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17 H H Al COOH  CH, 11 0 CH
18 H H Al COOH  CH, J18 0 CH
19 H H Al COOH  CH, 19 0 CH
20 H H Al COOH  CH, 120 0 CH
21 H H Al COOH  CH, 121 0 CH
22 i H Al COOH  CH, 122 0 CH
23 H H Al COOH  CH 123 0 CH
2 H H Al COOH CH, J24 0 CH
25 H H Al COOH  CH, 125 0 CH
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26 H H Al COOH CH, 126 0 CH
Al H Al COOH CH, 127 0 CH
28 H Al COOH CH, 128 0 CH
29 H Al COCH CH, J29 0 CH
30 H H Al COOH CH, 130 0 CH
31 H H Al COOH CH, 131 0 CH
32 H H Al COOH  CH, 132 0 CH
33 H H Al COOH CH, 133 0 CH
34 H H Al COOH CH, 134 0 CH
35 H H Al COOH CH, 135 0 CH
36 H H Al COOH  CH, 136 0 CH
37 H H Al COOH CH, 131 0 CH
38 H H Al COOH CH, 138 0 CH
39 H H Al COOH  CH, 139 0 CH
40 H H Al COOH CH, 140 0 CH
41 H H Al COOH CH, 141 0 CH
42 H H Al COOH CH, J42 0 CH
43 H H Al COOH CH, 143 0 CH
44 H H Al COOH CH, 44 0 CH
45 H H Al COOH CH, 145 0 CH
46 H H Al Co0H CH, 146 0 CH
47 H H Al COOH CH, 147 0 CH
48 H H Al COOH CH, 148 0 CH
49 H H At COOH CH, J49 0 CH
50 H H Al COOH CH, 150 0 CH
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51 H H Al COOH  CH, 15l 0 CH
52 H H Al COOH  CH,  J52 0 CH
53 H H Al COOH  CH, 53 0 CH
54 R H AL COOR  CH,  J5¢ 0 CH
55 H H Al COOH  CH,  J55 0 CH
56 H H Al COOH  CH,_ 156 0 CH
57 i H Al COOH  CH, 757 0 CH
58 H H AL COOH  CH, 758 0 o
59 H H Al COOH  CH, 159 0 CH
60 H H Al COOH  CH,_ 160 0 CH
61 H H Al COOR  CH, 76l 0 CH
62 H H Al COOH  CH,  J62 0 CH
63 H H Al COOH  CH, 163 0 CH
64 H H AL CO0H  CH, 164 0 CH
65 H H Al COOH  CH,  J65 0 CH
66 H H Al COOH  CH,_  J66 0 CH
67 H H Al COOH  CH,  J67 0 CH
68 H Al COOH  CH, 168 0 CH
69 H H AL COOR  CH, 169 0 CH
10 H H Al COOH  CH,  J70 0 CH
71 H H Al COOR  CH,  I7l 0 cH
12 H H Al COOH  CH, T2 0 CH
73 H H Al COOH  CH,  I73 0 CH
74 H H Al COOH  CH, 174 0 CH
75 H H Al COOH  CH,  J75 0 CH
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76 H H Al COOH CH, 176 0 CH
71 H H Al COOH CH, 177 0 CH
78 H H Al COQH CH, 178 0 CH
79 H H Al COOH CH, J19 0 CH
80 Al COOH CH, 180 0 CH
81 Me Me Al COOH CH, I 0 CH
82 Me Me Al COOH CH, J2 0 CH
83 Me Me At COOH CH, J3 0 CH
84 Me Me Al COOH CH, J4 0 CH
85 Me Me Al COOH CH, J5 0 CH
86 Me Me Al COOH CH, J6 0 CH
87 Me Me Al COOH CH, I7 0 CH
88 . Me Me Al COOH CH, i8 0 CH
89 Me Me Al COOH CH, 19 0 CH
90 Me Me Al COOH CH, 1o 0 CH
0 He Me Al COOH  CH, i 0 CH
92 Me Me Al COOH CH, Ji2 0 CH
93 Me Me Al COOH CH, 113 0 CH
94 He He Al COOH CH, Ji4 0 CH
95 Me Me Al COOH CH,, J15 0 CH
96 Me Me Al GOOH CH, J16 0 CH
97 Me Me Al COOH CH, 17 0 CH
98 Me He Al COOH CH, J18 0 CH
99 Me Me Al COOH CH, It9 0 CH
100 Me Ve Al COOH CH, J20 0 CH

20



99810816. 2

M

Bl 45 ZH16/821T

x5
REHET R R SCH-A  E G ] m X
101 Me Me Al COOH  CH,  Jal 0 CH
102 Me Me Al CcOOH  cH,  J22 0 CH
103 Me Me Al COOH  CH, 123 0 CH
104 Me Me Al COOH  CH, 12 0 CH
105 Me Me Al COOH  CH, 125 0 CH
106 Me Me Al COOH  CH, 126 0 CH
107 e Me Al COOH  cx, I 0 CH
108 Me Me AL COOH  CH, 128 0 CH
109 e He AL COOH  cH,  J29 0 CH
110 Ve e AL COOH  CH,  J30 0 CH
il He Me Al COOH  CH, 13l 0 CH
112 He e Al cooH  cCH, 132 0 CH
113 e He Al COOH  CH,  J33 0 CH
114 Me e Al COOH  CH, 34 0 CH
115 e He Al COOH  CH, 135 0 CH
116 Me Me Al COOH  CH, 136 0 CH
17 Me Me Al COOH  CH, 13T 0 CH
18 Me Me Al COOH  CH,  J38 0 CH
119 Me Me Al CO0H  CH, 139 0 CH
120 e Me Al COOH  CH,  J40 0 CH
121 Me Me AL COOH  cH,  J4l 0 CH
122 ife Me Al COOH  CH, 142 0 CH
123 Me Ve AL COOH  CH, 143 0 CH
124 e Me AL COOH  CH,  Ja4 0 CH
125 e e AL COOH  CH, 145 0 CH
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126 Me Me Al COOH CH, 146 0 CH
127 Ve e Al COOH  CH,  J47 0 CH
128 Me Wie Al COOH  CH,_ 748 0 cH
129 Me Me Al COOH CH, 749 0 CH
130 Me Me Al COOH CH, 150 0 CH
131 Me Me Al COOH CH, Jb1 0 CH
132 Me e Al COOH CH, 152 0 CH
133 Me e Al COOH CH, J53 0 CH
134 Me Me Al COOH CH, J54 0 CH
135 Me Me Al COOH CH, J55 0 CH
136 Me e AL COOH  CH, 156 0 CH
137 Me Me Al COOH CH, 181 0 CH
138 Me Me Al COOH CH, J58 0 CH
139 Me e AL COOH  CH, 159 0 CH
140 Me Me Al COOH CH, J60 0 CH
141 Me Me Al COOH CH, J61 0 CH
142 Me Ve AL COOH  cx, 162 0 CH
143 Me Me Al COooH CH, 163 0 CH
144 Me Me Al COOH CH, J64 0 CH
145 Me Ve AL COOH  CH. 165 0 CH
146 Me Me Al COOH CH, J66 0 CH
147 Me Me AL COOH  cH,  I67 0 CH
148 Me Me Al COOH CH, J68 0 CH
149 Me He Al COOH CH, 169 0 CH
150 Me Me Al COOH CH, 170 0 CH
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51 Me Me Al COOH  CH, 171 0 CH
152 Me Me Al COOH  CH, 172 0 CH
153 Me Me Al COOH  CH, 173 0 CH
154 Me Me Al COOH  CH, J74 0 CH
158 Me Me Al COOH  CH, 175 0 CH
156 Me Me Al COOH CH, 176 0 CH
157 Me Me Al COOH  CH, 17 0 CH
158 Me Me Al COOH  CH, 118 0 CH
159 Me Me Al COOH  CH, 179 0 CH
160 Me Me Al COOH  CH, 180 0 cH
161 Cl cl Al COOH  CHCH, JI 0 CH
162 cl Cl Al COOH  CH, 14 0 CH
163 cl cl Al COOH  CH, 110 0 cH
164 Cl Ct Al COOH  CH, J18 0 CH
165 Cl cl Al COOH  CH, 121 0 CH
166 cl cl Al COOH  CH, J28 0 CH
167 cl cl Al COOH  CH, 135 0 CH
168 Cl cl Al COOH  CH, 137 0 CH
169 Cl cl Al COOH  CH, 139 0 CH
170 cl Cl Al COOH  CH, 143 0 CH
171 cl Cl Al COOR  CH,  Jd6 0 CH
172 cl Cl Al COOH  CH, 150 0 CH
173 cl Cl Al COOH  CH, 154 0 CH
174 Cl Cl Al COOH  CH, 163 0 CH
175 cl Cl Al COOH  CH, 164 0 CH
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76l CL Al C00H  CH  J65 0 CH
Tl CL Al Co0H M 166 0 CH
78 cl Cl Al C00H  CH 767 0 CH
.l CL Al COH  CF, 111 0 CH
130 ~CH,CH.CH- Al CO0H  CHCH 71 0 CH
81 “CH,CH,CH- AL COOH  CH, J4 0 CH
182 ~CH,CH,CH~ AT COOR  CH, JI0 0 CH
183 -CHCHCH- Al COOH  CH 718 0 CH
184 ~CH,CH,CH.- Al CO0R  CH, 1zl 0 CH
185 ZCH,CH,CH.- Al COOH  CH, 128 0 CH
186 ~CH,CHCH - AL CO0H  CH,__ 135 0 CH
187 -CHCH,(CH- Al COOH  CH 137 0 oK
188, -CH,CH,CH,- Al COOR  CH, 138 0 CH
189 ~CH,CH,CH,- Al COOH  CH, 143 0 CH
190 -CHCHCH- Al COOH  CH, 146 0 CH
191 ~CH,CHCH- Al COOR  CH, 150 0 CH
192 ~CH,CHCH- Al COOH  CH,  J54 0 CH
193 “CH,CH,CH,- AL COOH  CH,__ J63 0 CH
194 ~CH,CH,CH,- AL COOR  CH, Jod 0 CH
195 ~CH.CH.CH,- Al COOH  CH,__ J65 0 CK
196 ZCH,CH,CH- AL COOH  CH,  J66 0 CH
197 ~CH,CH,CH- Al Co0H  CH,  J6T 0 CH
198 ZCH,CH.CH- AL CO0R CH T 0 CH
199 Z0CH0- AT COOR  CHCH, 11 0 CH
200 ~0CH Q- AL CO0H  CH, 14 0 CH
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201 -0CH,0- Al COOH CH, 1o 0 CH
202 ~0CH,0- Al COOH  CH,  JI8 0 CH
203 -0CH,0- Al COOH CH, 121 0 CH
204 -0CH,0- Al COOH CH, J28 0 CH
705 Z0CH,0- AL COOH  CH, 135 0 CH
206 -0CH,0- Al COOH CH, J31 0 CH
207 ~0CH,0- Al COOH  CH, 139 0 CH
208 -0CH,0- Al COOH CH, 143 0 CH
209 -0CH,0- Al COOH CH, J46 0 CH
210 ~OCH0- AL COOH  CH__ 150 0 CH
211 -0CH,0- Al COOH CH, 154 0 CH
212 -0CH,0- Al COOH CH, J63 0 CH
213 -0CH,0- Al COOH CH, 164 0 CH
214 -0CH,0- Al COOH CH, 165 0 CH
215 -0CH,0- Al COOH CH, 166 0 CH
216 ~OCH,0- Al COOH  CH, 167 0 CH
211 -0CH,0~ Al COOH CH, N 0 CH
218 ~0CH,CH,0- Al COOH  CHCH,  JI 0 CH
219 -0CH,CH,0~ Al COCH CH, 4 0 CH
220 ~OCH,CH,0- AL COOH  CH, 110 0 CH
221 ~0CH,CH,0- AL COOH  CH,_ 718 0 CH
222 ZOCHCH,0- AT COOH  CH, 13 0 oK
223 ~OCH,CH,0- Al COOH  CH, _ Jar 0 CH
224 —OCH,CH,0- Al COOH  CH, 139 0 CH
225 ~OCH,CH,0- Al COOH  CH, 750 0 CH
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226 ~OCH,CR,0- Al COOH  CH,  I63 0 CH
221 ~OCH,CH,0- Al COOH  CH, 764 0 CH
228 ~OCH,CH,0- AL COOH  CH, 765 0 CH
229 ~O0CH,CH,0- Al COOH  CH, 167 0 CH
230 ~OCH,CH,0- Al COOH  CH,  J7l 0 CH
231 OMe  OMe Al COOH  CHCH, 1 0 CH
232 OMe  OMe Al COOH  CH, 14 0 CH
233 OMe  OMe AL COOH CH,  JI0 0 CH
234 OMe  OMe Al COOH  cH, 118 0 CH
235 OMe  Oe Al COOH  CH, 135 0 cH
236 OMe  OMe Al COOH  CH, 137 0 CH
237 OMe  OMe AL COOH  cH, 139 0 CH
238 OMe  OMe Al COOR  CH,  J50 0 CH
239 OMe  OMe Al COOH  cH,  J63 0 CH
240 OMe  OMe Al COOH  CH,  J64 0 CH
241 OMe  OMe AL COOH  CH, 165 0 CH
242 OMe  Ode Al COOH  CH, 167 0 CH
243 OMe  OMe Al COOH  CH, Tl 0 CH
244 F F Al COOH  CH, 13§ 0 CH
245 F F Al COOH  CH, 137 0 CH
246 F F Al COOH  CH,  I39 0 CH
247 F F Al COOH  CH_ 150 0 CH
248 F F AL COOH  CH, 163 0 CH
249 F F Al COOH  CH,  J64 0 CH
250 F F Al COOH  CH,  J65 0 CH
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251 F F Al COOH  CH, 167 0 CH
752 i H AL COOH  CH, I3 0 N
253 H H Al COOH CH, 1317 0 N
254 H K Al COOH  CH, 139 0 N
255 H H Al COOH CH, 150 0 N
156 H H Al COOH CH, 163 0 N
257 H H Al COOH CH, 164 0 N
258 H H At COOH CH, J65 0 N
259 H H Al COQH CH, 161 0 N
260 Ne i AL COOH  CH, 135 0 CH
261 Me H Al COOH CH, EY 0 CH
262 Me H Al COCH CH, 139 6 CH
263 Me H AL COOH  CH, 150 0 CH
264 Me H Al COCH CH, 163 0 CH
265 Me H Al COOH CH, 164 0 CH
266 Me H Al COOH CH, 169 0 CH
267 Me H Al COOH  CH, 167 0 CH
268 OMe H Al COOH CH, J35 0 CH
269 OMe H Al COOH CH, 131 0 CH
270 OMe H AL COOH  CH, 139 0 CH
211 OMe H AL COOH  CH, 150 0 CH
22 OMe T AL COOH  CH, 163 0 oH
273 OMe H Al COOH CH, J64 0 CH
2774 OMe H AL COOH  CH, 165 0 CH
275 OMe H Al COOH CH, 167 0 CH
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276 OEL H AL COOH  CH, 163 0 CH
217 0Bt H Al COOH  CH,  Io4 0 CH
278 OE! H Al COOH  CH, 165 0 CH
219 CF3 K Al COOH  CH, 163 0 CH
280 CF3 K Al COOH  CH,  Jo4 0 CH
281 CF3 H Al COOH  CH, 65 0 CH
282 CN H Al COOH  CH, 163 0 CH
283 CN H Al COOH  CH,  1Ibd 0 CH
184 CN H Al COOH  CH, 165 0 CH
285 Cl H Al COOH  CH, 163 0 N
286 Cl H Al COOH  CH, )64 0 N
287 cl H Al COOH  CH, 165 0 N
288 Me Me A2 COOH  CH, )35 0 CH
289 Me Me A2 COOH  CH, 137 0 CH
290 Me Me A2 COOK  CH, 139 0 CH
291 Me Me Az COOH  CH, 163 0 CH
292 He Me Az COOH  CH,  J6¢ 0 CH
293 Me Me AZ __ COOH  CH,  T65 0 cH
294 Me He Az COOH  CHCH,  J! 0 CH
295 Me e A3 COOH  CH, T 0 CH
296 Me Me A3 COOH  CH, 135 0 CH
297 e Me A3 COOH - CH,  Jd7 0 ci
298 He Me A3 COOH  CH,  J39 0 CH
299 Me Me A3 COOH  CH, 150 0 CH
300 Me Me A3 COOH  CH,  J63 0 cH
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301 Me Me A3 COOH  CH, 164 0 CH
302 e e A3 COOH  CH, 165 0 CH
303 Me Me A3 COOH  CH, 167 0 CH
304 He Me A3 COOH  CHCH, 1 0 CH
305 e Me A3 COOH  CHCH_ 163 0 CH
306 e Me A4 COOH  CH, T 0 CH
307 e Me AL COOH  CH, 135 0 CH
308 Me Me A4 COOH  CH, 137 0 CH
309 Me Me AL CO0H  cH, 139 0 CH
310 Me Me A4 COOH  CH, 150 0 CH
301 Me Me A4 COOH  CH, 163 0 CH
312 Me Me A4 COOH  CH, 164 0 CH
313 Me Me A4 COOH  CH, 165 0 CH
314 Me Me MM CO0H  CH, 167 0 CH
315 Me Me A4 COOH CHCH, I 0 CH
316 e Me Ad COOH CHCH 163 0 CH
317 H H AL COOH  CH, 137 0 CH
318 i H A4 COOH  cH, 139 0 CH
319 I H Al COOH  CH, 163 0 CH
320 H H AL COOH  CH 1bd 0 CH
321 H H A4 COOH  CH, 765 0 CH
322 Cl Cl A4 COOH  CH,_ 137 0 CH
323 cl Cl A4 COOH  CH, 139 0 CH
324 cl cl A4 COOK  CH, 163 0 CH
325 cl cl A4 CO0H CH 164 0 CH
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326 Cl Cl Ad COOH CH, J65 0 CH
321 H H Ad COOH CH, 137 0 N

