YMicrodochium nivalex AW TIRBRRZ1To 4, WY
BS5mg / LICBEWTIEEWI-1, 1-122, 1-228, I-21, I-25, I-52, I-27,
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I-47, I-48, I-29, I-236, I-130EWTNEMBRES 2~ L. T D
NRIEEXBIFMERER 1 TH -1,
[0336] EAERHAIL : 4 RIEHEHFE (Gibberella fujikuroi)
BIRDAEICE YGibberella fujikuroiZFBWTIHEREBR AT,
WEBMES5mg /LICBWTIEEYI-1, I-122, 1-228, I-334, I-19, I-20
. I-21, 1-23, I-25, 1-26, I-27, I-47, 1-48, I-7, I-29, I-31, I-236, I
-130, IlIc-1RWIhBMERHS 2R Lk, ZOR. SREEWBIEINE
B2 THo 1,
[0337] EAB&MHIJ : O L FEAKE (Zymoseptoria tritici)
AIRDFIEIC L YZymoseptoria triticiZz AWTIHMERRZT o, KR
MESmg / LICEWTIEEYI-1, [-122, 1-228, I-334, I-20, I-21, I-5
2, I-47, I-7, I-29, I-236, I-130, Illc-1ixWIFNHLIMEERES 2R L
o COOFF. WREEHMAZTERRL. WIRIEEWBIIMEER1 TH-ok
[0338] (FREOEERE. HEEHR
[0339] [¥10]

B 5 B % EERAE | EEAHE)
Fg Fusarium graminearum 25 3

Pt Pyrenophora teres 25 3

Po Pyricularia oryzae 25 7

G g Gaeumannomyces graminis 20 3

U n Ustilago nuda 25 7

Rs Rhizoctonia solani 25 1

M.n Microdochium nivale 25 3

G f Gibberella fujikuroi 25 3

Zt Zymoseptoria tritici _ 25 14

<HBBI 2 : O LXK I VHEBRRAR>

AFEBILEDEMEDRFIRE L RDEDICTE N VITB#EL, 530S
EECAFURIIKIZE % (V. V) BmiMLk (V52 VSOBREG60p p
m) . ARLAEEERE, BETSZFv IRy b (6ecmX6cm) THE
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LB 2EHOILFY (RE:BM615) IC1000L. h aEETHA
L7 (FREEX) , BB, LEMEEFLRVWTENYE%EEOA AU
K (V23S ORREE6O0ppm) ZJLFICHALEDDZENEX
&L, Bk, JLFELOBGREZER I, JLFHRIWHEEORTF
B (BBF200M@ HEICHE., 60ppmI>3IVS) 2ZEFEEBL. 2
ECHREBERGT TS 8RER ., TORIFEERNTEE L, EER
ABBIKILFRIVEOBHRELZFAEL. Mz FENICLYERLE
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