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#IK)-D-F A A A BL]-(S)-[1,4' Bk A -2-5 8L,
(49) 1'-[3,5- =2 -N-[[4-(3,4- = £,-2(1H)- B AR E vk ok -3- A )-1-7% 72 |
3K ]-D-B& R BE)-[ 1,40k 2 -4 2% 8% W &%,
(50) 1'-[4-2H-3,5- =& -N-[[4-(3,4- = £-2(1H)- BARE b opk-3- 2 )-1-9% 7% |
20 FAK]-D-FAARBL]-[1,4)8%k L 4% 8 F A,
(51) 1-[3.5- =i -N-[[4-(3.4- = &.-2(1H)- A E b ok -3- A - 1-9R "% | 3
#£]-D-BE R BE]-[ 1,4 B4R -4 8L
(52) 1'-[4-8Hk-3,5- 278 -N-[[4-(3,4-= £-2(1H)- BB rdobh-3- 4 )-1 -9k %% |
FAL)-D-F A A ABL]-[1,4')88%E 4K BE,
25 (53) 1-[N-[[4-(3,4-= &.-2(1H)- BB vk ok -3- 5 )-1-% "2 | 3 2 )-D-8 &,
Bt]-[1,430% 2 K -4- TER,
(54) 4-{1-[N-[[4~(3,4-= 2-2(1H)- R rdopk-3- 5 )-1-9 2 | # AL |-D-B4- £,
Bt]-4-9% 72 ) - 19k L8R,
(55) 4-{4-[3,5- =i -N-[[4-(3,4- = &.-2(1H)- AR E ook -3- 2 )-1-9% 77 | $%
30 A]-D-B&RBL]-1-%% ) - K T B 8%,
(56) 3-{4-[3,5- =i -N-[[4-(3,4- = £-2(1H)- BAK A v bR -3- 2 )-1-9k o2 | 3
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A )-D-B& ABL]-1-9%% ) - R F R L85,
(57) 4-{1-[3.5- =32 -N-[[4-(3,4- = &.-2(1H)- BAK B vl ok -3- 2 )-1 -7k 22 | 32
#)-D-B& A BL)-4-7% 72 - F B8R T Eg,
(58) 4-{1-[3,3- =i -N-[[4-(3,4- = &-2(1H)- B A E v bk -3- 2)-1-9K 52 | 3
3 ]-D-B% £ BR]-4-9% 2 F AR )R F 8 285,
(59) 4-12-[1-[3,5- =& -N-[[4-(3,4- = £.-2(1H)- BAR A vl oph-3- 1 )-1-9k 7% |
# A ]-D-B& F B )-4-0K7E - LR - R T BR LER,
(60) 4-{4-[3,5- =i -N-[[4-(3,4-= &-2(1H)- RS E ok-3- 5 )-1-9R "2 | #
£ ]-D-B& A BL]-1-%5 ) -3-(Z AT A)- K P L T As,
10 (61) 3-{1-[3.5- =2 -N-[[4-(3,4- = &.-2(1H)- R A vk ok -3- 2 )-1-9k 92 |
A )-D-B& R BE]-4-7% 7% ) - R T 8L T Bg,
(62) 4-{4-[4- R 3-3,5- =& -N-[[4-(2-BAR-1,345- W9 &,-1 3-KFHF = F
¥ 340192 H A ) -D- R A R A B 1-kA ) - R TR LB,
(63) 3-{4-[4- & 3 -3,5- =8 -N-[[4-(2- AK-1,3,4,5-9 R-1,3-FF R &
15 F3-5)-1-9%"% |3 4 )-D-F & A R BL)-1-%% |- X T &% L6,
(64) 4-{1-[4-& H-3,5- =38 -N-[[4-(2- A AK-1,3,4,5-19 A-13-F 5 =%
F 3R 1-R |3 A D-F A B RBR] -k - R T 8 T A,
(65) 4-{2-[1-[4-FH-3,5- =& -N-[[4-(2- A AK-1,3.,4,5- 9 B-1 3-FKHF = A &
F3-4)-1-9% )3 R -D-F A AR BL]-4-0kT - LA ) - R T AL T AR,
20 (66) 4-{4-[4- R 3 -3,5- =38 N-[[4-(2- A AR-1,3,4,5-W&A-1,3- R AR %
¥.3-2)-1-9 R ) A -D- R A A AB]-1-%F ) 3-(Z AT A)- R TR TS,
(67) 3-{1-[4-F A -3,5- = & -N-[[4-(2- BAK-1,3,4,5-09 £-1,3-F H = R &
F3-20)-1-9R | # K |-D-F A A R BE)-4-9k 08 ) - K T 8L T a8,
(68) 4-{4-[3.5-=i8 -N-[[4-(3,4- = A.-2(1H)- A E ok -3- 5 )-1-7k "= |
25  R)-D-BEABE]-1-RE - TR,
(69) 3-{4-[3,5- =& -N-[[4-(3,4- = £.-2(1H)- B A ok-3- K )- 17k 2 | 3
#)-D-BE A BL)-1-7k% ) - R TR,
(70) 4-{1-[3,5- =& -N-[[4-(3,4- = £.-2(1H)- A AR e ok-3- 2 )-1-9 2 |
3]-D-B& A BE]-4-7k7% ) - R T BR,
30 (71) 4-{1-[3,5- =2 -N-[[4-(3,4- = &.-2(1H)- A AR E v ok -3- 2 )-1-9R "= | 3K
A)-D-BSABL]-4-9k T AR T,
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(72) 4-12-[1-[3,5- =& -N-[[4-(3,4- = &.-2(1H)- A E vk obr-3- 4 )-1-9K "2 |
3 31-D-B4 B BL]-4-Tk2]- LA - R TR,

(73) 4-{4-[3.5- =2 -N-[[4-(3,4- = &.-2(1H)- B ARk ok -3- 3 )-1-9% 52 |
3 ]-D-BS R BE]- -5 -3 Z AT R)- KT &,

(74) 3-{1-[3,5- =2 -N-[[4-(3,4- = &.-2(1H)- T A E vk bk -3- 35 )-1-9R "2 | 35
£ ]-D-B& B B]-4-7% - R TR,

(75) 4-{4-[4- R 4k -3,5- =& N-[[4-(2- AAK-1,3,4,5-W A-1,3-RF A&
ERE ML LALEIHE ST ANE L SN S48

}

(76) 3-14-[4- B & -3,5- =8 -N-[[4-2- BAR-1,3,4,5-19 &-1 3- KA A&
F3-50)-1-9%7 |3 A -D-F A R ABL- 1R - R T AL,
A

J-1
(77) 4-{1-[4- B 3k -3,5- =& N-[[4-(2- AKX -1,3,4,5-W &-1 3- K5 =
F3E)-1-R0R ) A -D-F A A A BR 4R - R

(78) 4-{2-[1-[4-FH-3,5- =B -N-[[4-(2-AAMK-1,3.4,5-W A1, 3-KRH A
F3-4)- 19K H A -D- R AR AB)-4-RE]- G- AT E,

(79) 4-{4-[4- R 3 -3,5- =i -N-[[4-(2- BAK-1,3,4,5- 09 £-1,3-FK FF = R &
Fo3-H)-1-9RR | B A -D- R A R ABL)-1-%k R 3R T A)-RF B,

(80) 3-{1-[4- B 2k -3,5- =i -N-[[4-(2- BAK-1,3,4,5- 09 R-1 3- R F =R &
Fo3-4)-1-9%2 )3 A )-D-F A R AB) AR - R TR,

(81) 4-(1-[3-(1-F 2 )-N-[[4-(2- BuAX.-1,3,4,5- 79 f-1,3-F 5 = R A5 F-3-
£ )-1-9km2 ) # 4)-D- R A BE]-4-9 72 ) - 19k % LB L8,

(82) 4-11-[3-(1- 2 H )-N-[[4-Q2- BA%-1,3.4,5- 79 £.-1,3- K 5 = R fe F-3-
H)-1-9km |3 AR ]-D- 7 A Bk |-4-9R 7 ) -1-9k % LR,

(83) 2-{4-[3.5-=i& -N-[[4-(3,4- = &.-2(1H)- A AR £k oh-3- 2 )-1-%k "2 | 3
3 ]-D-B& R BE]-1-% %) -SSR R B T B8,

(84) 2-{4-[3,5- =& -N-[[4-(3,4- = &.-2(1H)- B AR & vk ok -3- K )-1-9R "€ | 3%
£)-D-B A BL]-1-RR ) 4R AR F R,

(85) 2-{4-[3,5- =i -N-[[4-(3,4- = &.-2(1H)- BARE rdofk-3- 2 )-1-9R 2 | B
A )-D-B6 A BL]- -7 R ) -SE R BB

(86) 2-{4-[3,5- =i -N-[[4-(3,4-= A.-2(1H)- A AR E v ok -3- 2 )-1-9K "2 |
#1-D-B& R B]-1-% R | -4-Er B,

(87) 2-{4-[4-F3-3,5- =2 N-[[4-(3,4- = £-2(1H)- B Ak obk-3- 25 )-1-7K
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A -D-F A B ABE]- -9k | 4R e 5 8L T Bs
(88) 2-{4-[4-FJIK-3,5- =32 N-[[4-(3,4-= &-2(1H)- B A ok-3- 0 )-1-%%
2|3 5 )-D-F A BABL]-1-TkR ) 5Kk B 8L T AR,
(89) 2-{4-[4-8 A-3,5- =72 -N-[[4~(3,4-= & -2(1H)- A E e ok-3-)-1-9%
5 R)BAD-FEARBL]-1-RR ) -4EL R,
(90) 2-{4-[4-F A -3,5- =38 N-[[4-(3,4-= E-2(1H)- B AR vk obh-3- 2 )-1-9%
w2 13 A )-D-FR A A AB]-1-kk ) SR B R
(91) 4-{4-[4-F H-3,5- =& -N-[[4-(3,4- = E.-2(1H)- B vk opk-3- 5 )-1-7%
)3 A ]-D-F A A ABL]-1-9k% ) - 1K TR,
10 (92) 4-{4-[4- R 3 -3,5- =B N-[[4-(2- BAK-1,3.4,5-m9 &.-1,3- K = R &
F3-5)-1-9k2 ) # 4 )-D-F R A R B 1% -1k R TR,
(93) 4-{1-[4-8IE-3,5- =8 -N-[[4-(3.4-= £-2(1H)- B AR vk odk-3- 2 )-1-7%
T # Ak )-D-R K AR BE]-4-9k7 ) -1k LER-1,1- = F A 288,
(94) 4-{1-[4- 8 3 -3,5- =i -N-[[4-(2- B AX-1,3,4,5- W R -1 3- K F = R %
15 F3-5)-1-%52 )5 A ]-D-F A A ABL]-4-%5% ) - 105 LFA-1,1-= F & 28,
(95) 4-{1-[4- R H-3,5- =& -N-[[4-(3.4-=E-2(1H)- B vt oph-3- 5 )-1-%%
2|3 3K )-D-F A A B]-4-9k 72 ) -1-% R TR LB,
(96) 4-{1-[4-& 2 -3,5- =& -N-[[4-(2- &.AX-1,3,4,5- 19 §-1,3-FK5F =R &
F 340 1-9R | A ]-D- 3K A 7 R B4R ) -1 -k TR TR,
20 (97) 4-{1-[4-FH-3,5- =32 -N-[[4-(3,4- = E.-2(1H)- B v ok -3- 5 )-1-7%
2] #k A ]-D-F A A A B]-4-9k52 ) -1-%k% TER,
(98) 4-{1-[4- & 3 -3,5- =& -N-[[4-(2- £4X-1,3.4,5-19 -1 3- K #F R %
F3-2)- 12| A)-D-R A A ABL4-%Z ) -1-9 % TR,
(99) (R,S)-4-{1-[2-[4-8IL-3,5- =8 KK F A ]-4-[4-3 4-— &-2(1H)- A&,
rodok-3-K)-1-9k %2 -1 4- = B T K ]-4-9R72 ) -1-% % TR,
(100) (R.S)-4-{1-[2-[(3,5- =8 -4- 2K K) F K]-4-[4-(3,4- = A-2(1H)- &R
edtoi-3-K)- 19092 ]-1,4- = B T A ]-4-9872 ) -1-%% LR,
(101) (R,S)-4-{1-[4-[4-(3,4-=£.-2(1H)- BARHIR H[3,4-d "2 -3-£)-1-%
% ]-2-[(1-A ) F HK)-1 4-— AR T K472 ) -1-%% TEL,
30 (102) (R,S)-4-{1-[2-[[3,5- (= AP & )- K 2] F £]-4-[4-(3,4-= £.-2(1H)-
FAR e h-3- ) 1-9% R 1 4-Z R T A 4R ) - 1ok TR,
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(103) (R,S)-4-{1-[4-[4-(3,4- = &, -2(1H)- & X & »& %k -3- & )-1- %
Z]-2-[(3,4,5-Z F AR P HE)-1,4- R T 472 - 194 T L,
(104) (R.S)-4-{1-[2-[3-38-4,5- = F £ K £ )F £ 1-4-[4-3,4- = &-2(1H)- £
R rdok-3- 25 )-1-9% 72 -1,4- = BT A -4 ) -1-%% T8,
5 (105) (R,S)-4-{1-[4-[4-(3.4- = & -2(1H)- & K & » ok -3- & )-1- %
]2-[[3-(Z AT A)-RA)F A 1,4- 28T RJ4-RR - 195 T,
(106) (R,S)-4-{1-[4-[4-(3,4-= £.-2(1H)- B Aok -3- 4 )-1-9k 7% ]-2-[(4-
FARA3S-ZF AR FA1,4-— B8R T A ]4-%22 ) - 194 TR,
(107) (R,S)-4-{1-[2-[(4-BH-3,5- = 8K &) F K ]-4-[4-(3,4- = £.-2(1H)- £
10 ARPEvoh-3-2K)-1-9k"2]-1,.4- = BT A ]-4-7072 ) -1-9k % T 8K,
(108) (R,S)-4-{1-[2-[[2,4-—(= A F £)-F K] F £]-4-[4-3.4-=R-2(1H)-
BARE PR3- 20)-1-98 7% )- 1 ,4- = BAR T 2 4977 ) - 1R T BR,
(109) (R.S)-4-{1-[2-[(3,5-=i&-4-F KK K)F % ]-4-[4-(3,4-= &-2(1H)- &,
RoEook-3-28)-1-90 %2 ] -1 4- = BAR T AL J4-7%72 ) -1 -9 % L8R,
15 (110) (R,S)-4-{1-[4-[4-(3,4- = & 2(1H)- & X & vk ok -3- & )-1- %
Z]-2-[(3.4,5- 22 KA FA]-1,4- = BT 2 ]-4-7k77 ) -1-9k% LB,
(111) (R,S)-4-{1-[4-[4-(3,4-= &-2(1H)- A A A v k-3 3 )- 1 R "R ]-2-[ (3 4-
ZFRARL)F A1 4- AR T A4z - 1% T,
(112) (R,S)-4-{1-[2-[(3,4- =& FKIK) F K ]-4-[4-(3,4- = A-2(1H)- B 5w
200 oR-3-2R)-1-9RE]-1.4- 2 BT A 4977 ) - 19 T ER,
(113) (R,S)y-4-{1-[2-[(4-78-3,5- = R A A) T A ]-4-[4-(3 4-= £.-2(1H)-E A,
BrdoR-3-30)-1-9% 2 ]-1,4- Z BT A ]-4-%72 ) - 1-%% T8,
(114) (R,S)-4-{ 1-[4-[4-(3 4- = £-2(1H)- B A vk obh-3- 2 )- 1 -9k 5% ]-2-[(2- K
R)F R, 4-Z 8K T A )-4-9%72 ) -1-9%% LK,
(115) (R.S)-4-{1-[2-[(2,3- = & K JF [b] "k "h -5- &) ¥ £ ]-4-[4-(3,4- = &,
-2(1H)- B AR rdobh-3- 25 )-1-9% 92 -1, 4- = BT A J4-97 - 19k T84,
(116) (R,S)-4-{1-[4-[4-(3,4- = & -2(1H)- & A& & o ok -3- & )-1- %
w]-2-[(1,2,34-0 A-1-7 ) F A 14— 8K T R-4-K% ) -1-%% T8,
(117) (R,S)-4-{1-[2-[(3,5- =i -4-F £ K RX)F £]-4-[4-3,4-=K-22- =&,
30 AR-2,13-RFER-3-K)-1-KF -1 4- = BAR T £ ]-4-9%7% ) -1-9%4 T84,
(118) (R,S)-4-{1-[2-[(2,3-= & FK)F K ]-4-[4-(3,4- = &.-2(1H)- AR b
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wh-3- 25 )-1-9% 7% |- 1,4- — BT K ]-4-9%72 ) -1-9k % TR,

(119) (R,S)-4-{1-[2-[(3,4-=:8 F ) F &£ ]-4-[4-(3,4- = £-2(1H)- K vk
A-Z BT A )-4-9%02 ) - 1%k % LB TBS,
(1 [ [(3 4- =8 XK F K]-4-[4-3.4- = &-2(1H)- AR A e
A FAT A)4-ke2 ) -1-0k% TR,

I-
)-4
V**-J—)E)-l—‘ﬂ/& -1
(120) (R,S)-4-
50 k-3-20)-1 "ffa»t] |
)-
-

(121) (R,S)-4-{4-[2-[(3.4- =2 X ) F £ ]-4-[4-3.4- = &-2(1H)- A XKEvd
h-3-28)-1-% %% |- 1 4- = AT K]-1-% %) -1-9R%E TR,
(122) 1-{1-[3.5- =& -N-[[4-(3.4-= £.-2(1H)- R A E mk ohk-3- 2 )-1-9K 92 | 3%