328 H H A4 COOH CH, 139 0 N

329 H H Ad COOH CH, 163 0 N

330 H H Ad COOH CH, 164 0 N

331 H H A4 COOH CH, 165 0 N

332 Me Me AS COOH CH, 1 0 CH
333 Me Me A5 CoOH  CH,CH, 1B 0 CH
334 Me Me A6 COOH CH, I 0 CH
335 e He A6 COOH  CHCH, I 0 CH
336 Me Me A7 COOH CH, 11 0 CH
3317 Me Me AT COOH CH,CH, J1 0 CH
338 Me Me A8 COooH CH, Il 0 CH
339 Me Me A8 COOH  CH,CH, J1 0 CH
340 Me Me A9 COOH CH, 1l 0 CH
341 Me Me A3 COOH  CHCH, I 0 CH
342 Me e A0 COOH  CH, 1 0 CH
343 Me Me At0  COOH  CHCH, Tl 0 CH
344 Me Me All COOH CH, 1317 0 CH
345 Me Me All COOH CH, J39 0 CH
346 Me Me All COOH CH, 150 0 CH
347 Me Me All COOH CH, 163 0 CH
348 Me He Al COOH  CH, 764 0 CH
349 H H Al COOH  CH, 131 0 CH
350 H H Atl COOH CH, 139 0 CH
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351 H H ALl COOH  CH, 150 0 CH
352 H B Al COOH  CH,  J63 0 CH
353 H H Al COOH  CH, 64 0 CH
354 H H At COCH CH, J65 0 CH
355 Cl Cl All COOH CH, 137 0 CH
356 Cl Cl Atl COOH CH, 139 0 CH
357 Cl Cl All COOH CH, 350 0 CH
358 Ct Cl All COOH CH, J63 0 CH
359 Cl Cl ALl __COOH  CH,  Jo4 0 CH
360 Cl Cl All COOH CH, J65 0 CH

- 361 H H Al COOH  CH, 131 0 N

362 H H ALL  COOH  CH, 139 0 N
363 H H ALl COOH  CH, 150 0 N
364 H H All COOH CH, 163 0 N
364 H H Atl COOH CH, 164 0 N
366 H H All COOH CH, 165 0 N
367 Me Me Al2 COOH CH, J1 0 CH
368 Me Me Al2 COOH CH,CH, J1 0 CH
369 Me Me Ald COOH CH, J1 0 CH
370 Me Me A3 COOH CHCH, I 0 CH
371 Me Me Ald COOH CH, I 0 CH
372 Me Me At4d COOH CH,CH, 1 0 CH
3173 Me Me ALS COOH CH, J1 0 CH
374 Me He AL5  COOH  CHCH, Il 0 CH
3795 Me e AlLG COOH CH, A 0 CH

31



99810816. 2

M

Bl A5 2R27/821C

%16
RABEET | R SCH-A B G ] m X
376 Me Me  AI6  COOH CHCH,  JI 0 CH
377 e Me  AL6  COOH  CH, 137 0 CH
378 Me Me AL COOH  CH,  J39 0 CH
379 e We  AI6  COOK  CH, 150 0 CH
380 e Me A6  COOH  CH,_ 163 0 CH
381 He Me A6 COOH  CH,  Jo4 0 cH
382 Me Me A6 COOH  CH,  Jbs 0 CH
383 H H Al6  COOH  CH, 137 0 CH
384 H H A6 COOH  CH, 139 0 CH
385 H H A6 COOH  CH,  J50 0 CH
386 H H A6 COOH  CH,  J63 0 CH
387 H H A6 COOH  CH,  J64 0 CH
388 H H A6 COOH  CH,  J65 0 CH
389 Me Me AT COOH  CH, 1 0 CH
390 Me e AIT  COOH CHCH, Il 0 CH
391 e e A8 COOH  CHCH,  JI 0 CH
392 Me Me A8 COOH  cH, 137 0 CH
393 e Me A8 COOH  CH,  J39 0 CH
394 Me Me A8 COOH  CH, 150 0 CH
395 Me Me A8 COOH  CH, 163 0 CH
396 Me Me A8 COOH  CH, 164 0 CH
397 Me Me  AI8  COOH  CH,  J65 0 CH
398 H H Al8  COOH  CH, 137 0 CH
399 H H AlE  COOH  CH, 739 0 CH
400 H Al8  COOH  CH, 50 0 CH
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] H H A8 COOH  CH, 763 0 CH
102 H A8 COOH  cH, 164 0 CH
103 H H A8 COOH  CH_ J65 0 CH
404 Cl Ct AI8  COOH  CH__ 737 0 CH
405 Cl cl AI8  COOH  CH,__ 7163 0 CH
106 Cl CL A8 COOH  CH, 164 0 CH
407 cl Cl A8 COOH  CH, 765 0 CH
408 H H A8 COOH  CH, 7137 0 N
409 H H A8 COOH  CH, 139 0 N
410 H H AI8  COOH  CH,  J63 0 N
Al R H A8 COOH CH  Jed 0 N
i H H AIS  COOH  CH, 165 0 N
e Me H A8 COOH  CH, 137 0 CH
414 Me H Al§  COOH  CH, 139 0 CH
Y e H A8 COOH  CH,  J63 0 CH
416 Me H AIS  COOH  CH,  J6d 0 CH
e Me i A8 COOH  CH, 165 0 CH
a8 ONe H Al§  COOH  CH, 137 0 CH
49 Oe H A8 COOH  CH, 139 0 CH
20 OMe H AL8  COOH  CH, 163 0 CH
21 Oe H A8 COOH  CH, 164 0 CH
Q1 OMe H A8 COOH  CH, 165 0 CH
23 OEL H AI§  COOH  CH, 163 0 CH
a4 0Bt H A8 COOH  CH,_ 164 0 CH
a5 OEl H A8 COOH  CH__ 165 0 CH
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426 CF3 H Alg COOH CH, 163 0 CH
421 CF3 H Al8  COOH CH, J64 0 CH
428 CF3 K Al8 COOH CH, 165 0 CH
429 CN H ALS COOH CH, 163 0 CH
430 CN H Al8  COOH  CH, 164 0 CH
431 CN H Al3 COOH CH, J65 0 CH
432 F H Al8  COOH  CH, J63 0 CH
433 F H Al8 COOH CH, J64 0 CH
434 F H Al8 COOH CH, 165 0 CH
435 Cl H Al8 COOH CH, 163 0 N
436 Cl H Al8 COOH CH, 164 0 N
437 Ct H A8 COOH CH, 165 0 N
438 H H AlB COOH CH, 137 0 N
439 Me Me Al9 COOH CH, I 0 cH
440 Me Me Al9  COOH  CHCH, Il 0 CH
441 Me Me A9 CODH  CH, 137 0 CH
442 Me Me Al COOH  CH, 139 0 CH
443 Me Me Al9  COOH CH, 150 0 CH
444 Me Me Al9  COOH  CH, 163 0 CH
445 Me Me Al COOH CH, 164 0 CH
446 Me Me At9  COOH  CH, 165 0 CH
441 H H Al9  COOH  CH, I 0 CH
443 H H AlY COOH  CH,CH, It 0 CH
449 H H Al COOH CH, 137 0 CH
450 K H AlS CooH CH, 139 0 CH
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451 H H A9 COOH  CH,  J50 0 CH
452 H A9 COOH  CH, 163 0 CH
453 H H A9 COOH  cH,_ J64 0 CH
154 H H A9 COOH  CH, 165 0 CH
55 Me  Me A COOH  CH, 164 0 CH
456 Me Me A20 COOH CH, J65 0 CH
%7 Me  Me A0 COOH  CH, 167 0 CH
458 Me  Me A0 COOH  CH,_ 7l 0 CH
159 H K A0 COOH  CH,  J6d 0 CH
460 H 20 COOH  CH, 7165 0 CH
T H H A0 COOR  CK, 167 @ CK
462 i K A0 COOH  cH_ 7 0 CH
63 Cl Cl A0 COOH  CH, 164 0 CH
64 cCl Cl A20 _ CoOH  CH,  J65 0 CH
%5 Cl Cl A0 COOR  CH, 167 0 CH
%6 Cl Cl A0 Coom  CH, U7l 0 CH
467 H K A0 COOH  CH, 164 0 N
468 H H A20 COOH CH, 165 0 N
469 H H A0 COOH  cH, 167 0 N
470 i H A0 COOH  CH, I7l 0 N
4l e R A20  COOR  CH, 164 0 CH
77 Me R A20  COOH  CH, 165 O CH
3 Me H A0 COOH  CH, 167 0 CH
a4 e H A0 COOR  CH, 7l 0 CH
475 OMe  H A0 COOH  CH, 164 0 CH
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476 OMe H A20  COOH  CH, 165 0 CH
477 OMe H A20  COOH  CH, 167 0 CH
478 OMe H A20 COOH  CH 171 0 CH
49 OEL i A0 COOH  CH, )64 0 CH
480 0Et H A20  COOH  CH 165 0 CH
481 OEt H A20  COOH  CH, 167 0 CH
482 0! H A20  COOH  CH J11 0 CH
483 F H A20  COOH  CH 164 0 CH
484 F H A20 COOH  CH, 165 0 CH
485 F H A20 COOH  CH, 167 0 CH
486 F H A20  COOH  CH, 171 0 CH
487 CF3 H A20 COOH  CH, 164 0 CH
488 CE3 H A20  COOH  CH, 165 0 CH
489 CF3 H A20 COOH  CH, 167 0 CH
490 CF3 H A20  COOH  CH, I 0 CH
491 CN H A20  COOH  CH, 164 0 CH
492 CN H A20  COOH  CH, 165 0 CH
493 CN H A0 COOH  CH, 167 0 CH
494 CN H A20  COOH  CH, 171 0 CH
495 cl H A20  COOH  CH, 164 0 N
496 cl H A20 COOH  CH, 165 0 N
497 Cl H A20 COOH  CH, 167 0 N
408 Cl H A20 COOH  CH I 0 N
499 H H A2l  COOH  CH, 163 0 CH
500 H H A2l COOH  CH 165 0 CH