oo L
J;g]-4-qf';é£-DL R AR R BR]-4-9R7 ) -(S)-ed b -2- R R T AR
10 23) 1-{1-[3- & -N-[[4-(3.4- = &.-2(1H)- B AR E v bk -3- 2 )-1-9k "2 | 3
%]-4-W%-D,L-z&%ﬁ%ﬁi]-ét-“)fv’i}-(S)-Vtt%%-Z-#;ﬁé‘;‘F@E, |
(124) 1-{1-[3,5- =& -N-[[4-(3,4- = &.-2(1H)- A KL opk-3- 25 )-1 -9k 5= | 3
A ]-4-F JK-DL-A K A RABL)4-TR92 ) «(R)-H o507 -2- 2 B T BS,
(125) 1-{1-[3- & -N-[[4-(3,4- = &.-2(1H)- B AR B v ok -3- K )-1-9% "2 | &
15 A]-4-F2£-DL-FEARB]4-7R)-(R)-HAEI-2- K BL T ES,
(126) 1-{1-[3,5- =& -N-[[4-(3,4- = &.-2(1H)- ALk ok-3- K )-1-9k 92 | 3
A& ]-4-F KD L-F IR B R B)-4-9K 72 ) ~(S)-"H B - 2- 3R R
(127) 1-{1-[3- £.-N-[[4-(3,4- = &.-2(1H)- B AR "B vd ok -3- 2 )-1-%k "2 |
A]4-F £ -DL-F A B RBL]-4-T02 ) -(S)-"t B4R -2 B
20 (128) 4-{1-[4-[4-[(3,4-= A-2(1H)- AR B iR -3- 2 )-1-79k "% ]-2-[(3,5-= F
AA4-FEFF A1 4-Z 28K T AJ4-9%02 ) -1-F R-2-9% % R B TEE,
(129) 4-{1-[2-[(3,4-=:& K &) F £]-4-[4-(3,4- = £.-2(1H)- R AKX % v k-3
&)-1-9%72]-1,4-— ’LKT%]A JkeZ Y -1-F -2k A H AR TBS,
(130) 4-[2-[(3,4- =& KK F & |-4-[4-(3,4- = £,-2(1H)- B AK " v ok -3-
H)-1-9%72)-1.4-— & 4&1‘7&&]-1-(1- W 5 49k )-2 -9k R B B LR,
(131) 4-{1-[2-[(3,5- =2 4-F AL K HK)F K ]-4-[4-3 4- = &.-2(1H)- A%
pof-3-)-1-9% "2 )-1,4- = FAR T A]-4-9%% 1 -1-F IL-2-k B A B L BS,
(132) 4-[2-[(3,5-=i2-4-F E K ) F H£]-4-[4-(3,4- = £-2(1H)- BBk
3-)-1-9k72 -1, 4- Z BT A ]-1-(1-F 2-4-9K7%)-2-7k A 5 BR T BS,
30 (133) 4-[2-[(3,4- =& F 3K F &£ ]-4-[4-(3,4- = £ -2(1H)- Eu AKX 5 v ok -3-
E)-1-9072)-1.4- = BT A]-1-(1-F £ -4-79%7%)-3-% %24 8% T B8,
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(134) 4-{1-[2-[(3.4- =32 F ) F A ]-4-[4-(3,4-= R-2(1H)- B AR wopk-3-
%&)-1-%«“*]-1 - BT A4 -1-F A2 R BB,
135) 4-[2-[(3,4- =& K &) F £ )-4-[4-(3,4- = &.-2(1H)- B AR £ vtk bk -3-
5&)-1-%« 7 ]-1,4-— AR T A 1-(1-F A-4-972)-2- TR R R B,
5 (136) 4-[2-[(3.4- =38 K ) F £ ]-4-[4-(3.4- = &-2(1H)- B AR ik ok -3-
H)-1-97 -1 4-— BT AL-1-(1-F £ -4-0k 72 )-3-R B H B
(137) 4-{1-[2-[(3,5- =& -4-F L K K) F K)-4-[4-(3 4- = A-2(1H)- AR E
ehotk-3- 8 )-1-7k % -1 4- = BT R -4-7k72 ) -1-F K2R R 8L
(138) 4-[2-[(3.,5- =32 -4-F KKK F K]-4-[4-(3,4- = E&-2(1H)- A S rdoik
10 -3-2)-1-7"&]-1,4- — 8K T A ]-1-(1-F K -4-7R72)-3-9h R B FR LR,
(139) 4-[2-[(3.5-=i2-4-F A F X)) F 2£]-4-[4-(3,4- = &-2(1H)- AR Erd ok
3-A)-1-972 -1, 4- = BT R )-1-(1-F A -4-0K72)-2- Tk B 2 B
(140) 4-[2-[(4-BE-3,5- =8 R E)F K ]-4-[4-34-= & -2(1H)- A Erd ok
3-)-1-7%72 ]-1,4-— BT A)-1-(1-F K -4-7k7%)-2-9k B R B2 L85,
I5 (141) 4-[2-[(4-F3R-3,5-—8 R AP K]-4-[4-(3,4-= &-2(1H)- A S vk vk
S3-HO-1-% P2 -1 4- = BAR T A 1-(1-F A-4-9R72)-3-9k R A BR L FR,
(142) 4-{1-2-[(4-RK-3,5- =R K 3K) T K)-4-[4-(34-= &-2(1H)- B2
ok -3-0)-1-9k 72 - 1,4- Z R T A J-4-9k2 ) -1-F 2295 KRB TBR,
(143) 4-[2-[(4-RAHK-3,5- =38 KK F K]-4-[4-3 4- = &-2(1H)- B A %k
20 -3-K)-1-%2]-1,4- = BT AR )-1-(1-F AR -4-9K0%)-2-9k R AR AR,
(144) 4-(1-[2-[(4-RA-3,5- =8 K K)F K}-4-[4-G.4-= &-2(1H)- A%
wpopk-3- 45 )-1-%R°E -1, 4- B T A 4902 ) -1-F R-2-9 R R K,
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25 (126) 1-{1-[3,5- =& -N-[[4-(3,4- = &.-2(1H)- R AR vkobh-3- 2 )-1-9k "2 £
# A )-4-F 2D, L-F KR AR BE]-4-70 ) ()b -2- AR BR,
(127) 1-{1-[3- & -N-[[4-(3,4- = E-2(1H)- R AR S v ik -3- 5 )-1-9 72 R )35
A ]-4-F 2D L-F K A R B]-4-9k 2 ) -(S)-othei be-2- 5 BR
(128) 4-{1-[4-[4-[(3.4-= &-2(1H)- A AXE L ok-3-2)-1-9k "2 £ ]-2-[(3,5-=
30 FARA-ZAFRA)FT )14 ZERT A]-4-0050 58 ) -1-F A 2-7kB R B 28K,
(129) 4-{1-[2-[(3.4-=F KK F & ]-4-[4-(3,4- = &-2(1H)- BAK A v ok -3-
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H)-1-9ke2 K )-1 4-;§LRT A ]-4-Tk AR -1-F R 2Tk R BL B8,
(130) 4-[2-[(3.4- =B K IE)F A ]-4-[4-(3,4- = £.-2(1H)- B A5 vk ok -3-
H)-1-7koE A ]-1.4-= E;LKTE]-] -(1-F #h-4-9k g B )-2-9kR R BL LAY,
(131) 4-{1-[2-[(3.5- =2 -4-F L F ) ¥ 3K]-4-[4-(3,4- = £.-2(1H)- X%
50 rdeR-3-AK)-1-9R 78 K )-1 4-Z BT AR ]-4-9ko ) -1-F AR -2-9k R B BL L ER,
(132) 4-[2-[(3,5-=i8-4-F AR K)F 4£]-4-[4-(3,4-= £-2(1H)- BAKEmb ok
32 1R AR 4- BT A )-1-(1- F 4wk A )29k 5 44 BR LB,
(133) 4-[2-[(3.4- =32 R ) F £1-4-[4-(3,4- = &.-2(1H)- B AR o5 vk opr -3-
B)-1-92 A )-1,4-— BT A )-1-(1-F -4k £)-3-% B 5 8L T8S,
10 (134) 4-{1-[2-[(3.4- =32 F ) F £ 1-4-[4-(3 4- = &.-2(1H)- AAR A v opf-3-
AO)-1-9km A )1 4- BT A4k ) -1-F R koh 5 8,
(135) 4-[2-[(3,4- =82 K& )F K ]-4-[4-(3,4- = &.-2(1H)- B AR E v ok -3-
H)-1-9k K -1,4- AT £ ]-1-(1-F 249k 24 )-2-9k s L BL
(136) 4-[2-[(3,4- =if F ) F K ]-4-[4-(3,4- = £.-2(1H)- F AKX A w4 bk -3-
15 H)-1-9%m2 )1 4- =8 T A)-1-(1-F 2K-4-9k 2 1 )-3-9kh A BL
(137) 4-{1-[2-[(3,5- =i -4-F A R A) T K ]-4-[4-3,4- = &-2(1H)- &%
rdtopR-3-55)-1-7K %2 K -1, 4- R T A J4-9R v A ) -1-F A2k 3188,
(138) 4-[2-[(3,5- =38 -4-F £ K £)F 2 )-4-[4-(3,4-= &-2(1H)- AKX b ik ok
3-2)-1-9R 5 A1 4- 2 BT A J-1-(1-F 2 -4-9k 7 4 )-3-9k R 54 BL BK,
20 (139) 4-[2-[(3,5-=i&-4-F FF ) F £ [-4-[4-(3,4- = E-2(1H)- AKX v ok
S3-F0)-1-9R 0 -1 4- Z RAR T AR 1-(1-F R-4-9k 7 38 )-2-9RR 24 R
(140) 4-[2-[(4-FHE-3,5- =38 F )P ]-4-[4-(3,4-= 8-2(1H)- B AR v ik
3-F)- 19K A1 4- BT AT 1-(1-F 2492 £)-2-"k 54 B .85,
(141) 4-[2-[(4-8JK-3,5- =8 K )T K ]-4-[4-(3,4-= £-2(1H)- B v ik
321k A1 4- S AR T A -1-(1-F £ -4-0ko £ )-3-7k % 3 B 8%,
(142) 4-{1-[2-[(4-8H-3,5-= 2 R E) T £]-4-[4-(3,4-= &-2(1H)- &K%
k-3 25)-1-9% 2 A )-1,4- — F AR T A )-4-0002 ) -1-F B2k 4 B 8K,
(143) 4-[2-[(4-BH-3,5- =8 F )T A )-4-[4-(3,4-= E.-2(1H)- AKX e rd ok
-3-2K)-1-9% s A - 1,4-Z BT K -1-(1-F 247k K)-2-9k B 5 B,
30 (144) 4-{1-[2-[(4-BHK-3,5- =B KA F A 1-4-[4-3,4- = &-2(1H)- B
opR-3-4K)-1-9K %2 3K )-1,4- R T A 4R 52 35 -1-F R 29k AR,

OS]
wn
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(145) 4-[2-[(4-8H-3,5- =2 K A) F AJ-4-[4-(3,4-= R-2(1H)- AARE otk
3-2)-1-R 7 AR -1 4- & & HJ-1-(1-F 49k )-3-Th B B,

(146) 4-[2-[(3,5-=i8-4-F £ K L) F £]-4-[4-(3,4-= R-2(1H)- AARE vkt
3-4)- 19k K- 4- BT A 1-(1-F A-4-7R 7 2)-3-Tk R B8R

5 (147) 4-[4-[4-[(3.4-= &.-2(1H)- BAX B rdopk-3- 25 )-1-9k % K ]-2-[(3,5- = F
B4 AR T A1 4-Z BT AL-1-(1-F 249k K)-2- kR R BR LEg,
(148) 4-[4-[4-[(3.4-=&.-2(1H)- A E e ak-3- 2 )-1-9%k "2 K ]-2-[(3,5-= F
B4 KT A1 4- BT A 1-(1-F A4k K)-3-9R R R B L85,
(149) 4-11-[4-[4-[(3,4-= &.-2(1H)- BAX v opk-3- 2 )-1-9k " K ]-2-[(3,5-=
10 FEA-ZBEFRBFTAFI4ZBRTA4%TE-1-F R 2-9RB R,
(150) 4-{1-[2-[(4-2-3 5- =R K HK)F &]-4-[4-(3,4- = R-2(1H)- A Eod
h-3-)-1-9% " R -1, 4- = B T A 49k e 2 ) -1-F A2k R 3B LB,
(151) 1-{1-[2-[(3,4-=:& 3 ) F 3 ]-4-[4-(3,4- = £-2(1H)- BA A vk k-3-
A1k -1 4-— BT AR ]-4-k70 K -4-F A2k AR B TR,
15 (152) 1-{1-[2-[(3,5-=i&-4-F KA F A ]-4-[4-(3.4- = &-2(1H)- A%
g opR-3- K )-1-9k o7 B )-1 4- Z AR T A )-4-9%72 K ) 4-F R -2-9 2 R BR L8,
(153) 1-{1-[4-[4-[(3,4-= A-2(1H)- B Ak ok-3-2K)-1-7%% =2 2K ]-2-[(3,5-=
B A4 A FE)T L 14— RR T A4k ) 4-F R 2Rk BB TS,
(154) 1-{1-[2-[(4- 8 IE-3,5- =i R A) T K ]-4-[4-3,4- = £-2(1H)- A%
20 wek-3-)- 1R )1 4- BT A4k A 4-F R0k R BR LB,
(155) 1-{1-[2-[(4-32-3,5- = 8K K) F K ]-4-[4-(3.4- = &-2(1H)- AR e
h-3- 25 )-1-9k "R AR -1 4-— BAX T 2L -4-70 72 ) -4-F A 2-RB R B L g,
(156) 1-{1-[2-[(3,5- =% -4-F KKK F K]-4-[4-(3.4- = £-2(1H)- A K&
o oph-3- 2 )-1-9K P AR ]-1,4- BT K J4-9ko AR ) 4-F R -2-0R R AR BR
25 (157) 1-{1-[4-[4-[(3.4-= &.-2(1H)- A B oik-3- 28 )-1-9k =% 3K )-2-[(3,5-=
T A A2 AR )T AN 4- 2R T R4k AR 4-F 2R A,
(158) 1-{1-[2-[(4- & -3,5- =B KK F £]-4-[4-34- = £-2(1H)- A%
witopk-3- 2 )-1-9k 7 2 )-1,4- Z AR T A J4-%k 5 R 4-F R-2- B R R,
(159) 1-{1-[2-[(4-i&-3,5- = R AR ) F K ]-4-[4-(3,4- = &-2(1H)- AR Erd
30 oR-3-2)-1-9R AR ]-1 4- SRR T A 40k A ) 4-F A2 RR R,
(160) 1-{1-[2-[(3,4-=:& F ) F £ ]-4-[4-(3.4-= &-2(1H)- A E vk -3-
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R)-1-9%2 K1, 4- = AR T AR )-4-0k 72 2L ) -4-F R 2-RB AL,
(161) 4-{1-[(3,4-=i%&-N-[[4-(3,4-= & 2(1H)-BAKErdotk-3- A )- 1 -9 "2 £ |
BRI A EBL]-4-9 ) -1-F K2R AR BR LER,
(162) 4-{1-[2-[(4-i2-3,5- =R K H) ¥ & ]-4-[4-(3,4- = £-2(1H)- B A vk
5 wk-3-F0)-1-9k K )-1 4- = B T AR J-4-0R o2 R ) -1- P R -0-keR B AR
(163) 1'-[(3.5-=i&-N-[[4-(3,4- = &-2(1H)- Bk oph-3- 4 )- 1722 K |3
RN A A RBE)-[1,4) 5%k A -4- L8R T 8g,
(164) 1'-[(3,5-=i&-N-[[4-(3,4- = &-2(1H)- BARErdobh-3- 20 )-1-9K 7= £ 3%
AR AR ABL)-[1,4)8ARE £ -4-T B,
10 (165) 4-{1-[(3,5-=i2-N-[[4-(3,4-= 8- 2(1H)- BAR L ok-3- K )- 1 -7k 2 |
B HR]-4-F -DL-F A RABL) -4k -1-F R -2-9kk 4 8L LBE,
(166) 1-{1-[(3,5-=&-N-[[4-(3,4-=£-2(1H)- B LR34 )-1-9"2 &
#HK]-4-F D L-K 3 A RBE]-4-9K52 ) -4-F £ 2-0kR R B LB,

A2 A149 3,
15 Bl b, BX 6o TiaR it ixd s, TEHBAYRELFE

K b ey #l &7 E 487 T &
)| BN (DaYteedat, £+ Y KA NH-AH, mA X' X' X
RIAT A HBHRMRETRE, REAMHOERD LA kg7 L
1818 K(1V)a97kg 518 (VW RBRETAE MR L, #5138 X (VI)&1a ke
20 REL,

K(AV)¥F, R EH Likeg s,
: 0

AW)F, XORESIER, R RE 1Hokrd-1-24, 1H-124-Z7%-1-

25 A, ZATEAELR2S-AAMEE-1- AR KL,
Ar

Ho. N
ITILW FV\Y1'R1
3
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KVhF. X' X\ XA RVARTRAF HBGRMRERE, RAALE
R A X
e b #F ik e RO —A% & 4% —4R % (Eintopfverfahren) #4789, A& 4L
HEHF—FF, ESEENT, BALSAV)R(VD)E FERENGEX(V)H
5 REATAMAERINEE THITRE, BEWANEVFEREWF 5OV
R(VD), FREELERGEEFLER, 5 (ZATFRA)-HMRE R KL E
AEY2HEEERA(ZATA)-HKERES e, o= Tk, N-ThA-—F
FAE. T, 1,5- = A IR [4,3,0]F-5-H . 1,4- = R[22 2] F K3 1,8-
ZREZIR[5,4,0) —-T- M 6 A T #AT. A B BRBLAKY, Fliew
10 &k, —fm, —FAPEBR., —FATEE., N-FR - Ix8m, 13-
SV RS R LM, R A Z AT R)-HERESE A B A n, 4L
HALKHRARE, Bl R TR, 12-ZRIEXZALH. F—FHR
g R AH-30CER5C, #Hhik-5CE+10C, H_FIRLBEH+15CEFF
FliEFagdk.s, HRik+20CE+70°C(A: H.AStaab #= WRohr, “Z3BLA
15 &94 A& (Synthesen mit heterocyclischen Amiden(Azoliden))” # #uit 5 %) &-37 7
7% (Neuere Methoden der Praparativen Organischen Chemie ), % £ &, % 53-93
R, % B R 4L, Weinheim/Bergstr., 1967;PMajer # R.S. Randad, J.Org. Chem.
59, 1937-1938(1994); K.Takeda, Y. Akagi, A. Saiki, T. Sukahara # H.Ogura ,
Tetrahedron Letters 24(42), 4569-4572(1983)).

20 byl @ X(egksdnt, £+ Y Kk CH-AR, #82 X', X\ X4
Fr R AR OAH HBHARBET AT, mrA LR AR—KEA Lk
s
f#:8 X(VIDHE R 5 3‘&(1\/)%“&"& TIBe R,
o)
(Vi)
25 K(VIDF, X'. X'\ X4 R' ReH #EHARRERE, A LenL
B LA iz s,
R/MN/H ™)
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KAV)F. R EH Eikaga s,

184 BR ik KA & (IKL 3 ) Cdo 7 ik 347, (B 4w, Houben-Weyl |
# HALF F 3% (Methoden der Organischen Chimie) , Bd. 15/2), R AL ¥ 4] 4= JH
TR LR, i Z3R A= BE(DCC), —F /M a1 T A(DIC)
RLE-G-—FEAREAL)-HFML_RE, O-(1H-KH# =v-1-£)-NN-NN-w
WA A SR BE(HBTU) R, O-(1H-R H = vd-1-34)-NN-N,N-m9 ¥ & jx 45
v9 A0 BL B (TBTU), 1H-RFF Zvd-1-R-B-= (= F X R A4~ R8s
A5 (BOP). Fhm 1-#2 L K5 = v (HOB) A 3-£ A -4-RAK-3,4-=8-1,2,3-F 5
= & (HOOb) ST WA Aoik R EL., 1846~ R AL F R IEANG B RF 186405 vA
10 BABEGKF 9B T AENFH#HAT, #lo R FR. WEkH. LH. =F

£ T ELAE(DMF). = % & LB (DMA). N-F 2 otk o5 5 89 (NMP) 3 % 2258 )

QRA, RAREHI0CESC, #£i£-20C24+25C. 4R E 265,

ik e N E A6 B 2, BP N-Z A -—F &R (DIEA)(Hiinig 4%).

Al XYV o-H 6 H —FABeF = RFATIRG “BFoRiE” (WAR:

15 M.Bodanszky, “#kk3 (Peptide Chemistry)” , Springer & #&4t 1988, % 58-59

W; M.Bodanszky, “Bk4-px /722 (Principles of Peptide Synthesis” , Springer

PR AL 1984, & 2127 W ). thik ¢ 5 & R AR4E Vaughan (J.R.Vaughan

Jr.,J. Amer.Chem.Soc.73,3547(1951))49 “RABF & mik” #4T, EFEEAT

BB T BRAR &, Flde 4-F R DRR 4-TRADHGAET, REFBE
20 1BA-t48 X(VIN R B Ak B — 7 T BRRIF. XA RSB 094 &Fa b heey13

BB FL R e — ik AT A Lk d§IRF, REBEA-20CE+25C, Hik

0C£+25C,

o)# &l X()eyteddret, L Y REA CH-AH, & X\ X, X*FR!
TOASHHBWAERETRA, AR AR LA ke E s

n

25 18418 X (VI EG1La-4h F=18 X (IV) 89Tk,
0 Ar
Nu N\\//T\YuR‘
9 4 Xe’)'(1
X (VI

BAVIDT, X'. X' X AR ReSA#BORRERE, L4604
ER—RERH LR E L, NuREBEAR, FlegZ BT, fldef. 2
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KRBT, CLiAmitil, LENHARERT. FPRAME A =
KB Z KRB R EEB AL N ALBBRRA, L PHRAATUEE IR
Bl, TH-sked-1-K. B0 EAE R M 1 AR 2 AT ARKE TH-2-1-
A, 1H-1,2,4-==-1-/&. 1H-1,2,3-==¢-1-4& ., 1H-1,2,3,4-v97&-1-3%, T

50 Hedmak, sRARAR. 24-ZANARE. ZRARE, AARE. AAXREL.
shr A e k. WA RA L. 2(1H)-AARE-1- 2 R-. 2,5-Z Adloted
f-1-A 8- SRR _FELLRAEA-. IHRF- k-1 AR & AE,

R/Y:;:N/H

KAV)F, REH Lk,
10 R 2 FE Schotten-Baumann 3 Einhorn #9444 F 347, &AL EA Z
vl B AET, £-50CE+120C, Rik-10CE+30CRAEBET,
S B0 BRI A G EN T HAT, B4 BB L e B S L A
S B, Bl B AL RAMNSTR AR, BEBHEBRE, #FlK
BRAh . PRERAPRAKER4E, BE B LR, Hlde LERMAR TLEAST, VARRAE,
15 fldonkbng, 24.6-ZF Aukrg, Bk, Z L. N-TA-—F Ak, N-Txk-—
B, 1A REZIRDR22FHRA 1,8-— A% —K[54,0]1+—-7-%, 4EH
R it E A T, WA, 1 4-8%. Ui, T A T, =9
R B, N-F A0t S AR X L mF 69 R0, wREABE R AANY
KA LB AAY . B BRI XL R TR A B R, W R RS
20 AP T AR R KA S B A
D#&BE X Dagiksdnr, £ X X X' R B RAH #H B B
EHE, mERMAAGARREA Lidegr L.