36



99810816. 2

M

B 45 2E32/821

% 21
KEHRE R R SCH-A E G j m X
501 Me Me Al COOH CHCH, I 0 CH
500 We  MWe Al COOH CHCH 137 0 CA
503 Me Me Al COOH  CHCH, 139 0 CH
504 Me  Me Al CO0R CHCH, 150 0 CH
505 Me He AL COOH  CHCH, 162 0 CH
506 Me Me Al COOH  CHCH, 163 0 CH
507 We Me Al COOH CHCH, 164 0 CH
508 Me Me Al COOH  CHCH, 765 0 CH
500 m H Al COOH  CHCH,  JI 0 CH
510 B H AL COOH CHCH, 131 0 CH
511 H H Al COOH  CHCH, J39 0 CH
512 H H AL COOH  CHCH, 150 0 CH
513 H H Al COOH  CHCH, 162 0 CH
514 H H Al COOH CHCH, 63 0 CH
515 H H Al COOH  CHCH,  I6d 0 CH
516 H H Al COOH  CHCH, 165 0 CH
517 Me He A4 COOH  CHCH, 137 0 CH
518 e He At COOH  CHCH, 139 0 CH
519 Me e At COOH  CHCH, 167 0 CH
520 Me Me AL COOH  CHCH,  Jbé 0 CH
521 Me Me AL COOH CHCH, 165 0 CH
522 H H A4 COOH CHCH, 137 0 CH
523 H H A4 COOH  CHCH, 139 0 CH
524 H At COOH  CHCH, 163 0 CH
525 H W A4 COOH CHCH,  J64 0 CH
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526 H H AL COOH CHCH, 165 0 CH
527 H Al COOH  CHCH, 137 0 CH
528 H All COOH  CH,(CH, 139 0 CH
529 H H ALl COOH  CHCH, 7163 0 CH
530 H H ALl COOH CHCH,  J64 0 CH
531 H AIl  COOH  CHCH, 165 0 CH
532 H H AI8  COOH  CHCH, 137 0 CH
533 H AI8  COOH  CHCH, 139 0 CH
534 H H At8  COOH  CHCH, 163 0 CH
535 H H AlI8  COOH CHCH, 164 0 CH
536 H H AI8  COOH  CHCH,  J65 0 CH
537 Me Me A20  COOH  CHCH, 737 0 CH
538 Me Me A20  COOH  CHCH,  J39 0 CH
539 Me Me A20  COOH CHCH, 7163 0 CH
540 Me Me A20  COOH CHCH,  J64 0 CH
541 Mie Me  A20  COOH  CHCH,  Je5 0 CH
542 H H A20  COOH CHCH, 137 0 CH
543 H H A20 COOH CHCH, 139 0 CH
544 H H A20  COOH  CHCH,  J63 0 CH
545 H H A20  COOH  CHCH  J6d 0 CH
546 H H A20  COOH  CHCH,  J65 0 CH
547 He Me Al COOH €O 1 0 CH
548 He Me Al COOH €0 163 0 CH
549 H H Al COOH €O I 0 CH
550 H H Al COOH €O 163 0 CH
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551 Me Me Ad COOH Co I 0 CH
652 Me Me A4 COOH co 163 0 CH
663 H H Ad COOH Co Il 0 CH
564 H H Ad COOH €0 63 0 CH
555 H H All CO0H co Jl 0 CH
556 H H ALl COOH co 163 0 CH
557 H H Al8 COOH Co Il 0 CH
958 H H At8 COOH co 163 0 CH
559 H H A20 COOH Co I 0 CH
560 H H A20 COOH co 163 0 CH
561 Me He Al COOH S0, Il 0 CH
562 Me Me Al COOH S0, J63 0 CH
563 H H Al COOH S0, n 0 CH
564 H H Al COOH S0, 163 0 CH
965 H H Ad COOH S0, J1 0 CH
566 H H A4 COOH 80, 163 0 CH
567 H R Al COOH S0, Ul 0 CH
568 H H At COOH 50, 163 0 CH
569 H H Alg COQH S0, Jl 0 CH
570 H H Alg COQH 80, 163 0 CH
571 H H A20 COOH S0, I 0 CH
672 H H A20 COOH S0, 163 0 CH
573 H H Al COOH  CH,CO 1 0 CH
574 H H Al COOH  CH,CO 12 0 CH
875 H H Al COOH  CHCO 13 0 CH
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576 H H AL COOH  CHCO T4 0 oH
817 H H Al COOH  CH,CO IS 0 CH
678 H H Al COOH  CHCO J6 0 CH
579 H H Al COOH  CHCO 17 0 CH
580 H H Al COOH  CH,CO I8 0 CH
581 H H Al COOH  CH,CO 19 0 CH
582 H H Al COOH  CHCO 110 0 CH
583 H H Al COOH  CHCO  JlI 0 CH
584 H H Al COOH  CHCO 712 0 CH
585 i H Al COOH  CHCO )13 0 CH
586 H H Al COOH  CH,CO n 0 CH
587 H H Al COOH  CHCO  JI8 0 cH
588 H H Al COOH  CHCO  JI9 0 CH
589 H Al COOH  CHCO 123 0 CH
590 H Al CoOH  CH,CO J24 0 CH
591 H H Al COOH  CHCO  J25 0 CH
592 H H Al COOH  CHCO 136 0 CH
593 H H Al COOH  CHCO  J47 0 CH
994 H H Al Co0H  CHCO 157 0 CH
595 H H Al COOH  CH,CO 162 0 CH
596 Me Me Al COOH  CH,CO I 0 CH
597 He Me Al COOH  CHCO 12 0 CH
598 Me Me Al COOH  CH,CO 13 0 CH
599 Me Me Al COOH  CHCO 14 0 CH
600 Me Me Al CoOH  CHLCO 15 0 CH
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501 Me Me Al COOH  CHCO 16 0 CH
602 Me Me Al COOH  CHCO  I7 0 CH
603 Me Me Al COOH CHCO 8 0 CH
604 Me He Al COOH  CHCO )9 0 CH
605 Me He AL COOH  CHCO 110 0 CH
606 Me He Al COOH  CHCO  Jil 0 CH
607 Me He Al COOH  CHCO  J12 0 o
608 Me He AL COOH CHCO  JI3 0 CH
609 He Me Al COOH ~ CHCO 117 0 CH
610 Me He Al COOH CHCO 118 0 CH
611 Me Me AL COOH  CHCO  J19 0 CH
612 Me Me Al COOH  CHCO  J23 0 CH
613 Me Me Al COOH  CHCO  J24 0 CH
614 Me Me Al COOH CHCO 125 0 CH
615 e He Al COOH CHCO  I36 0 CH
616 Me Me Al COOH CHCO 147 0 CH
617 Me Me Al COOH CHCO  IS7 0 CH
618 He Me Al COOH CHCO 162 0 CH
619 H H AL COOH CHCONE 1 0 CH
620 H H Al COOH CHCONH 12 0 CH
621 H H Al COOH CHCONH 13 0 CH
622 H H Al COOH CHCONH 14 0 CH
623 H H Al COOH CHCONH  I§ 0 CH
624 H H Al COOH CHCONH 16 0 CH
625 H H AL COOH CHCONH 17 0 CH
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626 H H Al COOH CHCONH I8 0 CH
627 H H Al COOH CHCONH 19 0 CH
628 H H Al COOH  CH,CONH  Jl10 0 CH
629 H H Al COOH CHCONH Il 0 CH
630 H H Al COOH  CH,CONH  Ji12 0 CH
631 H H Al COOH CHCONH  JI3 0 CH
632 H H Al COOH CHCONH T4 0 CH
633 H H Al COOH CHCONH  Ji6 0 CH
634 H H Al COOH CHCONH  J16 0 CH
635 H K Al COOH CHCONH 117 0 CH
636 H H Al COOH CHCONH 118 0 CH
637 H H Al COOH CHCONH  JI9 0 CH
638 H H Al COOH CHCONH  J20 0 CH
639 H H Al COOH CHCONH  J2I 0 CH
640 H H Al COOH  CHCONH  J22 0 CH
641 H H Al COOH CH.CONH  J23 0 CH
642 H H Al COOH CHCONH  J24 0 CH-
643 H H Al COOH CH,CONH  J25 0 CH
644 H H Al COOH CHCONH  J26 0 CH
645 H H Al COOH CHCONH  J27 0 CH
646 H H Al COOH CHCONH 328 0 CH
647 H H Al COOH CHCONH  J29 0 CH
648 H H Al COOH CHCONH 130 0 CH
649 H H Al COOH CHCONH  J3I 0 CH
650 H H Al COOH CHCONH  J32 0 CH
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651 H H AL COOH CHCONH 133 0 CH
652 H H Al COOH CHCONH 134 0 CH
653 H H AL COOH CHCONH 135 0 CH
654 H H Al COOH CHCONH 137 0 CH
655 H H Al COOH CHCONH 139 0 CH
656 H H AL COOH CHCONH 762 0 CH
657 H H Al COOH CHCONH 763 0 CH
658 Me He AL COOH CHCONH Il 0 CH
659 Me e Al COOH CHCONH 2 0 CH
660 He Me Al COOH CHCONH 13 0 cH
661 Me Me Al COOH CHCONH 4 0 CH
662 Me e Al COOH CHCONH IS 0 CH
663 Me e AL COOH CHCONH U6 0 CH
664 Me e Al COOH CHCONH  J7 0 CH
665 Me Me Al COOH CHCONH I8 0 CH
666 Me Me Al COOH CHCONH  J9 0 CH
667 Me e Al COOH CHCONH J10 0 CH
668 Me He Al COOH CHCONH il 0 CH
669 Me Me Al COOH CHCONH 112 0 CH
670 Me Me Al COOH CHCONH 713 0 CH
671 Me Me Al COOH CHCONH Jl4 0 CH
672 Me Me Al COOH CHCONH 15 0 CH
673 Me Me Al COOH CHCONH J16 0 CH
674 Me Me Al COOH CHCONH  JI7 0 CH
675 Me Me Al COOH CHCONH JIB 0 CH
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676 Me He AL COOH CHCONH  JI9 0 CH
677 He He AL COOH CHCONH 720 0 CH
678 He He Al COOH CHCONH  Jali 0 CH
679 Me Me Al COOH CHCONH J22 0 CH
680 e He Al COOH CHCONH 123 0 CH
681 Me Me Al COOH CHCONH  J24 0 CH
682 Me Me Al COOH CHCONH 125 0 CH
683 Me Me Al COOH CHCONH 126 0 CH
684 Me e Al COOH CHCONH 127 0 CH
685 Me Me Al COOH CHCONH J28 0 CH
686 He Me AL COOH CHCONH 29 0 CH
687 Me e Al COOH CHCONH  J30 0 cH
688 Me He Al COOH CHCONH I3l 0 CH
689 Me Ne Al COOH CHCONH 132 0 CH
690 Me Me AL COOH CHCONH 133 0 CH
691 Me Me Al COOH CHCONH 134 0 CH
692 Me He AL COOH CHCONH 135 0 CH
693 Me Me Al COOH CHCONH J37 0 CH
694 e Me Al COOH CHCONH 739 0 CH
§95 Me Me Al COOH CHCONH  J62 0 CH
696 Me Me AL COOH CHCONH 63 0 CH
697 H H Al COOH  CH,CHO I 0 CH
698 H H Al COOH CHCHO 12 0 CH
699 H H Al COOH CHCHO I3 0 CH
700 H H Al COOH CHCHO 14 0 CH
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701 H H Al COOH CHCHO I 0 CH
702 H H Al COOH  CH,CH, J6 0 CH
703 H H Al COOH  CH,.CH,0 31 0 CH
704 H H Al COOH CHCHO I8 0 CH
705 H H Al COOH  CH,CH,0 19 0 CH
706 H H At COOH CHCHO0  T10 0 CH
707 H H Al COOH CHCHO JI 0 CH
708 H H Al COOH CHCHO  J12 0 CH
709 H H Al COOH  CHCHO  T13 0 CH
710 H H Al COOH CHCHO  Ji4 0 CH
111 H H Al COOH CHCHO  J15 0 CH-
712 H H Al COOH CHCHO0  Il6 0 CH
713 H H Al COOH  CH,CH,0 117 0 CH
114 H H Al COOK  CHCHO  Ji8 0 CH
115 H H Al COOH CHCHO 19 0 CH
716 H H Al Co0H CHCHO  J20 0 CH
717 H H Al COOH CHCHO 21 0 CH
718 H H Al COOH CHCHO  J22 0 CH
719 H H Al COOH CHCHO  J23 0 CH
120 H H Al COOH  CH,CH,0 124 0 CH
721 H H Al COON CHCHO  J25 0 CH
722 H H Al COOH CHCHO 126 0 CH
723 H H Al COOH  CH,CH,0 121 0 CH
724 H H Al COOH CHCHO  J28 0 CH
725 H H Al COOH CHCHO 129 0 CH
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726 H K Al COOH CHCHO 130 0 CH
721 H H Al COOH CHCHO 131 0 CH
728 H H Al COOH CHCHO 132 0 CH
729 H H Al COOH CHCHO 133 0 CH
730 H H AL COOH CHCHO 134 0 CH
731 i i Al COOH CHCHO  J35 0 CH
732 H H Al COOH CHCHO 131 0 CH
733 H H Al COOH CHCHO  J39 0 CH
734 H H Al COOH CHCHO 162 0 CH
735 H H Al COOH CHCHO 163 0 CH
736 Me Me Al COOH CHCHO i 0 CH
137 e Me Al CO0H CHCHO 12 0 CH
738 Me Me Al COOH CHCHO 13 0 CH
739 Me Me Al COOH CHCHO  J4 0 CH
140 He Me AL COOH CHCHO 15 0 o
741 Me Me Al COOH CHCHO  J6 0 CH
42 Me Me Al COOH CHCHO 17 0 CH
743 He He Al COOH CHCHO I8 0 CH
T44 Me Me Al COOH CHCHO  J9 0 CH
745 Me Me Al COOH CHCHO  J10 0 CH
146 Me Me AL COOH CHCHO It 0 CH
47 Me Me Al COOH CHCHO  JI2 0 CH
48 Me Me Al COOH CHCHO  J13 0 CH
149 Me Me Al COOH CHCHO 114 0 CH
750 e e AL COOH CHCHO 15 0 CH
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751 Me Me Al COOH CHCHO  Ji5 0 CH
752 Me Me Al COOH CHCHO 116 0 CH
7563 Me Me Al COOH  CH,CH,0 I 0 CH
546 Me Me Al COOH CHCHO J18 0 CH
755 Me Me AL COOH CHCHO  J19 0 CH
756 Me Me Al COOH CHCHO 120 0 CH
157 Me Me Al COOH CHCHO Iai 0 CH
758 Me Me Al COOH CHCHO  J22 0 CH
159 Me Me Al COOH CHCHO 123 0 CH
160 Me Me Al COOH  CH,CH,0 J24 0 CH
761 Me Me AL COOH CHCHO 125 0 CH
762 Me Me Al COOH CHCHO 126 0 CH
763 Me Me Al COOH CHCHO )27 0 CH -
764 Me Me Al COOH  CH,CHO J28 0 CH
165 Me Me Al COOH  CHCHO 129 0 CH
766 Me Me Al COOH CHCHO 130 0 CH
767 Me Me Al COOH CHCHO I3l 0 CH
168 Me He Al COOH CHCHO 132 0 CH
769 Me Me Al COOH CHCHO )33 0 CH
0 Me e Al COOH CHCHO 134 0 CH
1171 Me Me Al COOH  CH,CHO 135 0 CH
772 Me He Al COOH CHCHO 137 0 CH
13 Me Me Al COOH CHCHO  J39 0 CH
114 Me Me Al COOH CHCHO 162 0 CH
715 Me Wie Al COOH CHCHO 163 0 CH
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176 H H Al COOH  CH,S I 0 CH
71 H H Al COOH CH,S 12 0 CH
778 H H Al COOH CH,S I3 0 CH
719 H H Al CO0H  CHS 14 0 CH
780 H H Al COOH  CHS I8 0 CH
781 H H Al COOH CH,S 19 0 CH
782 H H Al COOH CH,S J10 0 CH
783 Me Me Al COOH  CHS I 0 CH
784 Me Me Al COOH  CHS 12 0 CH
785 Me Me Al COOH CH,S 13 0 CH
186 Me Me Al CO0H CH,S 14 0 CH
187 Me Me Al COOH CH,S 18 0 CH
788 Me Me Al COOH CH,S 19 0 CH
7189 Me Me Al COOH  CHS J10 0 CH
790 H H Al COOH  CHSO, )1 0 CH
191 H H Al COOH  CHSO, 2 0 CH
792 H H Al COOH  CHSO, 3 0 CH
793 H H AL COOH  CHs0, 14 0 CH
794 H H Al CoOH  CH,SO, 18 0 CH
795 H H Al COOH  CHSO,  J9 0 CH
196 H H Al COOH  CH,S0, 1o 0 CH
1917 Me Me Al COOH  CH,S0, Il 0 CH
798 Me Me Al COOH  CH,SO, 12 0 CH
799 Me Me Al COOH  CH,SO, 13 0 CH
800 Me Me Al COOH  CHSO, J4 0 CH
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801 Me Me Al COOH  CHSO, 8 0 CH
802 Me Me Al COOH  CH,SO, J9 0 CH
803 Me Me Al COOH  CHSO,  J10 0 CH
804 Me Me Al COOH CH, 181 0 CH
805 Me Me Al COOH  CH, 182 0 CH
806 Me Me Al COOH  CH, 183 0 CH
807 Me Me Al COOH  CH, 184 0 CH
808 Me Me Al COOH CH, 185 0 CH
809 H H Al COOH CH, 181 0 CH
810 H Al COOH CH, 182 0 CH
8t H H Al COOH CH, 183 0 CH
812 H H Al COOH  CH, 184 0 CH
813 H H Al COOH  CH, 185 0 CH
814 Me Me Al COOH  CH,CH, J1 | CH
815 Me Me Al COOH  CH, I 1 CH
816 Me Me Al COOH CH, 1317 1 CH
817 Me Me Al COOH  CH, 139 1 CH
818 Me Me Al COOH  CH, 150 1 CH
819 Me Me Al COOH CH, J63 1 CH
820 Me Me Al COOH  CH, 164 1 CH
821 Me e Al COOH CH, J65 l CH
822 H H Al COOH  CH, 137 1 CH
823 H H Al COOH CH, 139 l CH
824 H H Al COOH  CH, 150 1 cH
825 H H Al COOH  CH, 163 [ CH
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826 H Al COOH CH, 164 I CH
827 H Al COOH CH, 765 1 CH
828 Cl Cl Al COOH CH, 137 l CH
829 Cl Cl Al COOH CH, 139 1 CH
830 Cl Cl Al COOH CH, 150 1 CH
831 cl Cl Al COOH CH, 163 1 CH
832 Cl Cl Al COOH CH, 164 1 CH
833 Cl Cl Al COOH CH, 165 1 CH
834 H H A4 COOH CH, 137 | CH
835 H H A4 COOH CH, 139 1 CH
836 H H Ad COOH CH, 150 CH
831 H H A4- COOH CH, 163 1 CH
838 H H Ad COOH CH, 164 1 CH
839 H K A4 CO0H CH, 165 1 CH
840 H H All COOH CH, 137 1 CH
841 H H All COOH CH, 139 | CH
842 H H All COOH CH, 150 1 CH
843 H H All COOH CH, 163 1 CH
844 H H All COOH CH, 164 l CH
845 H H All COOH CH,. 165 1 CH
846 H H Al8 COOH CH, 131 1 CH
847 H H Al8 COOH CH, J39 1 CH
848 H H Al8 COOH CH, 150 | CH
849 H H AL COOH CH, 163 1 CH
850 H H Al8 COOH CH, 164 l CH