1B4-18 A (1X) 69 & BR Ao i A (X) 89 FARAF %,
Ar

25 KR(IX)F, Ar. RF=Y A LiRZ L,
/N\/\ 1*R1

K XX

(V)

» (1X)

X
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XX)F, X' X XPRR REeAHBOABERR, mARATE
A EA bk e L.
IBe B ik A & (kAL (Peptid chemie)) # CudmizitiT, (AN
%49, Houben-Weyl , H At 7 ik (Methoden der Organischen Chimie ), Bd.
5 15/2), R ¥l T AL =R, Hlde IR TEHRMNM T BE(DCC). =
B A AL T H(DIC)K A -3-— T A R A A - = L. O-(1H- R
Z oo 1o )N N-N N-v3 ¥ 2 48 -5 88 85(HBTU) K O-(1H-R - =vk-1-
2 )-NN-N,N-m2 ¥ £ kw9 £ 84 B (TBTU)3 1H-H 7 =vd-1-k-A-= (=
W B L )-FE4S o AU BL BS(BOP). A de 1-52 3K R 5 = £ (HOBO) A 3-72 2-4-
10 B/K-34-=5-1,23-KF =5 (HOOb) T A #mik R AL, 186~ R L8 F 2 EHN
£ BB B LE 5 A BABARF 69 DU T A F #ATE), PR SR Bl e
AR T, WhrkH. CH. ZF A FEURDMF). =¥ A LBUKER(DMA).
N- % 2 otk o b B (NMP) 31X 2L 5 7 69 iR 5 40, RZEA A-30CE+30C, 4
#20CE+25C. wRE 2645, Kk N-TH-—5% & BE(DIEA)Hinig
15 #B)EA A sh e8I Ak,
Y A Rl R (DA 89 5 91 69485 ik R PTIR 64 “BY & k" (A L
M.Bodanszky, “#k{t.% (Peptide Chemistry)” , Springer £ &4t 1988, % 58-59
7: MBodanszky, “Mk4~ /& (Principles of Peptide Synthesis” , Springer
dipr it 1984, % 21-27 W). thikey 7 ik £4R¥% Vaughan (J.R.Vaughan Jr, J.
20 Amer. Chem. Soc. 73, 3547(1951))84 “RABARIE", EHEEA B, Hlio
4-F R omok N, 4-CADOR e A A TEA T AHRATE, RAFGERMES
$9i X(DO) M BB F kB — F T A BT, XA RABT 09416 F 518 X (X)4
B AB AR R A B 4RR AT, B A EER T LR ER, RAEREEA-20
CTE+25C, 4hit 0CE+25C,
25 o)A B X (Degsdnet, £+ X' X XPR R RESHHBORER
BEH, R ATA e R B Lk ey sl
18418 K (X144 a4 Ao il X (X)) TR AT B,

e

O (XI)

43



200480002209. 6 oM P ZE24/821

X(XDF.Ar. RFeY A LRZ L, NuRRBEAH, floRERT,

Bl i BREERT, CL B, L2 ARBRT. FREXA
A—K, ZRR ARG R AFBERA R AHABAL, AP RARET

A B BB, TH-sKed-1-08 . 20 AT R LM 1 3k 2 AT AR

5 1H-stbek-1-2 . 1H-124-Ze%-1-%. 1H-1,2,3-Zv-1-% . 1H-12,3 4-m974-1-
AL UM A SRR 24- R AR ZARE. RFEA.
FARFE, heh Aol D FARAR. 2(1H)-BXE-1-4A 8-, 2,5-
SRR AR, AR TR AR, 1H- R kR AR ERA,

H/N\\//T\Y1'R1
x4 Xa)l(‘l
L (X)
10 KXOF, X' XL X RR REAFHEHLBRETRE, i d

A Ry E L,
R_JL & 4& Schotten-Baumann 3% Einhorn &) &4 F 347, BPEESER £
vl R EHBBAET, EREBEHN-S0CEFI20CTF, #ik-10CE+30
CHoRA X F, HENFERAT. EAHBBKLBEEEEAYFRLEE
15 &84, Blaais. SRR ARMND, BEBHKRHE, FlimKEs
4. BRERATRAKER4E, A B LR, #lde CERAANR LERAT, WARRAE,
doobe . 2. 4.6-Z FHEeter, oBek, Z M. N-ZA-—F @k, N-THE-—3R
e, 1 4-Z R 22225 A 1,8-= R4 ZIK[54,0]+—-7-%, KA
F| 4ok E R T, WARArH. 14- 8%, L. —FEATRE. —F4
20 BbEE. N-§ EeheS b B S X R m A iR o4, e R BE B AR R
BEEFBADINA . e BRI B BEE LRI DB, R RS
BT AL B KR A B A,
D&l &@ X(Dagebdrt, £, X' X XURR a4 FHEULERE
BeH), HACPTA 69 AR AR Lidkag R L
25 kg X mas, 2P X' X XK R @4 HFABRBETRA, A
A6 A A B B Bk 692 5. KARST VA B BR M S AR HEAL T A AR T ST A
HE AR ARG AT AT, BRBUERE KT AR B IR 698 VB R LA
Bh, fldo FAgEL. x-W RARL. HER. FURBRAEL, HEARHKTIRA
GER P AT, Bl TEE. LR 14-—08%, BE A 0C EKMBRSME
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EOB A, Riked R AR HBRE, LB R AT AR KT IRA G BIIE A
B T IT A, BHATRE, ATERBREBARALES 1ML
Hubk, B4 SEAEACER . RAMAMAKER. REAMAICERRAELN
KR, SEHRERAZA0-50C, RAER., A LieyrElgr@dsi
5 4k, AHPTEEE.
AL B A XN A BB AR BREE LIEA AR EANATFHT S, #lde,
o RA AANFH T AL, IRAAY T AR BASAE B R A AT Ko 2 ak
that, AK I EIEEANFMERFEN RS,
R AEater A e B ARBILAS MM ENRFHFG ER, BlehbiE
10 &RMT#T TR, BdHERKEEERAEE R ZK, BAFHRML
3 F M 64 B AR T HEATEY.
it HPLC &4 60 F M B F A0(Hl4=F 14 AGP. FH AD)F 45 BE K
()& 5Pk 2% 4 . A ke KB B A I 64 S0 0K A =T w48 i 3k = sk 4K
RFFEMGLEBTHE, FHEMEAFFRGRIAFEMGBLITRE,
15 RFFMHGEE T OIEE)-R()-BER, (H)-RC)-ZLBREABEE. (+)-
R (-)-—FHRIE B BN (DRI, AFFMAE KA LIER)-(H)-1-F 4
T, (S)(-)-1-F K TH(S)- B AR ER,
BIBET Ry B MR, RAXDSYIN M EFEREY
B KR M R R AR R P AT R, KRR LS. AR R
20 FEMERBEEAHEBHERTSB. RELGEBBAERBHER, &
FsE T VA LR R R AT, Rk FEE. LERTMGRSY, EHAR
thh 50:50, RBHEEMRFEMGRIBEBRENKSY, BT8R, FlloRKEBMX
B4R, RAE M —H A e ER, ldeAh B B R T AR BRI AT A
B 7, RAFAR R 69 (+)-3R (- R eh 48 B e i B LS.
£ 5 A (R)-R(S)-*F ek F AR AR AFZ WG REY, LT UL
A5 65 (R)-3R(S)- M T 69 BURL 40 4 AT B 69 & A, R A3 18 X (1) 69 dF 2B
SRS
@R (IV) RSO ME TR IR Coty, RERSES, %1
WO98/11128 F= DE19952146 2 FF 64 7 ik #1469, B X(V)egAL 44449 7T vA
30 F3|, B X(VD)EIILAH N R BB (BRLEY BEER G F R BRI HR
A HE AR XX ERE. B (VIDEIARBAEY 5 e il 13418 X (X)89

N9]
()
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TR L 2-OR B ABATR)3-FE-RBRRE, #A5KBEBIREASE
& o0 - AAHA T H)-3-F5 K- A BT AR IR UK S 4n g K07 A4
% (Saul G. Cohen #= Aleksander Milovanovic, J. Am. Chem. Soc. 90,
3495-3502[1968]; Hiroyuki Kawano, Youichi Ishii, Takao Ikariya , Masahiko

5 Saburi, Sadao Yoshikawa, Yasuzo Uchida #= Hidenori Kumobayashi,
Tetrahedron Letters 28, 1905-8[1987]). i X(IX)#9 & B 15E F W098/11128 ¥,
A T AZRE ik d—RF A G RATH &, 8 X(X) a9 TR =T A i X
(XINE o4&, BlheiB T SBRAT A,

PG/N\/\Y1,R1
X3
xt OX (X
10 £, PG RATEMOERIPFAR. 4 sl X(XIMLAS4 A 64 7T T VA

W R B XA BRI ATH kA 5 eF R AT, 8 X (VIIDF(XD) e A2 4410464
AR BB a0 B &0 A 848 L 69 R BR(VID R (IX) #1&-
536918 X (Do 415 B ehaVE L, 1T A AAURA ALBL IS
EETRTHNGAETETHR, RO THOIEHI. 288, B8, &
15 Bt FABR. WRRER. LARBA. AERER. sT-T R, L. F L. 3RIN8L.
LER. RMLER. FERB. AR, BLBRAD KRR,
$esh, 1@ XD B Wi BT E, N TR AIRA PBIE
CAEE T RARE, LERTHRNGAETEZ ORI, RO EFEEER
A4, BEALAT. A, RO, ZIRCHE. LB, B EMfZ LB,
20 BR(DaGF A Fe LA ETRZ LA CGRP #F4udsts, A
CGRP-ZH 4R F R B KA Fhl, ZIAYET DHEQHEHK
Bk % P BF CGRP #4045 4.
A TR R B X (a3t AR CGRP R4k Fholtfodd 4 M, /7T
&g 491X 38
25 A. 5 SK-N-MC fmfg ¢y 25 A 7 (A AKE) CGRP ZARH#ATIXE)
£ “Dulbecco's 214 &9 Eagle 3/~ 8" F32 4 SK-N-MC-4mft.. R iLE
AP IERA, AN PBS 49 (Gibco041-04190M), /A% PBS 4 & it
AR F R, N 0.02%EDTA, EFdiTE B, AR EMERTE
20ml “FH#ey %> [BSS(3% mM it): NaCl 120, KCl 5.4, NaHCO; 16.2,
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MgSQ, 0.8, NaHPO, 1.0, CaCl, 1.8, D-# &#& 5.5, HEPES 30, pH 7.40]/&, »A
100xg BopBalMmir, »E5HEEFE BSS b. MELmpss, A
Ultra-Turrax 3¥4Lmfe, A 3000 x g S0 B 10 o4F. EF LFERABRE
1 78 Tris 2% % #%(10mM Tris, 50mM NaCl, 5mM MgCl,, 1mM EDTA, pH 7.40,
5 EE 1% F A Eak 0% FRK)FHBAAETE S, EFREF
(1ml/1000000 4= 78). ¥4k 49 £-80°C F 5t B . JEH]F| 2 24+ FTFE2 6 BlvA L.

BRRE, A Assay 4°F &(50mM Tris, 150mM NaCl, 5SmM MgCl,, ImM
EDTA, pH 7.40)vA 1: 10 ##3%4L4h, A Ultra-Turrax 354% 30 #/. # 230ul
#3914 T 2R T A S0pM' 1584 R BE-1545 % - L 1 48 % & Bk (Amersham),

10 PAZAE 250pl 69 B ARAR694R X AD R 69 KB F #4734 180 4%, 4K 2
Eoh-TFimpdk £ 813 AR O B E0.1%)A 6y GF/B-3RIEF L AR HR
wiTERE R, A VT REMNTETOR LESGHSM, HEKE T,
15 4 45 et 2 5 2 A 1uM A CGRP-af5 £ F 8945 43K 51 .

B 5t ALt ey dE R s R Do R TR E -4 S W K.

15 FEERIE P, 8 XS4 EA 49 1Cs 1A < 10000nM.

B. SK-N-MC-#mfe. % #9 CGRP 4 4utt

A 250ul 3% 774 ¥ & (Hanks' HEPES, 1mM 3-F% T £-1-F £ % /.1 %BSA
pH7.4)%% SK-N-MC-#m/8(1 & 7 taf)f ok, 1 37CFHIEA 159047, £
AR EIREN0-10°M)Am . CGRP(10p)E A 3277 B Rk 3-4 # KB KR E

20 WAMFEB, BIZR IS 4.

FEEA cAMP F Ao 20ul 1M HCIL, B4 %(2000x% g4C, 154
SRR, ERATAATLEFR, E20CTFEA.

J 354 %, 95 B FAX(Amersham 2 ) YT X449 cAMP 4%, B &4
MR IR S MR 4 pAL-1E.

25 B LA e B RE A 6 RBRAE KX F, E (DS E 107-10°M 643t
F50E M EA CGRP s s,

RAELT B A4, AKX e HF b T BT 0BT 49
RTRTREAMGWET KR, LERBEARREN KA. A2b, BX()
ey dhbst T @ R A BREE TR ‘MR AERGEE. 3

30 BB ERMMAELBCNIDDM?). Sod AR, Drkd b, BREEE3)
RGNS, KRR, LERQER T AF4 K| ARG A A E S,

S
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RIFEHF, Bl X (Arthritis), M. SHMHF L, v TELETE
Folfl 4R d AR Y | K BRI, Blloh oM g, BEHELE. BhEy
BAo R &t f ] L eyt T4V 694 doid it b id4E 49 CGRP 344
BRI AR LT AR BRI Re, ¥, MEBRRIT, KRAXMHLTY
50 @MERAAK. BN LA IEF IR B A AT,
ATEIABRGER, EHRKRXALTRAHN, LE2HETHTH
0.001-30mg/kg A %F, £t 0.01-Smgkg A E, TR, ZBL LI BAL L
#ZH4 0.01-50mg/kg A E, ik 0.1-30mgkg A&, &8 1-3 K.
e BB TN R K B HE 698 X T e910b-4 L kit Mah R o-1¢
10 A, #ldeabet . & e 5 (Prokinetica). HAPdr# 2. FipAREE. WHEH
R-FHG . WIRRSG. AR-HI-ZRERS. HEERE. B-M%EH. o
M)A Ara-1E . £ A A4 B(Ergotalkaloiden). E35.b7 2. X EEEH
KB, KAKEE, S5, SHTp-# MR AR BLRDE, TAL
— RS AT AL R F/ SR R, Bl BAES . UE. B
15 4B, MahH £, BIEBRE. RUHRLRIR. 4748, Bo8. K. K/
LB, K., K/LEEE, KRB, AZB. +RTARE, BTL
RSN 4R, Bl lE N LE L R4, BEBECMALRE
SR, Blawh Fl BREBAL. RE. HR. BFR. 2R HELRK
A
20 AT LA mbey, HAeEMPRE Qv 4o £ 55 K (Meloxicam).
% A M (Ergotamin). = & & A . ¥ &A% % (Metalopramid). % % = 59
(Domperidon) . K & 42 8 (Diphenhydramin) . & & #] % (Cyclizin) . & &%
(Promethazin) . %, 7 *& (chlorpromazin). 3 & & # (Dexamethason). #4:%
(Flunarizin). # 7€ A £%(Dextropropoxgphen). &% T (Meperidin). &% &
25 (Propranolol). #4 % ;& R(Nadolol). FJ#i% %R (Atenolol). T & & (Clonidin). |
4284 (Indoramin). - & &-F(Carbamazepin). %3 (Phenytoin). X8k &S
(Valproat). & #(Amitryptilin). #] % 4 B (Lidocain). /R # ¥ (Diltiazem)
X 5T & o) 32 (Sumatriptan)Fe 4t 69 5-HT p-4& 4125 , 46) %o AR 4 42 (Naratriptan).
1 A ¢ 3B (Zolmitriptan). [ 4 ¢h 32 (Avitriptan). & 4L ¢ 32(Rizatriptan)Feik 33 #
30  #2(Eletriptan), X 2 M4 69 F] S AE AR FHFIKA T84 1/5 F4R43E
HHRIE /1, #l40 20-100mg 4947 5 w42,
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10

AE R4 H — LA BB XD eg Rk, B T4 F AR AR (FE -
&35 )89 BB AL BARSEIE B 4 BT AT, Bl A 121 K P A g,
Kifd AL E L G W IR, Hle A RENRK ERF, &AL RIA-F
ELISA 4 #7 F J+ £AY 245 5 51 5 F FAE S BT X247 B 7,

F @45 B % A1) m e A& B

— Ao th R A F AR HH &6, —Le 2 R R LA iR )
&Y.

G 89 K E R Chemspeed M A R3] 4540 % ASW2000,
Rheinstrasse 32, CH-4302 Augst, Schweiz.

FIR A 36 AL ik %) & 6910 it 47 IR-, 'H-NMR Fe¥ #Le4 fik., g
RAvBAABLER, Ri{EAZF)F DC-FI4IM, AR 60 Fysu(EMerck, Darmstadt |
Artikel 5 105714)d KT E Niafam R T 6y, 4o R xR Kk Aot fmid. o,
W FFBH SR TR B F MRS 2t sk F AR E T AL SN H %
4., HAT E TR T & 64 TR A BT RS

FMA=Z 8 Z &8/ F 8 100/5 v/v

FMB=Z8 Z 85/ % & 9/1 v/v

FMC=2Z8 Z &5/ F 82 /:R &K 80/20/1 viviv

FMD==2F J%./3% S/ F B3/ iR &K 70/15/15/2 viviviv

FME=Z 8 85/ L8 99/1 viv

FMF=Z8 88/ F B2/ ZER 90/10/1 viviv

FMG==2F }x/F 82 /;K & 7K 90/9/1 viviv

FMH=% it/ L8R T8 4/6 viv

FMI=—3 Fix/F 83/ T8 90/10/2.5 viviv

FMK=—2&F'%/#H8 9/1 v/v

FMM=Z 2V &/ F B2 /;RBAIK 75/25/5 viviv

FMN=—3F %/ LB T8 1/1 viv

FMO=—# F /T B 9/1 viv

FMP=—3.F %t/ L8R LE/ER T/ F BE/RAIK 60/16/5/5/0.6 vivivIviv

FMQ=—32F 4%/ F 82/iIR &K 80/20/2 v/v/v

FMR=—%.¥ /¥ 88/ 2.8 80/20/1 v/v/v
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FMS=—5.FY4/% 8% 9/1 v/v(Alox-DC-#4[E.Merck, Darmstadt])
FMT=—2F %/ T8/ T8 70/30/3 v/v/v
FMU=Z8 &5/ & wEt 2/1 viv
FMV=CE CBs/ B @Bt 1/4 viv
5 FMW= 2.8 285/ % ik 3/7 viv
FMX=7% sht/ L8 L85/ CEL 8/2/0.5 viviv
FMY=C8 L&/ & B8t 1/9 viv
FMZ=F R/ % 4 &/ LB TEBE 5/5/2 viviv
FMAA= 254 85/ % bt/ = TR 5/5/0.1 viviv
10 FMBB=—#F /¥ 82 3/1 v/v(Alox-DC-#%[E Merck, Darmstadt])
FMDD=Z 8 T &g/ F B3/ R 2K 70/30/3 viviv
FMEE=—R %%/ 8 9/1 viv
FMFF=—8F 4%/ 8 50/1 viv
FMGG==—& F /L& 40/1 v/v
15 FMHH=—&AF%/F &8 5/1 viv
FMI1=C 88 L ES/F 82 /5K A 90/10/1 viviv
FMKK=Z 8 Z &g/ F 82/ /R 2K 60/40/4 viviv
FMLL=Z 8 288/ F B /iR &K 50/50/5 viviv
FMMM=Z 8 LB/ T 1/1 viv
20 FMNN=Z 8 Z85/3R T4 2/8 viv
FMOO== %)%/ F B85 /IR &K 70/30/3 viviv
BERGE R FTERO%ES:
Fp.: %5
(2): (5 %)
DIEA: NN-ZF&#&THE
Boc: (1LI- =¥ R LaE)HA
TBTU: 2-(1H-R5F =rd-1-2)-1,1,3,3-m9 ¥ & /R 45-w9 £ A0 8%
HOBt:  1-HZEARFZrk-Kod
CDT:  1,1-#A=-(12,4-=)
30 PyBroP: ;& - = -sthe& bt AR 5 AU BA A
HATU: O~(7-AZ K F =rd-1-£)-N NN N-v9 F £ i85 A58 B