50



99810816. 2 oW A 446/8270
%35
TEHRE | R SCH-A E G ] m X
851 H H A8 COOH  CH, 165 I CH
852 H H A0  COOH  CH, 137 1 CH
853 H K A0 COOH  CH, 139 1 CH
854 H H A0 COOH  CH, 750 1 CH
B5S H K A0  COOH  cH, 163 1 CH
856 H H AZ0  COOH  CH,  Jod 1 CH
857 H H A20  COOH  CH, 165 1 CH
858 Me Ve Al CO0H  CHCH,  JI 2 CH
859 Me Me Al COOH  CH, 11 2 CH
860 Me Ve Al COOH  CH, 37 2 CH
861 e Ve Al COOH  CH, 39 ? CH
862 Me e AL CO0H  CH, 750 2 CH
863 Me e AL COOH  CH, 163 2 CH
864 Me Me Al COOH  CH,__ J6d 2 CH
865 Me Ve Al COOH  CH,  T65 ) CH
866 H H Al COoOH  cH, 737 2 CH
867 H H AL C00H  CH, 739 2 CH
868 H H AL COOH  CH, 750 2 CH
869 H H Al COOH  CH, 763 2 CH
870 H H Al COOH  CH,  Jbd 2 CH
871 H H AL COOH  CH,_ 165 7 CH
872 Cl Cl AL COOH  CH,__ 137 ) CH
813 Cl cl AL COOH  CH, 139 2 CH
874 Cl cl Al COOH  CH,__ 750 ) CH
815 Cl el AL COOH  CH, 163 7 CH
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876 Ct Cl Al COOH CH, 164 2 CH
877 Cl cl Al COOH  CH, 165 2 CH
878 H H Al COOH CH, 137 2 N
879 H H Al COOH  CH, 139 ) N
880 H H Al COOH CH, 150 2 N
881 H H Al COOH CH, 163 2 N
882 H H Al COOH  CH, 164 ) N
883 H H Al COOH  CH, 165 2 N
884 Me H Al COOH CH, 137 2 CH
885 Me H Al COOH CH, 163 2 CH
886 Me H Al COOH  CH, T64 ) CH
887 Me H Al COOH CH, 165 2 CH
888 H Ad COOH  CH, 137 2 CH
889 H A4 COOH  CH, 163 2 CH
890 H H Ad COOH  CH, 764 2 CH
891 H H Ad COOH CH, J65 2 CH
892 Me Me Ad COOH  CH, 137 2 CH
893 Me He A4 COOH  CH, 163 2 CH
894 Me Me Ad COOH  CH, 164 2 CH
895 Me Me Aé  COOH  CH, 165 2 CH
896 Cl Cl Ad COOH CH, 131 2 CH
897 cl cl A4 COOH  CH, 163 2 CH
898 Cl Cl Ad COOH CH, 164 2 CH
899 cl cl A4 COOH  CH, 165 2 CH
300 H H A4 COOH  CH, 131 2 N
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901 H H A4  COOH  CH,  J63 2 N
902 H H A4 COOH  CH,  J64 2 N
903 H H A4  COOH  CH, 165 2 N
904 H H ALl COOH  CH,  J37 2 CH
905 H H ALl COOH  CH, 163 2 CH
906 H H ALl COOH  CH,  Io4 2 CH
907 H H ALt COOH  CH, 165 2 CH
908 Me Me ALl COOH  CH, 137 2 CH
909 Me Me All  COOH  CH,  J63 2 CH
910 Me Me All  COOH  CH,  J64 2 CH
911 Me Me ALl COOH  CH,  J65 2 CH
912 Cl Cl ALl COOH  CH,  J37 2 CH
913 Cl Cl ALl COOH  CH, 763 2 CH
914 cl cl AIl  COOH  CH,  I64 2 CH
915 Cl cl AIl  COOH  CH,  J65 2 CH
916 All  COOH  CH, 137 2 N
917 H ALl COOH  CH,  J63 2 N
918 H ALl COOH  CH, 164 2 N
919 H ALL  COOH  CH, 169 2 N
920 e He A8  COOH  CH, 137 2 CH
921 Me Me A8 COOH  CH,  J63 2 CH
922 Me He A18  COOH  CH,  J&4 2 CH
923 Me Me AI8  COOH  CH,  J65 2 CH
924 H AI8  COOH  CH,  J37 2 CH
925 H H AI8  COOH  CH, 163 2 CH
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926 H H A18  COOH  CH, 164 2 CH
927 H H A18  COOH  CH, 165 2 CH
928 cl cl Al8  COOH  CH, J31 2 CH
929 cl cl Al8  COOH  CH, J63 2 CH
930 cl cl Al§  COOH  CH, 164 2 CH
931 cl cl Al8  COOH  CH, 165 2 CH
932 H Al8  COOH  CH, 137 2 N
933 H H Al8  COOH  CH, 163 2 N
934 H Al8  COOH  CH, 164 2 N
935 H Al8  COOH  CH, 165 2 N
936 Me Me A20  COOH  CH, 137 2 CH
937 Me Me A20  COOH  CH, 163 2 CH
938 Me Me A20  COOH  CH, 164 2 CH
939 Me Me A20 COOH CH, 165 2 CH
940 H H A20  COOH  CH, 131 2 CH
941 H H A20  COOH  CH, 163 2 CH
942 H H A20  COOH  CH, 164 2 CH
943 H H A20 COOH  CH, 165 2 CH
944 cl cl A20  COOH  CH, 137 2 CH
945 cl cl A20  COOH  CH, 163 2 CH
946 cl cl A20  COOH  CH, 164 2 CH
947 cl cl A20  COOH  CH, 165 2 CH
948 H H A20  COOH  CH, 137 2 N
949 H H A20  COOH  CH, 163 2 N
950 H H A20  COOH  CH 164 2 N
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951 H H A20  COOH  CH, 165 2 N
952 Me Me Al k) CH, 137 0 CH
953 Me Me Al Wt CH, 163 0 CH
954 Me Me Al W CH, 164 0 CH
955 Me Me Al W CH, 765 0 CH
956 H H Al we  CH, 137 0 CH
957 H H Al W CH, 763 0 CH
958 H H Al W CH, T64 0 CH
959 H H Al Wt CH, 165 0 CH
960 cl cl Al W CH 137 0 CH
961 cl cl Al w2 CH, 163 0 CH
962 Cl cl Al we (Y, 164 0 CH
963 cl cl Al W CH, J65 0 CH
964 H Al we  CH, 137 0 N
965 H H Al we  CH, J63 0 N
966 H H Al wek  CH, 164 0 N
967 H H Al W CH 165 0 N
968 H H A4 Wt CH, 137 0 CH
969 H H Ad Wy, 163 0 CH
970 H H Ad we  CH 164 0 CH
971 H H Ad W CH, 165 0 CH
972 H H Al8 W CH, 131 0 CH
973 H H Al8 wE o (CH, 163 0 CH
974 H H ALS WE CH, 164 0 CH
975 H H ALS Wk CH 165 0 CH
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% 40
HEBBmE R R SCH-A E G J m X
976 Me Me A19 W CH, 137 0 CH
971 Me Me A19 wE (Y, 163 0 CH
978 Me Me Al9 ' 164 0 CH
979 Me Me A19 wECH, 165 0 CH
980 H ALY Wk CH, 1317 0 CH
981 H AlS W CH, 163 0 CH
982 H Al9 W CH, J64 0 CH
983 H H Al9 w2 CH, 165 0 CH
984 Me Me A20 =S CH, 137 0 CH
985 He Me A20 wECH, 163 0 CH
986 Me Me A20 IV 164 0 CH
987 Me Me A20 Wkl 165 0 CH
988 H H A20 W CH, 137 0 CH
989 H H A20 wECH, 163 0 CH
990 H H A20 wECH, 164 0 CH
991 H H A20 w  CH 165 0 CH
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TR AT P AR5 B (A) 3 (B) Fl& A K BA 69 AR R S ke T A&
#(1), £+ EA& COOH # m £ 0:

BRTT B (A)
A NS cs, "N N
- — ] —2. U N>—SH
pe” X~ TNH, re” X~ TNH, ae” X7 N
(a1) (a2) (ad)

27 A-CO0R g N " COOR?
(29) S Ra
R ox7 N

R _COOH
727G~y RINUASN /._A/COOR° n"‘%s/" A
as) n . SN
— 28 re”” x7 N
R~ x” N G
J,G J
5 (a7) (a8)

Edz&KEHE. R RE R AL G, IFXdebAaEs.
B2, 3 2-AH KA A M (al) W) A AL RAF BN AR K — Bk (a2). 1%
CS; 5 Lk = e B & MALA-H(a3), 15 B ALEE AT &£ M0 (ad) 5 (23) R LA
2|(a5). X% BATEM(ab)5 H A EIFE](a7), KBQ@DNFIALAH
10 Kok 47 & M1 (a8).
TEBZ R AESFS TRATHEAGERR R, #lde, FEHEAK
Fl4e Pd-C 4 AL T, EZEiRF 100 CRETAEALHETRE., K&,
T KR EBRREG TIERAEIGRLEYN T %k, RETHERBEFF
T REH6F %,
15 ARR P At A M1 (a2) 5 CS, ¥ B B, T A#ldeit J. Org. Chem. 19:
631-637, 1954 F &K 4 J. Med. Chem. 36: 1175-1187, 1993 ¥ B4k ¢ %
AT (ETOH &#R&).
BRARF Hoknd (a3)Fe 5 AL BS (ad) W9 BB T AR 3B F ML4Y S-St 4
it AT, Hl4efishde NaH. EtN. NaOH & K,CO; A#ET, £0TC
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200 CRETF, A4 TiAT

FRARFF ok (as5) v 5 AL 5T £ M (a6) 89 BRL T AR 35 % #6G N-bo &
AR N-BEAL#Y 4F, Hldefeslide NaH. Et;N. NaOH X K,CO; A48
T, £0C200 CiRET, AL THAT.

5 VA B AR A R AE R A, K148 A A BB S EAE N B
+o Z B LER B9 KR 5 k.
A7 i%(B)
x/ NL
&
\
(at) (b1) (b2) J
— PeGE sy S
/ \NH R? \x N
g T he
N \ J
(b3) (b4) (b5)
a7 CO0R o p= 4~ COOR?

(a4) :C/T\ Vs

(a7)

PICN
RwI\/(NOz Z(ae)J R ,\ NO,
X2 SN, oner Gy qe” X7 NH
(be) &
(a1) (b3) N
10 B, 2-FERAFKEATAEM ()M RATA L RZP T2 (b1). 4R

AT & #1(ab) 5 ;Ui;ﬁi%éll(bzy M PAE L BLAk P13 2] (b3). ¥ (b3)9 A4
AEBAFR AR R AT E D (b4). X H 5 CS, R BAFELEH(DS),
&éj'fbﬁs‘izfi%(a@‘ﬁit)i}lﬁ-i‘l(aﬂ K G (aT) 1% B) K E Bt 3K ek
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ITEY. RE, LTRRRYE 2-FEF BRI EM(al) 5 GFTAE
¥1(a6) R BT A M (b6) B KL HAE 1R 2L EM(b3). MEABRP AL, TA
RE=ZFTBA, oA RTEEEA FEAF. A FEir4
Y1(al) Ao BEAT A M1 (06) o) B R T AR MAY B R IACEAF, LB dm
5 R AE-8ALY, Hlde LIAIH,. NaBH;. NaB;CN. NaBH(OAc) % 3.2
BB, AN TE, FBAZLTRY, £ 0C-200 CBE T4
F € B de B i (A)#EAT.
TABAL VAT BT 69 8- A 75 3 (C) ) & A K R e B R Sk pT A
#(1), P ERCOOH, mZ0f GREAEL:

10
£ 7 #%(C)
COORs
X" e LT
" N R~ "x~ N
SN
COOtBu
(as) (2
COOR?
R Y N /__A/COOR3 J*NHZ R z N\ /_A/
« I \>—S (c4) ~ | >_ S
~ Re X~ N [ - T X~ N
\Q \Q
HOOC/ 0
NH
J/
(c3) (c5)

EFPQRAZEFTHE, BFAF, ZREAZE. R'. R R, A. J
o X da EFFEL, FHARREPERALTCE, FTASF, ABTRE
15 .
B b, AT B MACHT A M (c1) B AR ok AL A4 (a5) BB
FEEH(02), WHABRMEM T RMIFE EW(3). I EBRITED
(cA)B RLAFE)(c5), HHAKMIFEAKBReGEFokub it A 4.
WEBEAT R ENT k. REASMNET. ARLSH, T
20 A DCC. DIPC. EDC=WSCI. WSCIeHCl. BOP. DPPA %, iX
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10

15

So b A5 o £ 384% A1 X5 HONSu. HOBt. HOOBt FHAEA. %
BT EAE R BN de THF . £45. RTEF ¥, £07C200 CBAE
FHTFi#AT, HCRET4eb Rk (A)RAT.

T 38 AT BT SR i (D) # & A KA e AR R S T A
(1), £¥% E®Z COOH, m2Z 0% G284

&r%(D)
COOR® ~OH

R N A~ RN AN, /A
PSSR ¢ 1

R?

OH
(a5) (d2)
$-OH R P N /_A/COOR:
d3 2
e LNy
pe” "x~ N

\O/\,

(d4)
AP zZ&KEHRE, R'. R R, A, TR X & ERESL.

B b, 1R R ok A S (a5) 5 ] 4o B AL BRAT A2 Mo (1R 1T
LA W(A2). X5 @it A (d3) R RIFE) FHBk(dd), WHAREFE
84 A B BA 8 ok 4T 4 1 (a8).

BEAC R R 5T ) A Bt do Z R A W o = T A B Ao 18 AL S 3
DEAD #= TMAD , f£4-i& #9757 4= N-F "B fe THF ¥, £ 0 C-200
‘C&BETF, 4 Mitsunobu R B X A£G R L PiHST. LERKL T
AR (A)REAT.

@ AT AT Ak (B)H) & A K A e AR R Ik 4T £
(1), EFERw=FfomZ0:
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£ A% (E)
NG
N\ N
CN NH
Rt N A/ Rt N A
= /- = Vs
\) \
zj:)(IN%s 27y IN>—s
R \ R \
J/G J/G
(e1) (e2)

10

15

AFR'. R A, G. T XL,

& A (e1) 5 B T 464009 & R(azi) oM B R 15 w3 v (e2).

A B ENAEY, TUREEFAZFEGH 0B RAL=F ALY
Fo b RERRL4EE, SERAANYGE AW, AT H(l)EA
1-4 45 BERE. SAERBRILBRER, fastFHEHEIMER 1-54
BREWNEKIARB G f AR =08, EARLTE 0 C-200
CRET, BEMNIFE, Xf DMF ¥iti7.

B AT BT R A Ak (F)#) & A K 98 89 SRR K S okod it £
1, EFmA1x2

&% (F)
Rin N /_A/coom
T
R? X \
J’G
(a7)
NG N /_A/coons RN AN ﬁ/—A/COOHJ
N l >_S\\ (N |\>_S\\
R2 X N\ o} R2 X N\ o
G G
/ /
J J
(1) (f2)
EFR'. R: R A. G. JH# XLz L.

B, MR R IR oM (aT) 5 L B ESENA R
Y R LAF B BARST A My (£1) For/ SARNT LM (£2).  4E A Biide A o3t EAL
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10
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4, TARBEETE., QIR TEHR, ST TEALF, HFA
TR WER, TIAREES. —RTRF. M (aT)s AR e &
Ao e B B (2R T)EE 00 H, #Hlde—ARTHRRALA 1.2-5 4
BRE. BARE—HKEKRL0C-50C, it 0 CEEETHIT, —
FE e K %9 4-20 D EFA AR

doRFE, THAXRGEFRRITENBNARF LTS
8., REGMEBEFH, EARERE TARRBLEEE T4 Nafe K,
BEAEE T Mg He Ca® 28 & T4 AP e Zo® A B 4.
ZTE. 12-L=Re. AE. AR, YR, YRk (pireradine). HUE.
MEEL. ok, BB, NN-—CA B, 4-BA%R., HEkfp
N-VA# ., L Pk Na'. Ca¥. #MAE. 2. NN-—F¥£Z
Bi R A N-F A H H .

A K BB F ke i A I A KRR BEBEEWE, AR, €N
# IC50 R K F 1000, 4&ERAT 0.01 F4&TF 1000, LARBZERADTF
0.05 Fo4&F 500 . shA KA BB FLA AAT 6 3 30 4F A 04 K LA ohek
e fir A, T AR % KR IE R LW TRET Fo/ 6 IF B,

KBRSk T AT E B F L TRGHRE—RELD
RAEsY, HEREFANDEZ ORI R IRELY, A E
wih, TH#HKA, LT, WA, 2K, BH. SR FRARLH.

Frid#h AR R O T A, #lde, AvRLHHEL
T, TRARRKAA, A, BEH. BA. Bk BiFR BEPKR
£.

KPR EMNTREAS &, RBHFETES R KIRY
. FEASRF B BAE L. AH. FEANFHRELTRERLY & A
RHRFHRE, Bk BRRFBRTRAFAS *, AHHEE B
K, HHhEFHE RETRTEFE HHNFRRFAE BT
AL B R &

LR GBMIF T, BATHIRA. L THRIALHEGH T S
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10

15

20
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FIT AT, A RN, THRTERITEDEMR T KIEER RS
AREKPREAHAANE 0B =B, BT BE ot ih e JE R MR
.

BEARRLEHHHELT, TEALRFRLFTHMNE, K FETH
FRBITEMERBE RIS /. LERFRESHE, LFTHEIEET
BRAT A 40 5 SLALHIRA4] &

BEHAMBHAERLT, THARSME R SRR,

BEBJFLEHOHAT, TRLSARKIBDHNBESHGHRAN. FH
B MR, TEAK, EK BBEZFR CBRESTRSF
BT AL @ERA., REAN, BEHN, BREHNFEHA. #ﬁ
DMNARR, TUARBEHETRAORAHERE, 456950 AE,
BLB. RUSREKER., HERH., I8THBEF(ENIEKE
W), RE%E. N BE. MR XBELHLABOMECENLE
RETFAK), HERKMY, RFTHLRMMEA, Bs5b S TFHAR
T, TRAREAHN. EA BEM. HEM. HEMNF. XLRK
) ) Feor B F) T AE R Bl devt TR A F L2,

T RS HmE, TRAEAKRIEKRGRERRZR, 3T TFoK
BRI, TRAABLESEK, EBLERKFEHEAN. BABLESKMER
ERE, ThANEER i @B Fo R AW F D4R 5 &EKE
BESR. RE, ThRAMEMNIeEEFRGERF S ETEMYRE
RIE R, AEACHE BRI T A SEAOMIER (A TiEHH 69 EH), R4
A-7K A BRI

BT HRR e M TR H S B IROR A SMY L E 7 ik H &, Tk
RRF. BRAR, BAEHFHENY.

ST HBEROBEBAGE, RS KEA G E o tiT A Y
57RO ABRBHGERREFR-REN, Hlde, EHHTEN

BRERRESE. R, RETHHANEXGALA G EHokodtid
Mo =T BN S E (7T A HLARAR Ak 425 B A 3.
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WHFEE L, TARXEREGH A Pl ETHS 684,
o BH. AR, HER. HEBA. ERH, LN, SEF. 2
R E.

ATRE, TAGZXERHNFHEARBN, 2GRN TRE
WA, Ik, BBRF. E, THERLROBERAR, £
MERLEMRBELESCEGRBERT.

AERGF kT A M N F, REBEBERG LR, LHB5E,
FAAGRIL, Fdb B, REFHE, o R—EHNER KXY 1-500mg
IRIFAA, Kt 1-300 mg/ R/RA. 7 B 5P H4edehk R, B F. BLA,
R, LW, BB BRABANLH, HEKLH 0.1-100 mg/X/FAmA,
#.3% 0.3-30 mg/ K/FBA.

B RZ R F T A AR A TR FE R B, TTARIE C4eth 5
AR RAM IR AL T,

A A A Z R GG Fa/ 338 IF R ATE B4 g 9B, T VAR B A dewfoR
BEWE R LT %% KW/ TR EReTERE X R
RFe B BRAB BHRBETHEB IR LETRG, £ERARE. M
VETEARE, FRBFS B, FARFRFEA I LREBERLY PR
X ¥ K.

5 3451

MAE, BB & A, TAE LA FoiX I o34 F 3 40 3L
AZEB., K izEE, Xk LA F R F X R4 A X865
E.

B FTHAH] 1. 5,6-=FAFI KL 2-BEE ) H &

) 5,6-=F AARE (4.5 g, 33 mmol)#9wbrE (40 ml)iA & F e
ZBRALE (40 ml, 0.66 mol). ¥ PTiFE| 69 A HEH T mik 2% 18 /)
M, GRERTAAK, MERLBLEER, AAKABETFRT
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BRLBEEJS, RUEH AR T /2 80 C F )6 I B3 2| AR ARAL 54 (4.1
g, W& 70%).

B TS| 2. 2((5.6-=FHF S okob2-FARAR) T A)KE F 8 F B¢
5  #H&
B PTIFE) 69 5,6-— F 2K f ok w25 8% (89 mg, 0.50 mmol)4y = F
H B2 ml)E& T AN = TAE(84 pl, 0.6 mmol)Fe 2-2 R F AKX T
% ¥ B5(137mg, 0.6 mmol). ARk 80 C T 1.5 8B, Im
AK, RERUBRUEBER, AAKRRETRIULRLEEE, KE,
10 75 G W B A IR BT (TR LB L EE=3: )R 2| AR AL 6 (146 mg, K
#£90%). B LC-MS X ZH5FEHEZNSY. THAEM=32611,
S {EM+H)" = 327.2

HA kA 3.
15 ASFE RHH) 2 EME Tk, ERATHEY. ALCMSEL

ST 2HEZALSY.

1 3-((5,6-=F A& foked - KR T 2R -2-F B Y
HHAEM=341.12, FAMEM+H) =342.2

2 2-((5,6-=F A F Sokrd 2K BAR) T A ok vb-3-F B T B9
T H4E M =316.09, FER{EM+H) =317.2

3 3-((5,6-=FAF Ik 2- B HAR) T R)E-2-% 4 F B
AL M =332.07, SEa{EM+H)" =333.2

4 2-(R ke 2- AR P ) K T 8 T &g
A48 M =298.08, SEM{EM+H)"=299.2

5 3-(RIfoked-2- B F AR )ee 25 B T Bg
i EAE M =313.09, FAMEM+H) =314.2

6 3-(RIfokeb-2-A B F ) 2-H B T B
H4E M =304.03, FERIEM+H) =305.2
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10

7 2-(RIFoRr-2- A F AR ) k-3 8 8L P By
P HAE M =288.06, FER{EM+H) =289.2
8 4-3Hfokeb-2- B T BL F BY
HHAE M =264.09, FEA{EM+H)" =265.2
9 2-((5,6-=RARF Ik rk-2- K BAR) FA)-5- AR F FER T &S
P HAE M =399.96, FEMAE(M+H)"=401.2
10 2-(R ok -2- AR F 24)-5-RARK T Bg T &5
A M =332.04, ZEREM+H) =333.2
11 4-((5,6-= F AR 5oked-2- R AAR) T 82 TES
T HAE M =292.12, ZFER{EM+H)"=293.40
12 2-((5,6-=RAK K FFokok 22 BAR) F 2) K F 88 7 B8
P+ FAE M =366.00, FER{EM+H) =367.0
13 2-((5,6-— FARF S okmd 2K BRAR) F )b -3- 55 BR F 85
T H A M=366.99, FER{EM+H)" =368.0

LB 1§ 143 FRROWHHE

£ 4L44(11 mg, 0.306 mmol)Fr 2 ml v9 Sk e A B FUL T 1R 44
BREBF. E1HZRAM TN 2-((5,6-=F AKX Foked2- KR F
F) ¥ F B2 85(50 mg, 0.153 mmol)F= 1- AR F 2 (69, 0.459
mmol), KB 60 CTHILEEH 45 24P, REMAK, MER LT
BRI, RAAKRBRMTIRCERLUEERRE, ZBAREEW(TRK:
LB B =4:1) AL AT 8 2-((5,6-= F A-1-(1-EA FR) R Hfokrd-2- 5
AR F IR F B T B ( & 32%).

€ 2-((5,6-=F A&-1-(1-R TR F ok 2-BBR) FR)RF R T
B&(23 mg, 0.08 mmol)#) v £k v (1 ml)Fe T BE(0.5 ml)I&#& T A 4N &
FACAAREZ(0.25 ml). EFRTHIFS DB, AN 6N HEg B
WiE R, MERCRUEER, ARk lRiiEEFAL
KIRBAAT IR, ERETAZLENRIFANLESH24mg, K
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),
A LC-MS X2 4-F E#H EizieeH.
T HEAEM=45216, FER{EM+H)" =453.2
5 LM 2.

AL TAE R 1 £ F R, BEAE G2 X 3 Pigibd
Fo S F QACHTE D SR E 41-45 Pe4iLeM. A LC-MS £ 5 5-FF#
Z iz,
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% 41
Y PES FHALM ERE(V+H) A (%)
390 406. 14 407. 2 29
391 22 1 4232 16
315 417. 15 418. 2 32
316 406. 14 407. 2 25
333 47, 15 418, 2 ;
82 416. 16 417, 2 12
83 416. 16 417. 2 9
84 416, 16 4.2 33
97 432, 15 4337 3
98 432. 15 433. 2 26
53 32, 15 4332 3
9 370, 13 4712 T
95 470. 13 471. 2 10
% 470,13 L1 3
100 186, 12 187, 2 75
101 186,12 ) 3
85 420,13 421.2 9
86 420. 13 421.0 12
37 420. 13 421. 2 44
88 436, 10 37,2 o)
89 436, 10 1372 m
9 436, 10 1372 28
9 180,07 4810 2
103 427. 14 428. 2 12
104 271 128, 2 b
105 27 14 428, 2 T
784 434. 11 435. 2 30
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% 42
A F HHMAM EREM+H)" B £% (&)
187 468. 07 469. 2 31
112 418. 14 419. 2 40
141 480. 12 431.0 12
138 494, 17 495. 2 34
135 446. 13 447. 2 19
137 478. 117 479. 2 6
143 452. 16 453. 2 35
142 452, 16 453. 0 30
139 428. 16 429. 4 22
140 458. 20 459. 2 5
63 424. 12 425. 2 25
3l 453. 15 454. 5 21
115 430. 17 431. 5 68
L16 430. 17 431. 95 62
117 430. 17 431. % 4{
118 430. 17 431. 5 56
125 462. 16 463. 0 59
126 462. 16 463. 0 25
128 492, 17 493. 0 27
134 446. 13 447.0 34
108 446. 17 447, 0 15
107 446. 17 447, 0 517
19 470. 06 471, 0 36
120 470. 06 471.0 o7
121 470. 06 471. 0 60
{22 470. 06 471. 0 31
123 430. 17 431. 3 57
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#.43
oBmT A M £ REM+H)" B EY% (&)
124 462. 16 463. 3 67
127 462. 16 463. 3 62
129 446. 17 447.3 417
130 446. 7 447.3 40
319 426. 12 426. 3 30
506 466. 17 467. 2 16
505 466. 17 467.0 14
93 480. 07 481.0 45
136 478. 17 479. 2 60
31 402. 14 403. 4 29
39 442, 03 443. 0 ol
317 403. 14 404.0 56
318 443. 03 444. 0 46
380 442. 14 443. 2 51
3n 420. 15 421.2 34
318 460. 04 461. 0 30
386 414. 10 415. 2 37
383 392. 12 393.2 30
384 432.01 433.0 29
395 458. 11 459. 2 23
392 436. 13 431.2 15
393 476. 02 471.0 15
401 430. 08 431.2 50
398 408. 10 409. 2 20
399 447. 99 449.0 7
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& 44
ot b5 HEAEM % RE(M+H)" Y, (£)

544 476. 18 371.2 62
50 418. 14 419. 2 42
459 382. 08 383.2 65
402 436. 04 437. 2 50
1 388. 12 389.0 38
161 456. 05 457. 0 54
81 402. 14 403. 3 57
154 444, 13 445. 0 32
160 408. 10 409. 0 72
159 421. 15 422. 2 84
148 482. 17 483. 5 64
149 453. 15 454. § 11
155 459. 11 460. 0 64
150 453. 15 454, 2 36
151 487. 11 488. | 62
153 460. 10 461. 0 69
152 454, 15 455. 0 62
64 430. 08 431. 2 85
455 410. 11 411. 2 17
596 430. 14 431. 2 56
539 418. 17 419. 2 20
349 436. 10 4317. 1 50
352 458. 09 459. 2 14
168 470. 06 471, 57
355 504. 02 505. 0 26
174 492, 05 493. 0 89
358 §26. 01 527. 1 38
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a5 #HHAM £ RE(M+H)' B F% (&)
324 493. 04 494. 2 32
320 431. 08 432, | 15
147 466. 17 467. 2 12
616 490. 16 491. 2 22
805 382. 17 383. 2 52
804 368. 16 369. 2 56
66 438. 14 440. 2 54
592 430. 14 432.3 5
811 380. 16 382. 2 72
582 436. 06 437. 1 59
580 436. 06 437. 1 59
584 480. 03 483. 1 37
583 480. 03 483. 0 52
578 420. 09 421. 2 30
574 416, 12 411.2 39
999 452. 12 453. 2 22
594 478. 14 479. 1 23
588 432. 11 433. 1 65
687 432. 11 433. 2 43
586 432. 11 433. 1 S0
590 427. 10 428. 2 24
589 427. 10 428.3 17
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kHEH] 3. F 547 FREMEH &

= TE(276pl, 1.98 mmol)Fe 2-(38 T2 ) K P BL B T 85(538 mg,
1.99 mmol)Am A 2] 5,6-—F A F H 2K L-2-%B5(236 mg, 1.32 mmol)#)
2ml = PR FBLEE R T, FHLAE 80 CTHH3 o, LREER
JEARAIK, MG LEBRLEBSHI, ZBRKRBMTIHRLBLEEER
Y, ZAIAEBI(TIR: LB LEE=3:1)4L 5K G W15 5] 2((5.6-=—F &
FItoRek-2- R BA) FA) K F BT B82(288 mg, /=% 59%).