(N
n
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THF: wW&crAH
DMF: — %X 98t

EE: LBL LB
PE: Z v Bk
5 LM: il
ZT: E R
Lfd Nr.: AKF5

FHA T KA B FERRF —RARGFTHREG TR TF:
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/LMN/\ '

I
| —
b H O Nl
N1
N2
N
AN
- = N N/\\
T L | A
v N\
/N\< N I?I 0
H o b
N5
N4

| O / (@)
N7
B
r Br T
o\
N
H
\H
z B
, : . t z Br
”\N ) ,;\ g g \
| |
H 0]
Bl H O B2
Cl Br
CH. Br CH,
Cl Br CH,
' ~ ,"\ ~, ! p
'\IT I? '\N .
l
H O ps H 0 H o]

B6
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B18
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B19 B20 B21
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Br

Br

o B33

“(N\\//\\NMNWOZ/ c2

‘/N%/N o c4 ©
3 M “cH,
C5 o
A N
AN 0
M Ny
C6 0
N N\/\
<Ny \‘\/N\/\N
c7
J -
HC H
' 0
| N\/\
( "y o cn
o 0
. N\/\
C10
v N\/\
\ 0
'd \/\NMN/Y ~_.~CH
Cl1 ©
. N
' %/N\/\ ©
c12 o
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RN IR

c14 d ? c15 o ?
CH, H
N U v
: y
cl16 O/ \? c17 o/\O\
CH, H
b Nﬂ/N% \/NwN
C18 c19
dé}\? 0~ o
l
CH, CH.
\‘/N%/N% ‘/N%/N
20 /\ c21
0” Q 0~ o
; :
TTHTAR CTRTA
C22 c23
0”0 0”0
CH. H
0
o e,
. N
N
| N N
' {::::EN O« _-CH,
c26
c27 0
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Q P
A~ {
\\/N\/\ ’>\< N \
TN s . § (N\\//\\N /&S
c43

. _N
\ N \ \/2 )

0
0 5 0
> C44 -~ C45 >
HC b C
N
< \/\N/%N/CHB, N N\/\N/CH
\//LO
0 o 0
) C46 c47 \H
H.C
Ay N
P et _CH, A /% ~CH,
\ \/;N: N ‘ N N
0
O\ Q 0
H Cc4s8 ! C49

« N
AN o
| I\N/ \/N N\/\ CH<

N r\ 7

P o ©

HC H

A F&F e

L4 Al

(R.S)-3.4- =72 -N-[[4-(3.4- = F-2(1H)- B Erdopr-3-35)-1-9k Z |- AL - K

5 ARAR

%) 20.0g(0.033 B K) (R,S)-3,4-=i£ -N-[[4-(3,4-= &.-2(1H)- B AX 5P o3
B)-1-7k02 -3 A - R A R A BL LB £ 500ml L83 698 % F e A 150ml IM &,
FIARIER, BAETRTHFRGM 35 I of, ERBERLBEFRLNE
A, A IM e BAT REMERME, RELRGAEY, AKALsEE,
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ZT0CHBRE AT

Rop #ATF IR, E4F 10.0g(52%6G AV E &

SRR, Ry A4 0.62(FM M). IR(KBr): 1705, 1645 cm™(C=0)

A8 694 &8 X, N-B-C 44 F 51445

%

£

MS

IR[em™]

NI

B6 | OH

N1-CO-B6-OEt
4 1M NaOH 7Kiz#&.

K& IMHCI Kiz#

96

ESI(M-H)=327/529

(Br)

1630,1701

(C=0)

173-175

N1

B7 | OH

N1-CO-B7-OEt
5 IM NaOH K&,

R JE IMHCI Kz %

62

1705

(C=0)

T & gk

NI | B10

OH

N1-CO-B10-OMe
5 IM NaOH K5,

A IMHCI Kizik

79

ESI(M+

Na) =48]

Nl | B

11 [OH

N1-CO-BI1-OMe
5 IM LiOH 7Kig#&. %

B RBAER

6]

ESI(M+H)"=439

NI

B3 |OH

N1-CO-B3-OEt
5 IM LiOH K&, %

5 BRI

()

N1

B4 | OH

N1-CO-B4-OEt
5 IM NaOH Ki&#&.

B IMHCI Kizi&

96

ESI(M-H)=503/505/5

07(Cls)

NI

B12

OH

N1-CO-BI12[{x-CO-Et]-
OFt &5 40% NaOH K&

#. KB SMHCI K&

100

ESI(M-H)=594/596/5

98(Br-)

NI

OH

N1-CO-BI5[x-CO-Et]-

OEt 5 IM NaOH K&

A, B IMHCI KiE#&

46

ESI(M-H)=462;

1647

(M+H)* (C=0)

=464

K & dhtk
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Ni | B16 | OH | N1-CO-B16[a-CO-Et]-| 100 | F 10.49] ESI:(M-H)=526: 1645 (R ESH4A
OEt 5 IM NaOH K& (C=0)
. KB IMHCI 7K

N1 { B19 | OH [ N1-CO-B19[x-CO-Et]-| 30 F & Sh AR
OEl 5 IM NaOH K%
. % B IMHCI K%

NI | B20 | OH |N1-CO-B20[x-CO-Et]-| 355 | D {0.23 M'=357: PR TS
OEt 5 IM NaOH iz ESL:(M-H)'=556
#. K& IMHCI KiE#&

N1 | B22 [ OH | N1-CO-B22[x-CO-Et]-| 91 | D [0.25|ESI:(M-H)=654/656/ 1641 |£ & b4k
OEt 5 IM NaOH 7% 658/660 (C=0)
. A5 IMHCI KSR (Brs)

N1 | B25 | OH |N1-CO-B235[a-CO-Et}-| 62 | F |04 £ M, 1726, 1705.| % &.8h 4k
OEt 5 IM KOH ki SRR, ML | 1641
. B IMHCL KR (C=0)

N1 | B27 | OH |NI-CO-B27[a-CO-Et]-| 87 | F [0.35 £ &tk
OEt 5 IM NaOH 7%
Fo. KB IMHCI KR

N1 | B29 | OH | N1-CO-B29]a-CO-Et]-| 100 | D [0.46 M, 1640, |R &4tk
OEt 5 KOH &% . % SRR, T | (C=0)

& 10MHCI K5 #&

NI | B2t | OH | N1-CO-B21fa-CO-Et]-| 71 | D 10.16 M, 1724, 1643, | L & dh 48
OEt 45 IM NaOH 7% SRR, HEMT AL | (C=0)
#. 2K & IMHCI KB H#]

N1 | B8 [OH N1-CO-B8-OEt 90 | Q 1023 1730, 1665\ %, & sh 4k
5 |M NaOH KiE%., (C=0)

K& IMHCI KiER

N1 | B30 | OH {N1-CO-B30[a-CO-Et]- | 100 | F [0.45|ESI:(M-H)=376/578/ A& dhik

OEt 5 1M NaOH. % /5 580
IMHCI (Brz)
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NI | B23 |OH NI1-CO-B23-OMe 96

5 IMNaOH. A&

IMHCI KA %
Nl | B |OH|NI-CO-B24[u-CO-Fi]-| 98 | F }0.29 FRR Y
24 OEt 5 1M NaOH. A5

IMHCI K& &

N6 | B |OH|N6-CO-B21{s-CO-Et]-| 89 ESI:(M-HY=626/628/ £ & Sk
21 OEt 5 1M NaOH 7 630
o, $E IMHCI K i (Brs)

N2 | B2 |OH N2-CO-B2-OMe 96 | M |0.49|ESL(M-HY=606/608/ 1724, |R & dh4k

5 IM LiOH Kix#%&. % 610 1660

& IMHCI KiE#& (Br») (C=0)

F AP A2
3,4- =38 N-[[4-(3,4-= &.-2(1H)- B A5 w2 ok -3-30)-1-7k = | B & )-D.L- K
ESLE Y 49
%) 18.0g(0.051 & RYR,S)-3,4- =8 - K Ik & 2B T /£ 300ml THF 494 k
S A HpehEE R AN 9.7¢(0.056 B R)CDT. #&E£ 0C FTHHFRZREY 1
JBE, BFEEBETHERLSY 1 8, ARBEA 11.9g0.051 B R)3-(4-7%
92)-1.3.4,5-19 A-1 3- R A= A E2-BSATRA., DAMMRLSY 4 )0,
BREMETZTHELR, EREALBFELARLREY, QRBHF
Aan 300ml A% BR B AR KR, FEBLH 30 94, MATKIER, QREY F Ao
10 A 150ml 282, FHBATE A R, LG, BEHRGE ERBWK, FLE
wik, F S0°CTFF 1R, 1% 200064 % 6932 615)89 =4, Re/E A 0.68(FM D),
IR(KBr): 1734,1680,1662(C=0)cm’
Bl 4] &8 X N-B-C 4§ F 2|1L64%:

N{B| C B % | FM | Ry MS IR[cm™] Ep.
& [C]
N1| B6 | OEt [NI-H.CDT #= H-B6-OE{ 90 B |0.67 M'=557 1732,1662 | £ &.ah 4k
# THF & (C=0)
N1| B7 | OEt NI1-H.CDT #2 H-B7-OE§ 100 | D | 045 K& dik
£ THF # '
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N1|BIl|OMe NI-H.CDT #= 97 ESI(M-H)=471
H-B11-OMc*HCl #=
DIEA # THF ¥
N1{B10|OMe NI-H.CDT 4= 63 G | 0.55 |ESI(M+H)"=453
H-B10-OMe*HCl #=
DIEA % THF ¥
NI| B3 | OEt NI-H.CDT #= 92 1739, | L&k
H-B3-OEt*HCI 4= NEt; 1682,
7 THF/DMF 2/1 v ¥F 1664
(C=0)
N1| B4 | OEt NI-H.CDT 4= H-B4-OE{ 73 B | 0.50 |ESI(M+H)'=533|3402(NH): | 200-202
£ THF ¥ 1741,
1680,
1662
(C=0)
N1| B8 | OEt [NI-H.CDT #= H-B8-OEy 72 M'=498/500(Cl) | 1736, | £ & &k
# THF # 1664
(C=0)
N2| B2 | OMe N2-H.CDT #» 96 D | 0.76 |ESL(M-Hy=620/| 1728, |Z& & &4k
H-B2-OMe*HCl 4= 622/624(Br>):(M| 1664
DIEA # THF # +Na)"=644/646/6| (C=0)
48(Br-)

£ 345 A3
2-[(3.5- =8 -4- - F ) F A ]-4-[4-(3.4- = &-2(1H)- B AR v ok -3- 2 )-1-

Ik ]-2-( LA HAR)-4-FART B LB

E Vaiis A T j/uj%‘
A% B IKIE A,

%a4&@0m9ﬁﬁnm:i&mw@ﬂmnﬂ%@%m,9xwmw
BRYB,B-R-(TRAHA)3S-Z 24 A- XA TH, 6080019 &
FYTBTU, 6.9ml(0.05 & R)= T, 200miTHF #= 70ml DMF 48 &%, 49 52449 15

ZFRREE

EEZTTREERN, QRGP AR FTrF 10% 6945
BEAIAR, FEBREANSRIITER, LAMM ETE,
B, QREMFMARTATE, BIERZHEKRDE. %
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£ 11.0g(83 % ¢4 22 618) 69 T & = 49, Fp=167-170C.
IR(KBr): 1734,1662(C=0)cm’’
ESI-MS: (M+H)"696/698/700(Br»)
] #4418 X N-B-C 49 F 3)1b6-4%:
N| B C .94 % | FM | R; MS IR[cm™] Fp.
& [C]
N1|BI5[o-| OEt [N1-H.HO-C-B15[x-CO-Et]| 89 | AcOEt] 0.7 1734,1666 | & & dh 4k
CO-Et] -OEL.TBTU.HOBt #= NET; (C=0)
£ THF/DMF220/70v/v %
N1|Bl6[x-| OEt [N1-H.HO-C-B16[a-CO-Et}| 72 | AcOEt [0.33 |ESL:(M+H)"=62| 1739.1653 | 189-191
CO-E] -OE(. TBTU #= NE(; #& 8/630(Br) (C=0)
THF/DMF150/50n/v
N1|B20[x-| OEt {N1-H.HO-C-B20[o-CO-Et]j 100| D [0.73| M'=657 1736,1668, | L. & 4547
CO-Et] -OE(.TBTU.HOBt #= DIEA 1649 8k
#& THF/H.0 10/1vA # (C=0)
N1|B22[a-| OEt [NI-H.HO-C-B22[«-CO-Et]| 88 | D [0.78 1734,1668 | % & 44
CO-E1] -OE(.TBTU.HOBt #= DIEA| (C=0)
# THF/H.0 10/1vi %
N1|B25[a-| OEt [NI-H.HO.C-B25[a-CO-Et]| 83 | AcOEt [0.55 M =667/669/67|1728,1664, | & &, 548
CO-Et] -OE.TBTU.HOBt #= DIEA 1/673(BrCl.) 1645 845
£ THF/H-0 10/ & (C=0)
N1|B27[a-| OEt |NI-H.HO-C-B27[x-CO-Et]| 88 | AcOEt|0.56 1732.1668 | . & &4k
CO:Et] -OEt.TBTU #= NEt; & (C=0)
THF/DMF 250/10v/y &
N1|B29[o-| OEt [N1-H.HO.C-B29[«-CO-Et]| 87 | D [0.79 1753,1728,
CO-Et] -OEL.TBTU.HOBt #= DIEA| 1660
# THF/H-O 10/1vA % (C=0)
N1|B2l[o-| OEt [NI-H.HO.C-B21[a-CO-Et]| 75 | D |0.74 K& dhtk
CO-Et] -OEL.TBTU.HOBt #= DIEA|
# THF/H.0 10/1vA
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10

N

—

B30[o-| OEt (NI-H.HO-C-B30[a-CO-Et]] 93 | F  [0.90 [ESI:(M+H) =67 £ & ik
CO-Et] -OE(.TBTU.HOBt #= DIEA 8/6801/682(Br-)
% THF/H-0 10/In/xv

N1| B23 | OMe |NI-H.HO-C-B23-OMe. TBT| 100

U.HOB!{ #= NEt; £ THF +

N1 |B24|x-| OEt NI-H.HO-C-B24[a-CO-Et]| 95 | D [0.82 K & ah 1k
CO-Et] -OEL.TBTU.HOBt 4= DIEA
% THF/H-0 10/IxA F
N6|B21{x-| OEt |N6-H.HO-C-B21{a-CO-Et]| 86 | AcOEt| 0.9 |M'=727/729/73| 1734 |R & 444

CO:Eq -OELTBTU.HOBt #= NEt; 1(Br») (C=0) e

7 THF/DMF5/1vA

I 315 Ad

(R.S)-3.4-—:8-F K & R B T B

Jd 37.40g(0.140 BRIN(ZRA T FE)-HF R LE, 55.0g0.167 &
F)3.4-—2 K H)-F 214, 6.40g(0.020 & R )wg T H4x:8 104, 57.80g(0.35
FE R BRAPAZF- /K-S Fo 1000m] T A5 28 Ax 69 iR~ JE B LT AR 15 ANBT,
R ER, AETALER, BRGHEMRE 400ml = T8 ¥, Ao 200ml
KRGS, AR THHEL DN, 2BHIME, KBHH Bk E
#K, FXAEH SOml, REESNARESIT, BELGKBREMN T F,
HFA LB LB HITRAER, AFN TR URERRARBE LTI, L&
FEEZTTRE, RFEBESHRTH. FF: 330867 %6924 14). R
0.65(FM D). IR(KBr): 1734(C=O)em™

] 4 41 &18 X N-B-C # F #1144

N|[B| C LA %~=%|FM| Ry MS IR[em] | Fp[TC]

H {B6| OEt | Ph.C=NCH-CO-Et #» 60 ESL:(M+H)'=300{1738(C=0)| £ & &
3-Br-4.3-Mc»-CoH.-CH-Br /302(Br)

H |B7{ OEt | Ph-C=NCH.CO-Et #= 60 | P 1075 1738(C=0)| A &b

3.5 -BI’:-4-MC-C(\H3-CH3BT

H |B4| OEt | Ph-C=NCH.CO,Et #= 70 B | 0.73 |ESI:(M+H)"'=276|1728(C=0)| £ & sk

3.5-Cl-4-Me-C¢H--CH.Br 1278/280(Cl,) Fp.44-46
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H |B8| OEt Ph-C=NCH-CO-Et #= 83 O | 046 1736(C=0)

3-Cl-4-Me-C;H;-CH-CI
345 AS
(R.S)-34-Z AR AR TE-H 84
#10.5g(2.485 £HE R)34-— R F L A RFAE 10ml FEEF 64 BF R F A
4.0ml sofe FELLEY AALEIER, EERTHFRSY 4., RERFTALE
5 RA, B—AREREGHF A 10ml FEE, A2 FHAMBIEN., KIF 06896
% #93REV R E IR, R 0.7(FM & F)%). ESI-MS: (M+H)'=216
4] A6
B.B-—-(TRAHKA)IS-ZiB-4-B-F-TH
% 13.1g(0.037 &R B,p-Z«(TREHEA)3S5-Z8-4-F- KA THK-1,1-
10 = FATEA 450ml =R F I g Ak A 206988 F ide 7T0ml = A LB, #
FA3, EERTHERSYITE, BERTATRE. RGBT 5 hE
BB R E MR TR, B hBMRTHE, BERAT TR, KT 93579
% 49 32 6 1H )69 & & & 4k, IR(KBr): 1707(C=O)em™ , ESI-MS :
(M-H)=481/483/485(Br;)

i

15 Bl #H#) &8 X N-B-C &9 F 7)4eb-4:
N B C . BA %ZEHE | FM | Ry | MS IR[em™] | Fp.[C]
HO | BI5[a-C | OEt|(H;C);CO.C-B15[a-CO:Et] 81 v | ol 1709(C=0)
O2Et] |-OEt 4= TFA #& CH.CL, ¥

HO | Bi6[a-C | OF

—_

(H;C);CO-C-B16[a-CO-Et| 100 1738(C=0) | & & 4547
02Et] |-OEt #= TFA /£ CH.CL. % h

HO | B20|a-C |OE

—_

(H:0);CO-C-B20[x-CO-Et| 77 V 1024 3321(0H):17| £ & Fh4k
O2Et] ]-OEt #2 TFA & CH-Cl, ¥ 14(C=0):116

1,1124(CF3)

HO | B22[a-C | OEt |(H;C);C0-C-B22[x-CO-Et| 69 W 021 1736(C=0) | & & dhtk
O2Et] |-OEt #= TFA & CH-Cl, %

HO | B25[a-C | OEt |(H;C);C0-C-B25[a-CO-Et| 72 1730,1711(C| & & #548)
02Et] ]-OEt #e TFA & CH.Cl, ¥ =0) i

HO | B27[a-C | OEt |(H:C);C0O-C-B27[a-CO-Et| 93 1736(C=0)
O2Et] ]-OEt #= TFA # CH-CL, ¥
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HO | B24[«-C | OEt{(H;C);CO.C-B24f«-CO-Et[ 68 X 10.28 1709(C=0) | & & dh 4R
O2Et] |-OEt #= TFA #& CH-Cl
HO | BI9|a-C [ QEt|(H;C):CO-C-B19|x-CO-Et| 46
O2E(] |-OEt 4= TFA # CH.Cl,
HO | B30[a-C | OEt |(H:C);CO-C-B30[x-CO-Et| 81 ESI:(M- PR
02EY] |-OEt #= TFA #& CH.Cl Hy=46
3/465/4
67(Br.)
HO | B24[a-C | OEt |(H;C);CO-C-B24[x-CO-Et| 34 ESI:(M- F &tk
O2E(] |-OEt #= TFA #& CH-Cl. H)=37
5/377/3
79(Cl)