A 2-((5,6-=F AR ok 2 K AR) P )R FEL R T 85(30 mg,
0.082 mmol) & F 3ml £45 ¥, @3 PHRAF N = TE(17ul, 0.123
mmol)F=F F BE & (14p], 0.123 mmol), £ ZR Tz RESWHEH 2 )
i, BREFDBRERAK, MERLBLEEER, 2AKABRMATER
LEBR LB BB R, #38) 2-((5,6-=FA-1-CGRAZ ) Fjtokod2-2 5k
R)FR)EFEER T BB (38 mg, £ E).

H 2-((5,6-= T A-1-CRAH )R ook 2-BAAR) F 2) K T #ie
TEET Iml —RKFRF, QL FPRAZRATE(m), FEEZETH
TR 6 DB, BB TRE, ERETREENFTFRERE,
1FE AR H(33 mg, EEKE).

A LC-MS 27 4-F E#H ZizteM.

T HEAAM=416.12, FER{AM+H) =417.0

R 4.5 561 S H &
Al THE EHe4) 3 £ 5 3R AL,
B LC-MS 52 4-F & L6,
W HAE M=452.09, ZER{EM+H)" =453.2

BH T 4, 3-(FEIATR)sked HF(5,4-b)krR -2-21BE 64 ) &

7 2- A -3-A 2 (1680 mg, 12 mmol)#) = F A& F LA (20 ml)
Bk N EALAA(T5 mg, 0.55 mmol)Fe 1- AR FEE(74 pl, 0.55
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mmol). & 80 C FTHHAIREZ 17 D EMAK, MER LEBFR,
ZRARBETIRUREE RS, LRBREEN(TI LR LE=41)
WA 7R G W% B R P A (G- A (2-bmR ) B (903 mg, & & 27%).
) A 7 A (3-AH A (2- R #4))B:(900 mg, 3.2 mmol)#9 T B%(40 ml)
5 % P A 90.0 mg %9 10%%) Pd-C . HF 2| e £ RS/ T, £ 50
CiRE TS IatE, LabdE tidErkEk Pd-C. H$F2 ehinik ks
125 (3-£ A Q- ) RA T A R(860 mg, & & 99%). & FTIFEI(3-
£ AQ-wkrr ) E A F A B2(860 mg, 3.2 mmol)#) TEE(20 ml)iE&k ¥ m
AN=-BRALE(6.1 ml, 102 mmol). AHH T AR ER A ZEIEK 12
10 WG, ¥EAEETETS b BRRGRES A TS ml)
k=R, 80 CRET FIES D FEAFAAILEH(555 mg, F&
56%).
A LC-MS %5 & 4T 5 Ziaib.
H4E M =291.08, EREM+H) =292.3

15
B EHH) 5. 3-((2,5-=F R FA)F R )k 5(5,4-b)rT-2-FREERY )
%
R 5 3 L) 4 EMEF RS RATANLEHY.
B LC-MS 5% 4T &8 ZiZREH.
20 P HAE M =269.01, ERE(M+H)"=270.2

SHA 5. % 256 FALEMEH 4
PG B LA 2 £ F ik, MESRHE FHH 4 FEE 6 3R
2 sk 5 (5,4-b) P -2-50BE (30 mg, 0.1 mmol)#F 8| 2-(3-(FA T
25 H)zked 3(5,4-b) ez -2-HAAR) FA) K F B F 85 (30 mg, = & 70%).
R FAA) 1 BTk, e iFE) 6 2-(G-(BAT AR
(5,4-b) P -2-5AK) T A) K 7 82 7 85(30 mg, 0.068 mmol)KfiF, 13247
A4 (183 mg, F & 66%).
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10

15

A LC-MS %2 4F 4 Ziz e,
HHAE M =425.12, FR4EM+H) =426.1

FHH) 6.

VAL 32364 5 KRG F ik, MESLHE £HH) 4 Fo 5 PR HILE

W Fo B FF QACESAT A A ALK 46 P 44LEH.
I LC-MS 2245 FEH EizAEY,

% 46
o5 HHEE M | EREMH)' | K E(EF) %
253 403.14 407.2 67
327 404.13 4232 46
329 426.12 418.2 58
361 437.10 438.0 52
364 459.08 460.0 66
A 47
o5 HEME M | ERMEMHH) | KB ER) %
321 428.13 429.2 27
354 461.10 462.2 20
460 379.14 380.2 19
% 48
a5 HEE M | SRMEMHE) | K E(E ) %
52 493.15 494.2 12
53 493.15 494.2 11

LA 7. F 264 LS WA H &

¥ 4-F 07 & K B2 (913 mg, 6 mmol)E F A8 ml) ¥, AR T
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AT Z R CE(1.00 ml, 7.2 mmol) & REAM =R 1.5 D EF. %
HEFRE, ERETREFTR FH4FR2MEAZRBER
(1.396 g, % 94 %).

W 4-FHD-FEA = R UBEEA(1.396 g, 5.63 mmol)ix F—F L F
BA(14 ml) P, KRB EF R T mAKER$7(940 mg, 6.80 mmol)#= 1-
FRFAE(1.15g, 6.51 mmol)FFm# £ 100 C. 1B 40 547/, #m
XN 5N S 8ALM KR (7.5 ml), EFREENR 15 540, 15046, ¥
HAdp Z2EIBAMAKASOmI), £ 4 CTFHREIR SRREGLE S
FFRFA(Q-BR)FH@-FA2-HE-FR)R1587g, &

96%).

B (1-338) F 25)(4- F A -2-A5 3K -3 )8 (1.0021g, 3.43 mmol)7E#&
¥ AN LEE(S m)Fe 1,4-=78%%(5 ml), FAeN 2.058 M S RALM KT R
(1 ml), EHEFERK. 15545 RNaEFHE, REo5hAs
#r(897 mg, 13.72 mmol). FdmBSFEA2 IEr. 2 /0B, ERE
TREHETLERTEGOm) T, Aiofe RS m)ikk&i £
RERETIRE, EBAETREF TRIFH((1-FAH)FHR-RE4-TA
FA)RE(943.1 mg), HARE 8,

ME, H(1-FH)FH)Q-8A4-FA-FH)H(943.1 mg, 3.59
mmol) & T TEE(6.4 ml) ¥, AeANZFALE (7 ml, 116 mmol), RJE =K.
10 M ERABEER ERETRSE. FLEQm)MAZEALY
¥, EERTHME 054, AREFEHM 3054 TEFIHGLEH
FFFRAFE 1-((1-F ) FA)-6-F A okek-2-585(459.1 mg, %
44%, 2 ).

H 1-((1-F4) FA)-6-F 2-F Hfor-2-5085(431.1 mg, 1.42 mmol)
AFFAFBE02m)F, IeAZ TE(0.296 ml, 2.12 mmol)F= 2-if
AR A K F 8% T 85(390.1 mg, 1.70 mmol)FAm#k £ 80 T. 5 /B 50 4
)5, MMANETHE(0.296 ml, 2.12 mmol)F= 2-:8 4K, P 2K V8L ¥ 85 (325
mg, 1.42 mmol) Ak 1 B 10 4. KEERETREHFETLE
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LEE(80 ml)F, FAK(30 ml)sbik @R BRERE TR, ARET RS
AR, BERMETBRLE-TIR P L RHIETE 410mg, BAIKRAEEM(T
W LBE LBE=6:1) 44 F% B 87 mg BB 4846945 &4, A 497 mg
2-((A-((1-F ) FA)-6-F AR kb 2 AR FROX T B (T &
78 %).

H2-((1-((Q1-FR) FA)-6-F A-F ko 2- AR FR)E Fag 7
B%(497 mg, 1.098 mmol)i& T F B5(10 ml)Ffew &k d(10 ml) ¥, AR+
N AN S AACAEK TR (6.86 ml). A EIBTHEH 2 B 30 5445,
NS Fe AT B KRR (10 ml)VAMELOE R B, &E Tz ReMmk
H%EBEMNEN 13, HFAET TR THE(S0 ml)FHAKQ0 m)zkik s
R, BERETREANESE, ¥ CHEQOm)ARELH P, FLE
ETIRLRSE, BEAR SR TIRFE RS MH(A439.1 mg, &
% 91%).

A LC-MS 52245 F &% Zizieéh.

W HEAE M =438.14, FAME(M+H) =439.3

KA 8. F 272 FEMEH &
ALy TAE FAH] T RN RAF B AR EH.
A LC-MS %5245 F 2 s,
i HAL M =454.14, FRMEM+H) =455.3

B 9. F 65 FiAYEE &

K 2-78 25 3 B2(829 mg, 6 mmol)F= 1-F A 73|k FE5(1242 mg, 7.8
mmol)i& T 20ml W A=k ¥, NERAImA LEL(200 pl)F» NaBH(OAC);
(5087 mg, 24 mmol), £ EETHIFLR., REMNEIHKEEHRE
&, RERLRUBER, ZAKRBATRFALEN. ZakE
EM(TH: LR LEE=95:5) 46405, 135 ((1-F A7) %-3-2) F £)(2-5
A (264 mg, =& 18 %).

(i
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(- A3 3-8 7 ) (2- 8K K 55 B:(264 mg, 0.939 mmol)
AT LEBA0ml) ¥, AeA Pd-C (50 mg, 10% Pd, 0.047 mmol), £HEAK
¥, EERTHH6 M. BRETRE, E#H Pd-C H ALK AEHFE
((1-F 273 R-3-2) F A)2- A A KAL) B (12 mg, &% 90%).

Hr((1-F A3 ok-3-2) T AA)(2- R A K ) H(212 mg, 0.845 mmol)
ETR(Iml) ¥, AeN=AALH (1 ml, 16.9 mmol). ¥z REMERA
ARTRURL . EEMEKRE, SABEEN (TR L LE=21)
AR B ((1-F A7 R-3- ) FA) R ok -2-88B2(96 mg, = &

39%).

H £4L44(12 mg, 0.342 mmol)F== F 2 F BLA (2 ml) A 2] 4 F
BOEBREBRT. QRS P AN ((1-F A 5-3-2) TR E Hokod
-2-%B3(50 mg, 0.171 mmol)#e 2-38 X F 23X 7 82 ¥ 85(59 mg, 0.257
mmol), RBEWFZRAEME 60 C T 1 /e, AKX, MERLE
LESHEI, BAKRREMTIR OB UEERE RS, BRREEN (T

 LERTEE=2:1) AL AN AT B 2-((1-((- T A3 R-3-2) T A F S ok

2-KAAR)FE)E FELFE(54 mg, =& 74%).

BT w9 £k @ (2 ml)Fe F B (1ml) ¥ 89 2-((1-((1- F A5 %-3-%)F
AR I ok 2- K ARAR) P ) K P 8% T 85(54 mg, 0.122 mmol)#9 5k F
N AN S EAAEAREZ (0.5 ml). £ZRTHAFERE, /oA 6N B
1R B AT, MGER LERTERFI, Aiofeth BRRA LR LEEE,
A RIKBREAN T IR, BRET REAENZ I A48 mg, FH
92%).

A LC-MS 52 4-F B4 2%t 64,

W HAL M =427.14, FAMEM+H)"=428.2

g4 10.

Al TAE F3645) 9 KANtd 7 ik, B %4 BACEATA AR LA 47
v, B LC-MS 24T 34 Linibd.
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4] 11. F 51 SR &
¥ £AL44(104 mg, 2.86 mmol)F=v9 £k d (16 ml) A E] FL T
MR BT, EIZIRAY T I 2-CRHRrd2- R BN FR)K T B
W 5 (428 mg, 1.43 mmol)#= 2-(i& /X F E) K F B T 85 (466 mg, 3.46
5 mmol), KB WZRAWAE 60 CTIH 50 547, AKX, MER LB
LEEEI, BRKABATRURLEEE KRG, 2HRAEEN(THE:
LER LBs=3:1) b A, 135 2-((1-(Q-((R-TA)ELAZ )X L) T
)R Ik 2- R BAR) F )R F B T B8R (495 mg, =& 71%).
) 2-((1-(-((F-T A RBAZA)F ) T A) K I ok 2- A HK) F
10 A F 8% FES(248 mg, 0.51 mmol) F A 4N 28k 84 — B 5005 % (1.28
ml, 5.1 mmol), EEBRTFTIMIFTR., RLEMNE, ERET TFREFE
2-((2-((2-(F £ 8 ) F A F 2 mAR) E ko ) F 23 7 84220 mg,
EEHE),
B 2-(2H-(F ARAH )T D) P AHR)F IR ) FPR)XF &L
15 (180 mg, 0.42 mmol)%& F £A4¥(6 ml) ¥, M AAe N HOBT (68 mg, 0.504
mmol). FA&(46 ul, 0.504 mmol). &-T B(1.2 ml)#F= EDCI (97 mg, 0.504
mmol), AFRTHRHFLR., Ak, BMEAZRKFIRFR, BLKRK
BN TIRJE iR, AREER., ZaiEEN(THK: LB LEE=32)44t
772) 2-((1-(Q-(N-F A RA T 8 A) EA) 7 EAAR) K oknk-2- R AAK)
20 W) K T B P E5(86 mg, & & 40%).
61 T w9 £k (2 ml)Fe F BE(1 ml) P 44 4 2biF ) 69 2-((1-((2-(N-
FEEA T BLA)ER) T RBAR)F ok -2- R BR) F AR 7B T B
(86 mg, 0.169 mmol)i& & F X 4N S EAL4ZK A& (0.5 ml), 4 60 C
THAHL 2 DEF. Ao 6N RERIEEER BAFIE, B LER LB HIR
25 FEk., At B KRR LRUBES, BAKKBRMATIER. £
JET A AR IR FAEH(83 mg, T EIE).
A LC-MS £-Z 4 F H Zigib.
it HAE M =493.15, HAR{EM+H)" =494.2
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34 12.