Tt A7
35-Z8-4-5-0 . B -RA LR RETAR-11-—FH OB
FESPER A kKA 2T, S 6.69g(0.024 B R)(1,1-=F AT RE-#HL)
5 TAAZHE-ZBE 170ml 691 KE SRR ER T N 0.64g(0.0266 £
Y95 % & B ALsh . A 1 DR B, EREF 045 CHY R IR E T il e
8.35g(0.024 /& )3,5- =i -4- B KB 30ml WEAAH T HER, RE
MBRAMETR, KE 1400, AEREZRE RS THEN, OKEY
B A 200ml 10 % 894748, FRRT A PERATELAER, b itez
10 BORHATEANLIE, HF 13.1g(100 % 493268)8 £ &5, R=0.14(FM Y),
EMEHTRY LEREM@ETHEA,
IR(KBr): 1732(C=0O)em™, ESI-MS: (M+Na)'=561/563/565(Br,)
B H4) &-18 X, N-B-C 69 F 5464

N B C L Ef % | FM R; MS IR Fp.[C]
P& [cm']]
(H;C);COCO-CH-C 100 V 0.6 Feh

Me;CO | Bl5[ax- |OE

—_

COZEl] (CO:E'.)'_»,3,4,5-M€3-C6H:C

H.Br #¢ NaH #& THF &
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Me;CO | BI6[a- |OE(|  (H:C):COCO-CH:C | 67 |CH:Cl:| 0.71 1736(C=0)| £ & i
COZElI (CO:E[);.3BT-4.5-MC:-C5H

-CH:Br ## NaH #& THF

Me:CO | B20[u- | OEt| (H:0:COCO-CH.C  [100| V [072| £ |1736(C=0)

CO2E(] (CO2E1)2.2.4-(CF;)»-CsH,C M":(M-C,
H-Br #= NaH % THF ¥ Hy) =444
Me;CO | B22[a- | OEt|  (H;C):COCO-CH.C {91 | W [ 0.78 1734(C=0)| £ & it
CO2Et| (CO-Et)2.3.4.3Br;-C¢H-CH

-Br #= NaH # THF

Me;CO | B25[a- |OEt|  (H;C);COCO-CH.C  |100{ Y |075 Tt ds
COZEI] (CO:E[):.4-BF-3.5CI:-C6H3 %5&]

CH.Br #= NaH /& THF &

Me;CO | B27|o- | OEL (H;C);COCO-CH-C 38 Y 0.31 | M"=406 |1734(C=0)
COZEI] (CO:E"):,3.4-(CH3):O-C6H
_;CH:BI" 7?" NaH E— THF CP

Me;CO | B29]u- | OF

-

(H;C);COCO-CH-C 89| X |049 1736(C=0)| . &.5h
CO2E{| (CO-Et)-.2.3C1>-C¢H;CH-C
I 42 NaH % THF &

Me;CO | BI9[a-|OE (H;0);COCO-CH,C 88 Rtk

CO2E(] (CO:Et)2.4NH--3.5C1,-CsH

-CH.Br #» NaH # THF ¥

E 3645 A8
34-—FRHE-B-(FRABA)- KA TH
H 58.0g(0.205 BEARM-[B4-—FAAFL(FARLAZA)I-THA
5 500ml FER P 098 RER 3.0g10% 48/ MR AL TES CHEAET, #HITE
, LBIRAAEERRL, #BATFALIDE, KT 26.0g(46 % 69323618 )49
ek, Fp=104-107C
Bl 4% 4] &8 X N-B-C &) F 7)4Lo4%:

10
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N|B| C 5,80 % |FM | R; | Fp.[C]
&
Ak )-3-(F A A)-3-T8&, H.#9Pd-C. 4 McOH F X (0.85

i

HO [B26 | OMc | 4-(2-

<

LB A9
4-[(3.4-=F A -FK)-3-(F A HHA)-3-T 8-
) 4.6g02 FER)MNE 250ml RAKFTEFHHAHNEGERF A
5 266ml(0.2 BEREMBE -FEE, B 1 e, EXETHEMN 333g02 &
F)34-—F A K FTEAE 100ml RAKFEF R, SRR 6 TG, A
ZTHRETE, £ 80°CH R RE T A G T o9 X A(Sumph)30 54, 43K
15 04 FEARR S AHE B AE 500ml AP, A 20 % 89 ATARBR K ISR B4, SRR LB
LB RAZBFI R . 0 CRUEETURA 5% HRKEERFRS
10 K. S 20 % 6947 BRUK IR BRALRARIL O IR, B4 LR LBS 7
AR, FAKKREERR, ARMAEHITTE, A5REER. RF
FH(EE R )RERARTH—FEA.
) #f % &8 X, N-B-C 89 F 7|04

N B C R % =& |FM| Ry

$-2-BR)-3(F EAMA)-3-TH [2-2 T8, 33480~ Fasfe NaOMe., £ MeOH F| 65 | X |08

15 £ 64 A10
[1413 %" -4- L8, F BE
7£0.669¢(2.024 & B F)1-F AR F AE-[1,471849K°52-4- T8 F 85 /£ 20ml F 8%
FEJER T AN 100mg 10% 6948 LBE, £ 5 B E N FTHITAMN, HEA
ARE R R AL RIRBEALR], IR-E IR R T 69, KRG M ARG 20ml THF
20 F, ERMARGNER, FEHRTRL. REYAE L —FIRE@ETEA,
Fo&m. T 490mg(100 % 4932 644). ESI-MS: (M+H)"=241, (M+Na)'=253
Bl A 4] -&18 X, N-B-C ¢4 T 2|4bo-4:

N|B| C A %% | FM| Ry MS Fp.[C]

H | - | C5 |PhCH:-C5.H.#2 Pd/C £ MeOH | 100 | G ]0.22|ESL(M+H)'=241:(M+| %X &%

Na)'=2353
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H | - [C12|PhCH--C12.H-#2 Pd/C /£ EtOH ¥| 98 D |0.17| ESL(M+H) =284 & htk

Hi{-|C9|PhCH:-COH.#Pd/C £EOHF | 78 | O | 0.1 F &
H{ - | C3 [PhCH:-C3 H.Fa Pd/C £ McOH F| 99 ESL(M+H) =284:(M+| £ &k
Na)"=306

H{-|Cl|PhCH:-CI.H.#=Pd/C £ EtOH ¥ | 97 | M [0.38| ESI:(M+H)'=256

H | - |C14|PhCH:-Cl14H,#2 PA/C ZMeOH F| 79 | G |0.14| ESIL(M+H)'=213 | A& dh4k
H | - [C16|PhCH-C16.H.#= Pd/C £ MeOH F| 67 | G [0.16] ESL(M+H)'=213 | A& &4k
H | - |C19|PhCH:-Cl19.H.#2 Pd/C £ MeOH ¥| 100 | G [0.20| ESL(M+H)'=227 Ktk
H | - |C22|PhCH--C22.H.#= Pd/C £ MeOH F| 100 | C |0.06| ESL(M+H)'=227 | £ & ik
H | - |C26 |PhCH--C26.H~ #= Pd/C £ MeOH F| 100 K& antk
H| - [C28|d4-|(1-F ¥ £)-123.6-19 £ 47| 70 S |04 R & ah ik

A-KPes 9 AR, H.fe PA/C &£
MeOH &

H| - |Cl8{z&Es. PhCH.-CISH. A= PI/C &£ 88 | G [0.20] ESL(M+H)'=227 | R & 449
McOH i

H| - | C7 [PhCH--C7. H-4= Pd/C £ EtOH | 92 | O |0.153{ESL(M+H)'=241:(M+| L &4

Na)'=263

H|-{C50] PhCH.-C50. H.#= Pd(OH): 100 |KK[0.21| ESL(M+H)'=256 | & & 4548

(pearlman 14 %)) & EtOH + e
4-FH2K | I(RFAR)4-FR2-RERBRL | 99 Ftih
R T fi§. H.#= Pd(OH).

Bis (pearlman 4% %)) & EtOH P

H| - |C46 PhCH--C46. H.#= PA(OH)- 100 {DD|0.24| ESI:(M+H)'=256 AR T
(pearlman HE4L 7)) /£ EtOH F i

H| - |C45 PhCH--C45. H,#= Pd(OH)- 100 | LL | 0.1 ESL:(M+H)"=256 PAR

(pearlman #4L %) & E(OH ¥

P33
=

2-ThB- B [ 4-- (R T £)- 29k B KB LB, | 100 [MM] 02 | ESLM+H)'=159

B8 H. 4= 10% Pd/C & EtOH

=345 All
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1-CR ¥ A)-[1.413x %22k -4- 788 F B
©) W 4.549m1(24.54 £ B R)-(RF R)-4-9%"2 B, 4.753g(24.54 R )4-
Ik LER- T BR- 2 8% 2 o 40ml THF 48 A%, 69 i86-45 F Je A 4.0ml .8 4= 20g 3A
o T, BAEEZRTRHBRESY 2 M, A3HE 0C, AT, £ 8
PDEFR VLRGN BB H 6.3582(30.0 £E R Z LB AME L, 3
AAEZBRTREHRLY 16 1N, REAANBEBREMBA L, A LB LED
SRR, EREMETIRGFHERR, ABK ERL QKRG HIHITE
&, TTEAER 30/1 Z R T/ FEAGIEA 20/1, %E 10/ 1 ¥4 sl
SLFRAR R 6HE . RAF 1.804g(22 % BB I8 R B A s e, A2 it
10 ZOUBEE AR A & ahtk. R=0.56(FM B).
ESI-MS: (M+H)"=331.
B ##] &8 KX 2 N-B-C 49 F 71| 1b4-4%:

W

N [B| C P %% [FM| R; MS Fp.[C]
PhCH. | - [CTHCO|1-(RF KX)-% %, 4-BARRTDAX147+HAA| A HA X : &R
A5 B LB Fe BX;13.8+ K.:0.40; |[ESL(M+H)'=331| 4k

Na(CN)BH;/AcOH & MeOH | MAX/& R K.:0.30 [(M+Na)'=353;

¥ pH3-6: AR Lo BEMAmA| K58 R
FFrtekF MR FM A Fi5 ESI:(M+H)'=331
/MeOH30/1v/v
PhCH:| - | C3 [I-(RFR)-%%. 4-EMK-1-%| 58 O| 067 |[ESL(M+H)'=374| £.& &
XA - T A LB e {(M+Na)"=396 2

Na(CN)BHy/AcOH % MeOH

¥ pH3-6 T
4o 1-(RF 2 )-d-9% (R F &)-4-7k 2 59 100 |D| 060 |[ESL(M+H)'=360| £ &

Z]- (L= F R | - 1-Z P A ZRE B AR

LRAK AU E) | B4 NaBH(OAc)/AcOH % (M+Na)'=382;
THF + (2M+Na)'=741
PhCH-| - | Cl4 |I-(R¥ £)-4-9k°2H, L-MA| 51 G| 030 |ESL(M+H)'=303| £ &4

% - 418 A

NaBH(OAc)y/AcOH & THF ¥

70



200480002209. 6 oM P ZEs51/82m

PhCH-| - | ClI6 [1-(KF#£)-4-9%"23., D-HA| 34 G| 030 |ESL(M+H)'=303:| £ &%
BT AR A M+Na)'=325

NaBH(OAc);/AcOH # THF ¥

PhCH-| - | Cl19 [1-(R¥ A)-4-9k°€F, L-34M 51 G 0.40 |ESLMM+H)'=317:| £ &4
A8 ¥ B5- 3 8% 3 [Bachem] 4= (M+Na)'=339
NaBH(OAc);

f£ CHCL

PhCH:| - | CI8 JI(AF A)4- a5 D39 57 |G| 040 [ESL(M+H)'=317| £ & 45
F AL W BE- 3 8% 4 | Bachem] = AR

NaBH(OAc); £ CH-Cl, ¥

PhCH-| - | C50 | 1-CRF &)-4-9%"2 5 4-F & 22 D| 084 |ESL(M+H)'=346
2R L BsFo
NaBH(OAc); & THF ¥

PhCH.| - | Cd6 | 1-F X -4-%2H, (AT 100 C 0.53  |ESL(M+H)+=34| £ &b
R)-2-Tk A R LS -2 AL 6
L84 BF) % NaBH(OAc); £
THF +
PhCH; | - | C435 |I-(RFA)d-9k7eF, I-FHA-2-[ 100 |C| 04l M" =345 Fotih

Ikok S B L BS- (= AL LBE BS)

#2 NaBH(OAc); & THF +

h
~
@

Boc | - | C44 |I-F A-4-%=8, 4-(11-=F 0.46  |ESL(M+H)'=356| £ &, #;
A CRAEAR) 2B R T 5

BE- (2 8L L 8% B8 Fo

NaBH(OAc); & THF ¥

F65] Al2
4-[1-( X F K)-4-9%7%]-1-%% L8R T B
%) 2.0g(3.325 £E R)1-(R F £)-4-(1-%%)-9k "2 - Z-( = A LB BS )£ 50ml
5 ZAFRFHEFAFINAISM(19.892 £EZK) DIEA, ETRTHHERS
10 4. KB AN 038ml(3.365 £ R)E TR LE, AR THAFTA,
ABR S0ml KRR RS, & 4 0k, AFBM ETRARL. 15
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0.70g(61 % 49 F2e15) 69 FF & =49, R=0.63(FM D), ESI-MS: (M+H)'=346,
Bl A 4] &8 X A N-B-C # F 5154

N |B]|C g %% | FM | R; MS Fp.[C]
PhCH- | - [C12| 1-(F& ¥ &)-d-(1-9k%)-7k"E - = 63 D | 051 |ESI(M+H)'=37 |% & &4k
(Z A TERER), £ TE-11-=F 4:(M+Na)'=396
# LB #2 KoCO; £ CH;CN ¥

KB Al3
5 L-CGRAAH JR)-4-(1-% % )- TR - = (= . L BR BF)
Wy 77.690.216 B RM-[1-(RF 2R )-4-9072]-1-(1,1- = F A T RA#A)-
%%, 150ml(1.941 ZER)Z R LE#A 450ml =R FIRE R RAWE AT &
W1, EEE T2, RBRER, A _CUBRAMEBEREY, #H4T
Bk, FERTER. KIF 119.0g(92 % 49 22648)49 L & sh 4k, R=0.20(FM D),
10 ESI-MS: (M+H)"™=260.
Bl A% 4] &1 X 4 N-B-C 49 F 5464-4:

N | B C #.5A %F%| FM | Ry MS Fp.[C]

H | - C29 4-[[1-(.1-=FRZEAHK | 8 | BB [0.70 & ik
R)-4-k ] TR R FER LB

7?" TFA /ﬁ’- CH:C]: ‘P

H | - C44 4-(1L1-=FRTRAH 100 | DD 011 M'=255 | &b
A)-1-(1-F BedthR)-2-% %

#.8% L8542 TFA #£ CH.Cl, &

(KT ) 2-9% BB AL 4-(1 -2 F R CRAHA-(1-| 100 [AcOEt[0.00|ESL(M+H)| X &
LB Z B TERER) | AT A)-2-% BB LB ) Ao =249

THF £ CH:Cl. ¥

1-F 2% AR | 4-(LI-=FRZEAHA)-1-| 100 | DD [0.16[ESL(M+H)| & & 454854

BE-R-(Z A L) | ¥ A-2-REH B LB A TFA =173
£ CH-Cl
L35 Al4
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1-CRF 20)-[1.48 %2 -4'- 34 B F &5
%1 1.0g(3.307 £ B R)1-(RF £)-[1,4BE %2 -4 -3 B2 £ 30ml DMF + &
AR AN 1.124g(3.5 £ER)TBTU #= 1.0ml(7.175 £ER)= T, £T5
T 20 o#F. AS AN 20ml FEE, BEEBRTHMEI DT, RALRAH,
5 ARG MIEMAE SOml TR TES P, FEuUATIEE, REEER, AR b
REBMBATAE Gk, AR LB LB HATRIL, KRB LR LB o AR T
5% F B /IREGK(9/ )8 iR At AT SR, RAF 0.231g(22 % ¢4 818)89 £ &, 3
&, Fp.84.7C, R=0.73(FMF), ESI-MS: (M+H)'=317.
E ) AlS
10 3-(4-KR)- KT IR Fls-2h sk &
Fd 500mg(2.069 £F R)3-(4-95%)- K F 8- 2h 8% 2 Fo 10ml 4o Fnkh FEZ
R EBERA ARG REMEZ R TRIFIA., AFTRLREREY, #54%
Bb 3ml FABHEE, HATRE, A _CBRE, A 60CRBBIRETS,
§FIRE P HATTR, RIF 390mg(74 % 49 1A )6 £ & 4K, R=0.34(FM
15 D),

IR(KBr): 1728(C=0)em™, ESI-MS: (M+H)*=220,
(M+CIH+HCI1)=290/292/294(Cl,)
B ¥4 %18 X, A N-B-C 644 T 244

N |B|C W0 % = %|FM | Rf MS IRfcm™] | Fp.[C)
H |-|C3l —AALE; 76 | D | 0.38 | ESL(M+H)'=289; |1722(C=0)| % & & 4
H-C38[BAYER]. (M+CHHCly=359/
MeOH #= HCI 361/363(Cls)
PhCH: | - |C41| PhCH-C43.MecOH | 52 | D | 0.88 | ESL(M+H)'=318:
#= HCl (M+Na)'=340;
(2M+Na) =637

2-R AR5 | 2-F AR E-5-4 88, | 100 | D | 0.59 | ESL(M+H)'=159;

A% P B-Sh Ak b MeOH #= HCl (M-Hy=157
S(RF [ d-[1-(RFA)1236-] 85 ESI:(M+H)*=308 |1707(C=0)

#)-1.2.3.6-99 £4- |09 £ -4-o1b°F )- K F 8L,

R ATETE  MeOH 4= HCI
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15

E 314 Al6

1'-CR ¥ 28)-[1.4') 387k 72 -4- 72 BR

® 15ml 89 RFBEF Ao ANEEH 5.0g(17.642 EERG 1(RTF
AN[LAVRIRTE-A-M . FIZFINER Y G, EERETHEI NI, REh
A 10ml K, EUA T AR RAY 15 DE, 35245 R M S0ml kP IR
. FFRREIK, BT pH £ 7. BIEHRAILEY, AV EeKAITIRE,
FL 10ml 89 =R FREHH, BR&TRIE, REAT TR, KF 1.56g029
% 69321 18)00 A & bR, R=0.0(FM DD), ESI-MS: (M+H)"=303.

L) Al7

-(1-9%7)- K F 8L LB

EERT, ® 18.5mg(0.055 B R)3-[4-FE F A HA)-1-k%]- K F 8L

B8 /£ 30m] ZBR W 495 P idde 30ml SRR E LR T et Feinik, HAT

BT 40, RS T AN 300ml = Bk, EEBEF RIS,
A =B R G deit AT ik, FEANEARTR. X 17882% 93 ib1d). £
& ik, Fp.226'C(Z)%= R=0.24(FM EE),

C,;H,sN,0,%2HBr(396.13),

it B4E.: C39.42 H5.09N 7.07 Br40.34

MIFE.: 3927 506 715 4035

4] AlS

3-[4-(RFAAHKA)-1-%%]- R T BR- LA

F2 16 BT 69 RTIEL K, ) 26.0g(0.08 B AR)3-[4-(R AT A)-1-%%]- R F iz
L EE A2 260m] — R F AL F 495 R F 4 P K A N R BRF B, B R e A 15.0g(2
it 0176 BR), HEZRTHIHEL 32 I it. ATHEERN, BERGWiEs
AL B HEATAZ G 9B 4R 4h, A R TR A BLA . KIF 18.8g(70%84 3 it
), —#AL&EH, R=0.67(FM FF).

] A19

3-[4-(KF ) 1B AT R LEE-E A

W 53.68(0.2 B R)NN-Z-2-R LA )-F F -2k 8% 25, 40.2(0.2 B2 #2)3-
BARTRCAE- B, 300902 BER)sush, 200g Ao | FE-7
B AR AR BT A 2 B A RSN E 80°C, EEB A S S 15g
WERNE . BORELAT AR 2 I, B E S0CE, MmAklbthskmmis, 14
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£ 354 530005 FR), BFTEARETHRE 2 . @440, $ENE
bR, ATREIER, FREWIEME 200m —AFHEP, HRAE
50ml IN 8 A R FIRERMA, REHFTERL, BRALETELA
64 5B M, AT 43.02(48%49 324618 )49 £ & Fh 4K, Fp.180-182°C , R=0.62(FM
5 GG).
F 364 A20
4-N(EKFE)123.6-T R4 ]- KT H
FERAAT. ® 13.13g(0.040 S R)4-(4-38 K H)-1-(F F £)-1,2,3,6-W &,
e 5 190ml £ 7K THF ¥ 6455 0% ¥ 18 R MR B A5 %] £-70C £-60CF, &
10 #225.0ml(0.04 & /R)69 1.6 BB REGE-T A2 E E I P 9k, 30 2475,
E-60CAMSIET, HFRAMEE 500g @Aaeg-FhkE, REETRTRKE
RAMILR. Ao 300ml = LEAAFE, FEEVAEAR 100ml KEIREF L, £
L&A T, A ON 69 3 BRI A6 F R KRR T £ pHT 5. Rk
o bitiE S, A SOml 69 AT ERBHATHESE, ShHE, B#ATRE, AT
15 B sir-FiE, R4F 83g(71 % 693 H1H)8 L & s 4k, R=0.5(FM HH).
ESI-MS: (M+H)"=294, (M-H)y=292,
LB A21
4-(4-2 R 1-(RA F A )49k B
%) 23.591¢(0.10 F& )1,4-=3& 3K f£ 250ml oK THF ¥ 69:55R F AR AR
20 AIEHAE-60CE-SOCTFE 62.5ml(0.1 R 1.6 BERGYE-THAEZEEDT
e ER, £ LEIRE T HRAREAY 20 24P, REEA 18.926g(0.10 B
AR T 2£)-4-9% 2 B £ 5S0m] Aok THF F 64k, WmRRGMETIR, £
BB THBER, REBRZHEIAKNKY, B LR LE#ITELER,
i K Fett Ao 6 AN R IR ES I 0 TR OB E R, AABR M AT TR,
25 AFKRA., A_FREkAEERH ARG, RIF 23.1g(67 % 932 848) 89 L & a5k,
R=0.4(FM BB).
A6 A22
4-[N-(11-=F A CREAKA)-4-%% ) F R K F 8 Lk
% 38.7g(0.112 B R)-(1,1-=F A T AAHE A -4-U-(LRAFHA)-RA T
30 FAKEE 350ml ZERLEETHIBREREBAATR, FREHSETE
A 4.82g 10% #% Héety HETHATERNA, HINEARNERREL, 2FAL
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S, KT 358292 % a9 (AG R Evd, RFE st —F oL 3E(E T4,
345 A23
1-(1L1-=F A CRAHINA-[A-(TEAHE)-RA T FHR-9kE
EERYF AT, © 19.2ml(0.135 B R)=F A/ 400ml /K THF +
e P 5 BRLIR A A5 £-20°C £-10C Fi#Av 85.0ml(0.136 £ R)ey 1.6 B
FegE-TAEEE KR PSR, ELRBE TRIFRGM 20 247, KB
#Am 39.35g(0.131 FER)A-(TERAFHE)VRE]-F A — 28 /£ 100ml THF
PR, BT-20CE-10CHRA FHHF 20 54F, 485 28.1g0.131
BERV-(L1-ZF A TR A )49k B A 100ml THF F&55%, 34504
10 it ZEELR, FREMERKFHFE, ATRIBALERLRGR
o4h, FiaFady RALAKIER R ES T ERE, EABRMALETIER, BREE
R, WBMAEGAE EHATE SR, A 71 v 895 hE/ TR LB A
LA . RIF 38786 % 4 BB A VG A b, EA LR AEETHRERLE
& an i,
15 %315 A24
[A-(LEAFINVKA- T ABR = L8
ARBEE PN 55ml(0.316 BER)LEEHR = LEs, i £ 90CH A
B, S PeLEIR AN 60.0g(0.247 FER)A-(GE T £)- K T B LB/ 100ml — A F L5
by RER, RS RBRY R AR RERAN ZATR., EFAT
20 ARG ER RN TR, ZRBERLBEFGHE 140C, FRFLEE
BRI AR CEBAD R LR (2 2 8, BT 86 REEL = T8,
BREMEBEFEVEHOTLRLEEY, 148 CRUES/ B hEGEE 1/1-1/0v)
VA BRI AR E AT &R 4, . BFEMLEE, 155 56.3g(76%49
A6 LA £ & bR AR LA 4D,
25 S 36.45) A25
4-[2-(4-9%%2) TAR]-F F 88 L B
F# 22.0g(0.076 B F)4-[2-(4-"022) LM AL |- R P B8R LES 285 2 £ 800ml T
BE P 6YIE R AR 2g BAAAIVVIEL A 69 B E T 38 BAILEA T, #ITE,
10, 8 BT, TREZAEAL T AE A, B R GIERE S% BT, F AR 50ml
30 ZCEMERAA, AFIATRAETD KA, A LRTERTIEHKRTG. 248LT
BR LS B Idh R AaAn bl BALAN S R AT %, BB A LT TIRF R L.

W
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AR AREG F 4 (17.0g, 86%89 31848 E it — P R b A& T 127 ,
%364 A26
(E)-4-[2-(4-7152) Tt AR [- K F 8L L AR- S AR 3
%) 1.872(78 £/& R)EAL4E 150ml THF ¥ 69 &% R+ £ R LR AR
-10~0°C Fi@Hm 9.1g(85.0 £ R4z -F &, 25.0g(83.3 EER)4-(TEL
BA)-E AP AR — LB A 150ml THF F #905%., ERARTHIERSY
3508, REF RSB KA LB, ARARMALTRCEA, &
K 3225 200ml 4R AR, H N LB ILEERABNER LS R, RIEN
REG T B R, BB E, SATEARTER. FF: 22.0g(87 % 6932 4614).
10 Fp.215-225C.
F Bl A27
2-(1-%k %k )-2 v -5 -2 B F 5
%) 4.20(23.647 £ER)2-RoEL-5-K B TESA Sml TEEF 648 F Am A
10.0g(116.09 £ & R4 Kok%, AR T A 3 DB, R ERSW 5404
15 #9RRER SANKIER BATIRA, A LB UBHITRARIR, AKA,RELAF
IR MERE, EABRMLETBRARITATREL., FIF 1.8g34%49 8 1H)
8y & Eah ik, R=044(FM D).
F 365 A28
2-FAE-5-AR BT B
20 %1 14.0g(71.927 EERNR-RAEE-S-HBR FTES- 585 3 £ 8ml KA+
W BF R T AN 20g $BE ek, ARSI, Ede 5.0g(72.464 BT
FRBRANZE 30ml K F 49 IR, RO BERIFE 0C.30 9478, Ala N 7.2g(72.735
EBER)VEACHR(), AAHTHIE 0, BEE 15 iR, EBAZTE,
LB R AERRAY, Ao RAMER KRS FGFRE, ARR

N

25 A ETHRFIRE. RIF 4334 % 9t L&, R=094FM D), £TF
@ H R LF S —FRAETIEA.
MS: M'=177/179(Cl)
E 5] A29
2-(1-%R - rd -4- 25 B T A5-3h 5 3
30 % 8.0g(15.752 E£E RNR-[4-(RFH)-1-%kB]-Eod-4-B 8 FE A 60ml

1,2-Z B LI 49 427k 2004 B N 4.0mi(35.973 £ R)AFE-1-A.T

(i
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10

15

B, 72 OCTFHAE 20 o4F, @AABER, REZBILEN. QKREYF o
N 60ml FEZ, FHRAAR 4. ATREEF, A 3ml PEFA4 R B,
RERITRE. ELZTRATTIRE, KIF 25960 % 4936188 £ &84
#, R=0.49(FM D). ESI-MS: (M+H)"=228; (M+Na) =250

F 36,45 A30

2-[4-(R T H)-1-9R %L vk -4- B AR 4E AR 3L

5] 18.0g(76.482 £ 2 R)(RAFH K )-4-(F F L)k 300ml 2B P
AR T e N 12.7g(76.066 £ B R)iE REREL, A Ad 3 b, KB,
RIBRLIE B &S =4, A CBkE. THRE, KIF 23.0g(79 % 4932 i01H)44 £
&anik. Ry=0.10(FM D).

ESI-MS: (M-H) =302; (M+Na)" =326

FE 6 15] A31

1-(RAAAHI)-4-CR T K )-%k%

®] 19.08g(108.25 £E R)(AFHE)kEE 150ml —A T ey kb
e R AR R LIRS AE+SCTF R 12.596g(108.247 £ B Rt A E
R T B, AERTRHFIE, BREEN, FREHEREYSE 100ml 693K
BL—AL AW 1.5 Bb, A, NS AMT A 12M REMMER T
Fa, AR ZRFPRZLFER, ARBALTROAN A TRERRHLL
BT AL RAF 25.28(99%69 32181889 X & & bR, Ry = 0.45(FM D), ESI-MS:
(M+H)" =236; (M-H) =234; (M+Na)" =258

%3615 A32

4-F A -1-(CRF A )-2-% 2 B B T 8BS

EERT, &)W 15.12¢(31.739 £F R)1-(R T R)-2-RERKR LEE-—-(=
#£.Z8). 20ml DIEA #= 250ml THF £8 A& &9 32449 F & 47 2.2ml(35.029 £ & R)
X TR SOml THF F69iR%, TR THHI 400, 28, ATRER
B, FFERBAE LT REYRITEENB, £ FM I #4755, sTiE 4
B AT E ARG, RIF234g29% 9B L vk, b A
—H RN BET AT —HRFILA,

B A4 &8 X, N-B-C 49 F 7| 1e4-4:
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N B c W %=% FM [Rf| MS [|Fp[C]

+(L1-=FATREAS | 4-(1)-ZFARZAAHEL)-2-%% | 79 |AcOEt|0.58|ESI:(M+|% &%

#)-1-F R 29k 4 8L L B8 | 584 L85, CHsl 4= DIEA £ THF H)'=273
HILL-ZF AR CFAHA R 4L 1-=F A CRAHAR)-2- 848 90 | NN [0.51{ESL(M+
EEAYE & T A ZBS, PhCH.Br 4v DIEA % THF ¥ H) =349

F3645] A33
4-(1,1- = F 2L TRAHKE)-2- R AR B TS
AR . 6 17.07g(0.108 B R )2-7k5HBL LB /£ 400ml TEEF ¢hix

5 R AN 220g(0.101 B R)EAER- AR T B, FAINERA AL T B3
JNEF, AT EMIRFIER, BRBGEREW BRI LR LASZE, A5
B4 ETFIRA AR, ARG, RGP EARAE LT &8R4, 128 95/5
VIV 8 LB T BR/ LB EATIRAG. S & 11.798g(42% #9328 1H), —FP K &, 49
B 597 .

10 £ 36,4 A34

1.4-=-(CR T JK)-2-9% 5K B T B
BB AIET, #152.190g(217.141 £EERNN-ZF R T A, 60ml =
Lhefe 165ml TR P ah2 ] A0CTHER FiEie 56.441g(217.141 5
R)2,3-—i8 RBL TBS A 55ml FARF 6987, £ 80°CHERTHAE 3 Joad,
15 2EU4TA40, iR, AR SOm] KRR A, KRB 100ml 4ot i,
AR R IE— IR, AR T RSP AT A TR K. RIF 73.4g(100 % 6932
R L &R AR . Re=0.79FMMM), A F#—FREETHFFT—

ESI-MS: (M+H)" =339
20 B. & 4bA a4 &

Ep) 1

4-{1-[3.5-= % -N-[[4~(3.4- = &-2(1H)- FAKE vt otk -3- 5 )-1-K %2 | % K& |-D-
B R BE]-4-7R 2 ) -1 H LB LB (AT 1)

#1® 954.048mg(1.6 /& )3,5- =& -N-[[4-(3,4- = £.-2(1H)- B AR E v ok
-3-2)-1-RSE ) H A -D-BE R . 955.898mg(1.6 £ /& R )A-(4-9%7%)-1-%%- L #E

Z.#ig. 802.75mg(2.5 £ /& R)TBTU. 216.208mg(1.6 £ /2 R )HOBt. 2.4ml(14.02

[NV
i
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% P 7)DIEA #2 SmITHF-DMF (R4 &(5/3 VIV)ZB A bt 5 £ 355 F #tdkid

AL, RURLRAM 2 50ml 40Fa 68 B BR S AN AR P 4

'TTjFL;H" , VLI 8 B "#‘ﬁ'—

FERAE EAR A FM G #ATHRM M AT 6548 4k, <18 & 69 e B R BATH AL
R, % 283me21 % 9BV R EREH F 4.
5 R;=0.39(FM G).
IR(KBr): 3405(NH, OH); 1731(C=O)cm’
SI: (M-H) = 830/832/834(Br,); (M+Na)" = 854/856/858(Br;)
) H 4] &8 X, N-B-C 69 F #)1L-4-4%:
A% N | B|C .88 % (FM| Ry MS IR[em™] | Fp.[C]
i

3 | N1|BI|C3| NI-CO-BI-OH. | 71 |G| 034 |ESI:(M-Hy=858/860/| 1740(C=0) | & & %
H-C3.TBTU. HOBt 862(Br,)(M+Na) =8 XM

#o DIEA #& THF + 82/884/886(Br-») i
5 | N1|BI|C5 [NI-CO-BI-OH.H-C5| 56 | G | 0.36 |ESI:(M-H)=815/817/ EXRD
*2CF;CO-H. 819(Br-):(M+Na)'=8 R

TBTU,HOBt #2 DIEA 39/841/843(Br.) ;3

£ THF ¥

7 | N1{B1 ] C7 |NI-CO-BI-OH.H-C7{ 33 | G| 0.37 |ESL:(M-H)=815/817/|3421 % (NH,| £ & £
.TBTU.HOBt #» 819(Br.):(M+Na)'=8 | OH);1726(C | & #;4h

DIEA #& THF ¥ 17/819/821(Br.):(M+|  =0) &

Na)'=839/841/843(B
1)

9 | NI | BI | C9 {NI-CO-BI-OH.H-C9| 46 | G | 0.40 |ESI:(M-H)=815/817/ PRI
TBTU.HOBt #= 819(Br.):(M+H) =81 T R4

DIFA # THF # 7/819/821(Br>) R
Il | NI|BI |ClI|NI-CO-BI-OH.H-C1| 51 | G | 0.32 |ESL:(M-H)=830/832/3317 £.(NH.| £ & £
I.TBTU.HOBt #= 834(Br.): OH);1738(C| £ # 4

DIEA # THF ¥ =0) R
12 | N2 | B2 | C5| N2-CO-B2-OH. | 96 | G| 0.61 | ESI(M+H) =830/ 3377 £(NH,| £ & %
H-C5, TBTU, HOBt 832/ 834(M+HCO,) [NH.):1734(C| &% 4