AL TAE 4] 11 £6F ik, A S X FERESTEMITE LA
48 BT T,

A LC-MS (& 4T EH 2z,

S8 13. % 619 FIoWeaH &
H £4L44(400 mg, 10.0 mmol)Fe=F A F BLAZ(30 ml) /A B T4
TROREEZT. CZRsh i 2-CRifokek-2- KR 7 )%
¥ B2 ¥ 85 (1500 mg, 5.0 mmol)Fwi& X T B8 24~ T 88(1463 mg, 7.5
10 mmol), i RAMAE 80 'C T HAE 2 1Bt AKX, ME R LEEREER,
A RAKRBAN T IRIEB B R, BHBAEEN(TI: LB LE=51)
seALE AN, FFE) 2-Q2-(2-(F AABAL L) FEAN)F okt K)
LERHR-T B5(1298 mg, /=& 63%).
€ 2-2-((-(F RAF )R AL) FAAAR) ok ) LR R-T 85
15 (1290 mg, 3.13 mmol) P /e AN = R 8 (15 ml), EFBTHHa, %
BEMNE, EEATFRAE 2-Q-(Q(FELASE XL P EAKR)E
ek R) LE(715 mg, & 64%).
W 2-Q-((2-(F BAZA) L) T AN E ok £) LB (35 mg,
0.1 mmol)& Fw & x"#(3 ml) ¥, #3H FmAFE(11.2mg, 0.12mmol)
20 #2 EDCI (23 mg, 0.12 mmol), REHZREMEEBTHITR. &K
AKX, MERUBLUBERER, ZEAKABATRETE, RL%E
A, EEAE BT (TR LB LBE=3:2) 6AL5E B W13 5] 2-(1-(N- £ £
AT BA) TR ok 2- AR FR)K P EFEQ7.5mg, ~% 64
%).
25 So TAE RS | FATR, EdesbfFE)6 2-(1-(N-X LA EA FELL)
AR ke 2- R AAAK) T &) K 9 B F 85(20 mg, 0.046 mmol) K g, 43
B\ AR AALSH(6.9 mg, = F 36%).
A LC-MS %2 4-F &5 Zin 4.
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10

T EALM=417.11, FR{EM+H)" =418.0

x4 14
AL 34 13 £MehF ik, A SFHFEETENFTE LE 49 PAT
T,
A LC-MS (R 45-F 4 iz e,
% 49
o5 T HAEAM FREM+H)" | KEEF)%
622 431.13 432.3 5
621 431.13 432.3 5
620 431.13 4323 21
637 447.13 448.2 13
636 117.13 448.1 23
635 44713 4483 44
642 442.11 4432 27
657 467.13 488.1 19
% 50
o4 5 HEEM FRMEM+H) | K E(EF)%
765 457.15 458.2 5
767 457.15 458.2 32
% 51
b4 5 HEEM | ERMEMAH)T| KFEEF)%
866 434.13 435.2 76
869 456.11 457.3 83
904 468.09 469.1 52
937 436.15 437.2 61
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A 52
625 HHEEAM | FREMHH)| KEEF)%
953 476.18 4712 36
985 428.18 429.2 67
977 400.15 401.4 2

AE ETHAS 6. 2-((1-Q-F LH)-5,6-— F R FE Hokrd 2 A HR)FR)E
¥ 8 T B 6 H &
5 B AE ] 2 PIRE, BT FATBE T 2-((5,6-=F
FE Foknb 2 BRAR) T AR) K 7 82 7 B5(326 mg, 1 mmol)#Y 5% ¥ A
2% 8:47(207 mg, 1.5 mmol)#= 2-32 X L BE(150 mg, 1.2 mmol), HATFE
RAE 80 CTHHM 1208, BRETAE, M UBEBALERN.
Z iR BT (T LB LES=4:1) 8L K A 13 B A7 A4 (248 mg,
10 JE & 67%).
B LC-MS 22 45T Z#H ZLizNeH.
AL M=370.14, FERMEM+H) =371.2

LA 15. F 736 FEMHHE
15 B F N-F 2 Gok(3 ml) ¥ 89 2-(1-2- T H)-5,6-= F R Kk
e D R BRAX) F )R P B; 7 85 (45 mg, 0.23 mmol)# & F Au X Pph; (62
mg, 0.24 mmol)#» DEAD(10.6 ml, 40% T ¥ * %, 024 mmol), AZEi&
THIEIZRSW. 10 5406, AAESH(11.3 mg, 0.12 mmol)F 4 L £
TIRTHI 12 et AREHN, 2FEEN (TR CRTE=1:1)4%4
20 HANIFE] 2-((5,6-= F H-1-Q-F R LA F ok 2-2AR) FHE
¥ B} F B85 (44mg, & 81%).
AL 34 | R F ik, BA 2-(GC,6-=FA1-Q- XA TH)K
Froknd 2 ARAR) F £ K F 8% FE5(35 mg, 0.078 mmol), #HATKME K
B EAFEAA N3 mg, FF 94%). B LC-MS 52 0F &5 2 iEis
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.
A M =432.15, SRE(M+H)" =433.2

£#AH) 16.

VAL L) 15 £y ik, B SFEBATESIFE LA 50 PAT
TS,

A LC-MS 5% 4-F B 5 Ziziue-H.

k364 17.
825 ey 4| &

BRERT, METRAFTRTHY. £EHEH 2 PREGE 68
546 49 85(33 mg, 0.075 mmol) &9 &% F AmN 50-60% [4]-Kit E F
BR(26 mg, 0.083 mmol). H/FE R AR LTI 2 DEE, BINILF
8 2R BR AR ISR I R RAF FBAF R R, R BAR R BJE R4S,
B EEM (T LR LEE=1:1) ALK AW IZ 5] 2-(((5,6-=F £-1-(1-
RA TRk 2- ) PABA) TR FTETE(T. I mg, %
21%).

Al L34 1 k75 ik, R RBFRARELEH(5.2 mg, &
£ 76%).
A LC-MS 5 Z5-F B Zze4.
W HAE M =440.12, FERMEM+H)" =4413

27

P 18. % 869 FALE-MeyH) &

BERESDRT, AETRKFRG ml) T 4. £E4E48 2 T133)64
% 37 S4LA-4h t9 E5(39 mg, 0.094mmol)#9E& ¥, FmA 50-60% 4] - it
F ¥ BR(64 mg, 0.374 mmol). £ TR T HIAFFHMHIER 4 IHE, BN
tofe KBRS AR, MR FBIREER, RAKRERG EER
%, ZHaR EM(TH: LR UEE=5:1) 4 EAWITE 2-(1-(2,5-=F
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AFER)FR)E ok 2 BB PR TR TEQGRT mg, %
87%).

AL 34 1 EMAF R, KB 2-((-(Q,5-=FTEAFLHFHX
Fhofod-2- 3K )R BEA) F ) K F 8L F 85(64 mg, 0.14 mmol)7F B 474404
(53 mg, =& 87%).

A LC-MS B2 4T B a4,

HHAE M =434.13, FEREM+H)" =435.2

4] 19.

A5 FH4] 18 £k, B IAEE-EH] 2 P52 6L
B, 4Lk 51 PrTILEH.

A LC-MS (& 4T B #H ZiZL64.

FA) 20, F 952 AWML

EUA T FAFEAE(10 ml) T 69 5,6-= F AR oked 2 BLEL(713
mg, 4 mmol) ¥ AN = ZEE(836 I, 6 mmol)Fe z- 324X, F A (1176 mg,
6 mmol). 7 80 C TiHE ARG, ARESMFhAK, MERATLRT
BIREL, FAKABRATRUBRLEES RS, BABEEN(TH:
LB LEE=3:2) B AL IR A 15 5 2-((5,6-= F A okob2- AR F &)
M (benzenecarbonitrile)(1159 mg, = % 99%).

A& £4L44(178 mg, 4.90 mmol)Fo v &7k "# (30 ml) e N B L T ¢
HAEEFT., @iERAW TN 2-((5,6-=F A FHokok2- A aR)F )
F A (719 mg, 2.45 mmol)F= 2,5- = FAF A £,(543 pl, 4.90 mmol), £ 60
C F iz RAMBLA 40 4. MAKKE R LB LEER, 2 RK5%
B TR OB LB ER RS, MR EW (DI LB LEE=3:1)44L
BRAMNIZE] 2-((1-((2,5-=FAFA) T H)-5,6-= F A K oked2 K5k
R)F Z)F B (370 mg, £ E 37%).

B 2-(1-(2,5- = FAFK)FX)-5,6- = P AR okod 2K 5MK) T
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A)F (165 mg, 0.401 mmol)EFFERGB ml) ¥, @i ¥ A
Me;SnN3(124 mg, 0.602mmol), £ KART HiAdR. HEREERE,
REOER, BB BN (R THE: T E=19:1)505E A W2 B 41840
&H(75 mg, =& 41%).

JA LC-MS %2 5T B#H iz ite-.

i HAE M =454.19, ERMEM+H) =455.2

A 21.
AL K64 20 K8 ik, 3 LA 52 ¥R RS,
J LC-MS %% 45-F &4 L izt 4.

364) 22, FHEAMK A BB H &

#%4% Urada 3 (Journal Biological Chemistry 266: 17173, 1991) %
BB HH S EE pro-BAJC K e R B, M, Btz
#85L /% (Pharmacia) $64C Al - 4 A ARE K 4 JE A BE B9 cDNA H &4
AR R G0 R R (TnS)R 385k LiEik. i8iE Murakami %
(Journal Biological Chemistry 270: 2218, 1995) ¥ 4% i8 # & sk it — & A BT
FIRBBBRIAANE, B EHATER 5o JEBE,

3] 23, Il EBASEKR IR BB E R F

W& ALK BALAH 9 DMSO & (2 pl) AN 2] 47 1-5ng ££ THE
KAH) 22 172 69 EACANE K S A BE B4 50p] £ 43 A (0.5-3.0 M
NaCl, 50 mM Tris-HCL, pH 8.0) ¥, &# ¥ ImANAF4EH &M 0.5 mM
IR34 Bt- 79 RUB- 2B S B AR R B~ 3K 79 S BL T A 2 K B (Bacchem), 1 %4
MEFRB TR S 540, MEAE 405 nm LB EE KB E 69 T 40, A3
T A E .

R, £F63. 64, 65. 143, 174, 256. 264. 272.
311, 354, 319. 349. 358. 395. 401 #=402 54co% b K3
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LO

15

IC50=AR > F 1nM F4&F 10nM, £F 37. 50. 84. 115. 117.
119. 121. 123. 130. 147. 168. 256. 320. 321. 324.
352, 355. 364. 380. 392. 398. 444 . 455. 459. 460.
506, 863. 866 F= 869 E4AH FIEEF) IC50=AF I F 10nM Fe R K
F 1000M .

do b SURTIR, AR ORIk T 2 M BT A SR R A )
EH, BB THAKPGEFRAITENR TR N, ALE
JEBEELA IR R, TR TRGF/RETH S TRALRRBYE
.

A 24, KRB &

BN R F G EREF ST

et (% 37 %) 50 mg
A8 230 mg
L Z I 80 mg
T Kb e B 11 mg
B EREREE 5 mg

R K BB (TAE L34 2 694LEH). HagFe LA E R R
A, HE LIRS MIY G HIZNE| LEEF 69 20 %R LHFREILER P, &
ZiRAMiAit 20 nm 7%, £ 45 CT-FX, Fid@id 15nm Fidig, e
WAF B W Bk S 28 BE BR AR A R 5 A A .

T3
FEPHRREARRTAD L EF L TREHERTHA
eI H AR R B EW. B, AR T AN L B
F TGO ETRAEALRREHN, EREAEIRER &
BWEA, FRBEOER BREETHERREE R ER

86
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