#2 DIEA & THF ¥ =874/876/878(Br.) =0) Vi3
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14 | N2 | B2 |CI1|N2-CO-B2-OH.H-C!| 82 0.57 | ESL(M + HCO:)= (3446 E(NH.| R & &
1. TBTU.HOBt #= 889/891/893(Br.): |NH.):17384(| £ A 4%
DIEA # THF ¥ C=0) A
15 | N1 | B3 [ Cl {NI-CO-B3-OH.H-C1] 26 ESI:(M+H)"=766/768| 1669(C=0)
*3ACF,;CO2H. TBTU. (Br):
HOBt 4= DIEA &
DMF F (Chemspeed)
16 | N1 | B4 | C1 [N1-CO-B4-OH.H-C1} 24 ESI:(M + H)"
*3CF;CO,H,TBTU.H =742/744/746(CL):
OBt #= DIEA /& DMF |
% (Chemspeed)
17 | NI | B3 | C1 [NI-CO-B5-OH H-Cl| 37 ESI:(M +
*3CF;CO-H.TBTU.H H)"=816/818/820(Br»
OBt #= DIEA f£ DMF ):
% (Chemspeed)
18 | NI { B6 | ClI |[NI-CO-B6-OH.H-C1| 26 ESI:(M +
*3CF:CO-H.TBTU.H Na)*=788/790(Br)
OBt #= DIEA # DMF
% (Chemspeed)
19 { N1 | B7 | Cl [NI-CO-B7-OH.H-Ci| 18 ESI:(M+Na)'=852/85
*3CF;CO-H.TBTU.H 4/856(Br-)
OBt #= DIEA # DMF
% (Chemspeed)
20 | N1 | B8 | ClI |NI-CO-B8-OH H-Cl| 13 ESL:(M +
*3CF,CO.H.TBTU.H H)'=708/710(Cl)
OBt #= DIEA £ DMF
¥ (Chemspeed)
21 { N1 | B3 |{C11|NI-CO-B3-OH.H-Cl1{ 26 ESL:(M +
1. TBTU.HOBt #= Na)"=788/790(Br)
DIEA /& DMF #
(Chemspeed)
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29 | NI | B9 |C12 |N1-CO-B9-OH.H-C1| 40 ESI:(M + H)'=724
2. TBTU.HOBt #=
DIEA # DMF #
(Chemspeed)
30 | N1 |Bl0| C5 |NI1-CO-B10-OH.H-C| 66 0.35 | ESI(M +H)'=661 | 1662(C=0) | L& £
5. TBTU.HOBt #= R4
DIEA # DMF # &
(Chemspeed)
31 | N1 |B10| Cl |NI-CO-BI10-OHH-C| 22 ESL(M + H)'=676 |1734,1660(C| L& %
1. TBTU,HOBt = =0) R4
DIEA # DMF # S
(Chemspeed)
32 | N1 |{B21| Cl1 | NI-COB2I-OH. | 13 ESL:(M-H)=827/829/| 1670(C=0) | £ &%
H-C). TBTU #=NEt; & 831(Br-):(M+H) =82 R4
THEDMF(10/1vA) % 9/831/833(Br-) R
33 | NI { B2 [Cl14 [NI-CO-B2-OH.H-Cl| 33 0.67 [ESL:(M+H)'=788/790|3435,3373(N| 184.6
4.TBTU #= NEt; & /792(Br,):(M+Na)"=8{H,NH,):1734
THE/DME/1 vA)F 10/812/814(Br>) | ,1668(C=0)
34 | NI | Bl |Cl14|NI-CO-BI-OH.H-C1| 6 0.67 |ESL:(M-H)'=787/789/| 1653(C=0) | 141.9
4. TBTU #= NEt; /£ 791(Br.):(M+H)"=78
THF/DMF(1/1 vA)¥F 9/791/793(Br>)
37 | N1 | B2 [C16|{N1-CO-B2-OH.H-C1{ 53 0.67 {ESL:(M+H)"=788/790| 3437(NHN | £ & &
6.TBTU %= NEt; & /792(Br.) H.):1653(C=| 4k
THE/DMF(1/1 v/iv)¥ 0)
38 | N1 | Bl |CI6|NI-CO-BI-OH.H-Cl| 32 0.67 |ESL(M+H)'=789/791| 3321(NH,0 | L& &
6.TBTU #= NEt; /& /793(Br-) H);1662(C=| 4k
THF/DMF(1/1 vA) % 0)
41 | N1 | B2 |C18|N1-CO-B2-OH.H-C1| 26 0.35 |ESL:(M+H)"=802/804 PN
8*AcOH.TBTU #o /806(Br-) 2
NEt; #£
THE/DMF(1/1 vA)F
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42 | NI | Bl |CI8|NI-CO-BI-OH.H-C1| 35 0.47 |ESL:(M+H)'=803/805 & ah
8*AcOH.TBTU 4= /807(Br-) %
NE; &
THF/DMF(1/1 vA) ¥
43 [ N1 { B2 |C19|NI-CO-B2-OH.H-C1]| 52 0.73 [ESL:(M+H)"=802/804 £ &5
9. TBTU #= NEt; £ /806(Br.):(M+Na)'=8 N
THF/DMF(1/1 vA)# 24/826/828(Br-)
44 | N1 | Bl [C19|N1-CO-BI-OH.H-C1| 63 0.72 [ESL(M+H)"=803/805 F & ah
9. TBTU #= NEt; /£ /807(Br-) %
THF/DMF(1/1 viv)®
49 { N1} Bl |C22N1-CO-B1-OH H-C2} 49 0.44 |ESL:(M-H)=801/803/ L&
2.TBTU #= NEt; #& 805(Br») 2N
THF/DMF(1/1 vA)¥F
50 | N1 | B2 |C22|N1-CO-B2-OH.H-C2| 70 0.65 [ESL:(M+H) =802/804 F 6. &b
2.TBTU #= NEt; &£ /806(Br-) %
THF/DMF(1/1 vA) ¥
55 | N1 | BI |C26|N1-CO-B1-OH.H-C2| 52 0.55 |ESL(M-H)=809/811/ PR
6.TBTU,HOBt #» 813(Br-) i3
DIEA 4 THF ¥
56 | N1 | Bl [C27|N1-CO-BI-OH.H-C2| 354 0.56 |ESL:(M-H)=809/811/ A&
7*2HBr.,TBTU,HOBt 813(Br-) ES
#= DIEA % THF
57 | N1 | Bl |C28|N1-CO-BI-OH.H-C2| 33 0.56 {ESI:(M-H)'=794/796/ A &, dh
8. TBTU,HOBt #» 798(Br-) %
DIEA 4 THF ¥
58 | N1 | Bl |C29|N1-CO-B1-OH.H-C2| 32 0.57 |ESL:(M-Hy=822/824/ EAR
9.TBTU.HOBt #» 826(Br,) 23
DIEA & THF #
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59 [ N1 | Bl |C30|N1-CO-BI-OH.H-C3| 25 0.68 |ESI:(M-H)=836/838/[1716,1662(C| % & &
0.TBTU.HOBt #= 840(Br.):(M+Na)=8 =Q) 2
DIEA # THF ¥ 60/862/864(Br-)
60 | N1 { BI |C31|N1-CO-BI-OH.H-C3{ 55 0.39 |ESI:(M-H)=863/865/ K &
1*2HCI.TBTU.HOBt 867(Br-) %
#2 DIEA & THF &
61 | N1 | BI |C32|N1-CO-B1-OH.H-C3| 45 0.39 |ESL(M-H)'=794/796/ &
2*HCI.TBTU.HOB 798(Br.); N
#= DIEA f& THF ¥ (M+Na)'=818/820/82
2(Br»)
62 | N2 | B2 |C26|N2-CO-B2-OH.H-C2| 62 0.81 |ESL:(M-H)=822/824/ Ft.dh
6.TBTU.HOBt #= 826(Br-); *
DIEA £ THF % (M+Na)'=846/848/85
0(Br»)
63 | N2 | B2 |C27|N2-CO-B2-OH.H-C2| 65 0.79 |ESI:(M+Na)'=846/84 fedh
7*2HBr.TBTU.HOBt 8/850(Br-) 23
#2 DIEA f& THF ¥
64 | N2 | B2 |C28 |N2-CO-B2-OH.H-C2| 38 0.81 [ESI:(M-H)=807/809/ X & dh
8. TBTU.HOBt #= 811(Br-)
DIEA #& THF ¢
65 | N2 | B2 |C30|N2-CO-B2-OH.H-C3| 54 0.87 |ESI:(M+Na)"=873/87 £ &.dh
0.TBTU.HOBt #o 5/877(Br-) 2
DIEA # THF ¥
66 | N2 | B2 |C31 |N2-CO-B2-OH.H-C3| 50 0.85 [ESL:(M+Na)"=900/90 £ & éh
1*2HCL.TBTU,HOBt 2/904(Br-) 7S
4= DIEA #& THF ¥
67 | N2 | B2 | C32|N2-CO-B2-OH.H-C3| 52 0.88 [ESL:(M-H)=807/809/| 1723(C=0) | £ & &
2*HCL.TBTU,HOBt 811(Br.):(M+Na)'=8 %
4o DIEA f THF % 31/833/835(Br-)
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$3 | NI | Bl |C40|NI-CO-B1-OH.H-C4| 17 0.50 |ESI:(M-H)=802/804/ R &b
0.TBTU.HOBt #= 806(Bra):(M+Na) =8 72N
DIEA /£ THF ¥ 26/828/830(Br>)
84 | NI | Bl |C41|N1-CO-B1-OH.H-C4| 82 0.41 |ESL(M-H)=802/804/
1*HCI,TBTU.HOBt 806(Br-)
#o DIEA 4 THF ¥
87 | N1 | B2 |C41|NI-CO-B2-OH.H-C4| 75 0.62 |ESL:(M-H)=801/803/
1*HCL.TBTU.HOBt 805(Br.)
#= DIEA /£ THF ¥
88 | N1 | B2 | C40|N1-CO-B2-OH.H-C4| 62 0.52 ESI:
0.TBTU.HOBt #e (M+Na)'=825/827/82
DIEA f THF ¥ 9(Br-)
93 | N1 { B2 {C12|NI-CO-B2-OH.H-C1} 535 0.47 |ESI:(M-H)=857/859/ 1665(C=0) | L. & &
2. TBTU.HOB = 861(Br):(M+H) =83 1A
DIEA & THF ¥ 9/613/863(Br-);
(M+Na)'=881/883/88
5(Br2)
94 | N2 | B2 |Cl12|N2-CO-B2-OH.H-C1| 65 0.49 [ESL:(M-H)=871/873/ R & dh
2.TBTU.HOBt #= 875(Br-): %
DIEA & THF % (M+Na)'=895/897/89
9(Br»)
95 | NI | B2 | Cl {N1-CO-B2-OH.H-C!| 57 0.68 ESI: 1665(C=0) | & & &
TBTU.HOBt #= (M+H)"=831/833/83 %
DIEA 4 THF ¥ 5(Bra)
96 | N2 | B2 | Cl {N2-CO-B2-OH.H-C1| 38 0.72 |ESL:(M-Hy=843/845/| 1638(C=0) | £ &5
.TBTU.HOBt #= 847(Br.):(M+H)"=84 %
DIEA £ THF ¥ 5/847/849(Br-)
119 [ N1 |B30| CI |NI-CO-B30-OH.H-C| 50 ESI: A& dh
1.TBTU,HOBt #= (M+H)"=815/817/81 i
DIEA # THF # 9(Br-)
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122 | N1 | B7 [C14 [N1-CO-B7-OH.H-C1| 26 | || | 0.44 ESI: EAR
4. TBTU #= NEt; & (M+H)"=787/789/79 /M
DMF # 1(Br») R
123 | N1 | B8 |C14|N1-CO-B8-OH.H-C1| 28 | C | 0.68 ESI: 2 548
4.TBTU #= NEt; £ (M+H)"=665/667 i
DMF ¥ (n
124 | N1 [ B7 |C16|N1-CO-B7-OH.H-C1| 20 | C | 0.80 ESI: T
6.TBTU #= NEt; /& (M+H) =787/789/79 7k
DMF # 1 (Br-)
125 | N1 | B8 |CI16{N1-CO-B8-OH.H-C1| 11 | || | 0.58 ESI: LEL
6.TBTU #= NEt; 4 (M+H)"=665/667 T F 4
DMF (Ch R
128 | N1 | B32|C45 N1-CO-B32-OH.H-C| 4 | C| 045 | ESI: (M+H)'=703 E A
45.TBTU. HOBt 4= X
NEt; £ DMF ¥
129 | N1 {B30|C45|N1-CO-B30-OH.H-C| 19 | C | 0.72 ESI: £ & B
45.TBTU #= DIEA & (M+H)"=815/817/81 X
THF + 9(Br.)
130 | N1 |B30|C44|N1-CO-B30-OH.H-C| 18 | C | 0.81 ESI: FEE
44.TBTU #= DIEA £ (M+H)"=815/817/81 X2
THF ¥ 9(Br-)
131 | NI |B21|C435|N1-CO-B21-OH.H-C| 14 | C | 0.67 ESI: REE
45.TBTU 4= DIEA & (M+H)"=829/831/83 Wi
THF ¥ 3(Br2)
132 | N1 |B21|C44 |N1-CO-B21-OH.H-C| 24 | C | 0.48 ESI: R EH
44 TBTU #= DIEA % (M+H)"=829/831/83 WA
THF + 3(Br2)
133 | N1 |B30|C46|N1-CO-B30-OH.H-C| 16 [ C | 0.55 ESI: & E
46.TBTU #= DIEA & (M+H)"=815/817/81 XY 3
THF ¥ 9(Br»)
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138 | N1 [B21 | C46(N1-CO-B21-OH.H-C| 26 | Q| 0.65 ESI: £EE
46.PvBroP 4= DIEA (M+H)"=829/831/83 R 4h R
£ THF ¥ 3(Br)
140 | N1 |B31|C44|N1-CO-B31-OH.H-C} 22 | Q| 0.57 ESk: REE
44.PyvBroP 4= DIEA (M+H) '=830/832/83 X7V
f& THF ¥ 4(Br>)
141 | N1 |B31|C46|N1-CO-B31-OH.H-C| 15 | Q| 0.47 ESI: LN
46.PvBroP #= DIEA (M+H)'=830/832/83 XYy
# THF ¥ 4(Br>)
142 | N1 |B31|C45 [N1-CO-B31-OH.H-C| 11 [ Q] 0.59 ESI: e B
435 PvBroP 4= DIEA (M+H)"=830/832/83 XY
# THF ¥ 4(Br>)
148 | N1 |B32|C44 [N1-CO-B32-OH.H-C| 24 | Q| 0.50 | ESL: (M+H)'=703 |1736,1664,1| £ &, B
44 HATU #= DIEA £ 637(C=0) | k4%
THF ¥
149 | N1 {B32|C46 |N1-CO-B32-OH.H-C| 3 | Q| 0.50 M*=702 A EE
46.HATU #= DIEA & Wb
THF ¥
151 | N1 {B25|C45|N1-CO-B23-OH H-C| 10 | G | 0.38 ESI: AEH
45.TBTU #= DIEA &£ (M+H)"=805/807/80 Y
THF # 9(Cl)
152 | N1 | B30|C30IN1-CO-B30-OHH-C| 21 { G| 0.28 ESI: FEE
50.TBTU #» DIEA & (M+H)"=815/817/81 XY
THF + 9(Br-)
153 | N1 |B21|C350 |N1-CO-B21-OH.H-C| 34 | G| 0.36 ESI: 3439(NH):17| L& B
50.TBTU 4= DIEA # (M+H)"=829/831/83 | 38,1666,163 | 44/
THF 3(Br.) 9(C=0)
154 | N1 |B32|C50|NI-CO-B32-OH.H-C| 46 | G| 035 | ESI: (M+H)'=703 |1736,1660,1| & & &
50.TBTU #= DIEA & 628(C=0) | k¥ /&
THF ¥+
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10

155 | NI [B31|C350{NI-CO-B31-OH.H-C| 30 0.66 ESL: 3458(NH.N | L&, B
50.TBTU %= DIEA % (M+H) " =830/832/83 | H.):1734(C=| 4k 49 &
THF ¥ 4(Br») 0)
156 | NI |B25|C50|{NI1-CO-B25-OH.H-C{ 29 0.68 ESI: 3439(NH)16| & B
50.TBTU #= DIEA £ (M+H)'=806/807/80 | 39(C=0) | +k#/k
THF ¥ 9/911(Br-,Cl)
162 | N1 | B5 |C45 [N1-CO-B5-OH H-C4| 22 0.69 ESI: LE B
3.TBTU #= DIEA & (M+H)'=816/818/82 AR
THF/DMF(3/1 vA) ¥ 0(Br-)
164 { N1 [B33| C5 |NI1-CO-B33-OH.H-C| 70 0.79 ESI: e R
3. TBTU #= DIEA # (M+H)"=801/803/80 KR
THF 5(Br»)
166 | N1 | B7 |C45 |N1-CO-B7-OH.H-C4| 25 0.69 ESI: 1738, LEe R
5.TBTU #= DIEA & (M+H)"=830/832/83 | 1660(C=0) | k4 /%
THF/DMF # 4 (Br2)
167 | N1 | B7 |C50|{N1-CO-B7-OH.H-C5] 41 0.71 ESI: 1736,1662(C| £ & B
0.TBTU 4= DIEA & (M+H)"=830/832/83 =0) XV
THF/DMF + 4 (Br»)
% 315 2

B BB ]-4- o 2 - 1-RAR TROT T 2)

4-11-[3.5-=i% -N-[[4-(3.4- = &.-2(1H)- EAX " rd ok -3- 2 )-1-9k 52 | £ )-D-

kAT

AEEBR T, & 85.0mg0.102 £ & R)4-{1-[3,5- =& -N-[[4-(3.4-= &.-2(1H)-
SAREAR-3-K)-1-9R 77 | 3 A |-D-B R BL]-4-7K 92 ) -1-%kA LR L ES £ 3.5ml
Az P a9 F A A 0.5ml IM R B4 KIER, £ 40°CH R B E TH4E 1
DN, AR AR, AR RS E T, Ao 0.5ml IM ¢ 28R 34T & Fe,
EEETHAE2 T, REKENHBGBIK., BREAER, #m) FohKE
ARG, rhERME, BakatiE 2 Jad, AETRAFNEKR, AT

e g

» 41 80.0mg(97

ESI-MS: (M + Na)" = 826/828/830(Br,)

88

(M-H) = 802/804/806(Br,)

% 449 32 E{E )8 K & dh k.
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) 44 &-18 X, N-B-C &) F #|104-4%:

AE5IN| B | C 35,97 % |[FM| Rf MS IRfem] |Fp.[C]
=&

4 INI|BI | C4 [NI-CO-BI-C3#=| 88 | G [0.02| ESI: (M-H)=802/804/806 K& an
aq.IM NaOH, % (Bra): £
% aq.1M HCI (M+Na)*=826/828/830(Br-)

6 |N1| BI | C6 [N1-CO-B1-C5#=| 88 | G [0.02| ESI: (M-H)y=801/803/805 (Br»): [3420(NH.O| £ & &
aq.IM NaOH. % (M+H)"=803/805/807(Br-): [H).1734.16| 4k
% aq.1M HCI (M+Na) =825/827/829 (Br-): | 33(C=0)

8 |N1| Bl | C8 [NI1-CO-BI-C74=| 96 | G |0.02| ESL (M-Hy=787/789/791 |3420(NH.O|% & &
aq.1M NaOH. % (Br.): H),1709.16| 4k
/& aq.IM HCI (M=Na)'=811/813/815(Br,) | 33(C=0)

10 {N1{ Bl |CI0{NI-CO-B1-C9#=| 72 | G |0.03| ESL: (M-H)y=787/789/791 |[3413(NH,0|% & &
aq.1M NaOH, % (Br2): H),1707.16| 4
% aq.IM HCI (M+Na)'=811/813/815(Br.) | 53(C=0)

13 |N2| B2 | C6 [N2-CO-B2-C54=| 78 | G [0.02| ESI: (M-H)=814/816/818 (Br»); [3431(NH.N| % &, 5
aq.1M NaOH, % 4 | (M+H) =816/818/820 (Bry); |H.):1653(C{ 4k
% aq.1M HCI (M+HCO,)=859/861/863(Br.) =0)

22 [NI| B3 | C2 [N1-CO-B3-Cl #=| 97 ESI: (M+H)'=738/740 (Br) |3425(NH), (£ & &
aq.IM NaOH. % 1659.1632(| 4
J& aq.IM HCl C=0)

23 {N1| B4 | C2 [N1-CO-B4-Cl #=| 99 ESI: (M+Cly=748/750/752/754| 3419(NH), | £ &, &
aq.1M NaOH. %4 (CL): 1655,1628(| 4k
% aq. IM HCI (M+Na)'=736/738/740(Br-) | C=0)

24 |N1| B5 | C2 [N1-CO-B3-C1 #=| 98 ESI: (M+C1y=822/824/826/828| 3419(NH), | £ & &
aq. 1M NaOH. % (Br): 1655,1635(| 4
%% aq.IM HCl (M+Na)'=810/812/814(Br.) C=0)

25 [N1| B6 | C2 [N1-CO-B6-C1 #=| 98 ESI: 3427(NH), | & &
aq. 1M NaOH. % (M+Cly=772/774/776(Br); |1630(C=0)| 4k
% aq.IM HCI (M+Na)'=760/762(Br)
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26 [N1{ B7 | C2 (N1-CO-B7-Cl #=| 99 ESI: (M+C1)=836/838/840/842| 3419(NH), | & &, &

aq.IM NaOH. % (Bra): 1655.1635(| 4k
% aq.1M HCl (M+Na) =824/826/828(Br-) C=0)

27 |N1{ B8 | C2 [N1-CO-B8-Cl #=| 89 ESI: (M+C1)=714/716/718(Cl):{ 3419(NH), | &. & &

aq.1M NaOH. % (M+Na)'=702/704(Cl) 1655.1635(
& aq.IM HClI C=0)

28 |N1| B3 | C4 | NI-CO-B3-Cll1 | 97 ESI: (M+Cly=772/774/776 | 3416(NH), | X &, &k
#= aq.1M NaOH. (Br): (M+Na)'=760/762(Br-) |1635.1635(| 4&
%6 aq.IM HCI C=0)

35 [N1| B2 [C15|NI1-CO-B2-Cl4 | 78 0.46 ESI: 3339(NH,), | & & &
%2 aq.IM LiOH. (M+Na) =796/798/800(Br) |1633(C=0)| #k
2% /5 aq. IM HCl

36 [N1| Bl [CI5|NI-CO-BI-Cl4 | 78 0.42 | ESI: (M-H)Y=773/775/779 (Br»); PR
#2 ag.IM LiOH. (M+H)'=775/777/779 (Br-), #*
#X/5 aq.IM HCI (M+Na)'=797/799/801(Br)

39 [Nt} B2 [C17| N1-CO-B2-Cl16 | 76 046 ESI: (M-H)=772/774/776 |3429(NH.N|% & &4
#a aq.IM LiOH., (Br»): H,);1653(C| 4k
#% & aq.1M HCl (M+Na)*=796/798/800(Br-) =0)

40 [Nt} B1 [C17| N1-CO-BI-C16 | 70 0.42| ESI: (M-HYy=773/775/777 |3420(NH,O| % &.5
#v aq.IM LiOH, (Br2): H).1653(C| #
A aq.IM HCI (M+Na)'=797/799/801(Br,) =0)

45 [N1| B2 [C20| N1-CO-B2-C18 | 96 ESI: (M-H)'=786/788/790 (Br-) At dh
#2 aq.IM LiOH, 1%
#X /& aq.1M HCI

46 |N1{ Bl [C20| NI-CO-BI-C18 | 97 ESI: (M-H)'=787/789/791 (Br-) PR
#o aq.1M LiOH. #
A& aq.IM HCI

47 [N1| Bl [C21| N1-CO-B1-Ci9 | 86 ESI: (M-H)=787/789/791 (Br2) T é.dh
#v aq.1M LiOH, iR
#2J5 aq.IM HCl
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48 [NI| B2 {C21 | NI-CO-B2-C19 | 2 ESI: (M-H)=786/788/790 AR
#= aq.IM LiOH. (Br»): 1R
%55 aq.IM HCI (M+Na)'=810/812/814(Br»)

51 |N1| Bl [C23|NI1-CO-B1-C22 | 12 ESI: (M-H)'=787/789/791 (Br-) AN
#2 aq.1M LiOH. ]
® & aq. IM HCI i

52 [N1| B2 [C23| NI-CO-B2-C22 | 14 ESI: (M+H)+=788/790/792 EAR 9
#2 aq.1M LiOH. (Br2) Z W
A& aq.IM HCI i

53 [N1{B10| C6 | NI-CO-B10-C5 | 36 ESI: (M+H)+=647 ek
#= ag.]M LiOH, x4
KRG aq ATHEBR ¥

54 IN1|[B10| C2 | NI-CO-B10-Cl | 21 ESI: (M+H)' =648 1711,1639(| % &, &4
F aq. 1M LiOH. C=0) #%
KRB aq AT HBR

68 |N1{ Bl |C33| NI1-CO-BI1-C26 | 77 0.51 |ESL: (M-H)=781/783/785 (Br,)|1635(C=0) | £. & &
#2 aq.I1M LiOH. ZS
/& aq. 1M HCI

69 [N1| BI [C34| NI-CO-BI-C27| 75 0.50| ESI: (M-H)=781/783/785 |1637(C=0)|% & &
#2 aq.]M LiOH. (Br-): R
A& aq.IM HCI (M+Na)"=805/807/809(Br,)

70 |N1| Bl |C35| NI-CO-BI-C28 | 82 0521 ESL (M-H)=780/782/784 R & h
# aq.1M LiOH. (Br»); 74
2% aq.1M HCl (M+Na)"=804/806/808(Br-)

71 {N1| Bl |C36| N1-CO-B1-C29 | 76 0.54| ESI: (M-H)'=794/796/798 |1658(C=0)|% & &
#2 aq.IM LiOH, (Br»): R
#XJ& aq.IM HCI (M+Na)'=818/820/822(Br>)

72 |N1| Bl |C37|NI1-CO-BI-C30 | 75 0.53| ESI (M-H)=808/810/812 |1707.1639( |% & &
# aq.]M LiOH. (Br): C=0) %S
2B aq.IM HCI (M+Na)=832/834/836(Br.)
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73 [N1} Bl [C38| N1-CO-B1-C31 | 73 0.47} ESI: (M-H)=849/851/833 Fé.dh
#u aq.IM LiOH. (Br2): S
%5 aq.IM HCl (M+Na) =873/875/877(Br-)
74 |N1| Bl |C39| NI-CO-BI-C32 | 68 0.49 |[ESI: (M-H)'=780/782/784 (Br2){1711.1657(| & &. dh
#= aq.IM LiOH. C=0) 1*®
# & aq. IM HCI
75 |N2| B2 |C33 | N2-CO-B2-C26 | 82 0.55| ESI: (M-H)=794/796/798 F & ah
#= aq.IM LiOH, (Br-): R
%% aq.IM HCl (M+Na)'=818/820/822(Br-)
76 |N2| B2 |C34 | N2-CO-B2-C27 | 76 0.541 ESI: M-H)'=794/796/798 1709, F & dh
#o aq.IM LiOH, (Bra): 1637(C=0)| #
% /& aq.IM HCI (M+Na)'=818/820/822(Br-)
77 {N2{ B2 |C35| N2-CO-B2-C28 | 76 0.54{ ESL (M-H)Y=793/795/797 |1657(C=0)|% &. &4
#= aq. 1M LiOH, (Br-); *
% & aq.IM HCl (M+Na)"=817/819/821(Br.)
78 |N2j B2 |C37| N2-CO-B2-C30 | 86 0.56| ESI: (M-H)=821/823/825 & dh
#2 aq.1M LiOH, (Bra): 23
K /& aq.IM HCI (M+Na)'=845/847/849(Br-)
79 |IN2| B2 {C38| NI-CO-B2-C31 | 77 0.56| ESI: (M-H)=862/864/866 F &84
#2 aq.1M LiOH. (Br»): S
% E aq. IM HCI (M+Na) =886/888/890(Br-)
80 |N2{ B2 |C39| N2-CO-B2-C32{ 71 0.57|ESI: (M-H)'=793/795/797 (Br2)|1711(C=0) | & & &4
# ag.IM LiOH. #*
#£JE aq.IM HCI
82 [N2|B1l| C2 | N2-CO-BI1-Cl | 83 ESI: (M+H)"=696 AN
#2 aq.0.IM R4
LiOH.& B %3
aq.0.1M HCI
85 IN1| Bl |C42| NI-CO-B1-C40 | 97 0.12|ESIL: (M-H)=788/790/792 (Br») K& eh
#2 aq.0.1M £
LiOH. A&
aq.0.1M HCI
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86 [N1| Bl [C43| NI-CO-BI-C41 | 82 0.16 |[ESI: (M-H)=788/790/792 (Br-) Fot
F2 2q.0.1M 4N
LiOH.AAZ
aq.0. 1M HCI
89 [NI{ B2 [C43| N1-CO-B2-C41 | 76 0.15 |ESI: (M-H)=787/789/791 (Br:) AR
#2 aq.0.1M i
LiOH. A &
aq.(0.IM HCl1
90 |N1| B2 |C42| N1-CO-B2-C40 | 86 0.16 |ESI: (M-H)=787/789/791 (Br) &
F2 2q.0.1M &
LiOH. % &
aq.0.IM HCl
91 |N1| B2 | C4 | NI-CO-B2-Cil | 86 0.24| ESI: (M-H)=801/803/805 [1653(C=0)|%L &5
#7 aq.0.1M (Bra); K
LiIOH, % & (M+H)"=803/805/807(Br-)
aq.0.IM HC1
92 |N2{ B2 | C4 | N2-CO-B2-Cl1 | 69 0.31| ESL (M-H)=815/817/819 PR
# aq.0.1M (Bry); S
LiOH. & & (M+Na)"=839/841/843(Br-)
aq.0.1M HCl
97 |N1| B2 | C2 [N1-CO-B2-Cl #=| 61 0.06| ESI (M-H)y=801/803/805 [1653(C=0)|% &. ¢k
aq.1M LiOH.%A (Br): S
/& aq.IM HCl (M+Na)"=825/827/829(Br.)
98 |N2| B2 | C2 [N2-CO-B2-Cl #=| 73 0.05 | ESI: (M-H)y=815/817/819 (Br-): E & 5h
aq.IM LiOH_ % (M+H)"=817/819/821(Br>); %
%5 aq.IM HCI (M+Na)"=839/841/843(Br-)
120 [N1{B30| C2 | N1-CO-B30-C1 | 40 ESI: (M-Hy'=785/787/789 PR
#2 aq.IM LiOH. (Br-): 7 4h
A% aq.IM HCI (M+H)"=787/789/791(Br») &
121 [N1|B30| C4 |N1-CO-B30-Cl1| 48 ESI: (M-H)=785/787/789 AEL
# aq.1M LiOH, (Br): R4y
A% aq.IM HCI (M+H)'=787/789/791(Br,) &
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126 IN1| B7 {CI5| NI-CO-B7-Cl4 | 77 | C |0.00 ESI: LER
#o aq.IM LiOH, (M+H)'=773/775/777(Br-) R4
%5 aq.IM HCI

127 [N1| B8 |C15| NI1-CO-B8-Cl4 | 100 0.00 ESI: & HE
#a aq.IM LiOH. (M+H)"=651/657(Cl) X ¥
PAJE aq. 1M HCI

134 {N1{B30|C47 [N1-CO-B30-C43| 68 0.23 ESI: L EE
#2 aq.1M LiOH, (M+H) =787/789/791(Br>) w4 R
/5 aq. 1M HCl

135 |[N1|B30 [C48 [N1-CO-B30-C44| 29 0.14 ESL A& B
#2 aq.1M LiOH. (M+H)"=787/789/791(Br-) wih R
& aq.IM HCl

136 |N1|B30|C49 [N1-CO-B30-C46| 78 0.10 |ESI: (M-H)=785/787/789 (Br-) RER
#2 aq.1M LiOH, X
#5/% aq.IM HCI

137 |N1|B21|C47 |N1-CO-B21-C45| 81 | K |0.24 ESI: AER
#= aq.IM LiOH. (M+H)"=801/803/8035(Br-) W R
& aq.IM HCl

139 [N1|B21{C48 [N1-CO-B21-C44| 51 0.11 ESI: LER
#2 aq. 1M LiOH. (M+H)"=801/803/803(Br-) w4h
K% aq. 1M HCI

143 |N1|B31|C48 |[N1-CO-B31-C44| 74 0.11 ESIL: FEE
#o agq. 1M LiOH, (M+H)"=802/804/806(Br-) W R
#8 /5 aq.IM HCl

145 [N1|B31[C47 [NI-CO-B31-C45| 72 | K [0.23 ESI: L&
#7 aq.1M LiOH, (M+H)"=802/804/806(Br-) w9 R
A5 aq.IM HCI

146 IN1|B31{C49|N1-CO-B31-C46| 62 0.07 ESL A& E
47 aq.|M LiOH, (M-+H) =802/804/806(Br>) wih IR
& aq.IM HCI
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147 [N1[B21|C49 [N1-CO-B21-C46| 92 | K |0.08 ESI: A& B
#2 aq.1M LiOH, (M+H) =801/803/805(Br-) R4 R
A5 aq. 1M HCI

150 |[N1|B32|C47 [N1-CO-B32-C45| 17 0.14 ESL: FAA:
#2 aq.1M LiOH. (M+H) =675 R4 R
A& aq.IM HCI

[57 |N1|B21{C51 |{N1-CO-B21-C50| 75 0.35 ESI: AR
#2 aq.1M LiOH. (M+H)"=801/803/805(Br.) R 4h
A% aq. 1M HCI R

158 {N1[B32|C51 [N1-CO-B32-C50] 20 0.13 ESI: &L
#= aq.1M LiOH, (M-H)=673:(M+H)"=675 TR 4h
A& aq.1M HCI ¥

159 [N1{B31|C51 [N1-CO-B31-C30| 91 0.60 ESI: AR
#2 aq.1M LiOH. (M+H) =802/804/806(Br,) x4
A% aq.IM HCI i3

160 |N1|B25|C51 |[N1-CO-B25-C50| 82 0.25 ESL: AER
#= aq.1M LiOH. (M+H)"=777/779/781/783(BrC TR 4
A )& aq.IM HCI I») TR

161 |N1{B30|C51 |NI-CO-B30-C30| 73 0.32 ESI: AR
#2 aq.IM LiOH., (M+H)'=787/789/791(Br») R4
A aq. 1M HCI R

163 {N1{B25|C47 [N1-CO-B25-C45| 90 0.17 ESI: R &L
#2 aq.1M LiOH. (M+H)"=777/779/781/783(BrC Z R4
# & aq.IM HCI 1-) &

165 [N1{B33| C6 | N1-CO-B33-C5 | 78 0.16 ESI: A&
#2 aq.IM LiOH, (M+H)"=787/789/791(Br) R4 R
%4/ aq.IM HCI

% 3645) 3

4-{1-[3-(1-2 F)-N-[[4-2-BAK-1.3.4.5- W A -1 3-F A - R 2 F-3-%)-1-7%
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A -D- A R B]-4-9R T 19k LR L ES (T 5 81)
3% 380.0mg(0.84 & R)4-{1-[3-(1-F3)-D-R R BE]-4-K e £ )-1-9% T
8% 285 64 9 Sok BiE R (20ml)E-5°C F 430 40 4-4F, FiEAn 149.356mg(0.91
Z&R)CDT £ 10ml WAk d T et F T BiF R, BHFESCTHFERE
5 RAY 1 e, FAZETHIE D DB, Ao 206.075mg(0.84 £ R)3-(4-
kot 3 )-1,3.4.5-0 81 3-FF =R F-2-FA/L 10ml DMF # a9 &5k, H7
KIFH R, EFETABOAA®S, BKMmA 15ml DMF, #£ £
100°C F Aok Radh 2 N of. B ZIRE R RA4, 18—+ E M (im House)
RBFeq# B iR AARE LA AP, FEAKREKERG RS, AT
10 R4h, S CEEAFHIAE R 8918 s, RIEHFFIRILIZ BIKR(450.0mg; 74 % 4932
1A,
ESI-MS: (M+H)" =724
E 3.4 4
(R.S)-4-{1-[2-[4-RFL-3.5- =i F ) F 3K ]-4-[4-(3.4- = &-2(1H)- AAXErE
15 oh-3-20)-1-%@ K )-1.4- = FAR T R ]-4-9ko2 ) -1-9%% TE(F 5 99)
A4k B 2% E Chemspeed ASW2000(Chemspeed Ltd., Rheinstrasse 32,
CH-4302 Augst, Schweiz)it 47 F & 494~ .
Jo#E
AGV1: 118.862mg(0.200 £ & X)) (R,S)-2-[4- & % -35- =2 K ¥X)F
20  #]-4-[4-(3.4-= R -2(1H)- B A AErdok-3-2)-1-9872]-4-BAX T 88 /£ 3ml THF /&
P
AGV2: 51.073mg(0.200 & & 72)4-(4-9k7 2k )-1-% % L8R LB 44 2mITHF
AR
AGV3: 64.220mg(0.200 & & R)TBTU #) 2ml DMF &% ;
25 AGV4: 1.00ml(1.00 £ & R)= TRz,
AGV5: 1.00ml 4M S EAL4RIERE;
AGV6: 1.00m] 4M #84;
AGV7: 6ml THF.
¥ AGVI4 #TAE G T4x, REAHF AHEE—RBR, #ETE
30 %8B, REREIRSY, —KImA Tml T TE, F A 10ml 10 % 695
BRAF KIS R A2 oml 7K & R EGER, FRHR—RREST. BRAREGHERE
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AGV7 ¥, ¥/ AGVS &, EFBTHIF 6 A EF. oA AGV6 A F R 5
e, KRB ERA.
# HPLC-MS-4X 2% (Agilent Technologies, Agilent 1100 Series Modules and
Systems for HPLC and LC/MS) L4 & &A%, KB4 2254, sTRk&
5 FHh#iTHRTIE.

e ey

RAT

(M+H)" = 802/804/806(Br,)

) £ 4] &-18 X N-B-C 49 F 71064

& 26.0mg(15%89 32 i814E).
ESI-MS: (M-H) = 800/802/804(Br,)

R BB EMRE 1.9ml DMF +, i8S 48 k.

F4&4& A NaOH Kz 2L

FE% [N| B | C .24 % =& MS
100 | N1 | BI2 | C2 {184 NI1-CO-BI2-OH 5 HCl. #| 8 ESI:(M-H)y=803/805/807(Br-):
1% ] NaOH /K& 21t (M+H)"=805/807/809(Br)

101 | N5 | BI3 | C2 |1&4 N5-CO-B13-OH #= H-C1. 6 ESL:(M + H)"=682
45 & A NaOH iz R 21k

102 [ NI | Bl4 | C2 |1%4 NI1-CO-B14-OH #= H-C1., 6 ESI:(M + H)'=767
FiE£ B NaOH Kz &R 218

103 | N1 | BI5 | C2 |1&4 N1-CO-B15-OH #= H-C1. 6 ESI:(M + H)"=673
74 % A NaOH Kz R 2L

104 | NI | Bi6 | C2 |1&% N1-CO-B16-OH #= H-C1. 6 ESL:(M-H) = 735/737(Br),(M
4% A NaOH Kz % 21t +H)"'=737/739(Br)

105 | N1 | B17 | C2 |{&4 NI-CO-B17-OH #= H-CI. 10 ESL:(M + H)"=699
FF4& 4 A NaOH 7Kz R 21t

106 | N1 | BI8 | C2 |{&% N1-CO-B18-OH #= H-CI. 4 ESI:(M + H)"=689
4% & F) NaOH KiZ#& 218

107 | NI | BI9 | C2 |1%% N1-CO-B19-OH #= H-C1. 4 ESL(M-H)=712/714/716(Cl,):
FF4 & ) NaOH AE&R 210 (M + H)"=714/716/718(Cl»)

108 | NI | B20 | C2 |1%4 N1-CO-B20-OH #= H-C1, 4 ESL:(M + H)'=767
F4& % A NaOH 7KE R 218

109 | NI | B21 | C2 |84 N1-CO-B21-OH #» H-CI, 13 |ESI:(M-H)'=799/801/803(Br.):

(M + H)"=801/803/805(Br.)
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10

110 | NI | B22 | C2 {454 NI1-CO-B22-OH #= H-Cl. 4 ESI: (M +
F4£4 ) NaOH Kz & 21% H)'=865/867/869/871(Br-)

111 | N1 | B23 | C2 |1&4- N1-CO-B23-OH #= H-C1, 12 ESI: (M + H)"=691
F4E4 A NaOH Kigik 214

112 | N1 | B24 | C2 |1&4 N1-CO-B24-OH #= H-Cl. 2 ESL: (M +
F4# % F) NaOH K& 214 H)'=699/701/703(Cl,)

113 | NI | B25 | C2 |1%4 NI1-CO-B25-OH #= H-C1. 4 ESI: (M +
F4E % ) NaOH K& & 242 H)'=777/779/781(Br,)

114 | NI | B26 | C2 |1%% N1-CO-B26-OH #= H-C1, 3 ESI: (M + H)"=681
FH44 A NaOH Kizii 2%

115 | N1 | B27 | C2 |1&4 N1-CO-B27-OH #= H-C1. 4 ESL:(M-H)=671; (M +
48 % F NaOH Kix &k 214 H)'=673

116 | NI | B28§ | C2 |1&4 N1-CO-B28-OH #= H-C1. 4 ESI: (M + H)"=685
F42% A NaOH K& & 240

117 | N6 | B2l | C2 |1%4 N6-CO-B21-OH #= H-C1. 4 ESI: (M +
F4%£4 A NaOH Kis ik 21k H)'=837/839/841(Br,)

118 | N1 | B29 | C2 |1%% N1-CO-B29-OH #z H-C1. 4 ESL: (M +
4% A NaOH KA % 218 H)"=699/701/703(Cl,)

T & ey FRAIEET SR TR B &k, TR X (D) etk
HEMEYR

L34 1

& 1mg E R e KBNARE

28 A%,

RS TS 2

% AR
4
RARIK

il e

1.0mg
20.0mg

50.0mg
71.0mg

AR EWHIT EBNFEZRGTHRI ), FHEGERSFT L HLAES S
e, WREMEARPIIETF .
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% 747 11
4 1mg 7 497 498 T Respimat®49 BN B &
2 A
1 RBNE:

5 &M R 1.0mg
ATz 0.002mg
1R ML BR 4 0.0075mg
soAL K i & 15.0ul
& ik

10 e MM R A BT RARR R KT, HEN Respimat® &4

E A4 11
e lmg FHH R FALBABNER

20 AR,
1 #24
5 & A 0.1g
A4 0.18g
e 0.002¢g
YAk m £ 20.0pul
& Tk
20 W ESMT . FALAF R T IRARIERR KT,

£ 5] IV
A 1mg FHEMAGEREAT TR SR

28 A%,
1 KBNS

25 EFAE IR 1.0mg
97 &% RE 0.1%
f#HEME 50.0ul
BEF &k

R B R 3 9 B A SRS Ao SRS RS R L L
30 HFRBEFRAAINEAEEY,
E ) V
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4 1mg E M4 /F 692 B %5 R

20 A%,
el Vi) 1.0mg
L 0.9mg
3 AF bsx 0.025mg
1R M R 47 0.05mg
sEAL KA £ 0.1ml
il R
HE R A B RS T RN BB F .
10 A VI
4 Sml 4 Smg EHM R ERIER
28 A%,
R XrVn 5mg
# AR 250mg
15 AfFEEH 10mg
#& % B8 Glykofurol) 250mg
E4 R K & 5ml
&7k

AR Ao R) BB IE AR R ST R KT (WH); IAAfE G &G, miis
20 MREMEMS; R W eBUE AAAR, ELRAATEES| &8P,

5 345 VII

£ 20ml 4 100mg /R 62 5HER

2B AR,
EMEM IR 100mg
25 B BR — R, —4¥ = KH,PO, 12mg
BEBR S, —4A = Na,HPO,-2H,0 2mg
FALAH 180mg
A iF @& a 50mg
Polysorbat 80 20mg
30 A A KA £ 20ml
F&EFE
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F% Polysorbat 80. S Ak4h. BEE = F —47 A BBR B 4hIAME L 2 54 A 49
K (W), AeAAfFaES; BB EWFT, A W ho B4 5 4
FENLHT .
%364 VIII
5 4 10mg MW F 694 T4
20 AR,
E MR 10mg
H R B2 300mg
AdFaEE 20mg
10 &
P BRI RS A KT (W), AARFEGEEG; mBiEmBErY
Jiy B WAl A B4 RARAR, EAHLP AT,

R TR T ah el

Polysorbat 80=Tween 80 20mg
15 HE A 200mg

EH R R A E 10ml

&7 ik

4% Polysorbat 80 Fo EBF /& #F £ 2 41 A K (WHl); EAZ#HT.
FE 4] 1X

20 £ 20mg E WA F
20 AR,
& dh R 20mg
LAz 120mg
ERIEH 40mg
25 FE RS BR 4R 2ing
Povidon K 25 18mg
#l &7

¥ REFWMIT . FER 2R, AR CHoEBR 6 KRR A T4
1o, HREFEMERS, EERKAMEES, AHE 200mg.
30 £ 345 X
4 20mg FEHA R IR &
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i
E R 20mg
FRIEAY 80mg
R, &k Smg

5 *2 MG BR 4R 2.5mg
&7 ik

B RAFEMME . TR BISERERS ABIREIIE
RAOMENIA A 3R EF.

F 4P X1
10 £ 50mge & M4 i A4 R
2B AR,
R 50mg
i€ F#EJI5 B (Adeps solidus)m £ 1700mg
H &7k
15 B2y 38C TSI I, 5B tney &M ah Fi 35 8 58 B IARe SR RS I

dre A3 35 CRIAFIS 69 X x.
% 36,45 X1
£ 1ml 4 10mg 7 W5 6255 R

28 A
20 M 10mg
H EAEHE 50mg
A FOEA 10mg
EAT R KA E 1ml
B & Ak
25 B EBEERAER A KT (W), MAARFORS; mAEBRER

MR, A WA EKEERERER;, FERLATENLRT.
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